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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.
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Turk Dermatoloji Dergisi, Turk Dermatoloji Derneginin sureli yayin
organidir ve yilda 4 sayi olarak yayinlanir. Tim meslektaslarimiza agik olan
Turk Dermatoloji Dergisi, kendi alanindaki bilimsel gelismeleri aktarmak
amaciyla, deri ve zihrevi hastaliklar ile ilgili klinik, epidemiyolojik ve
deneysel arastirmalari, derleme yazilar, ilging olgu sunumlarini, “taniniz
nedir?” seklindeki olgu sunumlarini, klinik ve pratik uygulamalara iliskin
yazilar, 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
sunulan bildiriler veya toplantikonusmalari ek sayilar seklinde yayinlanabilir.
Derginin yayin dili Tarkge 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 Dermatoldur. 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 gonullt onam formu” alindidi arastirmanin “Gereg ve
Yontem” bolimiinde 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-gereg 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 Ucreti ve ya makale islem Ucreti
uygulamamaktadir.

Yayinlanmak Uzere gonderilen yazilar baska yerde yayinlanmamis ve
yayinlanmak Uzere gdnderilmemis 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
toplanti belirtilmek kosulu ile degerlendirmeye alinir. Dergiye gdnderilen
yazilara telif hakki 6denmez ve yazar yazinin tim yayin haklarinim, Tark
Dermatoloji Dernegi'ne ait oldugunu kabul eder. Yayinlanan yazilarin
bilimsel ve hukuksal sorumlulugu yazarlara aittir. Yayina kabul edilen
yazilar icin yazarlar, Turkce ve Ingilizce a¢isindan oldugu gibi, metinde

temel degisiklik yapmamak kaydi ile dizeltmelerin editérlerce yapilmasini
kabul etmis sayilir.

Turk Dermatoloji Dergisi cift-kor hakemlik ilkeleri ¢ercevesinde yayin
yapan sureli yayin bir organidir. Hakemler, yazinin konusuyla ilgili
uluslararasi literattrde yayinlar ve atiflari olan bagimsiz uzmanlar
arasindan  secilmektedir. Editdr, yayin kurallarina uymayan yazlari
yayinlamamak veya dlzeltmek Uzere yazarina geri gdndermek ya da
bicim olarak yeniden diizenlemek yetkisine sahiptir. Gonderilen yazilar, en
az 2 danisman tarafindan degerlendirildikten sonra yayin kurulu karari ile
yayinlanir. Gerektiginde tGctncU bir danismana gonderilebilir.

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

Arastirmalara yapilan her tirlt yardim ve diger desteklerin alindigi kisi ve
kuruluslar beyan edilmeli ve ¢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
Ustlenmez.

Yazim Kurallari

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

Makale génderimi yapilirken sorumlu yazarin ORCID (Open Researcher
ve Contributor ID) numarasi belirtiimelidir. http://orcid.org adresinden
Ucretsiz olarak kayit 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 hazirlidi, 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
[tems 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 igin; 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 calismalar igin; 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
Gst kisminda 3 ¢cm bosluk birakilarak yazilmalidir. Sayfa numaralari her
sayfanin sag alt kdsesinde yer almalidir.

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

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

Kapak sayfasi: Birinci sayfadir ve ayri diizenlenir. Yazarlarin tam ve agik
isimleri, son aldiklari akademik unvanlar ile 50 karakteri gegmeyecek
sekilde yazinin bashdr yazilir. Yazarlarin ilgili olduklari kurum, bolim 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 dzeti yayinlandi ise agiklama yapilir.

Boliimlii 6zet (Tiirkce): Kelime sayisi 200'G gegmemelidir. Bu 6zet Amag,
Yontem, Bulgular ve Sonug seklinde alt basliklarla dizenlenir. NLM MeSH
terimleriile uyumlu 6 tane anahtar kelime bolumla ézetin 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 Basliklar'ni (MeSH) aramak icin su internet adresine
bagvurulabilir: http://www.nIm.nih.gov/mesh/MBrowser.html.

Metin: Giris, Yontemler, Bulgular, Tartisma, Calismanin kisithliklar ile
Sonuglar kisimlariniigermelidir. Bu son kisimda Uretilen bilgiden hekimin
ve hastasinin nasilyararlanacad, ¢ikarilan olumluya da olumsuz sonucun
mevcut bilgilere etkisi kisaca yazilmalidir. Metnin &zellikle tartisma
kisminin alt bagliklara bolinmesi yararl olabilir. Farmasotik Grtnler
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 yarittlmesine énemli 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 igerisindeki dizine gore Arabik rakamlarla numaralandirilir. Tablo
iceriginin kisa tanimi baslik olarak tablonun Gsttne yaziimalidir.

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

Kaynaklar: Ayri sayfada cift aralikla duzenlenir. Kaynaklar metin
icinde gegis sirasina gére numaralandirilir. Metinde parantez icinde
ve clmle sonunda belirtilmelidir. Dergi isimleri Index Medicus'a
uygun kisaltilmali, eger Index Medicus'ta yer almiyorsa dergi adi tam
olarak yazilmaldir. Ardisik ikiden fazla kaynak kullaniminda sadece ilk
ve son kaynak numaralari belirtilmelidir (4-8 gibi). Kaynak gosterilen
makalenin kinyesinde 4 veya daha fazla yazar oldugunda ilk 3
yazarin ismi yazilmali, sonrasinda Tirkge kaynaklarda ve ark., yabanci
dildeki kaynaklarda et al. ifadesi kullanilmalidir. 3 veya daha az yazarli
makalelerde tUm yazarlarin isimleri yazilmalidir. Kaynak sayisinin
arastirmalarda 50 ve derlemelerde 100, olgu sunumlarinda da 15 ile
sinirlandiriimasina 6zen gdsterilmelidir.

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 Medicusa 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 basliklar 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 igermelidir. 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 yaymlanabilir.

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

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

Editore Mektup

Editére 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 degerlendiriimesi
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 shouldn't 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: [t 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.nlm.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: Bologniall, 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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Effect of Omalizumab Therapy on Coagulation Parameters and Total Immunoglobulin E Levels in Patients with Chronic
Idiopathic Urticaria and Bullous Pemphigoid

Kronik Idiyopatik Urtiker ve Bill6z Pemfigoidli Hastalarda Omalizumab Tedavisinin Koagtilasyon Parametrelerine ve Total Immiinoglobulin £
Dizeylerine Etkisi

Pinar Incel Uysal, Yildiz Hayran, Neslihan Akdogan, Ayse Oktem, Ahmet Atilan, Glines Gir Aksoy, Basak Yal¢in; Ankara, Turkey

Comparison of the Use of 5% Methimazole Cream with 4% Kojic Acid in Melasma Treatment
Melazma Tedavisinde %4 Kojik Asit ile %5 Metimazol Krem Kullaniminin Karsilastinimasi
Satya Wydya Yenny; Padang, West Sumatra, Indonesia
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Propionibacterium acnes'in Mikrobiyoloji Dinyasindaki Yeri ve Onemi
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Management of Intensive Care Unit of the Case with Toxic Epidermal Necrolysis
Tamer Kuzucuoglu, Hilya Yigit Ozay; Istanbul, Tirkiye
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Successful Treatment of a Resistant Periungual Wart Case with Bleopuncture Method
Basak Yalgin, Betdl Yildirim, Ferda Artiiz; Ankara, Turkiye
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Development of Pityriasis Lichenoides in a Pediatric Patient with Mycosis Fungoides
Can Baykal, Zeynep Yilmaz, Kurtulus Didem Yazganoglu, Nesimi Blytikbabani; stanbul, Ttrkiye
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Sayin Okurlarimiz, Degerli Meslektaslarimiz,

2018 yilinin son sayist ile karsinizdayiz.

Dergimizin bu sayisinda; “Kronik Idiyopatik Urtiker ve Bulléz Pemfigoidli Hastalarda Omalizumab Tedavisinin Koagulasyon
Parametrelerine ve Total Immuinoglobulin E Duizeylerine Etkisi’, “Melazma Tedavisinde %4 Kojik Asit ile %5 Metimazol

"o

Krem Kullaniminin Karsilastinlmasi”, “Kronik Spontan Urtikerde T Regilatuvar Hiicre Diizeyi ve D Vitamini Diizeyi liskisinin
Degerlendirilmesi” ve “Turkiye'den Primer Sikatrisli Alopesilerin Klinik Degerlendirmesi: 97 Olgunun Geriye Doéntk Analizi”
baslikli 4 adet degerli 6zgln arastirma makalesi yayimlanacaktir.

Bu sayida ayrica; Meryem Guvenir, Asli Kaptanoglu, Kaya Suer tarafindan hazirlanan “Propionibacterium acnes’in
Mikrobiyoloji Diinyasindaki Yeri ve Onemi” baslikli bir derlememiz de yer almaktadir.

“Olgu Sunumu”ve "Yeni Yayinlar'in tanitildigi boldmleriyle dergimizin bu sayisinin da siz okurlarimizin begenisini kazanacagi
umuduyla 2019 yilinin ilk sayisinda gortismek tzere saglik ve esenlikler dileriz.

Editor

Soner Uzun

A-XVI
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Effect of Omalizumab Therapy on Coagulation
Parameters and Total Immunoglobulin E Levels
in Patients with Chronic Idiopathic Urticaria
and Bullous Pemphigoid

Kronik idiyopatik Urtiker ve BUllGz Pemfigoidli
Hastalarda Omalizumab Tedavisinin
KoagUlasyon Parametrelerine ve Total
ImmuUnoglobulin E DUzeylerine Etkisi

Abstract

Objective: The aim of this study is to assess the impact of omalizumalb on coagulation
biomarkers and immunoglobulin E (IgE) levels in chronic idiopathic urticaria/chronic
spontaneous urticaria (CIU/CSU) and bullous pemphigoid (BP) patients.

Methods: Medical records of 31 CIU/CSU and 16 BP patients were reviewed according
to the inclusion and exclusion criteria. Laboratory parameters for coagulation status
and IgE levels at baseline and in the first 12-week period of omalizumab therapy were
retrieved and analysed in the light of clinical response to the freatment.

Results: At baseline, in CIU/CSU patients, IgE levels were significantly higher in
responders [184.5 IU/mL (62-307 IU/mL)] than non-responders [25.6 IU/mL (10.8-30.2 IU/
mL)] (p=0.021). During the first 12 weeks of omalizumab therapy, a dramatic decrease
in D-dimer levels was observed in serial measurements of CIU/CSU (p=0.001) and also BP
patients (p=0.017). Total IgE levels were increased after omalizumab usage in all study
groups (p=0.003) and elevation of IgE levels was found significant for CIU/CSU but not
for BP (p<0.001, p=0.278, respectively).

Conclusion: Baseline IgE levels may be used to predict which patients will gain benefit
from omalizumab therapy in CIU/CSU group. During omalizumab therapy the plasma
D-dimer levels show a dramatic decrease in the group of patients who responded of
CIU/CSU and BP.

Keywords: Anti-immunoglobulin E therapy, bullous pemphigoid, chronic urficaria,
coagulation parameters, immunoglobulin E, omalizumab

Amag: Bu calismanin amaci kronik idiyopatik Urtiker/kronik spontan Urtiker (KiU/KSU)
ve bllléz pemfigoid (BP) hastalarinda omalizumabin koagUlasyon biyobelirtecleri ve
immuUnoglobulin E (IgE) seviyeleri Uzerine etkisini degerlendirmekfir.

Yontemler: Dahil etme ve dislama kriterlerine uygun olan 31 KiU/KSU ve 16 BP
hastasinin fibbi kayitlan gdézden geciriimistir. Tedavi baslanmasindan hemen &nce ve
omalizumab tedavisinin ik 12 haftallk periyoduna ait koagUlasyon durumuna iliskin
laboratuvar parametreleri ve IgE seviyelerine iliskin veriler alinarak tedaviye klinik cevap
dogrultusunda analiz edilmistir.

Bulgular: Baslangicta, KiU/KSU hastalannda, IgE seviyeleri tedaviye cevap veren
hastalarda [184,5 IU/mL (62-307 IU/mL)] cevapsizlardan anlamli bicimde yUksekti [25,6
IU/mL (10,8-30,2 IU/mL)] (p=0,021). Omalizumab tedavisinin ik 12 haftasi sGrecinde
KiU/KSU hastalarinda (p=0,001) ve ayrnca BP hastalannda (p=0,017) seri dlcUmlerde
D-dimer seviyelerinde dramatik dUsUs gozlendi. Tim calisma grubunda omalizumab
kullanimindan sonra total IgE seviyelerinde yUkselme izlendi (p=0,003) ve IgE yUkselmesi
KiU/KSU icin anlamli iken BP icin degildi (srrasi ile p<0,001, p=0,278).
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Sonug: Baslangic IgE seviyeleri KIU/KSU grubunda hangi hastalann omalizumab tedavisinde fayda goérecegini tahmin
etmekte kullanilabilir. Omalizumab tedavisi sUrecinde plazma D-dimer seviyeleri KIU/KSU ve BP tedaviye cevap veren

hastalar grubunda dramatik dusme gdstermektedir.

Anahtar kelimeler: Anti-immUnoglobulin  E tedavi, bUlléz pemfigoid, kronik Urtiker, koagUlasyon parametreleri,

immunoglobulin E, omalizumab

Introduction

The interaction between immune reaction, inflammatory
response and coagulation is evident (1,2). Coagulation
system has been extensively investigated in chronic
idiopathic urticaria/chronic spontaneous urticaria (CIU/CSU)
patients. Activation of coagulation cascade; both of extrinsic
and intrinsic pathways, has been shown in these specific
studies (3-5). In patients with severe CIU/CSU, the activation
of coagulation pathway seem to be in parallel with disease
activity (6,7). In particular, D-dimer levels have been regarded
as a predictive marker of severity of acute and chronic
urticaria (7). In addition, recently, possible involvement of
blood coagulation system in the pathogenesis of bullous
pemphigoid (BP) has been demonstrated (8-10). Generation
of thrombin has been associated with tissue damage and
blister formation since in blister fluid samples, D-dimer
concentrations and prothrombotic markers F1+F2 were
increased (8). In vitro studies have shown that thrombin
induces mast cell degranulation and markers of thrombin
formation are present even if there is no clinical “thrombosis”
(11). Indeed, the risk of thrombosis is increased in BP patients
(12). It has been suggested that, reduction of the coagulation
activation in clinical remission period of BP patients may also
reduce overall thrombotic risk (8,13).

Omalizumab, which is a human monoclonal anti-
immunoglobulin E (IgE) antibody has been shown to be
effective in patients with CIU/CSU refractory to antihistamines
in numerous clinical studies (14-17). Omalizumab diminishes
the expression of IgE receptor on immune cells and prevents
the binding of IgE to its receptor. As a result, the effect of IgE
on mast cells and basophiles are neutralized (18,19). It has
been exclusively approved for use in severe allergic asthma
and CIU/CSU. However, recently, in the field of dermatology,
the use of omalizumab has expanded beyond the realm of
CIU/CSU (20). The evidence demonstrating elevated levels of
circulating IgE in majority of BP patients and IgE antibodies
specifically targeting BP180 autoantigen (non-collagenous
16A domain) have lead to therapeutic trials of omalizumab in
BP patients with promising results (21-26).

Omalizumab is an effective treatment option for CIU/
CSU and promising treatment option for BP, however all
mechanisms of action still remain unclear. More recently,
besides known mechanism of action of omalizumab in
CIU/CSU, studies have focused on potential mechanisms
of action including decreasing coagulation system
involvement that contribute to efficacy of omalizumab (27).
Furthermore, in a subset of patients, decrease in plasma
D-dimer levels in accordance with clinical response to

omalizumab therapy in CIU/CSU patients was identified
(28). On the other hand, baseline IgE levels were suggested
to be predictive for the outcomes of omalizumab treatment
in CSI/CIU patients (29). However there is still paucity of data
regarding exact predictive factors and markers to determine
whether or not the remission can occur. To date no data
are available concerning both conditions; CIU/CSU and BP.
With this background, we aimed to evaluate the impact of
omalizumab usage on coagulation biomarkers and total
IgE levels in patients with CIU/CSU and BP. In addition,
we examined the link between changes in the laboratory
measurements over 12 weeks period and overall response
of CIU/CSU and BP patients to omalizumab therapy.

Methods

Study Design

We conducted a retrospective self-control study. Medical
records of patients with the diagnosis of CIU/CSU or BP who
had received at least 12 weeks treatment of omalizumab
injections in our dermatology department from December
2014 to December 2017 were reviewed. The study was
performed to directly evaluate the impact of omalizumab
use on coagulation parameters in patients with the diagnosis
of CIU/CSU and BP. The study protocol was approved by the
Local Ethics Committee of University of Health Sciences,
Ankara Numune Training and Research Hospital with the
number of E-17-1599 on 8 November 2017.

Patients

Forty-seven subjects (mean age 56 years, range 21-93 years,
male/female 12/35) treated with omalizumab between the
period December 2015 and December 2017 were included
in the study. Subjects consisted of 31 CIU/CSU patients and
16 BP patients. The diagnosis of CIU/CSU was established as
having episodes of hives and/or angioedema for a period of
longer than 6 weeks. The diagnosis of CIU/CSU was made
based on typical clinical characteristics. CIU/CSU patients
who had not been treated with systemic corticosteroids for
at least 1 week were included. BP diagnosis was based on the
clinical, histopathological and immunological characteristics
of the patients. All patients exhibited the generalized, classical
type BP lesions. Microscopic examination of the skin samples
revealed subepidermal bullae and perilesional skin exhibited
linear IgG and/or C3 in the basement membrane zone (BMZ)
in all patients. Circulating anti-BMZ autoantibodies and anti-
BP180 antibodies were available in 10/16 cases.

Fixed dose of omalizumab was started for all patients
because of lack nomograms predicting optimal dosing for
CIU/CSU and BP patients. Omalizumab injections (300 mg



subcutaneously in 47 patients) was administered either
2 (10/47) or 4-week (37/47) intervals. Final treatment
intervals were ranging from 2 weeks to 8 weeks. Patients
who had received required tests before each omalizumab
administration during first 12 weeks of treatment period
were initially selected. Required tests were as follows; total
IgE levels and coagulation tests, D-dimer, fibrinogen (FIB).
Coagulation tests were prothrombin time (PT), activated
partialthromboplastintime (APTT), international normalized
ratio (INR). Also baseline platelet (PLT) levels were included.
All results were analysed in terms of the clinical response to
omalizumab.

Response to therapy was identified based on the review of
medical charts and grouped as complete (relief of symptoms
and total improvement of lesions), partial (any subjective or
objective recovery) or none for CIU/CSU patients. Complete
control of BP was determined in patients without active
lesions or new lesion development. Based on the medical
records complete and partial responders of CIU/CSU and
BP patients who have achieved complete control of disease
were independently grouped as follows: responders and non-
responders. Therapy response patterns to omalizumab in
CIU/CSU and BP groups were recorded. Patients with clinical
response before week 4 and after week 12 were grouped as
early and late responders.

