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Instructions for authors

Type of article/ Abstract and Body text Reference Figure and
description Keyword diagram/flowchart
Original article The structured This should be divided | Maximun 30 | Figures cannot be
Original reports abstracts are into sections with the | references | embedded in

present data that
have not yet been
published. The article
can be prepared in

Thai or English.

required with
the following
format:
Background,
Objective,
Methods,
Results,
Conclusion.
Abstract must
be typed in
BOTH English
AND Thai.
(Maximum word
count 250 ) The
number of
keyword is 2-5 in
Thai AND
English

headings:
Introduction,
Materials and
methods,

Results,
Discussion,
Acknowledgments,
References,
Tables,

Legends.

Body text can be
prepared either in
English OR Thai. (Word
count 2,000-3,000)

Microsoft programs
(Word, PowerPoint,
etc.) as this decreases
resolution size.
Figures must be
submitted separately
in JPEG format, at
least 300 dpi.
Diagram must be
submitted separately
in EPS format.

The maximun of 8
figures including

diagram is allowed.




Type of article/ Abstract and Body text Reference Figure and
description Keyword diagram/flowchart

Review article Review articles Body text can be Maximun 30 | Similar to original
A concise, high- must include an | prepared either in references | article. The maximun

quality review article
of recent advances in
laboratory or clinical
research. The article

can be prepared in

Thai or English.

unstructured
abstract. It must
be typed in
BOTH English
AND Thai.
(Maximum word
count 250) The
number of
keyword is 2-5 in
Thai AND
English.

English OR Thai. The
word count of body
text should be 2,000-
3,000 words. Use of
tables and figures is

encouraged.

of 8 figures including

diagram is allowed.

Case report (English
only) This type of
article is aimed to
publish original case
reports covering the
entire spectrum of
dermatology. The
presented case
should not typically
stated in the
textbook. These
could be novel in
one of the following
points (e.g., clinical
presentation,
histopathology,
diagnosis, response
to treatment,
toxicities of therapy,

etc))

Similar to review

article.

The clinical history,
pathology and
illustration(s) should
be presented. This
should be followed by
the diagnosis and brief
review. The word
count should be 700-
1,000 words.

Maximum 10

references

Similar to original
article. The maximun
of 5 figures including

diagram is allowed.




Type of article/ Abstract and Body text Reference Figure and

description Keyword diagram/flowchart
Clinicopathological Abstract is not The clinical history, Maximum 10| Similar to original
case (English only). | required. The pathology and references | article. The maximun
This type of article is | article should illustration(s) should of 5 figures including
aimed to provide a include 2-5 be presented. This diagram is allowed.
test of the reader's keywords in should be followed by
diagnostic skills. The English the diagnosis and brief
case should be review.
typical according to All clinicopathological
the textbook. cases must also

include 3-5 questions
(MCQs) with 5 answer
choices and the
correct answer which
test the knowledge of
the reader. The word
count should be 500-
800 words.

Example references

Journal article

Rajatanavin N, Suwanachote S, Kulkollakarn S. Dihydroxyacetone: a safe camouflaging option
in vitiligo. Int J Dermatol. 2008; 47: 402-6.

Suthipinittharm P, Noppakun N, Kulthanan K, et al. Opinions and perceptions on acne: a
community-based questionnaire study in Thai students. J Med Assoc Thai. 2013; 96: 952-9.

Chapter in book

Weinstein L. Swartz MN. Pathogenic properties of invading microorgnisms. In: Sodemson WA Jr,
Sodeman WA, eds. Pathologic physiology: mechanisms of disease. Philadelphia: WB Saunders.
1974: 457-72.

Book

Osler AG. Complement: mechanisms and functions. Englewood Cliffs: Prentice-Hall, 1976.

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.




Abstract/supplement

Roxburgh J, Cooke RA, Deverall P, et al. Haemodynamic function of the carbomedics bileaflet
prosthesis [abstract]. Br Heart J 1995;73(Suppl 2):P37.

Electronic citations

Websites are referenced with their URL and access date, and as much other information as is
available. Access date is important as websites can be updated and URLs change. The "date
accessed" can be later than the acceptance date of the paper, and it can be just the month
accessed.

Electronic journal articles

Morse SS. Factors in the emergency of infectious diseases. Emerg Infect Dis 1995 Jan-Mar;1(1).
www.cdc.gov/nciod/EID/vollnol/morse.htm (accessed 5 Jun 1998).

Digital Object Identifier (DOI)

A DOI is a unique string created to identify a piece of intellectual property in an online
environment and is particularly useful for articles that are published online before appearing in
print (and therefore have not yet been assigned the traditional volume, issue and page number
references). The DOl is a permanent identifier of all versions of an article, whether raw
manuscript or edited proof, online or in print. Thus the DOI should ideally be included in the
citation even if you want to cite a print version of an article.

How to cite articles with a DOI before they have appeared in print

Alwick K, Vronken M, de Mos T, et al. Cardiac risk factors: prospective cohort study. Ann
Rheum Dis Published Online First: 5 February 2004. doi:10.1136/ard.2003.001234

How to cite articles with a DOI once they have appeared in print

Vole P, Smith H, Brown N, et al. Treatments for malaria: randomised controlled trial. Ann
Rheum Dis 2003;327:765-8 doi:10.1136/ard.2003.001234 [published Online First: 5 February 2002].

PLEASE NOTE: RESPONSIBILITY FOR THE ACCURACY AND COMPLETENESS OF REFERENCES
RESTS ENTIRELY WITH THE AUTHOR.

Submit an Article to www.dst.or.th and email to contact@dst.or.th
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The relationship between constitutive-
facultative skin color by colorimeter

and skin phototype in Thailand.

Chayada Chaiyabutr MD,
Saneerat Porntharukcharoen MD,

Sakda Arj-ong Vallipakorn MD.

ABSTRACT:

CHAIYABUTR C*, PORNTHARUKCHAROEN S*, ARJ-ONG VALLIPAKORN S**. THE RELATIONSHIP
BETWEEN CONSTITUTIVE-FACULTATIVE SKIN COLOR BY COLORIMETER AND SKIN PHOTOTYPE
IN THAILAND. THAI J DEMATOL 2016; 32: 167-178.
*DIVISION  OF DERMATOLOGY, FACULTY OF MEDICINE, RAMATHIBODI HOSPITAL, MAHIDOL
UNIVERSITY,
**SECTION OF CLINICAL EPIDEMIOLOGY AND BIOSTATISITCS, FACULTY OF MEDICINE, RAMATHIBODI
HOSPITAL, MAHIDOL UNIVERSITY, BANGKOK, THAILAND.

Skin phototype classification is very important to the dermatologist. It can be used for carrying out

a risk assessment for some skin diseases and estimating the treatment parameters in phototherapy and
laser.

Mminimal erythema dose (MED) testing is generally accepted method for assessing skin
phototypes; however, this procedure is very complicated and time consuming. Currently, Dermatologist

usually assesses the pateint’s skin color by classification according to Fitzpatrick system.

From : Division of Dermatology, Department of Medicine, Faculty of Medicine, Ramathibodi Hospital, Mahidol University, Bangkok, Thailand.
Corresponding author: Chayada Chaiyabutr MD., email : ck_cha@hotmail.com
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The aim of this study is to define the correlations between skin phototypes assessed by the
dermatologist and others, including (1) self-assessment using a Fitzpatrick Skin Score questionnaire and (2)
constitutive and facultative skin color measures with the colorimeter.

This cross-sectional descriptive study included 336 Thai patients. The patients were requested to
complete the Fitzpatrick skin score questionnaire, then evaluate the skin phototype by the dermatologist
and be measured their skin color in both sun exposed and unexposed area.

Statistically significant correlations between self-assessment phototype and dermatologist-
assessment phototype were found. Colorimetric values of constitutive and facultative skin color were also
useful for phototype classification group especially the melanin index (M).

Key words : skin phototype, Fitzpatrick, colorimeter
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Onychomycosis: An update

Rithee Smithrithee MD, PhD,
Piyakan Limtanyakul MD.

ABSTRACT:

SMITHRITHEE R, LIMTANYAKUL R. ONYCHOMYCOSIS: AN UPDATE. THAI J DERMATOL 2016; 32:
179-198.

DIVISION OF DERMATOLOGY, DEPARTMENT OF INTERNAL MEDICINE, FACULTY OF MEDICINE,
SRINAKHARINWIROT UNIVERSITY, BANGKOK, THAILAND.

Onychomycosis is a common superficial fungal infection. The infected nail shows nail
discoloration, onycholysis, subungual hyperkeratosis, and onychodystrophy. Onychomycosis may cause by
dermatophytes, yeasts, and mold. The definite diagnosis is made by visually detection of fungal hyphae
by microscopy and fungal culture. Topical treatment show limited efficacy. The gold standard treatment is
oral antifungal drugs for several months. Lately, the new modalities of treatment have been introduced in
order to improve fungal eradication and minimize the adverse effect of long term drug administration. The
definition of improvement and cure are vary from study to study. Even standard oral regimen were
started, the resistance, fungal hyphae are found or fungal culture still positive. The treatment option for
onychomycosis need further randomised clinical trials.

Keyword: onychomycosis, diagnosis, treatment

unAnea:
= a £ a a fa o a & a a3 a o
ans alinsans, Yen1ua ausygna Nsanes ey 1sanstsaimta 2559; 32: 179-198.
197309 NIATVIDILAITHT AILUNYEITNTUNTING1AEIATUATNT IV
nMsAndenidudunsindeniuiudy dadumsindenifmiliumuiinuldves Taevluuenain
sflenuiinUnfvosnuay  Aduliaund  dyelddu  duseuld  Wedinenshadedautu  dldviangu
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Phaeoid agents of fungal melanonychia

Nonphaeoid agents of fungal melanonychia

Fusarium oxysporum

Homodendrum elatum

Microascus desmosporus
Phyllostictina sydow (possible case)
Pyrenochaeta unguis-hominis
Nattrassia mangiferae (Hendersonula
toruloidea)*

Scytalidium dimidiatum

Scytalidium hyalinum+t

*synanamorph of Scytalidium dimidiatum.

