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Degerli Meslektaglarim,
Tirk Dermatoloji Dergisi, Emerging Sources Citation Index’te yayinlanmaya baslamistir.

Dernegimizin Bilimsel Yayin Organi olan Tiirk Dermatoloji Dergisi, Thomson Reuters® Web of Science®
blinyesinde yeni olusturulan Emerging Sources Citation Index’ine girmistir. SCI, AHCI, SSCI ve
SCl-Expanded gibi sistemlerden farkli bir indeks sistemine sahip olan “Emerging Sources Citation
Index”, bu kapsam icerisinde indekslenen dergilerdeki makalelerin taranabilmesi ve bu makalelere
WoS kapsami icerisinde alinan atiflarin takip edilebilmesi imkanini sunmaktadir. ESCl kapsamina
yuksek kalitede, peer-review yayin yapan, bolgesel veya uluslararasi glincel ve yeni bilimsel katkilar
saglayan dergiler alinmaktadir. Dergimiz bdylece WoS taramalarinda ESCI kapsaminda gorinir hale
gelmistir.

Bilgilerinize sunariz.

Editor
Soner Uzun
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Turk Dermatoloji Dergisi, Tirk Dermatoloji Dernegi'nin bilimsel icerikli resmi yayin organidir; Mart, Haziran, Eylul ve Aralik aylarinda olmak tzere
yilda 4 sayi yayinlanmaktadir. Yayin dili Tirkce ve ingilizce olan, bagimsiz ve ényargisiz hakemlik (peer-review) ilkelerine dayanan acik erisimli
bir dergidir.

Turk Dermatoloji Dergisi'nin hedef kitlesi dermatologlardir. Tirk Dermatoloji Dergisi'nde, bilimsel acidan yiksek nitelikli arastirma makalelerinin
yani sira, derleme, editdr gorisd, editdre mektup ve olgu sunumlarini da kabul edilmektedir.

Yayin politikalan “Recommendations for the Conduct, Reporting, Editing, and Publication of Scholarly Work in Medical Journals (ICMJE
Recommendations)” (2016, http://www.icmje.org/) temel alinarak hazirlanmistir.

Turk Dermatoloji Dergisi; Web of Science-Emerging Sources Citation Index (ESCI), EMBASE, Scopus, CINAHL, Gale/Cengage Learning, EBSCO,
Directory of Open Access Journals (DOAJ), ProQuest, Index Copernicus, British Library, Tibitak/Ulakbim TR Dizin, Turk Medline ve Turkiye Atif
Dizini tarafindan indekslenmektedir.

Acik Erisim Politikasi
Dergide agik erisim politikasi uygulanmaktadir. Agik erisim politikasi  Budapest Open Access Initiative (BOAI) http//www.
budapestopenaccessinitiative.org/ kurallari esas alinarak uygulanmaktadir.

Acik Erisim,“(hakem degerlendirmesinden ge¢mis bilimsel literatlriin), internet araciligiyla; finansal, yasal ve teknik engeller olmaksizin, serbestce
erisilebilir, okunabilir, indirilebilir, kopyalanabilir, dagrtilabilir, basilabilir, taranabilir, tam metinlere baglanti verilebilir, dizinlenebilir, yazilima veri
olarak aktarilabilir ve her tUrlU yasal amag icin kullanilabilir olmasi‘dir. Cogaltma ve dagitim tzerindeki tek kisitlama yetkisi ve bu alandaki tek telif
hakki rolU; kendi ¢calismalarinin blttnligu tzerinde kontrol sahibi olabilmeleri, gerektigi gibi taninmalarinin ve alintilanmalarinin saglanmasi
icin, yazarlara verilmelidir.

Turk Dermatoloji Dergisi, dernek Uyelerimize Ucretsiz olarak dagitilmaktadir. Tim makalelerin icerik, 6zet ve tam metinlerine www.
turkdermatolojidergisi.com adresinden ulasilabilmektedir.

Baski izinleri

CC BY-NC-ND lisansi altinda yayinlanan materyalin ticari amagh kullanimi (satis vb.) igin, telif hakki sahibi ve yazar haklarinin korunmasi icin izin
gereklidir. Baski izinleri igin bagvurular Editor ofisine yapilmalidir.

Editor: Prof. Dr. Soner Uzun

Adres: Akdeniz Universitesi Tip Fakultesi, Dermatoloji Anabilim Dali, Antalya, Tirkiye

E-posta: sonuzun@hotmail.com

Yazarlara Bilgi
Yazarlara bilgi kismina, dergi sayfalarindan ve www.turkdermatolojidergisi.com adresinden ulasilabilir.

Materyal Sorumluluk Reddi
Turk Dermatoloji Dergisi'nde yayinlanan tiim yazilarda goris ve raporlar yazar(lar)in gértsidir ve editér, editdryel kurul ya da yayincinin gortsi
degildir; Turk Dermatoloji Dernedi, editor, editdryel kurul ve yayinci bu yazilar i¢in herhangi bir sorumluluk kabul etmemektedir.

Yayinevi Yazisma Adresi

Galenos Yayinevi Tic. Ltd. Sti.

Adres: Molla Gurani Mah. Kacamak Sk. No: 21/1, 34093 Istanbul, Tirkiye
Tel.: +90 212 621 99 25 Faks: +90 212 621 99 27

E-posta: info@galenos.com.tr

Dergimizde acid-free kagit kullanilmaktadir.
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Turkish Journal of Dermatology, is the official scientific publishing of the Turkish Society of Dermatology; it is published every three months,
in March, June, September and December. It is a periodical open access journal published in Turkish and English and follows the rules of
independent and unprejudiced peer review.

The target audience of the Turkish Journal of Dermatology, is dermatologists. In addition to high quality research articles, Turkish Journal of
Dermatology, includes reviews, editor view, letter to the editor and case reports.

The editorial policies are based on the “Recommendations for the Conduct, Reporting, Editing, and Publication of Scholarly Work in Medical
Journals (ICMJE Recommendations)”by the International Committee of Medical Journal Editors (2016, archived at http://www.icmje.org/) rules.

Turkish Journal of Dermatology is indexed in Web of Science-Emerging Sources Citation Index (ESCI), EMBASE, Scopus, CINAHL, Gale/Cengage
Learning, EBSCO, Directory of Open Access Journals (DOAJ), ProQuest, Index Copernicus, British Library, Tubitak/Ulakbim TR Index, Turk Medline
and Turkiye Citation Index.

Open Access Policy
This journal provides immediate open access to its content on the principle that making research freely available to the public supports a
greater global exchange of knowledge.

Open Access Policy is based on rules of Budapest Open Access Initiative (BOAI) http://www.budapestopenaccessinitiative.org/.

By “open access” to [peer-reviewed research literature], we mean its free availability on the public internet, permitting any users to read,
download, copy, distribute, print, search, or link to the full texts of these articles, crawl them for indexing, pass them as data to software, or
use them for any other lawful purpose, without financial, legal, or technical barriers other than those inseparable from gaining access to the
internet itself. The only constraint on reproduction and distribution, and the only role for copyright in this domain, should be to give authors
control over the integrity of their work and the right to be properly acknowledged and cited.

Turkish Journal of Dermatology, is distributed free of charge to the members of the society. All content, summary and complete texts of the
articles can be reached at: www.turkdermatolojidergisi.com

Reprinting Permissions

Permission, required for use any published under CC BY-NC-ND license with commercial purposes (selling, etc.) to protect copyright owner and
author rights, may be obtained from the Editorial Office:

Editor: Prof. Dr. Soner Uzun

Address: Akdeniz University Faculty of Medicine, Department of Dermatology, Antalya, Turkey

E-mail: sonuzun@hotmail.com

Instructions for Authors
You can access the information for authors section from the pages of the journal and from www.turkdermatolojidergisi.com

Rejection of Material Liability

All views and reports presented in the Turkish Journal of Dermatology, are the views of their respective authors and are not the views of neither
the Editor nor the publisher; The Turkish Society of Dermatology, Editor, editorial board and the publisher assume no responsibility for these
articles.

Publisher Corresponding Address

Galenos Yayievi Tic. Ltd. Sti.
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Turk Dermatoloji Dergisi, Turk Dermatoloji Derneginin sureli yayin
organidir ve yilda 4 sayi olarak yayinlanir. TUm meslektaslarimiza agik olan
Turk Dermatoloji Dergisi, kendi alanindaki bilimsel gelismeleri aktarmak
amaclyla, deri ve zthrevi hastaliklar ile ilgili klinik, epidemiyolojik ve
deneysel arastirmalari, derleme yazilari, ilging olgu sunumlarini, “taniniz
nedir?” seklindeki olgu sunumlarini, klinik ve pratik uygulamalara iliskin
yazilari, editdre mektuplari ve editor yorumlarini yayinlar. Yazilarin dergide
yayinlanmak Uzere kabul edilmesi icin; orijinal, “kaynak” olarak kullanilma
sansinin yiksek ve bilimsel olarak tst diizeyde olmasi 6n kosuldur.

Turk Dermatoloji Dernegi tarafindan diizenlenen bilimsel toplantilarda
sunulanbildiriler veyatoplanti konusmalari ek sayilar seklinde yayinlanabilir.
Derginin yayin dili Tirkge ve Ingilizce'dir. Turkge yazilarin Tark Dil Kurumu
Turkge S6zI0gU'ne ve Yeni Yazim Kilavuzu'na uygun olmasi gerekir.

Turk Dermatoloji Dergisi'nin kisa adi “Turk J Dermatol’dur. Uluslararasi
indekslerde ve veritabaninda, derginin adi Turkish Journal of
Dermatology, Ingilizce kisaltmasiyla; Turk J Dermatol olarak
kaydedilmistir, kaynaklarda kullanilirken bu sekilde belirtilmelidir.
Deneysel, klinik ve ilag arastirmalari icin ilgili uluslararasi anlagmalara
uygun (Helsinki Declaration of 1964, revised 2013 -http://www.vma.
net/e/policy/b3.htm, “Guide for the care and use of laboratory animals -
www.nap.edu/catalog/5140.html) etik komisyon raporu gerekmektedir.
Arastirma makalelerinde etik onay belgesi (etik onay numarasiile birlikte),
olgu sunumlarinda bilgilendirilmis onam formu istenir. Etik kurul onayi
ve “bilgilendirilmis gonllt onam formu” alindidi arastirmanin “Gereg ve
Yontem” boliminde belirtilmelidir.

Tum otorler bilimsel katki ve sorumluluklarini ve ¢ikar ¢catismasi olmadigini
bildiren topluimzaile yayina katilmalidir. Arastirmalara yapilan kismi de olsa
nakdi ya da ayni yardimlarin hangi kurum, kurulus, ilag-gere¢ firmalarinca
yapildigi makalenin tam metin dosyasinin sonunda kaynaklardan énce
dipnot olarak bildirilmelidir.

Makalelerin formati “Uniform Requirements for Manuscripts Submitted
to Biomedical Journals: Writing and Editing for Biomedical Publication
(http://www.icmje.org/)" kurallarina gére dizenlenmelidir.

Turk Dermatoloji Dergisi makale basvuru Gcreti ve ya makale islem Gcreti
uygulamamaktadir.

Yayinlanmak Uzere gonderilen yazilar baska yerde yayinlanmamis ve
yayinlanmak Uzere gdénderilmemis olmalidir. Makaledeki tim yazarlar
bilimsel katki ve sorumluluklarini bildiren toplu imza ile yayina katilmalidir.
Daha once bilimsel toplantilarda sunulmus ve kongre kitaplarinda 200
kelimeyi gegmeyen 6zet bildirileri basiimis ¢alismalar, sunuldugu bilimsel
toplantr belirtilmek kosulu ile degerlendirmeye alinir. Dergiye gdnderilen
yazilara telif hakki 6denmez ve yazar yazinin tim yayin haklarinin, Tark
Dermatoloji Dernegi'ne ait oldugunu kabul eder. Yayinlanan yazlarin
bilimsel ve hukuksal sorumlulugu yazarlara aittir. Yayina kabul edilen
yazilar i¢in yazarlar, Turkce ve Ingilizce acisindan oldugu gibi, metinde

temel degisiklik yapmamak kaydi ile diizeltmelerin editdrlerce yapilmasini
kabul etmis sayilir.

Turk Dermatoloji Dergisi ¢ift-kdr hakemlik ilkeleri cercevesinde yayin
yapan sUreli yayin bir organidir. Hakemler, yazinin konusuyla ilgili
uluslararasi literatirde vyayinlart ve atiflari olan badimsiz uzmanlar
arasindan  secilmektedir. Editér, yayin kurallarina uymayan yazlari
yayinlamamak veya duzeltmek Uzere yazarina geri géndermek ya da
bicim olarak yeniden dizenlemek yetkisine sahiptir. Gonderilen yazilar, en
az 2 danisman tarafindan degerlendirildikten sonra yayin kurulu karari ile
yayinlanir. Gerektiginde UctncU bir danismana goénderilebilir.

Dergiye yayimlanmak Uzere gonderilen tim yazilar ‘iThenticate’ programi
ile taranarak intihal kontroliinden ge¢cmektedir. Intihal taramasi sonucuna
gore yazilar red ya da iade edilebilir.

Arastirmalara yapilan her tdrlt yardim ve diger desteklerin alindigi kisi ve
kuruluslar beyan edilmelive ¢ikar catismasiyla ilgili durumlari agiklamalidir.

incelemeye sunulan arastirmada olasi bir bilimsel hata, etik ihlal stiphesi
veya iddiasiyla karsilasilirsa, bu dergi verilen yaziyi destek kuruluslarin
veya diger yetkililerin sorusturmasina sunma hakkini sakl tutar. Bu dergi
sorunun dizgln bicimde takip edilmesi sorumlulugunu kabul eder
ancak gergek sorusturmayi veya hatalar hakkinda karar verme yetkisini
Gstlenmez.

Yazim Kurallari

Yazilar sadece cevrim-i¢i olarak kabul edilmektedir. Yazarlarin makale
gonderebilmesi i¢in  Journal Agent web sayfasina (http//www.
journalagent.com/jpr/?plng=eng) kayit olup, sifre almalari gerekmektedir.
Bu sistem cevrim-igi yazi gonderilmesine ve degerlendirilmesine olanak
tanimaktadir.

Makale génderimi yapilirken sorumlu yazarin ORCID (Open Researcher
ve Contributor ID) numarasi belirtimelidir. http://orcid.org adresinden
(cretsiz olarak kayrt olusturabilir.

Yayin Politikasi ve Makale Yazim Kurallari asagida belirtilen maddeler
“Recommendations for the Conduct, Reporting, Editing, and Publication
of Scholarly Work in Medical Journals (ICMJE Recommendations)” (2016,
http://www.icmje.org/) temel alinarak hazirlanmistir.

Arastirma makalelerinin hazirhdi, sistematik derleme, meta-analizleri ve
sunumu ise uluslararasi kilavuzlara uygun olmalidir:

Randomize calismalar icin; CONSORT (Moher D, Schultz KF, Altman D, for
the CONSORT Group. The CONSORT statement revised recommendations
for improving the quality of reports of parallel group randomized trials.
JAMA 2001; 285:1987-91) (http://www.consort-statement.org/).

Sistematik derleme ve meta-analizlerin raporlamalari icin; PRISMA (Moher
D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group. Preferred Reporting
Items for Systematic Reviews and Meta-Analyses: The PRISMA Statement.
PLoS Med 2009; 6(7): e1000097) (http://www.prisma-statement.org/).
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Tanisal degerli calismalar icin; STARD (Bossuyt PM, Reitsma JB, Bruns DE,
Gatsonis CA, Glasziou PP, Irwig LM, et al, for the STARD Group. Towards
complete and accurate reporting of studies of diagnostic accuracy: the STARD
initiative. Ann Intern Med 2003;138:40-4) (http://www.stard-statement.org/).

Gozlemsel ¢alismalar icin; STROBE (http://www.strobe-statement.org/).

Meta-analizleri ve gozlemsel calismalarin  sistematik  derlemeleri
icin; MOOSE (Stroup DF, Berlin JA, Morton SC, et al. Meta-analysis of
observational studies in epidemiology: a proposal for reporting “Meta-
analysis of observational Studies in Epidemiology” (MOOSE) group. JAMA
2000; 283:2008-12).

Gonderilen yazilarin hemen isleme konabilmesi icin, mutlaka asagida
belirtilen yazim kurallarina uygun olmasi gereklidir:

a. Yazilar cift aralikli ve 12 punto olarak, her sayfanin iki yaninda ve alt ve
st kisminda 3 ¢cm bosluk birakilarak yazilmalidir. Sayfa numaralari her
sayfanin sag alt kdsesinde yer almalidir.

b. Kullanilan kisaltmalar yazi icerisinde ilk gectikleri yerde, parantez icinde,
acik olarak yazilmali, 6zel kisaltmalar yapilmamalidir. Yazi icindeki 1-10 arasi
sayisal veriler yaziyla, 10 ve UstU rakamla belirtilmelidir. Ancak, yaninda
tanimlayici bir takisi olan 1-10 arasi sayilarla, cimle basindaki rakamlar
yaziyla yazilmalidir. sekil ve tablolar metin icerisinde gegis sirasina gore
numaralandiriimalidir. Tablolarin yazilari Uste, sekillerinki alta yazilmalidir.
Arastirma makaleleri ve derlemeler metin, sekil, tablo, kaynaklar dahil 10,
kisa bildiriler ve olgu sunumlari 5 sayfayr gecmemelidir.

¢. Yazilar asagida belirtilen diizene uygun sekilde hazirlanmalidir:
Orijinal Arastirmalar
Su sekilde duizenlenmelidir:

Kapak sayfasi: Birinci sayfadir ve ayri dizenlenir. Yazarlarin tam ve acik
isimleri, son aldiklari akademik unvanlar ile 50 karakteri ge¢cmeyecek
sekilde yazinin bashdr yazilir. Yazarlarin ilgili olduklar kurum, boltim ve
sehir sira ile bildirilir. Birden fazla yerde yapilan ¢alismalar sembollerle
aciklanir. Bu sayfanin altina yazismaya yetkili, diizeltmeleri yapacak yazarin
acik adi, posta ve e-posta adresleri, telefon ve faks numaralari yazilir. Ayrica
calisma bilimsel toplantida énceden bildirilen kosullarda teblig edildi ya
da ozeti yayinlandi ise agiklama yapilir.

Bolimlii 6zet (Tiirkce): Kelime sayisi 200’0 ge¢memelidir. Bu 6zet Amag,
Yontem, Bulgular ve Sonug seklinde alt basliklarla dizenlenir. NLM MeSH
terimleriile uyumlu 6 tane anahtar kelime bolimld 6zetin altinda verilmelidir.

Boliimlii 6zet (ingilizce): Yukaridaki sahifelerin kurallarina uymak kosulu
ile hazirlanan ingilizce dzettir. ingilizce anahtar kelimeler Tip Konulari
Basliklar'na (Medical Subject Headings: MeSH) uygun olarak verilmelidir.
Tip Konulari Bagliklar’'ni (MeSH) aramak icin su internet adresine
basvurulabilir: http://www.nlm.nih.gov/mesh/MBrowser.html.

Metin: Giris, Yontemler, Bulgular, Tartisma, Calismanin kisitliliklar ile
Sonuglar kisimlariniigermelidir. Bu son kisimda Uretilen bilgiden hekimin
ve hastasinin nasilyararlanacag, ¢ikarilan olumluya da olumsuz sonucun
mevcut bilgilere etkisi kisaca yazilmalidir. Metnin &zellikle tartisma
kisminin alt bagliklara bolinmesi yararli olabilir. Farmasotik Grdnler
jenerik veya ticari isimleriyle belirtilmelidir (jenerik isimler yeglenir).
Ticari isimler buytk harfle yazilmali, firma ve firma sehri Griin adindan
hemen sonra parantezde belirtiimelidir. Tesekkir yazilacak ise, bilimsel
katki disinda arastirmanin ydratilmesine dnemli katkida bulunanlarla,
yazinin son seklinin verilmesine yardim edenlerden bahsedilir. Bunu,
kaynaklar, tablo ve sekiller izlemelidir. Tablo ve sekiller metin sonunda
yer almalidir. Her tablo ayri bir sayfada cift aralikli olarak yazilmali ve
metin icerisindeki dizine gore Arabik rakamlarla numaralandirilir. Tablo
iceriginin kisa tanimi baslik olarak tablonun Gsttne yaziimalidir.

Sekiller: Her yazi igcin en ¢ok 6 adet kabul edilir. Metinde gectigi siraya
gore Arabik rakamlarla numaralanmalidir. Mikroskopik fotograflarda
kullanilan boya, buylitme ol¢ltleri, sekil icerisinde uzunluk birimi
(internal scale bar) belirtiimeli ve patolojik piyeslerde santimetrik sablon
eklenmelidir. Hasta fotograflarinda etik degerler korunmalidir. Gerek
histolojik gerek klinik fotograflar dijital ortamda yollanmali ve basim icin
uygun netlikte olmalidir. Sekiller, metin icerisinde kullanilacaklari yerlere
parantez icerisinde sekil numarasiyla belirtiimeli, kaynaklar ve tablolardan
sonra ayri bir sayfada da liste halinde tiim sekillerin alt yazilari sunulmalidir.
Reproduksiyon olan sekiller igin izin mektubu gereklidir.

Kaynaklar: Ayri sayfada cift aralikla dtzenlenir. Kaynaklar metin
icinde gegis sirasina gdre numaralandirilir. Metinde parantez icinde
ve cUmle sonunda belirtilmelidir. Dergi isimleri Index Medicusa
uygun kisaltiimali, eger Index Medicus'ta yer almiyorsa dergi adi tam
olarak yazilmalidir. Ardisik ikiden fazla kaynak kullaniminda sadece ilk
ve son kaynak numaralari belirtiimelidir (4-8 gibi). Kaynak gosterilen
makalenin klnyesinde 4 veya daha fazla yazar oldugunda ilk 3
yazarin ismi yazilmali, sonrasinda Turkge kaynaklarda ve ark., yabanci
dildeki kaynaklarda et al. ifadesi kullanilmalidir. 3 veya daha az yazarl
makalelerde tim yazarlarin isimleri yazilmalidir. Kaynak sayisinin
arastirmalarda 50 ve derlemelerde 100, olgu sunumlarinda da 15 ile
sinirlandirimasina 6zen gosterilmelidir.

Kisisel bilgi, yayinlanmamis veriler, baskida gibi ulasilamayan kaynaklar
burada degil, metin icinde parantez ile sunulur. Iki yildan eski “abstract’lar
kaynakcaya alinmamalidir. Kaynaklarin gercekliginden yazarlari sorumludur,

Kaynaklar Index Medicus'a uygun sekilde asagida orneklendigi gibi
yazilmalidir:

Dergi Makaleleri
Standart makale

Stinco G, Bragadin G, Trotter D, et al. Relationship between sebostatic
activity, tolerability and efficacy of three topical drugs to treat mild to
moderate acne. J Eur Acad Dermatol Venereol 2007;21:320-5.
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Ek

Nanney LB, Caldwell RL, Pollins AC, et al. Novel approaches for
understanding the mechanisms of wound repair. J Invest Dermatol
2006;126 Suppl: 132-9.

Mektup, Ozet ve Editoryel

Verma SB. Subcutaneous emphysema: a rarity in dermatology. J Eur Acad
Dermatol Venereol 2007;21: 248-9.

Kitaplar

Tek Yazarh

Cohen BA. Pediatric dermatology. 2nd ed. London: Mosby;1999.
Yazar Olarak Editorler

Rietschel RL, Fowler JF, editors. Fisher's contact dermatitis. 5th ed.
Philadephia: Lippincott Williams&Wilkins; 2001.

Kitapta Bolum

Zaenglein AL, Thiboutot DM. Acne vulgaris. In: BolognialL, Jorizzo JL,
Rapini RP, editors. Dermatology. 1st ed. St Louis: Mosby;2003. p.531-44.

internet Makalesi

Hunzeker CM, Fangman W, Latkowski JM. Folliculotropic mycosis
fungoides. Dermatology Online Journal. Available at:http://dermatology.
cdlib.org/131/.

Derleme

Derleme yazilarinda ana metin yer almalidir. Yazida, konunun daha
iyi anlasiimasini saglayacak alt bagliklar kullaniimalidir. Bir derleme
yazisinda; problemin icerigi, tarihi bilgiler, temel bilgiler, yontem,
hayvan ve insan deneyleri, tartisma, sonug, oneriler ve gelecekte
yapilacak ¢alismalar gibi bolimlerin bulunmasi yararli olacaktir.
Yazarinin o konuda deneyim sahibi ve atifta bulunulmus uluslar arasi
yazilarinin olmasi tercih edilir.

Olgu Sunumlari

Olgu sunularinda toplam sayfa sayisi 51 gecmemelidir. Tiirkge ve ingilizce
baslik, Tirkce ve ingilizce 6zet, anahtar kelimeler, giris, olgu ve tartisma
bolumlerini icermelidir. Cok nadir gorilen, yeni bir bulgunun ya da yeni bir
birlikteligin tanimlandig, tanida ve tedavide giiclik gosteren veya yeni bir
tedavi yonteminin uygulandidi ilgi cekici ve dgretici sunular yayinlanabilir.

“Taniniz nedir?” sunumlarinda kisa bir girisi, problemin tanimlanmasi,
ipucu niteligindeki fotograf ve sekillerin sunulmasi, kesin tani ve bu taninin
tartisilarak egitime yonelik mesajlarin vurgulandidi tartisma  bolima
izlemelidir.

Karsit / yandas gorus yazilari t¢ sayfay; klinik pratik yazilar sekil, resim ve
kaynaklarla birlikte G¢ sayfayr asmamalidir.

Editore Mektup

Editdre mektup bolimuinde, daha 6nce yayinlanmis yazilara elestiri ve
katki saglamak amaciyla yazilar yazilabilir. Yazarlar, yayinlanan makaleler
hakkinda yorum iceren mektuplar disinda da okurlarimizin ilgi alanlarina
giren konular veya 6zellikle egitici olgular hakkinda da Editére mektup
formatinda yorumlarini sunabilirler. Bu yazilar 6zet icermemeli, kaynaklari
sinirl olmali, kisa ve 6z olarak bicimlendirilmelidir. Mektubun sonunda
yazarin adi ve tam adresi bulunmalidir.

Editoryel Yorum

Dergide ¢ikan bir arastirmanin o konunun otorii kabul edilen bir uzman
veya deg@erlendirme yapan hakemi tarafindan kisaca degerlendirilmesi
amacini gtder. Sonunda klinik anlam ve kisa 6zet bulunur.

iletisim
Editor: Prof. Dr. Soner Uzun

Adres: Akdeniz Universitesi Tip Fakiltesi, Dermatoloji Anabilim Dall,
Antalya, Turkiye

E-posta: sonuzun@hotmail.com
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Turkish Journal of Dermatology, is a periodical published by the
Turkish Society of Dermatology every three months. With the aim of
communicating the scientific developments in its field, Turkish Journal
of Dermatology, which is available for all our colleagues;features clinical,
epidemiological and research studies about dermatological and veneral
diseases, reviews, interesting case reports, presentations like “what is your
diagnosis?’, articles related to clinical and practical applications, letters to
the editor, and editorial reviews. It is a prerequisite for any prospective
article to have a potential to be used as an original “source” and to be
scientifically upper level, in order to be accepted.

