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Amac ve Kapsam
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bagimsiz ve 6nyargisiz hakemlik ilkelerine dayanan uluslararasi periyodik bir dergidir. Haseki Tip Bulteni Mart, Haziran, EylUl, Aralik aylarinda

olmak Uzere yilda dort sayr cikmaktadir.

Haseki Tip BUlteni'nin hedefi uluslararasi dizeyde nitelikli, surekli ve genel fip konusunda 6zgun, periyodik olarak klinik ve bilimsel agidan en
Ust duzeyde orijinal arastirmalart yayinlamaktir. Bununla birlikte egitim ile ilgili temel yenilikleri kapsayan derlemeler, editére mektuplar, olgu

sunumlari da yayinlar.

Haseki Tip Bulteni, Gale/Cengage Learning, Index Copernicus, EBSCO Database, Turkish Medline-National Citation Index, Excerpta Medica/
EMBASE, SCOPUS, Reaxys, Engineering Village, Emerging Sources Citation Index (ESCI), TUBITAK/ULAKBIM Tiirk Tip Dizini, CINAHL, DOAJ

ve Turkiye Ahf Dizini tarafindan indekslenmektedir.

Acik Erisim Politikasi

Dergide agk erisim politikasi  uygulanmaktadir.  Agik  erisim
poliikasi  Budapest Open Access Initiative (BOAI) http://www.
budapestopenaccessinitiative.org/  kurallari  esas  alinarak
uygulanmaktadir.

Aclk Erisim, “hakem degerlendirmesinden gecmis bilimsel literattrini,
internet araciligiyla; finansal, yasal ve teknik engeller olmaksizin, serbestce
erisilebilir, - okunabilir, - indirilebilir, - kopyalanabili, - dagilabilir, - basilabilir,
taranabilir, tam metinlere baglant verilebilir, dizinlenebilir, yazilima veri olarak
aktanlabilir ve her 10rld yasal amag igin kullanilabilir olmasi“dir. Cogaltma ve
dagim Uzerindeki tek kisitlama yetkisi ve bu alandaki tek telif hakki rol; kendi
calismalarinin bitinligu Uzerinde kontrol sahibi olabilmeleri, gerekfigi gibi
taninmalarinin ve alinilanmalarinin saglanmast igin, yazarlara verilmelidir.

Abone islemleri

Haseki Tip Bulteni, S.B.U. Haseki Egitim ve Arasfirma Hastanesi'ndeki
Uyelerine Ucretsiz gonderilir. Adres degisiklikleri baglh oldugu sube ve
yazi isleri sorumlusuna derhal bildirilmelidir. Ait oldugu dénemler icinde
dergi eline ulasmamis aboneler, yazi isleri sorumlusuna miracaat
etmelidirler. Derginin tUm sayilarina Ucretsiz olarak www.hasekidergisi.
com adresinden tam metin ulasilabilir. Dergiye abone olmak isteyen
kisiler SB.U. Haseki Egitim ve Arastirma Hasfanesi Haseki Tip Bolteni
Sekreterligi'ne basvurmalidir.

Yazisma Adresi
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Faks: +90 212 530 84 23

internet sayfasi: www.hasekidergisi.com

E-posta: hasekidergisi@gmail.com

Bask izinleri

Baski izinleri icin basvurular dergi ofisine yapilmalidir.
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Aims and Scope

The Medical Bulletin of Haseki is the official scientific journal of the University of Health Sciences Haseki Training and Research Hospital. It covers
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Open Access Policy is based on rules of Budapest Open Access
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http://www.budapestopenaccessinitiative.org/ By “open access” to
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Haseki Tip BUlteni, genel tip alanlarini ilgilendiren tom konulardaki yazilart yayinlar. Dergide orijinal
makalelerin disinda derleme yazilan, orijinal olgu sunumlari, editore mektuplar, ve kongre/toplanti
duyurulan da yayinlanir.

Dergide yayinlanacak yazilarin segimine temel teskil eden hakem heyeti, dergide belirtilen
danismanlar ve gerekirse yurt ici/disi otérler arasindan segilir.

Yazllarda Tork Dil Kurumu'nun Torkge S6zI0gU ve Yazim Kilavuzu temel alinmalidir. Ingilizce yazilan
yazilar 6zellikle desteklenmektedir.

Editér veya yardimailari tarafindan, efik kurul onayi alinmasi zorunlulugu olan Klinik arastirmalarda
onay belgesi talep edilecektir. Yazilarin iceriginden ve kaynaklarin dogrulugundan yazarlar
sorumludur.

Yazarlar, génderdikleri calismanin baska bir dergide yayinlanmadigi ve/veya yayinlanmak Gzere
incelemede olmadigi konusunda garanti vermelidir. Daha 6nceki bilimsel toplantilarda 200
kelimeyi gegmeyen 6zet sunumlarinin yayinlari, durumu belirfilmek kosulu ile kabul edilebilir. Tom
otdrler bilimsel katki ve sorumluluklarini bildiren formu doldurarak yayina katilmalidirlar.

Tom yazilar, editér ve ilgili editor yardimeilan ile en az t¢ danisman hakem tarafindan incelenir.
Yazarlar, yayina kabul edilen yazilarda, metinde temel degisiklik yapmamak kayd ile editor ve
yardimcilarinin dizelfme yapmalarini kabul etmis olmalidirlar.

Makalelerin formati ‘Uniform Requirements for Manuscripts Submitted to Biomedical Journals:
Writing and Editing for Biomedical Publication” (htfp://wwwi.icmije.org) kurallarina gore
duzenlenmelidir.

Anahtar kelimelerin Turkiye Bilim Terimleri (http://www.bilimterimleri.com)nden secilmelidir.

Dergi kaynaklarda kullanilirken Med Bull Haseki seklinde kisaltimalidir.

Haseki Tip Bulteni makale basvuru dcreti veya makale islem Ucreti uygulamamaktadir.

Genel Kurallar

Yozilar sadece online olarak kabul edilmekfedir. Yazarlarin makale gonderebilmesi icin web
sayfasina (http://hasekitip.dergisi.org) kayit olup sifre almalari gereklidir. Bu sistem on-line yazi
gonderilmesine ve degerlendirilmesine olanak tanimaktadir.

Makale gonderimi yapilirken sorumlu yazarin ORCID (Open Researcher ve Contributor D)
numarasi belirtilmelidir. hitp://orcid.org adresinden tcretsiz olarak kayit olusturabilir.

Bu sistem ile toplanan makaleler ICMJE-www.icmije.org, Index Medicus (Medline/PubMed) ve
Ulakbim-Turk Tip Dizini kurallarina uygun olarak sisteme alinmakta ve arsivienmektedir. Yayina
kabul edilmeyen yazilar, sanatsal resimler hari¢ geriye yollanmaz. Dergide yayinlanmak Uzere
editére gonderilen yazilar A4 sayfasinin bir yizine 12 punto, ift aralikla, arial/times new roman
karakteri ve kenarlarda 2,5 cm bosluk birakilarak yazilmalidir. Kullanilan kisaltmalar yazi icerisinde
ilk gectikleri yerde, parantez icinde, ack olarak yazimall, 6zel kisaltmalar yapilmamalidir
Yaz! icindeki 1-10 arasi sayisal veriler yaziyla (Her iki tedavi grubunda, ikinci gun ), 10 ve Ustd
rakamla belirtilmelidir. Ancak, yaninda tanimlayici bir takisi olan 1-10 arasi sayilar rakamla (1 yil)
cUmle basindaki rakamlar da (Onbes yasinda bir kiz hasta) yaziyla yazimalidir. Yazinin ttmnon
5000 kelimeden az olmasi gerekmekiedir. llk sayfa haric tom yazilann sag Ust késelerinde sayfa
numaralar bulunmalidir. Yazida, konunun anlasiimasinda gerekli olan sayida ve icerikte tablo ve
sekil bulunmalidir.

Baslik sayfasi, kaynaklar, sekiller ve tablolar ile ilgili kurallar bu dergide basilan tom yayin torleri
icin gecerlidir.

Hastalar mahremiyet hakkina sahiptirler. Belirleyici bilgiler, hasta isimleri ve fotograflar, bilimsel
olarak gerekli olmayan durumlarda ve hasta (ebeveyn veya koruyucu) tarafindan yayinlanmasina
yazili olarak bilgilendirilmis bir onay verimedigi surece yayinlanmamalidir.

Bu amagla, bilgilendirilmis onay, hastanin yayinlanacak belirli bir taslagi gérmesini- gerektirir.
Eger gerekli degilse hastanin belirleyici detaylan yayinlanmayabilir. Tam bir gizliligi yakalamak
oldukga zordur ancak eger bir siphe varsa, bilgilendirilmis onay alinmalidir. Ornegin, hasta
fotograflarinda géz bélgesini maskelemek, yetersiz bir gizlilik saglanmasidir.

Haseki Tip Bultenine yayinlanmak amaciyla génderilen ve etik kurul onayi alinmasi zorunlulugu
olan deneysel, klinik ve ilag arastirmalari icin uluslararasi anlasmalara ve 2013'de gozden
gecirilmis Helsinki Bildirisine uygun efik kurul onay raporu gereklidir (http://www.wma.net/
en/30publications/10policies/b3/). Deneysel hayvan ¢alismalarinda ise “Guide for the care and
use of laboratory animals (hitps://oacu.oir.nih.gov/regulations-standards) dogrultusunda hayvan
haklarini koruduklarini belirtmeli ve kurumlarindan etik kurul onay raporu almalidirlar. Etik kurul
onay! (onay numarasi ile birlikte) ve “bilgilendirilmis génully olur formu” alindigi arastirmanin
“Yontemler” boluminde belirtiimelidir. Yazarlar, makaleleriyle ilgili ¢ikar cafismasi ve maddi
destekleri bildirmelidirler.

Orijinal Makaleler

1) Bashk Sayfas (Sayfa 1): Yazi basliginin, yazar(larin bilgilerinin, anahtar kelimelerin ve kisa
basliklarin yer aldig ilk sayfadir.

Turkce yazilarda, yazinin ingilizce baghg da mutlaka yer almalidir; yabanci dildeki yayinlarda ise
yazinin Torke bashigr da bulunmalidir. Torkge ve Ingilizce anahtar sézcikler ve kisa baslik da baslk
sayfasinda yer almalidir.

Yazarlann isimleri, hangi kurumda calistklan ve agk adresleri belirtilmelidir. Yazismalarin
yapllacagl yazarin adresi de ayrica agk olarak belirfilmelidir. Yazarlarla ilefisimde 6ncelikle
e-posta adresi ve mobil telefon kullanilacagindan, yazismalarin yapilacagr yazara ait e-posta
adresi ve mobil telefon mutlaka belirtilmelidir. Buna ek olarak sabit telefon ve faks numaralan da
bildirilmelidir.

Calisma herhangi bir bilimsel toplantida énceden bildirilen kosullarda teblig edilmis ya da 6zeti
yayinlanmis ise bu sayfada konu ile ilgili agiklama yapiimalidir.

Yine bu sayfada, dergiye génderilen yazi ile ilgili herhangi bir kurulusun destegi saglanmissa
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Yazarlara Bilgi

belirtilmelidir.

2) Ozet (Sayfa 2): Ikinci sayfada yazinin Turkge ve ingilizce 6zetleri (her biri icin en fazla 200 s6zcok)
ile anahtar s6zcukler belirtilmelidir.

Ozet Bolimi: Amag, Yontemler, Bulgular, Sonug seklinde alf basliklarla dizenlenir. Derleme, olgu
sunumu ve egitim yazilarinda 6zet bolumu alt basliklara ayrlmaz. Bunlarda 6zet bolimu, 200
kelimeyi gegmeyecek sekilde amaglar, bulgular ve sonug cimlelerini icermelidir.

Ozet bsluminde kaynaklar gésterimemelidir. Ozet bsluminde kisaltmalardan  momkin
oldugunca kaginlmalidir. Yapilacak kisaltmalar metindekilerden bagimsiz olarak ele alinmalidir.
3) Metin (Ozetin uzunluguna gére Sayfa 3 veya 4’den baslayarak)

Genel Kurallar bolumine uyunuz.

Metinde Ana Basliklar Sunlardir: Giris, Yontemler, Bulgular, Tarfisma, Calismanin Kisithiiklart ve Sonug.
Giris b6lumU calismanin mantigi ve konunun gecmisi ile ilgili bilgiler icermelidir. Calismanin
sonuglan giris bolumunde tarfisiimamalidir.

Yontem bolumu ¢alismanin tekrar edilebilmesi igin yeterli ayrintilar icermelidir. Kullanilan istatistik
yéntemler agik olarak belirtilmelidir.

Bulgular blumi de ¢alismanin tekrar edilebilmesine yetecek ayrinfilar igermelidir.

Tartisma baliminde, elde edilen bulgularin dogru ve ayrnintili bir yorumu verilmelidir. Bu bélumde
kullanilacak literattrin, yazarlarin bulgular ile direkt iliskili olmasina dikkat edilmelidir.
Calismanin Kisitliliklan balominde calisma strecinde yapilamayanlar ile sinirlari ifade edilmelidir.
Sonu¢ boluminde calismadan elde edilen sonug, gelecek calismalara iliskin oneriler ile
vurgulanmalidir.

Tesekkur mumkun oldugunca kisa tutulmalidir. Calisma icin bir destek verilmisse bu bolimde s6z
edilmelidir. (Tesekkur yalnizca “Baslik Sayfasi” icerisinde gonderilmelidir.)

Mefinde fazla kisaltma kullanmaktan kaginimalidir. Tom kisaltilacak terimler metinde ilk gegtigi
yerde parantez icinde belirtilmelidir. Ozette ve mefinde yapilan kisaltmalar birbirinden bagimsiz
olarak ele alinmalidir. Ozet bsluminde kisalimasi yapilan kelimeler, metinde ilk gectigi yerde tekrar
uzun sekilleri ile yazilip kisaltimalidirlar.

4) Kaynaklar: Kaynaklarin gercekliginden yazarlar sorumludur.

Kaynaklar mefinde gecis sirasina gére numaralandinimalidir. Kullanilan kaynaklar metinde
parantez icinde belirtilmelidir.

Kisisel gorusmeler, yayinlanmamis veriler ve hentiz yayinlanmamis calismalar bu bélumde degil,
mefin iginde su sekilde verilmelidir: (isim(ler), yayinlanmamis veri, 19..).

Kaynaklar listesi makale metninin sonunda ayri bir sayfaya yazilmalidir. Alfidan fazla yazarin yer
aldigi kaynaklarda 3. isimden sonraki yazarlar icin “et al” ("ve ark’) kisaltmasi kullaniimalidir. Dergi
isimlerinin kisaltmalar Index Medicus'taki stile uygun olarak yapilir. Tom referanslar Vancouver
sistemine gore asagidaki sekilde yazilmalidir.

a) Standart Makale: Intiso D, Santilli V, Grasso MG, Rossi R, Caruso |. Rehabilitation of walking with
electromyographic biofeedback in foot-drop after sfroke. Stroke 1994;25:1189-92.

b) Kitap: Getzen TE. Health economics: fundamentals of funds. New York: John Wiley & Sons; 1997.
) Kitap Bolumi: Porter RJ, Meldrum BS. Anfiepileptic drugs. In: Katzung BG, editor. Basic and
clinical pharmacology. 6th ed. Norwalk, CN: Applefon and Lange; 1995. p. 361-80.

Birden fazla editor varsa: edifors.

d) Toplanhda Sunulan Makale: Bengtsson S, Solheim BG. Enforcement of data protection,
privacy and security in medical informatics. In: Lun KC, Degoulet B Piemme TE, Reinhoff O, editors.
MEDINFO 92. Proceedings of the 7th World Congress on Medical Informatics; 1992 Sep 6-10;
Geneva, Switzerland. North-Holland; 1992. p. 1561-5.

¢) Elektronik Formatta Makale: Morse SS. Factors in the emergence of infectious disease. Emerg
Infect Dis [serial online] 1995 1(1:(24 screens). Available from:s URL:http://www/cdc/gov/ncidoc/
EID/eid.htm. Accessed December 25, 1999.

f) Tez: Kaplan SI. Post-hospital home health care: the elderly access and utilization (thesis). St. Louis
(MO): Washington Univ; 1995.

5) Tablolar-Grafikler-Sekiller-Resimler: Tum tablolar, grafikler veya sekiller ayn bir kagida
basimalidir. Her birine metinde gegis sirasina gére numara verilmeli ve kisa birer bashk
yazimalidir. Kullanilan kisaltmalar alt kisimda mutlaka agiklanmalidir. Ozellikle tablolar metni
agiklayict ve kolay anlasilir hale getirme amaci ile hazirlanmali ve metnin tekran olmamalidir.
Baska bir yayindan alinti yapilyorsa yazili baski izni birlikte yollanmalidir. Fotograflar parlak kagida
basiimalidir. Cizimler profesyonellerce yapilmali ve gri renkler kullanilmamalidir.

Ozel Boliimler

1) Derlemeler: Derginin ilgi alanina giren tum derlemeler editorlerce degerlendirilir; editorler
ayrica konusunda uzman ve deneyimli oforitelerden dergi igin derleme talebinde bulunabilir.

2) Olgu Sunumlan: Nadir gérulen ve dnemli klinik deneyimler sunulmalidir. Giris, olgu ve tarisma
bolumlerini icerir.