1 hyaline mutant of Scytalidium dimidiatum

ﬁm Finch J, Arenas R, Baran R. Fungal melanonychia. J Am Acad Dermatol. 2012;66:830-41.
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fisn Gupta AK, Drummond-Main C, Cooper EA, Brintnell W, Piraccini BM, Tosti A. Systematic review of nondermatophyte

mold onychomycosis: diagnosis, clinical types, epidemiology, and treatment. J Am Acad Dermatol. 2012;66:494-502
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L%aﬁLLﬂnlﬁ Onychomycosis Tinea pedis
Dermatophytes 12 (36.3) 28 (36.8)
T. rubrum 10 (30.3) 10 (13.2)
T. mentagrophytes 1(3.0) 14 (18.4)
E. floccosum 1(3.0) 4(5.2)
Nondermatophytes 17 (51.6) 44 (57.9)
Scytalidium dimidiatum 12 (36.4) 41 (54.0)
Fusarium species 5(15.2) 3(3.9)
Yeasts 2(6.0) 2(2.6)
C. albicans 1(3.0) 2(2.6)
C. parapsilosis 1(3.0) 0
Mixed infection 1(3.0) 0
T. rubrum + Fusarium species 1(3.0) 0
Unidentified 1(3.0) 2 (2.6)

fian Ungpakorn R, Lohaprathan S, ReangchainamS. Prevalence of foot diseases in outpatients attending the Institute of

Dermatology, Bangkok, Thailand. Clin Exp Dermatol. 2004;29:87-90.
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Clinical Primary criteria

Secondary criteria*

White/yellow or orange/brown patches or streaks Onycholysis

Subungual hyperkeratosis/debris

Nail plate thickening

Laboratory  Positive microscopic evidence

Positive culture of dermatophyte

*Tinea pedis often occurs concomitantly with pedal onychomycosis, and tinea manuum with infected fingernails.

P31 Scher RK, Tavakkol A, Sigurgeirsson B, Hay RJ, Joseph WS, Tosti A, Fleckman P, Ghannoum M, Armstrong DG,

Markinson BC, Elewski BE. Onychomycosis: diagnosis and definition of cure. J Am Acad Dermatol. 2007;56:939-44.



186 Smithrithee R et al

Thai J Dermatol, July-September 2016

Yasuiivsianisnensallsadilid Towa'®

1. msindesfidu  Sufnnninfesas 50
LEnsIsHUS LT IN

2. finsindesiicnudnswendudney esain
Praduaziltoainesyrinawsuduniuimdslaidu
Hudwilderanunsotouiiegld

3. Subungual  hyperkeratosis  HAIUAU
1NN 2 AaanS

4. &y (streaks) Av1n/mdsmvideddu/maly
WHULAY

5. @uRaguun (total dystrophic
onychomycosis) Hansde nail matrix fimsinde
e

6. wloweensinie Wy Aadesdilides

POUAUDINIONITING WU Scytalidium spp. Mold,

v
a A

yeasts #39N1IHMIAATOLUATITBTINAY

7. JUeiin1e HAuiuUNNIBINAUNARIG
udaumuiinauausssuinalalai

8. msluaneulafinuaneiiovareilufetng
11N (diminished peripheral circulation)
ANTNTAINNNYI5INGN

msdadaide  lufitnetsnsiauiuduusig
finndos swadodelduiudy Wy nail bed 13e
nail matrix \iensy9nanesiven enanaztiely
Msitedoudy  verdimsietuieluusndiing
Aawdosenifunsiidade Tglunsinede s
AFIANNINEITINGT 9 LALANTHALNUE LRSI
30919914 punch biopsy daau aslufsmdmisld
WU (nail bed 158 nail matrix) fis1gauinlainunis
n579 KOH 91nyeldiau usnsranuluwiudu (nail

vee v 17 aa Yy
plate) lofis¥oraz 3 luseifonisdlausngs

KOH Tainuaas) Aseensianane singnsiumie
NNIATIIN NGB NG WDIUHULEY ENUEYN
sywisturoukudu (nail laminae) AiSoshvuy
fuRavesimdy Awiududuaisiifafu nail bed
LLazﬁ‘ﬁzu stratum corneum U84 nail bed
MIATIIMaNETSINEnMsintuLione
punch biopsy uenNaEnUANNARUNATIuHEY
uén ﬁ’mﬁ'ﬂ‘ﬁzu epidermis 919 NWUH Spongiosis ey
focal  hyperkeratosis wansdenssmauludu
epidermis dwsuludu dermis eranuiinssnian
(dermal inflammation response) léiaaziinam
JULSIRELN
lunda WSO agwuidierialsn (organisms) 2wy
USUAUULUBMNWAY  (dorsal  nail)  wazawd
AnuaZaNIZAD perforating organs @18 mycelium
vouforuuusiudu (nail plate) waz eroding
fronds wuaneswnsndnlUluwkwdy (hail plate)
TufftheRaide HIV wuhidosasunsnanluusudy’®
SLuﬂEj:umiamL%@i']ﬁlﬁummfgaimaju Candida
SPP.ALNUAIYIIUU pseudohyphae unsndatnly
auiudy, cuticle  fleglndidiss,  duRamily
stratum granulosum Wag stratum spinosum U84
nail bed Wag stratum corneum vesRInalALAU
@ hyponychium #7g
n1sadadeuenlsa (Differential diagnosis)
Pndnvazvenduiiinnufinunf  e19egind
anwazad1snuRaUnfvesdululsaRandangy
Inflammatory skin diseases (psoriasis, lichen
planus, lichen striatus, alopecia areata, chronic
dermatitis,  pityriasis  rubra  pilaris)  13A

autoimmune  bullous  diseases  (pemphigus



Vol.32 No.3

Smithrithee R et al 187

vulgaris, bullous pemphigoid, epidermolysis
bullosa acquisita, dermatitis herpetiformis), n13
Anderiindug uonwiionnidon iy ya 9in 1A
NN Genodermatoses L bullous
epidermolysis,  Darier  disease,  congenital
pachyonychia, n1sUIAEUTeLEULAIAWEY i
NN MIYEY  viseannsiinszgnenld
18U (subungual exostosis) WagnguLiasansie
(Bowen’s disease, squamous cell carcinoma,
fibroma, subungual keratoacantoma, myxoid cyst,
melanoma) wennil Senvaziinannlsamuszuy
WU Amyloidosis, UMY, thyroid disease,
porphyria, Yellow nail syndrome, paraneoplastic
syndrome, Bazex paraneoplastic acrokeratosis,
TsafiflruinUnivesiiodedioniu 1wy lupus
erythematosus, rheumatoid arthritis, scleroderma
NARINAMIZVIAAITONNIT  WIDANUIUNYTR 19U
tetracycline, retionoids, Wag antiretroviral drugs A
e

dm3U  candida paronychia ©1115119AGTN
Wnagwumsoniavvesianlestnadu (nail fold) uay
WULALVLDITIAIE  FzdawenIIN  Acute
bacterial paronychia 78 WS1zHN1TIAYILANGIN
fu wonanil vdeusnan paronychia finusauiu
Iiﬂmmzuugu"] WU Hypoparathyroidism, Celiac
disease, acrodermatitis enteropathica, reactive
arthritis syndrome, acrokeratosis paraneplastica,
LLaﬂuQﬂa&Jﬁlé’%’umﬁﬂwﬁwmmju retinoid
igEriite

nMsShensindesiiuiy  Waalumssnw

W nssnwnlutagiudadidminglunisiig

Uszavsnmlunisidndes ansseznandnulidy
aufieanuadnaudewasen nssnwitulagiu loun
MsshwdsEeEi Tannsmenitesednaien
wagdsnaeneg Anautuitelemiameiiause
FuruududUlERTY  Msdnwidieeniy wasnns
Shwesuaaziawes  5ds  Photodynamic
therapy WagnN13HIAR

nssnEdasen

dlosnendudideddszeznarunuuasd

aaa 1Y a

nat1fss  saudsfisenduenfustindus F9ng

P

WanemansTiiteShundesiiay WAFE
FoindunsTuniuesnIamE i uwELEY

gmameisainlduaddu wso egndlsiniy Tugf
tefiinde HV 7 wso msldemianmeiiodns
Werenaglildng®  aruandRvessmiiiannsariu
dduinduldd  evsdidwiinluiana  (molecular
weight)  d1  fewaansolunsazaneilén
(hydrophilic  property)  wagliiganiziuiasiau
(keratin binoling)27
Efinaconazole

v
LYY °

Juenlungu triazole sangnsdudinisinuues

wouleyd lanosterol 14 Ol-demethylase Fagdulu
NNINTEUIUNTHUATIEN ergosterol i
dauﬂizﬂawaﬂlﬁaﬁmL%amaw'??aiﬂ

Efinaconazole  fludmhelugves 5%
efinaconazole solution waz 10% efinaconazole
solution Wmuuuruduiuszadouy 48 &anai
Imﬂ.ﬁwami%'ﬂ‘mﬁLLﬂuQ’ﬂ’mmeng

10% efinaconazole solution lA5UN155U5091N
psAnsomsuazluanigendnlildludiedil

AsAAEMAULUY DLSO  #la1nsuesdaliunana



188 Smithrithee R et al

Thai J Dermatol, July-September 2016

Faflornswedl 1) wiwduindesdesay 20-50 Tag
lziwmfcjuﬁaut,%aﬂ (fungal spike) Lazmsangelsl
ana1wluda matrix wag lanula 2) fimshndevendu
W9nlAUAY (proximal nail) desnivseiniu 3
fadwns 3) ANUMUILBNAU (thickness) Hoanin 3
Jodwms  way  4) Lﬁ?‘?aa%mlﬂuﬁaiﬂuﬂaju
dermatophytes  viaeRmesaufussuiadosly
ﬂfcju dermatophytes wag candida spp. (31AH@
KOH preparation VoNATe)
Luliconazole

Hugndudosingy imidazole  Fdwninglugy

1% luliconazole cream ﬁ’m%’umiam%i’mfju

dermatophytes  wariirdaiinsiine 10%
luliconazole cream luns3nwn DLSO enifiismiing
Tudszinadu