The presentations presented during the scientefic meetings organized by
the Turkish Society of Dermatology can be published as a supplement.
This journal is published in Turkish and English. The articles written in
Turkish should be in accordance with the Turkish Dictionary of Turkish
Language Institute and the New Writing Guide.

This journal is published in Turkish. The articles should be in accordance
with the Turkish Dictionary of Turkish Language Institute and the New
Writing Guide.

The abbreviation of the Turkish Journal of Dermatology is“Turk J Dermatol”.
In the international index and databases, the name of the journal has
been registered as it is and abbreviated as Turk J Dermatol, it should be
denoted as when referenced.

An approval of research protocols by ethic committee in accordance
with international agreements (Helsinki Declaration of 1964, revised
2013 - available at https://www.wma.net/policies-post/wma-declaration-
of-helsinki-ethical-principles-for-medical-research-involving-human-
subjects/ “Guide for the Care and Use of Laboratory Animals”- www.nap.
edu/catalog/5140.html/) is required for experimental, clinical and drug
studies. Studies performed on human require ethics committee certificate
including approval number. For the manuscripts involving cases, a written
informed consent should be obtained from the parents or the responsible
persons and it should be indicated in the Materials and Methods section.

The authors should acknowledge and provide information at the end of
full-text article before references on grants , contracts or other financial
support of the study provided by any foundations and institutions or firms.

Manuscripts format should be in accordance with Uniform Requirements
for Manuscripts Submitted to Biomedical Journals: Writing and Editing for
Biomedical Publication (available at http://www.icmje.org/)

Turkish Journal of Dermatology does not charge any article submission or
processing charges.

The articles sent to be published in the journal shouldnt have been
published anywhere else previously. All the authors indicated in the
article should take part in the article with collective signatures that show
their scientific contributions and responsibilities. The works which had
previously been presented during scientific meetings and which have

abstracts that are not longer than 200 words in the conference books, are
reviewed for eligibility with the condition that the names of the scientific
meetings they have been presented in are indicated. No royalty is paid for
the articles sent to the journal and the author accepts that all copyrights
of the article belong to the Turkish Society of Dermatology.

Turkish Journal of Dermatology is a journal based on double-blind peer-
review principles. The scientific board guiding the selection of the papers
to be published in the Journal consists of elected experts of the Journal
and if necessary, selected from national and international authorities
Editor has the authority not to publish or to return to its author for
correction, or to re-arrange and edit those articles which do not meet the
requirements of editorial rules. Articles which are sent, are published after
the decision of the publishing board, after being reviewed by at least two
advisors. They can be sent to a third advisor when necessary.

All manuscripts submitted to this journal are screened for plagiarism
using the by Crossref Similarity Check powered by iThenticate software.
Results indicating plagiarism may result in manuscripts being returned or
rejected.

Authors must provide a statement on the absence of conflicts of interest
among the authors and provide authorship contributions.

In case of any suspicion or claim regarding scientific shortcomings
or ethical infringement, the Journal reserves the right to submit the
manuscript to the supporting institutions or other authorities for
investigation. The Journal accepts the responsibility of initiating action
but does not undertake any responsibility for an actual investigation or
any power of decision.

Preparation of Manuscripts

Manuscripts can only be submitted electronically through the Journal
Agent website (http://tdd-online.org/) after creating an account. This
system allows online submission and review.

The ORCID (Open Researcher and Contributor ID) number of the
correspondence author should be provided while sending the manuscript.
A free registration can be done at http://orcid.org.

The Editorial Policies and General Guidelines for manuscript preparation
specified below are based on “Recommendations for the Conduct,
Reporting, Editing, and Publication of Scholarly Work in Medical Journals
(ICMJE Recommendations)” by the International Committee of Medical
Journal Editors (2016, archived at http://www.icmje.org/).

Preparation of research articles, systematic reviews and meta-analyses
must comply with study design guidelines:

CONSORT statement for randomized controlled trials (Moher D, Schultz
KF, Altman D, for the CONSORT Group. The CONSORT statement revised
recommendations for improving the quality of reports of parallel group
randomized trials. JAMA 2001; 285: 1987-91) (http://www.consort-
statement.org/);
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PRISMA statement of preferred reporting items for systematic reviews
and meta-analyses (Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA
Group. Preferred Reporting Items for Systematic Reviews and Meta-
Analyses: The PRISMA Statement. PLoS Med 2009; 6(7): e1000097.) (http://
www.prisma-statement.org/);

STARD checklist for the reporting of studies of diagnostic accuracy
(Bossuyt PM, Reitsma JB, Bruns DE, Gatsonis CA, Glasziou PP, Irwig LM,
et al, for the STARD Group. Towards complete and accurate reporting
of studies of diagnostic accuracy: the STARD initiative. Ann Intern Med
2003;138:40-4.) (http://www.stard-statement.org/);

STROBE statement, a checklist of items that should be included in reports
of observational studies (http://www.strobe-statement.org/);

MOOSE guidelines for meta-analysis and systemic reviews of
observational studies (Stroup DF, Berlin JA, Morton SC, et al. Meta-analysis
of observational studies in epidemiology: a proposal for reporting Meta-
analysis of observational Studies in Epidemiology (MOOSE) group. JAMA
2000; 283:2008-12).

In order for the article to be reviewed immediately, it must meet the
requirements of the below mentioned writing rules:

a. Articles should be written with double space in 12 font size and right,
left, upper and lower margins should all be 3 cm. Page numbers should be
placed on the bottom right corner of every page.

b. The abbreviations used, should be followed by their original words
written clearly in brackets right where they are used, and no special
abbreviations should be used. Numerical data between 1 and 10 should
be indicated by words while those above 10 should be indicated by
numbers. However, numbers between 1-10 that have a descriptive word
near them and the numbers at the beginning of the sentences should be
indicated by words. Figures and tables should be enumerated in the order
of appearance in the text. The caption of the tables should be written
above them while those of the figures should be written below. Research
articles and article collections should not exceed 10 pages including
the text, figures, tables and references, while short announcements and
phenomenon presentations should not be longer than 5 pages.

c. The articles should have the below mentioned order:
Original Research
It should be organized as follows:

Cover Page: It is the first page and is organized separately. The Heading is
written and should not be longer than 50 characters including the complete
and unabbreviated names of the authors, and their academic titles. Their related
institutions, department and the city is written in this order. Studies conducted
at multiple locations should be explained using symbols. At the bottom of
this page, the name, address, e-mail address, mail address, telephone and fax
numbers of the authors chosen for correspondence and who will make the

corrections will be written. Also, if the study had previously been announced
during a scientific meeting in line with the previously mentioned conditions or
its abstract was released, this should be indicated as well.

Abstract (Turkish): It should not exceed 200 words. This summary
should include sub-titles of Objective, Methods, Results and Conclusions.
A section that includes six key words that are compatible with NLM MeSH
terms, should be presented under the summary.

Abstract (English): With the condition that it meets the requirements of
the above mentioned pages, this abstract is in English. English Key Words
should be compatible with Headings of Medical Subjects (Medical Subject
Headings: MeSH). You can access Medical Subject Headings (MeSH) from
this web. site: http://www.nIm.nih.gov/mesh/MBrowser.html.

Text: It should include Introduction, Methods, Results, Discussion, Study
Limitations and Conclusion sections. In this last section, it should be noted
how the patient and the physician can benefit from the information
produced and the effect of the negative or positive result on the existing
knowledge. It could be particularly beneficial to divide especially the
discussion section into sub-titles. Pharmaceutical products should be
indicated with their generic or commercial names (generic names are
preferred). Commercial names should be written in capital letters and the
producer company and the city should be indicated in brackets right after
the commercial product name. If there will be any acknowledgements,
in addition to scientific contributors, those who made a significant
contribution to the flow of the study, and those who helped form the final
form of the text should be mentioned.

This should be followed by references, tables and figures. Tables and
figures should be at the end of the text. Every table should be in a separate
page, and should be written in double space and should be enumerated
by Arabic numbers according to their order in the text. A short description
of the table content should be indicated above the table.

Figures: There can be a maximum of 6 figures for every text. They should
be enumerated by Arabic numbers according to their order in the text. Any
dyes, marks, scales, unit of distance used in the figure (internal scale bar)
used in the microscopic pictures should be indicated and a centimetrical
template should be added for pathological pieces. Ethical rules should
be followed, regarding patient pictures. Both histological and clinical
photographs should be sent in digital format and should be suitable
for printing. The figure numbers should be indicated in brackets in the
text, and as a separate list after the references and the tables, captions of
all figures should be provided. A permission letter is required for figures
which are reproductions.

References: Shown in a separate page with double space. References
are enumerated according to their order of appearance in the text. They
should be shown in brackets in the text, and should be at the end of the
sentences. Periodical names should be abbreviated according to Index
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Medicus, and if they are not found in Index Medicus, complete name
of the periodical should be given. When more than two consecutive
references are indicated, only the first and last reference numbers should
be indicated (e.g. 4-8). When there are four or more authors in the tag of
the article which is shown as a reference, the first three names should
be written and then “ark” and “et. al" terms should be used in Turkish and
English references respectively. When there are less than three authors,
names of all authors should be indicated. It is preferred that number of
references do not exceed 50 for research articles, 100 for reviews and 15
for case reports.

Inaccessible references such as personal information, unpublished data, or
data at the stage of publishing, should not be indicated here, but should
be indicated in brackets in the text. "Abstracts” more than two years old
should not be included in the references. Authors are responsible for the
originality of their references.

References should be written in accordance with Index Medicus, as
shown below:

For Journal Articles
Standard Article

Stinco G, Bragadin G, Trotter D, et al. Relationship between sebostatic
activity, tolerability and efficacy of three topical drugs to treat mild to
moderate acne. J Eur Acad Dermatol Venereol 2007;21:320-5.

Supplement

Nanney LB, Caldwell RL, Pollins AC, et al. Novel approaches for
understanding the mechanisms of wound repair. J Invest Dermatol
2006;126 Suppl:132-9.

Letter, Abstract and Editorial

Verma SB. Subcutaneous emphysema: a rarity in dermatology. J Eur Acad
Dermatol Venereol 2007,21:248-9.

For Books

Single Author

Cohen BA. Pediatric dermatology. 2nd ed. London: Mosby;1999.
Editors

Rietschel RL, Fowler JF, editors. Fisher's contact dermatitis. 5th ed.
Philadephia: Lippincott Williams&Wilkins; 2001.

For Chapters in Books

Zaenglein AL, Thiboutot DM. Acne vulgaris. In: BologniaJl, Jorizzo JL,
Rapini RP, editors. Dermatology. 1st ed. St Louis: Mosby;2003. p.531-44.

For Electronic Media

Hunzeker CM, Fangman W, Latkowski JM. Folliculotropic mycosis
fungoides Dermatology Online Journal. Available at:http://dermatology.
cdlib.org/131/.

Review

In review, there should be the main text. Sub-titles that makes the subject
easier to understand should be used. It would be helpful if the following
are included in a review;content of the problem, historical information,
basic information, method, animal and human studies, discussion,
conclusion, suggestions and prospective studies. It is preferred when the
author is experienced and has articles which have been referred to on an
international scale.

Case Reports

Case reports should not exceed 5 pages. It should include headings
in English and Turkish,an abstract in English and Turkish, keywords,
introduction, case and discussion sections. Interesting reports where rare,
or new case or a new partnership is defined and presentations where
a new treatment method is used or where diagnosis and treatment is
challenging, may be published.

In the, “what is your diagnosis?” type reports, there should be a short
introduction, followed by a definition of the problem, reports of pictures
and figures that constitute hints, definite diagnosis and the discussion
part where this diagnosis is discussed and messages related to education
are emphasized.

Articles of opposite / supporting views should not exceed three pages
and the clinical practice articles should not exceed three pages including
figures, pictures and references.

Letters to the Editor

In this section, there can be articles written with the aim of criticizing and
contributing to previously published articles. In addition to the letters
including comments about the articles, the authors can present letters
to the editor also about the issues of interest to the readers as well as
cases which have educational value. Such letters should not include
any abstracts, references should be limited and should have a very
basic format. The name and complete address of the author should be
indicated at the bottom of the letter.

Editorial Comment

It aims to provide a short review of a research covered in the periodical,
by a an expert considered as the author of that subject or by an arbiter
making a comment on the issue. There will be a clinical meaning and
short summary in the end.

Correspondence
Editor: Prof. Dr. Soner Uzun

Address: Akdeniz University Faculty of Medicine, Department of
Dermatology, Antalya, Turkey

E-mail: sonuzun@hotmail.com
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Sayin Okurlarimiz, Degerli Meslektaslarimiz,

2018 yilinin Gglncd sayist ile karsinizdayiz.

Dergimizin bu sayisindaki “Surekli Egitim” bolimumuz “Tedaviyi Belirlemede Tanisal Yaklagimlarin Rolii”
baslikli derlemeye ayrilmistir. Ali Haydar Eskiocak ve Murat Durdu tarafindan hazirlanan bu derlemede
dermatolojik hastaliklarin tedavisini belirlemede dermatologlara yardimci olabilecek tanisal testlere vurgu
yapilmakta ve klinik pratikte kullanabilecegimiz ipuglar verilmektedir. Makalenin sonundaki konuya ait
sorular 6grendiklerimizi sinama imkani verecektir.

/]

Bu sayida ayrica, “Turkiye'de Dermatoloji Alaninda Yapilan Yayinlarin Bes Yillik Degerlendirmesi’, “Malign
Melanomlu Hastalarda Serum Amiloid A ve Lipoprotein lliskili Fosfolipaz A, Diizeyleri: Klinik Degerlendirme ve
Evre ile Korelasyon’,"Alopesi Areatali Hastalarda El Dermoskopu Kullanarak Tedaviye Yanitin Degerlendiriimesi”
baslkli degerli arastirma makalelerimiz de yer almaktadir.

“Olgu Sunumu” ve "Yeni Yayinlar'in tanitildigr bolimleriyle dergimizin bu sayisinin da siz okurlarimizin
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Tedaviyi Belirlemede Tanisal
Yaklasimlarin Rolii

The Role of Diagnostic Approaches to
Determine the Treatment

Dermatolojik hastaliklarnn tanisinda klinikk muayene yaninda sitoloji, dermatoskopi,
histopatolojik incelemeler, baz laboratuvar testler ve radyolojik incelemeler gerekir.
Ancak bu testler sadece tani aninda degil, hasta takiplerinde ve tedavi yaklasimini
belirlemede de olduk¢ca 6nemlidir. Bu makalede dermatolojik hastaliklann tedavisini
beliremede dermatologlara yardimci olabilecek tanisal testler derlenmigtir.

Anahtar kelimeler: Dermatoskopi, histopatoloji, KOH inceleme, tanisal testler, Tzanck
yayma, Wood i51gi

Abstract

The diagnosis of dermatological diseases requires cytological, dermatoscopic,
histopathological examinations, some laboratory tests, and radiology imaging in addition
to clinical examination. However, these tests are quite important, not only in fime of
diagnosis, but also in patient follow ups and determining the therapeutic approach.
In this article, the diagnostic fests are reviewed that may help to dermatologists in
detecting the freatment of dermatological diseases.

Keywords: Dermatoscopy, histopathology, KOH examination, diagnostic tests, Tzanck
smear, Wood's light

Girig potasyum hidroksit (KOH) inceleme hasta
takipleri ve tedavi yaklagiminda da 6nemlidir
Deri hastaliklarinin tanisinda dermatolojik (1), Steroid tedavisine direncli egzama ve
muayene  oldukca  6nemlidir.  Rutin  psoriasis lezyonlarinda da mutlaka KOH
dermatoloji poliklinigine basvuran bircok inceleme ile dermatofitik enfeksiyonlarin
enfeksiydz ve enflamatuvar hastaligin  varligi arastinimali ve/veya siiriilen topikal
tanisi klinik bulgular ile konularak ek tetkik ilaglara alerjik kontakt dermatiti gostermek
istenmeden tedavi edilebilir. Ancak bazi icin yama testi yapilmalidir (Resim 1, 2) (2).

hastalarda tedavi 6ncesi genetik testlerin KOH inceleme yaninda direkt mikroskobik

veya !abqratuYér |ncelemeler|n|r.1 }/apllma5| incelemede de parazitik etkenler goriilebilir.
gerekir. Omegin, aft tanisi klinik olarak 5¢ht; yakinmasi ile gelen hastada skabiyes
konulabilmesineragmentekrarlayan aftlarda acisindan  direkt mikroskobik  inceleme
bazi laboratuvar incelemeler yaninda yanimadan kan tahlilleri ve alerji testi
paterji testi yapilir. Ancak bu hastalarda yapildiginda hastanin hem kasintisi devam
herpetik aft agisindan Tzanck yayma etmekte hem de parazitler diger insanlara
yapilmadiginda hastalar yillarca Behcet pylasmaya devam etmektedir. Tedavi

hastaligi acisindan takip edilmektedirler.
Bu makalede dermatolojik hastaliklarin
tedavisini belirlemede kullanilan tanisal
testler derlenmistir.

Potasyum hidroksit inceleme: Ozellikle
eritemli ve skuamli lezyonlarin ayirici
tanisinda en sik kullanilan tani yontemi olan

sonrasli kasintisi devam eden hastalarin
takiplerinde mikroskobik inceleme yaninda
dermatoskopik inceleme de kullanilabilir (3).

Tzanck yayma: Oldukca ucuz, hizli bir tani
yontemi olan Tzanck yayma pek ¢ok eroziv-
vezikllobiilloz, pustiler, granilomatoz
ve timoral hastaligin tanisi yaninda baz
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hastaliklarin takibinde de dermatolojik muayenenin bir
parcasi olmaldir (4-8). Ozellikle pemfigus hastalarinin
niksi lezyonlari mukozalarda oldugunda sitolojinin dnemi
artmaktadir. Pemfigus hastalarinin takibinde konjonktival
eritem gelisir ise, hastalik tutulumu ile alerjik kontakt
dermatit ve bakteriyel konjonktivitin ayirt edilmesi gerekir.
Bu ayrima gore, eger hastalik tutulumu gelisir ise sistemik
steroid dozu artirilmali, alerjik kontakt dermatit gelistiginde
steroidli damlalar Onerilmeli veya bakteriyel konjonktivit
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Resim 1. Psoriasis vulgaris hastasinda el sirti ve 6n kolda
steroid tedavisinde direncli eritemli skuamli plaklar

gelistiginde antibiyotikli damlalar kullanilmalidir.  Bu
ayrima varmak icin her niksi lezyonda biyopsi alinmasi
pratik degildir. immiinosiipresif ila¢ kullanan bu hastalarda
tani kesinlestiriimeden tedaviye baslanmasi ise onemli
komplikasyonlara  neden  olabilmektedir. ~ Bakteriyel
konjonktivit gelisen pemfigus hastasinda sistemik steroid
dozunun artirilmasi enfeksiyonun artisina neden olurken,
pemfigus niksi lezyonunda antibiyotikli damla kullanimi
lezyonlarin diizelmesini geciktirecektir (4).

Glinimizde pemfigus grubu hastaliklarda mortalitenin en
stk nedeni siddetli enfeksiyonlardir. Hastalarda oral mukozada
gelisen nikslerin  takibinde sekonder enfeksiyonlarin
dislanmasi icin Tzanck yayma yaninda polimeraz zincir
reaksiyonu ve kultur yapilmasi gerekir (9). Oral mukozada
kandidiyazis veya herpetik enfeksiyona bagl gelisen eroziv
mukozal lezyonlarda Tzanck yayma testi yapilmadiginda,
yeni lezyonlar niks olarak degerlendirilir; bdylece gereksiz
sistemik steroid kullanimi lezyonlarin artisina, sepsis ve
sonunda 6lime neden olur (10).

Tzanck yayma timoral hastaliklarin  takibi ve tedavi
yaklasiminda da Onemlidir. Malign deri tlimorlerinin
cerrahi tedavisi sonrasi eger yeni lezyon gelisir ise, timor
niiksu yabanci cisim graniilomu ve enfeksiyonlar gibi diger
nedenlerden ayirt edilmelidir. Cerrahi sonrasi skar bélgesinde
nodiler lezyonu gelisen hastada, Tzanck yayma testinde
yabanci cisim tipi multiniikleer dev hiicre ve sitiir materyali
gorullr ise, sutire bagh gelisen yabanci cisim granilomu
tanisi konulur ve cerrahi tedavi yerine intralezyonel steroid
enjeksiyonu yapilabilir (Resim 3-5) (6).

Folikilit tanisi klinik olarak konulabilmesine ragmen folikulit
nedenleri ve tedavi yaklasimi agisindan ilk yapilmasi gereken
sitolojik incelemelerdir. Bu gercege ragmen, folikilitlerin
en sik etkeni Staphylococcus aureus oldugu icin genellikle
bu hastalar topikal ve/veya sistemik antibiyotikler ile
tedavi edilirler. Boylece fungal, parazitik ve viral folikilitler
yillarca antibiyotikler ile tedavi edilmeye calisilir. Literatiir

Resim 2. Psoriasis hastasinda tedaviye direncli plaklardan
alinan orneklerin potasyum hidroksit incelemesinde
saptanan hifa yapilari (potasyum hidroksit, 400x)

Resim 3. Bazal hiicreli karsinoma nedeniyle opere olan
hastanin skar boélgesinde siitiir reaksiyonuna bagl gelisen
nodiiler lezyon
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go6zden gecirildiginde fungal, parazitik ve viral folikilitlerin
ortalama tani alma sirelerinin sirasiyla 114, 197 ve 285
gln oldugu saptanmistir. Hatta sitoloji yerine sadece
bakteri kulturt yapildidi icin yanhshkla 20 yil antibiyotik
tedavisi alan viral folikllit olgusu rapor edilmistir. Herpes
simplekse bagl folikillit ile zona zostere bagh folikdlitin
tedavileri farkli olmasina ragmen, bu folikilitlerin ayrimi
rutin sitolojik inceleme ile yapilamaz. Bu amagla yaymadan
immdinofloresan inceleme yapilmasi gerekir. Anti-herpes
simpleks virisi  monoklonal antikor ile yapilan direkt
immdinofloresan incelemede pozitiflik saptanir ise herpetik
folikdlit, anti-herpes zoster monoklonal antikor ile pozitiflik
tespit edilir ise herpes zoster folikiiliti lehinedir (6). Son olarak,
antibiyotiklere ragmen pustiler lezyonlari devam eden akne
hastalarinda Gram-negatif folikiilit ve Malassezia folikulitini
ekarte etmek amaciyla sitolojik inceleme yapilmasi oldukca
onemlidir (Resim 6-8) (11).

Resim 4. Dermatoskopik incelemede goriilen mavi renkte

siitlir materyali

Resim 5. Siitiir reaksiyonlu hastada Tzanck yayma
incelemede goriilen siitiir materyallerini fagosite etmis
yabanci cisim tipi dev hiicre (May-Griinwald-Giemsa, 1000x)

Dermatoskopi: Dermatolojik muayenenin bir parcasi olan
dermatoskopi, en sik pigmente lezyonlarin ve melanositik
nevuslerin takibinde kullaniimaktadir. Nevislerin tedavi
kararinda dermatoskopik bulgular olduk¢a 6nemlidir. Ancak
bazi hastaliklarda dermatoskopi de yaniltici bulgular ortaya
koyabilir. Nonmelanositik bir lezyon atipik melanositik
lezyon zannedilerek eksizyon karari alinabilir veya malign
deri timorleri dermatoskopik inceleme ile nonmelanositik
olarak degerlendirilerek eksizyon karari verilmeyebilir. Bu
tr olgularin takibinde dermatoskopi ile sitolojinin birlikte
kullaniminin dogru tedavi karari verme oranini artirdidi rapor
edilmistir. Her iki tani yonteminin birlikte kullaniimasinin
onemli oldugu bir neviis grubu ise konjenital epidermolizis
billoza sonrasi gelisen nevislerdir. Bil sonrasi gelisen bu
nevisler hem klinik hem de dermatoskopik inceleme ile
malign olarak degerlendirilmesine karsin sitolojik incelemede
atipi gostermeyen melanositler tespit edilir. Bu hastalarda

L
Resim 6. ila¢ reaksiyonu diisiiniilerek steroidli krem

tedavisi almis olan Malassezia folikiiliti hastasinin g6giis
on yiiziinde yer alan eritemli papiil, piistiil ve nodiiller

Resim 7. Malassezia folikiilitine bagh papiilopistiiler
lezyonun Tzanck yayma incelemesinde gdzlenen ayak izi
seklinde tomurcuklanan sporlar (May-Griinwald-Giemsa,
1000x)
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sitolojik inceleme yapilmadiginda bil sonrasi gelisen
nevdislerin her kontroliinde gereksiz cerrahi tedavisi onerilir
(Resim 9, 10) (8).

Dermatoskopi, psoriasis hastalarinda sadece tani icin degil
tedavi takiplerinde de kullanilabilir. Psoriasis hastalarinin
tedaviye yaniti degerlendirilirken, sadece klinik dizelme
degil, dermatoskopik diizelme de 6nemlidir. Tedavi sonrasi,
hemorajik dotlarin goriilmesi de tedaviye yanit olustugunu
gosterirken noktasal damarlarin devam etmesi diizelmenin
tam olmadiginin veya nuksln gostergesidir (Resim 11) (12).
Hastalarda kortikosteroidli kremlerin asiri kullanimi lineer
telenjektazilerde artisa neden olur. Psoriasis lezyonlarinin
tedaviye yanitini degerlendirmek icin yiksek frekansli
ultrasonografi ve konfokal mikroskopi de kullanilabilir (13,14).
Buna karsin, konfokal mikroskopi dermatolojik muayene icin
pahali ve pratik olmayan bir yontemdir (14).

Vitiligo  hastalarinin  takibinde Wood 1511 yaninda

dermatoskopi de kullanilabilir. Dermatoskopik incelemede

Resim 8. Sistemik antifungal tedavisi sonrasi Malassezia
folikiiliti lezyonlarinda klinik diizelme

perifolikiiler repigmentasyon tedaviye iyi yaniti gdsterirken,
yildiz patlamasi ve mikro-Kébner gorinimi hastahigin
ilerlediginin gostergesidir (15).