Demographical data (age, sex), medical history, smoking
status, treatment interval, total number of omalizumab
administration and the number of omalizumab administration
which the clinical response has achieved of all patients were
recorded. Patients with missing data were excluded. Patients
with concomitant neoplastic diseases, severe systemic
and infectious disease were not included. Data of patients
with medical history of asthma, allergic rhinitis and atopic
dermatitis were not included. Patients who have used drugs
affecting coagulation system such as anticoagulants and
antiaggregants prior to admission were excluded.

Laboratory Analysis

Our department has standardized clinical and laboratory
analyses for CIU/CSU and BP patients underwent omalizumab
therapy such as blood routine test, coagulation parameters,
D-dimer, FIB tests and total IgE levels. Results of baseline
PLT, D-dimer and coagulation tests, FIB and IgE levels were
recorded. Also during treatment repeated (in every 2 or 4
weeks) measurements (PT; INR; APTT; D-dimer, FIB) before
omalizumab administration were retrieved form medical
records. Total IgE at week 12 of omalizumab treatment was
examined. The normal ranges of the laboratory parameters
accepted in this study were as follows: PT: 11-15 s, APTT: 24-36
s, INR: 0.8-1.2, FIB: 200-400 mg/dL, D-dimer: 0-0.5 pg/mL, PLT:
150-450x10°/mL, homocysteine: 0-12 umol/L, total IgE: 0-87
IU/mL. A value of above each upper limit was categorized as
“elevated”.

Statistical Analysis

Statistical analyses were carried out using SPSS software
(version 21.0 for Windows; SPSS Inc., Chicago, IL, USA).
Parametric variables were presented as means and standart
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deviations and non-parametric variables were presented
as medians and interquartile ranges (IQR). For categorical
variables number of cases and percentages were used.
Chi-square or Fisher's exact test were used for analyzing
categorical variables. Kolmogorov-Smirnov and histogram
analyses were used to determine whether continous
variables were normally distributed. Normally distributed
numeric variables were analysed using Student’s t-test and
ANOVA. Mann-Whitney U and Kruskal-Wallis tests were used
for comparing non-normally distributed numeric variables.
Correlations of numeric variables were assessed by Spearman
and Pearson tests. Receiver operating characteristic (ROC)
curves were used for testing predictive values of baseline
laboratory parameters for the response of omalizumab
treatment. The area under the curve was calculated for
assesing response pattern and sensitivity and specifity were
presented if significant cut-off value was detected. The level
of significance was set as p<0.05.

Results

Patient Characteristics and Omalizumab Response
Patterns

The medical records of 65 patients were reviewed. Among
these, 18 patients were excluded because of their medical
history (asthma, coronary heart disease or cerebrovascular
disease) or medications they were taking. Remaining 47
patients with female predominance (35 females, 12 males)
were included in the study.

Demographical, clinical and treatment characteristics of CIU/
CSU and BP patients are summarized in Table 1.

Overall response rates to omalizumab treatment were
similar among CSI/CIU and BP groups with the ratio of
87% and 73%, respectively (p=0.07) (65% complete, 22%
partial response in CIU/CSU group vs). In CIU/CSU group
15 (48%) patients responded within the first week of the
therapy. Median value of total number of omalizumab
administration was higher in BP group than CIU/CSU group
(8 versus 6, p=0.07). Statistically significant difference
were observed in the median omalizumab dose to induce
remission between CIU/CSU and BP groups (p<0.001).
No differences were observed between male and female
subjects in response patterns and required median
number of omalizumab administration up to remission
(p=0.40). Also there was no correlation between response
status and clinical characteristics including age, smoking
status, presence of angioedema and disease duration.

Comparisons of Baseline Platelet Counts, Coagulation,
D-dimer Tests Between Responders and Non-responders

Median values IQR of PT, INR, APTT; D-dimer, FIB and total IgE
levels at baseline are shown in Table 2.

The baseline median PLT counts (IQR) was 268x109/L (227.75-
335) for all study group. There were not statistically significant
differences in median PLT counts between CIU/CSU and BP
patients (p=0.55). Baseline median PLT counts were similar
in responders and non-responders (p=0.55). Also, baseline
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coagulation parameters (PT; INR; APTT) were not associated
with lack of therapy response (p>0.05). D-dimer levels were
elevated in 82% (75% of CIU/CSU patients, 93% of BP patients)
of all subjects [71.5 pg/dL (IQR: 1.32-307)]. Before first
omalizumab injection D-dimer levels quietly different among
CIU/CSU [31 pg/dL (IQR: 0.40-93.25)] and BP patients [324
pg/dL (IQR: 196.25-967)] (p<0.001). In both groups (CIU/CSU
and BP) baseline D-dimer levels were similar among different
response patterns (CIU/CSU; p=0.31, BP; p=0.95). Twelve of
47 patients had elevated FIB levels 332.5 mg/dL (IQR: 295-
402.75). Median values of FIB were similar in CIU/CSU patients
and BP patients before omalizumab therapy (p=0.14).
However, baseline FIB levels were lower in responders 329
mg/dL (IQR: 286.75-392) than in non-responders 403 mg/dL
(IQR: 328.5-439.5) (p=0.034). Separate analyses for CIU/CSU
and BP patients did not show statistical significance.

Comparison of Baseline Total Immunoglobulin E Levels
Between Responders and Non-responders

Serum levels of baseline total IgE were elevated in 67.4% [322
IU/mL (62-336)] of patients (58% of CIU/CSU, 87% of BP). There
was no difference in baseline IgE levels between responders

and non-responders in BP group (p=0.77). However, in CIU/
CSU patients baseline IgE levels were remarkably higher in
responders [184.5 IU/mL (62-307)] than in non-responders
[25.6 IU/mL (10.8-30.2)] (p=0.021). As it was determined by
ROC analyses, baseline IgE level predict response with cut-off
value of 31.35 [U/mL (specifity 100%, sensitivity 85.2%) (Figure
1). There was not statistical significance between timing of
omalizumab responses (between early and late responders)
and baseline IgE levels in CIU/CSU patient. Median IgE levels
of early, late and non-responders were 133 (IQR: 51.9-248),
123 (IQR: 31.4-256.5), 25.6 (10.8-30.2) respectively (p=0.063).

Comparative analyses of laboratory parameters at baseline
and week 12 are shown in Table 2.

This self control study showed that omalizumab injections
had significant effects on PT, INR, APTT and D-dimer tests but
not for FIB (Table 2).

PT tests showed significant increase in CIU/CSU patients
over 12 weeks time period (p=0.013). Sixty-seven percent
of patients had increment during omalizumab therapy.
Median difference in PT test was 1.4 s (IQR: 0.6-3.9). During
omalizumab therapy INR values decreased (p=0.006).

Table 1. Demographical and clinical characteristics of patients with chronic idiopathic urticaria/chronic spontaneous

urticaria and bullous pemphigoid undergoing omalizumab treatment

_ B Overall study group
CIU/CSU (n=31) BP (n=16) (n=47)
Age mean (SD) (years) 47.19 (12.5) 75.13 (15) 56.7 (18.86)
Sex (male/female) 7/24 5/11 12/35
Angioedema, n (%) 6 (19%) - -
Smoking, n (%) 10 (32%) - 10 (21%)
Disease duration [median (interquartile range)] (months) 9 (3-41) 12 (4-48) 10.35 (3-48)
Diabetes mellitus type 2 2 (6%) 4 (2%) 6 (12%)
Hypothyroidism 1 (6%) 1(2%)
Coexistent diseases, n (%) Hypertension 11 (35%) 11 (68%) 22 (46%)
COPD - 1 (6%) 1 (2%)
None 20 (64%) 3 (18%) 23 (48%)
Systemic antihistamines 23Y (74%) - -
Additional systemic therapies, Systemic steroids 4 (25%) -
n (%) AZT 3 (18%) -
Systemic steroid + AZT 2 (12%) -
300 mg, 4 week intervals 31 (100%) 7 (43%)
Omalizumab dose -
300 mg, 2 week intervals - 9 (57%)
Total number of omalizumab administration [median (interquartile range)]* | 6 (3.75-9.25) 8.5 (5-20) -
"Fotal numt?er of omalizumab administration to induce remission [median 1(1-3) 4(3-18) 2(1-5)
(interquartile range)]*
Responders with omalizumab therapy [n (%)]* 27 (87%) 11 (73%) -
BP: Bullous pemphigoid, CIU/CSU: Chronic spontaneous urticaria/chronic idiopathic urticaria, COPD: Chronic obstructive pulmonary
disease, SD: Standard deviation, AZT: Azathioprine
¥Nonsedating H1-antihistamine uses were as follows; once a day, twice a day and 4 times in a day (13/23, 6/23, 4/23, respectively)
5>0.05
*p<0.001




Median INR change was 0.07 s (IQR: 0.03-0.11). This
decrement was particularly significant in CIU/CSU patients
(p=0.02). Also, the difference was significantly correlated

ROC Curve
1.0 N
1
_______ [
0.8 Baseline IgE Levels
2 0.6
2
=
7]
c
& 0.4
AUC=0.914, p<0.05 sensitivity:
0.2+ 85%, specificity: 100%
0.0 T T T T
0.0 0.2 0.4 0.6 0.8 1.0

1 - Specificity

Figure 1. In chronic idiopathic urticaria/chronic
spontaneous urticaria baseline immunoglobulin
E levels predict the clinical response of patients

AUC: Area under the curve, ROC: Receiver operating characteristic,
IgE: Immunoglobulin E
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with the time of measurement (r=0.45, p=0.001). APTT
results were different with the median value of difference 2
s (IQR: 0.8-2.7) in CIU/CSU patients. This decrement was not
observed in BP group. We could not detect any difference in
FIB levels before and after omalizumab therapy.

The impact of omalizumab therapy on D-dimer levels
was examined. Decrease of levels of blood D-dimer was
obvious in 82.6% of the total study population after the
first injection of the drug (Figure 2). Ratio of the patients
who had D-dimer level decrease was similar in both patient
groups (87.6% in CIU/CSU vs 75% in BP patients, p=0.32).
In serial measurements of plasma D-dimer levels, there
was remarkable decrease in each group during 12 weeks
treatment period (CIU/CSU; p=0.001, BP; p=0.017). D-dimer
plasma levels showed a dramatic decrease after the first
dose of omalizumab in all responders (p=0.003) however
the decresase was not significant among non-responders
(p=0.068).

Changes in levels of total IgE before and after omalizumab
treatment: after 12 weeks of omalizumab treatment 82.6%
[462 IU/mL (IQR: 137-606)] of the patients had elevated IgE.
Overall study group had significant increase in total IgE levels
in the first 12 weeks of treatment (p<0.001). This increment
was significant in CIU/CSU patients (p<0.001) whereas not in
BP patients (p=0.278) (Table 2) (Figure 3). Among responders
ratio of the patients who had increase in total IgE levels
after 12th week of omalizumab treatment was remarkably
higher than non-responders (71.1% vs 50% respectively). This
difference did not reach statistical significance. There was not
any correlation between rate of IgE increase and response
dose and timing.

Table 2. Comparisons of the tests at baseline and after 12-week treatment period

CIU/CSU BP Total group
Before After = Before After . Before After .
PT [median
. . 12.2 12.7 12 12.2 12.15 12.6
g;t;;l]“a”ﬂe (11.65-129) | (11.97-13.12) | ®0% | ari13.12) 181345 | %% | (15129 | are-zyy | %0
INR [median
. . 0.99 0.98 1.05 1 1.005 0.98
{nierqrenils (0.91-1.1) ©090-1.00) | %97 | (0.99-1.18) (0.92-1.07) 00091 093.1.13) | (0.91-1.05) | 9001
range)]
giz;r l[::riilean 29.9 28.8 ooy | 254 27.1 0go | 286 283 015
range?] (28.1-32.1) (27.6-30.45) | (23.4-31.27) | (25.9-29.1) : (27-29.85) | (26.2-31.85) | -
Fibrinogen
[median 329 332 0.82 388 339 0.88 332.5 332.5 0.91
(interquartile (293.25-390.5) | (292-368) : (296-438.5) | (312.25-446.25) | - (295-402.75) | (302-383) :
range)]
D-dimer [median
31 0.33 324.5 1.71 71.5 0.46
i il .001 .01 .001
g‘;t;;l]“am € (040-93.25) | (02:0.69) | %%V | (196.25-967) | (0.7-261) 00171 (132-307) | (0.23-2.07) | <000
Total IgE [median | | ¢, 274 3345 406 322 462
(interquartile <0.001 0.278 0.003
rango)] (31.9-248) (145-582.75) (170.75-1126) | (128-1424.25) (62-336) (137-606)
BP: Bullous pemphigoid, CIU/CSU: Chronic spontaneous urticaria/chronic idiopathic urticaria, APTT: Activated partial thromboplastin time, INR: International normalized ratio, PT:
Prothrombin time, IgE: Immunoglobulin E
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Discussion

Activation of coagulation cascade is able to enhance
local inflammation such as skin edema, tissue damage
and blister formation and systemic effects including
thrombosis (30,31). On the other hand inflammation leads
to activation of coagulation. This two way interaction
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has been regarded to be involved in the pathogenesis of
several skin disease (32,33). Furthermore, this interaction
is considered to be common intermediate pathogenic
step involved in chronic urticaria and BP (8,10). Growing
evidence suggests that omalizumab is an effective and safe
treatment option for CIU/CSU (4,24,34). Also it has been
infrequently used in the treatment of another disease with
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Figure 2. Influence of omalizumab therapy on D-dimer levels in chronic idiopathic urticaria/chronic spontaneous urticaria

and bullous pemphigoid patients

BP: Bullous pemphigoid, CI: Confidence interval, CIU/CSU: Chronic idiopathic urticaria/chronic spontaneous urticaria
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urticaria patients before and after omalizumab therapy

BP: Bullous pemphigoid, Cl: Confidence interval, CIU/CSU: Chronic idiopathic urticaria/chronic spontaneous urticaria, p<0.01



activated coagulation system; BP; with generally good
results (12,35,36).

Apart from reducing free IgE levels and suppression of FceRlI
the effect mechanisms of omalizumab still remain unclear.
However authors suggest that omalizumab diminishes the
role of coagulation activation in pathogenesis of CIU/CSU
(27). Recently, it has been shown that omalizumab exerts
considerable effects on coagulation system in patients with
CSU. In our study, significant differences of coagulation tests
with omalizumab usage were detected except FIB. However,
each of these changes (PT; INR; APTT) were within normal
ranges. Table 2 clearly presents the changing trends of these
parameters at 12 weeks of omalizumab treatment compared
with before the first administration.

D-dimer appears to be a reliable marker for the severity
of chronic urticaria (7). Also, it has been suggested that in
BP patients D-dimer levels significantly decrease during
remission (13). In addition authors have shown that, after
omalizumab administration raised D-dimer levels of CSU
patients decrease in paralel with activity of disease (28).
Also, it has been suggested that baseline D-dimer levels
seem to be predictive for the response of omalizumab
(34). Furthermore, early responders had significantly
higher D-dimer levels at baseline (34). In accordance
with Asero et al. (34), we observed gradually decrease
in D-dimer levels of CIU/CSU patients. Importantly, our
BP patients had significant reduction in D-dimer levels
during 12 week treatment with omalizumab. In terms of
this point, omalizumab usage may ameliorate hyperactive
coagulation cascade of BP patients which accounts for
systemic consequences such as thromboembolism as well
as physiopathological effects in skin microenvironment.
All responders had very significant D-dimer decrease
(p=0.003). Nevertheless, responders and non-responders
had similar baseline D-dimer levels. Also we could not
detect any correlation between higher baseline D-dimer
levels and prompt response in CIU/CSU patients. This was
probably because of limited number of refractory patients
in each of CIU/CSU and BP group.

Another point in our study was the link between baseline
IgE levels and response pattern of patients. More recently, in
contrast to the asthma studies, authors have demonstrated
that low baseline serum IgE level of CIU/CSU patients is
correlated with a lower likelihood of clinical response to
omalizumab (29,35). Our study confirms that low IgE (<31.35
IU/mL) levels before initiation of omalizumab therapy are
associated with poor response to omalizumab. Of note, the
difference of early responders, late responders and non-
responders of CIU/CSU group in terms of baseline IgE levels
was close to conventional statistical significance (p=0.06)
because of presence of limited patients in non-responders
and late responders. We believe IgE serum levels before
omalizumab therapy may have clinical importance to
estimate the time of response. On the other hand, our study
shows that low serum levels of IgE are not linked to lack of
clinical response of BP patients. Therefore, baseline IgE levels
don't seem to be a useful biomarker predicting therapy
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response for BP patients. During 12 weeks of omalizumab
treatment considerable number of patients had elevation
IgE levels. This was significant in CIU/CSU, but not in BP. Also
IgE increase was more frequent among responders but not
predictive for response rate. Altogether, our findings reveal
necessity of studies addressing the role of baseline and serial
IgE levels in BP patients treated with omalizumab.

Study Limitations

Our study had several limitations. Main limitations of the
study are retrospective study design and the relatively
small number of patients. Many patients were excluded,
especially in BP group, because of concurrent diseases and
medications that they were taking. For today, omalizumab
is commonly recommended as corticosteroid sparing agent
in treatment of BP. Therefore, some of our BP patients were
still on steriod and/or azathioprine therapy. Patients were
grouped according their response status based on medical
charts. Disease activity scores such as urticaria activity score
and Bullous Pemphigoid Disease Activity Index were not able
to be included because of retrospective nature of the study.
Owing to the high response rate omalizumab in our study
population, sample size of non-responder group was too
small. Given the retrospective study design other laboratory
markers such as fibrin degradation products and F1+F2 could
not included.

Conclusion

In fact, currently, it is not possible to predict in which patients
omalizumab could be beneficial. Measurement of baseline
serum IgE levels is easy, inexpensive, widely available
technique which seem to be utilized as a predictive biomarker
for CIU/CSU patients but not for BP patients at present. It
has been suggested that omalizumab has similar effects as
heparin on extrinsic pathway and D-dimer levels (36). To our
knowledge our study represents influence of omalizumab
therapy on coagulation parameters and IgE levels in a
group of chronic urticaria and BP patients for the first time.
Most striking finding of our study is impressive decrease
of D-dimer levels of BP patients after the first omalizumab
injection in parallel with remission of the disease, as well as
ClU/CSU patients. Treatment of BP with omalizumab is still
in its infancy. Owing to the increased risk of thrombotic
events in these patients, it would be considerable to address
anticoagulant effects of omalizumab in the treatment of BP.
In conclusion, we believe this study will lead future large
studies to investigate useful clinical and biological markers
whether a patient is a good candidate for omalizumab, or
not.
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Comparison of the Use of 5% Methimazole
Cream with 4% Kojic Acid in Melasma
Treatment

Melazma Tedavisinde %4 Kojik Asit ile %5
Metimazol Krem Kullaniminin Karsilastinlmasi

Abstract

Objective: This research aims to assess the effectiveness, patient safisfaction, and
adverse effects of non-hydroquinone therapy with 5% methimazole cream compared
to those using 4% kojic acid in the freatment of melasma.