3) Editore Mektuplar: Bu dergide yayinlanmis makaleler hakkinda yapilan degerlendirme
yazilandir. Editér génderilmis mektuplara yanit isteyebilir. Metnin bolumleri yoktur.

Yazisma

Tom yazismalar dergi edit6rldguntn asagida bulunan posta veya e-posta adresine yapilabilir.
Haseki Tip Blteni Edit6rlugu

S.B. Haseki Egitim ve Arastirma Hastanesi Nefroloji Klinigi

Adnan Adivar Caddesi 34906 Haseki-Aksaray-Istanbul-Turkiye

Tel.: +90 212 529 44 00/1133

Faks: +90 212 530 84 23

internet Sayfasi: www.hasekidergisi.com

E-posta: hasekidergisi@gmail.com
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The Medical Bulletin of Haseki publishes papers on all aspects of general medicine. In addition to
original arficles, review articles, original case reports, lefters fo the editor and announcements of
congress and meetings are also published. 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, is selected from
national and international authorities.

Turkish language Institution dictionary and orthography guide should be taken as a basis for the literary
language. Papers written in English language are particularly supported and encouraged.

Ethical commitiee approval may be requested by the Editor or Associate Editors for clinical research studies.
Authors are responsible for the contents of the manuscripts and for the accuracy of the references.

The authors should guarantee that the manuscripts have not been previously published and/or are
under consideration for publication elsewhere. Only those data presented at scientific meetings in
form of abstract which do not exceed 200 words may be accepted for consideration, however, the
date, name and place of the meefing in which the paper was presented should be stated. The signed
statement of scientific contributions and responsibilities of all authors, and statement on the absence of
conflict of inferests are required. All manuscripts are reviewed by the editor, related associate editor and
at least three experts/referees. The authors of the accepted for publication manuscripts should agree
that the editor and the associate editors can make corrections on condition that there are no changes in
the main text of the paper. Manuscript format should be in accordance with Uniform Requirements for
Manuscripts Submifted to Biomedical Journals: Wriing and Editing for Biomedical Publication (available
at http://www.icmie.org/)

The Medical Bullefin of Haseki does not charge any article submission or processing charges.

The journal should be abbreviated as Med Bull Haseki when referenced.

General Guidelines

Manuscripts are accepted only online and can be submitted electronically through web site (http://
hasekitip.dergisi.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 create at http://orcid.org.

The manuscripts gathered with this system are archived according to ICMJE-wwwi.icmie.org, Index
Medicus (Medline/PubMed) and Ulakbim-Turkish Medicine Index Rules. Rejected manuscripts, except
artworks are not refurned.

Arficles sent to the editor for publication should be written single-sided on A4 pages, double-spaced
in 12-point, arial/times, new roman font and with 2.5 cm margins. Abbreviations must be explained
clearly in parentheses in their first instance within the fext and custom abbreviations should not be used.
Numbers 110 10 should be given as fext (In the two treatment groups the second day) and numbers 11 or
bigger given as numbers. However, numbers 1-10 with a descriptive suffix should be given with numbers
(1 year) while numbers that start sentences (Fifteen-year-old female patient) should be given as text.
The manuscript should not exceed 5000 words in total. All pages of the manuscript should be numbered
at the top right-hand corner, except for the fitle page. Papers should include the necessary number of
tables and figures in order to provide better understanding.

The rules for the fitle page, references, figures and tables are valid for all types of articles published in
this journal.

Patients have a right to privacy. When not essentfial, idenfifying information, patfient names and
photographs should not be published, unless the written informed consent of the patient (parent or
quardian) has been given.

The patient should, therefore, be given a draft of the paper in order to obtain written informed consent.
When not necessary, any identifying details of the patient should not be published. Complete anonymity
is difficult fo attain, however, informed consent should be obtained if any doubt exists. For example,
masking the eye region of a patient's photograph provides incomplete anonymity.

For the experimental, clinical and drug studies having the obligation of being approved by ethical commitiee
and being sent in order to be published in The Medical Bullefin of Haseki, ethical committee approval report
being in accordance with the infernational agreements with Helsinki Declaration revised 2013 is required
(http://www.wma.net/en/30publications/10policies/b3/).  In experimental animal studies, the authors
should indicate that the procedures followed were in accordance with animal rights (Guide for the care and
use of laboratory animas. (https://oacu.oir.nih.gov/regulations-standards) and they should obtain animal
ethics committee approval. The approval of the ethical committee including approval number and the fact
that the “informed consent” is given by the patients should be indicated in the “Methods” section. Authors
should declare the conflict of interest concerning their articles and the financial supports.

Original Arficles

1) Title Page (Page 1): This page should include the fitles of the manuscripts, information about the
author(s), key words and running fitles.

For papers n Turkish language, a tifle in English should be included. Similarly, arficles in English should
include a fitle in Turkish. Key words in English and Turkish, and running fifles should also be included
in the title page.

The names, offiliated institutions and full addresses of the authors should be given. The author to whom
correspondence is to be addressed should be indicated separately. As e-mail addresses will be used
preferentially for communication, the e-mail address of the corresponding author should be stated. In
addition, telephone and fax numbers must be notified.

Ifthe content of the paper has been presented before, and if the summary has been published, the time
and place of the conference should be denoted on this page.

If any grants or other financial support has been given by any insfitutions or firms for the study,
information must be provided by the authors.

2) Summary (Page 2): In the second page, summaries of the manuscripts (maximum 200 words for
each) and the key words in Turkish and English language should be given.

ors

The Summary Should Consist of the Following Sub Sections: Aim, Methods, Results, Conclusion. Separate
sections are not used in the summaries of the review articles, case reports and educational articles. For
these articles, the summaries should not exceed 200 words and include the scope and aims of the
study, the salient findings and conclusions.

The references should not be cited in the summary secfion. As far as possible, use of abbreviations
are to be avoided. Any abbreviations used must be taken into consideration independently of the
abbreviations used in the text.

3) Text (From the Page 3 or 4, according to the length of the summaries)

Please follow the instructions in “general guidelines.”

The Main Headings of the Text Should be as Follows: Infroductfion, Methods, Results, Discussion, Study
Limitafions and Conclusion.

The infroduction should include the rationale for investigation and the background of the present study.
Results of the study should not be discussed in this part.

“Materials and methods” secfion should be presented in sufficient details to permit the repetition of the
work. The stafistical methods used should be clearly indicated.

Results should also be given in detail to allow the reproduction of the study.

The Discussion section should provide a correct and thorough interpretation of the results. The references
should be directly related to the findings of the authors.

Study Limitation should be detailed in the section.

Conclusion secfion should provide highlighted and interpreted with the study’s new and important
findings.

Acknowledgements should be as brief as possible. Any support should be acknowledged in this
section. (Acknowledgements should be only send with the “Cover Page”.)

The excessive use of abbreviations is to be avoided. All abbreviations should be defined when first
used by placing them in brackets after the full term. Abbreviations made in the abstract and in the text
are taken into consideration separately. Abbreviations of the full ferms stated in the abstract must be
re-abbreviated affer the same full term in the text.

4) References: Accuracy of reference data is the author’s responsibility.

References should be numbered according to the consecutive citation in the text. References should be
indicated in brackets in the text.

Personal communications, unpublished data and submitted manuscripts must be cited, not in this
section, but in the text as “Inamels), unpublished data, 19).”

The reference list should be typed on a separate page at the end of the manuscript. If there are more
than 6 authors, abbreviation of “ef al.” should be used for the authors out of the first three. Journal fitles
should be abbreviated according to the style used in the Index Medicus. All the references should be
written according fo the Vancouver system as follows:

a) Standard Journal Arficle: Intiso D, Santilli V, Grasso MG, Rossi R, Caruso I. Rehabilitation of walking
with electromyographic biofeedback in foot-drop after stroke. Stroke 1994;25:1189-92.

b) Book: Gefzen TE. Health economics: fundamentals of funds. New York: John Wiley & Sons; 1997.

) Chapter of a Book: Porter RJ, Meldrum BS. Anfiepileptic drugs. In: Katzung BG, editor. Basic and clinical
pharmacology. 6th ed. Norwalk, CN: Appleton and Lange; 1995. p. 361-80.

If more than one editor: editors.

d) Conference Papers: Bengtsson S, Solheim BG. Enforcement of data protecfion, privacy and security
in medical informatics. In: Lun KC, Degoulet P Piemme TE, Reinhoff O, editors. MEDINFO 92. Proceedings
of the 7th World Congress on Medical Informatics; 1992 Sep 6-10;Geneva, Switzerland: North-Holland;
1992. p.1561-5.

) Journal on the Internet: Morse SS. Factors in the emergence of infectious disease. Emerg Infect Dis
[serial onlinel 1995 1(1:[24 screens]. Available from:s URL:http://www/cdc/gov/ncidoc/EID/eid.htm.
Accessed December 25,1999.

f) Thesis: Kaplan SI. Post-hospital home health care: the elderly access and ufilization (thesis). St. Louis
(MO): Washington Univ; 1995.

5) Tables, Graphics, Figures and Pictures: All tables, graphics or figures should be presented on a
separate sheet. All should be numbered consecutively according to their place in the fext and a brief
descriptive caption should be given. Abbreviations used should be explained further in the figure’s
legend. The text of tables especially should be easily understandable and should not repeat the data of
the main text. lllustrations already published are acceptable if supplied by permission of the authors for
publication. Photographs should be printed on glossy paper. Figures should be done professionally and
no grey colors should be used.

Special Sections

1) Reviews: All reviews within the scope of the journal will be taken into consideration by the editors; also
the editors may solicit a review related to the scope of the journal from any specialist and experienced
authority in the field.

2) Case Reports: Case reports should present important and rare clinical experiences. They should
consist of the following parts: infroduction, case, discussion.

3) Letters to the Editor: These are views about articles published in this journal. The editor may request
responses fo the letters. There are no separate sections in the text.

Correspondence

For all correspondence with the editorial board, mail or e-mail addresses given below may be used.
Editor of The Medical Bulletin of Haseki

Haseki Training and Research Hospital, Department of Nephrology
Adnan Adivar Caddesi, 34906 Haseki-Aksaray-Istanbul-Turkey
Phone: +90 212 529 44 00/1874

Fax: +90 212 530 84 23

Web Page: www .hasekidergisi.com

E-mail: hasekidergisi@gmail.com
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Abstract

insan Bagisiklik Eksikligi Virtisti/Edinsel immiin Yetmezlik sendromu tiim
diinyayi etkileyen bir pandemi halinde yayilmistir. Hastaliga ait 6zellikler
ve virlisiin yapisi, hastaligin ve salginin kontroliini zorlastirmaktadir. Bu
hastalik; son yillarda gelistirilen antiretroviral ilaclarla tedavi edilebilir,
kronik hastalik olarak siniflanmaktadir. Ulkelerin, hastaligin bulasmasi
agisindan  epidemiyolojik olarak nifus &zelliklerini takip etmeleri
6nemlidir. Aynmailik nedeniyle hastalarin tedaviye ulasamiyor olmasi
hastaligin yayilimindaki en énemli etkenlerden biridir. Korunma yollari
her grup icin ayr yonetilmeli, egitim ve hassas gruplara yonelik tarama
programlari uygulanmalidir. Hedef; hastalarin %90 tani almasi, %90
tedavi edilmesi ve %90 hastada viral baskilamanin devamliliginin
saglanmasidir.

Anahtar Sézciikler: insan Bagisiklik Eksikligi Virtisti/Edinsel immiin
Yetmezlik sendromu, epidemiyoloji, ayrimcilik

Human  Immunodeficiency  Virus/Acquired  Immunodeficiency
syndrome pandemic has spread and affected the whole world. The
features of the disease and the structure of the virus make it difficult
to control the disease and epidemic. This disease, classified as a chronic
disease, can be treated with antiretroviral drugs developed in recent
years. It is important that countries follow population characteristics
for disease epidemiology in terms of disease transmission. The fact
that patients cannot reach treatment due to discrimination is one of
the most important factors in the spread of the disease. Means of
protection should be managed separately for each group, and education
and screening programs should be implemented for vulnerable groups.
The target is that 90% of patients are diagnosed, 90% are treated and
viral suppression is maintained in 90% of patients.

Keywords: Human Immunodeficiency Virus/Acquired Immunodeficiency
syndrome, epidemiology, stigma

Giris

Salgin hastaliklar bilgisi, insanlk tarihi kadar eskidir
ve her yeni salgin bircok bilginin birikmesini saglamistir.
Yirminci ylzyillin son c¢eyreginde ortaya ¢ikan Edinsel
immiin Yetmezlik sendromu [Acquired Immunodeficiency
syndrome (AIDS)] ise insanlik tarihi boyunca biriken
bilginin belki de ikiye katlanmasina, immunolojide cigir
acan gelismelere neden olmustur. insan Bagisiklik Eksikligi
Virst [Human Immunodeficiency Virus (HIV)] ile olusan
bu kronik enfeksiyon; insanlk tarihinde kaydedilmis
simdiye kadar yasanan en yikici pandemilerden biridir ve

80 milyon insana bulasmis, 40 milyonunun élmesine neden
olmustur. Hastaligin 6zel karakteri ve sahip oldugu sosyal
etkilenimler, nedensellik baglaminda egitim ve ayrimcilik-
stigma baglaminda da sosyal arastirmalara yol acmis ve
sonucta hastalikta gerileme, tedavide ilerleme ve hastaligin
epidemiyolojik karakterinde degisiklik ortaya ¢ikmistir. TUm
bunlar bir salginin ydnetilebilirligini gdstermesi agisindan
da son derece 6nemlidir.

Sporadi, endemi, epidemi ve pandemi kavramlarindan
sonra ortaya atlan sindemi, isim olarak “bir toplumda
hastalik ydkidnin asirt artmasina yol acan, birbiriyle
sinerjistik olarak etkilesen iki ya da daha fazla hastalid
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ya da durumu” tanimlamaktadir. Bu terim ilk olarak
1992'de antropolog Merrill Singer tarafindan ABD'de
kentli kadinlar arasinda gérilen madde bagimliligr,
siddet ve AIDS gibi saglik problemleri arasindaki ayriimaz
ve birbirini glglendiren baglantilari ifade etmek icin
turetilmistir. Hastaligin bilindigi 35 yil icinde, HIV/AIDS nin
firsatgl enfeksiyonlarla iliskisinin, belli davranis modellerine
sahip insan topluluklarinda ani vyayimasinin, bilinen
epidemiyolojik terimler kullanilarak aciklanmasi mdmkin
olmamistir. GUnimUzde HIV/AIDS; s6z konusu hastaliklar
ya da durumlar ve aralarindaki sinerjistik baglantilarla bir
sindemi modeli olarak kabul edilmekte ve hastaligin ve
yayiiminin kontrolinin cok faktérli oldugu konusunda
olusan fikir birligi yol gosterici olmaktadir (1-4).

ilk olarak 1981 yilinda tanimlanan AIDS, tim diinyada
bir pandemi halini almis ve 6nce baz risk gruplarinda
sik gorulurken daha sonra epidemiyolojik karakterinde
degisiklikler olmustur. Hastalik epidemiyolojik olarak Diinya
Saglik Orgiitii (DSO) ve Birlesmis Milletler HIV/AIDS Ortak
Programi [The Joint United Nations Programme on HIV/
AIDS (UNAIDS)] tarafindan tim dinyada izlenmektedir.
UNAIDS, 2030 yilina kadar AIDS salginini sona erdirme
konusundaki hedefe ulasmaya calisan kiresel cabayi
katalize etmektedir (5,6). UNAIDS'nin 2020 igin hedefi
"90-90-90"" olarak tanimlanmaktadir (%90’lik kesimin
durumundan haberdar olmasi, %90'In antiretroviral tedavi
almasi ve %90'inda virls baskilanmasinin saglanmasi).

Tarihge

Epidemiyolojik olarak strveyans sistemlerinde biriken
bilgilere bagli olarak ortaya konulan belki de ilk enfeksiyon
hastaligi tanilarindan biri ile 20. ylzyillin son ceyreginde
karsilasildi. ABD'de Hastalk Kontrol Merkezine [Centers
for Disease Control and Prevention (CDC)] 1981 yilinda
bildirilen gen¢ erkek homosekstel hastalardaki PCP
pnomonisi ve Kaposi sarkomu olgulari ve bu hastalarda
gelisen immun yetmezlik durumu dikkatleri konu Gzerine
cekti. Yapilan calismalarla hastaligin cinsel yolla ve damar
ici uyusturucu kullanimiyla bulasan bir hastalik oldugu,
vertikal yolla bebeklere gectigi ve belirgin olarak bagisiklik
sisteminin yikildigi ve firsatgi enfeksiyonlarin gozlendigi
saptandi. 1985 yilinda transflizyonla bulasi énlemek icin
tim kan ve kan Urlnlerinin taranmasi konusunda karar
agiklandi. Hastaligin etkeni saptandiktan sonra calismalar
tedaviye ve korunmaya yonelik olarak strdirdldu. Bulasma
yollarinin biliniyor olmasi korunmada yeterli olamadi,
clnky tani testlerinin yetersizligi, toplumdaki ayrimcilik
ve risk altindaki gruplarin ulasilabilir olmamasi hastaligin
ilk tanimlandigi gruplarda hizla artisina neden oldu.
Gelistirilen tedaviler ve ilaglarin yan etkileri nedeniyle
hastalarin tedavilerinde guglukler yasanirken korunma
icin gelistirilen asilarin hicbiri istenen sonucu vermedi.
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Bu asamada tekrar bulasma yollari ve korunma, éncelikli
hedef haline geldi (7,8). 2000'li yillarda kullanima sunulan
antiretroviral ilaclar (ART) bir devrim niteligindedir ve
hastaligin tani, tedavi ve bulasmasinda pek cok kuralin
yeniden yazilmasina, tim rehberlerin yeniden gdzden
gecirilmesine neden olmustur.