Dermatoskopi skabiyes hastalarinin hem tanisi hem de
takibinde kullanilabilir. Skabiyes icin tipik dermatoskopik
bulgular intraepidermal tiineller ve bu tunellerde Utg¢gen
seklinde gorilen parazitik yapilardir. Dermatoskopi ile (40x)
bu bulgunun pozitiflik oraninin %93 oldugu bildirilmistir (16).
Bu dermatoskopik bulgular tedavi sonrasi kasintisi devam
eden hastada aktif hastaligin egzama ve parazit fobisinden
ayrimi acgisindan  onemlidir. Bu ayrim yapilamadiginda
hastalar gereksiz tedaviler alabilmektedir. Parazit ve
tlnellerin konfokal mikroskopi ve optik koherans tomografi
yardimi ile de gorilmesi mimkiindir. Ancak bu yontemlerin
hem maliyet hem pratik kullanim zorluklari agisindan rutin
takiplerde kullanimi zordur (17).

Folikulit hastalarinin tedavi kararini vermede sitoloji yaninda
dermatoskopi de bazi ek bulgular verebilir. ilk olarak,

Resim 10. Epidermolizis biilloza neviisiin dermatosko-
pisi'nde goriilen irregiiler pigment agi, mavi-beyaz pece
ve asimetri

Resim 9. Konjenital epidermolizis biilloza hastasinda
biiller sonrasi gelisen asimetrik neviisler

Resim 11. Topikal steroid tedavisi sonrasi psoriasis
lezyonlarinda gelisen hemorajik dotlar
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Resim 12. Psédohipoparatiroidizme bagh gelisen yaygin
pustiiler psoriasis lezyonlari

Resim 13. Psodohipoparatiroidizme bagl yaygin piistiiler
psoriasis lezyonlari gelisen hastanin direkt ayak grafisinde
tespit edilen kalsifikasyonlar

dermatoskopik incelemede U seklinde batan killar, fibrozise
bagl skar benzeri goriinim, derinde yerlesen killara bagli
mavi renk degisimi, hemoraji ile birlikte lineer damarlar
psodofolikilitin  gostergesidir. Bu tlir olgularda killarin
¢ikarilmasi veya retinoik asit kremler kullanilabilir (18). ikinci
olarak, tinea kapitis hastalarinda antifungal tedaviye ragmen
killarda kirilma ve kivrilma olmasi hastaligin devam ettiginin
gostergesidir. Tinea kapitis hastalarinda KOH incelemenin
disinda dermatoskopi kiltir sonucu ¢ikmadan baslanacak
antifungal tedaviyi belirlemede 6nemlidir. Trichophyton
tonsurans’a bagl tinea kapitis olgularinda sporlar endotriks
yerlesimli oldugundan daha cok killarda kirilmaya yol acarak
siyah noktalar, virgll ve tirbuson killara neden olurken;
Microsporum canis’e bagli gelisen olgularda ektotriks
yerlesimli sporlar killari tamamen kirmadigi icin Mors alfabesi
benzeri killar gelisir (19,20). M. canis’e bagl gelisen tinea
kapitis olgularinda ultraviyole dermatoskop ile bakildiginda
kil koklerinde parlak yesil gérinum saptanir. Polarize 1sik
ile ayni bodlgelerde barkod benzeri beyaz yapilar tespit
edilir (21). Uciincii olarak, demodikozis hastalarinin tanis
yaninda tedaviye yanitini degerlendirmede yiizeysel deri
biyopsisi disinda dermatoskopi ile demodeks cikintilarinin

takibi yapilabilir. Demodeks yer alan genislemis folikillerin
ortasinda grimsi/kahverengi bir tika¢ bulunurken cevresinde
eritematdz halo yer alir (22). Son olarak, tutam seklindeki
saclar ise folikiilitis dekalvansin gdstergesidir. Buna karsin,
videodermatoskopik inceleme ile folikilitis dekalvansi taklit
eden tinea kapitis bildirildiginden folikilit olgularinda ilk
yapilmasi gereken sitolojik incelemelerdir (11,23).

Dermatoskopinin tedavi kararini vermede 6nemli oldugu
bir diger hastalik grubu ise skatrisyel ve nonskatrisyel
alopesilerdir. Alopesi areatali hastalarin takibinde kirik saclar,
kadavra saclar, sivrilen saclar ve tinlem isareti aktif hastaligi
isaret ederken; yeni olusan vellUs tipi killar, sa¢ proksimalinde
pigmentasyon ve kalinlasma ise tedaviye yanitin gostergesidir
(24,25). Ayrica yeni yapilan bir calismada atipik kirmizi damar
gelisiminin de aktif hastalik ile negatif korelasyon gosterdigi
rapor edilmistir (26). Frontal fibrozan alopesi hastalarinda
kasinti ile birlikte dermatoskopik incelemede perifolikiiler
eritem ve folikiler hiperkeratoz gorilmesi histopatolojik
olarak likenoid infiltrasyonun ve hastalik aktivitesinin
gostergesidir (27).

Dermatoskopi melanomun erken tanisi yaninda son yillarda
tedavi yaklasimini degistiren BRAF mutasyonu varlig
hakkinda bazi detaylar verir. Ozellikle mavi-beyaz pece
varhiginin yiksek oranda BRAF mutasyonu ile iliskili oldugu
rapor edilmistir (28). Mavi-gri renkte biber serpilmis gérinim
MAPK (BRAF ve NRAS) mutasyonu gosteren melanomlarda
daha sk gozlenmektedir (29). Konfokal mikroskopi ve
dermatoskopi ile yapilan bir calismada ise Ulserasyon ve
irregliler periferal streaklarin BRAF mutasyonunda, noktasal
damarlarin ise mutasyon disi diger melanomlarda gorildigu
bildirilmistir. Bununla birlikte, konfokal mikroskopi bulgulari
ile BRAF mutasyonu arasinda iliski gozlenmemistir (30).

Wood is1g1: Ucuz ve uygulamasi kolay olan ve bir asirdan
uzun slredir dermatolojik hastaliklarin tanisinda kullanilan
Wood 151§ cesitli pigment hastaliklar, bakteriyel ve
fungal enfeksiyonlar, porfiria ve tiimorlerin tani ve tedavi
yaklasiminda kullaniimaktadir (31).

Wood i1s1ginin takipte énemli oldugu bakteriyel enfeksiyonlar
eritrazma ve psddomonas enfeksiyonudur. Ozellikle fleksural
bolgede dermatiti olan olgularda fungal enfeksiyonlar ile
birlikte eritrazma enfeksiyonu da bulunabileceginden KOH
inceleme yaninda Wood 15131 muayenesinin yapilmasi gerekir.
Uzun sire steroidli krem kullanan atopik egzama veya
psoriasis hastalarinda kivrim boélgesinde gelisen lezyonlarda
Wood 151§1 muayenesi ile mercan kirmizisi floresan alinmasi
eritrazma lehine distnilmelidir. Ulkemizde yapilan bir
calismada klinik olarak tinea pedis dustnilen olgularn
%46,7'sinde Wood 151§1 muayenesi ile eritrazma saptanmis ve
bu olgularin %31,6'sinda KOH incelemede fungal enfeksiyon
lehine bulgular tespit edilmistir. Wood isigi negatif olgularda
ise Gram boyama ve bakteriyel kultiir yapilmalidir (32).

Wood 15181 pitriazis versikolorun tanisi yaninda kontrollerinde
de onemlidir. Pitriazis versikolor tanisinda Wood 1siginda
sari-yesil refle alinma orani (%88) KOH inceleme ile
mantar elemanlarinin saptanma oranindan (%82) yuksek
bulunmustur. Bu nedenle, 0Ozellikle antifungal tedavi
sonrasinda hipopigmente lezyonlar ile kontrollere gelen
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hastalar, aktif hastalik ile postenflamatuvar hipopigmentasyon
ayrimi acisindan Wood 1511 ile muayene edilmelidir (33).

Tinea kapitis olgularinda etkene gére antifungal tedavinin
etkinligi degiskenlik gosterir. Kiltlr sonucu ¢ikmadan once
baslanacak antifungal tedaviyi belirleme acisindan Wood is1gi
muayenesi yapildiginda Microsporum tirlerine bagh tinea
kapitis olgularinda acik yesil refle alinir. M. canis'in neden
oldugu tinea kapitis olgularinda griseofulvinin klinik ve
mikolojik kiir orani terbinafine gore daha yiksektir (34).

Ozellikle yaz aylarinda ve sicakla artis gdsteren, kasinti
ile seyreden akne lezyonlarinin Malassezia folikilitinden
ayrimi icin Wood 1511 ile muayene yapilmalidir. Antibiyotik
tedavisine ragmen diizelmeyen papulopistiler lezyonlarda
bu ayrim yapilmadiginda, Malassezia folikiliti hastalari yillarca
gereksiz antibiyotik tedavisi alabilmektedir. Papulopistiler
lezyonlarda yapilan Wood 151§1 muayenesinde sari-yesil
refle aliniyor ise Malassezia folikiliti, kirmizi refle alinir ise
Propionibacterium acnes'i diisinmek gerekir (11).

Vitiligo lezyonlarinin postenflamatuvar hipopigmentasyon,
pitriazis  versikolor alba, mikozis fungoides, nevis
depigmentozus ve tlUberosklerozdan ayriminda Wood 151§1
ile muayenenin Oonemli oldugu bilinmektedir. Bu islem
yapilmadiginda diger hastaliklar yillarca vitiligo tanisi ile
yanlis tedavi edilirler. Vitiligo tanisi sonrasi da tedaviye
yanitin degerlendirilmesinde noktasal repigmentasyonun
saptanmasi ve yeni gelisen, gozle fark edilemeyen lezyonlarin
tespitinde de Wood 151§1 muayenesi olduk¢a 6nemlidir (35).

Wood 151g1, glinesten koruyucu Onerilen hastalarin bu
koruyuculari yeterli kullanip kullanmadigini test etmede
kullanilabilir. Ayrica, sirtlen bazi topikal ilaclarin hangi
bolgeye uygulandigini tespit etmemize yarar (36).

Wood 151g1 lentigo malign melanomlarda cerrahi sinir
belirlemek amaciyla kullanilabilecegi gibi 5-aminoleviilinik
asit (ALA) uygulamasi sonrasi Wood isigi ile muayene
edildiginde subklinik aktinik keratoz lezyonlar ortaya
konabilir. Lentigo malign melanom lezyonlarinda epidermal
melanin artisi oldugundan Wood 1511 ile cerrahi sinirlarin
daha kolay saptanabilecegi rapor edilmesine karsin yapilan
prospektif bir calismada olgularin sadece %11,7'sinde gozle
gorilemeyen lezyonlarin Wood 1s1d1 ile tespit edilebildigi
bildirilmistir (37,38). 5-ALA ile Wood 1siginin birlikte
kullanildigi bu son floresan tani yontemi bazal hicreli
karsinoma ve skuamdéz hiicreli karsinomanin cerrahi veya
radyoterapi oncesi sinirlarini belirlemede de kullanilabilir.
Mohs cerrahisi 6ncesinde floresan taninin cerrahi sinirini
belirlemede duyarliigin %79, 6zgunligin %100 oldugu
rapor edilmistir (39).

Wood 1siginin tedavi takiplerinde 6nemli oldugu diger
hastaliklar porokeratozlar, progresif makiiler hipomelanoz
ve morfeadir. Antler liken planus gibi antiler lezyona neden
olan hastaliklardan farkli olarak porokeratoz lezyonlarinda
elmas kolye gibi floresan alinir (40). Progresif makdler
hipomelanoza bagh hipopigmente lezyonlarda Wood isidi ile
foliktller kirmiz1 floresan alinir. Bu floresanin P. acnes’e bagli
oldugu dusunilmektedir (41). Wood 151§1 morfea lezyonlarini
erken saptama amaciyla da kullaniimistir (42).

Alerji testleri: Alerjik deri hastaliklarinda sorumlu alerjeni
saptamak tim tedaviyi degistirebilmektedir. Alerjik kontakt
dermatit hastalarinda alerjenin bulunmasi ve nedenlerden
uzaklasilmasi  hastalarin  uzun siure topikal steroid
kullanimindan kaginmasini  saglayacaktir (43). Tedaviye
direncgli egzama hastalarinda ise topikal steroidlere alerjik
yanitt gostermek icin kullanilan topikal drlinler ile yama
testi yapilmalidir (44). Fiziksel Grtiker hastalarinda hastalig
artiran fiziksel faktorlerin belirlenmesi ile bazi 6nerilere dikkat
edilmesi tedavi gereksinimini ortadan kaldirabilmektedir (45).
ilac alerjisi gelisen ve giivenli kullanabildigi ila¢c bulunmayan
hastalarda yatirlarak oral provakasyon testi yapilmasi
hastanin tedavi yaklasimini degistirmektedir (46).

Histopatolojik inceleme: Deri biyopsilerinin %82'sinde
patolojik tani konulabilir ve bunlarin sadece %68inde
klinikopatolojik korelasyon saglanabilir. Ozellikle bazi malign
timoral hastaliklarin klinik ve dermatoskopik inceleme ile
tanisi konulabilmesine ragmen histopatolojik alt tiplerinin,
derinliginin, mitoz oraninin ve diferansiyasyon derecesinin
saptanmasi tedavi yaklasimini belirlemede olduk¢a 6nemlidir
(47).

Laboratuvar incelemeleri: Ksantelazma gibi metabolik
nedenlere bagll gelisen dermatozlarin tedavi kararinda
laboratuvar incelemeler gerekir. Ksantelezma, hastalarin
hastalarinin yaklasik yarisinda lipid yiksekligi ile seyreder
ve bu tir olgularda ilk yapilmasi gereken lipid dusuriici
ilaclar ve diyet Onerileridir. Buna karsin lipidleri normal olan
ksantelazma hastalarinda kriyoterapi, koter veya lazer gibi
destriiktif tedaviler uygulanabilir (48). Sistemik retinoik
asit tedavisi baslanmasi disliniilen hastalarda da karaciger
enzimleri yaninda lipid profiline bakilmasi gerekir. Lipid
yuksekligi olan hastalarda oncelikli olarak diger tedaviler
dustnilmeli, mutlaka baslanmasi gerekiyor ise lipid disuriici
ilaglar ile kombine verilmelidir (49).

Sifiliz serolojisi sifiliz tani ve tedavi takibinde kullanildigi gibi
yalanc pozitiflik gézlenebilen sistemik lupus eritematozus
takibinde de degerlidir. Sifiliz serolojisinde treponemalara karsi
olusan antikorlarin saptandigi treponemal testler (Treponema
pallidum hemaglitinasyon testi, floresan treponemal antikor
absorbsiyon testi) ve nontreponemal testler (venereal disease
research laboratory testi, rapid plasma reagin testi) kullanihr.
Spesifik treponemal antikorlar genital sankr olusumundan
sonraki 1-2 haftada pozitiflesir. Pozitif yanitlar hayat boyu
devam edebildigi icin tedavi takiplerinde kullanilmaz. Buna
karsin, nontreponemal testlerde kantitatif sonug verilebildigi
icin tedaviye yaniti belirlemede kullanilabilir (50).

Laboratuvar incelemelerinin tedaviyi belirlemede 6nemli
oldugu diger bir durum ise immiinosipresif tedavi
baslanacak hastalardir. Ozellikle pemfigus, psoriasis, atopik
dermatit, lupus eritematozus ve vaskiilit hastalarinda tercih
edilecek sistemik tedavi ajanini belirlemek icin hastaliga
eslik eden diabetes mellitus, viral hepatit, hiperlipidemi,
bobrek yetmezligi agisindan bazi laboratuvar incelemeleri
yapilmalidir. Bu laboratuvar incelemelerine gore hastalarda
uygulanacak sistemik tedavi degisebilecektir. Ayrica,
azatiopUrinin etkisi ve yan etkilerini belirlemek icin tiopurin
metil transferaz enzim aktivitesine; dapson baslanmasi
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planlanan hastalarda ise rutin laboratuvar incelemeleri
yaninda glukoz-6-fosfat dehidrogenaz enzim dizeyine
bakilmasi gerekir (51,52).

Romatolojik  hastaliklarda ve vaskiilitlerde internal
tutulumlarin saptanmasi ve hastalik siddetinin belirlenmesi
amaciyla bazi laboratuvar testleri ve otoantikorlar istenir.
Bu olgularda sadece deri tutulumu var ise topikal tedaviler
yeterli olmasina karsin, internal tutulum saptanir ise sistemik
tedavilerin de tedaviye eklenmesi gerekir (53).

Otoimmiin billéz hastaliklarin tanisinda klinik, histopatoloji ve
immiinofloresan incelemeler yaninda bazi serolojik testler gerekir.
Gunumizde gelistirilen bazi serolojik testler, antikor titrasyonunu
Olcebildigi icin tedavi takibinde kullanilmaktadir (54).

Yaygin pustller psoriasis lezyonlarinin en énemli tetikleyici
faktorlerinden biri kalsiyum ve D vitamini eksikligidir. Yaygin
pustller psoriasis hastalarinda bu eksiklik saptandiginda ve
tedavi edildiginde sistemik tedavilere gerek kalmadan tedavi
edilebilecektir. Literatlirde kalsiyum tedavisi ile dizelen
yaygin pustiler psoriasis olgusu bildirilmistir (Resim 12, 13)
(55).

Radyolojik incelemeler: Tirnakta distrofiye neden olan
bircok hastalik bulunmasina ragmen mantar arama inceleme
ve diger tanisal yontemler kullanilmadiginda, subungual
ekzositoz hastalarinin yaklasik yarisi tani oncesi gereksiz
antifungal tedaviler almaktadir. KOH inceleme negatif olan
olgularda ozellikle tek tirnakta distrofi var ise subungual
ekzositoz agisindan direkt grafi cekilmeli ve tani sonrasi
cerrahi islem yapilmalidir (56).

Deri kanseri ve lenfomalarinin evrelemesi, sistemik
hastaliklarin organ tutulumlarinin tespit edilmesi yaninda
piyoderma gangrenozum, figlre eritemler ve Sweet
sendromu gibi maligniteye bagli gelisebilen dermatozlarda
cesitli radyolojik tetkikler istenmelidir. Sistemik tutulum
yapabilen hastaliklarda tedavinin deriye yonelik mi,
yoksa sistemik mi olacag karari icin bazi laboratuvar
incelemeleri yaninda radyolojik incelemeler yapilmalidir (57).
Paraneoplastik pemfigus yaninda bill6z pemfigoid, anti-
laminin 332 pemfigoidi ve akiz epidermolizis billoza gibi
cesitli pemfigoid tirlerinin malignensilere bagl gelisebildigi,
malignensilerin tedavisi ile billerin geriledigi olgular rapor
edilmistir (58).

Periferik vaskiiler hastaliklarda tedavi kararini belirlemede
en sik kullanilan ydntem renkli dopler incelemelerdir.
Renkli dopler incelemeler tani yaninda hasta takiplerinde
de kullanilabilir. Morfea, psoriasis, hidradenitis slipUrativa
ve insan papilloma virlisi lezyonlarinda renkli dopler
incelemede vaskdlarite artisi saptanmasi hastalik aktivitesi
gostergesidir (59).

Deri kalinhgini degerlendirmeyi saglayan yiiksek frekansh
ultrasonografiler atopik dermatit, psoriasis, morfea ve
deri tiimorlerinin takibinde tedavilere yanitin objektif
degerlendirmesinde yararldir (60). Ayrica epidermis ve Ust
dermisi ayrintili degerlendirmeyi saglayan bu noninvaziv
tanisal yontem timor cerrahisi 6ncesinde cerrahi sinir
belirlemede de kullanilabilir (61).

Transvers ve vertikal gorintli almamizi saglayan yiksek

¢OzlndrlUkli optik koherens tomografi nonmelanom deri
kanserlerinin takibi, tedaviye yanitinin degerlendirmesi ve
cerrahi sinirin belirlenmesinde kullanilabilir. Ayrica, psoriasis
ve liken planus gibi enflamatuvar hastaliklarin ayrimi ve
tedaviye yanitin degerlendirmesinde kullanilabilir (62).

Toluidine mavisi testi: Toluidine mavisinin hem DNA hem
de RNA'ya afinitesi oldukca yiksektir. Oral mukozada stipheli
lezyonlari tespit etmekicin toluidine mavisi testi uygulanabilir.
Bu test icin, agiz 20'ser saniye su ve daha sonra %1 asetik
asit ile yikanir. Gazli bez ile kurulanir. %1’lik toluidine mavisi
solisyonu pamuklu ¢ubuk ile uygulanir. Agiz %1 asetik asit
ve daha sonra su ile yikanir. Koyu mavi boyanma pozitif kabul
edilir (63).

Asetik asit testi: Genital bolgede stipheli insan papilloma
virisu lezyonlarini tespit etmek icin %5'lik asetik asit testi
uygulanabilir. Buna karsin bu testin bazi enflamatuvar
hastaliklarda da yanlis pozitif olabilecedi ve 6zellikle nemli
olmayan bodlgelerde vyanlis negatiflik gozlenebilecegi
unutulmamalidir (64).

iyot nisasta testi: Hiperhidroz hastalarinda tedavi bélgesini
belirlemek ve tedaviye yaniti saptamak amaciyla iyot nisasta
testi yapilabilir. Bu test 6ncesinde uygulama yapilacak alan
iyice kurulanir. Ucu pamuklu bir aplikator yardimiyla iyot
uygulama bolgesine iyot sollisyonu siirilir ve sollisyonun
kurumasi beklenir. Kuruma sonrasi ayni alan kalinca bir firca
yardimiyla misir nisastasi ile kaplanir. Bes-on dakika bekleme
sonrasi mavi-siyah renk alinan alanlar suya dayanikli bir kalem
yardimi ile isaretlenir (65).
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Sorular

1. Asagidaki tami yontemlerinden hangisi tiimoral
hastaliklarda cerrahi sinin  belirleme amacayla
kullaniimaz?

a.  5-aminolevulinik asit uygulamasi sonrasi Wood 151§
muayenesi

b.  Laboratuvar testler

c.  Yiksek frekansl ultrasonografi
d. Histopatolojik inceleme

e.  Optik koherans tomografi

2. Antibiyotige direncli akne nedeniyle takip edilen
hastada yapilan Wood i1s1g1 muayenesinde sari-yesil refle
alinmasi asagidakilerden hangisinin gostergesidir?

a.  Molluskum kontagiozum

b.  Gram-negatif bakteriyel folikulit
C. Herpetik folikilit

d.  Demodeks folikiiliti

e Malassezia folikuliti

3

Psoriasis lezyonlarinin takibinde klinik ve/veya
dermatoskopik olarak saptanan asagidaki bulgulardan
hangisi tedaviye iyi yanitin gostergesi kabul edilir?

a. Hemorajik dotlar

b Noktasal damarlar

d Lineer telenjektazilerde artis
d.  Atrofi, stria bulgularinin olmasi
e Hipertrikoz

Eal

Asagidaki tani yontemlerinden hangisi skabiyes
tedavisi sonrasi kasintisi devam eden hastada aktif
hastaligi diger kasinti nedenlerinden ayirmak amaci ile
kullaniimaz?

a.  Direkt mikroskobik inceleme

b Dermatoskopi

d Asetik asit testi

d.  Konfokal mikroskopi

e.  Yuksek frekansli ultrasonografi

5. Folikiilit lezyonlarinin dermatoskopisinde gozlenen
asagidaki bulgulardan hangisi psodofolikiilit lehine
degildir?

a.  "U"seklinde killar

b Perifollikiiler eritem ve keratoz

C. Fibrozise bagli skar benzeri goriinim

d Mavi renk degisimi

e. Hemoraiji ile birlikte lineer damarlar

6. Tinea kapitis lezyonlarinin takibinde dermatoskopik
bulgular ile ilgili yapilan asagidaki 6nermelerden
hangisi yanhstir?

a. Tinea kapitis hastalarinda dermatoskopik inceleme
yapilmasi baslanacak antifungal tedaviyi belirlemede 6nemli
bilgiler saglar

b.  Trichophyton tonsurans'a bagli tinea kapitis olgularinda
siyah noktalar, virgiil ve tirbuson killar gozlenir

C. Microsporum canis'e bagl gelisen tinea kapitis
olgularinda ultraviyole dermatoskop ile bakildiginda kil
koklerinde parlak yesil gériinim saptanir

d. M. canis’e bagli gelisen olgularda endotriks yerlesimli
sporlar killari tamamen kirdigi icin Mors alfabesi benzeri
killar gelisir

e.  Antifungal tedaviye ragmen killarda kirilma ve kivrilma
olmasi hastaligin devam ettiginin gostergesidir.

7. Alopesi areata dermatoskopisinde saptanabilen
asagidaki bulgulardan hangisinin izlenmesi aktif
hastalik gostergesi olarak yorumlanmaz?

a.  Kirik saclar
Kadavra saclar
Sivrilen saglar

b
[
d.  Unlem saclar
e Atipik kirmizi damarsal yapilar
8

Asagidaki dermatoskopik bulgulardan hangisi
melanom lezyonlarinin tedavisini belirleme agisindan
yanhs verilmistir?

a.  Mavi-beyaz pece varligi yliksek oranda BRAF
mutasyonu ile iliskilidir

b.  MAPK mutasyonu gosteren melanomlarda mavi-gri
renkte biber serpilmis goriinim daha sik gozlenir

c BRAF mutasyonu varliginda tlserasyon ve diizensiz
periferal ¢izgiler daha az oranda gozlenir

d.  Noktasal damarlar mutasyon disi diger melanomlarda
daha sik goriilmektedir

e.  Noktasal damarlar BRAF mutasyonu icin negatif
prediktif bir bulgudur

9. Tedavi belirlemede kullanilabilecek tanisal testler

ile bu testlerin kullanildigi dermatolojik hastaliklar

arasindaki eslesme asagidakilerden hangisinde yanlis

verilmistir?

a.  Tiyopurin metil transferaz enzim diizeyi-dermatitis
herpetiformis

b.  Kalsiyumve D vitamini dlizeyi-yaygin pustiler psoriasis
c.  Yiksek frekansh ultrasonografi-atopik dermatit
d.  Renkli dopler inceleme-hidradenitis stipurativa
e Optik koherans tomografi-melanom disi deri kanserleri

10. Wood 1s1gi muayenesi asagidaki dermatolojik
hastaliklarin hangisinin takibinde kullanilmaz?

a.  Morfea

b.  Aktinik keratoz
c.  Aknevulgaris
d. Vitiligo

e. Furokdilozis

a.OL 12-6 13-8 la-L lp-g lq.S l:)-v le-E lanz lq-L
Leyyeue deasd
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The Role of Diagnostic Approaches to
Determine the Treatment

Tedaviyi Belirlemede Tanisal Yaklasimlarnn Rolu

Abstract

The diagnosis of dermatological diseases requires cytological, dermatoscopic,
histopathological examinations, some laboratory tests, and radiology imaging in addition
to clinical examination. However, these tests are quite important, not only in fime of
diagnosis, but also in patient follow ups and determining the therapeutic approach.
In this article, the diagnostic fests are reviewed that may help to dermatologists in
detecting the freatment of dermatological diseases.