Methods: A single-blind study of 45 patients with melasma, right-and left-sided treatment
was performed by comparing with 5% methimazole cream and night time 4% kojic
acid in random order. Sun protection factor 30 sunscreen was used in the morning and
affernoon. The evaluation was carried out every 2 weeks by assessing the Melasma
Area and Severity Index (MASI), mexameter score, patient satisfaction and adverse
effects.

Results: Decreases in MASI score and pigment amount were higher by using 5%
methimazole cream than 4% kojic acid. Patient satisfaction, concerning the use of 5%
methimazole cream was higher than with 4% kojic acid. Adverse effects were mostly
found with the use of 5% methimazole cream.

Conclusion: A comparison of the MASI score, pigment amount and patient satisfaction
scales showed that 5% methimazole cream was superior to 4% kojic acid. Five percent
methimazole cream can be used as an alternative therapy in the tfreatment of melasma.
Keywords: Alternative, kojic acid, melasma, Melasma Area and Severity Index,
methimazole cream, therapy

Amag: Bu arastrma, melazmanin  tedavisinde %4'lUk  kojik asit  kullananlarla
karsilastinldiginda, hidrokinon olmayan tedavinin, %5'lik metamazol krem ile etkililigini,
hasta memnuniyetini ve yan etkilerini degerlendirmeyi amaclamaktadir.

Yontemler: Melazma tanisi almis 45 hastanin tek kér bir calismasi, sag ve sol tarafl
tedaviyi %5 metamazol kremi ve %4 gece kojik asit ile rastgele sirayla karsilastirarak
yapildi. Sabah ve égleden sonra 30 faktérli gUnes koruyucu kullanildi. Degerlendirme
Melazma Alani ve Siddet indeksi (MASI), meksametre skoru, hasta memnuniyeti ve yan
etkileri degerlendirilerek 2 haftada bir yapildi.

Bulgular: MASI skorunda ve pigment miktarindaki azalmalar %5 metimazol kremi
kullanilarak kojik asit %4'ten daha yUksek bulunmustur. %5 metimazol kremi kullanimi ile
ilgili hasta memnuniyeti %4 kojik asitten daha yUksekti. Yan etkiler cogunlukla metimazol
%5 krem kullanimi ile bulunmustur.

Sonug: MASI skorunun, pigment miktannin ve hasta memnuniyetfi  dlceklerinin
karsilastinimasi %5 metimazol kreminin %4 kojik asitten daha UstUn oldugunu gostermistir.
Melazma tedavisinde %5 metimazol kremi alternatif tedavi olarak kullanilabilir.

Anahtar kelimeler: Alternatif, kojik asit, melazma, Melazma Alani ve Siddet indeksi,
metimazol krem, fedavi
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Introduction

Melasma is a skin disorder that is difficult to treat using the
existing modalities, even when patients have already avoided
the risk factors triggering its occurrence (by using sunscreen
and avoiding sun exposure) (1). Melasma is a skin lesion-
forming cosmetic dermatology condition that affects the
patient’s quality of life, both psychosocially and emotionally
(2). The current therapies for melasma include sunscreens,
depigmenting agents, chemical peels, and the use of lasers.
However, to date, there is no substance that is effective in
melasma therapy. The ideal treatment should have a strong,
fast, and permanent effect, and it should not trigger adverse
effects (3,4).

Hydroquinone is a topical therapy accepted by the Food
and Drug Administration and is effective as a melasma
therapy; however, it has several adverse effects, including
contact dermatitis, post-inflammatory hyperpigmentation,
leukoderma, and exogenous ochronosis. The latter consists
of a skin change to a bluish to blackish state with permanent
characteristics (5).

Non-hydroquinone therapy, such as topical retinoids, azelaic
acid, kojic acid, arbutin, and mequinol, is widely used for
melisma (6). Kojic acid was mentioned in some studies as
more suitable than hydroquinone. Kojic acid is considered to
have a high sensitizing potential (6,7). Gavin et al. (8) reported
the incidence of pigmented contact dermatitis caused by
kojic acid. Draelos (9) mentioned a mutagenic effect in cell
culture. In addition, some researchers have reported adverse
effects of kojic acid use, such as heat and redness, which
usually occur early in treatment. Based on research findings
concerning the adverse effects of the use of kojic acid, it is still
necessary to seek other non-hydroquinone therapies.

One of the relatively recent topical therapies used to
treat melasma is 5% thiamazole (methimazole, 1-methyl-
2-mercaptoimidazole), a thionamide-class antithyroid
drug that works by inhibiting peroxidase in the process of
melanogenesis (10). The present research aims to compare
the effectiveness, patient satisfaction, and adverse effects of
non-hydroquinone therapy with 5% methimazole cream and
4% kojic acid in treating melasma, used as an alternative to
hydroquinone use.

Methods

This was a single-blind study comparing left- and right-sided
face treatment in a randomized fashion (randomized right-
left comparison study). The research was randomized to 45
nurses at Dr. M. Djamil Central Public Hospital, Padang from
April 2016 to April 2017.The Committee of the Research Ethics
of the Faculty of Medicine, Andalas University, with regards of
the protection of human rights and welfare in medical/health
research, has carefully reviewed and approved the research
protocol of this study with number 034/KEP/FK/2016.

The inclusion criteria were the following: women aged >18
years, suffering from melasma, working indoors from 09.00
to 15.00, and signed an informed consent form. The informed

consent stated that the patients have got an explanation
and realized the purpose, benefits, and risks which will be
happened voluntarily and without being force. Exclusion
criteria included pregnancy or lactation, use of hormonal
contraceptives for <3 years, a history of hypersensitivity to
thiamazole and kojic acid, and a history of topical/systemic
melasma treatment (less than 3 months).

At the first visit, review of the patient’s history and basic
clinical assessment was conducted by the investigator,
including a clinical examination of the degree of melasma
based on the Melasma Area and Severity Index (MASI) (light,
moderate/severe), Mexameter index examination on both
sides of the concern things related to patients’ identity, the
duration of melasma, the probable cause of melasma, the site
of melasma, frequently used cosmetics, history of previous
melasma treatment, family history of melasma, hobbies,
contraceptives used, hormone replacement therapy,
history of thyroid abnormalities, and use of sunscreen. The
examination of melasma lesions included the clinical pattern
and light weight of melasma. The melasma clinical pattern
was divided into three types (nominal scale): centrophasal
type (cheeks, forehead, upper lip/nose, nose, and chin), malar
type (cheeks and nose), and mandibular type (mandibular
area). The light weight assessment of melasma was
conducted by MASI, assessed by location, color/darkness,
and homogeneity. The assessed sites were the forehead
area (F=forehead), right malar (MR=malar right), left malar
(ML=malar left), and chin (C=chin) representing 30%, 30%,
30%, and 10% of the face.

The percentage of total area involvement (A) in each of the
four areas was evaluated on a scale of 0-6 (0O=no involvement,
1=1%-9%, 2=10%-29%, 3=30%-49%, 4=50%-69%, 5=70%-
89%, 6=90%-100%). Darkness (D) of melasma was compared
to that of the surrounding normal skin, and homogeneity
(H) of hyperpigmentation was measured on a scale of 0-4
(0O=none, T=vague, 2=mild, 3=real, 4=very dark). The MASI
score was then calculated for each half of the face using the
following equation: 0.15 (DF + HF)-AF + 0.15 (DMR + HMR)
AMR + 0.15 (DML + HML) AML + 0.05 (DC + HC) AC. Results
were also documented photographically.

Each participant received a 5% methimazole cream (right
cheek) and 4% kojic acid (left cheek) and sunscreen. The
medicine was applied once daily at night on different
faces, while sunscreen was used in the morning and in the
afternoon. Participants were asked to note the side effects
that arose and were given a control card containing the
schedule of the next visit with an interval of 2 weeks between
visits. The patient control was performed every 2 weeks
during the 12-week study period, by recording the MASI
value, the Mexameter index, adverse side effects, and the
patient’s satisfaction scale score. Patient global assessment
scores, which were an assessment given by patients to their
skin disorders, were divided into three categories, namely
0, completely clear, no evidence of hyperpigmentation; 1,
only minor visual evidence of hyperpigmentation; and 2,
significant evidence of hyperpigmentation.



At the end of the study, clinical evaluations were conducted,
pigment count was examined, and results were documented
photographically. At each visit, all adverse effects due to
treatment were recorded, namely erythema, itching, burning,
or peeling skin.

Results

The mean (range) age of patients suffering from melasma
was 48.7 (45-64) years, most of whom suffered from the malar
pattern with mixed-type melasma (75.5%).

Figure 1 shows that on the first visit (HO), there was no
difference between the left and right face MASI scores of 11.7
and 11.9, respectively. From HO to H4, there was no difference
in MASI score on either side of the face. From H4 to H12, there
was a slightly greater decrease in the MASI score on the side
of the face with 5% methimazole cream compared with kojic
acid, showing that the use of 5% methimazole cream gave
slightly better results than 4% kojic acid.

Table 1 shows the difference in MASI reduction with the
use of 5% methimazole cream and 4% kojic acid. It was
found that 5% methimazole cream outperformed 4% kojic
acid; however, there was no significant difference between
treatments (p=0.299).

Table 2 shows the difference in pigment reduction with the
use of 5% methimazole cream and 4% kojic acid; however, it
was not statistically significant (p=0.755).

Figure 2 shows patient satisfaction with the use of 5%
methimazole cream compared with 4% kojic acid. There
was no patient who gave a satisfaction scale score 0, stating
“completely clear, no evidence of hyperpigmentation”
The number of patients who gave a satisfaction scale
score of 1, stating “there is only minor visual evidence
of hyperpigmentation’, was found to be higher with 5%
methimazole cream than with 4% kojic acid. Next, the number
who gave a satisfaction scale score of 2, stating “significant
evidence of hyperpigmentation’, was found to be higher with
4% kojic acid than with 5% methimazole cream.

The following adverse effects were found: nine of the
patients treated with 5% methimazole cream experienced
redness, burning, and itching. Similarly, adverse effects were

14
19 11,9
12 10,9 16’,§

10 8 86

HOM H2 M H4 M H6 M H8 M H10M H12M

=== 5% methimazole cream  ==*== 4% kojic acid

Figure 1. Diagram of right and left facial Melasma Area and
Severity Index changes at each visit
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also experienced by five patients treated with 4% kojic acid.
Adverse effects were felt for longer by those treated with 4%
kojic acid cream than by those treated with 5% methimazole
cream.

Discussion

The use of 5% methimazole cream for melasma therapy
has been researched previously. Malek et al. (10) reported a
study on the use of 5% methimazole cream on two melasma
patients who were hydroquinone resistant. The study was
carried out for 8 weeks and found good results: there was a
decrease in MASI score, and overall patient satisfaction with
therapy was good (10). However, there has been no research
reports comparing the use of 5% methimazole cream with
other therapies.

The present research showed that after 12 weeks of treatment
with 5% methimazole cream and 4% kojic acid, there was
little difference in the MASI score, the amount of pigment,

Table 1. Difference in the reduction in Melasma Area

and Severity Index on the right and left sides of the face

Average difference in

Melasma Area and
Treatment n . p value

Severity Index from

HO to H12
5% methimazole cream |45 |[3.7+2.4

0.299

4% kojic acid 45 3.2+1.9

Table 2. The difference in pigment reduction by the

index of Mexameter on the right and left sides of the
face

Average difference in
Treatment n pigmentation from | p value
HO to H12
5% methimazole cream | 45 7.12+4.1 0755
4% kojic acid 45 | 7.5+42 i
40
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30
25 m The number of patient
with 5% methimazole
20 cream
15 14  The number of patient
-~ with 4% kojic acid
10
5
8] 0
0 T T PGA score
0 1 2

Figure 2. Comparison of patient global assessment score
with the use of 5% methimazole cream and 4% kojic acid
after the study

PGA: Patient global assessment
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and patient satisfaction. This research evaluated the MASI
score and the amount of pigment every 2 weeks. Figure 1
shows the ratio of the decrease in the MASI found on the right
and left cheeks every 2 weeks during the research. A decrease
in the MASI score can be seen on the left and right cheeks. At
the end of the study (12 weeks), there was a decrease of 8.0 in
the MASI score on the right side of the face 8.6 on the left side
of the face. Therefore, the use of 5% methimazole cream gave
almost the same result as 4% kojic acid. This corresponds to
a change in the amount of pigment ascertained with the
Mexameter index, which found no significant difference in
the reduction in the amount of pigment between the two
treatments (Table 1).

The difference in MASI score reduction and the amount
of pigment was not significant because the mechanism
of action of both topical drugs affects the process of
melanogenesis, in the same way, that is, by inhibiting the
activity of tyrosinase. There was little difference in the results
because to inhibit the activity of tyrosinase, kojic acid chelates
the Cu found associated with the tyrosinase enzyme, so the
enzyme becomes inactive (7). Meanwhile, methimazole is
an antithyroid drug of the thionamide class that works by
inhibiting peroxidase (10,11).

Patient satisfaction scale scores after the study were found
to be various in comparison. According to the number
of patients reporting a satisfaction scale score of 1, more
patients were satisfied with the use of 5% methimazole
cream than 4% kojic acid, although the difference was not
statistically significant. In contrast, according to those who
reported a satisfaction scale score of 2, patients were more
satisfied being treated with 4% kojic acid cream than with
5% methimazole cream. At the end of the study, no patients
reported a satisfaction scale score of 0 with either of the
creams used. These results may be due to different types of
melasma suffered by patients, as most of the patients were
suffering from mixed-type melasma (epidermal and dermal).
Dermal type melasma is less responsive to conventional
therapy; therefore, it requires other therapeutic modalities,
such as chemical peeling and lasers. In addition, the dermal
type requires a longer treatment time, and this study was
conducted for only 12 weeks.

The adverse effects found with the use of 5% methimazole
cream and 4% kojic acid were almost the same: patients
experienced redness, burning sensations, and itching.
The adverse effects with the use of 5% methimazole
cream were felt especially in the first 2 weeks of the study,
subsequently diminished, and then disappeared. With kojic
acid cream treatment, these adverse effects were felt for
long. The results are consistent with research conducted
by Kasraee et al. (11) on the safety of topical methimazole
as a melasma therapy. In that study, adverse effects with
the use of topical methimazole, characterized by a burning
sensation and redness, were reported (11). Malek et al.
(10) reported successful topical methimazole treatment in
two hydroquinone-resistant melasma patients who also
experienced adverse effects, namely a burning sensation
and redness. Research by Sardesai et al. (12) investigating 17

melasma patients found side effects of kojic acid in 14% of
melasma patients, characterized by redness and a burning
sensation. Gajjala et al. (13) also reported adverse effects of
kojic acid characterized by redness, a burning sensation, and
itching in 26% of melasma patients.

Study Limitations

This study’s main limitation is that dermal type melasma is
less responsive to conventional therapy; therefore, it requires
other therapeutic modalities, such as chemical peeling
and lasers. In addition, the dermal type requires a longer
treatment time.

Conclusion

A comparison of MASI scores, the amount of pigment, and
patient satisfaction scales indicated that 5% methimazole
cream was superior to 4% kojic acid, although the
difference was not statistically significant. In conclusion, 5%
methimazole cream can be used as an alternative melasma
therapy.
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Evaluation of the Relationship Between T
Regulatory Cells and Vitamin D Levels in
Chronic Spontaneous Urticaria

Kronik Spontan Urtikerde T RegUlatuvar
HUcre DUzeyi ve D Vitamini DUzeyi lliskisinin
Degerlendiriimesi

Abstract

Objective: T regulatory (Treg) cells play a role in autoimmunity and vitamin D is one of
the factors involved in regulation of Treg cells. In this study, it is aimed to evaluate the
relationship between Treg cells and disease-related parameters and serum vitamin D
levels in chronic spontaneous urticaria (CSU) patients.

Methods: The percentage of Treg cells were evaluated by flow cytometric analysis
and serum 25 hydroxy vitamin D (25(OH)Vit D) levels were determined by commercial
available ELISA kit.

Results: Thirty eight CSU patients and 30 healthy controls were included in the study.
The percentage of CD4+CD25% and CD4*FOXP3* T cells in the patient group were
found lower than in the control group (p=0.018, p=0.000). No difference was detected
between groups in terms of the percentage of CD4+*CD25*FOXP3+* T cells and the 25(OH)
Vit D levels (p=0.192, p=0.218). There was no significant relationship between disease
duration, weekly urticaria activity score, autologous serum skin test (ASST), serum 25(OH)
Vit D levels and the percentage of Treg cells in CSU patients.

Conclusion: The percentage of CD4+*CD25% and CD4*FOXP3+ T cells in CSU patients
were observed to be lower than control group independent from the serum 25(OH) Vit
D levels, ASST positivity, disease duration and severity. This result suggests that Treg cells
are one of the factors involved in the pathogenesis of CSU.

Keywords: Chronic spontaneous urticaria, T regulatory cells, vitamin D, urticaria activity
score, autologous serum skin test, autoimmunity

Amag: T regUlatuvar (Treg) hicreler otoimmuUnitede rol alir ve D vitamini Treg hicre
regUlasyonunda rol alan faktérlerden biridir. Bu calismada kronik spontan Urtiker (KSU)
hastalannda Treg hUcreleri ile hastalik iliskili parametrelerin ve serum vitamin D duzeyi
iliskisinin degerlendirimesi amaclanmigtir.

Yontemler: Treg hicrelerinin yUzdeleri flow sitometrik analiz ile serum 25 hidroksi vitamin
D (25(OH) Vit D) duzeyi ise ticari hazr ELISA kiti ile degerlendirildi.

Bulgular: Calismaya 38 KSU ve 30 sadlikl kontrol dahil edildi. CD4+*CD25+ ve CD4+*FOXP3*
T hUcre yUzdesi hasta grubunda kontrol grubuna gére dUsUk dUzeyde bulundu (p=0,018,
p=0,000). CD4+*CD25+*FOXP3* T hUcre yUzdesi ve serum 25(OH)Vit D dUzeyi acisindan
gruplar arasinda farklilik saptanmadi (p=0,192, p=0,218). KSU hastalarinda hastalik stresi,
haftalik Urtiker aktivite skoru, otolog serum deri testi (OSDT) ve serum 25(OH) Vit D duzeyi
ile Treg hUcre yUzdesi arasinda anlamli iliski tespit edilmedi (p>0,05).

Sonug: Calismamizda KSU hastalarinda CD4+*CD25+ ve CD4+FOXP3* T hicrelerinin
serum 25(OH)Vit D, OSDT pozitifligi, hastalik sire ve siddetinden bagimsiz olarak kontrol
grubuna gére dUsUk oldugu gdzlendi. Bu sonug Treg hicrelerinin KSU patogenezinde
yer alan faktérlerden biri oldugunu dUsindurmektedir.

Anahtar kelimeler: Kronik spontan Urtiker, regUlatuvar T hicreleri, D vitamini, Urtiker
Aktivite Skoru, otolog serum deri testi, otoimmunite
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Introduction

Chronic spontaneous urticaria (CSU) is used to describe
urticaria persists longer than 6 weeks by excluding the
inducible chronic urticaria according to the European
Academy of Allergology and Clinical Immunology (EAACI)/
the Global Allergy and Asthma European Network (GA2LEN)/
the European Dermatology Forum (EDF)/World Allergy
Organization (WAO) guideline (1). CSU can be associated with
autoimmune disorders and antibodies against high-affinity
immunoglobulin E (IgE) receptor and IgE can be found in
CSU patients (2,3). The role of tissue T cells in chronic urticaria
pathogenesis has been investigated and CD4+ T cells is
thought to play important role in the pathogenesis of the
disease (4,5).