Terbinafine

Huayiuses allylamine 1o terbinafine duds
nsdaaszat ergosterol Tnadiudansyhauees
wouleyl squalene  epoxidase Fadueuleidlily
nMsduaTeasisulssneuvemteaventos
%ﬂﬁwaaﬁmﬁaﬂﬂdu dermatophytes Way yeast
ag”lugﬂ‘uaﬂ topical terbinafine solution lagldmn
Suar 1 -2 Ao 6 - 12 e
Amorolfine

Amorolfine L“ﬂumﬂajm morpholine aaﬂqwﬁﬂﬂ
fudaneulssd D14 reductase uaziovlwsl D7-D8
isomerase  FelinsduaTIze ergosterol anas
uazifiumsazauves ignosterol Tdevuasmily
(cytoplasmic cell membrane) Flgeslilannse

afagevuala

Amorolfine  fismeluglvesesmndu  (nail
lacquer) 5% amorolfine nail lacquer lagazna
FUniavadspnsetuduam 6 Wou

Amorolfine  wu1n  @unsaldlanaflunisinm
L‘??aiﬂﬂﬁjm dermatophytes, Candida spp., Wag
nondermatophyte molds U19via LLﬁmﬁlﬁ%Jumi
Fusodlildlalunivelsy  widslallaSunnsiusesly
mMvolin e
Ciclopirox29

a&ﬂugﬂ ciclopirox olamine &1 ciclopirox Hu
auWusues  hydroxypyridone nalnluniseengud
999 ciclopirox  alidpiautn  wihiilseenly
Hagtiunuin ciclopirox agyihwthiidu (chelation)
U trivalent cations metal (1Wu Fe™) finaduds
msvhanureseulsiideddlany (metal-
dependent enzymes) WU catalase  uag
peroxidase laoilualwlin disrupting DNA repair,
cell division signals W@y structures (mitotic
spindles) WAZIUNIUNITVNIIUYDIU DL
intracellular transport #38 Saflgvisluntsdudes
wazansald ciclopirox Safugdu 9 Tunsinm
Tspdndeuuaiiis Tneemzuuaiidonsuau (gram
negative bacteria) wangviinaly yenand ded
5189171 ciclopirox TuguAuamnsasnsueismg
Tafndnenls uenanidmuin ciclopirox vhlviea
wi5aila  rhabdomyosarcoma  LAANIIANEWUU
autophagy unsnszdulilwanSwasveyya

dasevln reactive oxygen species 19 Feazlainany

Swazidunluni
Ciclopirox  fdadmhelugemidu 8%
ciclopirox lacquer Tgvzauongu



Vol.32 No.3

Smithrithee R et al 189

dermatophytes, nondermatophyte molds, Wag
yeast lnenmniufadeiudune 9 - 12 Heu
Tavaborole

Tavaborole U1 benzoxaborole molecule Tu
nau oxaborale 81 tavaborole pangvisdudaoules
Leucyl-tRNA synthetase Fsvmiiniidauasizmiusiiu

Tavaborole ﬁﬁ‘]”mﬂ’mﬂugﬂ 5% tavaborole
solution T 1usz 1 adidnsieiu 48 §Uni
Tazarotene

0.1% Tazarotene gel fifoudlumssnm
psoriasis nail dn1sAnwlugthediuam 15 518 wui
lufthefinsfaideosfidurdn  DLSO  wuh
tazarotene gel fUszAvEnmlunisiinidosngu
Candida uag Trichophyton Unsanesiugle”
ME1111

Succinate  dehydrogenase  inhibitors LAy

wnsvanglundnssulugiugenminionAngiy

v
LYY

ME1111 L‘TJumiﬁﬁmmmﬁmﬁﬂImLaqaﬁw g
succinate dehydrogenase complex |l IuL%E]
dermatophytes Iagnuindanuaiuisalunsdusnu
EuldAmuandudu wasidndesilauad vausd
Masegluseninemsfinm

LTX-109”"

Antimicrobial peptides Huansuszneaulusiiui
Yawthiitdmdely innate immune system @13
LTX-109 Ju  short cationic  antimicrobial
peptides fiduaszaiy ﬁqw%‘ﬁﬁmvﬁaﬁmumiﬁw
TﬁLgaﬁumaLLmﬂ MIfnwINUIN LTX-109 4
Usgdnsnmlunisida C albican wag T. rubrum

q&mﬁ topical terbinafine iag amorolfine lacquer

Tuduinanteslunasanaass

MIANNTTURLE M NN
Ultraviolet-curable gel formulation

ToenslHiaaiifldiunanves ethanol 3o 1-
methyl-2-pyrrolidinone (NMP) $aufiu amorolfine
%30 terbinafine asumlauudlInneme UV light wuin
ansodfiuAnuannsalunsTuuYe  uazena
segluniudulauunndy Teganunsaldiiies 2 adq
seiewintuy”
Liposomal film formulation

lnen1sdn  terbinafine  Tuguves  liposomal
formulation 1 WauAU bioadhesive polymers L2
masuuwudUTuavade”
Iontophoresis32

lontophoresis  Liumadinlumsifiunisgaduves
ansiuimdsnenslilnihndnansifuseglain &
sreunsliaios iontophoresis NANg
terbinafine wag Ciclopirox EuuHUEU (nail plate)
Woshwdenidu  Ussansamlunsshentuiu
Audunsnea (pH) vesasinans, anududu
vosUszqluasiiarlyingn uaswdanulnii (current
density) 4
Ultrasound

nslindudes ultrasound leLfinnIATLYRS
a19m19 9 Wrulamds saudaduls egnalsinu quis
Hhgtusshifiiemulitnmnsiades iy
mazusudunauldemanigd

in1519 Fractional laser fl’jﬂ‘ﬁﬁﬂ fractional CO,
laser” waz fractional Er:YAG laser lAnguy
wdy  Saufvemiamed derfiuuseansamly
N159ATUYRIEIN1 NuIlawan1ssnwd Tnganunse

anszagalglunsmemianiznasle WAl



190 Smithrithee R et al

Thai J Dermatol, July-September 2016

Aldaneigs  deaunsiauiesesiieNeaniuy
LAy DL EHNULHULAUN DU NI 1%
terbinafine solution Wuiindiuszansnwlunsuiy

ge a a & 35
mi@ﬂﬁvumadmm ERWITNNIUINLINE UULLNULAU

U

¥
= v @

A5SNMEITvatdlivadnnnEeaunsuIu

Ay Y

Arelunuidedidey

o v o 20, 22, 36, 37
N155N¥1N28815UU5ENUY
ns¥hwmesulsEmuiaIndunisinm

P

vwspulutadu  dneanumsfnmndaun 4
seandoaiieg fulu eiiddeusdlunslilutiagsu
mmmaqﬂléfﬁqﬁ
Terbinafine

Tuaun 250 fadnsu/iu laedinsAnwsseziian
Tunmstigndunauueng 9 fu saudenstiiuy
pulse therapy WU mssnuniiléuad nadhades
1108 LLazﬁuﬁhﬂ'1i%’ﬂ‘mmﬂﬁqmﬁamﬂ%ﬂﬂummm
250 faansu/u U 12 dUa
Fluconazole

Fluconazole Lﬂu&l’m@:u triazole 31NN1SANEN
Weunan13sny) nat1afed kaganuAuAIN1sSnw
wuhmsldorsun 150 fadndy duawiazade 1y
nan 6 Liou loinadTign
Itraconazole

[traconazole ﬁLﬁuaﬂuﬂfju triazole  L@unu
MSANBUUTIUMBUNUIT  NITUIMTOIMUU  pulse
therapy linan135nwlilA199INASUSMsEIMUUAY
i dwduruanagszeznalunsniuugi
Ao au1m 400 Naansu/u Wuan 1 dUavi/deu
Hunan 3 Woudmduiduindeuay 4 Woudmsu

AU ¥i58179 200 Hadnsusiaty w12 dUan

Albaconazole

Albaconazole Lﬁumﬂzj:u triazole Mg
#UpiarAse  msAnwInuleRaAnuwIn 400
a a o 1w ca W o 38 =
JaansudadunviianenuuIy 36 dUa n1sANY

' I o vy a v ) 39
puN by lAsauUnAveInISIHUURI L
Posaconazole

Posaconazole #1358 Noxafil® Lﬁumﬂszu broad
spectrum triazole YIWAUINIAINGT  itraconazole
lngaedgrisrauosilauinnii itraconazole dinld
lumstesiudesngu  Aspergillus  spp.  wae

Candida spp. luitheilasuenagiiduiu wagldly

nseimlu  oropharyngeal  candidiasis MY
itraconazole Lay fluconazole

Tutagudsegseninansiniduiieldlunissnm
4‘1} a & e‘l}u 1 o 1
Wasmau enddeddiamielulsemalne

o ) 1 o ] a 36

A5 IE15UUsENIUS A UNINNTT 1 YTa

AnsAnwNldesiunuuinnii 1 ¥8a neniawa
dinUsgdnsamnisshwr  leeamzlugieiinese
A155NWINIBELNLIRLAEN A5Le15UUTENIU
S uanLL 1L NN USEANS AN lUN1SA9R
Wesn  wineeriedelddny  wasnat1uAeean
A5 MENANYFIR Y