Keywords: Dermatoscopy, histopathology, KOH examination, diagnostic tests, Tzanck
smear, Wood's light

Dermatolojik hastaliklann fanisinda klinik muayene yaninda sitoloji, dermatoskopi,
histopatolojik incelemeler, baz laboratuvar testler ve radyolojik incelemeler gerekir.
Ancak bu testler sadece tani aninda degil, hasta takiplerinde ve tedavi yaklasimini
belilemede de oldukca 6nemlidir. Bu makalede dermatolojik hastaliklarn tedavisini
belilemede dermatologlara yardimci olabilecek tanisal testler derlenmistir.

Anahtar kelimeler: Dermatoskopi, histopatoloji, KOH inceleme, tanisal testler, Tzanck

yayma, Wood i51gi

Introduction

Dermatological examination is essential for
the diagnosis of dermatological diseases. In
the routine dermatological practice, many
infectious and inflammatory diseases can be
diagnosed and treated by clinical findings
without any additional test. However,
genetic and laboratory examinations
should be performed before the treatment
of some patients. For instance, although
the diagnosis of the aphthae can be made
clinically, some laboratory tests and the
pathergy test are performed in case of
recurrent aphthaes. However, if the Tzanck
smear is not performed in these patients,
they may be misdiagnosed or followed up
with Behget’s disease. The diagnostic tests
that are used to determine the treatment of
the dermatological diseases are reviewed in
this article.

Potassium hydroxide examination: The
potassium hydroxide (KOH) examination,
that is used especially for the differential

diagnosis of the erythematous and scaly
lesions, is also important in the follow up of
patients and in the therapeutical approach
(1). In steroid-resistant eczema and psoriasis
lesions, the presence of dermatophytical
infections must be investigated by the KOH
examination and/or the patch test must
be performed to show allergic-contact
dermatitis due to the topical agents in
use (Figures 1, 2) (2). Parasitic agents can
also be seen in the direct microscopical
examination besides the KOH examination.
If blood and allergy tests are performed
before the direct microscopic examination in
patients with scabies, not only will patient’s
itching continue, but also the patient risks
infecting additional people with parasites.
Dermatoscopic examination can also be
used for the follow up of the patients whose
itching persist after the therapy besides the
microscopic examination (3).

Tzanck smear: The Tzanck smear, which is
a cheap, rapid and repeatable diagnostic
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method, should be a part of the dermatological examination
in the follow up of some diseases besides the diagnosis of
many erosive-vesiculobullous, pustular, granulomatous
and tumoral diseases (4-8). Cytology is very important
in approaching new lesions developed especially in the
mucosal regions of pemphigus patients. If conjunctival
erythema develops during follow up of pemphigus patient,

Figure 1. Steroid-resistant erythematous scaly plaques on
the dorsa of hands and forearm of a patient with psoriasis
vulgaris

Figure 2. The potassium hydroxide test shows the hyphae
structures in the samples taken from the steroid-resistant
plaques of a patient with psoriasis (potassium hydroxide
400x)

conjunctival involvement should be distinguished from
bacterial conjunctivitis and allergic contact dermatitis.
According to this separation, the dose of systemic steroid
should be increased if there is conjunctival involvement;
steroid eye drops should be recommended in case of
allergic contact dermatitis; or antibiotic eye drops should be
used in case of bacterial conjunctivitis. For this distinction,
biopsy is not practical for the diagnosis of every recurrent
lesion. Initiation of therapy without these distinctions
can cause significant complications in patients who use
immunosuppressive drugs. The increase of the steroid dose
may aggravate the infection in the pemphigus patient who
developed bacterial conjunctivitis; on the other hand, the use
of antibiotic eye drops will delay the healing of the recurrent
pemphigus lesion (4).

Nowadays, in patient with pemphigus, the most common
cause of mortality is severe infections. In order to exclude
secondary infection, especially in the follow up of oral
mucosal blisters, polymerase chain reaction and culture
should be made in addition to the Tzanck smear test (9). If
a Tzanck smear test is not performed on erosive mucosal
lesions due to candidiasis or herpes simplex infections, new
lesions are considered clinically as a relapse of pemphigus. In
this case, the use of unnecessary systemical steroids causes
an increase in lesions, sepsis, and ultimately death (10).

The Tzanck smear test is also important in the follow up and
in the therapeutical approach of the tumoral diseases. After
surgical treatment of malignant skin tumors, if a new lesion
develops, recurrence of a tumor should be differentiated
from other causes such as infections and foreign body
granuloma. If a Tzanck smear test shows foreign body type
multinucleated giant cell and foreign body materials, foreign
body granuloma caused by the suture material is considered
and intralesional steroid injection may be performed instead
of surgical therapy (Figures 3-5) (6).

Although diagnosis of folliculitis can be made clinically,
cytological examination should be made in order to detect

Figure 3. A nodular lesion due to a suture reaction on
surgical scar area
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a therapeutic approach and causes of folliculitis. Despite
this fact, such patients are usually treated with topical and/
or systemic antibiotics because the most common cause of
folliculitisis is Staphylococcus aureus. Thence, fungal, parasitic
and viral folliculitis are tried to be treated with antibiotics for
years. If the literature is reviewed, it is demonstrated that the
mean duration of diagnosis of the fungal, parasitic and viral
folliculitis are 114, 197 and 285 days, respectively (6). Even a
case of viral folliculitis that has been mistakenly treated for
20 years with antibiotics has been reported because only a
a bacterial culture was made instead of cytology. Although
the treatment of herpes simplex folliculitis and zona zoster
folliculitis is different, their distinction can not be made by
routine cytological examination. For this purpose, a direct
immunofluorescence study on smears should be performed.
In a direct immunofluorescence examination, if the positivity
is detected with anti-herpes simplex virus monoclonal
antibody, it supports the herpes folliculitis; however, if the
positivity is detected with the anti-herpes zoster monoclonal

Figure 5. A Tzanck smear test reveals suture materials in a
foreign-body giant cell in a patient with a suture reaction
(May-Griinwald Giemsa 1000x)

antibody, herpes zoster folliculitis should be considered (6).
Finally, if there is resistance to antibiotics in acne vulgaris
patients, cytologic examination is quite important to exclude
Gram-negative folliculitis and Malassezia folliculitis (Figures
6-8) (11).

Dermatoscopy: Dermatoscopy, which is known as a part of
the dermatological examination, is mostly used to follow up
pigmented lesions and melanocytic nevi. Dermatoscopical
findings are quite important for the decision of the
treatment of nevi. However, the dermatoscopy may also
exhibit misleading findings in some diseases. A decision of
excision of a non-melanocytic lesion may be made because
it may be supposed to be an atypical melanocytic lesion or
malignant skin tumours may not be excised because they
are considered as non-melanocytic lesions. It is reported that
using the dermatoscopy and the cytology together rises the

Y
Figure 6. Erythematous papules, pustules and nodules on
the frontal chest of a patient with Malassezia folliculitis,

who had previously received steroid-cream treatment for
considering the drug reaction

Figure 7. A Tzanck smear examination of papulopustular
lesions caused Malassezia folliculitis shows footprint-
shaped budding spores (May-Griinwald Giemsa 1000x)
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rate of the right therapeutical decision. A melanocytic nevus
in which the use of both diagnostic methods is important is
epidermolysis bullosa nevus. Although melanocytic nevi that
occur in patients with epidermolysis bullosa are considered
as malignant both clinically and dermatoscopically, cytologic
examination reveals non-atypical melanocytes. If cytology
is not performed, unnecessary excisional treatment
is recommended at every control of the patients with
epidermolysis bullosa nevus (Figures 9, 10) (8).

Dermatoscopy can be used not only for a diagnosis of
psoriasis, but also for follow up of the therapy. When the
treatment response of psoriasis patients is evaluated, not only
clinical improvement, but also dermatoscopic improvement
isimportant. After treatment, hemorrhagic dots are indicative
of the response to the treatment while the persistence of
the dotted vessels is the sign of an incomplete response to
the therapy or a relapse (Figure 11) (12). Overuse of topical
steroids leads to an increase in linear telengiectasias. High-
frequency ultrasound and confocal microscopy can also be

Figure 8. The clinical improvement of the lesions of the
Malassezia folliculitis after systemic antifungal therapy

used in the evaluation of the response to the treatment of
psoriatic lesions (13,14). However, the confocal microscopy
is an expensive and non-practical method for routine
dermatological examination (14).

In the follow up of vitiligo patients, the dermatoscopy can
also be used, as well as Wood's light examination. In the
dermatoscopical examination, perifollicular repigmentation
indicates the good response to the therapy, whereas starburst
appearance and micro-Koebner sign suggests disease
progression (15).

The dermatoscopy can be used both for the diagnosis and
follow up of patients with scabies. The typical dermatoscopical
findings of scabiesare theintraepidermal tunnels and parasitic
triangular structures seen in the tunnels. The positivity of
this dermatoscopic (40x) finding in scabiesis is reported as
93% (16). These dermatoscopical findings are important
in distinguishing the active infestation from eczema and

Figure 10. Dermatoscopy of epidermolysis bullosa nevus

shows irregular pigment network, blue-whitish veil, and
asymmetry

Figure 9. Asymmetrical melanocytic nevi after bullous
lesions in a patient with congenital epidermolysis bullosa

Figure 11. The hemorrhagic dots developing in the
psoriatic lesion after topical steroid therapy
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parasitophobia in patients with persistent pruritus after
antiparasitic treatment. If this discrimination cannot made,
the patients may take unnecessary therapies. Detection of
the parasites and tunnels via the confocal microscopy and
optic coherans tomography is possible. However, use of these
methods is difficult in routine follow up because of the cost
and difficulty of practical usage (17).

In decision of treatment of the patients of folliculitis,
dermatoscopy can also provide some additional findings
besides cytology. Firstly, U-shaped ingrown hairs, scar-like
appearance caused by fibrosis, blue color change related to
deeply located hairs, linear vessels with occasional areas of
hemorrhage are the signs of pseudofolliculitis seen on the
dermatoscopical examination. Thence, epilation of the hairs
or retinoic acid ointments can be used in these patients with
pseudofolliculitis (18). Second, in the follow up of patients
receiving treatmentfor tinea capitis, the presence of broken and
curly hairs indicate the persistence of the disease. Besides KOH
examination, dermatoscopy is important for the determination
of antifungal therapy which is to be started before the result
of the fungal culture. In the patients of tinea capitis caused by
Trichophyton tonsurans, because the endothrix spores of fungi
mostly cause the breaking of hairs, they give rise to black dots,
comma, and corkscrew hairs. However, in the cases of tinea
capitis caused by Microsporum canis, the spores outside the
hairs (ectothrix) do not break the hairs completely and so that
Morse alphabet-like appearance occurs (19,20). In the cases of
tinea capitis caused by M. canis, a bright green color is detected
on the hair roots via an ultraviolet dermatoscopy. Barcode-
like white structures are detected with polarized light on the
same areas (21). Third, apart from the superficial skin biopsy, a
follow up of the bulges of demodex parasites can be made to
evaluate the response of the treatment by the dermatoscopy,
in addition to the diagnosis of demodicosis. There are grayish-
brown plugs inside the dilated follicules that has demodex and
there is an erythematous halo around the follicle (22). Last,
tufted hair is a sign of folliculitis decalvans. However, tinea
capitis mimicking folliculitis decalvans has been reported with
videodermatoscopy so that the cytological examination should
be the first method for the diagnosis of folliculitis (11,23).

Another group of diseases in which dermatoscopy is
important to make a decision about treatment is the
cicatricial and non-cicatricial alopecias. In the follow up of a
patient with alopecia areata, the broken hairs, cadaveric hairs,
tapered hairs and exclamation mark hairs indicate the active
disease, while the new developed vellus hairs, pigmentation
and thickening of the proximal part of the hair, are the signs of
a positive response to the treatment (24,25). Furthermore, in
arecent study, it is reported that development of atypical red
vessels also negatively correlate with active disease (26). In the
patients of frontal fibrosing alopecia, the presence of pruritus
along with the perifollicular erythema and the perifollicular
hyperkeratosis in the dermatoscopical examination are the
signs of histopathological lichenoid infiltration and activity of
the disease (27).

In addition to the early detection of melanoma, the
dermatoscopy provides some details about the presence

of the BRAF mutation that has changed the therapeutical
approach in recent years. It is reported that the presence
of blue-white veil is highly associated with BRAF mutation
(28). The appearance of blue-gray colored peppering is
more common in the melanomas that showed MAPK (BRAF
and NRAS) mutation (29). In a study performed with the
confocal microscopy and dermatoscopy, it is reported that
ulcerations and irregular peripheral streaks are signs of with
BRAF-mutated melanoma, while dotted vessels are indicative
of wild-type melanoma. However, there was no association
between the confocal microscopic findings and BRAF
mutation (30).

Wood'’s light: The Wood's light is used for the diagnosis and
the therapeutical approach of various pigment diseases,
bacterial and fungal infections, and tumors (31).

The bacterial infections that the Wood’s light is important for
following up, are erythrasma and pseudomonal infections.
Because erythrasma and fungal infections are common;
especially in the patients with flexural dermatitis, Wood’s
light examination should be performed in addition to KOH
examination. Coral red fluorescence on Wood’s light is a sign
of erythrasma on the intertriginous areas of the patients using
along time steroid cream due to atopic eczema and psoriasis.
In a study conducted in Turkey, erythrasma was detected via
the Wood'’s light examination in 46.7% of all patients that
were clinically considered as tinea pedis. Moreover, findings
of fungal infection were detected with KOH examination
in 31.6% of these patients. If a Wood’s light examination is
negative, a Gram staining and bacterial culture should be
performed (32).

A Wood'’s light examination is very important in a follow up,
as well as the diagnosis of the pityriasis versicolor. In the
diagnosis of pityriasis versicolor, the positivity of yellow-
green fluorescence on Wood’s light was found to be higher
(88%) than the positivity of KOH examination (82%). For this
reason, patients with hypopigmented lesions after antifungal
therapy should be examined with Wood'’s light to distinguish
postinflammatory hypopigmentation from active disease
(33).

The efficiency of antifungal therapy varies according to the
agent causing tinea capitis. The Wood's light examination
gives important findings in terms of determining antifungal
therapy to be started before the culture results. Dull green
fluorescence on Wood’s light is observed in the patients
of tinea capitis caused by Microsporum spp. The rate of
mycological cure with griseofulvin is higher than the rate of
mycological cure of terbinafine in the cases of tinea capitis
caused by M. canis (34).

Wood's light examination should be performed to
distinguish the pruritic papulopustular acne lesions that are
especially worse in summer and with hot weather from the
Malassezia folliculitis. The patients of Malassezia folliculitis
may unnecessarily take antibiotic therapies for years if this
discrimination is not made. In the Wood’s light examination of
papulopustular lesions, the yellow-green reflection indicates
the Malassezia folliculitis, while the red reflection indicates
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acne lesions infected with Propionibacterium acnes (11).

Theimportance of aWood's light examination for distinguishing
vitiligo from post inflammatory hypopigmentation, pityriasis
versicolor alba, mycosis fungoides, nevus depigmentosus
and tuberous sclerosis, is well-known. In case this method
is not performed, other diseases will be treated with the
misdiagnosis of vitiligo for years. Wood'’s light examination
is also quite important after the diagnosis of vitiligo in the
evaluation of the response to the therapy by observing the
dotted repigmentation. Furthermore, it is important for
the detection of newly developed lesions that can not be
recognized by naked eye (35).

Wood’s light may be used for testing patients who are
suggested to use sunscreen ointments if they use them
sufficiently. Moreover, it is used for detection of the areas that
the topical medications are applied (36).

As Wood’s light can be used to determine the surgical border
in lentigo malignant melanomas, it can also be used to detect
the subclinic lesions of actinic keratosis after application
of 5-aminolevulinic acid (ALA). It is reported that, because
there is an increase of epidermal melanin in the lesions of
lentigo malignant melanomas, the surgical borders may
be determined easier via the Wood'’s light. However, in a
prospective study, it is reported that the lesions that could
not be seen by naked eye were detected by Wood’s light
in only 11.7% of the cases (37,38). This last procedure of
fluorescence diagnosis, in which 5-ALA and Wood’s light are
used together, can also be used for determination of the
border of the lesions of basal cell carcinoma and squamous
cell carcinoma before surgery or radiotherapy. The sensitivity
and specificity rates of fluorescence diagnosis were found to
be 79% and 100%, respectively (39).

Other diseases in which the Wood's light is important
for following up, are porokeratosis, progressive macular
hypomelanosis and morphea. Unlike the other diseases
(e.g. annular lichen planus) that caused to annular lesions,
porokeratosis lesions resemble a specific diamond
necklace-like or ring-like structure on Wood’s light (40).
A follicular red fluoroscence is seen with the Wood'’s light
in the hypopigmented lesions of progressive macular
hypomelanosis. This fluoroscence is thought to be related to
P.acnes (41).The Wood's light was also used for early detection
of morphea lesions (42).

Allergy tests: Detection of the responsible allergen in allergic
skin diseases may change the whole therapy. In patients with
allergic contact dermatitis, detection of the allergen and
avoiding the responsible agents will provide sparing topical
steroids for a long time (43). In the therapy-resistant eczema
patients, patch testis should be performed with products that
are used to show the allergic response to topical steroids (44).
In the patients of physical urticaria, detection of the physical
factors that aggravate the disease, and bewaring of some
points, can remove the need of therapy (45). In the patients
developed drug allergy and who cannot safely use any drugs,
performing an oral provocation test with hospitalization may
change the therapeutical approach (46).

Histopathological examination: The pathological diagnosis
can be made in 82% of skin biopsies and clinicopathological
correlation can be made only in 68% of them. Although some
malignant tumoral diseases can be diagnosed by clinical
findings and dermatoscopical examination, detection of
the histopathological subtypes, depth, mitotic rate and
differentiation grade of the disease are quite important for
determination of the therapeutical approach (47).

Laboratory examination: In the dermatoses caused
by metabolical disease like xanthelasma, laboratory
analysis is needed for the decision of the therapy. There
are hyperlipidemia in about half of the patients who had
xanthelasma and thefirst therapy for these patients should be
given is the lipid-lowering drugs and diet recommendations
in such patients. On the other hand, destructive therapies
such as cryotherapy, cauterisation or laser is the first choice in
the rest of the normolipidemic patients (48).

The lipid profile and liver function tests should be measured
in the patients who are candidates for systemic retinoid acid
therapy. The other therapies should be primarily considered
in the patients with hyperlipidemia. If the retinoid therapy is
absolutely indicated, it should be combinated with the lipid-
lowering drugs (49).

The serologic tests of syphilis is valuable in the follow up of
systemic lupus erythematous that may show false positivity,
as it is used for the diagnosis and the follow up of syphilis.
In syphilis serology, the treponemal tests (Treponema
pallidum haemagglutination test, fluorescent treponemal
antibody absorption test) that detect the antibodies against
of treponemas and the non-treponemal tests (venereal
disease research laboratory test, rapid plasma reagin test)
are used. The specific treponemal antibodies turn positive
on 1-2 weeks after the genital chancre appears. Because the
positivity may continue for life, it can not be used for the
follow up of the treatment. However, quantitative results can
be obtained with the non-treponemal tests and so it can be
used for evaluation of the response to the therapy (50).

Another situation that the laboratory is important for,
is determining the therapy of the patient who will be
initiated immunosuppressive drugs. To determine the
preferred therapeutical agent, especially in the treatment of
patients with pemphigus, psoriasis, atopic dermatitis, lupus
erythematous and vasculitis, some laboratory tests should
be performed in terms of any comorbidities; for example,
diabetes mellitus, viral hepatitis, hyperlipidemia and
renal insufficiency. The systemic therapy may be changed
depending on the results of the laboratory tests. Furthermore,
thiopurine methyltransferase enzyme activity should be
measured for the effect and side effect of azathioprine, and
the level of glucose-6-phosphate dehydrogenase enzyme
should be measured in addition to the routine examinations
in the patients who will initiate to dapson therapy (51,52).

In romatological diseases and vasculitis, some laboratory
tests and autoantibodies are ordered to detect the internal
involvement, and to evaluate the severity of the disease. In
this cases, if there is involvement of the skin only, topical
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treatments will be sufficient. But if there is an internal
involvement, systemic therapies are should be added to the
treatment (53).

Some serological tests are needed in addition to the clinical,
histopathological and immunofluorescence studies to make
the diagnosis of autoimmune bullous diseases. Some recently
developed serological tests can also be used for the follow up
of therapy because they can measure the antibody titrations
(54).

One of the most important triggering factors of generalized
pustular psoriasis is the deficiency of calcium and vitamin
D. If this deficiency is detected and cured in the patients of
generalized pustular psoriasis, they can be treated without
any need for systemic therapy. There has been reported a
case of generalized pustular psoriasis improved with calcium
therapy in the literature (Figures 12, 13) (55).

Radiological examinations: Although there are numerous

N

Figure 12. Lesions of generalized pustular psoriasis caused
by pseudohypoparathyroidism

Figure 13. Calcifications detected on foot radiography in
a patient with generalized pustular psoriasis caused by
pseudohypoparathyroidism

causes of nail dystrophy, if the KOH examination and other
diagnostic tools are not used, about half of the patients
with subungual exocytosis take unnecessary antifungal
treatments. X-ray graphy should be performed in cases of nail
distrophy that KOH examination is negative and particularly
in cases whose distrophy is in a single nail. The surgical
operation should be performed after the diagnosis is made
(56).

Needful radiological examinations should be performed
in the cases of skin cancer and lymphomas for staging, and
also in the cases with systemic diseases to detect the internal
involvements. Additionally, radiological examination is
important for dermatoses that may be caused by cancers.
The radiological examinations, in addition to laboratory
tests, should be done for the disease that can make systemic
involvement in order to determine whether the therapy
will target the skin only, or will be systemic therapy (57). It
is reported that some kind of pemphigoid, such as bullous
pemphigoid, anti-laminin 332 pemphigoid and epidermolysis
bullosa acquisita, may appear secondary to malignancy apart
from paraneoplastic pemphigus. Moreover, it is reported that
in some cases in which the bullae were regressed after the
treatment of malignancy (58).

The most frequent method that is used to determine the
therapy for peripheral vascular diseases, is the color Doppler
evaluation. It can also be used for the follow up alongside
the diagnosis. The increase of the vascularity with the
color Doppler is a sign of activation of morphea, psoriasis,
hidradenitis suppurativa, and human papillomavirus
infections (59).

High-frequency ultrasounds are useful for the follow up and
for evaluation of the objective response to the treatment of
atopic dermatitis, psoriasis, morphea and some skin tumors
(60). Furthermore, this non-invazive diagnostic method that
provide a detailed evaluation of epidermis and dermis, can
also be used for determination of the surgical border before
the surgery (61).

The high-resolution optical coherence tomography that
provides transvers and vertical images, can be used for the
follow up of non-melanoma skin cancers, the evaluation of
the response to the therapy and determination of the surgical
border. Furthermore, it can be used for the discrimination
between inflammatory diseases such as psoriasis and lichen
planus and for evaluation of the response to the therapy (62).

Toluidine blue test: The affinity of toluidine blue to both DNA
and RNA is quite high. The toluidine blue test can be used
for the detection of suspicious lesions in the oral mucosa.
The procedure of this test is as following: 1) The oral cavity
is firstly rinsed with water and then with 1% acetic acid, for
20 seconds for each. 2) The oral cavity is dried with gauze. 3)
The 1% toluidine blue is applied by stick cotton swab. 4) The
mouth is rinsed with 1% acetic acid and then with water. A
dark blue stain is accepted as positive (63).

Acetic acid test: The 5% acetic acid test can be used for
detection of suspicious human papilloma virus lesions in
genital region. However, physicians should keep in mind that
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this test may show false positivity with some inflammatory
diseases and may show false negativity, particularly in areas
that are not damp (64).

lodine-starch test: In the patients with hyperhidrosis, the
iodine-starch test can be performed to detect the region that
will be treated and to evaluate the response to the therapy.
In this test, first, the application area is well-dried. lodine
solution is applied to the application area by a stick cotton
swab and is waited to dry. After it dries, the area is covered
with starch by a thick brush. After waiting for 5-10 minutes,
the areas that turned blue-black are pointed by a water-
resistant pen (65).
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Quiz

1. Which of the following diagnostic tool is not used to
determine the surgical borders in the tumoral diseases?

a.  Wood's light examination after application of
5-aminolevulinic acid

Laboratory tests
High frequency ultrasonography
Histopathological examination

P o 0 T

Optical coherence tomography

2. Which of the following types of folliculitis is indicative
of yellow-green fluorescence in the Wood’s light
examination in a patient with antibiotic resistance acne?

a.  Molluscum contagiosum folliculitis
b Gram-negative bacterial folliculitis
d Herpetic folliculitis

d. Demodex folliculitis

e Malassezia folliculitis

3. Which of the following clinical or/and dermatoscopical
findings is accepted as an indication of good
therapeutical response in the psoriatic lesions?

a. Hemorrhagic dots

b Dotted vessels

d Increasing of linear vessels
d.  Atrophia and striae

e Hypertrichosis

4. Which of the following diagnostic methods is not
used to distinguish the active infestation from the other
pruritic diseases in a patient with persistent pruritus
after antiparasitic treatment?

a. Direct microscopical examination
b Dermatoscopy

d Acetic acid test

d.  Confocal microscopy

e High frequency ultrasonography

5. Which of the following dermatoscopical findings is not
indicative of pseudofolliculitis in a patient of folliculitic?

a.  “U”shaped hairs

b Perifollicular erythema and keratosis
d Scar-like appearance due to fibrosis
d.  Blue discoloration

e Linear vessels and hemorrhage

6. Which of the following claims about the
dermatoscopical findings of tinea capitis is incorrect?

a. The dermatoscopy provides important clues for
determination of the antifungal treatment in patients with
tinea capitis

b.  Black dots, comma, and corkscrew hairs are seen in
cases of tinea capitis caused by Trichophyton tonsurans

C. In the cases of tinea capitis caused by Microsporum
canis, a bright green color is detected on the hair roots via an
ultraviolet dermatoscopy

d. In the cases of tinea capitis caused by M. canis, the
endothrix located spores break the hairs completely and so
that Morse alphabet-like appearance occurs

e.  The presence of broken and curly hairs indicate of the
persistence of the disease

7. Which of the following dermatoscopical findings of
alopesia areata is not considered as an indication of
active disease?

a. Broken hairs

Cadaveric hairs
Tapered hairs
Exclamation mark hairs

® o N T

Atypical red vessels

8. Which of the following dermatoscopical findings is
incorrect in terms of determining the treatment of a
patient with melanoma?

a.  Blue.white veil is highly associated with BRAF mutation

b. Blue.gray peppering appearance is more common in
the melanomas with MAPK mutation

C. Ulcerations and irregular peripheral streaks are less
common in the melanoma with BRAF mutation

d. Dotted vessels are more common in the non-mutated
melanoma

e.  Dotted vessels is a negatively predictive finding for
BRAF mutation

9. Which of the following matches is incorrect in terms of
disease and diagnostic test?

a.  Thelevel of thiopurine methyltransferase enzyme-
dermatitis herpetiformis

b.  The level of calcium and vitamin D-generalized
pustular psoriasis

C High frequency ultrasonography-atopic dermatitis
Color doppler examination-hidradenitis supurativa

Optical coherence tomography-non-melanoma skin
tumors

10. The Wood'’s light is not used in which following
dermatological diseases?

a.  Morphea

b.  Actinic keratosis
C. Acne vulgaris

d. Vitiligo

e Furunculosis

a.OL 12.6 13-8 Ia-é lp.9 /q.s l:).v /e-E la.z lq-L
A3 1amsuy
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Turkiye’de Dermatoloji Alaninda Yapilan
Yayinlarin Bes Yillik Degerlendirmesi

A 5-year Evaluation of the Publications Made in
the Field of Dermatology in Turkey

Amag: Bilimsel Uretkenligin gecmise donUk olarak degerlendirimesi, gelecekte yapilacak
calismalarin planlanmasinda, nitelik acisindan gelistiiimesinde yol gdstericidir. Ulkemizin
dermatoloji alanindaki bilimsel Uretkenligini degerlendiren yalnizca bir adet arastirma
mevcuttur. Bu nedenle, bu calismada 2012-2016 vyillan arasinda Ulkemizde yapilan
dermatoloji yayinlarinin nicelik ve nitelik ydnunden degerlendirimesi amaclanmigtir.
Yontemler: 1 Ocak 2012 ve 31 Aralk 2016 tarihleri arasinda Index Medicus’ta kayitl
tUm yayinlar, “dermatology, Turkey” anahtar sézcUkleri kullanilarak tarandi ve vyillara,
konulara ve yayin tUrine gére degerlendirildi. Atif sayilarinin degerlendiriimesi amaciyla
Web of Science veri tabani kullanild.