Epidemiyoloji

HIV/AIDS salgini, tanimlanmasinin 35. yilindadir ve
her Ulkeye ulasmistir GUnumuzde HIV/AIDS hastalid
Sahra alti Afrika'da birinci, dinyada ise dordiinci 6lim
nedeni olarak bildiriimektedir. Hastali§in bulas yollarindan
kaynaklanan yapisi Ulkeler hatta sehirler arasinda bile cok
biyuk farkliliklar olusmasina neden olmaktadir. Dinyadaki
HIV ile enfekte popllasyonun ¢odu Sahra alti Afrika’da
yasamaktadir. 2000°li yillarda gelistirilen yiksek etkili
ART dinyadaki HIV epidemisinde ters donlse neden
olmustur. DSO 2014 yilindan itibaren hastaligi kronik
hastaliklar kategorisinde degerlendirmeye baslamistir.
Ulkemiz hastaligin ilk tanimlandigi yillardan bu yana dusiik
prevalansi ile dikkat cekmektedir. Ancak 2010 yilindan
sonra olgu sayilarinda gordlen artis kadar hastaligin
daha geng yas gruplarina kaymasi, erkeklerde daha sik
rastlanmasi ve bazi davranis modellerine sahip gruplarda
kiimelenmesi nedeniyle bazi epidemiyolojik degisimler
oldugu dustndlmektedir (9).

DSO 2017 raporlarina gére global  HIV/AIDS
epidemisine ait rakamlar su sekildedir: 2016 yili itibari ile
dinyada 36,7 milyon HIV/AIDS ile yasayan hasta [People
live with HIV/AIDS (PLHA)-HIV/AIDS ile yasayanlar] oldugu
tahmin edilmektedir. Bu olgularin dunyadaki cografi
dagilimlarina bakilacak olursa 25,6 milyonu Afrika'da, 3,3
milyonu Amerika‘da, 2,4 milyonu Avrupa‘da, 3,5 milyonu
glneydogu Asya’'da, 360,000'i dogu Akdeniz'de ve 1,5
milyonu da bati Pasifik'te yasamaktadir. Bu olgularin 34,5
milyonu eriskin ve 2,1 milyonu 15 yas alti cocuklardan
olusmaktadir. Olgularin 17,8 milyonu kadin, 16,7 milyonu
erkektir.

2016 yilindaki yeni olgu sayisi 1,8 milyondur. Bu
olgularin 1,2 milyonu Afrika'dan bildirilmistir. iki yiz on
bin olgu ise Avrupa bdlgesinden bildirilmistir. Global olarak
bakildiginda enfekte olmayan her 1000 niifusa karsilik 0,26
olgu goriltrken bu oran Afrika’da hala 1,24 dizeyindedir.
Yeni olgularin 1,7 milyonu eriskin ve 160,000 kadari da
15 vyas alti cocuklardan olusmaktadir. 2016 yilinda bir
milyon kisi HIV/AIDS nedeniyle kaybedilmistir. Kaybedilen
olgularin 890 bini eriskin, 120,000 olgu ise 15 yas alti
cocuklardir. Olen olgulara bakacak olursak 720,000 olgu
Afrika'da, 49,000 olgu Avrupa’da kaybedilmistir.

Yillar icindeki gelisim incelendiginde 2000 yilinda Ug
milyon olan yeni enfeksiyon sayisi diinyada saptanan en
ylUksek rakamdir. Ayni sekilde 2005 yilinda saptanan 1,9



Seng®z ve Pehlivanoglu. insan Bagisiklik Eksikligi Viriisii/Edinsel immiin Yetmezlik Sendromu Epidemiyolojisi

milyon 6lim orani da en ylksek tepe noktasi olmustur.
Sahra alti Afrika bolgesinde HIV/AIDS'e ydnelik alinan
tedbirler ve hastalarin ilaca ulasmalarinin saglanmasi ve
anne cocuk iletiminin engellenmesi ile 2000 yili ile 2015 yili
arasinda beklenen ortalama yasam siresi on yildan daha
fazla artmistir. ART alan hasta oranlarina bakacak olursak
2016 yilinda olgularin %53’ (19,5 milyon olgu) tedaviye
ulasmistir. 2017 Temmuz itibari ile bu sayr 20,9 milyondur
ve giderek artmaktadir. Bu oran global olarak bakildiginda
2000 yilindan baslayarak bes yillik dénemlerde sirasiyla
%2, %7, %23 ve %47 olmustur. 2016 yili itibari ile ilac alan
kadin orani %60, erkek ise %45'tir. Erkeklerin daha fazla
ilaca ulastiklari iki bélge Amerika ve Avrupa’dir (sirasiyla
%66-64 ve %48-41). En yodun hasta popdilasyonuna
sahip olan Afrika’da 2000 yilinda ART'ye ulasim %1
oraninda iken 2010 yilinda %21 ve 2016'da %54 olarak
gerceklesmistir. Bu oranlar Avrupa icin sirasiyla %20, %34
ve %46'drr.

DSO'niin gelecek icin &ngdriisi artik kaskadin yéniniin
degistigi ve asagi dogru dondigu seklindedir. Bu nedenle
2030 yilinda 6ngorilen yeni olgu sayisi 200,000°den azdrr.
Beklenen olim ise 400,000'den azdir. Otuz U¢ milyon
kisinin ART almasi 6ngorilmektedir. UNAIDS hedeflerine
gore degerlendirilecek olursa; HIV/AIDS ile yasayanlar 36,7
milyon kisidir ve %90 test yaptirip farkindalik saglanmasi
gereken kisi sayisi 33 milyondur (gerceklesen sayi 25,5
milyon-acik 7,5 milyon), %90 tedavi altinda olmasi gereken
hasta sayisi 29,7 milyondur (gergeklesen sayi 19,5 milyon-
aclk 10,2 milyon), %90 viral baskilanma saglanmasi gereken
hasta orani 26,7 milyon (gerceklesen sayi 16 milyon-acik
10,7 milyon) olmalidir. 2020 yili icin tedavi almasi dngdrilen
hasta hedefi 30 milyon PLHA'dir (10).

Ulkemiz tarih boyunca cesitli insan hareketlerine ev
sahipligi yapmistir. Yeni hastaliklar ya da eski hastaliklarin
yeniden ortaya cikislari bu hareketlilikle iliskilendirilmistir.
Ulkemizde HIV/AIDS, bildirimi zorunlu bir hastaliktir ve
1985 yilindan 31 Aralik 2016 tarihine kadar 13,158 HIV
pozitifligi ve 1,537 AIDS olgusu saptanmistir. Olgularin
%78'i erkektir ve %15'i yabanci uyrukludur. En fazla 25-34
yas grubunda saptanmistir. Bulas yolu olgularin yarisinda
bilinmemektedir. Cinsel yolla bulastigi bildirilen olgularin
2/3'Undn bulasma yolu heterosekstel iliskidir (11). 2016
yill icinde 2,573 olgu dogrulanmis ve tani almistir. Bildirimi
yapilan olgularin %85'i erkektir ve 25-29 yas grubu daha
fazla sayida bildirilmistir (11).

Ulkemizdeki gidis incelendiginde ilk on yilda cift
rakamli sayilarla bildirilen olgu sayilari, 1995 yilindan sonra
ylzlerle, 2012'den sonra binlerle ifade edilen rakamlara
ckmistir (Grafik 1). Ozellikle olgularin erkek cinsiyetteki
hakimiyeti daha da artmis ve daha gen¢ yas grubuna
kaymistir. Bildirilen hastalarda bulasma yollarinda yillar
icinde farkliliklar olusmustur (Tablo 1) (11).
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Son yillarda hastalik yikdnin en yiksek oldugu Sahra
alti Afrika'da HIV enfeksiyonu olgularinin sayisi azalirken
(%33 oraninda) Dogu Avrupa, Orta Dogu, Kuzey Afrika
ve Orta Asya'da [Middle East and North Africa (MENA)]
HIV salgininin  devam ettiginden, prevalansin dustk
oldugu Ulkelerde epidemiyolojinin takibi ve riskli gruplara
yonelik midahalelerin grubu etkileyecek yapida olmasi
gerektiginden bahsedilmektedir.  Yeni enfeksiyonlarin
orani 2005 ile 2014 yillari arasinda Orta Avrupa‘’da %115
artmistir ve Ozellikle Gg Ulkenin bu artisa belirgin katkis
gorilmusttr (Polonya, Turkiye ve Romanya) (12). MENA
olarak tanimlanan bolgede ise 24 farkli gelir ve gelismislik
dizeyine sahip, siyasi olarak labilitesi olan Ulke ya da
bélge yer almaktadir. Bu Ulkelerdeki geng nifus (15-49
yas) dinya genc nifusunun %710°unu olusturmaktadir.
Bu demografik, sosyal ve siyasal edilimler, bdlgenin
bircok halk saghgi sorununu etkileyen faktorlerdir.
MENA'da 2001'den bu yana, yeni tanimlanan HIV
enfeksiyonlarinda %31°lik artis saptanmistir. Bu artisin
bir kismi hastaliga yonelik farkindaligin artisi ve daha
cok test istenmesi ile iliskilendirilmis olsa da bu Ulkeler
arasindaki ntfus hareketliligi ve yer degistirme kalabalik,
sagliksiz yasam kosullari, issizlik ve hastaliklarda artisa
neden olabilmektedir (13).

Ulkemizde yapilan calismalarda tani icin test istegi
genellikle diger tibbi arastirmalar sirasinda yapilan testler
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Grafik 1. Sekiz yillik dort dénem halinde 1985-2016 olgu sayilari (11)

Tablo 1. 1985-2016 yili toplam olgularda saptanan bulasma

yollari ile son bir yilda bildirilen bulasma yollarinin
karsilastinimasi (11)
Bulas yolu 1985-2016 2016 yih
% %
Heterosekstel cinsel iliski 35,9 26,5
Homoseksuel/bisekstel cinsel iliski 13,4 16,6
Anneden bebede gegis 1,0 0,5
Damar ici madde bagmliligi 1,1 0,3
Bilinmeyen 47,7 55,7
Toplam olgu sayisi 13,158 2,470
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ile en sik karsimiza ¢lkmaktadir. Kan ve organ bagisinda
HIV/AIDS testleri zorunludur. Ayrica evlilik dncesi tarama
testleri de istenmektedir. Yirmi dort merkezden 693
hastanin (561 erkek, 132 kadin) dahil edildigi bir calismada
HIV testi en sik diger hastaliklar icin teshis sirasinda istenen
testlerle saptanmistir. Bu calismada tani ile tedavi arasindaki
en uzun slre 11 ay olarak bulunmustur (14). Baska bir
calismada tarama testleri ile 829 hastadan %62,6'sinin
teshis edildigini bildirmistir (15).

Bazi 6zel gruplar (erkek erkege seks yapanlar, seks
iscileri, damar ici uyusturucu kullananlar, transseksueller ve
mahkumlar) genel popdlasyona gore HIV'den, 10-50 kat
daha fazla etkilenmektedir. Sargin ve Goktas (16), escinsel
erkeklerde HIV prevalansini %12,7 olarak belirlemistir.
Dustk prevalansli bolgelerde HIV enfeksiyonu igin
yuksek riskli olan gruplar, tani ve tedavide éncelikli hedef
populasyonu olusturmalidir.

Sonug olarak, gerceklesen tim ilerlemelere ragmen,
HIV/AIDS, halen kir yapici tedavisi olmayan bir hastaliktir,
bu nedenle de salgini 6nlemede en 6nemli midahale
bulasin engellenmesidir. Hastaligin geng erkek nufusta
en sik goruldigu gercedi, hastalik konusu ve dnlenmesi
konusundaki yeterli ve dogru bilgi ve egitimin Onemini
gostermektedir (17-19).

Viroloji ve Diren¢ Yonetimi

HIV-1 ve HIV-2 olmak Uzere iki genotip, HIV-1"e ait dort
alt grup (M, N, O ve P) tanimlanmistir. HIV populasyon
donglstnlin hizl olmasi ve virlsin ¢ok yuksek hatali
replikasyon orani  degisken HIV  populasyonlarinin
olusumuna yol agmaktadir. HIV'in genetik degiskenligi,
enfeksiyonun  tanisindan  bagslayip  tedaviye direng
olusumuna kadar enfeksiyonun ydénetimini pek cok
asamada zorlastirmaktadir. Bulasmada ve hastaligin
progresyonunda HIV alt tipleri arasinda farkliliklar oldugu
belirtilmektedir (20-22).

Tani

HIV enfeksiyonunun hizli, dogru ve erken tanisi
AIDS kontrolinde anahtar rol oynamaktadi. HIV/
AIDS’in 6nlenmesi; erken tani, uygun tedavi ve plazma
viral yukl baskilanmasinin devamliligi ile olasidir. Tani
algoritmalarinda tedavi baslanmasi icin gececek strenin
kisaltiimasina yonelik calismalar yapiimaktadir. Tedavinin
erken baslanmasi ve viral baskilanma ile hem bulasma, hem
de morbidite ve mortalitede azalma saglanabilmektedir.
UNAIDS'nin “'90-90-90" hedeflerine ulasilmasi (%90°lik
kesimin durumundan haberdar olmasi, %90'in antiretroviral
tedavi almasi ve %90'inda virls baskilanmasi) ancak
tani basamagi saglanirsa gercekci bir hedef olacaktir.
Bu nedenle erken taniya olanak saglayacak daha uygun
hasta basi test teknolojilerinin gelistiriimesi icin calismalar
strdurilmektedir (23). Hastaligin tanisinda altin standarda
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ulasma cabalari degisik algoritmalarin giindeme gelmesine
neden olmustur. Hastaligin tanisi, 6zellikle cocuklarda
cesitli glcllkleri barindirmaktadir. Tedavi algoritmalarinda
yer alan testlerin duyarlilik ve 6zgullikleri kadar sonug
verme slresi de artk hastaligin tedavisi ve bulasmanin
azalmasinda viral baskilanmanin énemi nedeniyle 6n plana
gecmektedir. Uluslararasi kuruluslar ¢zellikle anne cocuk
gecisinin engellenmesi konusunda, hem tani hem de anne
ve cocugun antiretroviral tedaviye ulasabilmesi konusunda
calismalar yuritmektedir.

Egitim ve hassas gruplara yonelik tarama ve ilk
basvuru kliniklerine ulasilabilirlik saglanmasi erken tanida
cok 6nemlidir. Ulkemizde hastalara nasil tani kondugu
incelendiginde; evlilik oncesi tarama testleri, cerrahi
oncesi tarama testleri ve diger taramalar ilk siralarda
yer almaktadir. Hastalarin 6zellikle test dncesi ve sonrasi
danismanlik almalari son derece 6nemli ve hastalarin
tedaviye ulasmalarini kolaylastirici bir faktérdir (16,17).

Tedavi

Hastaligin izlemi sirasinda yeni tanimlamalar ortaya
atilmistir; bunlar arasinda hastaligin gecerli tedavisini
tanimlayan antiretroviral tedavi, hastaligin kdr yapan
bir tedavisinin olmayip 6émdir boyu baskilama tedavisini
tanimlayan PLHA, hastaliga ait en glincel tanimlamalardir.

GUnimduzde HIV enfeksiyonu, laboratuvar testlerindeki
ilerlemeler sayesinde, tanisinin erken konmasi, duzenli
takipler ve ART uygulamalari ile kronik hastalik haline
gelmistir. Gegen slre icerisinde daha etkili, kullanimi
daha kolay, yan etkileri daha az ve genetik bariyeri daha
yuksek yeni ART secenekleri olusturulmustur. Hastalara
ilk tani aldiklarinda artik CD4 sayisindan bagimsiz
olarak antiretroviral tedavi baslanmakta ve omdir boyu
strdurtdlmesi  hedeflenmektedir.  Buglnki  uygulama
ile; hastalarin ilk tanimlandiklarinda baslanan tedavi ile
hem viral baskilanma saglanarak tedavi edilmeleri hem
de bulastiriciligin azaltiimasi hedeflenmektedir. Mevcut
tedavi secenekleri; hem kullanimi kolay tek tabletleri
hem de Onceki formlara goére daha az istenmeyen etki
gosteren ilaglar kapsamaktadir. Hastalarda ART secimi
yapilirken bircok faktér g6z 6niinde bulundurularak tedavi
bireysellestirilmeli ve en uygun rejim secilmelidir.

HIV/AIDS ile yasayan kisilerde tedaviye bagl olarak
ollimler azalmis ve hastalar viral baskilanmanin devamliligi
sayesinde daha ileri yaslara ulasmislardir. Ancak hastalarda
normal populasyona gére daha fazla kardiyak hastalik riski
vardir. Bu durum hastaligin kendine bagl nedenler kadar
ilaglarin istenmeyen etkileri ile de ilgilidir (24).