- Fluconazole wag terbinafine

- Fluconazole, itraconazole wag terbinafine

[traconazole way terbinafine

- Posaconazole wag terbinafine

- Griseofulvin wag terbinafine

- Griseofulvin wa¥ itraconazole

- Fluconazole,  griseofulvin, itraconazole,

ketoconazole iag terbinafine



Vol.32 No.3

Smithrithee R et al 191

ATINWIRBLEILAZIAYDS
\a Lsua%‘ZZ, 32, 37, 40-44
winalnns$hvvesawesfunsiniesiiEu
Selduidn  Wetuienadunanin  photothermal
effect  fnsAnwlagld  Diode laser  uag
Neodymium =Yttrium aluminum garnet Laser
(Nd:YAG) ‘UN?’]&JmuwudﬂlﬁwﬂuﬁﬂwﬁamL‘%@ﬂﬁ
Euiisnwmeemudildleng  wasiderulunsly
ofulsemy 1wy Tugheumnuiifienudesly
nsiim diabetics foot ulcer M33AWIAIY Nd:YAG
laser fimueTIAAURIUS 1064, 1320 waz 1540 W7
Tulins ﬁy’ﬂmmu Long-pulsed laser system (35
faduil), Short-pulsed laser system (300 — 650
lalAsunf) wag Q-switched laser systems @28 Q-
switched ND:YAG (1064 wiluwns) #an1ssnwiila
WANFNINNANAIUAN  UNTIBNUAHAANTY  ue
fwugtheteos  msUssliunamsinwnsnuiud
dnwalenerdliniardsngaunTIBILUY
randomized controlled study Taanntin®™
venniifedaldinegs Tuthgudilifinisiunld
Sty
Photodynamic therapy” "~ >" s
nalnnsidnidesiends  reactive oxygen
species U3gUuans photosensitizer #3ndnueluy
Viewawmey 2 vl LA 5-aminolevulinic acid
(20% ALA) haz methyl aminolevulate (16% MAL)
ansaoswiaivliiAnmsazauves
protoporphyrin X dlemanssananilivuseslsa 3-5
#1lue @15 protoporphyrin X feuanunsalunis

aandunadluyiernuenaay 410 uar 630 uilu

waslan  Jedinsihuasdunslazuaddiiunlalunig
Snwnsanee

uasdwasiusEanSanlunsiuasluSaunuay
IGRnTuasd Wieli ALA uay MAL ausonadula
1nTy @nseld 20% Wio 40% urea cream 1Se
urea ointment YMUULKUEUABY Han155nwnEdl
auuAnaeiuann sududessenisAnuiiudu®

Hematoporphyrin  derivatives Duansiinay
529119 monomeric tay oligomeric porphyrins i
I¢nidon fMugudenisdn Photogem® solution (5
fiadnsu/Aadans) Wleld 20% urea cream m1 10
W7 WaINTOUHULAUMY pneumatic diamond drill
9nifum Photogem 1 Falurlouazarauasmue
ﬂgu 630 UNIULUAT WYY 54 ga/mimﬁvuamm
Hunan 9 wift daiavads wudh wdamsdhe 6
Upsi fthemelaglainuidon

Methylene blue @nansagaduuadlugieninugn?
Adu 600 — 660 UlumAT WU awNsaInwIEtaed
am??aiﬁitﬁwmm (ﬁmiqﬂmﬂﬂé’d lanula LAz
matrix, LHuEURRde NN Ideas 50 Tl
A9Us1  (dermatophytoma) #sedl  subungual
hyperkeratosis 11N 2 Aadluns

Toluidine blue TugUves toluidine gel (100
lulasnfw/dladans)  azgeduuadlutiannuenaiu
635 wiluas nunasaldnvmsAndesiEy
mmﬁ??aifmaju dermatophytes 19

mMsshudeisiusirsenuiiiussansnwly

1@

AISNWUTDIIMEY  ANAUNSNTOUAT  wHnTNE
ns@nwlugheduldinndn  wenanildamuin
Wanelsawmazyiagalinisnovauadliwilauiusn

Mg N3SnweIgTsIdessemsAnwlunaud e ny



192 Smithrithee R et al

Thai J Dermatol, July-September 2016

SrununnduneurranssoagUldiassaviamly
53N
nseindin

Msaendu (nail avulsion) Junsiidmfiet
dufiinidevendu  viensaemduiunudueen
nMsnonEUansavildRImsHdn  waznsaendy
fenslgasiall (chemical nail avulsion) Foustlu
nsYNSHAR Lawn

1. miamL%aqﬂamlﬂé’m,ﬁafiaﬁa%iiau 9 U
dedethadu (nail fold)

2. lunsdifiinishndedn q wewsiudy (hail
plate) wag nail bed

3, e dnududuuay nail bed ARnLTe

4, msfaduves nail matrix inadessn lne
1% punch biopsy
NNS00ALAUALNITHIAA (surgical nail avulsion)

nsneAlduUMeENsHde ansanseyila 2 35
LYNAUANYENINEINAVDLAU Tnouwvadu
distal nail avulsion Wag proximal nail avulsion

Distal nail avulsion azaemaulaenisldgunsal
ddnaonlUuSnaUaslduLdfes o  WONWHUAY
(nail  plate) aaﬂmmﬁm?ja nail bed fuaANs
ndnildgunsaiunuiuduosnainieidoves
nail matrix USalAUEY Laghunuiau (nail plate)
gonléauny

Proximal nail avulsion agvilaegnnnin dnaau
Pvilunsaifinsindosiiduduuuy DLSO iy
ddaneiingy  gunsolnemduarldluil  Taudy
SEWIUHWEAY (nail plate) U proximal groove

. . o o’ =3
wag proximal nail fold tlaunulaunanINtALEY

wanildgunsalnemduienuiuduantauauluds
Umedivauwsiudiungaesnly
nsnamiduiidasnsnduiuingeniissun
pg1alshin msldemsiusieasteiy
Uszavsnmlunmsdnwnnniy
nsnaaauaensidansiall (chemical avulsion)
nsneadumenisldansiaiifeninligUiesa
Fesdu  Tilamevidelsamandsdas  1dun
peripheral vascular disease, connective tissue
disease, LWIMINU LLazﬁﬂwﬁﬁ{]mmLﬁamaaﬂdw
ngaen  (hemostasis) ansadifildlgnnsansiadag
qwérﬁu keratolytic agent LU salicylic acid wag
urea Phenol fauldly chemical matricectomy
wazdin1sly 10% sodium hydroxide
msldansiadilunisaemduenaldsiuiuendiu
L%E]i? Viﬁaﬂ“i’f 19wA 40% urea cream, 40% urea
cream way 1% bifonazole lngazuianssnwndy 2
spogfo madnwiluduniusniiteliduuas uazdn
2 Favisenlumstdauuduiivde  awund
vdntuaylden 1% bifonazole cream it
Mindesely mﬂ%’mimﬁLLﬁ%ﬁUix‘[&mﬂuﬁﬁﬁ
Ugynidaneondne waziinisimdessn  wins
vaneidaifoazsiliunametnas
A1sUsZIUNANITI N
msﬁizLﬁummzumwaqmiaﬂLﬂ?‘?@iﬂﬁlﬁu
mﬁqLﬂmeﬁlumiﬂimﬁudﬂﬂwmamﬂmiawﬁam
fdviu  luthgtussaifinaslunsitedeldiu
Junnasgu
msﬁizLﬁummzumwaqmiaﬂLﬂ?‘?@iﬂﬁlﬁu uay
ASRARINAITSAWN anvndensiUasunlasmes

onychomycosis severity index S Fam5199i 5



Vol.32 No.3 Smithrithee R et al 193

A19°99 5 Onychomycosis severity index

Area of involvement Proximity of disease to matrix Presence of dermatophytoma or

subungual hyperkeratosis > 2 mm

Affected nail (%) Point  Amount of involvement point present point

from distal edge

0 0 <1/4 1 No 0
1-10 1 1/4 - 1/2 2 Yes 10
11-25 2 >1/2 - 3/4 3

25-50 3 >3/4 4

51-75 4 Matrix involvement 5

76 - 100 5

A15197 6 Proposed definitions of cure when assessing patient with onychomycosis in clinical trials

Criteria for cure

A) 100% absence of clinical signs of onychomycosis (mycology not required) OR
B) Negative mycological laboratory result with one or more of following clinical signs
i) Distal subungual hyperkeratosis or onycholysis leaving < 10% of nail plate affected

i) Nail-plate thickening that does not improve with treatment because of comorbid condition

Criteria for noncure

A) Presence of positive mycological results OR

B) Any of the 4 clinical signs, even in the presence of negative mycological results
i) Residual major changes (>10%) of the nail plate compatible with dermatophyte infection
i) White/yellow or orange/brown patches or streaks in or beneath the nail
i) Lateral onycholysis with debris in an otherwise clear nail plate

iv) Hyperkeratosis on the lateral nail plate/nailfold edge

‘17im Scher RK, Tavakkol A, Sigurgeirsson B, Hay RJ, Joseph WS, Tosti A, Fleckman P, Ghannoum M, Armstrong DG, Markinson BC, Elewski
BE. Onychomycosis: diagnosis and definition of cure. J Am Acad Dermatol. 2007;56:939-44.
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a519@t 7 agunisldenlunisihvidesifidudwunmu Strength of recommendation®

Treatment in adults  Suggested method of use and monitoring Cautions
SYSTEMICS
A* First line of treatment 200 mg/day for 12 weeks, or
for dermatophytes Pulse therapy 400 mg/day for 1 week/month (2 Headache and gastrointestinal upset
onychomycosis pulses for fingernails and 3 pulses for toenails). It is Cl: heart failure, hepatotoxicity
[traconazole optimally absorbed with food and an acidic pH
Monitoring hepatic function tests is recommended in
1) patients with preexisting liver impairment,
2) continuous therapy for more than a month
3) with concomitant use of hepatotoxic drugs
Terbinafine 250 mg/day for 6 weeks for fingernails and 12-16 Headache, taste disturbance and
generally preferred weeks in toenail infection gastrointestinal upset.
over itraconazole History of hepatotoxicity or liver impairment: Aggravate psoriasis and cause a
(fungicidal property) Baseline liver function tests and a complete full subacute lupus-like syndrome
blood count Cl: liver and/or renal impairment
B* Fluconazole: 150-450 mg/week, 3 months in fingernail and at least  Headache and gastrointestinal upset
Alternative in patients 6 months in toenail infections. Cl: liver and/or renal impairment
unable to tolerate Baseline liver function tests and full blood count.
terbinafine or Monitor liver function tests in high-dose or prolonged
itraconazole therapy and in those at risk because of concomitant
hepatotoxic drug use
c* Griseofulvin: 500-1000 mg/day given for 6-9 months in fingernail Headache and gastrointestinal upset
lower efficacy and infection and 12-18 months in toenail infection. It Cl: liver impairment
higher relapse rates should be taken with fatty food to increase
absorption
D* Combination Only if response to topical monotherapy is likely to Drug toxicity and drug interaction
treatment be poor
TOPICALS: for superficial and distal onychomycosis and for patients in whom systemic therapy is contraindicated
D* Amorolfine 5% lacquer applied once or twice a week for 6-12 Rare: local burning, pruritus and
months erythema
Ciclopirox 8% lacquer applied once daily for up to 48 weeks Rare: local erythema
Tioconazole 28% solution applied twice daily for 6-12 months Allergic contact dermatitis