T regulatory (Treg) cells are one of the T cell subtypes playing
a role in immune tolerance and the inflammatory response
against self-antigens and are co-expressed as CD4, CD25
and FOXP3 (6,8). Treg cells are classified as CD4+CD25+,
CD4+FOXP3+ and CD4+CD25+FOXP3+ (9). Treg cells have
been reported to have lower percentages in the blood or
defective function in allergic, autoimmune disorders and also
chronic urticaria (10-15).

Vitamin D is considered to be an immune modulatory
molecule and low vitamin D levels have been reported in
autoimmune disorders (16). Vitamin D has been shown to
inhibitT cell proliferation and regulate Treg cells differentiation
and activation (17-19).

We aimed to evaluate the relationship between Treg cells and
disease-related parameters and the vitamin D levels in CSU
patients in this study.

Methods

A total of 38 CSU patients and 30 healthy volunteers were
included in the study. All patients and volunteers were
involved to the study after having received informed
consent. This study was approved by Eskisehir Osmangazi
University Clinical Research Ethics Committee (approval
number: 04-2016). In accordance with the EAACI/GA2LEN/
EDF/WAO guideline, patients diagnosed with CSU were
included in the study (1). Subjects who were pregnant or
lactating, were suffering from or treated for liver or kidney
dysfunction, those with a history of systemic inflammatory
disease, who had received systemic immunosuppression
treatment within the past month, or with an accompanying
dermatologic disease other than CSU were excluded. The
demographic information of the patients and disease-
related parameters; duration of urticaria, autologous serum
skin test (ASST) positivity and weekly urticaria activity score
(UAS7) were evaluated.

The Evaluation of Urticaria Activity Score

UAS was used to evaluate the disease activity in CSU patients.
The number of raised plaques (0, none; 1, <10 plaques; 2, 10-
50 plaques; 3, >50 plaques) and pruritus severity (0=no pruritus;
1=mild; 2=moderate; 3=severe) were scored. The UAS score was
determined as the weekly UAS7 between 0 and 42 points (1).

Evaluation of Autologous Serum Skin Test

ASST evaluation was performed according to EACCI/GA2LEN/
EDF/WAO (1). The result was accepted as positive if the
diameter of the erythematous papule response to autologous
serum was 1.5 mm or more larger than the response to
physiological saline.

Collection of Blood Samples

Serum blood samples were collected between October and
April, considering the effect of ultraviolet radiation on the
vitamin D level. A total of 5 mL of venous blood was collected
from the patients and controls. Two mL was placed in a tube
containing tri-potassium ethylenediaminetetra-acetic acid
for flow cytometric analysis. The other 3 mL was collected in a
plain tube, centrifuged, and stored at -80 °C until it was used
for assessment of vitamin D. The serum 25 hydroxy vitamin D
(25(0OH)Vit D) levels were assessed with a commercial ELISA
kit.

Flow Cytometric Analysis

Cell surface markers on peripheral mononuclear cells
were evaluated with CD4-peridinin-chlorophyll proteins
(eBioscience) and CD25-fluorescein isothiocyanate (BD
Bioscience: San Jose, California, USA) surface antigens. We
then added 100 pL blood with the cell content adjusted
to 1x106. Incubation for 15-20 min at room temperature
followed. The next step was a 10 min incubation with 2 cc
of erythrocyte lysing solution at room temperature. The
solution was then centrifuged at 1.800 rpm for 5 min. The
supernatant was removed and washed with phosphate buffer
saline (PBS). The pellet was vortexed after adding 1 mL freshly
prepared fixation/permeabilization solution and kept in the
dark for 30-60 min at 4 °C. It was then washed twice with 2
mL permeabilization solution. The supernatant was again
removed and 20 pL (FOXP3) phycoerythrin (eBioscience)
was added after keeping the solution in the dark at °C for
30 min. Permeabilization solution at a volume of 2 mL was
then used to wash 2 times. The supernatant was taken for
resuspension with PBS. We then counted 25.000-30.000 cells
with FACSCalibur flow cytometry. Only the CD4+ helper T
cells were gated for the analysis (Figure 1).

Statistical Analysis

The IBM SPSS Statistics 21.0 software program was used
for data analysis. Continuous data are presented as mean
+ standard deviation. Categorical data are presented as
percentages (%). The Shapiro-Wilk test was used to analyze
the compliance of the data with a normal distribution.
The Mann-Whitney U test was used in the comparison of
the groups not complying with a normal distribution. The
presence of correlation between the data was evaluated with
the Spearman correlation test. P<0.05 was accepted as the
criterion for statistical significance.

Results

We included a total of 38 CSU (29 females, 9 males) patients
and 30 healthy controls (21 females, 9 males) in the study.
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The mean age was 43.7£15.1 years in the CSU patient group
and 46.2+10.1 years in the control group. No significant
difference was found between the patient and the control
groups in terms of gender and mean age (p=0.558, p=0.528).
The mean disease duration in CSU patients was 28.1+38.5
(2-180) months. This duration was <1 year in 24 (63.1%), 1-<
5 years in 11 (28.9%), 5-<10 years in 2 (0.05%) patients and
longer than 10 years in 1 (0.03%) patient. Mean UAS7 of the
CSU patients was 28.7+8.1. ASST was negative in 16 (42.1%)
and positive in 22 (57.9%) of the patients. The percentage
of CD4+CD25+ T cells was 4.1£2.8 in the CSU patients and
5.4+1.9 in the control group. The percentage of CD4+CD25+
T cells in the patient group was statistically significantly
lower than in the control group (p=0.018). The percentage
of CD4+FOXP3+ T cells was 2.6+1.8 in the CSU patients and
4.2+2.0in the control group. The percentage of CD4+FOXP3+
T cell in the patient group was statistically significantly
lower than in the control group (p=0.000). The percentage
of CD4+CD25+FOXP3+ T cells was 1.9+1.6 in the CSU
patients and 1.9£1.0 in the control group. The percentage
of CD4+CD25+tFOXP3+ T cells was found to be similar in
both groups (p=0.192). The serum 25(0OH)Vit D levels were
11.2+2.5 ng/mL in the patient group and 11.7+4.6 ng/mL
in the control group. The serum 25(0OH)Vit D levels were
found statistically similar in the patient and control groups
(p=0.218). The demographic and clinical characteristics of
the patients and control groups were presented in Table 1.
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CD4+CD25+FOXP3+ T cells and duration of disease, UAS7,
ASST and serum 25(0OH)Vit D levels (p>0.05; Table 2).

Table 1. Demographic and clinical characteristics of the

patient and control groups

Patient Control
n=38 n=30 P
Gender (Female/male) 29/9 21/9 0.558
44 (17-72) | 50 (25-66)
Age (year) 4374151 | 462+10.0 | 028
. . 12 (2-180)
Disease duration (month) 2814385 | -
UAS7 28.7+8.1 - -
ASST
Negative 16 (42.1%) -
Positive 22 (57.9%)
CD4*CD25* T cells (%) 4.1+2.8 5.4+1.9 0.018
CD4*FOXP3+ T cells (%) 2.6+£1.8 4.242.0 0.000
+ + +
O8O IO 1.9+1.6 1.9+1.0 | 0.192
(%)
25(OH)Vit D ng/mL 11.2+2.5 11.7+4.6 0.218

25(OH)Vit D: 25 hydroxy vitamin D

ASST: Autologous serum skin test, UAS7: Weekly urticaria activity score,
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Figure 1. Flow cytometric analysis of T regulatory cells
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Table 2. The evaluation of relationship between T regulatory cells subgroups and autologous serum skin test, disease

duration, weekly urticaria activity score and 25 hydroxy vitamin D

CD4+CD25* (%) CD4+*FOXP3* (%) CD4+CD25*FOXP3+(%)
r/p r/p r/p

Disease duration (months) 0.184/0.270 0.020/0.544 -0.148/0.375

UAS7 0.087/0.603 0.147/0.380 0.106/0.527

ASST -0.114/0.495 0.093/0.581 -0.015/0.738

25(OH)Vit D ng/mL 0.068/0.685 0.035/0.833 0.260/0.116

ASST: Autologous serum skin test, UAS7: Weekly urticaria activity score summed over 7 days, 25(OH) Vit D: 25 hydroxy vitamin D

Discussion

Although autoimmunity is thought to be play a role
in more than one third of the urticaria patients, the
immunopathogenesis regarding the disease has not yet
been clarified. Treg cells are classified as CD4+CD25+,
CD4+FOXP3+ and CD4+CD25+FOXP3+, and FOXP3 is
essential for Treg cells function (9). Although they play an
important role in the development of immunotolerance
by suppressing the inflammatory response developing
against self-antigens, the exact role of Treg cells’ subtypes
is not known. Autoimmune disorders develop with a
disturbance in the control of self-reactive T lymphocytes
(20,21). CD4+CD25+ Treg cells suppress the functions of
various types of hematopoietic cells in the peripheral
blood and they are highly specific for the suppression
of effector T cells. Treg cells therefore play an important
role in immune homeostasis and are protective against
autoimmunity development (19,20). Low number of or
defective Treg cells have been reported to play a role in the
development of autoimmune diseases such as systemic
lupus erythematosus, rheumatoid arthritis, type 1 diabetes,
multiple sclerosis and also myasthenia gravis (19,22).

There are a limited number of publications reporting that
Treg cells are low or have defective function in chronic
urticaria. Sun et al. (11) classified chronic urticaria as a chronic
idiopathic urticaria (CIU) and chronic autoimmune urticaria
(CAU) by using basophil histamine release in their study
where they evaluated Treg cells levels. They found lower
CD4+CD25+FOXP3+ regulatory T cells and FOXP3 levels in
CAU patients than in the control and CIU groups, while the
FOXP3 expression levels were similar in the CIU patients and
the healthy group (11). They suggested that the reduced
number of CD4+CD25+FOXP3+ regulatory T cells in CAU
patients may result from the migration of these lymphocytes
to the inflammation on urticaria plaque (11). On the other
hand, they also emphasized that FOXP3 reduction may be
related to autoimmunity in chronic urticaria (11). Chen et al.
(12) found high level of CD4+CD25+ T cell percentage and
observed a decrease in CD4+CD25+ and CD4+CD25- cytokine
release in chronic urticaria patients. They indicated that Treg
cells have defective function in chronic urticaria patients (12).
Arshi etal. (13) found significantly lower CD4+CD25+FOXP3+T
cell levels in chronic urticaria patients than the control group
while the serum interleukin (IL)-10, transforming growth

factor-B, and IL-17 levels were similar in the two groups.
These findings suggest that reduced number of Treg cells or
its defective functions related to autoimmune nature of CSU.

Similar to the studies in the literature, we found lower
percentages of CD4+CD25+ and CD4+FOXP3+ Treg cells in
CSU patients than the healthy controls, while no difference
was found in terms of the percentage of CD4+CD25+FOXP3+
Treg cells.

One of the immunomodulatory effects of vitamin D is to
inhibit the T helper (Th)1 and Th17 response and induce the
Treg cells response. Low vitamin D levels lead to increase in
the pro-inflammatory cytokine levels and imbalance in the
Treg cell levels (18,19,23,24). The serum vitamin D levels have
been reported to be lower in chronic urticaria patients than
in healthy controls (25-28). Besides, it is reported that the
replacement vitamin D reduces the symptoms and improve
quality of life in patients with chronic urticaria (29). To date,
the relationship between vitamin D levels and Treg cells
levels have not been reported in chronic urticaria patients.
In our study, 25(0OH)Vit D levels were found to be similar in
both groups and no relationship was found between Treg cell
groups and serum 25(0H)Vit D levels. These results indicate
that the Treg cells levels decreases independently from the
vitamin D levels in CSU patients.

ASST is a clinical test for in vivo detection of functional
circulating autoantibodies in chronic urticaria. The positivity
of ASST level supports immunologic pathogenesis in CSU
patients. Although there are publications showing that
25(0OH)Vit D levels are lower in ASST-positive urticaria
patients, some studies report that 25(0H)Vit D levels have
no difference between ASST positive and negative groups
(25-28). In our study, no difference was found between Treg
cell subtypes and ASST positive and negative patient groups.
The studies conducted on this subject have not reported a
relationship between disease activity and disease duration
and Treg cells. In this study there was no relationship between
the percentages of Treg cells and duration of the disease and
UAS7. This result indicates that Treg cells have a contribution
to disease pathogenesis independent from the disease
severity and duration.

Study Limitations

The effect of the treatment on Treg cells levels in urticaria
patients was not shown in this study.
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Conclusion

The data we have obtained from our study supports that
Treg cells are involved in immunopathogenesis in CSU
patients. The clarification of the role of Treg cells in disease
pathogenesis will be helpful in establishing treatment
alternatives in CSU patients.
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Clinical Evaluation of Primary Cicatricial
Alopecias from Turkey: A Retrospective
Analysis of 97 Cases

TUrkiye'den Primer Sikatrisli Alopesilerin Klinik
Degerlendirmesi: 97 Olgunun Geriye Donuk Analizi

Abstract

Objective: Primary cicatricial alopecias (PCA) are a rare group of hair diseases with
irreversible hair loss. The objective of the current study was to evaluate the demographic
data, clinical findings, disease course and accompanying diseases in a series of PCA
cases.

Methods: Retrospective analysis was performed on medical records of 97 patients
diagnosed as PCA ufilizing electronic data base search at Akdeniz University Hospital
Hair Diseases Unit.

Results: The incidence of PCA among hair diseases was determined as 6%. Lichen
planopilaris (LPP) (41.2%) was the most common diagnosis of PCA, followed by frontal
fiorosing alopecia (FFA) (15.4%) and dissecting cellulitis (9.3%). The ratio of lymphocytic
cicatricial alopecia to neutrophilic cicatricial alopecia was found 6.3:1. Female to male
ratio was 1.8:1 (p<0.01). The mean age was 44.22+15.19 years. The cases with FFA were
significantly older (62.2+9.21 years) and folliculitis decalvans were significantly younger
(17.5£4.95 years) (p<0.01). The most frequent complaint of the patients was itching of
the scalp (30%) and 66.7% of the patients with itching had been diagnosed as LPP and
FFA. No significant relationship was observed between PCA groups and the concominant
diseases.

Conclusion: The gender and age distribution of the patients with PCA are similar to
those described in the literature. LPP is the most frequent PCA diagnosis and the most
frequent complaint is itching of the scalp in these patients.

Keywords: Clinical features, discoid lupus erythematosus, dissecting cellulitis, frontal
fibrosing alopecia, lichen planopilaris, primary cicatricial alopecia

Amag: Primer sikatrisli alopesiler (PSA) geri donUsUmsUz kil kaybiile seyreden nadir gérilen
bir grup sac hastaligidir. Bu calismada bir seri PSA olgusunda, demografik verilerin, klinik
bulgularnn, hastalik sUrecinin ve eslik eden hastaliklarin degerlendiriimesi amaglanmistir.
Yontemler: Akdeniz Universitesi Hastanesi Sac Hastaliklar Unitesi’nde PSA tanisi konulan
97 hastanin elekironik veri tabani arastirmasi kullanilarak dosya verileri geriye donUk
olarak degerlendirildi.

Bulgular: Sac¢ hastaliklan arasinda PSA gorUlme orani %6,0 olarak saptandi. Liken
planopilaris (LPP) (%41,2) en sk saptanan fani olup bunu frontal fibrozan alopesi (FFA)
(%15,4) ve dissekan selllit (%9.3) izliyordu. Lenfositik sikatrisli alopesilerin nétrofilik sikartrisli
alopesilere orani 6,3:1 olarak bulundu. Kadin erkek orani 1,8:1 olarak bulundu (p<0,01).
Ortalama yas 44,22+15,19 yil idi. FFA olgulan anlamli olarak daha ileri yasta (62,2+9,21
yas) ve folikUlitis dekalvans olgular anlamli olarak daha genc yastaydi (17,5+4,95 yas)
(p<0,01). En sk saptanan yakinma sacl deride kasinti (%30) olup kasinti yakinmasi
olan hastalarin %66,7'sine LPP ve FFA olarak tani konmustu. PSA gruplar ile eslik eden
hastaliklar arasinda anlamli bir iliski saptanmadi.

Sonug: PSA hastalannin cinsiyet ve yas dagilimi literatUrde tanimlananlarla benzerlik
go6stermektedir. En sik konulan PSA tanisi LPP'dir ve bu hastalarda en sik yakinma sacl
deride kasinti olarak saptanmistir.

Anahtar kelimeler: Klinik 6zellikler, diskoid lupus eritematozus, dissekan selUlit, frontal
fibrozan alopesi, liken planopilaris, primer sikatrisli alopesi
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Introduction

Primary cicatricial alopecias (PCA) are a group of hair
disease characterized by permanent hair follicle destruction
and irreversible hair loss. Although, it's thought that the
inflammation targeting the hair follicle results in the disease,
the etiopathogenesis of PCA remains poorly understood (1).
PCA were classified, according to a consensus meeting on
cicatricial alopecia by North American Hair Research Society
in 2001, into 3 main groups: lymphocytic, neutrophilic, and
mixed, based on the histologically predominant type of
inflammatory cells which is still in use (Table 1) (2). Today,
optimal management and treatment guidelines for the
PCA have not been established. They are relatively rare
diseases and controlled trials are limited. In this group of
diseases, demonstration of the demographic and clinical
characteristics of the patients may lead the formation of
patient profiles and clarification of the ethiopathogenetic
mechanism by the identification of the potential trigger
factors.

The aim of this study is to evaluate the demographic and
clinical characteristics, disease process and accompanying
diseasesin a series of PCA patients in order to give information
that will provide a better understanding of this group of
diseases.

Methods

This retrospective descriptive study was carried out in a
regional tertiary referral center for hair disorders in Turkey.
All patients who admitted to the Akdeniz University Hospital
Hair Diseases Unit from May 2011 to May 2014 and who
had a diagnosis of PCA were included to the study. Data

Table 1. Classification of primary cicatricial alopecias

Lymphocytic primary cicatricial alopecia

* Chronic cutaneous lupus erythematosus
(discoid lupus erythematosus)

¢ Lichen planopilaris

- Classic lichen planopilaris

- Frontal fibrosing alopecia

- Graham Little syndrome

* Classic pseudopelade of Brocq

* Central centrifugal cicatricial alopecia

* Alopecia mucinosa

* Keratosis follicularis spinulosa decalvans

Neutrophilic primary cicatricial alopecia

» Folliculitis decalvans

* Dissecting cellulites/folliculitis
(perifolliculitis abscedens et suffodiens)

Mixed cicatricial alopecia

* Folliculitis (acne) keloidalis

¢ Folliculitis (acne) necrotica

* Erosive pustular dermatosis

were collected utilizing electronic database search. The
parameters including the patient demographics, symptoms
noted at admission, duration of symptoms, diagnosis,
diagnostic methods, serological tests and comorbidities such
as diabetes mellitus, hypertension, coronary artery disease
and thyroid disease were recorded. Patients’ records were
kept confidential.