Hastalarin takibinde en &nemli parametre hastalarin
tedaviye uyumudur. Takip ile direng ya da diger yan etkiler
ortaya konmali ve hasta yonetimi uzun soluklu olmalidir.
ilac direnci ile ilgili epidemiyolojik calismalar (ilkemizde de
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yapiimaktadir. Ozellikle ilag gruplarinda ortaya cikan direng
oranlari ampirik tedaviyi belirlemede 6nemlidir. Hastalarin
cevre Ulkelerle iliskili olabildigi bu hastalikta o Ulkelere ait
diren¢c modelleri de zaman zaman dikkat cekici boyutlara
ulasabilmektedir (20,22). HIV enfeksiyonu; multi disipliner
yaklasim, erken tani, dizenli izlem ve anti retroviral tedavi
ile glinimuzde yonetilebilir kronik bir enfeksiyondur. Yasam
kalitesini arttirmak, HIV'e bagli morbidite ve mortaliteyi
azaltmak temel hedeftir. Hastalarin tedavisinde ART secimi
yapllirken bircok faktdr goz dniinde bulundurulmali, tedavi
bireysellestirilmeli ve en uygun rejim secilmelidir.

Korunma

Korunmada; egitim -tek eslilik, kondom kullanimi,
riskli davranis modellerinin bilinmesi, cinsel yolla bulasan
hastaliklardan korunma-, tani algoritmalari, temas éncesi
ve sonrasi proflaksi, hastalarin viral yiklerinin devamli
negatif olarak kalmasi, anne-cocuk iletisinin engellenmesi,
saglik calisanlarinin korunmasi basliklari gtindemdedir (25).
DSO; (ilkeler tarafindan HIV enfeksiyonu icin yapilacak
slrveyansta biyolojik surveyansa ek olarak davranissal
strveyansin da yapilarak riskli gruplarin belirlenmesi ve
risk tasiyan temel davranis modellerinin saptanmasini
Onermektedir. Bu bilgiler egitim modellerinde temel
olusturmak agisindan 6nem tasimaktadir. Hastaliktan
korunma icin egitimler farkli gruplara yonelik yGrittimelidir.
Her Ulkede incinebilir gruplar farklidir, bu nedenle lokal
olarak hastaliga hassas topluluklarda calisma yapilmalidir.
Ulke ici insan hareketliligi gdzden kacirimamali ve
hastalikla erken cinsel hayata bagl olarak karsilasabilecek
genc eriskinlerin egitimi ve korunmasi birinci 6ncelikli
olmalidir (26).

Saglk personeli, hastalara ait kan ve vicut sivilari
ile temas etmeden standart onlemleri almasi gerekliligi
konusunda egitimli olmalidir. Saglik calisanlarina mesleki
maruziyet durumunda hemen proflaksi baslanmalidir.

HIV ile enfekte gebelerde ise, hamilelik ve dogum
sirasinda  ART kullanimi yoluyla annedeki viral yukin
baskilanmasinin saglanmasi perinatal bulasin dnlenmesinin
en 6nemli yoludur. Cocugda bulasta risk faktérleri, annenin
viral yUku, CD4 hicre sayisi, membran riptir zamaninin
dort saatten uzun olmasi, invazif obstetrik girisimler ve
dogum sekli olarak saptanmistir. Vertikal HIV enfeksiyonu
bulas orani; annede viral baskilanma saglandiginda %1'den
daha az oranlara inmektedir (27). “Global Plan” anne ¢cocuk
iletisinin kesilmesine ve saglikli nesiller konusuna cok 6nem
vermektedir. Bu konuda risk altindaki Ulkelerle strdirllen
yogun calismalarla kadinlarin hamilelikleri boyunca ART
almalarinin saglanmasi, gebelerin taranmasi, yeterli tibbi
bakima ulasabilme ve destek ve ¢ocuklarin gerekli sekilde
izlemi konulari glindemdedir. 2009 ile 2015 arasinda
yapilan calismalar ile Sahra alti Afrika'daki 21 oncelikli
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Ulkede cocuklar arasinda yeni HIV enfeksiyonlarinda %60
azalma saglanmis, AIDS’e bagli pediyatrik mortalite %62
oraninda azaltilmistir. Bu Ulkelerdeki gebelerin ART alma
orani %36'dan %80’e yikselmis ve Ureme c¢agindaki
kadinlar arasinda AIDS'ye bagl olimler %43 oraninda
azalirken anne-cocuk iletim oranini %22,4'den %8,9'a
dustrilmustlr. ART lere erisimi olan ¢ocuk sayisi U¢ katina
yukselmis, 2009'da bu Ulkelerde 15 yasin altindaki HIV
ile yasayan cocuklarin %15'i ART aliyorken 2015 yilinda
%51'i ART almistir (28).

ART kullanimi kisinin virlisti baskalarina bulastirmasini
onlemede etkili bulunmustur. Temas sonrasi proflaksi,
bugine kadar sadece saglik calisanlari ve HIV pozitif
oldugu bilinen bireylerle temas sonrasinda uygulanirken
yeni bir kavram olarak temas 6ncesi proflaksi glindemde
yer almaya baslamistir.

GUnUmUzde HIV/AIDS, yeni nesil antiviral ilaclarla
yasam boyu ilag¢ kullanimini gerektiren kronik bir hastaliga
dontsmustdr. Ancak HIV/AIDS icin hala kir yapic bir
tedavinin olmamasi, korunma icin asinin bulunmamasi
ve yaslanan HIV/AIDS'li hasta populasyonunda normal
nifusa gore daha fazla metabolik bozulmalarin olmasi
tedavide daha alinacak yollar oldugunun goéstergesidir.
Bu hastalikta ilk glnlerdeki “6limcil ve tedavi edilemez”
tanimlamasi kadar “kronik bir hastalik” tanimlamasi da
toplumda hastaligin yonetimine zarar verebilir (29).

Sonug

Son yizylin en &limcll on salgini incelendiginde
bunlar arasinda HIV/AIDS de yer almaktadir. Hastaligin ilk
tanimlandigi yillarda; ayrimailik, sosyal sorunlar ve tedaviye
hastalarin ulasabilmesi ile ilgilenilirken artik hastaligin
kontroli ve eradikasyonu Uzerine calismalar baslamistir.
HIV/AIDS salgininin kontrol edilebilir, HIV enfeksiyonunun
onlenebilir oldugu yapilan calismalarla gdsterilmistir.
Dinyanin pek cok Ulkesinde egilim, salginin geriledigi
yoéniindedir.  Ulkemizde disik prevalans nedeniyle
hasta sayisi yiksek olmasa da son bes yilda yillik olgu
sayllar buyuk artislar géstermistir. Bu nedenle hastaligin
kontroll hedefine ulasmak icin Ulke epidemiyolojisinin
cok iyi bilinmesi, hastaligin global diinyadaki grift dagilimi
nedeniyle molekiler epidemiyolojinin ve direncin takibi,
riskli gruplarin tani testlerine ayrimcalia ugramadan
ulasabilmesi (ayrimciliga ugrama korkusu tani ve tedavi
sUrecini olumsuz etkilemektedir), tedavi ve takibin
devamliiginin saglanmasi, ama en &ncelikli olarak risk
altindaki insan gruplarina ve tim topluma bulasma yollari
ve korunma ile ilgili e@itim olanaklari saglanmasi gereklidir
(30). Dunya Olceginde paylasilan deneyimler, uluslararasi
kuruluslarin yogun cabalari ile etken, hastaligin ézellikleri,
tedavi ve korunma yollari bilinmektedir. Sosyo-ekonomik
yasam duzeyi, sosyal ve nifus hareketlilikleri hastaligin
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yaylliminda rol oynamaktadir (31). Tim taraflar arasindaki
strekli isbirligi; HIV/AIDS e karsi bugline kadar kaydedilen
ilerlemelerde yasamsal 6nem tasimaktadir.
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Amac: Mide kanseri gorilme sikligi agisindan besinci, kanser kaynakl
6lim agisindan ise ikinci sirada yer almaktadir Bati Ulkelerinde
cogunlukla ileri evrede tani alan mide kanser olgularinda cevre organ
invazyonu sik rastlanan bir durumdur. Calismamizda lokal ileri evredeki
mide kanseri olgularinda multivisseral rezeksiyonun hasta saghigi ve
sagkalimi Uzerine etkilerinin gdzden gegirilmesi amaglanmaktadir.

Yéntemler: Mide kanseri nedeniyle Dokuz Eyliil Universitesi Genel
Cerrahi Klinigi'nde ameliyat edilmis 445 hastanin prospektif kayit altina
alinmis olan verileri incelendi. Laparotomi esnasinda cevre organ/yapl
invazyonu gosteren ya da rezeksiyon sonrasi patolojik evrelemede pT4
evresinde olan toplam 164 hasta calismaya dahil edildi.

Bulgular: Yiz yirmi hastaya gastrektomi, 24 hastaya multivisseral
rezeksiyon ile gastrektomi, 20 hastaya palyatif islem yapildigi gorildi.
Hasta gruplari karsilastirildiklarinda demografik verileri, timér yerlesimi,
ameliyat 6ncesi kan biyokimyasal analizleri ve hemoglobin degerleri
agisindan farkliik saptanmazken, palyatif islem yapilan hastalarin
sagkalim agisindan oldukca dezavantajli olduklari belirlendi. Multivisseral
rezeksiyon grubu ile sadece gastrektomi yapilan grup arasinda RO
rezeksiyon ve postoperatif komplikasyon oranlari agisindan farklilik
saptanmadi. Multivisseral rezeksiyon yapilan hastalarin sagkalimlarinin
palyatif isleme gére anlamli stire uzamis oldugu belirlendi.

Sonug: Altidan daha az sayida metastatik lenf nodu olan, platelet/
lenfosit orani <130, nétrofil/lenfosit orani <2,4 saptanan, RO
rezeksiyonun miimkin oldugu olgularda multivisseral rezeksiyon,
tecrlibeli ellerde ek morbidite ylkd olusturmadan sagkalim strelerinde
artis saglayabilir.

Anahtar Sozciikler: Mide kanseri, coklu organ rezeksiyonu, lokal ileri
mide kanseri, RO rezeksiyon, platelet lenfosit orani, nétrofil lenfosit
orani

Abstract

Aim: Gastric cancer is the fifth most common cancer and the second
leading cause of cancer-related deaths. Adjacent organ invasion is
frequently observed in cases of gastric cancer which is often diagnosed
in advanced stages in the Western countries. It is aimed to evaluate the
effects of gastrectomy with multivisceral resection on health status and
survival of patients with locally advanced gastric cancer.

Methods: The prospectively recorded data of 445 operated patients
in the General Surgery Clinic at Dokuz Eylll University due to gastric
cancer were reviewed. A total of 164 patients with locally invasive
tumor detected during laparotomy or those in pT4 status according to
post-resection pathologic staging were included in the study.

Results: One hundred and twenty patients underwent gastrectomy,
24 patients underwent gastrectomy with multivisceral resection,
and 20 patients underwent palliative procedure. The patient groups
were compared for demographic data, tumor location, preoperative
biochemical analysis, hemoglobin values, and survival. The patients
with palliative procedures were found to be significantly disadvantaged
in terms of survival. There were no differences in the rates of RO
resection and postoperative complication between multivisceral
resection group and only gastrectomy group. It was determined that
survival of patients with multivisceral resection was significantly longer
than palliative surgery patients.

Conclusion: Multivisceral resection in patients in whom RO resection is
possible, in those with a platelet/lymphocyte ratio of <130, neutrophil/
lymphocyte ratio of <2.4, and with fewer than six metastatic lymph
nodes, may provide increased survival periods without additional
morbidity burden in experienced hands.

Keywords: Gastric cancer, multivisseral resection, locally advanced
gastric cancer, RO resection, platelet lymphocyte ratio, neutrophil
lymphocyte ratio

Yazisma Adresi/Address for Correspondence: Serhan Derici

Dokuz Eyliil Universitesi Tip Fakiiltesi, Genel Cerrahi Anabilim Dali, izmir, Ttirkiye

E-mail: serhan.derici@deu.edu.tr ORCID ID: orcid.org/0000-0002-2828-1452
Gelis Tarihi/Received: 11 Nisan 2017 Kabul Tarihi/Accepted: 2 Mayis 2017

254

“Telif Hakki 2017 Saglik Bilimleri Universitesi Haseki Egjtim ve Arastirma Hastanesi
Haseki Tip Blteni, Galenos Yayinevi tarafindan basilmistir.

©Copyright 2017 by The Medlical Bulletin of
University of Health Sciences Haseki Training and
Research Hospital

The Medical Bulletin of Haseki published by
Galenos Yayinevi.



Derici ve ark. Mide Kanserinde Multivisseral Rezeksiyon

Giris

Mide adenokarsinomunun dinya 6lceginde prevalansi
951.000, az gelismis Ulkelerdeki prevalansi ise 677.000
olarak tahmin edilmektedir (1). Tani alan olgularin
uzakdogu Ulkelerinden farkli olarak bati Glkelerinde
cogunlukla daha ileri asamada ve hatta cevre yapilari
invaze etmis T4b evresinde oldugu gdsterilmistir (2).
Diger bir taraftan da mide adenokarsinomlarinda
uygulanacak cerrahide sagkalima en cok katkinin rezidi
timor hicresinin kalmadigl durumlarda saglanabilecegi
(RO rezeksiyon) bilinmektedir (3). Komsu organ/
yap! invazyonunun oldugu ileri evre timorlerde ise RO
rezeksiyon ancak multivisseral rezeksiyon ile mimkin
olmaktadir. Bu calismada uzak organ metastazi olmayan
lokal ileri timorll olgularda sagkalimi etkileyen faktorlerin
ortaya koyulmasi ve RO rezeksiyon hedeflenerek yapilmis
olan multivisseral rezeksiyonun hasta saghgi ve sagkalimi
Uzerine etkilerinin gdzden gecirilmesi amaglanmistir.

Yontemler

Ocak 2005 - Ekim 2016 tarihleri arasinda Dokuz
Eylil Universitesi Genel Cerrahi Anabilim Dali, Ust
Gastrointestinal ~ Sistem  Cerrahisi  Birimi  tarafindan

ameliyat edilerek verileri prospektif kayit altina alinmig
olan 445 hasta incelendi. Ameliyat dncesi tim hastalar Ust
gastrointestinal sistem endoskopisi ile degerlendirilmisti.
Evreleme amaciyla hastalara ameliyat Oncesinde toraks
ve abdomen bilgisayarli tomografi incelemesi yapiimisti.
Ameliyat oncesi degerlendirmelerinde uzak organ ya da
peritoneal ylizey metastazi saptanmayan ve rezeksiyon
agisindan engeli bulunmayan 395 hastaya kuratif cerrahi
uygulanmak Uzere laparotomi yapilmasi planlanmisti.
Laparotomi esnasinda ¢evre organ/yapi invazyonu gosteren
(T4b) ya da rezeksiyon sonrasi patolojik evrelemede pT4
evresinde olan hastalar calismaya dahil edildi. Neoadjuvan
tedavi alan hastalar ve dogrudan invazyon disi herhangi
bir sebeple dalak rezeksiyonu yapilan hastalar calisma disi
birakildi. Calismaya dahil 164 hasta icin yapilan analizlerde
hasta yasl, cinsiyeti, ameliyat dncesi kan biyokimyasal
testleri, platelet lenfosit orani (PLR), notrofil lenfosit orani
(NLR), tGmor yerlesimi, uzak organ metastazi varligi,
uygulanan ameliyat sekli, patolojik tumor evresi, timor
boyutu, rezeksiyon sinirlarinin degerlendirilmesi, tdmor
histolojisi, lenf nodu metastazi varligi, sagkalim sireleri
degerlendirildi. Bu calisma icin Dokuz Eylil Universitesi
Girisimsel Olmayan Arastirmalar Etik Kurulu'ndan onay
alinmistir (onay no: 2017/26-41).

istatistiksel Analiz

Sonuclar “ortalama + standart sapma” veya ortanca
(minimum-maksimum)  seklinde  sunuldu.  Kategorik
degiskenler ki-kare ve Kruskal-Wallis, strekli degiskenler
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ise bagimsiz degisken t-test ya da Mann-Whitney U testi
uygulanarak analiz edildiler. Sagkalim analizleri icin Kaplan-
Meier testi kullanildi.

Istatistik analizleri SPSS versiyon 22.0 (SPSS Inc. Chicago,
IL, USA) kullanilarak yapildi. Cift kuyruklu degiskenler igin
“p<0,05" anlamli kabul edildi.

Bulgular

Ortalama yasl 60,73 (£13,80) yil olan 164 hastanin
107'si erkek 57'si kadindi. Kirk bir proksimal yerlesimli, 101
distal yerlesimli, 22 linitis plastika gérintmundeki timor
icin 109 total gastrektomi, 35 distal subtotal gastrektomi
uygulanmisti.  Gastrektomi yapilan hastalarin  24'Ginde
cevre organ/yapl invazyonu nedeniyle multivisseral
rezeksiyon yapilmisti. Cevre organ/yapi invazyonu gdosteren
20 hastaya ise bypass ve/veya beslenme jejunostomisi
prosedlrl uygulanmisti (Tablo 1).