* p3waziBoniiuini Appendix

‘17im Ameen M, Lear JT, Madan V, Mohd Mustapa MF, Richardson M. British Association of Dermatologists' guidelines for

the management of onychomycosis 2014. Br J Dermatol 2014;171:937-58.
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Appendix

Strength of recommendation

Class Evidence

A At least one meta-analysis, systematic review or RCT* rated as 1++, and directly
applicable to the target population, or
A systematic review of RCTs or a body of evidence consisting principally of studies rated
as 14, directly applicable to the target population and demonstrating overall consistency
of results
Evidence drawn from a NICE** technology appraisal

B A body of evidence including studies rated as 2+, directly applicable to the target
population and demonstrating overall consistency of results, or
Extrapolated evidence from studies rated as 1++ or 1+

C A body of evidence including studies rated as 2++, directly applicable to the target
population and demonstrating overall consistency of results, or
Extrapolated evidence from studies rated as 2++

D Evidence level 3 or 4, or
Extrapolated evidence from studies rated as 2+, or
Formal consensus

D (GPP) A good practice point (GPP) is a recommendation for best practice based on the

experience of the guideline development group

RCT*, randomized controlled trial; NICE**, National Institute for Health and Care Excellence.
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Tufted angioma is a rare benign vascular tumor of the skin, usually occuring during infancy or
childhood by either congenital or acquired causes. Adult onset has rarely been reported and pregnancy-
related incidences are also infrequent. However, we reported a Thai woman with adult-onset, pregnancy-
related tufted angioma. Such a case has seldom been seen in Thailand or even in world-wide medical
literature. In our case, the patient presented with a slowly progressing lesion with tender, dull
erythematous macules and papules which coalesced into patches and plaques with a mottled
appearance on the right inframammary area. The lesion began when she was in the seventh month of

pregnancy. She was later treated with vascular laser with excellent results.
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Introduction

Tufted angioma is a rare slow-growing benign
vascular neoplasm. It is also known as
“Angioblastoma of Nakagawa” in Japanese
literature.™” It usually presents in infancy and
early childhood but late-onset has been
reported on occasion.”” Tufted angioma has
rarely been reported in |oregnancy.6 The etiology
and pathogenesis remains unknown and its
morphology is variable. Tufted angioma presents
as erythematous to dull-red stain-like macules
progressing into a thick, large plaque-like lesion
with mottled appearance, varying from 2-5 cm in
diameter, mostly on the neck and upper trunk
area.’ Histologically, it is characterized by
lobules or tufts of capillaries, which is also
termed “cannonball distribution”.” We reported
a case of late-onset and pregnancy-related

tufted angioma in Thailand.

Case report

A 3d-year-old Thai female presented with a
two-year history of slowly enlarging red-blotch-
lesions under the right breast. She reported that
the lesions first appeared during the seventh
month of her pregnancy. At that time, she
experienced occasional pain on the affected
area. She also noticed that the lesions gradually
progressed, but stabilized after the delivery of
her baby. She had no other diseases or family
history of any systemic disease. The
dermatological ~ examination  demonstrated
mildly tender, non-blanchable erythematous
papules which coalesced into plaques, 6 cm by
6 cm in diameter, located on the right
inframammary area. [Figurel] The remaining
physical examination was unremarkable.

Histopathology confirmed several islands of
closely-set capillaries in the dermis. Thrombosis
in some blood vessel was noticed. Neither
pleomorphism nor increased mitosis was noted.

[Figure2,3]
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The CBC, including platelet count and the
coagulogram, were also normal. Platelet was
290,000 cell’mm3. PT was 10.5 sec and PTT was
24.8 sec. She was diagnosed with late-onset,
pregnancy related tufted angioma without
complication.

She was treated with topical 0.25% timolol
eye drops for several months without any visible
improvement. She was then persuaded to be
treated with sessions of Pulse dye laser (PDL,
595nm). The parameters were 7 mm spot size,
fluence of 9 J/cm2, and pulse duration of 1.5
msec. Obvious improvement was observed after
3 sessions of laser treatment, and excellent
results persisted up to the last follow up six
months after stopping laser treatment. [Figured]

No complication was noted.

Figure 1 Large area of painful, erythematous

papules which coaelesced into plaques on the

right inframammary area

> | *'“":_” = »‘ 2 b x Arod N
Figure 2 Well-circumscribed lobules of densely

packed bloodless capillaries scattered
throughout the dermis and subcutaneous tissues
giving a special pathognomonic “cannonball”
appearance without any mitotic figures. These
capillary lobules have normal separating
collagen and each lobule is surrounded by

crescent-shaped vascular channels [10x].
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Figure 3 Well-circumscribed lobules of densely
packed bloodless capillaries scattered through
the dermis and subcutaneous tissues giving a
special pathognomonic “cannonball”
appearance without any mitotic figures. These
capillary lobules have normal separating

collagen and each lobule is surrounded by

crescent-shaped vascular channels[20x]

4

Figure 4 Marked improvement after three

sessions of pulse dye laser, 595 nm

Discussion
Tufted angioma, also known as
“Angioblastoma of Nakagawa” in Japanese

literature, is a rare slow-growing benign vascular

neoplasm. It usually presents in infancy and
early childhood, especially in children under 5
years old. In addition, congenital and adult-
onset tufted angioma have also been rarely
reported in medical literature."™* It was first
described as an angioblastoma in 1949 by
Nakagawa.d'5

Tufted angioma occurs as a sporadic genetic
mutation. Familial occurrence has also been
reported, possibly monogenic  autosomal
dominant trait with reduced penetrance
’cendency.z’3 The etiopathogenesis  remains
unclear. It maybe aggravated by hormonal
effects, cytokine or chemokine.” There were
cases of tufted angioma associated with
pregnancy reported in 2002 but few other cases
can be found in literature.” It has been
hypothesized that cytokine may play a role in
angiomatous proliferation, particularly IL-8.

The morphology of tufted angioma is
variable. It may present as a dull red, brown-red
or purple lesion with large firm patches or
thickened indurated plaques with mottled
appearance.8 The size of the lesion ranges from
5cm in diameter to more than 10 cm.” It often
presents as a solitary lesion but sometimes
presents as multifocal. Tufted angioma can be
found anywhere on the body but is more
commonly seen on the neck, trunk, and
shoulder, and more seldom on the extremities.

Hypertrichosis, localized  hyperhidrosis  and
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warmth to the touch have been reported in
some cases. . Extensive involvement is common
even though it is entirely benign. There have
been no reported aggressive or metastasis
cases.”

Tufted angioma usually progresses slowly
then stabilizes.”” It may persist for years or
spontaneously resolve“; however, partial self-
involution has been reported and complete self-
involution is rare.””" In our case, the lesion
spread slowly from the onset until delivery of
her child and then stabilized. It remained stable
for two years until the patient sought medical
attention.

Congenital cases of tufted angioma that
present with petechiae and ecchymotic patches
may be associated with Kasabach-
Merritt phenomenon (KMP), a life-threatening
complication. However, in our case, the
coagulogram was normal therefore KMP was
excluded. ™"

Histopathology of tufted angioma has a
specific pattern.12 It is characterized by
circumscribed  lobules of densely packed
bloodless capillaries scattered throughout the
dermis and subcutaneous tissues, giving a special
pathognomonic “cannonball”  appearance
without any mitotic figures. These capillary
lobules have normal separating collagen and

each lobule is surrounded by crescent-shaped

vascular channets.g’('J [figure2,3] Immunochemical

profiles reveal positivity for lymphothelial,
endothelial and Wilms Tumor 1(WT1) markers
but negative for glucose transporter 1(G|_UT1).16
The differential  diagnoses are infantile
hemangioma, pyosgenic granuloma, kaposi
sarcoma and kaposiform
hemangioendothelioma.  These  can be
distinguished by clinical, histological, and
immunochemical methods."’

Treatment focuses on cosmetic issues and
complications that are associated with tufted
angioma such as obstruction to vital organs,
Kasabach-Merritt  syndrome and  functional
compromise. Medical treatments available are
topical or systemic corticosteroids, interferon
alpha-2a and topical propranolol. Surgical
excision and laser therapy are other effective
treatments. However, most cases of tufted
angioma spontaneously regress within  two

years.11 Most of the authors recommend that

serious complications be treated with systemic

corticosteroid or interferon-OL."” Patients without
complications can be treated with laser, as in
our case.

There have been many reported cases of
good responses to pulse dye laser treatment,

with the concept of selective

photothermolysis "

It has been used in
several vascular lesions such as port wine stain
and hemangioma.20 Robati et al(2002) showed

successful treatment of tufted angioma by three
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sessions of 595 nm pulse dye laser. The fluence
was 10 J/cm 2, with pulse duration of 3 msec
and spot size of 7 mm. "™ In line with this
report, our patient was treated with sessions of
pulse dye laser[PDL, 595nm] every month. The
laser parameter was 7 mm spot size, fluence of
9 J/cm2, and pulse duration of 1.5 msec. The
patient saw a dramatic improvement after 3
sessions of pulse dye laser.[fiqure 4] No further
laser treatment was administered.
Conclusion

The incidence of reported tufted angioma in
adults is rare and pregnancy-related cases are
even more scarce, but such cases have been
previously documented in literature. Even
though the cause of tufted angioma is unknown,
it is postulated that the hormonal effect might
be the main etiopathology in pregnancy-related
cases. In patients with no complications, topical
recommended

or laser treatment is the

methods for cosmetic purposes, as tufted

angioma is a benign vascular tumor. We reported
a Thai woman with late-onset and pregnancy-

related tufted angioma which responded

extraordinarily to Pulse Dye Laser, 595 nm.
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PASH syndrome is a rare condition that consists of pyoderma gangrenosum (PG), acne and
suppurative hidradenitis. It is described as an auto-inflammatory disorder in the same spectrum of PAPA
syndrome (pyoderma, acne and pyogenic arthritis). The mainstay of the treatments are
immunosuppressive drugs. Tumor necrosis factor O (TNF- Q) inhibitors have been reported some benefits
in patients with PASH syndrome. We present the case of a 20-year-old man who developed severe acne,
ulcers, abscess formations and draining sinuses on the face, neck, trunk, intertriginous areas and
extremities. He was ultimate diagnosed with concurrent PASH syndrome. The diseases remitted in
response to treatment with etanercept.
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Case report

A 20-year-old Thai man presented with
severe acne, ulcers, abscess formation and
draining sinuses on the face, neck, trunk,
intertriginous areas and extremities for 2 years.
He had no systemic symptom and denied any
history of arthritis or bowel habit change. No
other members in his family obtained the similar
symptoms. The patient had been treated with
isotretinoin, prednisolone and cyclosporine
without improvement.