Bulgular: Calismanin kapsadigi tarihlerde Ulkemizde dermatoloji alaninda yapilan toplam
yayinsayisinda, arastirma ve diger yayin tirlerinin sayisinda her yil artis saptanmistir. Ancak
tUm yayinlar arasinda orijinal arastirma oraninin ayni hizda artmadigi, yayin basina atif
sayisinin diger Ulkelere kiyasla dustk kaldigl, yUksek etki degeri olan dergilerdeki yayin
sayisinin oldukca az oldugu goriimustor.

sonug: Ulkemizde dermatoloji alaninda yapilan yayinlarin nicelik yéninden gésterdigi
gelisime ek olarak nitelik acisindan da gelistiriimesine yonelik planlamalar yapiimalidir.
Anahtar kelimeler: Arastirma, bibliyometrik, bilimsel Uretkenlik, dermatoloji, TUrkiye,
yayinlar

Abstract

Objective: Retfrospective evaluation of scientific productivity is a guideline for the
development of future studies in the planning and quality aspects. There is only one
study evaluating the scientific productivity of our country in the field of dermatology. For
this reason, in this study, it was aimed to evaluate from the point of quantity and quality
of dermatology publications made in our country between 2012-2016 years.

Methods: All publications, registered in Index Medicus between January 1, 2012 and
December 31, 2016 were searched using the keywords “dermatology, Turkey” and
evaluated accordingly years, topics and publication type. Web of Science database
was used fo evaluate citation numbers.

Results: The total number of publications, research and other publication types made in
the field of dermatology in our country increased every year during the dates covered
by the study. However, it was observed that the rate of original research among alll
publications did not increase at the same rate, the number of citations per publication
was low compared to other countries, and the number of publications in journals with
high impact factor was very low.

Conclusion: In addition to the quantitative improvement of publications in the field of
dermatology in our country, plans should be made to improve them also in terms of
quality.

Keywords: Research, bibliometrics, scientific productivity, dermatology, Turkey,
publications
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Giris

Tip alaninda bilgi ve teknoloji Giretimi temelde insanhigin daha
saglikh ve kaliteli bir yasam stirdiirmesini hedeflemektedir.
Bunun yani sira saglik ve biyoteknolojik arastirma ciktilarinin
toplumlarin refah, ekonomik acidan biiytime ve kalkinmasina
da biyik katkilarinin oldugu gosterilmistir (1). Nitekim en
inovatif ve en fazla nitelikli bilim treten Ulkeler olan ABD,
ingiltere, Almanya, Kanada ve Fransa’nin refah ve kalkinma
anlaminda diinyada en st siralarda yer aldigr saptanmistir
(2,3).

Bibliyometrik analiz, belirli bir konuda, belirli bir sireyi
kapsayan donemde vyapilmis yayinlarin  6zelliklerinin
matematiksel  tekniklerle  degerlendirilmesi  seklinde
tanimlanabilir (4). Bu yontemlerle ulusal bilimsel Gretkenligin
geriye donuk olarak degerlendirilmesi bilimsel yayinlarin
nitelik ve niceliginin degerlendirilmesinin yani sira, bu
sonuclart  farkh Glkelerle karsilastirmak acisindan da
onemlidir. Bunlara ek olarak ileriye donuk olarak eksikliklerin
belirlenmesi ve planlama yapilmasina da olanak verir. Bilimsel
uretkenligi belirleyen gayri safi yurt ici hasila (GSYiH), tip
fakiltelerinin sayisi, dermatolog sayisi, yabanci dil diizeyi ve
llke nifusu gibi bircok etken bulunmaktadir (5).

Ulkemizde Tiirkiye Bilimsel ve Teknolojik Arastirma Kurumu
(TUBITAK) Cahit Arf Bilgi Merkezi (CABIM) biinyesinde
Turkiye'nin genel bilimsel Gretkenligi ve uluslararasi alandaki
yerinin belirlenmesi amaciyla yurutilen bibliyometrik analiz
calismalari disinda; ortopedi, kardiyoloji ve anesteziyoloji gibi
alanlara yonelik ve Behcget hastaligi gibi arastirma konularina
yonelik bibliyometrik calismalar da yapilmistir (6-9).

Dermatoloji alaninda farkh Ulkelerin bilimsel Uretkenligini
degerlendiren  yayinlar olmasina ragmen, Ulkemizin
dermatoloji alaninda bilimsel Uretkenligine dair 1999-
2008 vyillarini degerlendiren bir calisma disinda bir veri
bulunmamaktadir (10-15).

Tipta Uzmanlik Kurulu 2017 kayitlarina gore dermatoloji
uzmanlik egitimi veren 64 kurum vardir (16). Yiiksek Ogretim
Kurumu ve Saglik Bakanligi'nin 2010 verilerine gore tilkemizde
1341 aktif calisan dermatoloji uzmani bulunmaktadir, ylz bin
kisiye dlsen aktif calisan sayisi ise 1,85'tir. Bu sayr Avrupa
Ulkelerindeiseortalama4,7’dir(17).Ulkemizdeheryllartmakta
olan dermatoloji uzmani sayisi distintldigiinde, bu artisin
bilimsel Uretkenlik Uzerine etkilerinin de degerlendirilmesi
onem tasimaktadir. Bu nedenle, bu calismada son bes
yilda Ulkemizde dermatoloji alaninda Uretilmis olan
yayinlarin niceligi, niteligi ve arastirmalarin konulara gore
degerlendirmesinin  yapilmasi ile literatlrdeki benzer
calismalar ele alinarak Ulkemiz dermatolojisinin bilimsel
Uretkenliginin diger ulkelerle karsilastiriimasi amacglanmistir.

Yontemler

Turkiye'den son bes yilda yapilan dermatoloji yayinlarinin
degerlendirilmesi amaciyla, http://www.ncbi.nlm.nih.gov/
pubmed internet adresi lizerinden, 1 Ocak 2012 ve 31 Aralk
2016 tarihleri arasinda Index Medicus’ta kayitli tim yayinlar
geriye donilik olarak tarandi. Her yil icin ayri ayn olacak

sekilde, “dermatology, Turkey” anahtar sézcikleri kullanilarak
yapilan aramada yayinlar orijinal arastirma ve diger (olgu
sunumu, editdére mektup, derleme) seklinde siniflandiridi.
Her yayinin yayinlandigi dergi kaydedildi. Etki degeri (impact
factor) en yliksek 10 dermatoloji dergisi ise ayrica incelenerek,
yillar icerisinde s6z konusu dergilerdeki tlkemiz kaynakli
dermatolojik yayinlarin durumu degerlendirildi.

Yayinlarin erken cevrimici olarak ilk kez yayinlandigi tarih
ve basili olarak yayinlandigi tarihin farkli olmasi nedeniyle,
yayinlarin, ilk yayinlanma tarihi dikkate alinarak ayni yayinin
birden cok kez degerlendirilme olasiliginin 6niine gecildi.

Atif sayilarinin  degerlendirilmesi amaciyla, http://www.
webofknowledge.com internet adresi Uzerinden Web of
Science veri tabaninda ileri arama parametreleri kullanildi.
Kategori (Web of Science category) icin dermatology ve
Ulke (country) icin Turkey anahtar sozcikleri kullanilarak
arastirmanin  kapsadigi  yillarda  Ulkemizden yapilan
dermatoloji yayinlarinin toplam atif sayilari degerlendirildi.
Buna ek olarak Web of Science'de taranan Turkiye kaynakh
tim dermatoloji yayinlarinin 2012-2016 yillari arasindaki
toplam atif sayilar da degerlendirildi.

Ayrica her yil icin belirlenen akne, Behcet hastaligs,
psikodermatoloji, enfeksiy6z deri hastaliklar, psoriasis, tirnak
hastaliklari gibi arastirma konularinda kag adet orijinal calisma
yapildigi da arastirmalarin baslk ve 6zetleri degerlendirilerek
belirlendi.

Marmara Universitesi Tip Fakiiltesi Klinik Arastirmalar Etik
Kurul Baskanhgi tarafindan, calismanin deseni dolayisiyla etik
kurul onayi alinmasi gerekmedigi bildirilmistir.

Bulgular

Index Medicus Uzerinde “dermatology, Turkey” anahtar
sozcukleriyle, 1 Ocak 2012 ve 31 Aralik 2016 tarihlerini
kapsayacak sekilde yapilan aramada saptanan toplam
1602 yayin dederlendirmeye alindi. Her yil ayr ayr
degerlendirildiginde 2012-2016 yillari arasinda sirasiyla
206, 278, 354, 370 ve 394 toplam yayin saptandi. Bes yillik
degerlendirme siresinde saptanan 1602 yayinin 746'si
(%46,5) orijinal arastirma, 856's1 (%53,5) ise editére mektup,
olgu sunumu ya da derleme tiirindeydi. Yayinlarin yillara ve
yayin tiriine gore dagihmi Sekil 1'de gosterilmistir.

Orijinal arastirmalarin yayinlandigi dergiler degerlendirildiginde
746 calismadan 470inin (%63,01) dermatoloji alanindan
dergilerde, geri kalan 276 (%36,99) calismanin ise farkh
alanlardaki dergilerde yayinlandigi saptandi. Dermatoloji
alanindaki 48 farkli dergide yayinlanan orijinal calismalar
degerlendirildiginde 317 (%67,4) calismanin 10 (%20,8)
farkl dergide toplandigi saptandi. Dermatoloji alaninda en
yuksek etki degerine sahip 10 dergide yayinlanan ¢alismalar
degerlendirildiginde 69 (tium orijinal arastirmalarin %9,2’'si)
calisma saptandi. En c¢ok orijinal arastirmanin yayinlandigi
10 dergi ve en yuksek etki degerli 10 dergide yayinlanan
calismalara ait veriler Tablo 1'de gosterilmistir.

Son bes yilda yayinlanan yayinlarin aldigi toplam atif sayilari
incelendiginde 2012-2016 arasindaki yayinlara sirasiyla 850,
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702, 934, 795 ve 242 atif yapildigi saptandi. Ulkemizden tiim
zamanlarda yapilan yayinlarin son bes yilda aldiklarn atif
sayllan degerlendirildiginde ise 2012-2016 arasinda sirasiyla
2860, 3222, 3711, 3760 ve 3976 atif yapildigi saptandi.

Yapilan orijinal arastirmalar konularina gore 36 farkh alanda
siniflandirildi. Calismanin kapsadigi tim yillar icin en ¢ok
arastirma yapilan konu psoriasis iken, en ¢ok arastirma
yapilan diger konular Behcet hastaligi, akne ve izotretinoin
tedavisi, enfeksiy6z deri hastaliklari ve sa¢ hastaliklarn olarak
saptandi. Bu bes konuda yapilan toplam 373 arastirma tiim
arastirmalarin  %50'sini olusturmaktaydi. Yapilan orijinal
calismalarin yillara ve konulara gére dagihmi Tablo 2'de
gosterilmistir.

Tartisma

Mevcut calismada son bes yilda Ulkemizden dermatoloji
alaninda yapilan yayinlarin tird, sayisi, atif durumlari,
dergilere ve konulara gére dagilimi ve bu verilerin yillar icinde
degisimi degerlendirilmistir.
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Calismanin kapsadigi dénemde toplam yayin sayisinda her
yil bir 6nceki yila gore duizenli bir artisa ek olarak, besinci
yildaki toplam yayin sayisinin birinci yila gére %91,2 oraninda
arttigi saptanmistir. Calismamiz sonuglariyla uyumlu sekilde,
daha 6nce dermatoloji alaninda yapilan bir calismada diinya
genelinde yapilan dermatoloji yayinlari degerlendirilmis
ve 1993-2007 yillari arasinda yayin sayisinda strekli bir
artis oldugu bildirilmistir (12). Orta Avrupa ve iskandinav
Ulkelerinin dermatoloji alanindaki bilimsel Uretkenligini
degerlendiren calismalarda da sirasiyla 1991-2002 ve 1989-
2008 yillar arasinda toplam yayin sayisinda diizenli artis
oldugu saptanmistir (10,11).

Daha once llkemizde yapilan bir ¢alismada ise, Tirkiye'nin
de dahil oldugu Ekonomik Kalkinma ve isbirligi Orgiti
(EKIOG/OECD) Uyesi Ulkelerin dermatoloji alanindaki katkilari
degerlendirilmis ve Gye tim Ulkelerde yayin sayisinin 1999-
2008 yillar arasinda arttigi bildirilmistir. Yine ayni calismada
1999-2003 ve 2004-2008 donemlerinde Turkiye'den sirasiyla
661ve 1259yayinoldugusaptanmistir(14).Bucalismada, bizim
calismamizdan farkli olarak dergi atif raporlarindaki (Journal
Citation Reports) dermatoloji dergileri degerlendirilmis olsa
da bizim calismamizda degerlendirilen 5 yillik dnemde 1602
yayin olmasi, tlkemizin uluslararasi dermatoloji alanindaki
katkisinin yaklasik 20 yildir diizenli olarak artmakta oldugunu
goOstermektedir. Bu durum, teknolojik gelismeler sonucunda
bilgiye ulasimin kolaylasmasi, arastirma olanaklarinin
yayginlasmasi, dermatoloji alani ve disindaki bilimsel
yayinlarin sayisindaki artis, dermatoloji uzmanlik egitimi
veren kurumlar ve dermatoloji uzmanlarinin sayisindaki artis
ve akademik yiikselme kriterlerindeki yayin gereklilikleri ile
aciklanabilir.

Yayin sayilarindaki yillar icerisindeki artis her tlke icin gecerli
bir bulgu degildir. Nitekim, farkli Glkelerdeki dermatoloji
yayinlarini karsilagtiran bir c¢alismada, 2003-2012 yillari
arasinda Guney Kore ve Cin'de toplam yayin sayilar diizenli
artarken, Japonya'daki toplam yayin sayisinin yillar icerisinde

Tablo 1. Orijinal arastirmalarin en ¢ok yayinlandigi 10 dergi ve en yiiksek etki degerli 10 dermatoloji dergisindeki

yayin durumu (2012-2016)

Orijinal ¢aligmalarin en ¢ok yayinlandigi 10 dergideki yayin sayilar:

En yiiksek etki degerli 10 dermatoloji dergisindeki yayin sayilari

Dergi ad1 (etki degeri) n Dergi ad1 (etki degeri) n
Int ] Dermatol (1,56) 76 J Am Acad Dermatol (7,002) 12
J Eur Acad Dermatol Venereol (3,528) 47 ] Invest Dermatol (6,287) 1
Cutan Ocul Toxicol (1,213) 44 JAMA Dermatol (5,817) 0
] Dermatolog Treat (1,890) 35 Pigment Cell Mel Res (5,17) 1
Postepy Dermatol Alergol (1,683) 27 Br ] Dermatol (4,706) 5
Clin Exp Dermatol (1,589) 21 Contact Derm (4,335) 0
Ann Dermatol (1,472) 19 J Derm Sci (3,733) 0
Arch Dermatol Res (2,146) 18 Acta Derm Venereol (3,653) 3
J Dermatol (2,094) 17 J Eur Acad Dermatol Venereol (3,528) 47
Dermatology (1,598) 13 Wound Rep Reg (3,041) 0
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Tablo 2. Orijinal calismalarin dermatoloji konularina gore dagilimi

Arastirma konular: 2012 2013 2014 2015 2016 Toplam
Psoriasis 14 14 25 27 36 116
Behget hastalig 7 20 21 11 16 75
Akne ve izotretinoin tedavisi 12 14 13 15 21 75
Enfeksiyoz deri hastaliklar: 6 13 6 17 14 56
Sag hastaliklar: 8 8 9 15 11 51
Diger 2 6 11 6 11 36
Vitiligo 5 6 7 7 9 34
Temel bilimler/hayvan ¢aligmalar: 5 5 4 5 6 25
Kozmetik dermatoloji 4 2 3 3 9 23
Melanom dig1 deri tiimorleri - 5 3 7 5 20
Sistemik hastaliklar/tedavilerin deri bulgular 3 5 3 3 6 20
Urtiker 5 2 5 4 1 17
Rozase 1 2 1 6 6 16
Psikodermatoloji 1 6 4 4 1 16
Oral aft 2 5 3 1 4 15
Pediatrik dermatoloji 2 3 2 5 3 15
Dermoskopi 1 2 5 5 1 14
Otoimmiin billii hastaliklar 3 5 - 2 3 13
Tirnak hastaliklar: 3 3 2 3 2 13
Fototerapi - 4 3 3 1 11
Liken planus 1 - - 3 6 10
Kontakt dermatit 1 1 3 1 3 9
Melanom/neviis 1 - - 2 6 9
Atopik dermatit 3 1 - 1 4 9
Yasam kalitesi 2 2 2 1 1 8
Genodermatozlar - 2 2 - 4 8
ilag reaksiyonlar1 4 2 1 - - 7
Pitriyazis rozea/pitriyazis likenoides kronika 1 = 1 = 4 6
Mikozis fungoides/lenfomalar 1 1 2 1 1 6
Konnektif doku hastaliklar: - 3 1 - 1 5
Epidemiyolojik 1 1 1 1 - 4
Pruritus - 1 - - 2 3
Dermatopatoloji 1 - - 2 - 3
Teledermatoloji - 1 1 - 1 3
Seboreik dermatit 1 1 - - - 2
Cerrahi tedavi - - - - 1 1

stabil seyrettigi saptanmistir. Yazarlar bu durumu, gelismekte
olan ulkelerde (Gliney Kore, Cin) ekonomik gelismenin (kisi
basi GSYiH'deki artis) bilimsel Gretkenlikle dogru orantili
ilerlemesine ragmen gelismis ulkelerde (Japonya) ekonomik
gelisimin stirmesine ragmen bir noktada maksimum bilimsel
Uretkenlige ulasiimasiyla agiklamistir (5). Gelismekte olan
tlkeler arasinda yer alan Tiirkiye'de, EKIO verilerine gére
calismamizin kapsadigi yillarda yayin sayisi ile birlikte kisi
basi GSYiH'de de artis olmasi bu yorumu desteklemektedir.

Galismamizda saptanan bulgular, TUBITAK/CABIM verilerine
gore yillar icerisinde saglik/tip alanindan yapilan yayinlarda
gorilen artig ile de uyumludur (18).

Orijinal arastirmalarin toplam bilimsel Uretkenlikteki yeri,
kanit duzeyi piramidinde Ust basamaklarda yer almalari
nedeniyle dnemlidir. Dermatolojik arastirmalari global olarak
degerlendiren bir calismada, 1985-2014 yillari arasinda
orijinal calismalarin tim yayinlarin %49'unu olusturdugu ve
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en stk yayin tirl oldugu bildirilmistir (13). Bizim ¢alismamizda
da literatdr ile uyumlu olarak, 5 yilik donemdeki yayinlarin
%46,5'i orijinal arastirma seklindeydi. Calismamizin kapsadigi
yillarayriayriincelendiginde orijinalarastirmaoranlarinin2014
ve 2015 yillarinda %40'lara diisttigu, 2016 yilinda ise %50'nin
Uzerine c¢iktigr gorilmektedir. Ayrica, daha dnce Ulkemizin
de degerlendirildigi arastirmada, 10 yillik ddnemdeki
1921 yayinin %67,8'inin orijinal arastirma seklinde oldugu
bildirilmistir (14). Bu veriler, Glkemizdeki orijinal arastirma
sayisindaki artisa ragmen, toplam vyayinlar icerisindeki
oraninin azalmakta oldugunu gostermektedir. Bu durum,
basitce orijinal calisma disindaki yayinlarin gérece daha kolay
uretilebilir olmasi nedeniyle sayisal ve oransal olarak daha
hizli artis gostermesine bagli olabilecegi gibi; orijinal calisma
planlamasinda ve yuritilmesindeki kaynak temini, etik kurul
onay surecleri, gonulli toplanmasi gibi bazi zorluklardan,
cesitli nedenlerle calismalarin yarim kalmasindan veya yayin
haline getirilememesinden de kaynaklanabilir.

Calismamizda bilimsel Gretkenligin nicel degerlendirmesinin
yaninda niteliklerinin de degerlendirilmesi amaciyla orijinal
calismalarin yayinlandigi dergiler, etki degerleri ve atif sayilar
da incelendi. Orijinal calismalarin %63,01'inin dermatoloji
alanindaki dergilerde yayinlandigi, bu calismalarin ise
%67,4'Unln 10 dergide toplandigi, bu dergilerin 2016 yih
ortalama etki degerlerininise 1,87 oldugu saptandi. Ulkemizin
bilimsel Gretkenligini 1999-2008 yillari arasinda degerlendiren
bir calismada da Tirkiye'den yapilan arastirmalarin %40'min
3 dergide yayinlandigi (J Eur Acad Dermatol Venereol, Int J
Dermatol ve J Dermatol) saptanmistir. Bu U¢ dergi, bizim
calismamizda da yayinlarin kiimelendigi ilk 10 dergi icerisinde
yer almaktaydi (14). Bu durum, yeni makale gdnderilen
dergilerin daha once Ulkemizden yayinlarin agirhikli olarak
yayinlandigi dergiler arasindan secilmesiyle aciklanabilir.

Dermatolojialaninda en yiiksek etki degerine sahip 10 dergide
yayinlanan 69 tane orijinal arastirma ise tim arastirmalarin
sadece %9,2'sini olusturmaktaydi. S6z konusu 69 yayindan
47'sinin tek bir dergide yayinlanmis olmasi da etki degeri
ylksek dergilerdeki orijinal arastirma sayisinin olduk¢a az
oldugunu goéstermektedir. Calismamizda saptanan gorece
diusuk oran dermatoloji alanindaki ve Ozellikle etki degeri
yuksek dergilerde daha ¢ok yayinla yer alinmasi gerektigini
gostermektedir. Bu durum, bahsedilen dergilerin daha
cok temel, deneysel alanlarda yayinlara yer vermesi ile
aciklanabilir. Bu alanlarda nitelikli calismalarin yapilabilmesi
icin, tip fakiltesi ve dermatoloji uzmanlik egitimleri sirasinda
temel arastirma tasarimi, yontemleri konularinin programa
eklenmesine ek olarak arastirma olanaklari ile temel ve klinik
bilimler arasindaki is birliginin artirllmasi fayda saglayabilir.

Atif sayilari degerlendirildiginde ise, 2012-2016 yillari
arasindaki toplam 1602 yayina yapilan toplam atif sayisinin
3523 oldugu belirlendi. Yayin basina disen atif sayisi
2,19 olarak saptandi. Literatiirde dermatoloji alaninda
1985-2014 arasinda yapilan yayinlarin ortalama atif sayisi
dermatoloji dergilerindeki yayinlar icin 8,63, dermatoloji
alani disindaki dergilerdeki yayinlar icin ise 16,18 olarak
saptanmistir (13). Ulkemiz yayinlarini 1999-2008 arasinda
degerlendiren calismada ise, yayin basina disen ortalama

atif sayisi 4,93 olarak saptanmistir (14). Bizim calismamizdaki
distk ortalama atif sayisi, caismamizin daha dar ve yakin
bir tarih araligini kapsamasi ve atif sayilarinin zamanla
artis gostermesiyle aciklanabilir. Ancak yine de Ulkemizde,
ortalama atif degerlerinin diinya geneline gore oldukgca
dusik oldugu soylenebilir. Bu durum, uretilen bilimsel
yayinlarin 6zgunligd, bilime katkisi ve degeri konularinin
sorgulanmasini gerektirmektedir. Ulkemizde yeni
arastirmalarin tasarimi agamasinda, calismanin yenilikgi ve
0zgin olmasi, mevcut bilgiye arti deger katmasi, yontem
acisindan nitelikli olmasi gibi parametrelerin goéz 6nilinde
bulundurulmasinin, diinya geneline gore oldukga dusuk olan
atif sayilarimizi artirabilecegi 6ngorilebilir.

Ayrica calismamizda orijinal arastirma konulari ve yillara gore
degisimleri de degerlendirilmistir. En sik arastirma yapilan
konu her yil icin psoriasis iken bunu Behget hastaligi, akne
ve izotretinoin tedavisi, enfeksiyoz deri hastaliklar ve sag
hastaliklar takip etmekteydi. Bu hastaliklarin sik arastirma
konusu olmasi Glkemizde de sik goriilmeleriyle ve daha kolay
gonllld bulunmasiyla agiklanabilir. Kozmetik dermatoloji
konusunda son yillarda artan ilgiyle bu konuda arastirmalarin
da arttigi gorilmektedir. Dermatopatoloji, dermatocerrahi,
konnektif doku hastaliklari, fototerapi ve hayvan calismalari
gibi alanlarda oldukga az calisma uretilmis olmasi da dikkat
cekicidir. Yeterince ilgi gormeyen bu alanlarda arastirma
yapilmasinin tesvik edilmesi, bu konularda ufuk acici
toplantilar, kurslar diizenlenmesi bu alanlardaki eksikligin
giderilmesini saglayabilir.