Tablo 1. Calisma hastalarinin demografik verileri

Yas (Yil) [ 60,73 | (x13,80)
Cinsiyet

Kadin 57 (%34,8)
Erkek 107 (%65,2)
Ameliyat éncesi albiimin

>3 (g/dL) 140 (%85,8)
<3 (g/dL) 24 (%14,2)
Ameliyat 6ncesi hemoglobin (g/dL) 11,18 (£2,06)
Tumor yerlesimi

Kardiya 40 (%24,3)
Korpus 43 (%26,2)
Antrum 58 (%35,3)
Fundus 1 (%0,6)
Linitis Plastica 22 (%13,4)
Yapilan ameliyat

Total gastrektomi 87 (%53,1)
Distal subtotal gastrektomi 33 (%20,1)
Gastrektomi + ek organ rezeksiyonu 24 (%14,6)
Eksplorasyon ve/veya bypass 20 (%12,2)
Rezidii timor

RO 122 (%84,7)
R1 22 (%15,3)
R2 0 (%0)
Timér grade

1 18 (%12,6)
2 25 (%17,5)
3 89 (%61,5)
4 12 (%8,4)
Patolojik baki tiimér ¢api (cm) 6,86 (£3,57)
Diseke edilen lenf nodu sayisi 29,28 | (£12,79)
Lenf nodu metastazi

Var 129 (%89,6)
Yok 15 (%10,4)
Metastatik lenf nodu sayisi (n) 12,28 | (£12,00)
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Kiratif rezeksiyon yapilan tim hastalara D2 lenf nodu
diseksiyonu yapilmisti. Ortalama 29,28 adet lenf nodu
diseke edildigi saptandi. Hastalarin %89,6'sinda (129
hasta) lenf nodu metastazi oldugu gorildi (Tablo 1).

Gastrektomi yapilan (n=120), multivisseral rezeksiyon
ile gastrektomi yapilan (n=24) ve palyatif islem yapilan
(n=20) hastalar birbirleri ile karsilastirildiklarinda; yas,
cinsiyet, timor yerlesimi, ameliyat 6ncesi kan biyokimyasal
analizleri ve hemoglobin degerleri acisindan farklilik
saptanmazken, palyatif islem yapilan hastalarin sagkalim
agisindan oldukca dezavantajli olduklari belirlendi (7,18
ay) (Tablo 2, Sekil 1).

Kiratif cerrahi  amaclanarak; sadece gastrektomi
yapilan hastalar ve multivisseral rezeksiyon vyapilan
hastalar karsilastirildiginda; timor caplarinin multivisseral
rezeksiyon grubunda daha biylk oldugu gorilmekle
birlikte istatistiksel olarak anlamli fark olusturmadig
saptandi (sirasiyla 6,74 cm, 7,47 cm). TUumor histolojik
dereceleri agisindan da iki grup arasinda farklilik
gorulmedi. Her iki grupta da ortalama 27'nin Uzerinde
lenf nodu diseke edildigi ve iki gruptaki hastalarin
%85'inden daha fazlasinda lenf nodu metastazi oldugu
goruldu. Sadece gastrektomi yapilan grupta RO rezeksiyon
orani %88,3 iken multivisseral rezeksiyon yapilan grupta
%87,5 olarak belirlendi. Bir yillik sagkalim acisindan iki
grup degerlendirildiginde multivisseral rezeksiyon ihtiyaci

S Palystd cerrahi
TG0k organ rezel siyory
Sadece gustekoms

05

°
»
't

p<0,001

o
-
r

Toplam Sagkalm

0.2

0.0

°
%
8
&*
8
&

Sagkalim (ay)

Uygulanan Ortalama Medyan

cerrahi %95 Giiven

aralig

Tahmin | Standart| %95 Giiven araligi| Tahmin | Standart
hata hata

Alt sinir | Ust sinir Alt sinir| Ust sinir

Palyatif 7,183 | 1,434 |4,372 |9,994 |5,000 {0,730 |3,569 |6,431

cerrahi

Coklu organ | 24,297 5,778
rezeksiyonu

12,972|35,622|15,000/2,099 |10,886| 19,114

Sadece 46,466 (5,151 (36,369 (56,562 |23,000(2,935 |17,246/28,754
gastrektomi
Tamu 40,012 (4,251 |31,679|48,345|19,000/2,440 |14,218/23,782

Sekil 1. Sagkalim grafigi (tim hastalar icin)
yapllan hastalarda ise %58 oldugu goruldd. Ortalama
sagkalim; multivisseral rezeksiyon ihtiyaci olmayan hastalar

olmayan hastalarda %67,2; multivisseral rezeksiyon icin 46,46 ay olarak saptanirken, multivisseral rezeksiyon
Tablo 2. Hastalarin demografik, klinik ve patolojik sonuclari ve sagkalim siirelerinin karsilastiriimasi
‘ Gastrektomi ‘ Gastrektomi + ek organ rezeksiyonu ‘ Eksplorasyon ve/veya bypass | p
Yas (Yil) 0,840
[ 60,40 | (+13,52) (61,92 [ (x15,04) 61,30 | (+14,59)
Cinsiyet 0,531
Kadin 39 (%32,5) 9 (%37,5) 9 (%45)
Erkek 81 (%67,5) 15 (%62,5) 11 (%55)
Ameliyat 6ncesi albiimin 0,154
=3 (g/dL) 106 (%89) 19 (%79,2) 15 (%75)
<3 (g/dL) 14 (%11) 5 (%20,8) 5 (%25)
:;"r:ggf‘;b‘?:‘;gfél_) 11,25 | (£2,19) 10,78 | (+1,76) 1122 | (£1,53) 0,740
Tuimor yerlesimi
Kardiya 27 (%22,5) 6 (%25) 4 (%40)
Korpus 31 (%25,8) 7 (%29,2) 2 (%20)
Antrum 47 (%39,1) 7 (%29,2) 1 (%10)
Fundus 1 (%0,8) 0 (%0) 0 (%0)
Linitis Plastica 14 (%11,7) 4 (%16,7) 3 (%3)
TUimor yerlesimi 0,590
Proksimal 29 (%) 6 (%) 3 (%)
Distal 76 (%) 15 (%) 4 (%)
Ortalama sagkalim (ay) 46,46 | (+5,15)(36,36-56,56) | 24,29 | (+5,77) (12,97-35,62) 7,18% | (£1,43) (4,37-9,99) <0,001
1 yilik sagkalim (%) 67,2 58 17,5
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ol yapllan hastalarda 24,29 ay oldugu goruldd (Sekil 2).
Saece putiont Diger taraftan hi¢ rezeksiyon yapilmadan sadece palyatif
4 okl organ rezeksiyonu . - . o
ot o e islem yapilan hastalar icin bir yillik sagkalimin %17,5;
i ortalama sagkalimin ise 7,18 ay oldugu saptandi (Tablo
£ 2, 3). Morbidite oranlarinin sadece mide rezeksiyonu
2 yapllan grupta %21,0 coklu organ rezeksiyonu yapilan
L P grupta %20,8 oldugu belirlendi (Tablo 3). Basit ve ciddi
109
024 IGokhs organ rezel siyonu
Paiyat! cerrahi
- E::J:;gw\lt:dww
os [ Palyatt cerrahi-censored
0.04 4 L
0 = @ 7 1% 15
Sagkalm (ay) % 054 |
Uygulanan | Ortalama Medyan 3 ‘
cerrahi Tahmin | Standart| %95 Giiven araligi| Tahmin | Standart| %95 Giiven é i :
hata hata arahig 2 “ 4 p=0,004
Alt sinir | Ust sinir Alt sinir | Ust L
siir 02 L
Coklu organ|24,297 (5,778 [12,972|35,622 |15,000/2,099 |10,886 19114
rezeksiyonu ! N
Sadece 46,466 (5,151 |36,369|56,562 |23,000|2,935 |17,246 o
. 28,754 . - - T T -
gastrektomi ° 2 ) @ ® 100
Tamu 43,799 14,620 |34,745|52,854 (21,000(2,459 |16,18 25,82 Sagkalim (ay)
Sekil 2. Sagkalim grafigi (coklu organ rezeksiyonu & sadece Sagkalima etki: Ortalama ve medyan
gastrektomi)
Ortalama Medyan
Tablo 3. Ek or_ga_n rezeksig_/_onu y_ap|!an ve xapﬂmayan gastrektomi Uygulanan 9,95 Giiven %95 Giiven
olgularninin klinikopatolojik verileri ve sagkalim sonuclar iy Ty | Standart] araligs Ty | Stendart| arabgy
Gastrektomi M pata A Ost | o |hata | AR | Ost
Gastrektomi + ek organ p sinir | sinir sinir | sinir
rezeksiyonu
Coklu organ
Rt G 1.0 e 24,297 |5,778 12,972|35,622| 15,000 |2,099 10,886| 19,114
0 0 "
RO 06 | ) || 21 () Pabvatit |, 183 1434|4372 (9,994 |5000 (0,730 |3,569 |6431
R1 14 (%11,7) | 3 (%12,5) cerrahi
R2 0 (%0) 0 (%0) Tama 17,844 14,001 10,003|25,685| 11,000 |2,020 7,040 14,96
Timor grade 0,836 Sekil 3. Sagkalm grafigi (coklu organ rezeksiyonu & palyatif
1 16 (%13,6) |2 (%8,7) cerrahi)
2 19 (%16,1) | 6 (%26,1)
3 73 (%61,9) | 13 (%56,5) Tablo 4. Cevre organ invazyonu olan hastalarda platelet lenfosit
4 10 (%85) |2 (%8,7) orani ve nétrofil lenfosit orani & sagkalim iliskisi
Patolojik baki timér| 6,74 | (£3,46) | 7,47 | (¥4,16) 0,494 Sagkalim >6 ay Sagkalim <6 ay p
¢apl (cm) Platelet 141,47 | (60,70) | 218,22 | (£112,83) | 0,007
Diseke dilen lenf 29,95 | (£12,57) | 27,17 | (12,76) | 0,269 lenfosit
nodu sayisi orani
Lenf nodu metastazi 0,717 No&trofil 2,08 (£0,63) 3,96 (£2,0) <0,001
Var 108 | (%90) |21 (%87,5) 'C’;‘rr;fr?ls't
Yok 12 (%10) |3 (%12,5)
Metastatik lenf nodu 12,13 | (+11,62) | 13 (£14) 0,768 Tablo 5. Gastrektomi ile birlikte en-blok rezeke edilen organlar
SV Rezeke edilen organ sayisi
t(:ar: nodu metastaz| 0,39 (£0,3) 0,42 (£0,35) 0,740 Biir 21 (%87,5)
1 =
— Iki veya daha fazla 3 (%12,5)
Ortalama sagkalim | 46,46 | (£5,15) 24,29 | (£5,77) 0,121 ke edil
(ay) (36,36- (12,97- Rezeke edilen organ
56,56) 35,62) Distal pankreas ve dalak 7 (%25,9)
Komplikasyon Dalak 4 (%14,8)
Var 25 (%21) 5 (%20,8) | 0,985 Transvers kolon veya mezokolon 13 (%48,1)
Yok 94 (%79) | 19 (%79,2) Karaciger 2 (%7,4)
1 yillik sagkalim (%)| 67,2 58 Diyafragma 1 (%3.,7)
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tim komplikasyonlar acisindan iki grup arasinda anlamli
farklihk saptanmadi (p=0,985). Cevre organ invazyonu
bulunan ve alti aydan daha kisa sagkalimi olan hastalarin
ve NLR degerlerinin alti aydan daha uzun yasayan hastalara
gore daha yuksek oldugu saptandi (ortalama PLR: 218,22
ve141,47 p=0,007; NLR: 3,96 ve 2,08 p<0,001) (Tablo 4).

Multivisseral rezeksiyon yapilan 21 hastada mide ile
beraber bir komsu organin rezeke edildigi, ¢ hastada ise
birden ¢ok organin rezeke edildigi gortlda. En sik rezeke
edilen yapinin transvers kolon ve/veya mezokolon (%48, 1)
oldugu saptandi. Bunu sirasiyla distal pankreas ve dalak,
yalnizca dalak, karaciger ve diyafragma takip etmekteydi
(sirasiyla %25,9; %14,8; %7,4; %3,7). Yirmi dort hastada
toplam 27 yapinin multivisseral rezeksiyon prensiplerine
gore rezeksiyona dahil edildigi goruldu (Tablo 5).

Tartisma

Mide kanseri olgularinda laparotomi ya da laparoskopi
esnasinda cevre organ/yapl invazyonu saptanmasi cerrahin
motivasyonunu olumsuz olarak etkilemektedir. TUmorin
T4b evresinde olmasi, hastanin sagkalim siresine yonelik
beklentilerin azalmasina yol agmaktadir. Elbette ileri evredeki
timorler icin sagkalim sureleri erken evre timaorlere kiyasla
daha az olacaktir. Ancak bu noktada timdre karsi olan
mucadeleden vazgecmek, yani sadece palyatif islemlere
yonelmek vyerine, hedeflenen rezeksiyonun sinirlarini
genisleterek beklenen yasam siresini artirmanin mdmkan
olup olmadigi sorusu akla gelmektedir. Burada temel amacg
perioperatif komplikasyonlara neden olmadan sagkalim
sUresinde artis saglamaktir. Bu calismada amag uzak organ
metastazi olmayan, peritoneal yayillm yapmamis ancak
yakinindaki organ/yaplyl invaze etmis mide kanserleri
icin en iyi sagkalim surelerinin elde edilebilecedi tedavi
yonteminin tartisilmasiydi.

Bu sorunun cevabini aramak igin literatlr tarandiginda
farkli yanitlarla karsilasmak mumkinddr. Saito ve ark.
(4) multivisseral rezeksiyonun beklenen faydayr sadece
cok kiiclik bir grupta sagladigini savunmuslardir. Ozellikle
karaciger metastazi ve/veya peritoneal yayllimi olan
hastalarda multivisseral rezeksiyonun sagkalima katki
saglamadigini géstermislerdir. Bunun yaninda, lenf nodu
metastazi varliginda da coklu organ rezeksiyonunun fayda
saglamadigini 6ne sirmuglerdir. Jeong ve ark. (5) 2009
yilinda yayimladiklari makalelerinde multivisseral rezeksiyon
yapllan hastalarda metastatik lenf nodu sayisi arttikca
sagkalim sdrelerinin azaldigini, 6zellikle N3 ve Uzeri lenf
nodu evresindeki hastalarda multivisseral rezeksiyonun
sagkalima katki saglamadigini  séylemislerdir.  Benzer
sekilde Brar ve ark. (6) 2012 yilinda yaptiklari sistematik
derlemede yaygin nodal tutulum durumunda multivisseral
rezeksiyonun  sagkalima olan katkisinin  azaldigini,
ancak genel olarak sagkalima olumlu katkisi oldugunu
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savunmuslardir. Diger yandan Tran ve ark. (7) 2015 yilinda,
multivisseral rezeksiyonun perioperatif morbiditede ciddi
artisa yol actigini, bunun yaninda ise sagkalim siresine
beklenen olumlu katklyi yapmada basarisiz oldugunu
gosteren cok merkezli bir calisma yayimlamistir. Sonuglarini
paylastigimiz  mevcut  calismamizda  multivisseral
rezeksiyon yapilan hasta grubunda N3 evresinde 10 hasta
bulunmaktaydi. Bu hastalar icin sagkalim suresi 9,5+1,43
ay olarak hesaplandi. Bu sire rezeksiyon yapilmaksizin
palyatif cerrahi uygulanan hastalarin sagkalim surelerine
(7,18+1,43 ay) yakin bulundu. Bu sonuglar ek organ
rezeksiyonunun, yaygin lenf nodu metastazi varliginda,
sagkalim suresinde beklenen artisi saglamadigr gorisind
dogrular nitelikteydi.

Cevre yapl/organ invazyonu gosteren olgularda
rezeksiyon yapilmasi amaglaniyorsa iki soruya cevap aramak
gerekmektedir. Birincisi; yapilacak olan cerrahiislem hastaya
morbidite acisindan ne gibi riskler yiikleyecektir. ikincisi;
rezeksiyon rezidli timodr birakmadan (RO) rezeksiyon
yapmak mimkin madir? Mita ve ark. (8) multivisseral
rezeksiyon vyaptiklari genis serilerinde RO rezeksiyonun
mikroskobik rezidi (R1) ve makroskobik rezidi (R2)
kalan rezeksiyonlarla karsilastirildiginda ¢ok daha basarili
sonuclar ortaya koydugunu goéstermistir. Carboni ve ark.
(9) 25 vyillik deneyimlerini paylastiklari makalelerinde
multivisseral rezeksiyonda hedefin mutlaka RO rezeksiyon
olmasi gerektigini altini gizerek vurgulamiglardir. Sonuclarini
paylastigimiz bu calismada sadece gastrektomi yapilan
grupta %88,3 oraninda RO rezeksiyon hedefine ulasildig
%11,7 hastada mikroskobik cerrahi sinir pozitifligi oldugu
(R1) saptanmistir. Multivisseral rezeksiyon yapilan grupta RO
orani %87,5, R1 orani %12,5 olarak saptanmistir. iki grup
arasinda RO rezeksiyon hedefine ulasma orani acisindan
anlaml farklilik saptanmamistir. Serimizde, Carboni ve
ark.’nin (9) %61,5, Mita ve ark.'nin (8) %70,7 olan RO
rezeksiyon oranlarinin Uzerinde RO rezeksiyon yapilabilmis
oldugu gortimastar.