The physical examinations showed multiple
erythematous papules, tender cystic nodules
and pustules with multiple hypertrophic scars,
multiple ulcers and erosions with yellowish crust
on the face, neck, trunk, axillae, groins and
extremities. No arthritis or arthralgia was noted.

The skin biopsy from the lesion showed

pseudoepitheliomatous hyperplasia,

intraepidermal neutrophilic abscesses and sinus
tracts formation. Granulomas with neutrophils
infiltration were found in the dermis and
perifollicular areas. The special stains with PAS,
GMS, AFB, modified AFB, tissue culture for
fungus, bacteria and  tissue PCR for
Mycobacterium spp. were all negative. Further
investigations including CBC, renal function and
liver function tests and chest radiography were
normal. The serum study for anti-HIV, anti-HCV
and HBsAg were also negative.

The patient was diagnosed as PASH
syndrome and the treatment was started with
etanercept 50 mg twice weekly, combined with
prednisolone 40 mg/day. After 5 months of the

treatment, the clinical was improved.
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Figure 1,2 Multiple erosions and scars on

cheeks, neck and upper back

Figure 3 Five months after treatment with
etarnercept 50 mg weekly combined with

prednisolone 40 mg/day

Discussion:

PASH syndrome is a recently reported a rare
condition that consists of a triad of pyoderma
gangrenosum (PG), acne and suppurative
hidradenitis. It is described as an auto-
inflammatory disorder in the same spectrum of
PAPA syndrome (pyoderma, acne and pyogenic
arthritis). This spectrum also included the new
entities; PAPASH (pyogenic arthritis, pyoderma
gangrenosum, acne, hidradenitis suppurativa,
PsAPASH syndrome (psoriastic arthritis, pyoderma
gangrenosum, acne and hidradenitis
suppurativa)and  PASS  syndrome  (pyoderma
gangrenosum, acne conglobata, suppurative
hidradenitis and axial spondyloar‘thri‘tis).l'2

PASH syndrome was first described by Braun-
Falco M, et al in the year 2012. * It has
unknown genetic basis. Polymorphic profiles of
genetic mutations were detected in PASH
syndrome.“’6 Unlike PAPA syndrome, which is an
autosomal dominant, caused by mutation in
involving the proline-serine-threonine-
phosphatase-interacting protein 1 (PSTPIP1)
gene.ﬂ'7 PSTPIP1 bind to pyrin which are the parts
of inflammasomes in  granulocytes and
monocytes. The mutation in PSTPIP1 causes loss
of inhibitory effect of pyrin which increase the

inflammatory processes via IL-1b produc’cion.ﬂ'5
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The reported genetic abnormalities in PASH
included the increased number of CCTG
microsatellite repeats in the PSTPIP1, nicastrin
gene mutation and also the genes involved in
group of autoinflammatory diseases (NLRP3,
IL1RN, MEFV, NOD2 and PSMB8)."**® All of the
genes were involved in the inflammatory
cascade, result in increased IL-1b production and
hyperactivated innate inflammatory responses.8

The mean age at the time of diagnosis has
been reported as 32.2 years(range 16-45 years).s’7
The clinical presentations consist of severe
acnes, usually on face, hydradenitis suppurativa
at intertrighous areas and  pyoderma
gangrenosum, usually on trunk and extremities.”’

The associated of PASH with morbid obesity,
ulcerative colitis and Crohn's disease have been
reported, but not strong.5’7 Different  from
pyoderma  gangrenosum itself which has
numerous coexisting conditions between 50-
70%.Ll In PG, the most common associations are
inflammatory bowel diseases, arthritis and
hematologic diseases.”

Additionally, the increase CCTG motif in
PSTPIP1 gene has been found associated with
the aseptic abscess syndrome which 20% found
cutaneous abscessed and neutrophilic
dermatoses.”™® As some cases of PASH syndrome
had the same mutation. Nevertheless, no report

of PASH with visceral abscessed was found. The

possible explanation is the different of location

of mutation within PSTPIP1 gene influence the
organ preditection.4

In this case, the diagnosis was made mainly
by the clinical presentations. Histopathology in
this case cannot help for diagnosis, but can use
as a tool to rule out other accompanied
infectious diseases. Our patient lacked the
symptom of bowel habit change and stool
occult blood was negative. We desire the further
work up with colonoscopy is not necessary
according to the weak association with
inflammatory bowel diseases from the previous
reports.5

The treatments in this group of auto-
inflammatory  diseases are difficult. Many
treatment modalities were reported with
variable results.” The main therapeutic agents
were  immunosuppressive  drugs, included
systemic  steroids, cyclosporine and  anti-
inflammatory agents such as dapsone.8 Surgical
treatment has been reported in the hidradenitis
suppurativa lesions.”’

Recently, biologic agents such as TNF-Ol
inhibitors have been used with increased
frequency as novel treatments for several
dermatologic  diseases including  psoriasis,
dermatomyositis, neutrophilic dermatosis,
pyoderma gangrenosum, hidradenitis suppurativa
and autoimmune bullous disease.”" Infliximab,
adalimumab or etanercept has been used as a

therapeutic agents in  PASH synolrome.Y’8
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Unfortunately, the disease had  partial
improvement without cure.”’

Adjoining  with  PAPA  syndrome, PASH
syndrome also has abnormal mechanism via IL-
1b. Anti-IL -1 receptor antagonist (anakinra) is
one of the drug of choice, but the results were
not complete remission.”"*

Angelo Vet al evaluated the expression of
cytokines from the skin biopsy at pyoderma
gangrenosum lesions in 5 patients who had a
diagnosis as PASH syndrome. They found
significant overexpressed of IL-1b, IL-1 receptors,
TNF-alfa and TNF-receptors and IL-7 and IL-7
receptors compared to normal skin.” This study
showed the  complex  mechanism  of
inflammation in PASH syndrome. These can
explain the partial response of PASH syndrome
to either IL-1 receptor antagonists or anti-TNF
agents.lz’13 Therefore, combination treatments
with biologic agents and immunosuppressants
may be helpful.8

According to the unsuccessful of previous
therapies  with  anti-inflammatory  agents,
retinoids and immunosuppresive agents in our
case, we decided to start a biologic agent. As the
IL-1 receptors antagonist is not available in
Thailand. We selected anti-TNF-Ql, etanercept,
which has lower price and easier to use compare
to infliximab.

Etanercept 50 mg subcutaneously once a

week was started. After 2 weeks of therapy, the

lesions had partial improvement. We increased
the dose of etanercept to 50 mg twice weekly,
as the same regimen as in PG and psoriasis or
psoriatic arthritis.”"'*  After 2 months of
treatment, the clinical was marked improvement
and prednisolone was tapered to lower than 20
mg per day. No side effect or complication was
found in this patient.

In conclusion, we reported PASH syndrome
with good response to etanercept. Although
there is no cure, the treatment can improve the
patient's quality of life. As the unknown genetic
abnormalities and polymorphic profiles of
genetic  mutations were presented, the
treatment results were different individually.
Treatment options were depended on patient's
condition and physician's experience. Genetic
testing may help the physician to selected
agents directly target the abnormalities.
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Systematized epidermal nevus is a rare skin condition. It is considered to be a benign epidermal
proliferation, which is characterized by well-circumscribed, hyperpigmented verrucous lesions, usually
distributed bilaterally along the lines of Blaschko. We report a 14-year-old Thai boy who presented with
multiple asymptomatic hyperkeratotic brownish plaques all over the body since birth. The clinical
presentation and histopathologic findings support the diagnosis of systematized epidermal nevus.
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Case report

A 1ld-year-old Thai boy presented with
multiple asymptomatic hyperkeratotic brownish
plagues on face, trunk, and extremities. The
lesions first appeared since he was born, and
gradually increased in size and thickness with
age. His growth and developmental history were
normal. He had no history of seizures, learning
difficulty, hearing difficulty or altered vision. He
had no other underlying disease. He denied
having family members with similar findings.
Physical ~ examination  revealed  multiple
hyperkeratotic brownish papules, which coalesce
into plagues extensively on the face, both sides
of trunk (predominantly on the left side),
extremities and knuckles of both hands. The
distribution was along the lines of Blaschko.
There was a sharp midline demarcation on his
trunk (Figure 1). The examination of other

systems did not reveal any abnormality.

Histological examination demonstrated compact
hyperkeratosis, epidermal hyperplasia, and
papillomatosis  with  “church-spire”  pattemn
(Figure  2).  Clinical  presentation  and
histopathology are compatible with systematized
epidermal nevus in the absence of epidermal
nevus syndrome. The patient was treated with a

topical keratolytic and the lesions appeared to

be improving.

Figure 1 Multiple hyperkeratotic brownish

plaques on neck, trunk, and extremities with a

sharp midline demarcation
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Figure 2 Compact hyperkeratosis and epidermal

hyperplasia, papillomatosis with “church-spire”

pattern

Discussion

Systematized epidermal nevus is a rare skin
disease with extensive verrucous epidermal
nevus which is defined as congenital, non
inflammatory cutaneous harmatomas composed
of keratinocytes. The age of onset is usually at
birth or within the first year of life, however,
late-onset lesions have also been reported.l

Systematized  epidermal nevus  usually
presents with multiple  well-circumscribed,
hyperpigmented, papillomatous papules or
plagues with extensive distribution, most
commonly on the trunk, extremities and neck;
with transverse configuration on the trunk and
linear configuration on the limbs.”