Calismanin Kisithihiklar

Calismamizin bazi kisithliklari da mevcuttur. Veri tabani
aramalarinin sadece Index Medicus uzerinden yapilmis
olmasi burada taranmayan yayinlarin degerlendirilememis
olmasina neden olmustur. Ayrica ¢alismamizin retrospektif
olmasi nedeniyle, yayinlarin yapildigi dergiler her yil
guincellenen “Science Citation Index, Science Citation Index-
Expanded” gibi veri tabanlarina gore siniflandirlamamistir.
ileride ulusal ve uluslararasi farkli veri tabanlarini da
degerlendiren bibliyometrik analizler yapilmasi 6nemli
olabilir. Ayrica “dermatology, Turkey” anahtar sézcikleriyle
yapilan aramalar nedeniyle yazar bilgilerinde bu sézciikler
gecmeyen yayinlarin degerlendirme disi kalmis olabilecegi
de bir kisitlilik olarak belirtilebilir. Calismamizin gérece yakin
ve kisa bir tarih araligini kapsamasi yayin basi ortalama atif
degerlerini oldugundan disiik gostermis olabilir.

Sonug

Ulkemizden dermatoloji alaninda yapilan yayin sayilarinin
giderek artmakta oldugu ancak buna karsin etki degeri
yiksek dergilerdeki yayinlarin az oldugu, yayinlarin
c¢ogunlugunun belirli dergilere toplanma egiliminde oldugu,
yayin sayisindaki artisa ragmen atif sayisinda ve yayin basina
ortalama atif sayisindaki gelisimin ayni oranda artmadigi
saptanmistir. Calismamizin, kisithliklarina ragmen ihtiyac
duyulan bir alanda yapilmis olmasi acisindan ve alanimizdaki
bilimsel Uretkenlikle ilgili eksik ve gucli yonleri ortaya
koyarak, sorunlarin belirlenmesi ve ¢6zim Onerilerinin
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ortaya konmasi, ileride planlanacak proje ve calismalara yol
gostermesiagisindan onemlioldugunu diisiinmekteyiz. Bu tir
calismalarin belirli donemlerde tekrarlanmasinin, uluslararasi
karsilastirmalarla birlikte yapilmasinin, dermatoloji alaninda
bilimsel Uretkenligin nicelik ve nitelik agisindan gelisimine
katkida bulunacagi gorisiindeyiz.
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Serum Amyloid A and Lipoprotein Associated
Phospholipase A, Levels in Patients with
Malign Melanoma: Correlations with Clinical
Assessment and Stage

Malign Melanomlu Hastalarda Serum Amiloid A
ve Lipoprotein lliskili Fosfolipaz A, DUzeyleri: Klinik
Degerlendirme ve Evre ile Korelasyon

Abstract

Objective: The lack of validated, sensitive, and specific biomarkers for early diagnosis
and follow-up of patients with malign melanoma (MM) is a major problem today. In this
study, we aimed to investigate the correlations of two inflammatory biomarkers-serum
amyloid A (SAA) and lipoprotein associated phospholipase A, (Lp-PLA,)-in clinical
follow-up and staging of MM.

Methods: Lactate dehydrogenase (LDH) and C-reactive protein (CRP) (Routine), SAA
and S100B (ELISA), and Lp-PLA, (PLAC®Test) activity levels were examined in histologically
and clinically confirmed MM patients (n=131) and in healthy controls (n=27).

Results: Sedimentation rate and LDH, CRP, S100B, SAA, Lp-PLA, activities were found to
be significantly higherin MM patients compared to control group (p<0.05). SAA showed
the strongest correlation with disease stage (Spearman’s correlation coefficient=0.622,
p=0.000). Receiver operating characteristic analysis revealed that SAA exhibited the
largest area under the curve=0.984, p=0.000, highest sensitivity (95%) and specificity
(93%). Pearson'’s test indicated a weak positive correlation between SAA levels and Lp-
PLA, activity (r=0.311, p=0.000).

Conclusion: This is the first study to evaluate the activity of inflammmatory biomarker
Lp-PLA, in melanoma patients. Both SAA and Lp-PLA, were in highest levels in stage
4 patients, and they are thought to be candidate biomarkers to be used in detecting
tumor progression. According to our results, SAA is the biomarker which correlates best
with disease stage in MM.

Keywords: Melanoma, prognosis, serum amyloid A, lipoprotein associated phospholipase
A,. inflammation, biomarker

Amag: Malign melanomlu (MM) hastalarn erken tani ve takibinde kullanilabilecek
onaylanmis, sensitif ve spesifik biyobelirtecglerin eksikligi gonimizde dnemli sorun teskil
etmektedir. Bu calismada yangi iliskili iki biyobelirte¢c olan serum amiloid A (SAA) ve
lipoprotein iliskili fosfolipaz A,'nin (Lp-PLA,) melanomun klinik izlemi ve evrelemesindeki
korelasyonunu arastirmayr amacladik.

Yontemler: Histolojik ve klinik olarak dogrulanan MM hastalar (n=131) ve saglikhgdnUllilerden
(n=27) alinan kan &rneklerinde laktat dehidrogenaz (LDH) ve C-reaktif protein (CRP)
(Routine), SAA ve S100B (ELISA), Lp-PLA, aktivite dUzeyleri (PLAC® Test) calisimigtir.
Bulgular: MM hastalarinda kontrol grubuna kiyasla sedimantasyon duzeyi, LDH, CRP,
S100B, SAA ve Lp-PLA, akfivitesi dUzeyleri anlamli olarak daha yUksek bulunmustur
(p<0,05). Hastalik evresiyle en guclu korelasyon gdsteren belirte¢c SAA olarak saptanmistir
(Spearman’s korelasyon analizinde rho katsayisi 0,622, p=0,000). islem karakteristik
degerlendirmelerine gdre en genis edri altinda kalan alani gésteren=0,984, p=0,000, en
yUksek sensitivite (%95) ve spesifite (%93) SAA’da saptanmistir. Pearson testi sonuclarina
gbre SAA duizeyleriyle Lp-PLA, akfivitesi arasinda zayif gUcte porzitif korelasyon
saptanmigtir (r=0,311, p=0,000).
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Sonug: Bu calisma literatirde ik defa melanom hastalannda enflamatuvar bir belirte¢ olan Lp-PLA, akfivitesinin
degerlendirildigi calismadir. Hem Lp-PLA, hem SAA dUzeylerinin evre 4 hastalarda en yUksek dUzeylere ulastigi, tOmor
progresyonunu arastirmada aday biyobelirtecler olarak kullanilabilecedi dUsinUimektedir. Sonuclarimiza gére SAA MM'de

hastalik evresiyle en iyi korelasyon gosteren belirtectir.

Anahtar kelimeler: Melanom, prognoz, serum amiloid A, lipoprotein iliskili fosfolipaz A,, yangi, biyobelirtec

Introduction

Melanoma accounts for 2% of all cancers and its overall
incidence is increasing dramatically worldwide (1). This
highly aggressive cancer associated with high mortality can
be treated most effectively if the primary tumor is detected
early (2). Following excision of the primary tumor, careful
follow-up for early detection of local relapse, regional or
distant metastases or secondary tumor occurrence is critical
to disease prognosis (3).

Currently available methods for early melanoma detection,
prognosis assessment and disease monitoring focus on
clinical and histological metrics of the primary tumor at
diagnosis and on the use of serologic markers and advanced
radiographic imaging as follow-up. Imaging-based detection
or monitoring methods are useful, but their use is often
limited due to economic and health concerns. Serological
biomarkers, on the other hand, are minimally invasive,
convenient, cost-effective and may provide new insights
into the disease biology. Serological biomarkers previously
investigated include lactate dehydrogenase (LDH), C-reactive
protein (CRP), S100 proteins, melanoma inhibiting activity,
angiogenesis factors including vascular endothelial growth
factor, cell adhesion molecules including soluble intracellular
adhesion molecule, cytokines and cytokine receptors
including interleukin (IL)-6, IL-10 and serum amyloid A (SAA).
However, none of these biomarkers possess ideal predictive
criteria and there is currently no consensus on optimal follow-
up strategy (4,5).

Early dissemination of metastases and the poor prognosis
following metastasis highlight the need for continued
biomarker research for melanoma. Achieving better
understanding of the pathology, determining tumor burden
and stage progression represent aims that assessment of
reliable biomarkers could aid (6-8).

This study focused on two novel inflammatory markers
in melanoma patients based on the well-characterized
association of chronic inflammation with tumorigenesis and
disease progression (9).

The first is SAA, one of the acute phasemarkers produced in
the liver (10). The protein is increased even from early stages
in ovarian cancers and in others, such as esophageal, lung and
endometrial cancers, it is proposed to have a prognostic value
(11). Similarly, SAA is significantly increased in all melanoma
stages (1 to 4), the most significant increase being in the
advanced disease. In early stage patients with significantly
increased SAA levels, this increase is also correlated with
disease progression (12).

A second inflammation-related biomarker we investigated
is lipoprotein associated phospholipase A, (Lp-PLA), a

secretory isoform of the PLA, family. This enzyme specifically
hydrolyzes phosphatidylcholines in low-density lipoprotein
(LDL) particles within the arterial intima-media to form
lysophosphatidic acid (LPA), oxidated free fatty acids (FFA)
and arachidonic acids, precursors of eicosanoids which are
potent proinflammatory agents (13).

Extensive research conducted on the biology and role of the
enzyme in the last decade have shown that Lp-PLA, is an
independent risk factor of coronary events and it has a role in
stroke, diabetes, apoptosis (14-16). LPA’s, the products of the
PLA, family, have been identified as a major tumor-promoting
factor in ovarian cancer ascites and recently some isoforms of
PLA, are proposed to have an oncogenic role and therapies
targeting secreted PLA, (sPLA) inhibition are in search (17-
19).

In acute phase response, elevated acute phase form of SAA
(A-SAA) is shown to induce PLA, enzyme activity. A-SAA
associated high-density lipoprotein (HDL) is damaged by
sPLA, 2-3 times more easily compared to normal HDL. Thus,
increased PLA, hydrolysis of HDL in acute phase is proposed
to be A-SAA mediated (10).

The relationship between SAA and PLA, in inflammation
and the known role of proinflammatory state in tumor
formation and progression was the primary motivation for
this study. Our hypothesis was that if the SAA levels and Lp-
PLA, activities are significantly higher in melanoma patients
compared to controls and/or if they are correlated with
clinical assessment and staging of malign melanoma, then
they might serve as possible diagnostic tools for detection
of melanoma progression. This, in turn, might bring value
to improve early detection of stage change and/or patient
monitoring. To the best of our knowledge (PubMed search
with keywords “Lp-PLA}, and “melanoma”) no studies have
explored the role of Lp-PLA, in melanoma and whether the
levels of SAA in melanoma patients is associated with Lp-PLA,
activity.

Methods

This study included 131 histologically and clinically confirmed
melanoma patients according to American Joint Committee on
Cancer (AJCC) staging who were followed-up at Ege University
Faculty of Medicine, Department of Dermatology. Patients at
different disease stages, but who had not received systemic
treatment for melanoma, anti-obesity medications or therapies
for estrogen replacement, thyroid maintenance, lowering lipid
level or treating chronic inflammation during the previous
three months were recruited to the study. Twenty-seven
healthy volunteers with the same age span who did not have
a history of systemic disease or infection or any pathological
findings on physical examination were included in the control



group. All subjects underwent a standardized interview and
were questioned about medical history specifically including
physician-diagnosed hypertension, cardiovascular events,
hyperlipidemia, diabetes, etc. Current medications were also
recorded. None of the patients in the melanoma or control
groups had cardiovascular disease history or abnormal lipid
profile as assessed by total cholesterol, LDL-cholesterol, HDL-
cholesterol and triglyceride levels.

The protocol for the study was approved by the Ege University
Faculty of Medicine Ethics Committee on Clinical Research
(approval number: 13-6/54) and written informed consent
was obtained from all subjects.

Blood samples were collected in Vacutainer tubes (Becton
Dickinson, USA) both with and without EDTA between 8.00-
10.00 a.m., centrifuged within 1 h after collection at 2000 g for
10 min and stored at 80 °C until analysis. We evaluated A-SAA
levels and Lp-PLA, activities in stage 1, 2, 3 and 4 melanoma
patients along with other known serologic inflammatory
biomarkers (LDH, CRP and S100B) used in the follow-up. All
laboratory analyses were carried out blinded with respect to
patient or control status.

LDH and CRP levels were analyzed using a Beckman Coulter
Unicel DxC 800 Synchron auto analyser. SAA and ST100B levels
were analyzed by sandwich based ELISA based commercial
kits (CusoBio Inc, Wuhan, China). LP-PLA, activity was
determined using the PLAC® Test enzyme assay for Lp-PLA,
activity (DiaDexus Inc,, San Francisco, USA) and the rate of
formation of the colored reaction product (4-nitrophenol)
was spectrophotometrically determined using a Unicel DxC
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800 Synchron (Beckman Coulter, USA). Lp-PLA, activity was
calculated from the rate of absorbance change.

Statistical analysis was performed using SPSS software (SPSS
Inc., Chicago, lllinois, USA). Student’s t-test was used to test
for significant difference between the means for control
group and patient group data. Variance analysis was used
to determine significance of difference between means for
control and patient groups with respect to melanoma clinical
stage. The post-hoc Tukey test was performed for biomarker
values whereby significant difference was detected by
variance analysis. Spearman’s rank correlation was used to
assess relationships between the variables. A p value <0.05
was considered as significant. The sensitivity and specificity of
each marker were assessed by the areas under the respective
receiver operating characteristic-area under the curve (ROC-
AUCQ) to evaluate the ability of each marker to discriminate
melanoma patients from healthy controls.

Results

The malign melanoma group consisted of 131 patients
(67 female, 64 male), the control group included 27 cases
(15 female, 12 male). Characteristics and biomarker values
for all patients are summarized in Table 1. There was no
significant difference with respect to gender, age and body
mass index, between the patient and control groups. T-test
analysis showed significantly higher sedimentation rate,
LDH, CRP, S100B, SAA levels and Lp-PLA, activity in the
malign melanoma patient group compared to the control
group (p=0.000, p=0.014, p=0.000, p=0.000, p=0.000,

Table 1. Malign melanoma and control group characteristics and studied biomarker values

Malign melanoma group (n=131) Control group (n=27) p values

Mean + SD Min-max Mean + SD Min-max
Age (in years) 47.21+£12.33 20.00-65.00 44+10.54 26.00-64.00 0.210
Body mass index 26.74+4.62 17.58-41.80 25.36+3.86 19.38-35.99 0.156
LDL-cholesterol (mg/dL) 124.04+33.93 67.0-214.0 119.00£28.43 81.00-196.00 0.213
HDL-cholesterol (mg/dL) 48.76+23.80 20.0-117.0 53.50+£16.82 28.00-95.00 0.246
Total-cholesterol (mg/dL) 206.43+£37.48 142.0-303.0 205.00£57.50 136.00-312.00 0.862
Sedimentation rate (mm/h) 17.11+14.46 2-92 8.19+4.45 2-16 0.000
LDH (IU/L) 198.70+90.78 110.00-963.00 154.70+32.34 113.00-219.00 0.014
CRP (mg/dL) 0.59+1.18 0.10-9.70 0.18+0.09 0.00-0.30 0.000
S100B (pgr/L) 0.22+0.29 0.01-1.48 0.106+0.061 0.020-0.270 0.000
SAA (ugr/mL) 13.95+13.25 1.60-122.40 2.37£1.43 1.10-7.40 0.000
Lp-PLA, (nmoL/min/mL) 179.14+44.49 58.90-315.40 148.65+36.64 98.60-218.00 0.001
LDL: Low-density lipoprotein, HDL: High-density lipoprotein, LDH: Lactate dehydrogenase, CRP: C-reactive protein, SAA: Serum amyloid A, Lp-PLA,: Lipoprotein associated
phospholipase A, SD: Standard deviation, Min: Minimum, Max: Maximum
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Table 2. Mean, standard deviation, minimum/maximum values for investigated biomarkers in controls and malign

melanoma patients at various clinical stages

n Mean Standard deviation | Minimum Maximum

LDH (IU/L) Controls 27 154.70 32.34 113.0 219.0
AN =R 1 33 168.55 26.77 110.0 211.0

2 32 185.66 47.60 116.0 294.0

3 31 201.10 57.84 125.0 411.0

4 29 242.03 165.56 117.0 963.0
CRP (mg/dL) Controls 26 0.18 0.09 0.00 0.30
ANOVA, p=0.007 1 33 0.52 1.26 0.10 7.50

2 32 0.48 0.39 0.10 1.80

3 31 0.31 0.23 0.10 1.30

4 29 1.18 1.97 0.10 9.70
S100B (pgr /L) Controls 27 0.11 0.06 0.02 0.27
LN =LY 1 33 0.11 0.03 0.01 0.18

2 32 0.14 0.07 0.05 0.30

3 31 0.40 0.45 0.06 1.48

4 29 0.26 0.31 0.06 1.43
SAA (pgr/mL) Controls 27 2.37 1.43 1.10 7.40
SN =T 1 33 9.87 391 1.60 18.60

2 32 13.33 11.41 4.50 67.80

3 31 12.88 6.72 3.89 36.40

4 29 20.71 23.01 5.00 122.40
Lp-PLA, (nmoL/min/mL) Controls 27 148.65 36.64 98.60 218.00
LINON =LY 1 33 155.94 40.22 58.90 238.10

2 32 187.38 37.25 119.60 315.40

3 31 179.05 45.35 89.00 245.30

4 29 197.50 48.86 121.30 298.00
LDH: Lactate dehydrogenase, CRP: C-reactive protein, ANOVA: Analysis of Variance, SAA: Serum amyloid A, Lp-PLA : Lipoprotein associated phospholipase A,

p=0.001, respectively). The melanoma group patients were
classified according to the AJCC guidelines on staging and
classification; stage 1 (n=33), stage 2 (n=32), stage 3 (n=31),
stage 4 (n=29). Additionally, there were three mucosal, two
uveal and one melanoma in situ patients in this group.

Analysis of investigated biomarkers for healthy controls and
melanoma patients in various stages (Table 2) indicated that
there were significant differences for LDH between controls
and stages 2 and 3 (p=0.044, p=0.004, respectively), CRP
between controls and stage 2 (p=0.001), ST00B between
controls and stage 3 (p=0.010), stages 1 and 3 (p=0.009),
stages 2 and 3 (p=0.027), SAA between controls and stages 1,
2,3 and 4 (p=0.000, p=0.000, p=0.000, p=0.002 respectively),
Lp-PLA, between controls and stage 2 (p=0.05), controls and
stage 4 (p=0.000), stages 1 and 2 (p=0.024), stages 1 and 4
(p=0.001).

Correlation between the disease stages and LDH, CRP, S1008B,
SAA levels and Lp-PLA, activity evaluated using Spearman's
rho correlation coefficient (r) revealed a positive relation
for all parameters (r=0.360, p=0.000; 0.387, p=0.000; 0.408,
p=0.000; 0.622, p=0.000, 0.361, p=0.000, respectively),
indicating the strongest correlation for SAA.

Pearson’s correlation test showed a weak positive correlation
between SAA levels and Lp-PLA, activity (r=0.311, p=0.000).
Additionally, SAA and LDH (r=0.272, p=0.001), Lp-PLA, and
S100 (r=0.227, p=0.004) or LDH (r=0.216, p=0.007) showed
weak positive correlations.

ROC analysis was used to determine the threshold or “cut-
off” values which allow positive or negative discrimination
of patient from control group with respect to individual
biomarkers. ROC curves for the biomarkers evaluated in the
present study are shown in Figure 1. Among the biomarkers
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Figure 1.Receiver operating characteristic curvesforlactate
dehydrogenase (a), C-reactive protein (b), S100B (c), serum
amyloid A (d) and lipoprotein associated phospholipase
A, (e). Among the biomarkers tested in our study, serum
amyloid A (area under the curve=0.984, p=0.000) has the
largest area under the curve with the highest sensitivity
(95%) and specificity (93%) at the cut-off value of 4.75 pgr/
mL. Area under the curve values for the other biomarkers
were lactate dehydrogenase (0.715, p=0.000), C-reactive
protein (0.706, p=0.000), S100B (0.692, p=0.002) and
lipoprotein associated phospholipase A, (0.695, p=0.001)

ROC: Receiver operating characteristic, LDH: Lactate dehydrogenase,
SAA: Serum amyloid A, Lp-PLA,: Lipoprotein associated phospholipase
AZ, CRP: C-reactive protein

tested in our study, SAA (AUC=0.984, p=0.000) has the largest
AUC with the highest sensitivity (95%) and specificity (93%)
at the cut-off value of 4.75 pgr/mL. AUC values for the other
biomarkers in this study were LDH (0.715, p=0.000), CRP
(0.706, p=0.000), S100B (0.692, p=0.002) and Lp-PLA, (0.695,
p=0.001). Choosing a cut-off point of 155 nmoL/min/mL for
Lp-PLA, yielded a sensitivity of 72.8% and a specificity of
63%; for S100B (cut-off 0.10 pgr/L) 70.4% sensitivity, 59.3%
specificity, for LDH (cut-off 155 IU/L) 59.3% sensitivity, 74.4%
specificity; for CRP (cut-off 0.25 mg/dL) 73% sensitivity, 67%
specificity.

Discussion

This study addressed the need for contributing to the
research of reliable biomarkers for early detection at

diagnosis or follow-up of malign melanoma patients. Both
is crucial as early excision of the tumor at diagnosis and/
or using appropriate therapies as disease stage changes
are needed for the control of this highly aggressive tumor.
We focused on the relationship between inflammation
and tumor development and evaluated five inflammatory
markers (LDH, CRP, S100B, SAA and Lp-PLA.) in controls and
malign melanoma patients in different disease stages to
correlate the biomarker changes with the clinical evolution
of the disease. Significantly elevated levels/activities of all
biomarkers in patients compared to controls indicated the
role of inflammation in malign melanoma development.
ROC analysis of biomarkers in discriminating patients from
controls showed that SAA is the best available marker with
AUC=0.984. Our results also indicated that SAA had the
highest sensitivity (95%) and specificity (93%) in diagnosing
patients. This study was the first to assess Lp-PLA, activity, a
secreted form of phospholipase enzymes which are attributed
to have a role in tumor development and progression via
their inflammatory role, in melanoma patients. Significantly
elevated activities in malign melanoma patients compared
to controls, the increase in activity in advanced stages of
disease (with a significant difference in early stage changes)
and the positive correlation between the enzyme and SAA
promises initial hope for conducting further studies on this
new biomarker.

Malign melanoma is a highly aggressive tumor with early
dissemination of metastases. Its incidence is increasing
worldwide and unfortunately advanced stages are among
the most aggressive and treatment-resistant human cancers.
Therefore, earlydetectionandassessmentof stage progression
is currently the main aim of biomarker research in this field.
Various serological biomarkers were previously characterized
with respect to melanoma related patient measures. For
example, LDH and S100B are useful for assessing prognosis
of patients in advanced stages, however they are of little use
in early stages (8). LDH level is currently the only serological
biomarker recommended by the AJCC staging system (4) for
melanoma along with histological and cytometric measures
that include Breslow tumor thickness, ulceration, number
of mitosis and nodal involvement. LDH becomes increased
during tumorigenesis due to both the well known Warburg
effect in cancer cells and release of the cytoplasmic enzyme
through necrotic cell damage (20). Elevated LDH levels
strongly correlate with tumor burden, disease progression
and decreased survival; therefore the enzyme is accepted as
a strong independent adverse prognostic factor in metastatic
melanoma (21-24). However, LDH level does not perform well
in discriminating melanoma patients entering stage 4 from
earlier stages. Moreover, LDH is prone to false positive results
as it is released during other non-melanoma conditions
as hemolysis, hepatitis, myocardial infarction, muscular
disorders and infections (25). Similar to previous studies, this
study showed significantly increased LDH activities in the
malign melanoma patient group compared to the control
group. Our results are consistent with those of Deichmann et
al. (25) who reported that LDH is not of value in discriminating
patients entering stage 4.
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CRP, synthesized by hepatocytes in response to IL-6 secreted
from melanoma cells, is associated with progression of
distant metastases during therapy and shortened survival
in metastatic melanoma patients (25,26). Another study (27)
proposed CRP as an independent prognostic indicator of
both early and advanced stages. However, as a non-specific
acute phase protein, the marker was reported to have low
specificity, limiting its clinical usefulness. In the present study,
CRP levels were significantly increased in malign melanoma
patient group compared to the control group and a significant
difference was found between control and stage 2 patients.

S100 proteins are members of a large family of proteins with
complex and multifactorial biology that includes escaping
from immune system control and contributing to active
tumorigenic processes such as cell proliferation, metastasis
and angiogenesis (28). S100B levels reflect tumor mass and
are also reported to be very sensitive, potentially superior for
detecting the development of metastasis in melanoma (29)
but suffer from low sensitivity in practise (30). Furthermore,
S1008B is not useful for screening or early melanoma detection
as its level is only increased with advanced clinical stage and
only very few patients exhibit elevated levels in early-stage
disease (24,30). We found S100B levels were significantly
higher in the malign melanoma group compared to the
control group. Notably, stage 3 patients showed significantly
higher levels compared to stage 1 and stage 2 patients.

SAA protein is a sensitive indicator of inflammation produced
in the liver and an apo-lipoprotein primarily associated with
plasma HDL. In chronic inflammation associated with tumor
formation, SAA levels continue to increase substantially
(10,31,32). Increased levels of SAA were reported in
association with hepatic, gastric, lung, ovary, renal, breast,
uterine, colon, pancreatic and prostate cancers (32).

Inflammatory responses contribute to induction and
progression of tumor formation, malign transformation,
invasion, and metastasis besides their negative effects
in immune surveillance and treatment response (33).
Thus, cancer-related inflammation is recently the target
of innovative diagnostic/therapeutic strategies and it is
attributed to be the 7" sign of cancer besides the well known
6 hallmarks (sustained growth signal, escape from growth
receptors, resistance to cell death, replicative immortality,
induction of angiogenesis and invasion/metastasis (34,35).

A previous study by Findeisen et al. (12) investigated known
prognostic serum biomarkers CRP, LDH, S100B and SAA in
melanoma patients. Increased serum values of LDH, CRP, SAA
and S100B were found to be associated with low survival rates
in stage 4 melanoma patients. This study concluded that SAA
is a strong prognostic factor in all melanoma stages, while
SAA and CRP in combination had greater predictive power
for prognosis of early stage patients.

Similarly, our melanoma patient group had significantly
greater SAA levels compared to that for the control group
(p=0.000). Significant differences in SAA levels were revealed
between the control group and groups at each stage (stage 1,
p=0.000; stage 2, p=0.000; stage 3, p=0.000; stage 4, p=0.002).

We found a positive correlation between disease clinical
stages and SAA levels (r$=0.622, p=0.000), representing the
best combination of sensitivity and specificity (95%, 93%,
respectively).