Son yillarda kanser dokusuna imm{n yanitin gostergeleri
olarak cokca irdelenmis olan PLR ve NLR, cevre organ/
yap! invazyonu gosteren hastalar icin degerlendirildiginde
ameliyat sekline karar vermede isik tutacak veriler elde etmek
mumkan gibi gézikmektedir. Bilindigi Gzere ylkselmis PLR
ve NLR degerleri bircok kanser tiriinde oldugu gibi mide
kanseri igin de kétu prognostik faktdr olarak tanimlanmistir
(10-12). Calismalarda kiguk farklliklar olsa da, 2,3-2,4
Uzerindeki NLR sonugclari ve 130-160 Uzerindeki PLR sonuclari
bircok calismada ortak cut-off degerleridir. Calismamiza
dahil olan ve ¢oklu organ rezeksiyonuna ragmen alti aydan
daha kisa slre sagkalima sahip hastalarin timinde NLR>2,4
ve PLR>150 oldugu gorllmustir. Kisith hasta sayisi ile bu
konuda kesin bir hiikiim ortaya koymak mimkin olmasa da
multivisseral rezeksiyon yapilmis olmasina ragmen alti aydan
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kisa sure sagkalimi olan hastalarin, multivisseral rezeksiyon
yapllan ve alti aydan daha fazla sagkalimi olan hastalardan
daha yiksek NLR ve PLR oranlarina sahip olduklarini
sOylemek mUmkinddr.

Tran ve ark. (7) 2015 ylinda yayimlamis olduklari
makalelerinde, multivisseral rezeksiyonlarin  beklenen
sagkalim artisini saglayamadigini, bunun yaninda morbidite
oranlarinda artisa yol actigini ileri sirmuslerdir. Yaklasik
%30 oraninda ciddi komplikasyon (>Clavien Grade 3)
meydana geldigini belirtmiglerdir (13). Calismamiza dahil
hastalarda sadece mide rezeksiyonu yapilan grupta %21
oraninda morbidite gézlenmisken, multivisseral rezeksiyon
yapilan grupta %20,8 oraninda morbidite g&zlenmistir.
Basit ve ciddi tim komplikasyonlar agisindan iki grup
arasinda anlamli farkllik saptanmamistir.

Cunningham ve ark. (14) 2006 yilinda sonuclarini
yayimladiklari MAGIC calismasinda perioperatif kemoterapi
uygulanan hastalar ile sadece cerrahi tedavi uygulanan
hastalar karsilastirmis ve perioperatif kemoterapi alan
hastalarda sagkalimin daha uzun oldugunu bildirmislerdir.
Hirakawa ve ark. (15) 2013 yilinda neoadjuvan kombine
tedavi ile ilgili faz 2 calismalarinin sonuclarini yayimlamislardir.
Docetaxel, cisplatin ve S-1 tedavi kombinasyonunun
hastalar tarafindan tolere edilebildigini ve tedavi alan
olgularda %74,4 oraninda yanit gérildiginu, RO rezeksiyon
oranlarinin %90,7 diizeyinde oldugunu bildirmislerdir. Sun
ve ark. (16) tarafindan yayimlanan 2014 tarihli makalede
neoadjuvan ve adjuvan kemoterapi uygulanmis lokal ileri
mide kanserli hastalarda neoadjuvan tedavi grubunda
metastatik lenf nodu sayisinin daha az oldugu, sagkalim
strelerinin de adjuvan tedavi grubuna oranla daha iyi
oldugu bildirilmistir. Calismamiza dahil olan hastalarin
neoadjuvan kemoterapi almamis olmalarinin temel nedeni
bu tedavi modalitesinin netlik kazanarak kilavuzlarda kesin
ifadelerle yer almamis olmasidir. Ozellikle 2015 yili sonrasi
daha yogun olarak neoadjuvan tedavinin etkilerini arastiran
calisma sonuglari yayimlanmaya baslanmistir. Newton ve
ark. (17) tarafindan 2015 yilinda kaleme alinan makale
adjuvan ve neoadjuvan tedavi modaliteleri agisindan genis
bir bakis acisi sunmaktadir. Ozellikle adjuvan tedavilerle
elde edilen faydaya deginerek, neoadjuvan kemoterapi
ve kemoradyoterapi ile dogru secilen hastalarda ciddi
sagkalim avantajl saglanacagi savunulmaktadir. Bu amac
dogrultusunda daha iyi tolere edilebilir kemoterapi
rejimlerini hedefleyen klinik calismalarin gelecekteki tedavi
semalarina katki saglayacagi belirtilmektedir.

Galisma grubundaki hastalarin sonuglari incelendiginde
neoadjuvan tedavi almamis bu hasta serisinde, cevre organ/
yap! invazyonunun saptandigi durumlarda multivisseral
rezeksiyon uygulanan hastalarda sagkalim sirelerinin
palyatif cerrahi yapilan hastalardan anlamli olarak daha
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uzun oldugu gorulmustdr (Sekil 3). Multivisseral rezeksiyon
yaklasiminin ek morbidite yikl getirmedigi saptanmistir.

Calismanin Kisithliklan

Sonuglari paylasilan bu calismanin en temel kisitlihig,
neoadjuvan tedavi alan olgularin calismaya dahil edilmemis
olmasidir. Calismanin dider bir kisithhidi ise dahil edilen
hasta sayisidir. Geriye donik olarak yapilmis bu ¢alismanin
mevcut kisithliklarina ragmen ileride planlanacak calismalar
icin 151k tutacak nitelikte oldugunu distniyoruz.

Sonug

Galismamizda elde edilen bulgular literatlirden saglanan
bilgilerle harmanlandiginda, cevre organ invazyonu goérilen
olgularda ameliyatin sekline karar vermeden o6nce; lenf
nodu metastaz durumunun ve RO rezeksiyon imkaninin
dogru degerlendirilmesi, PLR ve NLR degerlerinin ve
yaklasik %20 oranindaki morbidite riskinin mutlaka g6z
ontnde bulundurulmasi gerektigi sdylenebilir. Altidan daha
az sayida metastatik lenf nodu olan, PLR <130, NLR <2,4
saptanan, RO rezeksiyonun mumkin oldugu olgularda
multivisseral rezeksiyon, tecriibeli ellerde ek morbidite yika
olusturmadan sagkalim surelerinde artis saglayabilir.
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Abstract

0z

Aim: In order to analyze the relationship of Hashimoto's thyroiditis
with vitamin D and osteoclastogenic markers, we investigated vitamin
D, osteoprotegerin (OPG) and receptor activator of nuclear factor
ligand (RANKL) levels in patients over 60 years with and without
Hashimoto's thyroiditis.

Methods: Eighty three female patients (49 with and 34 without
Hashimoto's thyroiditis), who attended the endocrinology and
geriatrics departments between May 2013 and October 2013 were
included in the study.

Results: There was no statistically significant difference in the
levels of vitamin D, OPG and RANKL between the groups. Vitamin
D was significantly correlated with OPG and RANKL in patients
with Hashimoto's thyroiditis. In addition, a significant relationship
was found between OPG and RANKL levels. Of the patients with
Hashimoto's thyroiditis, 33 were autoantibody-positive and 16 were
negative. Vitamin D, OPG and RANKL levels were significantly lower in
antibody-positive patients than in negative subjects.

Conclucion: There were no differences in vitamin D, OPG and RANKL
levels between patients with and without Hashimoto's thyroidits.
Autoantibody-positive Hashimoto's thyroiditis group had statistically
significantly lower vitamin D, OPG and RANKL levels. This reverse
correlation suggests that autoantibodies may have an effect on
osteoclastogenesis.

Keywords: Hashimoto's thyroiditis, vitamin D, receptor activator of
nuclear factor ligand

Amag: Hashimoto tiroiditli 60 yas Ustl hastalarda vitamin D diizeyi
ile osteoklastojenik belirteclerden osteoprotegerin (OPG) ve reseptor
aktivator nikleer kappa-B ligandi (RANKL) dizeylerinin iliskisini
gbstermektir.

Yontemler: Calismaya Mayis - Ekim 2013 tarihleri arasinda,
endokrinoloji ve metabolizma ile geriatri bilim dallarina bagvuran 49
Hashimoto tiroiditli ve 34 Hashimoto tiroiditi olmayan 83 kadin alind.

Bulgular: Gruplarin D vitamini, OPG ve RANKL dizeyleri arasinda
anlamli fark bulunmadi. Hashimoto tiroiditli grupta, D vitamini ile OPG
ve RANKL arasinda guicli iliski bulundu. Bununla birlikte OPG ile RANKL
arasinda anlamli bir iliski saptandi. Hashimoto tiroiditlilerin 33'Ginde
otoantikor pozitifligi bulunurken 16'sinda otoantikorlar negatifti.
Antikor pozitifligi olan grupta, D vitamini, OPG ve RANKL diizeyleri
negatif gruba gére anlamli olarak distk bulundu.

Sonug: Hashimoto tiroiditli grup ile kontrol grubu arasinda D vitamini,
OPG ve RANKL dizeyi agisindan anlamli farklilik saptanmamistir.
Otoantikor pozitifligi olan Hashimoto tiroiditli grupta D vitamini,
OPG ve RANKL anlamli olarak dustk saptanmistir. Bu zit yonlu iliski,
otoantikorlarin - otoimmiin tiroidite oldugu gibi, osteoklastojenez
Uzerine de olumsuz etki yaratabilecegini destekler niteliktedir.

Anahtar Sézciikler: Hashimoto tiroiditi, vitamin D, reseptor aktivator
nukleer kappa-B ligandi
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Introduction

The most common cause of hypothyroidism is still the
deficiency of iodine intake all over the world. However,
in United States and in areas of iodine deficiency, the
most common etiology of hypothyroidism is autoimmune
(Hashimoto's) thyroiditis. This disorder, also called as
chronic lymphocytic thyroiditis or autoimmune thyroiditis,
can be diagnosed in all ages, though most commonly seen
in the middle age. The incidence of Hashimoto's thyroiditis
is four in every 1000 females and one in every 1000
males per year (1,2). The thyroid gland is infiltrated by the
lymphocytes and then, severe damage with disturbance of
the hormone production is observed in this disorder (3).

Vitamin D, which is different from other types of
vitamins, is synthesized within the body and called as
“hormone”. It is suggested that vitamin D deficiency
had a role in the development of autoimmune disorders,
inflammatory bowel disease, romatoid arthritis, multiple
sclerosis, diabetes, many types of cancers and cardiac
disorders besides the known effects on calcium
homeostasis and bone metabolism (4,5). Considering the
effects of vitamin D on the immune system, it is suggested
that vitamin D may have a role in the pathogenesis of
Hashimoto's thyroiditis. In some studies, it was found that
vitamin D receptor (VDR) polymorphism increased the
incidence of Hashimoto’s thyroiditis (6).

A new protein called “osteoprotegerin (OPG)” that
inhibits bone resorption was found by two separate
research groups in 1997 (7,8). Then, studies on this issue
were accelerated and two different proteins controlling
the physiologic and pathologic bone resorption were
discovered. One of them called “receptor activator of
nuclear factor-kappa B (RANK)” is a receptor found on
osteoclasts that cause bone resorption with stimulation
(9).

OPG isamember of tumor necrosis factor (TNF) receptor
family. However, it does not contain transmembrane
and cytoplasmic parts as the other receptors in the
superfamily. OPGs, except osteoblasts, are synthesized
by hematopoietic and immune cells in many organs such
as the kidneys, liver, lungs, spleen, and brain as well as
the cardiovascular system (heart, arteries and veins) and
bone marrow. The secretion of OPGs is regulated by many
cytokines, peptides, hormones and drugs. It was observed
that OPGs that were synthesized by the bone marrow
cells and were decreased in number by age. Besides
this, the tensile force on the bone surface increases the
OPG messenger RNA synthesis. All of them suggest that
OPG is an important mediator within the scope of senile
osteoporosis and bone loss due to immobilization (10,11).

Bone mass is determined by both osteoclasts and
osteoblasts. RANK ligand (RANKL), a key mediator of
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bone resorption in normal and pathological conditions,
is a member of TNF ligand family. It is synthesized by
osteoblasts in many organs, such as the spleen, and
bone marrow but mainly in the lymph nodes, thymus
and lungs. The synthesis of RANKL is regulated by many
factors such as hormones at transcriptional, translational
and posttranslational levels, such as 1.25-dihydroxy
vitamin D [1.25 hydroxy (OH),D], growth factors, peptides
[transforming growth factor (TGF)-beta1, fibroblast growth
factor-2 and parathyroid hormone (PT)-related protein],
cytokines, such as interleukin (IL)-1 beta, IL-6, IL-11 and
TNF-alpha, and glucocorticoids. The synthesis of RANKL in
osteoblasts/stromal cells is regulated by many factors that
stimulate osteoclast formation and activation (12).

The relationship of OPG and RANKL with the immune
system has been shown in many studies. The connection
of RANKL with RANK increases the vividness of dendritic
cells, the capacity to stimulate the immune system and
inhibition of the apoptosis (13,14). It provides the activation
of cjun N-terminal of T cell intrinsic signalling pathway
and controls the function of the stimulated T cells. RANKL,
which is secreted from the stimulated T cells in the immune
system, is needed for the lymphocyte differentiation and
lymph node organogenesis. Furthermore, RANKL, like TNF,
stimulates the release of immature progenitors into to the
circulation (15).

In this study, our aim was to determine the relationship
of Hashimoto’s thyroiditis with vitamin D levels and
osteoclastogenic markers with comparing vitamin D, OPG
and RANKL levels between patients with and without
Hashimoto's thyroiditis.

Methods

Informed Consent

The protocol for sample collection was approved by
the istanbul University, Cerrahpasa Faculty of Medicine
Ethics Committee (number: A-38). The study was carried
out according to the requirements of the Declaration of
Helsinki. All patients were fully informed of the study
procedures before they gave their consent.

Study Population

Patients enrolled in the study were selected from
geriatrics and endocrinology outpatient clinics in the
period of January 2013 to September 2013. A total 83
females (49 with the diagnosis of Hashimoto’s thyroiditis
and 34 without Hashimoto's thyroiditis) were included
in this study. Data on demographic characteristics and
medical records of the patients were obtained from the
patient files. Postmenauposal females more than 60
years old with the diagnosis of Hashimoto’s thyroiditis,
who attended outpatient clinic controls at least once and
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provided written informed consent, were included in the
study.

Females aged 60 years and younger and those
with renal dysfunction, liver dysfunction, primary
hyperparathyroidism, chronic inflammatory or
malabsorptive bowel disorders and malignancy were
excluded from the study. Patients using medications
for osteoporosis or osteopenia and patients using
drugs (barbiturates, phenytoin, isoniazide, rifampicin,
ketoconazole, etc.) that affect vitamin D metabolism were
also excluded from the study.

The diagnosis of Hashimoto's thyroiditis was made
according to thyroid peroxidase (TPO) antibody and
thyroglobulin (Tg) antibody levels, thyroid ultrasound
measurements and the results of thyroid biopsy (1).
Vitamin D status of the patients according to serum
25-hydroxyvitamin D3 [25(OH)D,] levels was accepted as
follows: normal: >30 ng/mL; vitamin D insufficiency: 20-
30 ng/mL; vitamin D deficiency: <20 ng/mL, and severe
deficiency: <10 ng/mL (16,17).

The Hashimoto's thyroiditis-positive group was divided
into two subgroups according to autoantibody levels (anti-
TPO-positive and anti-Tg-negative). Threshold values for
anti-TPO and anti-Tg were accepted to be 35 IU/mL and
40 IU/mL, respectively.

Biochemical Parameters

Fasting venous blood samples were drawn in the
morning after an overnight fasting (10-12 h). The blood
samples were centrifuged for 10 minutes at 4000 rpm at
4°C. For the determination of OPG, RANKL and 25(OH)D,
levels, serum and plasma aliquots were frozen and stored
at -20°C immediately until further analysis. OPG, RANKL
and 25(OH)D; levels were determined by the enzyme-
linked immunosorbent assay (ELISA) using commercial
kits (Hangzhou Eastbiopharm Co., Ltd., Hangzhou, China,
catalog numbers: CK-E10880, CK-E90425, CK-E90425,
respectively) thyrotrophin-stimulating hormone (TSH),
free-T4, calcium, phosphorus, PTH, alkaline phosphatase
(ALP), albumin, anti-TPO, and anti-Tg levels were recorded
from the patient files.

Statistical Analysis

Statistical analyses were performed using SPSS 20.0
(SPSS Inc., Chicago, IL, USA) for Windows. All statistical
comparisons were performed using paired Student’s t-test
or unpaired t-test. Unpaired t-test was also confirmed by
the Wilcoxon signed-RANK test. All data were expressed
as mean + standard deviation. Pearson’s correlation was
used for numerical data. Spearman’s correlation coefficient
was used for nominal data. A p value of less than 0.05
was considered statistically significant.
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Results

Eighty three female individuals were enrolled in the
study. The demographic characteristics and biochemical
results of all participants are listed in Table 1.