Statistical Analysis

Data obtained from patients’ digital records were analyzed
by using SPSS version 18.0. Mean and standard deviation
for quantitative variables and percentage for qualitative
variables were calculated. The chi-square test and ANOVA test
were used for statistical analysis. Fisher’s exact test and Yates-
corrected chi-square were performed if necessary. P value
<0.05 was considered statistically significant.

Results

A total of 97 patients with PCA, identified among 1617
patients who evaluated in the Akdeniz University Hospital
Hair Diseases Unit were enrolled in to the study. PCA were
found to be 6.0% of all hair diseases. The age range of the
patients was 14-82 years with the mean age of 44.22+15.19
years (female, n=62; male, n=35). The diagnosis was
established by clinical and dermoscopic examination and
biopsy. The biopsy was mostly performed in patients with
lichen planopilaris (LPP). Trichoscopy was done 90.7% of the
patients and direct immunofluorescence was done 27.8% of
the patients. Patients whose lesions were present for a long
time and had no activity at least for 2 years and the diagnosis
could not be confirmed were defined as late stage (LS)-PCA
without final diagnosis. The types of PCA and demographic
data of the patients are summarized in the Table 2.

In this cohort, the ratio of lymphocytic cicatritial alopecia to
neutrophilic cicatricial alopecia was found 6.3:1. The most
frequent type of PCA was LPP (41.2%), followed by frontal
fibrosing alopecia (FFA) (15.4%). Among patients with PCA,
female predominance was seen with a female to male ratio
of 1.8:1 (chi-square: 29.6; p<0.01). While the most common
type of PCA in women and men was LPP (40.3%, 42.9%;
respectively) the second most common diagnosis in women
was FFA (24.2%) and in men was dissecting cellulitis (DC)
(25.7%). It was observed that all patients with FFA and central
centrifugal cicatricial alopecia (CCCA) were female and all the
patients with folliculitis decalvans (FD) and DC were male
(p<0.01) (Table 2).

The patients with FFA were the oldest and the patients with
FD were the youngest age group; the mean age of 62.2+9.21
and 17.5+£4.95, respectively (Figure 1). In ANOVA analysis,
used for assessing the age of the patients, there was a
difference between the groups (p<0.001). FFA and FD were
found to differ from the other groups with the post hoc test.

Eighty of patients with final diagnosis were evaluated to
the symptoms in the admission. In addition to hair loss
and baldness, symptoms such as itching, burning, stinging,
pain, pustules on the scalp, scaling, redness and wound-
crust formation were also noted. There were one or more of
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these complaints together. Itching was the most prominent
symptom (30%). The 66.7% of patients with itching were
patients with LPP. Pustules on the scalp was found to be
the second most common complaint and, was found to be
main symptom of the patients with DC and FD (77.8%, 100%;
respectively). While patients with LPP were describing their
unpleasant sensations such as burning, stinging and pain
around the follicle, the patients with FD and DC were defined
such sensations as pain on the scalp (Table 3).

When the time between the onset of the first symptoms and
the admission of our unit was evaluated, it noted that the
symptoms of 61.9% of patients were present for 1 to 5 years
(Figure 2).

Inourcohort, 13 (86.7%) patients with FFA werein menopause,
and the remaining 2 patients were also perimenopausal.
Regarding of comorbidities, it was observed that hypertension
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Figure 1. The mean age of patients with primary cicatricial
alopecias

LPP: Lichen planopilaris, FFA: Frontal fibrosing alopecia, DLE:
Discoid lupus erythematosus, DC: Dissecting cellulitis, FD:
Folliculitis decalvans, PB: Pseudopelade of Brocq, CCCA: Central
centrifugal cicatricial alopecia

(40%) was often accompanying the patients with FFA.
Serology for hepatitis B and C was performed on 28 patients
with LPP and only 1 patient was found as hepatitis B carrier. A
total of 46 patients were evaluated for thyroid autoantibodies
[anti-thyroid peroxidase (TPO) and anti-human thyroglobulin
(HTG)] and 14 (30.4%) cases had elevated levels. In terms of
concomitant thyroid disease in the history, it was detected
that the incidence was 12.5% in all patients and most
common in patients with LPP (20%). In general, in the terms
of accompanying diseases to the type of PCA, there was no
statistically significant difference in statistical analysis (chi-
square: 6.1, p>0.05) (Table 4).

Discussion

PCAarearelativelyrarediseasesinthe practice of dermatology.
In the literature, the prevalenced PCA were reported ranging
between 2.1%-7.3% in the hair diseases (3-5). In these studies,
as in our study, the prevalence of PCA seems to be higher
in evaluations made in the centers that specialized in hair
diseases than general dermatology clinics. In the study of
Whiting (3), which is the first report and has the largest series,
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Figure 2. The time elapsed between the onset of symptoms
and the admission of the hair diseases unit

Table 2. Types of primary cicatricial alopecias and demographic data of the patients

Disease El(l;l ber of the patients Bi(:P oy cases S:rrrllgle:-male :’Iieli}::;)

) () n (%) (Mean * SD)
LPP 40 (41.2) 26 (65) 25 (62.5)-1 (37.5) 17-67 (43.73+11.91)
FFA 15 (15.4) 8(53.3) 15 (100)-0 (0) 48-77 (62.249.21)
DC 9(9.3) 2(22.2) 0 (0)-9 (100) 18-51 (27.67+10.78)
DLE 7(7.2) 3 (42.7) 5(71.4)-2 (28.6) 17-50 (40.57+12.44)
PB 5(5.2) 4 (80) 3 (60)-2 (40) 21-37 (31.4+6.19)
FD 2(2.1) 1 (50) 0 (0)-2 (100) 14-21 (17.5+4.95)
CCCA 2(2.1) 2 (100) 2 (100)-0 (0) 36-55 (45.5+13.44)
LS-PCA 17 (17.5) 4(23.5) 12 (70.6)-5 (29.4) 27-82 (46.53+14.68)
Total 97 (100) 50 (51.5) 62 (63.9)-35 (36.1) 14-82 (44.22+15.19)

LPP: Lichen planopilaris, FFA: Frontal fibrosing alopecia, DC: Dissecting cellulitis, DLE: Discoid lupus erythematosus, PB: Pseudopelade of Brocq, FD: Folliculitis decalvans, CCCA:
Central centrifugal cicatricial alopecia, LS-PCA: Late stage primary cicatricial alopecias, SD: Standard deviation
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358 cases who applied to the hair diseases clinic and whose
diagnosis of PCA confirmed histologically in 10-year period
were evaluated. Although, secondary cicatricial alopecias
caused by tinea capitis, late stage androgenetic alopecia and
tractional alopecia were included, the vast majority of the
study group was PCA cases (80%). In this study pseudopelad
(32.4%) was the most common diagnosis, and followed by LPP
(10.1%), FD (8.9%), discoid lupus erythematosus (DLE) (8.7%)
and acne keloidalis (8.4%). However, the term pseudopelad
had been used to define all non-specific scarring alopecia
whose definitive diagnosis could not be reached (3).

Tan et al. (4) observed that most of the biopsy specimens
of 112 PCA cases were histologically predominantly
lymphocytic in a 5-year retrospective study and, the ratio of
lymphocytic to neutrophilic PCA was reported as 4:1. DLE
(33.9%), pseudopelad (24.1%) and LPP (22.3%) were the
most frequently diagnosed diseases (4). The lowest ratio of
PCA (2.1%) in the hair diseases was reported in a study from
China. In this study 59 patients with PCA were evaluated in
6-year period, unlike other studies neutrophilic cicatricial
alopecia was found more than lymphocytic ones (1.3:1) (5).
The most common type of PCA observed in the studies differs
among geographical regions. While LPP (25.7%) was the most

common diagnosis in the study of Trachsler and Trueb (6), FD
was the first one in a study from China with the ratio of 40.7%.
In another study from Brazil, 39 patients were evaluated, and
the most common diagnosis was found as DLE (43.6%) (7). In
a study from Iran with the evaluation of 100 patients with PCA
in a 7-year period, FD (30%) was the first one (8). Although, this
can be explained by ethnic differences, the results may also
have been affected by the methodology of studies and the
differences of the centers. In a survey, conducted in the United
Kingdom, it was found that while the diagnosis of FFA was as
high as 35.3% in an admission of trichologists, it decreased to
15% in general dermatologists. The same survey showed that
patients with acne keloidalis and DLE more commonly applied
to the general dermatology clinics than hair clinic (general
clinic-hair clinic: 19.6%-13.8%; 20.6%-12.7%; respectively)
(9). In the present study the number of cases with DLE (7.2%)
was quite less compared to other studies. Similarly, this
finding suggests that DLE cases often applied to the general
dermatology clinic. On the other hand, the high rate of cases
with FFA (15.4%) in our series may depend on that the study
was carried out in the hair disorders clinic.

In this study, the biopsy was done to 51.3% of all PCA
patients. Histopathological examination was done mostly in

Table 3. Main symptoms of the patients (except hair loss and/or baldness)

Symptoms LPP FFA DC DLE PB FD CCCA Total

n=40 n=15 n=9 n=7 n=>5 n=2 n=2 n=80
Itch, n (%) 16 (40) 4(26.7) 1(11.1) 2 (28.6) 1 (20) 0 0 24 (30)
Pustules, n (%) 5(12.5) 0 7 (77.8) 0 0 2 (100) 0 14 (17.5)
Burning, n (%) 4 (10) 2(13.3) 1(11.1) 2 (28.6) 1 (20) 0 0 10 (12.5)
Stinging, n (%) 1(2.5) 1(6.7) 1(11.1) 0 1 (20) 0 0 4 (5)
Pain, n (%) 3(7.5) 1(6.7) 1(11.1) 1(14.3) 0 1 (50) 0 7 (8.8)
Scaling, n (%) 0 1(6.7) 0 0 0 0 0 1(1.3)
Redness, n (%) 0 0 0 0 1(20) 0 0 1(1.3)
Wound-crust, n (%) 3(7.5) 0 3(33.3) 0 1 (20) 0 0 7 (8.8)
No complaint, n (%) 20 (50) 10 (66.7) 0 5(71.4) 3 (60) 0 0 38 (47.5)
LPP: Lichen planopilaris, FFA: Frontal fibrosing alopecia, DC: Dissecting cellulitis, DLE: Discoid lupus erythematosus, PB: Pseudopelade of Brocq, FD: Folliculitis decalvans, CCCA:
Central centrifugal cicatricial alopecia

Table 4. Comorbidities in patients with primary cicatricial alopecias

PCA DM HT CAD + HT Dyslipidemia TD

n (%) n (%) n (%) n (%) n (%)
LPP, n=40 3(7.5) 4 (10) 5(12.5) 3(7.5) 8 (20)
FFA, n=15 3 (20) 6 (40) 7 (46.7) 3 (20) 1(6.7)
DG, n=9 0 0 0 0 0
DLE, n=7 0 1(14.3) 1(14.3) 0 1(14.3)
PB, n=5 0 0 0 0 0
FD, n=2 0 0 0 0 0
CCCA, n=2 0 0 0 0 0
Total, n=80 6(7.5) 11 (13.75) 13 (16.25) 6(7.5) 10 (12.5)
PCA: Primary cicatricial alopecias, LPP: Lichen planopilaris, FFA: Frontal fibrosing alopecia, DC: Dissecting cellulitis, DLE: Discoid lupus erythematosus, PB: Pseudopelade of Brocq, FD:
Folliculitis decalvans, CCCA: Central centrifugal cicatricial alopecia, DM: Diabetes mellitus, HT: Hypertension, CAD: Coronary artery disease, TD: Thyroid disease
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lymphocytic types of PCA, such as the patients with CCCA,
pseudopelade of Brocq (PB), LPP, FFA and DLE (100%, 80%,
65%, 53.3%, 42.7%; respectively). Whiting (3), in his paper
suggested that in chronic cases clinical findings were more
helpful to the diagnosis and immunofluorescence evaluation
contributed to the diagnosis only in 27% of their cases.
Another study showed that the biopsy was done more
frequently in lymphocytic PCA (DLE, PB, LPP). Despite the
fact that the differential diagnosis and classification of PCA
were based on type of inflammatory infiltrate, the diagnosis
of neutrophilic PCA was often depend on clinical findings.
The biopsy ratio in all PCA cases was reported as 23.1% (9). In
our study, histopathological examination was done in about
half of the cases for the diagnosis, and immunofluorescence
examination rate was 27.8%. Although this can be
seen as a limitation of the retrospective methodology,
histopathological and immunofluorescence examination
rates of the present study are consistent with the literature.
On the other hand, trichoscopic examination was used in
almost all cases (97.3%) for the diagnosis. In recent years, an
increasing number of distinctive dermoscopic examination
findings were defined for PCA. And today, beside clinical
signs trichoscopy (dermoscopy of the scalp) have being used
more and more widely in the diagnosis and follow-up of
these patients (10-12).

In the study 17 (17.5%) patients were in the late stage. So,
they had non-specific clinicopathological findings and
whose disease activity has not been detected at least
for 2 years, which were defined as “burn-out”. When the
patients applied in this stage, follicular destruction had
been completed, fibrous tissue settled and there was no
inflammatory infiltrate. These are common late stage findings
of all PCA. In this stage reaching a definitive diagnosis, even in
experienced centers is not always possible (1). While the term
of pseudopelade is regarded as a separate entity in general,
by some researchers it is also considered as the common end
stage of many cicatricial alopecia (13,14). The frequency of
pseudopelad within all PCA was reported as 40.6%, 24.1%
and 10% in the studies conducted in different hair diseases
centers (3,4,6). The differences between the studies are
based on the demographic characteristics of patients, the
properties of the centers or clinicopathological diagnostic
criteria of pseudopelad. Therefore, in this study we prefer to
classify cases with LS-PCA as a separate title, besides of classic
PB cases.

In the literature in general, as also in our study, while
lymphocytic cicatricial alopecias were more frequent in
women, neutrophilic ones were more frequent in men
(4,5,13,15-20). In a study from Iran, Nejad et al. (8) reported
that in their case series men were more frequently affected to
PCA than women. And, they linked this data with the socio-
cultural differences such as the covering of their heads and
women’s home life (8).

The mean age of our patients with PCA was 44.22+15.19 years.
The patients with FFA were the oldest, the patients with FD
were the youngest group and the difference was statistically
significant. The similar mean age of PCA was reported in the

literature (3,5,7,13,15). Meinhard et al. (20) were found that
patients with FFA were more elderly than LPP was statistically
significant.

Regarding the main symptoms of our patients in admission,
we found that the most frequent symptom was itching,
followed by pustules on the scalp. According to the type of
PCA, 40% of patients with LPP and 26.7% of patients with FFA
were found to apply with the complaint of itching. The most
common symptom in LPP and FFA is also reported as itching
in the literature (15,16,21). Tan et al. (4) described the most
prominent symptoms of LPP as itching of the scalp (90%) and
pain (72%). As a symptom, pustule formation on the scalp
was more frequent in neutrophilic PCA, with 77.8% of the DC
and 100% of the FD. We believe that the symptoms of itching
and pustules on the scalp should be a warning sign for the
diagnosis of PCA.

On the other hand, in the study the time period between
the onset of the patients’ first symptoms and admission to
our unit was also remarkable. More than three-quarters of
the patients expressed their complaints for more than 1 year
at the application. In the study of Tan et al. (4) this period is
under 1 year in the majority of cases with LPP and DLE. The
mean time period for the diagnosis was reported as 3.7 years
only for cases with pseudopelad because of the difficulty of
clinicopathological diagnosis (4). As a result of our study it
was thought that late application can be an important issue
in our region.

When the concomitant diseases of 80 cases with final
diagnosis were evaluated, it was found that comorbidities
were higher in patients with FFA who were the group
of advanced age. In this group, 40% hypertension, 20%
diabetes mellitus, 20% dyslipidemia and 6.7% thyroid
disease were detected. In a multicenter study, including 355
FFA cases, accompanying comorbidities were reported as
25% dyslipidemia, 15% hypothyroidism, 9% hypertension
(15). In our study despite high rates of accompanying
diseases in FFA, there was no statistically significant
relationship between the types of PCA and comorbidities.
In addition, 86.7% of patients with FFA were in menopause,
and the remaining 2 patients were perimenopausal
with menstruation irregularities. In several studies,
more than 80% of the FFA patients were also reported
as postmenopausal (15-17). Probably, more common
accompanying diseases in this group of PCA is associated
with advanced mean age and postmenopausal cases. In a
study conducted in Germany, 104 patients with LPP and
FFA were evaluated, no difference between patients with
LPP and the general population in terms of hypertension
and metabolic diseases was reported. Thyroid diseases were
observed more frequent in patients with FFA than LPP. But,
this may be associated with being postmenopausal and can
be explained by subclinical hypothyroidism that become
obvious in the postmenopausal period. Again, in the same
study although viral hepatitis was considered as a trigger
of the disease in patients with lichen planus, the same
togetherness was not observed for the LPP and reported
that doing serologic tests for hepatitis was not necessary
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in the patients with LPP (20). Similarly, Chieregato et al. (22)
were reported that the routine serology of hepatitis B and
C and the values of autoantibodies were normal in patients
with LPP. In present study, serology for hepatitis B and C
have done in 28 patients with LPP and, only 1 patient was
detected as hepatitis B carrier. Besides hepatitis serology,
thyroid autoantibodies (anti-TPO and anti-HTG) were
evaluated in a total of 46 patients and was detected high
in 14 (30.4%) of these cases. The anti-TPO and/or anti-HTG
antibody positivity was detected in 8 (32%) of 25 patients
with LPP, 5 of 11 patients with FFA (22%) and 1 of 4 patients
with pseudopelad. In terms of concomitant thyroid disease
in the personal history, this ratio was 12.5% in all patients,
higher in patients with LPP (20%). In a study of Atanaskova
Mesinkovska et al. (23) it was noted that the LPP may be
accompanied with thyroid disease. In this case-control study,
the ratio of thyroid disease was found as 34% in patients
with LPP and especially association of hypothyroidism
(29%) was highlighted (23). In the studies that evaluated
patients with DLE who has cicatricial alopecia, antinuclear
antibodies (ANA) positivity has been reported as 15.8%
and 42.8% (4,24). On the other hand, none of the patients
with DLE had ANA positivity in this study. Relatively small
number of patients with DLE may explain this difference.