PLA,'s are a superfamily of esterases that hydrolyze the sn-2
ester bond in glycerophospholipids, releasing FFA and LPA.
During the acute inflammatory phase, PLA s also hydrolyse
HDL, which now contains A-SAA instead of apolipoprotein A1.
This A-SAA stimulated activity increases production of FFA,
eicosanoids and LPA’s (10). Generation of proinflammatory
lipid mediators (such as thromboxanes, prostaglandins and
leukotrienes) from the released FFA's explains how PLAS
mediate inflammatory responses and play a role in cellular
injury (36). On the other hand, LPA’s, the other product of
PLA, hydrolysis, are identified as a major tumor-promoting
factor in ovarian cancer ascites (17,18). Another research have
shown that LPA is a potent chemoatractant for melanoma
cells in general, and that outward-oriented gradients of LPA
are self-generated by melanoma cells. They determined
that LPA chemotaxis provides a strong drive for melanoma
cells to invade outwards; cells create their own gradients by
acting as a sink, breaking down locally present LPA, and thus
forming a gradient that is low in the tumour and high in the
surrounding areas (37).

To date, morethan 30 PLA, isoforms and related enzymes have
been identified with various tissue distributions, biological
functions and substrate specificities. Among these, sPLA,
and Lp-PLA, are secreted enzymes and especially sPLA s are
the focus of cancer studies including breast, colon, pancreas
and prostate cancers. New studies (19,38) also showed
some evidence other PLA s involvement in promoting the
development of various cancers, mainly ovarian cancer. It has
been proposed that some isoforms of sPLA, have oncogenic
roles and therapies targeting sPLA, inhibition are currently
under investigation (19,38).

Lp-PLA, [also called platelet activating factor acetylhydrolase
(PAF-AH)] is a secreted circulatory enzyme of the PLA,
family which is primarily produced by inflammatory cells
(monocytes, macrophages, T-lymphocytes and mast cells)
(39). It plays a role in the inflammation of blood vessels and
its activity is bound to atherogenic small-dense LDL particles
(40). Also, the importance of substrates and products of PAF-
AH on key cellular functions has been evaluated in cell-based
analyses which revealed that these metabolites can have
pro- and antitumorigenic functions. Studies in genetically
engineered mice lacking PAF-AH expression and genetic
manipulation of PAF-AH levels in cancer cells demonstrated
diverse functions of the protein in models of melanoma,
prostate cancer, colon cancer and others (41).

Thus, although recent studies have shown that Lp-PLA, is an
independent risk marker for cardiovascular disease, including
coronary heart disease, and ischemic stroke, the mechanism
of its regulation has not been fully elucidated yet. Modest
increases in Lp-PLA, activity have also been observed in a
wide range of inflammatory pathologies such as pregnancy-
induced and essential hypertension, ischemic stroke,
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diabetes mellitus, glomerulonephritis, rheumatoid and non-
rheumatoid arthritis, and chronic cholestasis (42,43).

Interestingly, a recent study (39) investigated the influence of
SAA on the expression of Lp-PLA, and found that recombinant
SAA up-regulated Lp-PLA, expression in a dose and time-
dependent manner in both THP-1 cells and apolipoprotein
E (-/-) mice via a formyl peptide receptor like-1/mitogen-
activated protein kinases/peroxisome proliferator-activated
receptor-y signaling pathway.

We designed the current study to further investigate the role
of inflammation in tumorigenesis. In doing so, we discovered
a possible relationship between SAA and PLA ’s. Although
other PLA)s have been investigated in various cancer
types, this is the first study that evaluates Lp-PLA, in malign
melanoma patients. Our study showed a significant, positive
correlation between Lp-PLA, activity and SAA in different
stages of malign melanoma. We chose to determine Lp-PLA,
activity instead of Lp-PLA, mass measurements because the
enzyme mass represents Lp-PLA's mass in intact lipoproteins,
whereas the activity shows the phospholipase activity. Lp-
PLA, activity test requires very small amounts samples (1-10
pL of plasma), is easy to perform and feasible to develop into
an automated test.

Study Limitations

This study also has potential limitations. First, using a case-
control design does not allow assessment of any causal role
of Lp-PLA, in the initiation or the progression of malignant
melanoma. However, the primary aim of our pilot study was
to investigate the potential association between melanoma
clinical stages and Lp-PLA, among other well-known
inflammatory biomarkers. Secondly, PLA, enzymes may be
elevated in patients with other inflammatory diseases and/
or cancers. This can lead to false positive conclusions and is
a potential caveat for the clinical application of PLA, activity
as an efficacious predictive biomarker. However, differential
diagnostic tests could be used to confirmation or rule out
other known causes of elevated PLA, activity.

Conclusion

The results of this study support the notion that Lp-PLA, and
SAA, alone or together, may be good predictive biomarkers
for assessment of malignant melanoma staging. In our study,
bothSAAandLp-PLA, were elevated in melanoma patient sera
initially from stage 1 and reached the highest levels in stage
4, suggesting a positive association with tumor progression.
Serial Lp-PLA, measurements could be used to reduce the
number and overall cost of other diagnostic procedures such
as imaging techniques. This in turn, will have high value in
restaging the patient and/or starting a change in therapeutic
strategy when necessary. Further prospective cohort studies
with larger patient populations including complete follow-
up data and serial blood measurements are required to
establish the significance of the enzyme’s activity as either
diagnostic or prognostic marker for malignant melanoma.
Nevertheless, future studies on the significance of elevated
Lp-PLA, activity in disease detection and progression will be
highly interesting.
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Alopesi Areatali Hastalarda El Dermoskopu
Kullanarak Tedaviye Yanitin Degerlendirilmesi
Evaluation of Treatment Response by Using

a Handheld Dermoscope in Patients with
Alopecia Areata

Amag: Alopesi areatall hastalarda tedaviye yanit degiskendir ve belirgin sac cikisi olana
kadar anlasiamayabilir. Bu calismanin amaci, alopesi areatada tedavi basarisinin
degerlendiriimesinde el dermoskopunun olasi faydasinin belirlenmesidir.

Yontemler: Calsmaya alopesi areata tanisi alan 49 hasta alindi. Tani klinik olarak
kondu ve supheli olgularda sacl deriden biyopsi yapildi. Dermoskopik muayene 10 kat
bUyUtme saglayan polarize skl el dermoskopu ile yapildi. Resimler, 3 katlk bUyUtme
saglayan dijital fotograf makinesiyle cekildi. Kirk dokuz hastadan 30'u é ay boyunca
takip edilerek calismayl famamladi.

Bulgular: Otuz hastanin 12'si fedaviye tam yanit verirken (grup 1), 18 hasta tedaviye iyi
yanit vermedi veya tamamen yanitsizdi (grup 2). Tedavi 6ncesi trikoskopik bulgulara
bakildiginda, sadece incelen saclar grup 1'de grup 2'ye gére anlamli olarak daha sik
goruldu. Grup 1'in tedavi dncesi ve sonrasi bulgular incelendiginde; sar nokta, siyah
nokta, incelen saclar ve kirk saclar tedavi sonrasi azalmis ya da kaybolmustu ve bu
fark istatistiksel olarak anlamliydi. Birinci gruptaki tUm hastalarda tedavi sonunda kisa
terminal saclar ortaya cikmigti.

Sonug: Calismamiza goére, polarize ikl el dermoskopu alopesi areatall hastalarda
tedavi basarnisinin degerlendiriimesinde fayda saglamaktadir.

Anahtar kelimeler: Alopesi areata, dermoskopi, el dermoskopu, takip, tedavi, trikoskopi

Abstract

Objective: Treatment response is variable in patients with alopecia areata, and may
not be understood until significant hair growth is obtained. The aim of this study is fo
determine the potential benefit of handheld dermoscope in evaluating of treatment
success in alopecia areata.

Methods: Forty-nine patients who were diagnosed with alopecia areata were included
in the study. Diagnosis was established clinically, and scalp biopsy was performed in
doubtful cases. Dermoscopic examinations were performed by a polarized light and
handheld dermoscope with 10-fold magnification. The images were taken by a digital
camera with threefold optical zoom. Among 49 patients, 30 of them were followed-up
during six months and concluded the study.

Results: Of the 30 patients, 12 had a complete response to freatment (group 1),
whereas 18 patients did not respond well to tfreatment or were remained completely
responseless (group 2). When the trichoscopic findings were examined prefreatment,
only thinning hairs were significantly more frequent in group 1 than group 2. The pre- and
posttreatment findings of group 1 was shown that yellow dots, black dots, thinning hairs
and broken hairs decreased or disappeared after the freatment, and this difference
was statistically significant. In all of the patients in the first group, short terminal hairs were
appeared at the end of freatment.

Conclusion: According to our study, polarized light handheld dermoscope provides
benefit for the evaluation of freatment success in patients with alopecia areata.
Keywords: Alopecia areata, dermoscopy, handheld dermoscope, follow-up, treatment,
frichoscopy
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Giris

Organa 6zel otoimm{in bir hastalik olarak kabul edilen alopesi
areatada (AA) her hastada etkili olan bir tedavi yontemi yoktur
ve hastalar farkli tedavilere degisken cevaplar verebilmektedir
(1). Tedaviye yaniti degerlendirmek icin saclarin uzayip
gorunir hale gelmesi beklenmektedir. Dolayisiyla, uygulanan
tedavinin etkinligini daha erken donemde degerlendirecek
bir yontem olmasi mevcut tedaviye devam etmek ya da baska
bir secenege ge¢mek acisindan faydali olacaktir.

Son yillarda, tani zorlugu yasanan alopesilerde klinik
muayeneye yardimci bir tani yontemi olarak trikoskopi
sikca kullanilmaya baslanmistir.  Trikoskopik bulgularin
AAda hastaligin seyrinin éngorilmesi ve tedaviye yanitinin
degerlendirilmesindeki rollini arastiran az sayida, farkh
sonuclara sahip calisma vardir (2-6). Bu calismada, el
dermoskopu  kullanarak trikoskopik bulgularin  AAda
prognostik onemini belirlemek ve tedavi etkinligini
degerlendirmek amaglanmistir.

Yontemler

Calismaya, Baskent Universitesi Tip Fakiiltesi Deri ve Ziihrevi
Hastaliklar Anabilim Dal'na Kasim 2008-Eylil 2009 tarihleri
arasinda sa¢ dokilmesi sikayetiyle basvuran ve klinik olarak
AA tanisi alan hastalar dahil edildi. Bu ¢alisma icin Baskent
Universitesi Tip Fakiiltesi Tip ve Saghk Bilimleri Arastirma
Kurulu ve Klinik Arastirmalar Etik Kurulu'nun onaylari ile tim
hastalardan bilgilendirilmis gonulli onam formu alindi (onay
no: KA08/277).

Detayli hastalik oykiisi (baslangi¢ yasi, hastalik siresi,
eski tedaviler ve bunlarin etkinligi gibi) alinan hastalarin
dermatolojik muayenesinde, alopesinin yerlesim vyeri ve
yayginhgi belirlendi. Klinik olarak tani zorlugu yasanan
hastalardan 4 mm’lik 2 adet (vertikal ve horizontal kesit icin)
punch biyopsi 6rnegi alindi. Kesin tani, klinik muayene ve
gerekli hastalarda histopatolojik incelemeyle kondu.

Trikoskopik fotograflar, klinik fotograflamada kullanilan
dijital fotograf makinesine (Sony Cyber-shot DSC-W70, Sony
Corporation, Japonya) polarize istk dermoskopunun (Dermlite
Il Pro HR, 3Gen LLC, Amerika Birlesik Devletleri) takilmasiyla,
alopesik yamalarin kenar ve orta kisimlarindan cekildi.
Trikoskopik goriiniimler, dermoskopun 10 kat buyitmesine
ek olarak, fotograf makinesinin yaptigi 3 kat yakinlastirma
(zoom) da kullanilarak 30 kat buytitmede cekilmis oldu. Tedavi
oncesi/sonrasi ve her kontrolde fotograf cekimi yapildi.

Hastalarin sa¢ kaybi yama, ofiyazis, alopesi totalis (AT) ve
alopesi niversalis (AU) olmak tizere 4 gruba ayrildi. Sach
deride tutulan ylizey alaninin belirlenmesinde Severity of
Alopecia Tool (SALT) skorlamasi kullanilarak hastalar 6 grupta
siniflandinldi (7):

1.50: Sac kaybi yok
2.51:<%25
3.52:%25-49
4.53: %50-74

5.54:%75-99
a: %75-95

b: %96-99
6.55: %100

Alti ayhk tedavi sonunda hastalar, Tosti ve ark!nin (8)
derecelendirme sistemi kullanilarak, tedaviye; 1) yanit
vermeyenler (sa¢ ¢ikmasi yok veya ince pigmentsiz sag
¢ikmasi var), 2) az yanit verenler (yamasal sekilde terminal sag
¢ikmasi var), 3) yanit verenler (%75'in lizerinde terminal sag
cikmasi var) seklinde 3 grup altinda siniflandirildi.

Dermoskopik bulgular tedavi yanitlarina gore karsilastirmak
icin tedaviye yanit verenlere “grup 1" az yanit veren veya hig
vermeyenlere ise “grup 2" denildi.

Hastalarin tedavileri giincel tedavi rehberlerine uygun olarak
hastalik siddetine gdre yapildi (9). Yama tarzinda olanlara
intralezyonel kortikosteroid (ILKS) uygulandi. AT, AU ve ILKS
tedavisine direncli yama tarzi AA hastalarinda okliizyonla
potent topikal steroid, intramiskiler depo steroid, oral
siklosporin veya oral sulfasalazin tedavileri denendi.

Hastalar ayni arastirmaci tarafindan 6 ay boyunca ayda bir kez
gorilerek, klinik ve trikoskopik muayeneleri yapildi.

Calismaya ait verilerin istatistiksel analizi SPSS 16.0 istatistik
paket programi kullanilarak yapildi. Strekli degiskenler
ortalama + standart sapma, sayimla belirtilen degiskenler ise
yuzdelerle gosterildi. Karsilastirmalarda, ki-kare ve Fischer’in
ki-kare testleri kullanildi. Tedavi dncesi ve sonrasi trikoskopik
bulgularin karsilastirilmasi icin toplam Gstinden McNemar
testi uygulandi. P degerinin 0,05'ten kiiclik olmasi istatistiksel
olarak anlamli kabul edildi.

Bulgular

Calismaya alinan 49 hastadan 30'u (%61) 6 aylik tedavi
stiresini tamamladi. Hastalarin 19'u (%63,3) kadin, 111 (%36,7)
erkekti ve yaslari 16-59 arasinda (ortalama yas 29,8+1,1)
degismekteydi. Tani zorlugu yasanan 6 hastadan biyopsi
alindi.

Hastalarin 26'sinda yama, 2'sinde AU, 1'inde AT ve Tinde
ofiyazis tipinde AA saptandi. SALT skorlamasina gore, 27
hastada bolgesel (S1 veya S2) ve 3 hastada yaygin (S4a veya
S5) tip AA saptandi.

Otuz AA hastasinin 15'ine iLKS, 8 hastaya ILKS ve intramiskiiler
depo steroid tedavisi (en fazla 3 kez), 3 hastaya okliizyonla
potent topikal steroid, 3 hastaya sistemik siklosporin ve diger
tedavilere direncli olan 1 hastaya da sistemik sulfasalazin
tedavisi verildi.

SALT skoruna gore hastalar gruplandiginda; 24 hasta S1, 3
hasta S2, 1 hasta S4a ve 2 hasta S5 evresinde yer aldi. Alti aylik
tedavinin sonunda S1 grubundaki 12 hasta SO'a gerilerken,
S4aolan 1 hasta da S5'eilerledi. Diger hastalarin tedavi 6ncesi
ve sonrasi SALT skorlari arasinda fark yoktu (Tablo 1).

Trikoskopik Bulgular

Tedavioncesisaptanan trikoskopik bulgular goriilmeyerlerine
gore 2 baslik altinda toplanmis ve Tablo 2'de 6zetlenmistir.
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Folikiiler Bulgular

Folikiler alanda sari noktalar (Resim 1A, 1B, 2A), siyah noktalar
(Resim 1A), incelen saclar (Resim 1B), kirik saclar (Resim 1B),
vellis saclar (Resim 1C, 2A), kisa terminal saclar (Resim 1D),
sac capl farkliligi (Resim 1D) ve Pohl-Pinkus konstriiksiyonlari
(Resim 1B) saptandi.

Folikiiler ve interfolikiiler Bulgular

Kirmizi noktalar (Resim 1E), dallanan kirmizi ¢izgiler (Resim
1F), bal petegi pigment agi (Resim 1C) ve skuam (Resim
1A) hem folikiiler hem de interfolikller alanda gozlenen
bulgulard.

Tedavi yanitlarni degerlendirildiginde, 30 hastanin 12'sinin
tedaviye yanit verdigi, 5 hastanin az yanit verdigi ve 13
hastanin ise yanit vermedigi goérildi. Ote yandan, tedavi
oncesi grup 1 (yanit verenler) ve grup 2'nin (az veren veya
vermeyenler) bulgular karsilastirildiginda incelen saglar
grup Tde (%75) grup 2'e gore (%33) istatistiksel olarak

Tablo 1. Alopesi areatali hastalarda tedavi oncesi ve

sonrasi tutulan yiizey alanindaki degisiklikler

anlamli derecede daha sik goruldi (p=0,025) (Tablo 3). Diger
trikoskopik bulgular agisindan 2 grup arasinda fark yoktu.

Tedaviye yanit veren hastalarin (n=12) tedavi 6ncesi ve sonrasi
trikoskopik bulgulari karsilastinldiginda; tedavi sonunda sari

Tablo 2. Alopesi areatali hastalarda tedavi oncesi

goriilen trikoskopik bulgular

Trikoskopik bulgular Alopesi areata
(n=30) (%)

Folikiiler bulgular

Sar1 nokta 24 (80)

Siyah nokta 18 (60)

Incelen sag 15 (50)

Kirik sag 18 (60)

Kisa velliis sag 9 (30)

Sag capi farklilig 6 (20)

SALT: Severity of Alopecia Tool

SALT skoru Hasta sayisi Hasta sayis1 Pohl-Pinkus konstriksiyonlar: 5(17)
(tedavi dncesi) (tedavi sonrast) Folikiiler ve interfolikiiler bulgular

SO 0 12
S1 21 12 Kirmizi noktalar 5(17)
S2 3 Dallanan kirmuzi ¢izgiler 20 (67)
e ! 0 Bal petegi pigment ag1 2(7)
S5 2

Skuam 9 (30)

Resim 1. A) Sari nokta (sar1 ok), siyah nokta (siyah ok), skuam (beyaz ok), B) sari nokta (sar1 ok), incelen saglar (siyah oklar),
Pohl-Pinkus konstriiksiyonu (kirmizi ok), kirik sa¢ (beyaz ok), C) kisa velliis saglar (beyaz oklar), bal petegi pigment paterni
(siyah ok), D) kisa terminal saclar (siyah oklar), sac capi farklilig: (siyah ve beyaz oklar), E) kirmizi noktalar (beyaz oklar), F)
dallanan kirmizi gizgiler (beyaz oklar) (orijinal biiyiitme, 30x)



146  Karadag Kose ve Giileg. Alopesi Areatada El Dermoskopuyla Tedaviye Yanitin Degerlendirilmesi. Turk ] Dermatol 2018;12:143-8 .

Tablo 4. Tedaviye yanit veren alopesi areatali hastalarda

(grup 1) tedavi oncesi ve sonrasi goriilen trikoskopik
bulgularin karsilagtirilmasi

Tedaviye yanit veren hastalar
(n=12)
Trikoskopik bulgular Tedavi Tedavi p degeri
oncesi sonrasi
n (%) n (%)
Folikiiler
Sar1 nokta 10 (83,3) | 1(8,3) p=0,004
Siyah nokta 7 (58,3) 1(8,3) p=0,031
Incelen sag 9 (75,0) 1(8,3) p=0,008
Kirik sag 9 (75,0) 1(8,3) p=0,008
Kisa velliis sa¢ 4(33,3) 10(83,3) |p=1
Kisa terminal sag 0 (0) 12 (100) | p<0,001
Sag ¢ap1 farklilig: 4(33,3) 5(41,7) p=0,937
Pohl-Pinkus konstriiksiyonlar1 | 1 (8,3) 0 (0) p=0,68
Resim 2. A) Tedavi o6ncesi sari noktalar (beyaz ok), Folikil terfoliki
velliis saglar (siyah ok), B) tedavi sonrasi sar1 noktalarin olrkuler ve mterfolriuler
kaybolmasi, velliis saglar (orijinal biiyiitme, 30x) Kirmiz: noktalar 2(16,7) 2(167) | p=1
Dallanan kirmizi gizgiler 9 (75,0) 8 (66,7) p=1
Tablo 3.Tedaviyeyanitveren (grup 1) ve yanit vermeyen/
az veren (grup 2) alopesi areatali hastalarda tedavi Skuam 3(25,0) 1(8,3) p=0,5
oncesi goriilen trikoskopik bulgularin karsilastiriimasi
Grup 1 Grup2 | pdegeri nokta, siyah nokta, kirik sa¢ ve incelen saglarin sayica azaldigi
(n=12) (n=18) veya tamamen kayboldugu saptandi ve bu fark istatistiksel
Trikoskopik bulgular n (%) n (%) oIarak. anlamhydi (Resim 2) (Tiablo 4). Kisa vellis saglarin sayIsi
tedavi sonrasi artmasina ragmen, bu fark anlamli degildi.
Folikiiler Tedavi 6ncesi hicbir hastada gérilmemis olan kisa terminal
saclar, 6. ayin sonunda tedaviye yanit veren hastalarin
Sar1 nokta 10 (83,3) | 14 (77,8) | p=0,709 hepsinde saptandi.
Siyah nokta 7 (58,3) 11 (61,1) | p=0,879 Tartisma
Incelen sag 9(750) |6(333) |p=0,025 Ross ve ark. (10) alopesilerde videodermoskop kullanarak
Rl 9(750) |9(0,0) | p=0171 saptanan trikoskopik bulgular hakkindaki ilk kapsamh

calismayr 2006 yilinda yayinlamistir. El dermoskopunun
Kisa velliis sac 4(33,3) 4(22.2) | p=0,255 Onemini arastiran ilk aynintih trikoskopi calismasi ise
Karadag Kose ve Glileg tarafindan gercgeklestirilmistir (11).
Bu calismanin sonucunda, video dermoskopla alopesilerin
tanisinda belirlenen bulgularin  biyldk bir kismmin el
Pohl-Pinkus konstriiksiyonlar1 | 4 (33,3) 1(5,6) p=0,068 dermoskopuna dijital bir kamera eklenerek 30 katlik bir
blyultme elde edildiginde de gorulebildigi gosterilmistir.

Sag capi farklilig 4(33,3) 2(11,1) | p=0,136

Folikiil i folikiil
olfictler ve Interfoliidier AAda tedavi etkinliginin belirlenmesinde el dermoskopu

Karmizi'noktalar 2(16,7) |3(167) |p=1 kullanilarak yapilan az sayidaki calismada farkli sonuclar
izlenmistir (2-6). Ganjoo ve Thappa (3), AA'l hastalarin ILKS
Dallanan kirmiz gizgiler 9(750) |11(61,1) | p=0,429 tedavisine yanitlarini el dermoskopu ile degerlendirdigi

calismada, incelen saclar 4. hafta, kink saclar ve siyah
noktalar 12. hafta, sari noktalar ise 16. haftada kaybolmustur.
e 3(250) |6(333) |p=0.626 Bu makalede, trikoskopik muayene klinik yanitin erken
saptanmasi, atrofi ve telenjiektazi gibi yan etkilerin takibi

Bal petegi pigment ag1 - 2(11,1) | p=0,232
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ve hastalik aktivitesinin degerlendiriimesinde faydal
bulunmustur (3). Lokalize AAda tedaviye yanit ve hastalik
aktivitesini degerlendirmede ardisik trikoskopik muayene ile
modifiye sa¢ cekme testini karsilastiran bir diger calismada,
trikoskopinin hastalik aktivitesinin degerlendirilmesinde,
modifiye sa¢c ¢cekme testine alternatif olabilecegi sonucuna
variimistir. Bu yayinda, hafif cekme testinin kullaniminin kisitli
oldugdu, trikoskopinin aktif lezyonlarin yerinin saptanmasini,
daha etkili ILKS yapilmasini sagladigi ve atrofi riskini azalttigi
belirtilmistir (6). Inui ve ark. (5) yaptiklarn arastirmada,
AAnin siddet ve aktivitesine gore trikoskopik bulgular
incelemis ama tedaviye yaniti degerlendirmemistir. AAda
trombositten zengin plazma (PRP) ve %5’lik minoksidil
tedavilerinin  etkinligini trikoskopik olarak karsilastiran
bir diger arastirmada, distrofik sa¢ bulgularinin (kirk sac,
incelen sa¢ ve siyah nokta gibi) her iki grupta da azaldig
gOrilmusttr. Minoksidil kullanan hastalarda kisa vellis
saclar belirgin olarak artarken, sari noktalar azalmistir. PRP
tedavisi sonrasinda ise hem velliisler hem de sari noktalarda
belirgin azalma gozlenmistir (2). Ancak, yukarida bahsedilen
calismalarin hicbirinde tedaviye yanit veren ve vermeyen
hastalarin tedavi oncesi trikoskopik bulgularn prognostik
acidan karsilastirnlmamistir.

Bu calismada, trikoskopik bulgular folikiler bolgede
gorilenlerle hem folikiiler hem de interfolikiiler alanda
gorulenler olmak uzere 2 grupta degerlendirilmistir. Sari
noktalar genislemis folikller infundibulumda sebum ve/
veya keratin birikmesiyle ortaya cikar. ilk kez Ross ve ark/nin
(10) video dermoskopla yaptiklar ¢calismada tanimlanmis ve
AAda gorulme sikhgr %95 olarak rapor edilmistir. Biz, 2012
yilinda yayinlanan calismamizda, AAda sari noktalarn %84
oraninda saptadik, bu calismada da benzer sekilde %80
oraninda gozlemledik. Daha 6nceki calismalarda prognostik
acidan sari noktalar degerlendirilmemistir (11). Calismamizda,
tedavi 6ncesinde grup 1 ve 2'deki hastalarda gorilme siklig
acisindan fark olmadigi icin, sari noktalarin prognostik bir
degeri olmadigini disiindiik. Ote yandan, literatiirdeki 2
farkli calismanin sonuclarina benzer sekilde, sar noktalarin
grup 1'deki hastalarda tedavi sonunda kayboldugu gorulda.
Dolayisiyla, henlz belirgin klinik yanit gézlenmese de,
trikoskopik muayenede sari noktalarin kaybolmasi tedaviye
yanit alinacaginin gdstergesi olarak kabul edilebilir. Saglarin
deriseviyesinde kirilip kopmasiyla olusan siyah noktalar, AA'da
%44-63 oranlarinda saptanmistir (5,11). Inui ve ark., (5) siyah
noktalarin hastalik aktivitesinin bir gostergesi oldugunu 6ne
surmistdr. Bizim ¢alismamizda, siyah noktalarin prognostik
bir dnemi saptanmamustir. iki farkli yayinda, distrofik saclarin
tedavi sonrasi kayboldugu izlenirken, iLKS tedavisi uygulanan
bir calismada ise siyah noktalarin 16. haftada tamamen
kayboldugu gorulmistlr (3-5). Bu calismada, grup 1'deki
hastalarda tedavinin 3. ayinda siyah noktalarin kaybolmasi
tedavi etkinliginin bir bulgusu olarak saptanmistir. incelen
saclar proksimal caplan distaldekinden dahaince olanlardir ve
peribulbar lenfosit infiltrasyonuna bagl olarak goriilmektedir
(11). Inui ve ark. (5) incelen saclar hastalik aktivitesinin
gostergesi olarak kabul etmis, ancak hastalik siddeti ile bir
iliski saptamamustir. Kibar ve ark!nin (12) video dermoskopla
yaptigi bir calismada da incelen saglarin aktif hastalk

gostergesi oldugu bildirilmistir. Bizim ¢alismamizda, tedavi
oncesinde incelen saglarin sikligi grup 1'deki hastalarda grup
2'dekilere gore anlamli oranda daha fazla saptanmistir. Bu
nedenle tedavi 6ncesinde incelen saclarin varligi tedaviye
yanit alinabileceginin bir gostergesi olarak kabul edilebilir. Bu
durum, incelen saglarin peribulbar T lenfosit infiltrasyonun
hafif siddetteyken ortaya cikmasiyla aciklanabilir. infiltrasyon
arttikca kirik saglar ve son asamada da siyah noktalar ortaya
c¢ikmaktadir (10). Ayrica, arastirmamizda tedavi Oncesi ve
sonrasi bulgular karsilastirildiginda, grup 1'de incelen saglarin
kaybolmasi tedaviye yanitin bir gostergesi olarak saptandi.