The mean age of the patients with Hashimoto's
thyroiditis and controls was 69.8+5.2 years and 70.6+8
years, respectively (p=0.256). Within the normal range in
both groups, there were no statistical differences between
calcium, phosphorus, ALR PTH and albumin levels. The
mean TSH level in the Hashimoto's thyroiditis group was
2.43+2.24 Miu/L and 1.5£0.8 Miu/L in the control group.
The mean anti-TPO level was 1994272 IU/mL and the
mean anti-Tg level was 240+581 IU/mL.

The mean 25(0OH)D; level in the Hashimoto's thyroiditis
group and control group was 19.5+15 ng/mL and 23.8+19
ng/mL, respectively. The mean OPG and RANKL levels in
the Hashimoto's thyroiditis group were 3.8+3.4 ng/mL
and 378+391 pg/mL, respectively. In the control group,
the mean OPG and RANKL levels were 3.7+3.5 ng/mL and
483+411 pg/mL, respectively. There were no significant
differences in 25(0OH)D, OPG and RANKL levels between
the two groups (Table 2). The ratio of OPG/RANKL was
higher in the Hashimoto’s thyroiditis group (0.01+0.001)
than in the control group (0.006+0.002) and the difference
was statistically significant (p<0.001).

In the Hashimoto’s thyroiditis group, the levels of
25(0OH)D; was significantly positively correlated with
OPG and RANKL (r=0.963, p<0.001, r=0.945, p<0.001,
respectively) (Figure 1, 2). In addition, there was a
significant positive correlation between the levels of OPG
and RANKL (r=0.953, p<0.001) (Figure 3).

Table 1. Demographic and biochemical data of the groups
o oo,
(n=49)
Mean age (years) 69.8+5.2 70.6+8 0.256
Calcium (mg/dL) 9.5+0.35 9.4+0.31 0.492
Phosphorus (mg/dL) 3.6+0.44 3.6+0.48 0.975
ALP (U/L) 72.6£18.9 83.4+38.6 | 0.084
PTH (pg/mL) 58.6+21.7 64.7+23.3 0.121
Albumin (g/dL) 4.2+0.28 4.3+0.26 0.321
Free T4 (ng/dL) 1.3+0.25 1.1£0.15 0.003
TSH (Miu/L) 2.43+2.24 1.5£0.8 0.018
Anti TPO (1U/mL) 1994272
Anti TG (IU/mL) 240+581
ALP: Alkaline phosphatase, PTH: Parathyroid hormone, TSH: Thyroid stimulating
hormone, TPO: Thyroid peroxidase, TG: Thyroglobulin, Free T4: Free thyroxine 4
*Student’s-t test
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Although 33 patients in the Hashimoto's thyroiditis
group were autoantibody-positive (anti-TPO and/or anti-Tg
positivity), autoantibodies were not detected in 16 patients
in this group. When Hashimoto's thyroiditis patients were
divided into two subgroups according to the presence of
autoantibodies, 25(0OH)D;, OPG and RANKL levels were
significantly lower in the antibody positive-group than in
the antibody-negative group (p=0.04, p=0.049, p=0.036,
respectively) (Table 3).

Anti-TPO was negative in 16 and positive in 33 of the
49 patients with Hashimoto's thyroiditis. In correlation
analysis, there was a significant negative correlation
between high levels of anti-TPO and 25(0OH)D; (r=-0.359,
p=0.11).

Discussion

As seen in many autoimmune diseases, interaction of
genetic (internal) and environmental (external) factors
prepare the ground for the occurance of Hashimoto's
thyroiditis. However, it is believed that genetic factors are
more relevant in the etiology of disease (18).

In animal models, vitamin D has been shown to prevent
the development of autoimmune thyroiditis effectively
(19). It has been suggested that this was provided by
inhibition of human leukocyte antige class 2 expression in
the endocrine cells (20). With the discovery of the VDRs
in mononuclear cells, it has been found that vitamin D

Table 2. 25-OH vitamin D, osteoprotegerin and receptor
activator of nuclear kappa B ligand levels of the groups

Hashimoto’s Control .
thyroiditis (n=49) | (n=34) P
e L R E 23.8+19 0.270
(ng/mL)
OPG (ng/mL) 3.8£3.4 37435 0.888
RANKL (pg/mL) | 378391 483411 0.245
SJ)G/ RANKL(no/ | 4 0140.001 0.006£0.002 | p<0.001

OPG: Osteoprotegerin, RANKL: Receptor activator of nuclear kappa B ligand
OH: Hydroxy, *Student’s-t test

Table 3. Comparison of Hashimoto’s thyroiditis group
according to autoantibody status

Antibody Antibody "
positive (n=33) | negative (n=16) P
RSl 17.813 30426 0.04
(ng/mL)
OPG (ng/mL) 3.4+2.5 6.5+6.4 0.049
RANKL (pg/mL) 336+335 631611 0.036

OPG: Osteoprotegerin, RANKL: Receptor activator of nuclear kappa B ligand

*Unpaired t-test, Wilcoxon verification test
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may play a role in the immune regulation mechanism
(21). In a study conducted in Taiwan by Lin et al. (6), 90
healthy individuals and 109 patients with Hashimoto’s
thyroiditis were evaluated and VDR- Fok1 polymorphism
in exon two was found to increase the risk of developing
Hashimoto's thyroiditis. Ban et al. (22) found that VDR-
Fok1 polymorphism was associated with Hashimoto’s
thyroiditis in their study conducted on 130 female patients
with Hashimoto's thyroiditis. In a study by Pani et al. (23),
the C/T polymorphism in vitamin D Ta-hydroxylase gene
in intron six was found to be associated with Hashimoto's
thyroiditis. In another study from Croatia performed
by Stefani et al. (24), 145 patients with Hashimoto’s
thyroiditis were compared with 145 age-, gender and
ethnicity-matched healthy individuals. In this study, the
haplotype variants of VDR gene three region and allele
imbalance were shown to play a role in the pathogenesis
of thyroiditis. In accordance with the literature, we
investigated the level of vitamin D to determine the role of
vitamin D in the development of Hashimoto's thyroiditis.
Mean vitamin D levels in both groups with and without
Hashimoto's thyroiditis were lower (19.5£15 ng/mL and
23.8£19 ng/mL respectively; p=0.27) but this was not
statisticallysignificant.

Vitamin D deficiency poses a serious health problem
in most individuals in Turkey. There are several personal
and environmental factors affecting the level of vitamin
D. Of these, the most important factor is the season.
Turkey is located at the latitude where vitamin D synthesis
takes place between the months of May to November.
Direct exposure of the skin to sunlight is required for the
synthesis. The optimum time for sun exposure for vitamin
D production is between the hours 10:00 am and 15:00
pm during the summer (25). For this reason, we examined

r=0.945, p<0.001
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the serum samples of our studied groups between May
and November. Clothing style is one of the personal
factors affecting the levels of vitamin D. Clothes form a
significant barrier preventing the ultraviolet radiation
from penetrating the skin. In studies from Arab countries
with abundant sunlight, it has been found that traditional
clothing might limit potential sun exposure for vitamin D
production (26). A majority of the participants in our study
group were the people who weared traditional clothing
covering most of the skin. This could be another reason
for low vitamin D levels in subjects in our study.

Asimilar study by Bozkurt et al. (27) that was published
in May 2013 before our study found that 25(OH)D,
levels were low in both 360 patients with Hashimoto's
thyroiditis and 180 healthy controls. Lower levels in the
group of Hashimoto's thyroiditis compared to the control

r=0.963, p<0.001
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group were pointed out and the relationship of vitamin D
insufficiency with the disease period, thyroid volume and
antibody levels was emphasized (27). We did not show
such a relationship in our study. However, we think that
it may be related to the small sample size, limiting the
participants to the age group of more than 60 years and
our demand to determine an independent relationship
apart from the Hashimoto's disease period.

VDR regulates also some of the gene expressions
in the osteoblasts. The target genes are shown as in
the followings: bone matrix proteins, osteocalcine and
osteopontine that are regulated by type 1 collagen which
is inhibited transcritionally by 1.25(0H),D and calcitriol
(28). Vitamin D acts on intestines, bones and kidneys to
control the calcium level within the normal range. The
effect on the bone resorption is sinergistic with the level
of PTH. Osteoblasts and stromal fibroblasts bind to the
specific receptors together with PTH and 1,25(0OH),D.

It stimulates the production of RANKL that is found
on the surface of osteoblast cells. RANK ligand stimulates
the differentiation of immature osteoclast precursors to
mature osteoclasts by binding to the RANK receptors
found on immature osteoclasts. OPG, also known as
“osteoclast inhbiting factor”, protects the bone from
excessive resorption by inhbiting the terminal steps of
osteoclastogenesis. It blocks osteoclast differentiation,
prevents vascular calcification and regulates apoptosis
(26,28).

The main task of RANKL within the bone is to accelerate
bone loss and resorption by providing osteoclast formation
and inhibition of the apoptosis. OPG that is a trap receptor
of RANKL, acts as a signalling pathway inhibitor of
osteoclast differentiation and proliferation by binding to
RANKL; prevents RANKL/RANK inetraction competetively;
thus, neutralizes the osteoclastogenic effect of RANKL (29).

It is suggested that OPG/RANKL ratio is the main
marker of bone mass. Osteoblasts can change the
RANKL quantity synthesized and also, many factors that
induce RANKL synthesis regulate the OPG synthesis in
osteoblasts. It is known that usually an increase in RANKL
levels has been shown to be associated with a decrease in
OPG levels (26,28).

Considering the close relationship of vitamin D
with RANKL and thereby with OPG, we evaluated the
relationship of vitamin D levels with OPG and RANKL in
Hashimoto's thyroiditis, an autoimmune disease. OPG and
RANKL levels in patients who had Hashimoto’s thyroiditis
were found to be 3.8+3.4 ng/mL and 378+391 ng/mL,
respectively. The mean OPG level was 3.7+3.5 ng/mL,
whereas RANKL level was 483411 ng/mL in the control
group. There was no statistical significant difference in
25(0OH)D;, OPG and RANKL levels between the groups.
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As emphasized in many other similar articles, it is
quite difficult to evaluate OPG and RANKL results clinically
because they can be affected by methodological difficulties
and comorbidities. Many contradictory results have been
reported due to lack of a definite, applicable and simple
measurement technique. It seems almost impossible to
compare OPG concentrations in different studies because
of the presence of monomeric and dimeric forms of OPG.
Free OPG level measurements can not show the real level
of total OPG, because much of the total form are bound
to RANKL or other ligands that would not be evaluated
(30,31).

The same condition is the case with RANKL. The
bound form of RANKL is more than the free form level.
However, commercial markers mostly measure the free
RANKL levels. It seems more rational to measure total
RANKL levels in order to reflect the tissue production. We
used the total RANKL and bound form of monomeric OPG
measurements in our study with the aim of reflecting the
levels more precisely. Therefore, we considered that our
results conflicting with other studies may be related to the
methodological differences.

Glucocorticoids, fibroblast growth factor-2 and PTH that
decrease OPG/RANKL ratio inhibit OPG, whereas stimulate
RANKL synthesis. It is observed that some cytokines such
as IL-1B, IL-4, IL-6, IL-11, IL-17 and TNF-o. increase RANKL
synthesis and many factors such as prostaglandin E2, many
mesenchimal transcription factors and 1.25(0H),D; cause
bone resorption. Estrogen increases the OPG/RANKL ratio
by stimulating OPG synthesis in osteoblastic cells and
inhibiting RANKL synthesis. TGF§ shows antiresorptive
effect by accelerating OPG synthesis (10,11).

A study from China detected that 1.25(0OH),D; can
inhibit osteoclastogenesis that is induced by inflammation
in romatoid arthritis, and it is indicated that this can be
possible with the elevation of the OPG/RANKL ratio by
stimulating OPG more than RANKL induction (32).

It is suggested that elevated RANKL levels may cause
osteoporosis in patients with multiple sclerosis and
elevation of RANKL levels may be due to the immune
system activation in this disorder. In this study, it was
thought that the increase in OPG levels developed in
response to elevated RANKL levels (33). We evaluated
the OPG/RANKL ratio in our study because its importance
was suggested in many other studies and we found that
OPG/RANKL ratio was significantly higher in Hashimoto’s
thyroiditis patients than in controls (p<0.001). We suggest
that this condition may be related to lower levels of vitamin
D in patients with Hashimoto's thyroiditis.

In our study, we detected autoantibody positivity (anti-
TPO and/or anti-Tg) in 33 of patients with Hashimoto’s
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thyroiditis whereas 16 of them were antibody negative.
When the patients with Hashimoto's thyroiditis were
examined according to the presence of autoantibodies,
we found that 25(0OH)D,;, OPG and RANKL levels were
significnantly lower in the antibody-positive group than
the negative ones (p=0.04, p=0.049, and p=0.036,
respectively). Anti-TPO was negative in 16 of the 49
patients with Hashimoto's thyroiditis; whereas, 33 of
them were anti-TPO-positive. There was a weak, negative
correlation between high levels of anti-TPO and levels of
25(0OH)D; with the correlation analysis (r=-0.359, p=0.11).
However, there was no statistically significant relationship
of antibody levels with 25(0OH)D5, OPG and RANKL. It is
suggested that antibody-negative group that consisted of
only 16 patients may explain the absence of a statistically
significant relationship. These findings seem to support
that exaggerated autoimmunity may have effects on the
levels of 25(OH)D5, OPG and RANKL.

It is known that VDR regulates the expression of
many genes expression in osteoblasts. Osteocalcine and
osteopontine are among these target genes. 1.25(0H),D
and PTH induce RANKL expression that accelerates
osteoclast  differentiation and osteoclast  activity.
Despite that, 1.25(0H),D is also considered to inhibit
osteoclastogenesis by increasing the compansatory OPG
synthesis. Our study seems to support this opinion. We
assume that with larger samples more significant results
can be obtained.

Conclusion

Consequently, no significant difference was detected in
25(0OH)D;, OPG and RANKL levels between patients with
Hashimoto's thyroiditis and controls. However, 25(0OH)
D;, OPG and RANKL levels were found to be significantly
lower in the autoantibody-positive Hashimoto's thyroiditis
subgroup compared to the negative ones. Thus, it may
be suggested that autoantibodies that have a role in the
pathogenesis of Hashimoto's thyroiditis might affect the
osteoclastogenesis as well.
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Abstract

0z

Aim: We investigated demographic features, tumor location and
histopathology as well as frequency of recurrence of nonmelanoma
skin cancer (NMSC) in patients in Milas region.

Methods: Medical files of 120 patients with the diagnosis of NMSC,
who attended the dermatology department at Milas State Hospital
between 2011 and 2014, were analyzed retrospectively. Statistical
analysis was performed by evaluating demographic characteristics
(age, gender, tumor initial age), alcohol consumption, smoking habits,
occupation, Fitzpatrick skin type (FT), location of lesions, tumor
histopathology and recurrence frequency.

Results: The average age at admission was 65.2 years. Male/female
ratio was equal and the number of females with basal cell carcinoma
(BCC) was higher than that of males, while squamous cell cancer
was more common in men. 88.3% of the lesions involved the head
and neck region. The most common location was the nose (19.7%),
followed by eye and ear region. 70.8% of patients had FT 1 and 2
and 70% had light eye color. There were more than one lesion in five
patients and recurrence was observed in 15 of the patients. The most
common histopathologic type was nodular, followed by infiltrative
and superficially spreading BCC. Almost all of our patients were active
farmers.

Conclusion: During the three-year follow-up period, NMSCs were
reported to have a high rate of frequency and recurrence. We believe
that skin cancers constitute an important health problem for this town
and this can grow unless necessary measures are taken.

Keywords: Non-melanoma skin cancer, Milas, basal cell carcinoma,
squamous cell carcinoma

Amac: Bu calismada Milas yoresinde gorilen non-melanoma deri
kanseri (NMDK) hastalarindan devlet hastanesine basvuranlarin
demografik 6zellikleri, timor lokalizasyonu ve histopatolojisi ile
timarlerin rekirrens sikhigi calisildi.

Yontemler: Calismada 20112014 vyillar arasinda; dermatoloji
kliniginde gorilen 120 NMDK tanili hastalarin dosyalari retrospektif
olarak incelendi. Hastalarin demografik Ozellikleri, alkol ve sigara
kullanimi, meslegi, Fitzpatrick deri tipi (FT), lezyonlarin lokalizasyonu,
timor histopatolojisi ile rekirrens sikigi degerlendirilerek istatistiksel
analiz yapildi.

Bulgular: Hastalarin bagvuru sirasindaki yas ortalamasi 65,2 olarak
bulundu. Erkek ve kadin orani esitti ve bazal hiicreli karsinom (BHK)
hastalarinda kadin sayisi, skuaméz hiicreli kanser hastalarinda erkek
sayisi fazla idi. Lezyonlarin %88,3'U bas-boyun bélgesinde gorildi.
En yaygin lokalizasyon burun olup (%19,7) bunu g6z ve kulak cevresi
izledi. Hastalarin %70,8'i FT 1 ve 2, %70 hasta acik renk gdze sahipti.
Bes hastada birden fazla lezyon vardi ve hastalarin 12 tanesinde
rekdrrens gorildi. En sik karsilagilan histopatolojik tip nodiler olup
bunu infiltratif ve ylzeyel yayilan BHK izledi. Hastalarimizin neredeyse
hepsi tarim ile aktif ugrasan bireylerdi.