Study Limitations

The retrospective methodology is the limitation of this study.
Conclusion

PCA were 6% of the hair diseases in our region. It was more
frequently in women. LPP was the most commonly diagnosed
PCA in our region. We believe that, itching and pustules
accompanied with scarring alopecia should be the warning
signs leading to diagnosis of PCA for this group of patients.
Although in the present study, there was no statistically
significant association in terms of concomitant diseases,
should be careful in terms of thyroid disease especially in
patients with LPP and FFA. The retrospective methodology
is the limitation of this study. We believe that further multi-
center national prospective researches supporting to the
demographic and clinicopathological data on patients
with PCA will make an important contribution to better
understanding of this diseases.
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Propionibacterium acnes’in Mikrobiyoloji
Diinyasindaki Yeri ve Onemi

The Importance of Propionibacterium acnes
Place in Microbiology World

Propionibacterium acnes, en ¢ok akne patogenezinde kabul edilen 6nemi ile
taninmaktadir. Ancak P. acnes’in kemotaktik maddeler Urettigi ve kompleman sistemini
de aktive ettigibilinmektedir. Sonyillarda artan molekUler calismalarile baska hastaliklarin
patogenezinde dnemli yer aldigi ve firsatci patojen dzellikleri sergiledigi de gosterilmistir.
Ayrica yapllan cesitli arastirmalar ile immuUn sistem Uzerindeki etkisinin fedavi amacl
kullaniimasina calisimaktadir. Bu derleme ile P. acnes’in 6zellikleri ve patogenezi gincel
literatUr esliginde gbzden gegirilmistir.

Anahtar kelimeler: Propionibacterium acnes, akne vulgaris, patogenez, mikrobiyoloji,
firsatcl patojen, biyofilm

Abstract

Propionibacterium acnes is most commonly recognized for its acne pathogenesis.
However, it is known that P. acnes produces chemotactic substances and activates the
compleman system. Recently, it has also been shown to take an important place in the
pathogenesis of other diseases and exhibit opportunistic pathogenic properties with
increased number of molecular studies. In addition, various studies have been carried
out in order to use its effects on the immunity for therapeutic purposes. In this review,
the features and pathogenesis of P. acnes have been reviewed in the light of current
literature.

Keywords: Propionibacterium acnes, acne vulgaris, pathogenesis, microbiology,
opportunistic pathogen, biofiim

Giris

Propionibacterium acnes oral flora, kolon,
konjuktiva, dis kulak yolu ve derinin normal
florasinin  bir parcasi olup, filosebasoz
foliklllerin ~ olusumu  esnasinda  da
predominantrolesahipoldugubilinmektedir
(1). Aknenin etiyopatogenezinde de P. acnes
gibi mikroorganizmalarin 6nemli bir yeri
oldugu bilinmektedir (2). P. acnes endokardit
ve osteomiyelit gibi firsatci enfeksiyonlar
ve prostetik kalp kapaklarinda enfeksiyon
etkeni olarak dustiniilmektedir (3). P. acnes’in
aksilla  bolgesinde sebaséz folikiller ile
iliskili oldugu ve bu bakterinin omuz, femur
basindan dize kadar bircok “prostetik eklem”
enfeksiyonu ile iliskili oldugu hipotezi de
bildirilmistir (3). Bazi hastalarda P. acnes
endokardit,  intravaskiler  enfeksiyon,
merkezi sinir sistemi enfeksiyonu, endoftalmi

ve nadiren artrit gibi enfeksiyonlara da
sebep olmaktadir (4).

Tarihsel Siireg

P.acnes, Propionibacteriumavidum, Proponibacterium
granulosum, Proponibacterium innocuum ve
Proponibacterium propionicum'dan olusan
insan kutandz propionibakteri ailesinin
bir Uyesidir (1). Tarihsel olarak, P. acnes,
Bacillus acnes, Corynebacterium acnes ve
Corynebacterium parvum adlan ile anilan
tlirler propionik asit olusturmalari ve hiicre
duvarindaki yapisal farkliliklari nedeniyle
propionibakteri cinsi icerisine alinmislardir

(1).

P. acnes, akne vulgaris etkeni oldugu bilinen
ve metabolik yan Uriin olarak propionik asit
Ureten, koaglilaz negatif stafilokoklar ve
difteroid basiller gibi filosebasoz folikllerin
icinde bulunan nonpatojenik anaerobik
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bakterilerden biridir (1).“Otoriter anaerob” olarak bilinmesine
ragmen %100 oksijenli ortamlar tolere edebildigi ancak
blylmesinde yavaslama oldugu rapor edilmistir (1).

Yapilan bazi ¢alismalarda P. acnes sayisinin normal bireylere
gore akne hastalarinda daha fazla bulundugu gosterilmesine
ragmen, bazi calismalarda enfekte ve enfekte olmayan
foliktllerdeki P. acnes yogunlugu karsilastirildiginda herhangi
bir fark bulunamamistir. Biitlin bunlara ragmen, P. acnes’in
anormal kolonizasyonu ve enflamasyon mediatorlerinin
indiklenmesiileakne olusumugerceklestigidistinilmektedir
(1.

Propionibacterium acnes

P. acnes Gram-pozitiftir, yavas Urer, anaerobik basil
morfolojisine sahiptir. Deri, nazofarinks, oral kavite,
gastrointestinal ve genitolriner sistemlerin normal florasinda
bulunur (5). Boyutlari 0,4-1 pm X1-10 olup, dallanma
gOsteren, hareketsiz, sporsuz difteroid benzeri morfolojiye
sahip basillerdir ve pleomorfik yapiya sahiptirler. Gram-pozitif
hiicre duvar yapisi kuruluga, osmotik basinca ve mekanik
strese karsi direncli olmalarina neden olmaktadir (6). P. acnes
vicudun normal florasinda nonpatojenik olarak bulunmakta;
ancak kan kdltiri ve vicut sivilarinda Uretildiginde
kontaminasyon olarak bildirilmektedir (7).

Mikrobiyolojik kiltir sonucunda kontaminasyon olarak
karsimiza ¢cikmasina karsin beyin apsesi, subdural ve epidural
ampiyem gibi santral sinir sisteminde enfeksiyon olusturdugu
bilinmektedir (5). Patojen olarak P. acnes'in identifikasyonu
ve kiltirt anaerobik kosullar ile uzun inklibasyon suresi
nedeniyle zordur (4).

Propionibacterium acnes: Laboratuvar Tanisi

Anaerobik ortamda glikoz, gliserol, riboz, fruktoz, mannoz
ve N-asetilglikozamin bulunan ortamlarda ureyebilmekte
ve derinin kil folikili ve sebasdz bez iceren pilosebasdz
kisminda yag ve sebumu parcalamak icin lipaz enzimlerini
kullanmaktadir (8). Lipaz enzimi ile deride bulunan lipidleri
parcalamasi bakterinin deride kolay bir sekilde kolonize
olmasinda énemli bir faktordir (9). P. acnes koyun ve insan
eritrositleri iceren besiyerlerinde ko-hemolitik reaksiyon
olusturabilmektedir.Bureaksiyon,ilkdefa 1944 yilindabulunan
Christie-Atkins-Munch-Petersen reaksiyonu ile benzerdir
(10). Besiyerinde koloniler 1-2 mm capinda kubbe seklinde
ve pembe renkten olusmaktadir. Kanli agardan yapilan Gram
boyamalarinda ise Gram-pozitif kokobasiller gorilmektedir
(11). P. acnes biyokimyasal olarak katalaz ve indol pozitiftir.
indol pozitifligi P. acnes'i diger Propionibacterium grubunda
yer alan bakterilerden ayirmaktadir. Eskilin hidrolizi, H,S
olusumu, lesitinaz aktivitesi ve deoksiriboniikleaz aktivitesi
negatiftir (11). Karbonhidratlardan glikoza etkili olup, maltoz
ve slikroza etkisi yoktur (12).

Propionibacterium acnes ve Akne Vulgaris
Etiyopatogenezi

Deride kommensal olarak bulunan P. acnes akne vulgaris
olusumunda rol almaktadir (13). P. acnes'in akne olusumu
ile iliskili oldugu bilinmesine karsin bu konu ile ilgili
mekanizmalar henliz daha tam olarak netlesmemistir (13). P

acnes patogenezi, biyoaktif ekstraselller Griinler tGretebilmesi
ve bu drlnlerin immin sistem ile etkilesimi sonucu
gerceklesir. P. acnes bircok ekstraselller enzim Uretir ve bu
metabolitler direkt olarak konak dokuya hasar vermektedir
(1). Hiyaltronidaz, ekstraseluler matrikste hiyaltronik asidi
degrede eder; aderans ve invazyona yardimci olur. P. acnes
genomunda bulunan siyalidaz ve endoglikoseramidaz
enzimlerinin konak doku degredasyonunda roli oldugu
dusindlmektedir (1). Konak doku hasari sonucu olusan
enflamasyon veya P. acnes tarafindan imminolojik faktorlerin
Uretilmesi sonrasinda kutandz enfeksiyonlar olusmasina
neden olur (1). Ayrica, P. acnes'in biyofilm olusturarak
enfeksiyon bolgesine antibiyotiklerin etki gdstermesini
sinirladigi da bilinmektedir (1).

Bircok antimikrobiyal peptitin enflamasyon sinyali olmadan
saghkh deride eksprese edildigi bilinmektedir. Bunun
nedeninin  antimikrobiyal peptitlerin  proenflamatuvar
sitokin/kemokin olmadan induklenebilecegdi ve kalici deri
mikrobiyatasinin enflamasyon olmadan antimikrobiyal peptit
olusumuna olanak saglayabilecegdi oldugu disiintlmektedir
(14). Sitokinler normal sebaséz glandlarda bulunurlar
ve bircok faktor tarafindan etkilenirler (2). Aknenin
patogenezinde enflamasyonun baslamasi ve devaminda
rol oynayan mekanizmalar karmasiktir. P. acnes ile olusan
enflamasyonda hem Th-1 hem Th-2 hicrelerinin, baz
enflamatuvar mediatorlerin ve sitokinlerin, peptidazlarin,
serum lipidlerinin ve noropeptidler gibi hedef reseptorlerin
de yer aldigi bilinmektedir (2). interlokin  (IL)-1a, tUmor
nekroz faktor (TNF), IL-6 ve IL-8'in stressiz sebase kulttrlerin
supernatantinda  bulundugu  bildirilmistir. ~ Uyarilmis
cevrelerde (stresli ortamlarda), sitokin saliniminda onemli
derecede artis oldugu da bilinmektedir.

Toll benzeri reseptorler (TLR) transmembran proteinleridir;
mikroorganizma ve dider istilacilara karsi dogal bagisiklikta
kritik role sahiptirler. insanda 10 tane TLR tanimlanmistir.
TLR, IL-1a etkisini taklit eder ve proenflamatuvar sitokinlerin,
prostagladinlerin,leukotrienlerin ve kemokinlerin tretilmesini
tesvik eder. insan monositlerinde kemokin/sitokin sentezi P.
acnes tarafindan TLR-2 aktivasyonu ile indiklenir fakat insan
keratinositlerinde aktif TLR-2 ve 4 ve CD14 ekspresyonu P.
acnes tarafindan uyarilir (14). P. acnes, IL-1(3, IL-8, IL-12 ve TNF-
a'yiiceren proenflamatuvar sitokinleri uyarmaktadir. Ayrica P.
acnes'in sitokinleri TLR-2 araciligi ile uyardigi da bilinmektedir.
Ozetle; P. acnes TLR-2 aktivasyonu aracihidi ile dogal bagisiklik
sistemini uyarmakta ve boylelikle hem erken hem de ge¢
akne lezyonlarina katkida bulunmaktadir (2).

Sonyapilancalismalardablyiimehormonunun (GH),insulinin,
instlin benzeri blyime faktori 1'in (IGF-1), kortikotropin
salgilatict hormonun (CRH), adenokortikotropin hormonun,
melanokortinin ve glikokortikoidlerin de enflamasyonda
yer aldiklan bildirilmistir (2). CRH hipotalamusta salgilanan
noropeptit orijinli bir hormondur ve deriden de salgilanir
(13). Yapilan calismalarda CRH'nin enflamasyon ve sebum
olusumunda, ayrica keratinosit farklilasmasinda dnemli bir
role sahip oldugu bilinmektedir (13).



I Giwvenir ve ark. Propionibacterium acnes’in Onemi. Turk ] Dermatol 2018;12:183-6 185

IGF-1'in sekerler tarafindan ve leptin reseptdrlerinin ise yag
hiucreleri tarafindan uyarilmakta oldugu rapor edilmistir
(15). Yapilan calismalar sonucunda leptinin enflamasyonun
uyarilmasinda; ayrica akne enflamasyon olusumu ve diyet
arasinda araci olabilecek 6nemli bir role sahip oldugu
disindlmektedir (15). Sebum (retimi, puberte doneminin
ortalarinda GH ve IGF-1 diizeyleri maksimum seviyeye ulastigi
icin akne vulgaris ¢cogunlukla ilk kez puberte doneminde
baslamaktadir (2).

Akne vulgaris, 0zellikle puberte doneminde androjenlerin
etkisiyle sebum Uretiminde artis, duktal hiperkornifikasyon
ve pilosebase Unitede bulunan P. acnesin de rol aldig
enflamasyon sonucu gérilen bir deri hastaligidir (16). Artan
P. acnes bakterileri, yag bezlerinin tikali olan kanallarindan
iceri girerek lipaz trigliseritlerini parcalayarak ortaya cikan
propionik asit nedeniyle yag bezlerinde bir iltihaba sebep
olmaktadirlar (17).

Akne genellikle ergenlik hastaligi olarak bilinmektedir; ancak
her yasta gorilmesi mimkindir. Ergenlik sonrasi akne
hastaligini ikiye ayirabiliriz: Ergenlik sonrasi (tru late onset
acne) ve kalici ergin akne (ergenlik doneminden baslayip kalici
olan dénem). Yas donemleri arasindaki bu siniflandirmadan
dolayi 3 tip klinik akne tipi bulunmaktadir ve bu g farkl yas
grubu arasinda klinik olarak ylzde yerlesim bolgelerinde,
yerlesim yerlerindeki sebum sekresyonu ve patogenezinde
farkhhklar gortilmektedir (18).

Propionibacterium acnes'in Antimikrobiyal Maddelere
Direnci

Akne vulgariste antibakteriyel tedavinin yaygin kullaniimasi
antibiyotik direncli P. acnes kdkenlerinin ortaya ¢ikmasina yol
acmaktadir (16). Antibiyotik direnci ilk olarak 1979 yilinda
bildirilmis ve son yillarda ise diinya genelinde bir sorun
haline gelmistir (3). Yillar icinde 1979'daki %20’lik oran,
2000'de %64'e yikselmis olup; klindamisin ve eritromisin
icin direng oranlari tetrasiklinlere gore daha ytiksektir. Ayrica
antibiyotige direncli P. acnes prevalansi diinyanin farkh
yerlerinde farkhlik géstermektedir (19). Ulkemizde yapilan
bir calismada ise eritromisine diren¢ %50, klindamisine
diren¢ %25,6, ampisiline direng %77,77, trimetoprim-
sulfametoksazol direnci %19,23 olarak bulunmustur (20).
Ayrica Amerikan Gida ve ila¢ Dairesi ve Avrupa Komisyonu
tarafindan cocuklardaki akne tedavisinde antibiyotik
kullanimi  6nerilmemektedir ve antibiyotiklerin  uzun
dénemde meydana gelebilecek etkileri tizerine calismalar
hala daha stirmektedir (17).

P. acnes’e direng olusmasina neden olan faktoérleri su sekilde
siralayabiliriz:

« Tedavi amach kullanilan disik dozdaki antibiyotikler;
direncli P. acnes suslarinin artmasina ve normal deri florasinda
yer alan bakterilerin diren¢ genlerine sahip olmalarina neden
olabilir,

« Akne tanisi konmus hastalarda direncli suslarin var
olabilecedi g6z O©nune alinarak, antibiyotik tedavisinin
ona gore verilmesi gerekmektedir. Kontrolsiiz antibiyotik
kullanimi direncli suslarin daha da artmasina sebep olabilir,

- Birden fazla direng mekanizmasina sahip
propionibakterilerin ~ farkli  kimyasal  yapida  olan
antibiyotiklerin bir arada ya da surekli kullaniimasindan
olusabilecegdi diistintilmektedir,

« Etkili tedavinin yapilamamasi direncli sugslarin ortaya
¢tkmasina neden olmaktadir (21).

Propionibacterium acnes'te Diren¢ Mekanizmalar

P. acnes’in transpozona (Tn-5432) sahip olmasi ve bu
transpozon ile tasinan makrolid-linkozamid-streptogramin B
(MLSg) direncinin aknede sikantibiyotik kullanimiile toplumda
yayginlagmasi beklenmektedir. MLSg antibiyotiklerinden
bir tanesinde direng gelistirmesini saglayan gen oldugunda
diger antibiyotiklerin de capraz diren¢ gelistirmesine neden
olmaktadir (22).

En sik gorilen MLSg diren¢ mekanizmasi 23S rRNA'nin
peptiltransferaz bolgesinin 5 ucunda kodlamada gorev
alan gende meydana gelen 3 farkli nokta mutasyonlaridir.
Bu mutasyonlarin hepsi ¢apraz direng gosteren bir P. acnes
fenotipine neden olmaktadir (21).
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Toksik Epidermal Nekrolizli Olgunun Yogun
Bakim Yonetimi

Management of Intensive Care Unit of the Case
with Toxic Epidermal Necrolysis

Toksik epidermal nekroliz (TEN); cogunlukla ilaglara bagl, vicut yizeyinin %30'undan
fazlasini tutan ve tUm mukozalarn etkileyen ve epidermisin yaygin olarak kaybiyla
karakterize agir otoimmun ve idiosenkrazik bir reaksiyondur. TEN'in f{Um dUnyada goriime
insidansinin 0,4-1,3 milyon oldugu tahmin ediimektedir. TEN'de mortalite hizi %30-50
arasindadir ve primer 6lum nedeni sepfisemi ve multipl organ yetmezIligidir. Mortalite
ve morbidite tayininde SCORTEN Mortalite Skalasi yaygin olarak kullanimakta ve bUyUk
oranda da dogru sonuglar vermektedir. TEN'de lezyonlar yaniga benzediginden ve
sepsis olasiigr oldugundan yanik yogun bakimlarinda (YYB) izienmeleri yaygin kabul
gormektedir. Olguda Ust solunum yolu enfeksiyonu nedeniyle sefuroksim aksefil oral
kullaniminin 3. ginUnde TEN gelisen 30 yasindaki erkek hastanin YYB'de takibi literatr
bilgileri esliginde sunulmustur.

Anahtar kelimeler: Epidermal nekroliz, toksik, sepsis, yogun bakim, SCORTEN Mortalite
Skalasi, Nikolsky bulgusu

Abstract

Toxic epidermal necrolysis (TEN) is a severe autoimmune idiosyncratic reaction, which
is mostly caused by drugs, involves for more than 30% of the body surface and affects
the entire mucosa, and is characterized by extensive epidermal loss. The worldwide
incidence of TEN is estimated to be 0.4-1.3 million. The mortality rate of TEN is between
30-50%, and primary death cause is septicemia and multiple organ failure. The Scorten
Mortality Scoring is widely used in assay of mortality and morbidity and gives substantially
correct results. Since lesions are similar with burns and the possibility of sepsis in TEN, their
follow-up in the burn intensive care unit (BICU) is widely accepted. In this case report,
a 30-year-old male patient who developed TEN on the third day of cefuroxime axetil
oral use due to upper respiratory tract infection was presented in the BICU follow-up, in
company with the literature data.