The lesions can be limited to one half of the
body (Nevus unius lateris) or bilateral (Ichthyosis
hystrix).3 Common  distribution is  along
Blaschko’s lines suggesting that they result from

postzygotic somatic mutation in the skin and

may have an abrupt midline demarcation.

Epidermal nevus rarely affects more than one
member of the family. Somatic mosaicism for
mutation has been detected in FGFR3, PIK3CA !
and RAS genes, including KRAS, HRAS, and NRAS °
, as well as the gene mutation in keratin 1 and
keratin 10°. The same keratin gene abnormalities
have also been found in parents who have
epidermolytic epidermal nevus and in their
offspring  who have bullous ichthyosiform
erythroderma. So the epidermolytic epidermal
nevus is thought to be a mosaic form of this
type of ichthyosisé.

Systematized epidermal nevus is often
associated  with  multisystem  abnormalities
especially of the central nervous system, eyes
and skeletal system, called “Epidermal nevus
syndrome”.l It is also reported to be associated
with precocious puber’cy.7

In our patient there was no systemic
abnormality, however, the patient should be
followed up throughout his lifetime as
neurological manifestations may sometimes
present late in adulthood.’

Histologic patterns are variable and mostly
demonstrate  hyperkeratosis, acanthosis and
papillomatosis. Histologic findings in this case
reveal compact hyperkeratosis and
papillomatosis  which help to confirm the

diagnosis of systematized epidermal nevus.
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Table 1 Summary of previous case reports of systematized epidermal nevus
Reference Age(years)/ Age of Disease Familial Treatment Outcome
gender onset association involvement
(years)
Loff et al,, 199413 19/female N/A Trichiasis N/A Four-lid Resolution of
blepharoplasty  ocular
symptoms
Koh MJ et al,, 5/male 4 months - - Topical Marked
2013 calcipotriol/ improvement
betamethasone  after 2
dipropionate months
combination treatment
ointment
once daily
Dhanaraj M et al., 20/female Since birth - - CO, laser N/A
2015'
Garg T et al,, 3/male 3 months -precocious - -topical No response
2015’ puberty tretinoin after 3
-spastic 0.025% months
cerebral treatment
palsy
Mishra V et al., 3/male 3 weeks - - N/A N/A

2015

Treatment of systematized epidermal nevus
is based on size and distribution of the lesions.
Full-thickness surgical excision is curative but, in
large lesions, can lead to hypertrophic scar or
keloid formation.” Others destructive therapies
include cryotherapy and carbon dioxide laser
therapy.9 Continuous-wave carbon dioxide laser
vaporization has been used with benefits for

extensive VEN.' Topical therapies including

corticosteroids, tar, 5-fluorouracil, retinoic acid,
salicylic acid, lactic acid, podophyllin, calcipotriol
and calcitriol have all been used but showed
benefits.”

limited Topical

calcipotriol/betamethasone dipropionate
combination ointment has been successfully
used in one case of extensive epidermal nevus
as well as oral retinoids.” Our patient was

treated with 10% urea cream twice daily all over
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body and 3% lactic acid cream once daily on

the face. After three months of treatment, the

response was slightly improved. The patient was

also advised to be under surveillance for late

onset neurological symptoms.
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coincidence or a pathophysiological link?
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Neurofibromatosis type 1(NF1), known as von Recklinghausen disease is one of the most
common neurocutaneous syndromes. NF1 is inherited in an autosomal dominant fashion with the
incidence of 1 in 3,500 live births. Apart from multiple neurofibromas, its clinical manifestation is
comprised of spectrum of pigmentary lesions, for example, café-au-lait macules, and flexural
lentigines.

We present a case of a 27- year-old Thai male with various asymptomatic hyperpigmented
lesions and skin-colored papules on his trunk since he was 5 years old.
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Introduction

Neurofibromatosis type 1(NF1), known as von
Recklinghausen disease, was first described by a
German  pathologist  Friederich  Daniel von
Recklinghausen in 1882. It is the most common
neurocutaneous syndrome. Diagnosis of NF1 is
based on the presence of at least two of seven
criteria established by the National Institute of
Health Consensus Development Conference in
1988.' Pigmented lesions such as café-au-lait
macules  (CALMs), axillary freckling and
agminated lentiginosis (AL) have been associated
with this syndrome; however, progressive
cribriform and  zosteriform hyperpigmentation
(PCZH) has not been reported.
Case report

A 27-year-old male presented with
progressive headache for 2 months. He had

asymptomatic  hyperpigmented lesions and

numerous skin-colored papules on his trunk. The
onset of lesions was first on the face, extending
to his upper back, and then spreaded toward
abdomen and left thigh. All lesions had been
present since he was 5 years old and gradually
enlarged with age. He denied any histories of
preceding eruptions or injuries to the area.
Neither family history of skin abnormalities nor
concurrent medications were reported. Upon
clinical examination were numerous discrete
brown macules, ranging in size from 1 to 5 mm
in diameter, over his left cheek with sharp
demarcation at the midline anteriorly and
extending bilaterally on his neck and posteriorly
on the upper back (Figure. A-C). Interestingly,
multiple brownish linear and oval macules
arranged in zosteriform pattern on anterior side
of his left thigh and lower back, which did not

cross the midline were seen. (Figure. D) He also
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had a few discrete skin-colored pedunculated
papules on his abdomen and extremities (Figure.
E). He had neither café-au-lait spots nor skin fold
freckling. On ophthalmologic examination, Lisch
nodules were identified in both eyes. There was
no musculoskeletal involvement. Routine
laboratory tests, including complete blood cell
count, liver and renal function tests and serum
electrolytes were normal. Magnetic resonance
imaging of the brain showed an infiltrative
heterogeneous enhancing mass in the left
cerebellar hemisphere, without evidence of
optic pathway glioma. Left paramedian
suboccipital craniectomy with gross total tumor
removal were performed with the
histopathologic ~ finding of an infiltrative
astrocytoma of at least WHO grade Il Skin
biopsies from a macule on the left side of his
shoulder (Figure.C), lower back (Figure. D) and a
skin-colored nodule on his abdomen also
showed lentigine, basilar hyperpigmentation
without nevus cells and neurofibroma,
respectively (Figure. F-H) . His final diagnosis was

neurofibromatosis type 1 with PCZH and AL.
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Discussion

NF1” is an inherited disease with autosomal
dominant fashion with incidence of 1 in 3,500
live births. NF1 gene encodes the 260 kDa
protein neurofibromin, considered as a tumor
suppressor gene. Neural crest gives rise to two
populations, dorsally and ventrally migrating
cells, which are melanocytes and nervous
system (schwann cells), respectively. These cells
migrate through epidermis during the process of
embryonic  cutaneous development. It s
suggested that prenatal nevi may develop from
precursor for schwann cells. Also, cultured
melanocytes from CALM showed a second hit

mutation in the NF1 gene suggesting that the
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melanocytes are the primary pathogenic cell in
pigmented lesions.” Because of the variability of
clinical manifestrations of NF, Riccardi, in 1982,
classified NF into eight categories. Segmental NF
(SNF) is NF type V that is associated with
mutation of NF1 gene leading to somatic
mosaicism. The common manifestations of SNF
are neurofibromas, and less frequently, CALM
and axillary freckling which are usually unilateral
and occupy in a single dermatome. > Our patient
was diagnosed with NF1 by the presence of
multiple neurofibromas and Lisch nodules.
Although skin-colored papules are
predominately confined on the left side of his
trunk, however those papules which across the
midline to the other side of his body and the
evidence of systemic involvement make his
diagnosis less likely to be segmental NF.
Pigmentary cutaneous manifestations of NF1
typically present with CALMs and intertriginous
freckling, Although our patient also had AL and
PCZH, which had different manifestations but
they might share similar etiopathogenic
mechanism. AL is characterized by lentigines
confined to a body segment, often
corresponding to one or more dermatomes and,
sometimes, involving an entire half of the body.
Cutaneous lesions are located at various sites
including face and neck, trunk, upper and lower
limbs. The lentigines are unilateral with sharp

demarcation at the midLine.5 PCZH, the late

onset of linear and whorled nevoid
hypermelanosis, was first described in 1978 by

789
Rower and colleagues.
10,11,12,13

The following criteria
were  suggested: (1) uniformly tan
cribriform macular pigmentation in a zosteriform
distribution; (2) a histologic pattern  that
consisted of a mild increase in melanin in the
basal cell layer and complete absence of nevus
cells; (3 no history of rash, injury, or
inflammation to suggest post-inflammatory
hyperpigmentation; (4) onset well after birth with
gradual extension, age at onset was in the
second decade of life and (5) lack of other
associated cutaneous or internal abnormalities.
Age of onset between birth and 54 years (77%
between 1 and 15 years).14 The trunk is the most
common site of involvement.” The linear
pigmented lesions usually follow Blaschko’s
lines.”

Hyperpigmentation in NF1 is affected by both
haploinsufficiency and loss of heterozygosity of
NF1 gene (Nf1+/-). Haploinsufficiency may have a
role in (1) increasing the production of
melanoblasts from Schwann cell precursors. (2)
exhibiting higher levels of melanogenic gene
expression. (3) regulating the kit-mitf signaling
axis in vivo during melanocyte development and
(4) increasing variation in the number and length
of dendrites. However, it does not alter

melanoblast survival/protiferation15’17 which, play

part in migration during embryogenesis. These
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result in an unequal distribution of pigmented
cells and clinical hyperpigmentation.16

Although the pathogenesis of both AL and
PCZH in our NF1 patient have not been
elucidated, they may partially share the same
pathways, increase melanoblast/melanocyte
numbers and  dendrites from  NFlgene
haploinsufficiency and mosaicism. According to a
new genetic concept postulated by Happle,
somatic  mosaicism that develops during
embryogenesis leads to the proliferation and
migration of two mixed populations of
melanocytes  with  different  potential ~ for
pigmentation. Both AL and PCZH affect the
clonal migration and proliferation of abnormal
melanoblasts during embryogenesis leading to
their described clinical manifestations. From
previous reports, there are very few cases of
both AL and PCZH in NF1. We propose the
possible  pathophysiological  link  between
abnormal types of pigmentation in NFI,
however, more cases and investigations need to
be studied in greater details.
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Ulceronecrotic Mucha-Habermann
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ABSTRACT:
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224-229.