Kirik saclarin AAda gorilme sikligi %46-57 oranlarinda
bildirilmistir (5,11). Tedavi 6ncesi kirik sac varligi tedaviye yanit
acisindan prognostik bir Snem gdstermemistir. Ote yandan,
tedaviye yanit alinan hastalarin hemen hepsinde 3. ayin
sonunda kaybolmalari nedeniyle, kirik saglarin gortilmemesi
tedaviye yanitin bir gostergesi olarak kabul edilmistir.

Kisa terminal saglar AA hastalarinda ¢ikan yeni terminal
saclar olarak tanimlanmistir (13). Vellls saclarin kalinhiginin
ve pigmentasyonunun artmasi ile terminal killara donlismesi
tedaviye yanitin gostergesi olarak saptanmistir (13).
Calismamizda da, tedaviye yanit veren hastalarin timinde
tedavi Oncesi hi¢c goriilmeyip, tedavi sonrasi ortaya c¢ikan
kisa terminal saglar tedavinin etkinliginin kaniti olarak
distndlmustar.

Inui ve ark. (5), kiimelenmis kisa vellls saclarin AA icin
karakteristik bir bulgu oldugunu 6ne surrerek hastalik siddet
ve aktivitesi ile ters yonde iliskili olduklarini bildirmistir. Bagka
bir calismada, ILKS uygulanan AA'lI hastalarda yeni velliis
saclarin 4. haftada ciktigi gozlenmistir (3). Minoksidil ve PRP
tedavilerini karsilastiran bir calismada ise her iki grupta da
tedaviye yanit alinmasina ragmen PRP uygulananlarda vellis
saclarin azaldigi, minoksidil grubunda ise arttigi saptanmistir
(2). Bizim calismamizda, tedavi 6ncesi ve sonrasi bulgular
karsilastirildiginda, kisa velliis saclardaki artis anlamli
diizeyde olmamistir. Prognostik bir dnemi de saptanmayan
bu bulgunun tedavi etkinligini degerlendirmede olumlu bir
katkisi g6zlenmemistir.

Calismamizda, trikoskopik bulgulardan sa¢ capi farkhhg,
Pohl-Pinkus konstriksiyonlari, kirmizi noktalar, dallanan
kirmizi gizgiler, bal petegdi pigment agi ve skuamin prognostik
onemi olmadidi gibi, tedavi etkinligini degerlendirmede de
faydali olmadigi gorilmistar.

AA tedavisinde dermoskopinin yerini inceleyen 4 hastalik bir
olgu serisinde tedaviye yanit veren hastalarda AA'ya 6zgiil
olan anormal yapidaki distrofik saglarin kayboldugu ve klinik
olarak tespiti zor olan yeni ¢ikan vellls killarin saptandigi
gOsterilmistir (4). Yine, iki farkli caismada da tedavi sonrasi
distrofik saclarin yok oldugu saptanmistir (2,3). Benzer sekilde,
bizim calismamizda da tedaviye yanit veren hastalarda tedavi
sonunda sari nokta, siyah nokta, incelen sac ve kirik saglarin
azaldigi veya kayboldugdu, vellis saclarin gorilme sikliginin
ise anlamli diizeyde olmasa da arttigi saptandi. Kisa terminal
saclar tedavi 6ncesi hicbir hastada gorilmezken, tedavi yaniti
alinan hastalarin tamaminda sonradan ortaya cikmisti.
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Calismanin Kisithihiklari

Bu calismanin kisithhig, takipten c¢ikan hasta sayisinin goreceli
olarak fazla olmasi nedeniyle calismayi tamamlayan hasta
sayisinin az olmasidir.

Sonu¢

AAda tedavi Oncesi incelen saclarin gortilmesi tedaviye iyi
yanit alinabileceginin bir gostergesi olabilir. Ote yandan,
diger trikoskopik bulgular tedaviye cevap alinmasi hakkinda
0ngoru saglamamaktadir. Tedavi 6ncesi gorilen sari nokta,
siyah nokta, incelen sa¢ ve kirik saclarin azalmasi veya
kaybolmasi ve kisa terminal saclarin ortaya ¢ikmasi tedaviye
cevap alindigini gosteren bulgulardir. Dolayisiyla, trikoskopik
muayene heniz klinik olarak yanitin gortilmedigi tedavinin
erken asamalarinda, tedavi etkinligini degerlendirmede
faydali bir yontem olarak kabul edilebilir.
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Erythema Multiforme Developing Secondary to
Orf Disease: Ten Cases

Orf Hastaligina Sekonder Gelisen Eritema
Multiforme: On Olgu

Abstract

Turkey is a country which acquired a significant part of their income from farming and
animal husbandry. Orf is a frequent disease all over the world, in areas where sheep
and goat are raising. Complications due to orf are rare. Erythema multiforme is one
of the complications of orf. A total of ten patients with lesions of erythema multiforme
following orf were existed. Eight of the patients were female and two were male. All of
the patients were living in rural areas and occupied with animal husbandry. The mean
age of the patients was 34.3 years and ages of the patients ranged from 17 to 63. The
mean time for the formation of orf lesions was 11.4 (range 7-20) days, while the mean
fime passed for erythema multiforme development was 6.7 (range 5-9) days. In terms
of orf position; in two of our patients there was localization on the left side whereas in
the remaining patients, localization was found on the right side. Topical corticosteroids,
systemic antibiotherapy and systemic corticosteroid therapy were planned to patients
as a treatment. The results of this study show that orf-related erythema multiforme occurs
more frequently than we thought. Patients referred to us with a complaint of erythema
multiforme following orf infection. Awareness of the public and physicians will provide a
better understanding of the relationship between orf and erythema multiforme.
Keywords: Erythema mulfiforme, ecthyma contagiosum, public health, parapoxvirus,
orf, husbandry

Turkiye gelirinin énemli bir kismini ¢giftcilik ve hayvancilikla elde eden bir Glkedir. Orf,
fUm dUnyada, koyun ve keci yefistirilen yerlerde sik gérGlen bir hastalikfir. Orfa bagl
komplikasyonlar nadirdir. Eritema multiforme orfun komplikasyonlarindan biridir.

Orfu takiben eritema mulfiformeleri olan foplam on hastamiz mevcuttu. Hastalann
sekizi kadin, ikisi erkek hastalardan olusmaktaydi. TUm hastalar kirsal kesimde yasiyordu
ve hayvancilikla ugrasiyordu. Hastalann yaslan 17 ile 63 arasinda degdismekle beraber
ortalama yaslar 34,3'10. Orf lezyonlarnin olusumunda ortalama stre 11,4 (7-20 gin)
iken, eritema multiforme gelisimi icin gecen stre ortalama 6,7 (ortalama 5-2) gindu.
Orf lokalizasyonu acisindan bakildiginda iki hastamizda sol tarafta yerlesim mevcutken
geri kalan hastalanmizda sag tarafta yerlesim mevcuttu. Tedavi olarak hastalara fopikal
steroid, sistemik antibiyotik tedavisi ve sistemik steroid tedavisi planlanmigsti.

Bu calismanin sonuclar géstermistir ki; orfa baglh eritema multiforme dUsGndigumuizden
daha sikfl. Bize basvuran hastalar orf enfeksiyonunu takiben ortaya cikan eritema
multiforme sikayetiyle basvurmuslardi. Halkin ve hekimlerin bilinclenmesi orf ve eritema
multiforme iliskisinin daha iyi anlasilmasini saglayacaktir.

Anahtar kelimeler: Eritema multiforme, ektima kontagiozum, halk saglhgi, parapoxvirUs,
orf, hayvancilik
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Introduction

Also known as ecthyma contagiosum or contagious pustular
dermatitis, orf is a proliferative viral skin disease occurring in
people who are in contact with sheep, goats and cattle that
are infected (1). It is caused by parapoxviruses which are
double-stranded DNA viruses belonging to the pox viridae
family. The lesion may be solitary or multiple in the beginning
and usually occurs on the arms, hands and face. After a
10-day-incubation period, it becomes a macular or papular
lesion. It then turns into a nodule. Going through verrucous
changes and becoming scabby, it heals in 4-6 weeks (1,2).
Complications related to orf occur rarely. Fever, lymphangitis,
lymphadenopathy,  secondary  bacterial  infections,
papulopustular eruption and erythema multiforme (EM)
can be listed among these complications (3,4). EM is an
acute mucocutaneous hypersensitivity reaction with varying
degrees of blistering and ulceration. Common causes of EM
are herpes simplex virus infection, mycoplasma infection,
drug hypersensitivity, vaccination and drug-virus interaction
(5). Although EM is a rare complication of orf, it was the main
complaint that led our patients to the hospital. Here, we aimed
at reviewing the demographic and clinical characteristics of
patients who had lesions of EM complicating orf.

Case Report

Ten patients were identified. The mean age of the patients was
34,3 years and ages of the patients ranged from 17 to 63. All
the patients, expect for two, were female. All of the patients
were living in rural areas and occupied with animal-raising.
The mean time of onset of orf was 11,4 (range 7-20) days and
the mean time passed from development of orf to EM was 6.7
(range 5-9) days. As to the location of orf, it involved the left

side in two patients and the right side in the rest. EM lesions
were of the minor type in all patients. EM lesions occurred
within days. Lymphadenopathy was present in two patients.
Treatment modalities included topical corticosteroids,
systemic antibiotherapy and systemic corticosteroids.
Systemic antibiotherapy was administered to the patients
who had lymphadenopathy. Systemic corticosteroids had
been initiated in only one patient. The demographic and
clinical characteristics of the patients are reviewed in Table 1.

Discussion

Orf is a disease caused by parapoxvirus. Two types with
different genetic characteristics are found in the nipple
(pseudocowpox, paravaccinia virus or milker's nodule)
and mouth (bovine papular stomatitis) of the infected
animal (3,4). Orf is a frequent disease all over the world, in
areas where raising sheep and goats is common (3). Orf
is transmitted upon contact with the infected animal or
materials contaminated with the virus. Transmission between
people has been reported only once (3,6).

Farmers, shepherds, veterinarians and butchers constitute the
occupational groups that are at risk. Furthermore, many cases
have also been reported from Turkey after sacrificing animals
in the religious feast of sacrifice (6). It is a macular lesion at the
outset and turns into a papulonodular lesion with necrosis. It
is a benign disease and heals itself in 4-6 weeks (2). Pyoderma,
cat scratch disease, anthrax, tularemia, primary inoculation
tuberculosis, atypical mycobacteria, syphilis chancre,
sporotrichosis, keratoacanthoma and pyogenic granuloma
are taken into consideration in the differential diagnosis (3,4).

Clinical examination and history of contact will help diagnose
orf.Thefinal diagnosisis established by electron microscopy or

Table 1. Demographical and clinical characteristics of patients with orf and erythema multiforme

Case Age Gender Animal Orftime | Orflocation (Figure no) EMtime |LAP Treatment
contact of onset of onset

1 63 F + 15 days R hand second finger 7 days - TC+OA
(Figure 1)

2 38 F + 7 days R hand first finger (Figure | 5 days - SC+OA
2) (Figure 3)

3 17 M + 10 days L hand second, third finger | 7 days + SA+TC
(Figure 4)

4 23 F + 20 days L forearm 7 days - TC

40 F + 15 days R hand first finger (Figure 5) | 7 days + SA+TC+OA

6 29 M + 10 days R hand third finger 7 days - TC
(Figure 6)

7 28 F + 10 days R hand second finger 7 days - TC+OA

8 31 F + 10 days R hand dorsum, fifth finger | 5 days - SC+TC
(Figure 7)

9 24 F + 10 days R hand dorsum 9 days - TC+OA

10 50 F + 7 days R second finger 6 days - TC

F: Female, M: Male, R: Right, L: Left, EM: Erythema multiforme, LAP: Lymphadenopathy, TC: Topical corticosteroid, OA= Oral antihistamine, SC: Systemic corticosteroid, SA: Systemic

antibiotics
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Figure 1. Linear erosion and livid plaque on the second
finger

Figure 2. Linear erosion on the thumb

through isolation of the virus. Histopathological examination
will reveal cells with vacuoles which contain intracytoplasmic
inclusion bodies in the epidermis (2,3). As orf itself was not
the cause of presentation to the hospital, our patients did not

Figure 3. Erythema multiforme lesions on the hand dorsum
and forearm

Figure 4. Crusted papular lesion on the left hand second
and the third finger

consent to histopathological procedures. Such complications
as secondary bacterial infections, lymphadenopathy,
lymphangitis, papulopustular eruption and EM may occur in
this group of patients. Among patients with EM, 4-13% were
diagnosed with orf (6,7). However, the exact rate of EM as a
complication of orf is not known (6,8). In our patients, EM
occurred in 5-9 days after onset of orf. A common feature of
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Figure 5. Erosion on the thumb of the right hand and
targetoid lesions

b a4

Figure 6. Crusted papular lesion on the third finger of right
hand and targetoid lesions on the left arm

Figure 7. Nodular lesion on the fifth finger of the right
hand

our patients was the fact that all of them presented to the
outpatient clinic in panic with complaints of EM lesions, and
history of the patients and clinical examination revealed the
existence of previous orf lesions in all of them.

Even though orf lesions are usually found as solitary lesions
on the hands and fingers, they have rarely been reported
on the face, nostrils, tongue, eye lids and perianal region. In
addition, orf can introduce as an atypical lesion or multiple
lesions (9).

Although lesions of orf are usually easily recognized and heal
spontaneously, sometimes orf may present with atypical
involvement of the face and this may cause difficulties in
diagnosis.

Unnecessary testing and surgical interventions are carried
out in such cases. To prevent this, orf should be kept in mind
in areas where animal-raising is common (9,10).

There is no specific treatment for orf. Treatment should be
tailored according to the complication. Wound cleansing
should be paid special attention in order to avoid secondary
bacterial infection. Local iodine application may be helpful. In
case of infections, proper antibiotics can be used. Advanced
cases can be managed by electrocautery, cryotherapy and
surgical excision (11,12).

As orf is a self-limited disease, early diagnosis is important
in avoiding unnecessary treatment and alleviating stress
felt by the patients. Clinical history assumes considerable
importance in the diagnosis (12).

Orf, which appears quite frequently in our region, was not a
cause of presentation to the hospital for our patients unless
it brought along significant pain and infection. Instead, it
was EM, a rare complication of orf that made our patients
concerned and led them to see a physician. Orf-related
EM occured more frequently than we thought. Therefore,
awareness should be raised in people who are involved
in animal husbandry as well as physicians who deal with
community health. In conclusion, a detailed dermatological
examination and a good history may lead physicians to
consider orf in patients of rural areas who present with EM
lesions. This way, unnecessary tests and treatments as well
as referral of the patient to a more advanced centre may be
avoided.
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Hemorajik Ulserasyon ve Sweet Benzeri
Lezyonlarla Seyreden Losemi Kutis:
Olgu Sunumu

Leukemia Cutis with Hemorrhagic Ulceration
and Sweet-Like Lesions: Case Report

Losemi kutis, 16semik hUcrelerin deriyi veya subkutan dokuyu infiltre etmesiyle olusur.
Eritemli viyolese papUl, nodul, ekimoz ve purpurik lezyonlar 16semi kutiste siktir. Akut
miyeloid |6semi tanili 75 yasinda kadin hasta sunulmaktadir. Dermatolojik muayenesinde
sag kolda ve sag el sirfinda eritemli, 6demli ve merkezi viyolese renkte multipl plaklar

ve sol bacakta viyolese renkte Uzeri hemorojik krutla kapli Ulsere yama izlendi. Klinik ve
histopatolojik &zellikleri ile 16semi kutis tanisi kondu.
Anahtar kelimeler: Lésemi, |6semi kutis, akut miyeloid |6semi, Sweet sendromu,

piyoderma gangrenozum, notrofilik ekrin hidradenit

Abstract

Leukemia cutis occurs with infiliration of skin or subcutaneous tissue by leukemic cells.
Erythematous violaceous papules, nodules, ecchymoses and purpuric lesions are
frequent in leukemia cutis. A 75-year-old female patient diagnosed with acute myeloid
leukemia is presented. On her dermatological examination she had erythematous,
edematous, cenfral violaceous multiple plaques on her right arm and on her
right dorsum of the hand, and hemorrhagic crust covered ulcer patch was seen in
violaceous on her left leg. She was diagnosed with leukemia cutis according to clinical
and histopathological features.

Keywords: Leucemia, leucemia cutis, acute myeloid leucemia, Sweet syndrome,
pyoderma gangrenosum, neutrophilic eccrine hidradenitis

Giris

Losemi, nonspesifik reaktif deri lezyonlarina
veya neoplastik lenfositlerin deriyi infiltre
etmesine bagl olarak “losemi kutis” olarak
adlandinlan lezyonlara sebep olabilir. Cok
sayida I6semi turd, deri infiltrasyonu yapabilir.
Cocuklarda daha sik olarak akut lenfoblastik
[6semi (ALL) ile iliskili olmakla birlikte,
eriskinlerde daha sik olarak akut miyeloid
[6semi (AML) hastalarinda goralar (1).

Losemi kutis, en sik olarak eritemli papdil, nod(il
ve plaklar seklinde ortaya ¢ikar; genellikle bu
hastalarda, trombositopeni de eslik ettigi icin
lezyon hemorojik karakterde olabilir.

Burada, AML tanisiyla takip edilen ve farkli
karakterlerde lezyonlarla seyreden 16semi
kutis olgusu sunulmaktadir.

Olgu Sunumu

Yetmis bes yasinda kadin hasta, sol el sirtinda
ve sol kolda 1 haftadir devam eden, pembe-
mor renkli kabariklik sikayeti ile bagvurdu.
Hastaya vyaklasik iki ay once halsizlik
sikayeti ile bagvurdugu hematoloji bolima
tarafindan AML (French-American-British
siniflamasi: MO-M1) tanisi konarak, 1000 mg/
glin hidroksitire ve 300 mg/gun allopurinol
baslanmisti. Dermatolojik muayenesinde,
sol 6n kol, ekstansor yiiz st 1/3'te, Gi¢ cm
capl, periferinde pembe renkli sinirlar
keskin olmayan eritemin izlendigi, ortasi
parlak mor renkli, orta derecede infiltre
ve sol el sirtinda caplari 10 mm ve 15 mm
olan, iki adet pembe eritemli, hafif infiltre,
asemptomatik plaklar tespit edildi (Resim
1a, b). Fizik muayenesinde, deri ve mukozalar
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soluk goriinimdeydi; sol servikal bélgede bir cm ¢apli mobil
lenfadenopati mevcuttu. Laboratuvar bulgularinda beyaz
kare: 30590/mm3 (4800-10800/mm?3), hemoglobin: 6,4 g/dL
(12-18 g/dL), hematokrit: %19,0 (%37-52), trombosit: 63000/
mm?3 (130000-400000/mm?3) olarak saptandi. Hastadan Sweet
sendromu, fiks ilag erlipsiyonu ve 16semi kutis 6n tanilariile sol
on koldaki lezyondan punch biyopsi alindi. Histopatolojisinde
orta-iri buylklikte, hiperkromatik cekirdekli, diizensiz sinirh,
dar sitoplazmali, CD117, terminal deoksitransferaz (TDT)

Resim 1a.Sol 6n kol, ekstansor yiizde 3 cm capli, periferinde
pembe renkli sinirlan1 keskin olmayan eritemin izlendigi,
ortasi parlak mor renkli plak

"\

Resim 1b. Sol el sirtinda caplari 10 mm ve 15 mm olan, iki
adet pembe eritemli, hafif infiltre, asemptomatik plaklar

ve miyeloperoksidaz boyalar ile pozitif boyanan atipik
hematopoetik hiicreler izlendi (Resim 2a, b). Hastaya I6semi
kutis tanisi kondu. Hematoloji boliimiine konsiilte edilen
hastanin tedavisinde degisiklik nerilmedi.

Hasta, iki ay sonra sol bacakta yeni gelisen, mor renkli,
agrili, akintili yara sikayetiyle tekrar basvurdu (Resim 3).
Dermatolojik muayenesinde sol kruris ekstansor yiz distal
1/2'de, periferinde silik sinirl eritemin izlendigi, parlak mor
renkli, yer yer hemoroji izlenen, 10 cm ¢apli, infiltre agrlll plak

Resim 2a. Hematoksilen ve eozin boyama ile 20x
biiylitmede orta-iri biiyiikliikte, hiperkromatik cekirdekli,
diizensiz sinirli, dar sitoplazmali, atipik hematopoetik

hiicreler
". 'J." \\ T X "
'p

Resim 2b. 40x biiyiitmede miyeloperoksidaz ile pozitif
boyanma
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ve ayak dorsumunda eritem ve 6dem mevcuttu. Laboratuvar
bulgularinda beyaz kire: 8240/mm3 (4800-10800/mm?3),
hemoglobin: 9,2 g/dL (12-18 g/dL), hematokrit: %28,9 (%37-
52), trombosit: 29,000 (130000-400000/mm?3) saptandi.
Hastadan |6semi kutis, Sweet sendromu, hidroksilreye bagh
Ulser, piyoderma gangrenozum 6n tanilari ile punch biyopsi
alindi. Histopatolojisinde hiperkromatik, diizensiz sinirh
nikleusa sahip atipik blastik hiicreler izlendi. Losemi kutis
tanisi konarak, hematoloji bolimiine danisildi; hidroksitire
ve allopurinol kesildi, sitarabin tedavisi baslandi. Tedavinin
Uclincl ayinda sol kruristeki Gilsere lezyon tamamen epitelize
oldu, sol 6n kol ve sol el sirtindaki lezyonlar kahverengi
pigmentasyon birakarak geriledi.

Hastanin olgu sunumu hazirlanmak Gzere onayi alinmistir.
Tartisma

Losemi kutis genellikle papiil, plak, nodil olarak gordlir ve
muhtemelen eslik eden trombositopeniye bagh ekimotik
ve purpurik lezyonlara sik rastlanir (1). Olgumuzun, farkh
zamanlarda ortaya cikan, Sweet sendromu benzeri plak
lezyonlari ve hemorojik yama lezyonu mevcuttu.

Losemi hastalarinda gelisen deri lezyonlari, nonspesifik
deri lezyonlar ve 16semik hiicrelerin deriyi infiltre etmesine
bagl olarak gelisen spesifik 16semi kutis lezyonlari olarak
ikiye ayrilabilir (1). Nonspesifik deri lezyonlarindan
I6semi hastalarinda en sik gorilenler; Sweet sendromu,
piyoderma gangrenozum, notrofilik erkin hidradenit,
egzajere artropod reaksiyonlar, eritema nodosum ve
vaskdlitlerdir (2). Nonspesifik deri lezyonlari, 16semi kutis
lezyonlan ile klinik olarak karisabileceginden kesin ayrim
icin histopatolojik inceleme gereklidir. Sweet sendromu,
piyoderma gangrenozum ve notrofilik ekrin hidradenit
histopatolojisinde olgun nétrofillerden olusan dermal infiltrat
gorulirken; 16semi kutis histopatolojisinde derinin atipik,
immatir, miyelomonositer seri htcreleri ile infiltrasyonu
goralur. Notrofilik dermatozlardan farkl olarak, 16semi kutis
histopatolojisi, [6seminin alt tipine gore degiskenlik gosterir.
Ornegin, AMLnin deri tutulumunda immatir miyeloid
hicreler izlenirken; ALLnin deri tutulumunda immatir
lenfositler goralir (2).

Losemi kutis tanisi alan yetiskin hastalarda en sik altta yatan
hematolojik malignite AML olarak saptanmistir (3,4). AMLde
immatlir miyeloid hicrelerin dermiste, perivaskiler ve

Resim 3. Sol kruris ekstansoryiizde, 10 cm capli, periferinde
silik sinirh eritemin izlendigi, parlak mor renkli, yer yer
hemorajik, infiltre agrili plak

intertisyel kollajen demetleri arasina infiltrasyonu saptanir
(4,5). TDT, miyeloperoksidaz ve CD117 boyalan da atipik
hematopoetik hiicreleri boyar ve tani koymakta yardimcidir.
Olgumuzun farkl zamanlarda ortaya ¢ikan, klinik gériinimi
Sweet sendromunu distindiiren plak lezyonlarindan ve
hemorojik yama lezyonundan alinan biyopsi 6rnegdinin
histopatolojik incelemesinde orta-iri blyuklikte,
hiperkromatik cekirdekli, diizensiz sinirli, dar sitoplazmal,
CD117, TDT ve miyeloperoksidaz boyalari ile pozitif boyanan
atipik hematopoetik hiicreler izlendi ve bu bulgular 1s1ginda
[6semi kutis tanisi konuldu.

Losemi kutisin klinik prezentasyonu ¢ok degiskendir; ndtrofilik
dermatozlar, deri lenfomalari, emboli, ilac eripsiyonlari,
vaskdlit, piyodermiler gibi bircok hastalik ayirici taniya
girebilir. Bu nedenle literatiirde yanhs tani koyma olasihg
yuksek bulunmustur (6).

Losemi kutisin spesifik tedavisi yoktur, [6seminin tedavisiyle
birlikte deri lezyonlari da kendiliginden geriler. Son yillarda
[6semi kutis olgularinin, deri tutulumu olmayan I6semi
olgularina gore daha agresif hematolojik tedavi gereksinimi
oldugu belirtiimektedir (7). Bu nedenle klinik siiphe erken
tani koyma, tedavi ve prognoz agisindan ¢ok 6nemlidir.
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