Keywords: Epidermal necrolysis, toxic, sepsis, intensive care, SCORTEN Mortality Scale,
Nikolsky’s sign

Girig nazaran daha siklikla enfeksiyona sekonder
TEN'’e daha yatkin olduklan bildirilmektedir

Lyell (1) tarafindan 1956 yilinda tanimlanan
toksik epidermal nekrolizin (TEN)
etiyolojisinde 220'den fazla farkl ilag hedefte
olmasina karsin; en sik sulfonamid grubu
antibiyotikler, antiepileptikler,  oksikam
ve steroid olmayan antienflamatuvarlar
sorumlu ilaclar olarak suclanmaktadir.
Hastaligin nedeninin ilaca karsi tip 4 ilag
reaksiyonu oldugu anlasiimis ve epidermal
hasarin temel nedeninin ise apopitosis
olayinin tetiklenmesi oldugu belirlenmistir
(2). TEN olgularinda kadinlarin erkeklere

(1). Enfeksiyon sonrasi gorilen TEN,
cocuklarda daha siklikla ortaya c¢ikmakta,
ilaclara bagli gorilme insidansi ise
eriskinlerde daha fazla olmaktadir (3). TEN
tedavisinde en onemli unsur etken olan
ilacin durdurulmasidir (3). TEN'li hastalarin
ilk mudahalesinde amac; yeterli analjezi
saglama, ikincil enfeksiyonlari énleme, sl
kaybini azaltici, sivi ve elektrolit dengesini
korumayi saglamak yoniindedir (3). TEN'de
gorulen deri lezyonu; purpurik merkezli,
eritematdz makdiler dokiinti seklinde olup;
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sacl deri, govde ve yizde siklikla olusmakta, cogunlukla
da agrili olmaktadir (4). TENde hastaligin prognozunun
SCORTEN Mortalite Skalasi (SMS) ile dogru olarak saptandigi
gOsterilmistir (4).

Olgu Sunumu

Kendisinin yogun bakim onami ve yazili izni alinarak yanik
yogun bakima (YYB) kabul edilen otuz yasindaki 82 kg
agirhginda erkek hasta, on gin 6nce Ust solunum yolu
enfeksiyonu (USYE) nedeniyle sefuroksim aksetil oral kullanimi
takiben 3. glinde ates ve viicudunda yaygin makiilopapdiler
dokintl gelismesi Uzerine bir saglik kurumunda TEN 6n
tanistyla yatirilarak ila¢ tedavisi sonlandiriimis. Viicudunun
%60'Inayayilan biillézlezyonlariolan hastaya, prednol 1 gr 1x1
intravendz (IV) uygulanmis; ancak lezyonlarin daha da artmasi
Uzerine Unitemiz YYB'ye kabul edilerek 28-30 °C isida izole
odada tedavi altina alindi. Histopatolojik tetkik istenmeyen
hastanin bilinen sistemik bir hastaligi yoktu. Hastanin YYB'deki
ilk muayenesinde; suur acik, koopere, oryante, Glasgow Koma
Skalasi: 15, tansiyon arteryel: 128/81 mmHg, kalp tepe atim:
87 dk., ates: 38,8 °C, oda havasinda spontane soluyor, her iki
akciger solunuma esit katiliyor, dilirez var ve yeterli (idrar
output 1,5 mL/kg/saat) idi. Biyokimya, hemogram ve kan
gazinda patoloji saptanmadi. Hastanin hepatit markerleri ve
antikor duizeyleri normal sinirlarda idi ve hastanin viicudunun
%85-90'In1 kaplayan yaygin makilopapuler ve morbiliform
Nikolsky (+) lezyonlari mevcuttu (Resim 1). Agiz, burun ve

Resim 1. Hastanin dorsal bélgesinde makiilopapiiler
dokiintiiler ve (+) Nikolsky bulgusu

bilateral gézde mukozal tutulum mevcuttu. Akut Fizyoloji ve
Kronik Saglik Degerlendirmesi 2:6 olan hastanin SMS’ye goére
3 faktor (yanik ylzeyi >%10, kan NaHCO3: 19 mmol/L, kalp
atim hizi: >120 dk.) pozitif oldugundan beklenen mortalitesi:
%35 idi (Tablo 1). Hastaya minimal invaziv yaklasimla sag
vena subclaviadan santral vendz basing (SVB) kateteri takildi
ve elektrokardiyografi, pulse oksimetre ve foley sonda (no:16)
takilarak monitorize edildi. SVB'si 6-8 cm H,O ve idrar ¢ikisi
1-1,5 mL/kg/saat olacak sekilde kristalloid (ringer laktat) sivi
destegine baslandi. Mide koruyucu pantaprozol, analjezik
olarak tramadol hidroklorik asit verildi. Harris Benedict'e
uygun kalori gereksinmesi (30 kalori/kg/giin) hesaplanarak
oral beslenme saglandi. Olgumuzda govde lezyonlarinin
bulundugu deri alaninda hareketle ortaya c¢ikan agrilari
mevcut idi ve hastanin agrilan IV analjezikler (tramadol
hidroklortr) kullanilarak, viziiel agri skoru <3 dizeyine
indirilerek kontrol altina alind.

Yatisginin 2. glininde lezyonlar artarak vicudunun
%90-100'UnlU kapladi (Resim 2). Hastaya yiliksek doz IV
imminoglobulin (IVlg) kompleksi (0,2-0,75 g/kg/gtin) toplam
40gr,4 glnsureyle IVinflizyon seklinde verildi. Yatisini takiben
kan ve yara kilturleri alindi. Sepsis laboratuvar kriterleri olan
kan prokalsitonin (PRC), laktat ve C-reaktif protein (CRP)
dizeylerinde belirgin yukselmelere rastlanmadi. Yatisinin
6. gliniinde atesin 38,8 °C olmasi, doku kultiriinde Gram (-)
bakteri ve SVB kateterinden alinan kan kiltirinin pozitif
asinetobakter Greme sinyali vermesi tizerine imipenem 4x500
mg ve kolistin 3x100 mg IV baslandi. SVB kateteri cekilerek
ucu kiltiire gonderildi. Ertesi gin deri lezyonlar gerilemeye
basladi. Ates: 39,2 °C ve kan ve kateter kiiltlrlerinde
Acinetobacter baumannii Uredi. Kolistin dozu 3x150 mg’a
yukseltildi. Tedaviye tigesiklin eklendi. Tedavinin 7. gliniinde,
kolistin dozu 3x120 mg, 8. gininde 3x100 mg olarak
diizenlendi. Tigesiklin tedavisi 10 glinde, imipenem + kolistin
tedavisi 14 giinde tamamlandi. Genel durumu izin verdikge
iki glin ara ile sedasyon esliginde yikama tankina alindi ve
%7,5'lik povidon iyotlu scrub’lu isitilmis steril suya batirilarak
hidromasaj ve hidrosound yontemi ile spontane debridmani

Resim 2. Hastanin viicudunun %?100'iinii kaplayan
dokiintiiler
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saglandi. Hastaya kurulama ve tasinma sirasinda Nikolsky
bulgularinin pozitif olmasi nedeniyle olabildigince nazik
davranildi. Agik pansuman sirasinda %2’lik mupirosin pomat
ve krem kullanildi. Agiz mukozasi ve aftéz lezyonlarin bakimi
icin antiseptikli sivilarla atusman yapilarak, g6z korneasindaki
lezyonlarda antibiyotikli sivi ve pomat kullanildi. Hastalara
gerekmedikce invaziv islemlerden kaginildi. Yatisinin 24.
guninde dokiintiler %20 dizeyine geriledi; Nikolsky (-),
hemodinami, laboratuvar ve kan gaz stabil ve kan laktat,
CRP, PRC ve I6kosit sayisi normal olarak sifa ile servise taburcu
edildi.

Tartisma

SMS skorlamasina gore F3 ve Uzeri riskli TEN'li olgularin
YYB'ye alinmalari ve tedavilerinin egitimli personel tarafindan
verilmesinin hastalarin prognozu yoniinden lizumlu oldugu
belirtiimektedir (4). Bu nedenle SMS faktorleri ve mortalite
oranlarina gore hastamizin %35 gibi bir mortalite hizina sahip
oldugu goruldi ve F3 riskli grupta olmasi dolayisi ile YYB'de
tedavisinin stirdtrtlmesi planlandi (Tablo 1).

TEN'de genellikle ylksek ates, oksuriik, bogaz agrisi, kas
agnisi, kiriklik ve influenza benzeri semptomlar 6ncti bulgular
olmaktadir. Hastamizin da ates, okstirlik, bogaz agrisi, kas
agrisi sikayetleri nedeniyle gittigi saghk kurumunda USYE
teshisi konularak ila¢ tedavisi aldigi bilinmekte idi. TEN
olgularinin cogunlugunun, genellikle ilag tedavisi basladiktan
sonra 1-3 hafta icinde meydana geldigi; ancak bazi olgularda
tedavi baslangicindan 8 hafta sonraya kadar gorilebildigi
bir kisim yazarlarca belirtilmektedir (5). Olgumuzda ilag
kullaniminin 3. gini dokintilid lezyonlar gorilmeye
baslanmisti ve zamanla diffiiz sekilde artan yayilim s6z konusu
idi. TEN'li hastalarda g6zde kornea erozyonlari, Ulserleri
ve akut konjonktivit seklinde tutulumlar olmaktadir (5).
Hastamizda da agiz mukozasi ve bilateral goz kapaklarinda
tutulum mevcuttu; ancak diger sistemlerde lezyonlara bagh
komplikasyonlara rastlanmadi. TEN'de tipik olarak daha az
agresif sivi replasmani gerektiren daha az ciddi mikrovaskdiler
hasar mevcut oldugundan ciddi yaniklarda kullanilan
yodun sivi reslisitasyonun bu hastalarda uygulanmamasi

Tablo 1. SCORTEN Mortalite Skalasi (4)

Faktorleri Mortalite oranlar1
0-1 faktor=%3
Yas >40 2 faktor=9%12
—
KAH >120 dk. LTS 2D

4 faktor=%58
5 veya daha fazla faktor=%90

Kanser veya hematolojik malignite

Tutulan viicut yiizeyi >%10 -

Kan tire nitrojen >10 mmol/L
(28 mg/dL)

Serum bikarbonat seviyesi
<20 mL/L (20 meq/L)

Kan glikoz diizeyi >14 mmol/L
(252 mg/dL)

KAH: Kalp atim hiz1

gerektigi bildirilmistir (6). Ancak TEN'de gorilen anlamli sivi
kayiplarinin, sivi alinimi yetersiz oldugunda hipovolemi, akut
tlbuler nekroz ve soka neden oldugu bildirilmektedir (6).
TEN'de hemodinaminin saglanmasinda ortalama arteryel
kan basinci: >65 mmHg, SVB: 8-12 mmHg ve yeterli doku
perflizyonu ve renal perflizyon icin merkezi oksijenasyon:
>%70'in genellikle yeterli oldugu belirtiimektedir (6). idrar
¢ikisinin 0,5-1 mL/kg/saat fizyolojik nokta olarak kabul
edildigini gosteren calismalar bulunmaktadir (7). Olgumuzda
YYB takipleri sirasinda hemodinamik parametreleri stabil
tutularak, idrar cikisi 1 mL/kg/saat olacak sekilde sivi
restsitasyonu planlandi.

TEN'li  hastalarda hastane 6ncesi  bakimin  yanikli
hastalarinkine benzer oldugu ve hipotermik ortamda oksijen
gereksinmesi artacagindan 30-32 °C'lik bir ortam saglanarak
hipoterminin dnlenmeye calisiimasi gerektigi belirtiimektedir
(8). Olgumuzda izole odada 28-30 °C isi altinda tutularak
fizyolojik olarak stabil edilmistir. TEN'li hastalarda enerji
gereksinimleri ve protein kayiplari énemli olabilmekte ve
doku tamirinde gecikmeye sebep olabildikleri bildirilmektedir
(9). Hastamiza Harris Benedict enerji destek formuliine uygun
kalori verilerek serum albiimin diizeyi 2,5 g/L tizerinde olacak
sekilde alblimin replasmani uygulandi.

TEN'li olgularda mukozada deri degistirme ve 6dem sonucu
solunum sikintisi goriilebilecegi ve bu durumda endotrakeal
entlibasyon ve ventilasyon gerekebilecegi belirtilmektedir
(10). Ancak hastamizda entiibasyon gerektirecek ileri diizey
solunum yetmezligine rastlanmadi.

TEN'li olgularda sepsis veya stafilokokal haslanmis
deri sendromu stphesi s6z konusu degilse antibiyotik
profilaksisinin endike olmadigi belirtiimektedir (11). Bu
yuzden olgumuza profilaktik antibiyotik uygulamasi
yapilmamistir.

TEN'in standart tedavisinde; immiinomodilator olarak
plazmaferez, kortikosteroid, siklofosfamid, siklosporin, TNF-a
inhibitorleri, talidomid ve IVIg" da kapsayan genis tedavi
spektrumun etkili oldugu kanitlanmistir (12). Tartismali
olmakla birlikte, TEN baslangi¢ fazinda T hiicre aktivasyonunu
inhibe eden ve enflamasyonu azaltan glikokortikoidler tavsiye
edilmektedir (13). Bu nedenle hastamiza metil prednizolon
sodyum sulksinat (prednol-L: 4x250 mg) 5 gun slreyle
uygulandi; akabinde azaltilarak 7. glinde kesildi. Tedavinin
olumlu etkileri gorilda ve kortikosteroidlerin yan etkilerine
rastlanmadi. Hastaya fas-fas ligandi araciligi ile apopitosisi
direkt inhibe eden (0,2-0,75 g/kg) IVIlg tedavisi toplam 40 g 4
glin streyle verildi ve olumlu yanitlar alindigi goraldu.

TEN ile iliskili yaralarin debride edilip edilmeyecedi ile ilgili
tartisma literatlirde halen devam etmektedir (13). Bugline
kadar debridmani destekleyen kesin kanit bulunamamistir.
Bizim merkezimizde debridman uygulamasi yapilmamakta,
hidromasaj yontemi ile deri lezyonlari iyilestiriimeye
calisiimaktadir. TEN'deki deri lezyonlari yaklasik 2 hafta icinde
iyilesmekte; ancak mukozal membran lezyonlarinin iyilesmesi
uzun strmektedir ve karakteristik yara izi kalmaktadir. Bir
kissm hastada enfeksiyon alanlarinda veya basing noktalari
Gzerinde skarlasma olusabilmektedir (11,12). Ancak
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olguda yatisinin 60. giiniinde lezyon alanlarinda skarlagsma
bulgusuna rastlanmamistir.

GlUnlimuzde olusum mekanizmasi tam olarak anlagilamayan
TEN'de ilaglarin bashca etken oldugu kabul edilmektedir.
Bu hastalarin YYB'de izole odada multidisipliner bir
sekilde izlenmesi; minimal invaziv yaklagim, minimal ila¢
uygulamalari ile slrveyans kiltarlerinin diizenli alinarak
uygun antibiyoterapi ile takibi tedavinin esasini teskil
etmektedir.
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Bleopunktur Yontemi ile Basarili Bir Sekilde
Tedavi Edilen Direncli Periungual Sigil Olgusu

Successful Treatment of a Resistant Periungual
Wart Case with Bleopuncture Method

Periungual sigillerin tedavisi zordur. Kutandz sigillerin fedavisinde kullanilan klasik fedavi
yontemleri periungual bdlgedeki lezyonlarin kolay ulasilabilir olmamasi ve kalicr tirnak
hasarina da neden olabilmesi nedeniyle tercih edimez. intralezyonel bleomisin tedavisi
periungual sigillerde oldukca etkin ve gUvenlidir. Agn nedeniyle uygulanmasi zor olan
infralezyonel bleomisin tedavisi yerine kullanilan bleopunktur ydntemi de etkin, givenli
ve konforlu bir ydntemdir. Bu olgu, bleopunktur ydntemi ile hizli ve etkin bir sekilde tedavi
edilen direncli bir periungual sigil olgusudur.

Anahtar kelimeler: Bleopunktur, periungual, sigil, tedavi, bleomisin, agr

Abstract

The treatment of periungual warts is difficult. Classical freatment modalities used in the
freatment of cutaneous warts are not preferred because the lesions in the periungual
area are not easily accessible and can cause permanent nail destruction. Infralesional
bleomycin freatment is quite effective and safe in periungual warts. The bleopuncture
method used to instead of intralesional bleomycin which is difficult fo apply due to pain
is also effective, safe and a comfortable method. In this case report, a case of resistant
periungual wart, which was freated quickly and effectively with bleopuncture method,
is presented.

Keywords: Bleopuncture, periungual, wart, treatment, bleomycin, pain

Giris bleopunktur yontemi ile klinik olarak tam

) iyilesme gdsteren bir olgu sunmaktayiz.
Insan papillom virtsler (HPV) tarafindan

meydana gelen kutanéz sigiller derinin sik Olgu Sunumu

gorilen viral hastaliklarindandir. Periungual ) )
sigiller kutanoz sigillerin bir alt tipidir; O yedi yasinda kadin hasta periungual

genellikle HPV 1, 2, 4, 27 ve 57 tarafindan ~ sidiller nedeniyle klinigimize = basvurdu.
meydana gelir ve daha agresif/destruktif bir Sigillerin 6 yil 6nce basladigl, o strecte
seyir izler. Asil olarak hiponisium veya tirnak  hastaya birkag seans kriyoterapi yapildigi ve
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kiviimlarindan kéken alan bu hastalik siklikla
tirnak altina ve tirnak matriksine dogru
da uzanir (1,2). Yerlesim yeri itibari ile zor
ulasilabilen bir boélgede olmasi ve destriktif
tedavilerin ciddi tirnak bozukluklarina yol
acabilmesi nedeniyle periungual sigillerin
tedavisi diger kutanoz sigillerin tedavisinden
farkl ve daha zordur. Kutanoz sigillerde sikca
kullanilan bazi yontemler dusiik etkinlik, zor
uygulanim ve yiiksek yan etki profilinedeniyle
periungual sigillerde tercih edilmez (2).

Biz burada; diger tedavilere direncli, siddetli
ve yaygin periungual sigilleri olan, tek seans

uzun sure kullanmak Uzere topikal salisilik
asit + 5-florourasil (FU) kombinasyonu
onerildigi 6grenildi. Bu tedavileri 6 ay sire
ile dizenli olarak kullanmasina ragmen
klinik bir diizelme elde edemeyen hastanin,
tedavileri sonlandirdigi ve son 3 yildir
alternatif yontemler disinda herhangi bir
tibbi tedavi yontemi kullanmadigi 6grenildi.
Hastanin dermatolojik muayenesinde, el
tirnaklarinin tamamini etkileyecek sekilde
proksimal ve lateral tirnak kivrimlarina ve 5
tirnakta da hiponisiuma yerlesim gdsteren
deri renginde verrikéz lezyonlar tespit
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edildi. Hastaya klinigimizde 15 glinde bir olacak sekilde 8
seans kriyoterapi uygulandi. Seans aralarinda, %40 topikal
salisilik asit, topikal salisilik asit + 5-FU kombinasyonu, %10
potasyum hidroksit ve tretinoin tedavileri donlisiimlu olarak
onerildi. Ancak iyilesme saglanamadi (Resim 1).