INSTITUTE OF DERMATOLOGY, MINISTRY OF PUBLIC HEALTH, BANGKOK, THAILAND.

Febrile ulceronecrotic Mucha-Habermann disease (FUMHD) is a rare severe variant of pityriasis
lichenoides et varioliformis acuta (PLEVA) characterized by an acute onset of ulceronecrotic papules,
rapidly coalescing into large necrotic ulcers and associated with high fever, severe systemic symptoms
with a reported mortality rate approximately 20%. We reported a case of a 39-year-old man with a
FUMHD and transaminitis. He was treated with prednisolone, tetracycline, dapsone, and narrowband UVB
(NB-UVB) phototherapy without disease controlled. FUMHD has been reported with abnormally high
serum levels of TNFOU and cyclosporine is an immunosuppressive agent that suppresses interleukin-2 and
TNFQX production. The patient had favorable response after 3 months of cyclosporine therapy.
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Introduction

Pityriasis lichenoides et varioliformis acuta
(PLEVA) is an inflammatory skin disease
characterized by an acute onset of
ulceronecrotic papules, rapidly coalesced into
large necrotic ulcer. Febrile ulceronecrotic
Mucha-Habermann disease (FUMHD) is the more
severe ulcerative variant of PLEVA associated
with high fever and severe systemic symptom
with a reported mortality rate of approximately
20%. We reported a case of difficult to treat
FUMHD with transaminitis.
Case Report

A 39-year-old man presented with fever,
malaise

accompanied with multiple

erythematous papules on his face, neck, trunk,

both arms, and legs for 2 weeks, and rapidly
progress to necrotic ulcer. During the admission,
physical examination revealed body temperature
39°C.  There were multiple diffuse scaly
erythematous papules, some ulceronecrotic
papules and plagues with erythematous round
erosions on face, neck, trunk, and the upper and
lower extremities which involved 60% of body
surface area (Fig.1). The palms, soles, scalp, nail
and oral mucosa were spared.

The laboratory test showed leukocytosis with
neutrophils ~ predominated ~ (WBC 13,400
celt/mm3, PMN 77%) and transaminitis (AST 100
U/L, ALT 153 U/L). There were negative study of
the serology test for Hepatitis B,C and Herpes

simplex virus. Rapid plasma reagent (RPR) test
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and Human immunodeficiency virus (HIV)
antibody were all negative. The titers of
Cytomegalovirus (CMV) and Epstein-Barr virus
(EBV) IgG antibodies were 1:3200 and > 1:2560
respectively. The Chest x-ray, electrocardiogram
(EKG), and ultrasound examination of upper

abdomen were unremarkable.

Fig. 1 Multiple diffuse ulceronecrotic papules on
the back and upper extremities some with

central crust.

The histopathological examinations showed
focal parakeratosis with focal interface vacuolar
change and scatter necrotic keratinocytes in the
epidermis. The dermis exhibited a superficial and
deep perivascular  lymphocytic  infiltration
without vasculitis change (Fig.2). These findings
confirmed the diagnosis of PLEVA.

Fig. ‘ Thé hlstolgl ea hvvéd focal
parakeratosis, focal interface change with
necrotic keratinocytes, superficial and deep
perivascular lymphocytic infiltration. (10x)
FUMHD  was  diagnosed  based on
clinicopathological correlation. The treatment
was started with tetracycline 2 g¢/day and
prednisolone 60 mg/day (1 mg/kg/day). The
lesions rapidly cleared after 10 days. Two-weeks
later, severe transaminitis was detected,
probably caused by tetracycline. For this reason,
tetracycline was discontinued and changed to
dapsone 100 meg/day  combined  with
prednisolone 60 mg/day and  NB-UVB
phototherapy. After gradually tapered off
prednisolone over a period of 3 months, the skin
lesions eventually flared up without presenting
of fever and transaminitis. The dosage of oral
prednisolone was increased to 30 mg/day with
initiation of cyclosporine 100 mg/day (1.4
mg/kg/day). Dapsone and NBUVB phototherapy

were withdrawal. The disease was controlled
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after 3 months with cyclosporine 100 mg/day

and prednisolone can be tapered off without

forming new lesion at the current (Fig.3).

Fig. 3 The histological exam showed focal
parakeratosis, focal interface change with
necrotic keratinocytes, superficial and deep

perivascular lymphocytic infiltration. (40x)

Fig. 4 Healing of cutaneous lesion after 3
months of cyclosporine therapy with post

inflammatory hyperpigmentation.

Discussion

Febrile  ulceronecrotic Mucha-Habermann
disease (FUMHD), is a severe ulcerative variant of
pityriasis  lichenoides et varioliformis acuta
(PLEVA), characterized by an acute onset of
ulceronecrotic papules, rapidly coalescing into
large necrotic ulcers. The associations with high-
grade fever and severe systemic symptoms
including liver dysfunction, abdominal pain,
interstitial pneumonitis, lymphocytic myocarditis,
central nervous system involvements such as
stupor or agitation, pancytopenia, diffuse
intravascular coagulation and rheumatologic
manifestation have been repor’ced.l_3

FUMHD can occur in children and young
adults but mainly in the second and third
decades of life, and predominantly in men. The
mean age of patients in the reported cases is 27
years old” In general, the disease progresses in
weeks or months, but can evolve into a chronic
disease with exacerbation and remission.’ The
mortality rate of FUMHD is approximately 20%
and reported cases were due to pulmonary
thromboembolism, sepsis, hypovolemic shock,
and thrombosis of superior mesenteric ar’cery.2
Children tend to have more favorable prognosis
with no reported cases of death.’”

The exact pathogenesis of FUMHD is
unknown. There are three possible theories to
explain the pathogenesis of PLEVA: firstly, an

inflammatory reaction triggered by infectious
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agents for which several pathogens have been
proposed such as EBV, adenovirus, CMV,
parvovirus B19, varicella zoster virus and HIV-1;
secondly, an immunological process might be
the pathogenesis. Yanaba et al. observed
predominantly cytotoxic cps’ lymphocytes
infiltrate around the dermis and epidermis.5 The
elevation of soluble IL-2 receptor level and high
serum levels of TNFO have been observed in
FUMHD;é’7 and lastly, hypersensitivity vasculitis
mediated by immune complexes.1

The laboratory tests are not specific and may
show markers of inflammation such as raised
erythrocyte sedimentation rate (ESR) and C-
reactive protein (CRP), increase of leukocytes,
liver enzymes and lactate dehydrogenase (LDH),
anemia, and hypoproteinemia.8 There may also
be serological evidence of associated viral
infection such as CMV or EBV.” *°

In FUMHD or PLEVA, histopathology reveals
focal parakeratosis often associated with scales
crust. There are necrotic keratinocytes over the
epidermis with lymphocytes exocytosis. The
basal layer is vacuolated. The superficial dermis
is edematous and diffuse lichenoid inflamsmatory
infiltrate with extravasation of red blood cells.
The middle and deep dermis are also involved,
associated with variable

vasculitis.g’ H The

and often
leukocytoclastic
immunohistochemical  studies indicate the

proportion of CD8 T cells that predominates in

the PLEVA and CD4 T cells predominate in the
pityriasis lichenoides chronica (PLC).

In the literature, there are several treatment
modalities that had been described but due to
the small number of cases and uncertained
etiology, it is difficult to evaluate a specific
treatment.

Case reports of FUMHD had recommended
high-dose  immunosuppressive  therapy  in
combination with antibiotics or ac:ydovir.12 The
use of high dose of oral corticosteroids is initially
to reduce the inflammatory component,
followed by oral antibiotics for maintenance.’
Several authors have published cases of
complete healing with the use of tetracycline or
erythromycin.l’ P The efficiency can range from
complete remission to no improvement.8 The
best result has been related to erythromycin for
children and tetracycline has been reported as
first-line treatment in adults."

Immunosuppressive  monotherapy  with
methotrexate or cyclosporine or a combination
of these drugs with a high dose of
glucocorticoids has been used in several cases.
% Tsianakas and Hoeger reported the clinical
and histopathologic transition from PLEVA to
FUMHD has been associated with abnormally
high serum levels of TNFOL Cyclosporine is an
immunosuppressive  agent  that  suppresses
interleukin-2 and TNFQU production. The use of

oral cyclosporine with an initial dose of 2.5
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mg/kg/day then subsequently tapered to 1.25
mg/kg/day has been mentioned good results in
an 8-year-old patient with FUMHD. Moreover,
Yeom et al. reported a 59-year-old patient from
Korea with FUMHD successfully treated with oral
cyc:tosporir1e.17'18 Additional  advantages  of
cyclosporine are corticosteroids sparing effect,
rapid control of fulminant symptoms, and low
toxicity compared to methotrexate especially in
children.

The efficient use of dapsone, pentoxifylline
and phototherapy with ultraviolet light A or B as
well as psoralen with UVA (PUVA) therapy had
been described.” "’

The anti-TNFX treatment such as infliximab
should be considered as a treatment option.2
IVIG could play a role as an adjunctive therapy in
association with TNFOX inhibitors or
immunosuppressive therapy.20 Some cases with
substantial skin necrosis necessitate surgical
debridement with skin graft.

Our patient had been treated with
tetracycline 2 g/day and prednisolone 60
mg/day (1mg/kg/day). The lesions rapidly cleared
after 10 days. Two-weeks later, severe
transaminitis was detected, probably caused by
tetracycline. For this reason, tetracycline was
discontinued and changed to dapsone 100
me/day accompanied with NB-UVB
phototherapy. Nevertheless, the disease flared

up after tapered off prednisolone. Treatment

was then changed to cyclosporine 100 mg/day
combined with prednisolone 30 mg/day. The
disease was well control after 3 months of
treatments and prednisolone can now be
tapered off without forming a new lesion.

In conclusion, FUMHD is a rare and severe
ulcerative variant of PLEVA. Early diagnosis and
appropriate treatment is important. Several
modalities of treatment options have been
mentioned with variable results. We reported
the case of FUMHD with transaminitis and had
favorable outcome with cyclosporine.
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