Hastaya intralezyonel bleomisin tedavisi planlandi. Ancak
agrili olmasi nedeniyle hasta tarafindan kabul edilmedi.
Bunun (zerine bleopunktur tedavisi planlandi. Tedavi
uygulanmadan o6nce lezyonlara lidokain + prilokain
hidrokloriir kombinasyonu okliizyon altinda 2 saat boyunca
uygulandi. iki saatin sonunda tedavi uygulanacak bélge
uygun sekilde temizlendikten sonra her bir lezyona kanatacak
sekilde lanset ile ¢cok sayida delik acildi. Bu bolgelere 15
mg bleomisin, 15 mL serum fizyolojik icinde olacak sekilde
hazirlanan 1 U/mLbleomisinsoliisyontopikal olarakuygulanip
Uzerinin 2 saat sureyle bantla kapali kalmasi saglandi. Tedavi
sonrasl olusabilecek muhtemel agri icin, lizumu halinde
kullanilmak tizere oral ibuprofen tedavisi 6nerildi. Hasta 1 ay
sonra kontrolde goriilip degerlendirildiginde lezyonlarda
klinik olarak tam iyilesme go6zlendi (Resim 2). Herhangi bir
komplikasyon ya da yan etki tespit edilmedi.

Hastada elde edilen iyilesmenin bilimsel yayin haline
getirilmesi konusunda hasta bilgilendirildi ve onayi alindi.

Tartisma

Periungual sigillerin tedavisinde elde edilen sonuclar

siklikla yiz guldartct degildir. Clnkl, kutandz sigillerin
tedavisinde kullanilan yontemlerin bir kisminin periungual
sigillerde kullanilmasi zordur, etkisizdir ve ciddi yan etkilerle
sonuclanabilir (2). Ornegin; kutandz sigillerin tedavisinde
etkin olarak kullanilan kriyoterapi ydntemi periungual
sigillerde uygulandiginda ¢ok agrilidir ve geri déntisimsiiz
matriks hasari, kalici tirnak bozuklugu ya da dispigmentasyon

Resim 1. Tedavi 6ncesi tiim tirnaklara yerlesen periungual
sigiller

meydana getirebilir. Ayrica etkinligi de dusuktir (3). Benzer
sekilde kutanoéz sigillerin tedavisinde kullanilan atimli boya
lazer ve karbondioksit lazerlerin etkinligi de periungual
sigillerde daha diisiktiir ve gecici ya da kalici tirnak distrofileri
ve skar olusumuna neden olabilmektedirler (4). Periungual
sigillerin eksizyon ile tedavisi, skar olusumuna neden
olmasi ve yiksek tekrarlama ihtimali nedeniyle dnerilmez.
Elektrocerrahi ise bu hastalarda ciddi skar olusturma riski
oldugundankacinilmasigereken birydontemdir (2). Bunedenle
periungual sigillerin tedavisinde daha az komplikasyonlara
neden oldugu bilinen, basta intralezyonel bleomisin tedavisi
olmak Uzere alisilagelmis tedavi yontemleri disinda yer alan
immiuinoterapi yontemleri 6n plana ¢ikmaktadir (5-7).

intralezyonel bleomisin 1970’li yillardan beri kutanéz sigillerin
tedavisinde kullaniimaktadir. Bleomisin virlisiin ve konakgl
hlcrenin DNA ve protein sentezini inhibe ederek etkisini
gOsterir. Yapilan ¢alismalar periungual sigillerin tedavisinde
intralezyonel bleomisinin oldukca etkin bir tedavi yontemi
oldugunu gostermektedir. Farkli klinik calismalarda %71-100'e
varan tedavi basarilari rapor edilmistir (5,8). intralezyonel
bleomisin tedavisi yan etki agisindan degerlendirildiginde
de oldukca giivenilir bir tedavi yontemi olarak karsimiza
¢ikmaktadir. Yalnizca ylksek dozlarda ve az sayida hastada
kimyasal selilit, steril apse olusumu ve postenflamatuvar
hiperpigmentasyon meydana geldigi bildirilmistir  (9).
intralezyonel bleomisin tedavisinde kullanilmasi gereken
etkin ila¢ dozunun arastirildigi calismada 1 U/mL, 0,5 U/mL
ve 0,25 U/mL konsantrasyonlarda elde edilen basari oranlari
sirasl ile %90, %88 ve %73 olarak rapor edilmistir (10). 1,5
U/mL dozda ise etkinlik %99 gibi daha yiliksek bir orana
ulasmaktadir; ancak yukarida bahsedilen yan etkilerden
kaginmak icin ilag siklikla TU/mL dozda uygulanir (9).

intralezyonel bleomisin tedavisi periungual sigillerin
tedavisinde etkin bir yontem olmasina ragmen ¢ok agrh bir
yontemdir. Bu durum ilacin kullanimini sinirlamaktadir. Son
yillarda agryi azaltmaya yonelik olarak bizim de hastamizda
uyguladigimiz  translezyonel multipunktur yontemi ile

bleomisin uygulama (bleopunktur) kullanilmaya baslanmistir
(9). Bleopunktur yonteminin etkinligini ve gulvenilirligini
arastiran Shelley ve Shelley (11) ve Munn ve ark. (12), iki ayri

Resim 2. Bleopunktur uygulanimini takiben 1 ay sonra
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calismada 1 U/mL bleomisinin translezyonel multipunktur
yontemi ile uygulanmasi sonucunda %92 basari oranlari elde
etmislerdir. Hastalarin higbirisinde ciddi bir yan etki tespit
edilmemistir (11,12). Alghamdi ve Khurram (9) ise bleomisinin
olasi yan etkilerini en aza indirmek i¢in %0,1 bleomisini
translezyonel multipunktur yontemi ile uygulamis ve 1-2
seans sonucu %85,7 hastada tam iyilesme elde etmislerdir.
Sardana ve ark. (8) ise diger tedavilere direncli siddetli bir
periungual sigil olgusunda ayda bir, 5 seans bleopunktur
uygulamasi ile tam iyilesme tespit etmistir. Bizim olgumuz da
tek seans bleopunktur yontemi ile basaril bir sekilde tedavi
edilen direncli bir periungual sigil olgusudur. Bleopunktur
yontemi diger tedavilere yanit vermeyen ya da olasi yan
etkilerden cekinilen periungual sigillerin tedavisinde
kullanilabilecek bir tedavi secenegidir. Uygulamasi kolay ve
hasta acgisindan konforludur. Ayrica diger tedavi secenekleri
ile karsilastinldiginda daha ucuzdur (5). Ancak halen
bleopunktur ydonteminin ne dozda kullanilacagi ve olasi yan
etkilerinin ne olacagina dair ¢calismalar kisithidir. Bu nedenle
yontemin basarisi, yan etki profili ve kullanilacak ilag dozunun
standardizasyonu icin genis katilimli, kontrolli calismalara
ihtiyag vardir.
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Mikozis Fungoidesli Bir Gocuk Hastada
Sonradan Gelisen Pitriyazis Likenoides

Development of Pityriasis Lichenoides in @
Pediatric Patfient with Mycosis Fungoides

iki nadir hastalik olan mikozis fungoides (MF) ve pitriyazis likenoidesin (PL) birlikteligini
gosteren sinirl sayida olgu bildiriimistir. MF'li bir cocuk hastada sonradan PL et varioliformis
akuta gelisimi gozledigimizden, literatUrdeki olgularn gbézden gecirdik ve aradaki
iliskinin dort farkl sekilde olabildigini saptadik: MF'nin klinik olarak PL benzeri lezyonlar
ile seyretmesi, MF ve PL lezyonlarinin bir arada olmasi, PL'nin MF'ye &dnculUk etmesi ve
olgumuzda oldugu gibi MF tanisi ile izlenen bir hastada sonradan PL ortaya ¢ikmasi.
iki hastalk arasindaki iliskinin bu genis spekfrumu géz éninde bulunduruldugunda,
patogenezlerinin kismen ortak olma olasiigr bulunmaktadir.

Anahtar kelimeler: Mikozis fungoides, pitriyazis likenoides, PLEVA, pitriyazis likenoides
kronika, pitriyazis likenoides benzeri mikozis fungoides, hipopigmente mikozis fungoides

Abstract

A limited number of cases have been reported showing the togetherness of mycosis
fungoides (MF) and pityriasis lichenoides (PL) which are two rare diseases. As we
observed PL et varioliformis acuta development soon after MF in a pediatric patient,
were reviewed the related cases in the literature and determined that relationship could
be in four different possible ways: the clinical presentation of MF with PL-like lesions,
coexistence of MF and PL lesions, PL's pioneering role in MF and as observed in our
case, the occurrence of PLin a patient followed-up with a diagnosis of MF. Considering
this wide spectrum of the relafionship between two diseases, their pathogenesis may
be partly associated.

Keywords: Mycosis fungoides, pityriasislichenoides, PLEVA, pityriasislichenoides chronica,
pityriasis lichenoides-like mycosis fungoides, hypopigmented mycosis fungoides

Giris dokiintii ile seyreder. PLK tekrarlamaya
egilimli skuamli paptl ve plaklarla kendini
Kutane lenfomalarin en sik tipi olan gosterir (3). PLK'nin hipopigmentasyonla
mikozis fungoides (MF) biylk cogunlukla iyilesme egilimi olmasi, zaman zaman
eriskinlerde  gorulmekle  birlikte (1), cocukluk caginda gériilen MF'den ayrimini
yaklasik %5 oraninda cocukluk c¢adinda glclestirmektedir (2). Bu yazida MF tanisi
da tani almaktadir (2). Bu yas grubunda ile izlenirken PL lezyonlari gelisen bir cocuk
hipopigmente  lezyonlara daha sik hasta sunulmakta ve iki hastalik arasindaki
rastlanir  (1). Pitriyazis likenoides (PL) iligki gézden gecirilmektedir.
cocuk ve geng eriskinlerde daha sik
gorilen; patogenezi bilinmemekle birlikte,

antijenik bir tetikleyiciye karsi anormal pgrt yasinda erkek cocuk, yaklasik bir
immun yanit sonucu gelistigi 6ne sirilen yasinda baslamis, gluteal bolge, uyluk 6n-
bir dermatozdur (3). PL et varioliformis arkayiizve pretibialbolgede, hipopigmente
akuta (PLEVA) ve PL kronika (PLK) olarak yer yer eritemli, yiizeyinde skuamlar

Olgu Sunumu

iki tipi vardir. PLEVA akut ortaya cikar;
nekrotik, Ulseratif ve hemorajik degisiklikler
gOsteren papllovezikiler polimorf bir

bulunan 1-3 cm’lik yamasal lezyonlar ve
az sayida skuamli papdller (Resim 1a)
ile basvurdu. Histopatolojik incelemede
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epidermiste hafif akantoz, bazal tabaka diizeyinde bazilari
halolulenfositler, papiller dermiste hafiffibrozis, perivaskiler
agirhkh lenfositik infiltrasyon (Resim 1b) saptandi. Hastaya
MF tanisi (evre 1B-T,NgMg) konuldu. Uygulanan dar bant
ultraviyole B tedavisi (73 seans) sonrasi lezyonlar tamamen
geriledi. Sonraki Ug¢ yil icerisinde az sayida eritemli hafif
skuamli yamasal lezyonlar seklinde nuksler goérildi ve
klinik gériinimu MF olarak degerlendirilen bu lezyonlarin
orta-yuksek potensli topikal kortikosteroid (klobetazol
17-propiyonat, mometazon furoat) tedavisi ile geriledigi
gorildid. Hastanin sonraki donemdeki bir kontrolliinde,
ozellikle gévdeyi ilgilendiren sadece eritemli, skuamli kiigiik
papullerden olusan bir dokintiinin (Resim 2a) ortaya ciktigi
gozlendi. Yapilan biyopsinin histopatolojik incelemesinde
yaygin parakeratoz, akantoz, diskeratotik hiicreler ve yogun
lenfosit egzositozu iceren ylizeyel perivaskiler lenfositik
infiltrasyon (Resim 2b) saptanarak PLEVA tanisi konuldu.
Aynianda gecirmekte oldugu st solunum yolu enfeksiyonu
nedeniyle sefalosporin grubu antibiyotik kullanan hastaya
ek tedavi verilmedi. Lezyonlarda (i¢ hafta icinde tama yakin
iyilesme oldu. Bir ay sonra govde ve kollarinda yeniden
daginik yerlesimli eritemli hafif skuamli papiller (Resim
2c) gorilen hastaya niiks PLEVA tanisiyla dort haftalik
azitromisin (haftada 3 giin, 200 mg/giin) tedavisi baslandi.
Ancak tedaviye karsin lezyonlar bir miktar artis gésterdi. Bu
nedenle hastaya sefdinir (100 mg/giin) tedavisi baslandu. iki
haftalik sefdinir tedavisi sonrasi lezyonlari kismen gerileyen
hastanin tedavisiz takibine karar verildi. U¢ ay sonraki
kontrolinde lezyonlarin tamamen geriledigi gozlendi
(Resim 2d).

Hastanin olgu sunumu hazirlanmak Gzere onayi alinmistir.
Tartisma

Dort yasinda iken MF tanisi konan hastamizda bundan Ug¢
yil sonra MF lezyonlarindan oldukga farkli klinik gériinimde
lezyonlar ortaya cikti. Klinik ve histopatolojik inceleme

ile PLEVA tanisi konuldu. Bu lezyonlar MF'den oldukca

farkh bir seyir gosterdi. Hastamizdaki iki nadir hastalk
birlikteliginin rastlantisal bir durum mu yoksa anlamh mi
oldugunu arastirdigimizda literatiirde az sayida olguda bu
iki hastaligin bir arada oldugunu; ancak bunlarin homojen
bir grup olusturmadigini belirledik (2,4-14). Tim bu
olgular ve bizim hastamizi bir arada degerlendirdigimizde
aradaki iliskinin dort grup seklinde siniflandirilabilecegi
gorusindeyiz. Birinci grup, klinik olarak PL ile uyumlu
lezyonlardan yapilan histopatolojik incelemede MF'nin tipik
histopatolojik ve immiinofenotipik bulgularinin saptandigi
olgulardan olusmaktadir. Bu tablo “PL benzeri MF” olarak
isimlendirilmekte olupilk olarak ti¢ cocuk olguda bildirilmistir
(4). Kirk alti cocuk MF'li hastadan olusan bir seride bir hastada
PL benzeri MF saptanmistir (2). Ulkemizden sekiz yasinda bir
cocuk olguda PL benzeri MF tanisi bildirimi mevcut olup (5),
son yillarda PL benzeri MF tanisi alan dort eriskin olgu da
bildirilmistir (6).

ikinci grup, bir hastanin ayni dénemde bulunan farkl
deri lezyonlarindan alinan biyopsilerin histopatolojik
incelenmesi sonucu MF ve PL birlikteligi saptanmasi olarak
ozetlenebilir. Kirk alti cocuk hastadan olusan genis seride
bu sekilde ayni anda MF ve PL birlikteligi saptanan U¢ olgu
tanimlanmistir (2).

Uclincii grup klinik ve/veya histopatolojik olarak PL seklinde
baslayan tablo gerilerken bunu takip eden dénemde klinik
ve histopatolojik olarak MF ile uyumlu lezyonlarin ortaya
ciktigi olgulardan meydana gelmektedir. Literatlirde PLEVA
atagindan alti ve yedi yil sonra MF tanisi alan iki ¢ocuk
olgu (7), PLK gelisiminden iki yil sonra soliter MF lezyonu
gelisen bir cocuk olgu (8), PLK atagindan doért yil sonra MF
lezyonu gelisen bir cocuk olgu (9) bulunmaktadir. Bes MF
tanil olgunun retrospektif degerlendirmesinde bunlarin
dordiinde PLK hikayesi mevcut oldugu; ancak sadece birinde
PLK tanisinin histopatolojik olarak kanitlandigi bildirilmistir
(10). Ayrica histopatolojik olarak kanitlanmis PLK tanisiyla
takipli 38 olgu icinde MF gelisimi gdsteren bir olgu (11), PL
tanisiyla takipli baska bir 46 olguluk seri icinde MF gelisimi

Resim 1. a) Bacaklarda ¢ok sayida bazilarinin yiizeyinde hafif skuamlar bulunan hipopigmente yamalar ve az sayida
skuamli papiil; b) hipopigmente yama lezyondan yapilan biyopsi: Epidermotropizm gosteren hafifce iri ve koyu boyanan
cekirdekli lenfositlerin bileske bolgesi ve papiller dermiste olusturdugu infiltrasyon (hematoksilen ve eozin, 400x) mikozis

fungoides ile uyumlu bulundu
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Resim 2. a) Govdede eritemli skuamli kiiciik papiiller seklinde monomorf dékiintii; b) papiiler lezyonlardan yapilan biyopsi:
intraepidermik lenfositler goriilmekle birlikte, 6nceki ornekten farkh olarak yiizeyde lameller parakeratoz katmani,
epidermiste akantoz ve hafif spongiyoz, bazal vakiioler degisiklikler, seyrek diskeratotik hiicreler ve papiller dermiste
eritrosit ekstravazasyonu (hematoksilen ve eozin, 400x) pitriyazis likenoides et varioliformis akuta ile uyumlu bulundu; c)
eritemli skuamli kiiciik papiiller seklinde niiks; d) papiiler lezyonlarda gerileme

gosteren iki olgu (12) seklinde bildirimler de mevcuttur.
Dolayisiyla PL'nin MF'den dnce ortaya ciktidi, bir baska deyisle
PL'nin MF'ye donlisiimu olarak degerlendirilebilecek bu grup
literatiirde daha genis yer tutmaktadir. Ote yandan PLnin
MF'ye transformasyonu konusunda kesin yarglya varmak
icin PL'nin baslangicta histopatolojik olarak kanitlanmasinin
onemi Uzerinde durulmustur (11). Bu olgu bildirimlerinin
aksine 124 pediatrik PL tanili olgudan olusan genis bir seride
hicbir olguda kutane lenfoma gelisimi bildirilmemesi de
dikkat cekicidir (13).

Dordlnci ve son grup ise olgumuza benzer sekilde MF
tanisi almis hastalarda sonradan klinik ve histopatolojik
olarak PL ile uyumlu lezyonlarin ortaya c¢ikmasi
durumudur. Bu gruba 6rnek olarak MF tanisindan yaklasik
dort yil sonra MF lezyonlarina ek olarak PLEVA gelisen
iki olgu bildirilmistir (14). Bu olgulardan yola cikilarak PL
tablosunun primer kutandz lenfomalara sekonder gelisen
paraneoplastik enflamatuvar bir reaksiyon olabilecegi
hipotezi de ortaya atilmistir (14). Bizim olgumuz PL ile MF

arasindaki iliski spektrumunun nadir bildirilmis bir ucuna
ornek olustursa da yukarida 6rnekleri verilen tim gruplar
bir arada degerlendirildiginde her iki hastaligin bir 6lcliide
ortak bir patogenezi olabilecedi kanisindayiz.
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