Sonug: Uc yillik takipte ilcenin ikinci basamak saglik kurulusunda tespit
edilen olgularin sikliginin ve rekirrensin ylksek oldugu tespit edilmistir.
Deri kanserleri sikliginin ve tedavisinin bu bdlge icin énemli bir saglik
problemi oldugunu ve koruyucu énlemler alinmazsa bunun artacagini
dustinmekteyiz.

Anahtar Sozciikler: Non-melanom deri kanserleri, Milas, bazal hiicreli
karsinom, skuamoz hticreli karsinom
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Introduction

Non-melanoma skin cancers (NMSCs) are among the
most common malignancies seen worldwide and in our
country (1). Although it has a low mortality, it can cause
disfiguration because it is frequently located in the head
and neck region and morbidity is rather high, causing
economic loss (2-5). There is no sufficient information on
the incidence of the disease in our country. Information
about its incidence and characteristics are usually obtained
from retrospective analysis of the patient archives (3).

NMSCs include the two most common types of
cancers; basal cell carcinoma (BCC) originating from
the basal layer of the epidermis and skin adnexa, and
squamous cell carcinoma (SCC) developing from atypical
epidermal keratinocytes. BCC is stable, slow-growing
tumor with a very low risk of metastasis, while SCC
has a more aggressive course, grows rapidly and has a
high risk of metastasis. The major etiologic factor in the
development of BCC and SCC is exposure to ultraviolet
beams, particularly ultraviolet B (2,5).

The Fitzpatrick skin type classification denotes six
different skin types, skin color, and reaction to sun
exposure which ranges from very fair (skin type ) to very
dark (skin type VI) depending upon whether the patient
burns at the first average sun exposure or tans at the first
average sun exposure (2).

Methods

Data of patients with NMSC diagnosis were screened in
Milas State Hospital. Patients who had been followed up for
at least six months were included in the study. Age, gender,
skin type, smoking, alcohol use, tumor location and clinical
data were evaluated according to the histopathologic
types. Facial area was recorded as nose, zygoma, around
ear, lower lip, chin, scalp, frontotemporal, orbital, nose and
neck. Histopathology of the lesions was classified as BCC
and SCC. BCC was evaluated as nodular, micronodular,
morpheic, superficially spreading and infiltrative; whereas
SCC was evaluated in subgroups of in situ, well, moderate
and poorly differentiated, and not classified.

Statistical Analysis

The SPSS statistical package (Version 16.0, SPSS, Inc.,
Chicago, IL) was used for analysis.

Descriptive statistics of demographic and other
variables were recorded. Student’s t-test and the Mann-
Whitney U test for independent samples were used for
all parametric and nonparametric analyses, respectively.
The chi-square test was used for qualitative variables. In all
statistical tests; a p value of less than 0.05 was considered
statistically significant.
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Results

Eighty four (70%) of 120 patients who had been
diagnosed with NMSC had BCC, and 36 (30%) had SCC.
The male/female ratio was equal. BCC patients consisted
of 21 men and 15 women; SCC group included 39 men
and 45 women. Skin type was FT 1 and 2 in 85 patients,
50 cases had dark eye color, and 70 had light eye color.
Recurrence was observed in 15 patients (Table 1). Two
of these cases had the third recurrence, while one had
the fourth recurrence. The subject who had the forth
recurrence was a homeless patient with multiple actinic
keratosis and more than one lesion. SCC and BCC most
commonly occurred in the seventh decade of life both in
men and women.

There were no any skin cancer cases in the first decade
of life. Most patients were in the age group of 60-70 years.
Although there were cases with tumor involvement of the
body regions such as lumbosacral, abdominal and lower
extremities, tumor spread was mostly observed in the
head and neck region (88.3%) in cases with BCC (Table 2).

Lesions were found mostly on the nose, followed
by central parts of the face such as periorbital area and
above zygoma (Figure 1, 2). Other lesions were seen on
the hands (five patients), chest area (three), back (two),

Table 1. Demographic features of non-melanoma skin cancer
patients

Age mean = SD (min-max) 8(55.)5i13.9 ==
S Male 60 (50.0)
Female 60 (50.0)
1 1(0.8)
FT n (%) 2 84 (70.0)
3 35(29.2)
Brown 50 (41.7)
Light eye 70 (58.3)
Syte @ellor (7)) Hazel 28 (23.3)
Blue 11(9.2)
Green 31 (25.8)
Number of mean + SD 1.08+0.36
1 113 (94.2)
n (%) 2 4(3.3)
3 3(2.5)
Recurrens mean + SD 0.28+0.78
0 105 (87.5)
2 12 (10.0)
n (%) 3 2(1.7)
4 1(0.8)

SD: Standard deviation
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waist (two), legs, abdomen, arms and base of the mouth.
The most common histopathologic type of BCC was
nodular, followed by mixed and superficially spreading
types. Typing could not be done in 16 patients with SCC,
and 15 were classified as well-differentiated (Table 3).

Discussion

Basal cell cancer is typically seen in elderly patients, in
those with light skin texture, light colored hair and eye,
and in skin regions exposed to sunlight (4). It is particularly
common in the face area (forehead, nose, malar area,
upper lips, eyelids, etc.), and rarely metastasizes (6).
About 10% to 15% of SCCs occur on the body, however,
despite intense exposure to sunlight, they are rarely seen
in hands and dorsal parts of the arms. SCC also develops
frequently from the sun-exposed areas of the skin.
However, some forms can originate from various parts

Table 2. Non-melanoma skin cancer mostly common in face
area

n %

Yes 106 88.3
Head and neck localize NMSC

No 14 1.7

NMSC: Non-melanoma skin cancer

Figure 1. Multiple pigmente and ulsere basal cell carcinoma at
the face

l

Figure 2. A giant nodular, basal cell carcinoma near to eye and
multipl actinic keratoses
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of the skin depending on chronic trauma, burn scars and
genetic disorders (7).

Milas county, the place where this study was
conducted, is located in the southern Aegean region, and
is one of the towns receiving heavy sunlight. Its population
is approximately 100.000 and the most common
occupations in this region involve tourism and agriculture,
both performed under direct sunlight. In this article, for
purpose of contributing to the literature, we report cancer
rate and cancer location characteristics in patients who
were admitted to the dermatology department at Milas
State Hospital and histopathologically diagnosed with
NMSC and underwent surgery between 2011 and 2014.

In a study conducted in our country, the average age
of 576 patients with BCC was 55.2 years, and it was
considered to be similar with that in the tropical regions
(8). Similar to other studies in our country, the average
age was found to be 65 in our study (3,8,9). Our cases
peaked at seventh decade. Although age at admission
was consistent with the literature in our country, peak
age was seventh decade, similar to that in countries such
as Greece, Spain and Italy (10-12). Despite most of the
people living in this region have light colored skin and eye,
advanced peak age can be attributed to healthy diet like
in European countries (13).

Although male dominance in NMSC is reported more
often in the literature, there is no any difference in gender
in Italian and Australian patients (14,15). Male/female

Table 3. Histopathologic types of non-melanoma skin cancer

BCC 84 70.0
Tumor type
SCC 36 30.0
BCC infiltrative 3 2.5
BCC keratotic 3 2.5
BCC morpheic 1 0.8
BCC nodular 57 | 47.5
BCC mix (nodular, infiltrative,
; 8 6.6
micronodular)
BCC nodular + SCC well ] 08
differentiated ’
Histopathologic BCC nodular and superficially
- 3 2.5
type spreading
BCC superficially spreading 8 6.7
SCC 15 12.5
SCC acantholitic 1 0.8
SCCin situ 2 1.7
SCC well differentiated 15 12.5
SCC microinvazive 2 1.7
SCC moderate differentiated 1 0.8

BCC: Basal cell carcinoma, SCC: Squamous cell carcinoma
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ratio was assessed as one in our study and this could prove
the effect of sun rather than gender under the condition
of equal exposure.

Annual statistical information about skin cancers is not
reliable in our country. In our study, BCC incidence among
patients with NMSCwas 70% (n=84), which was consistent
with the incidence in white Caucasians. SCC is the second
most common skin cancer among white Caucasians, and
constitutes 15% to 25% of all skin cancers (3,8,9). In our
study, SCC covered 30% of the cases (n=36).

Exposure to sunlight is the most common factor
emphasized among the etiologic factors in skin cancers.
Especially depending on the occupation, exposure to
sunlight shows an increase. Farmers, sailors and fishermen
are the occupational groups that bear the most risk of
excessive sun exposure (16). Since our hospital is in
Aegean Region, a geographical area of high ultraviolet
all around the vyear, it is estimated that the incidence of
skin cancers would be high. A national study on this topic
would establish the regional differences.

Various sources report that the most common area
of the face that involves BCC is the nasal region, with a
frequency of 25-30%. SCC, however, more likely involves
the scalp and superior auricular area (6,7,17). As in other
studies, the nasal unit is the most common site for skin
cancers in our study. Fourty lesions were nasal tumors and
32 were buccal and periorbital tumors. In the literature,
there are reports that nasal unit was followed by forehead
and buccal units. In eleven patients, skin lesions were
located in the auricular region. Kwa et al. (18) reported
that SCC of the ear was more likely located on sun-exposed
superior portion of the helix.

It was observed that all the patients included in this
study were farmers. Smoking and/or alcohol use was
present in 30 (25%) of our patients. The presence of
history of smoking in about half of the cases with lip lesion
can be considered as significant. Smoking and alcohol
consumption are rather crucial among the etiologic factors
of lip cancer (19,20).

Recurrence rates in patients who had insufficient
resection and tumor in surgical margins were reported
to be between 12% and 13% in various studies (21-24).
According to the medical history obtained from 120
patients, 15 had a previous lesion on a distinct area of the
face that was treated for skin cancer. Lesion recurrence
was observed during the follow-up of 15 patients. It has
been reported in the literature that risk of developing a
second lesion within the first two to five years after the
first lesion can be as high as 50%. The average follow-
up time in our patients was 16 months and the longest
follow-up was 42 months. Rowe et al. (25) and Silverman
et al. (26) reported a recurrence rate of 3-5% for small
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lesions and 9-10% for large lesions during five-year follow-
up after excisional surgery of BCCs. Pascal et al. (27)
reported that two years of follow-up in average is required
to observe recurrence in positive surgical margins in BCCs.
In SCCs, however, 70-85% of the recurrences are seen
within the first two years (25,28). The recurrence rate
of approximately 10% in our study can be attributed to
deficiency in surgical intervention.

Male dominance has been reported in different
regions of our country (28-30). In their ten-year study that
was performed in a region having the same climate as
Milas, have reported that the prevalence of NMSC among
women was rapidly increasing. In studies where NMSC
was seen only in the ear cap, the rate of males was higher
than females (16/1) (31). This is the first study of women
and men equality in our country in the literature we could
reach.

Conclusion

It was determined that the frequency of recurrence
and the frequency of the cases detected in a secondary
care institution were found to be higher during the three-
year follow-up. We assume that increased frequency of
skin cancers is an important health problem for this region
and that the incidence will increase if preventive measures
are not taken.
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Abstract

0z

Aim: Testicular torsion (TT) is one of the most important causes of
acute scrotum in children and young men. Very scarce number of
serum laboratory parameters might be used in the early diagnosis of
patients with TT. We planned this study in consideration of the possible
significance of the changes in serum irisin and visfatin levels in the
diagnosis of TT.

Methods: We used 28 rats in four groups. In the control group,
blood samples and specimens of testicular tissue were collected at
2nd and 4th hours after torsion. In the torsion groups, the left testis
was twisted, and blood samples and specimens of the testicular tissue
were collected at the 2nd and 4th hours for analysis.

Results: There was no statistically significant difference in mean irisin
and visfatin levels at the 2nd and 4th hours between rats with TT and
controls. There was no statistically difference between mean irisin and
vistatin levels at the 2nd hour and at the 4th hour in torsion and control
groups.

Conclusion: In our experimental TT method, we could not find a
statistically significant difference between serum levels of irisin and
visfatin. We assume that further studies are needed on this issue.

Keywords: Testicular torsion, experimental, irisin, visfatin

Amagc: Testis torsiyonu (TT) cocuklar ve genc erkeklerdeki akut
skrotumun en 6nemli nedenlerinden biridir. TT'li hastalarda erken
tanida kullanilabilecek serum laboratuvar parametreleri oldukca
sinirlidir. Biz de bu ¢alismamizi, TT tanisinda irisin ve visfatin'in serum
diizeylerindeki degisimin anlamli olabilecegini diiglinerek planladik.

Yontemler: Calismamizda dort grupta 28 sican kullanildi. Kontrol
gruplarinda gubernakulum ortaya konduktan sonra 2. ve 4. saatlerde
kan ve testis dokular alindi. Torsiyon gruplarinda ise sol testise torsiyon
uygulandiktan sonra 2. ve 4. saatlerde kan ve testis dokulari inceleme
icin alind.

Bulgular: TT olan ratlarda 2. ve 4. saat irisin ve visfatin degerlerinin
ortalamalarinda kontrol grubuna gére anlamli fark saptanmadi.
Torsiyon grubu ve kontrol gruplarinin 4. saatteki irisin ve visfatin
ortalamalar ile 2. saat ortalamalar arasinda da istatistiksel olarak
anlamli fark saptanmadi.

Sonug: Olusturdugumuz deneysel TT modelinde, irisin ve visfatinin
serum dizeylerinde istatistiksel olarak anlamli fark bulamadik. Bu
konuda ek calismalara ihtiya¢ oldugunu dustinmekteyiz.

Anahtar Sozciikler: Testis torsiyonu, deneysel, irisin, visfatin

Introduction

Testicular torsion (TT) or torsion of the spermatic cord

is one of the main causes of acute scrotum especially in

children and young men. TT results in cessation of the
blood supply to the testis and the surrounding structures.
Although it is seen at any age, even during labour, it most
frequently peaks during puberty and within the first year
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of life. Its incidence in men younger than 25 years of age
is 1/4000 (1-6).

Time is very important in TT. If intervened within the
first six hours after onset of symptoms, the testis may
recover. Viability of the testis decreases dramatically after
12 hours. Since wasting time for differential diagnosis will
lead to loss of the testis, diagnostic process should be
done as soon as possible (1,3,5,6). It may be sometimes
not possible to utilize some diagnostic methods such as
Doppler ultrasonography (US) and scintigraphy in patients
admitted to emergency departments. Very limited number
of specific and sensitive serum parameters can be used in
the differential diagnosis of TT. Therefore, novel biomarkers
are needed which may be used in the differential diagnosis
of gray zone TT patients so as to aid in the establishment
of definitive diagnosis.

Irisin is accepted as an exercise-induced hormone
derived from skeletal muscles. It is also produced in many
tissues including adipose tissue, liver, heart and salivary
gland (7-12). Irisin is a component of fibronectin type
3-domain containing 5 (FNDC5) protein. FNDC5 induces
secretion of irisin from muscle cells. As a precursor of
irisin, secretion of FNDC5 mRNA in the seminal vesicle,
penis and testes has been also reported (13,14).

Visfatin is a polypeptide consisting of 491 amino
acids and its gene is located on the long arm of the
chromosome 7 (15). Since it stimulates B-cell maturation
and inhibits apoptosis, it is accepted as a cytokine. Besides,
as demonstrated in many studies, it enables activation of
leukocytes, and increases production of proinflammatory
cytokines (16).

We planned this experimental study considering that
changes in serum levels of irisin and visfatin might have a
significant role in the diagnosis of TT.

Methods

Our experimental study was performed in the
Experimental Animal Studies Research Laboratory at
Bezmialem Foundation University in Istanbul, Turkey
(number of ethics approval: 2015/132). Financial support
for the study was received from the Advisory and
Monitoring Commission for Dissertations and Academic
Studies of Haseki Training and Research Hospital. A total
of 28 prepubertal 26-30 day-old Wistar-Hannover strain
rats each weighing 75-125 g were used in the study.
During the experiment, all animals used in the study were
followed up under stable ambient conditions and fed with
tap water and standard rat pellets.

The rats were anesthetized with 70 mg/kg ketamine
(Ketalar, Pfizer Pharmaceutical Co, Istanbul, Turkey) and
10 mg/kg xylazine (Rompun, Bayer Pharmaceutical Co,
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istanbul, Turkey) and the surgical field was cleansed with
povidone-iodine solution and the layers were passed
through a transverse incision. Control groups did not
undergo any procedure. The left testes of the rats in the
torsion groups were rotated around their axes for 720°.
Then, the testes were fixed to the scrotum with sutures
passing through the tunica albuginea, and placed in the
scrotum before closing the layers per primum.

Group 1 (1. Control group): Through scrotal incision,
the gubernaculum was explored and two hours later,
blood samples and testicular specimens were obtained.

Group 2 (2. Control group): Four hours after exploration
of the gubernaculum, blood samples and testicular
specimens were obtained.

Group 3 (1. Torsion group): Left testes were rotated
to induce ischemia, then, blood samples, and testicular
specimens were obtained two hours after induction of
ischemia.

Group 4 (2. Torsion group): Blood samples, and
testicular specimens were obtained four hours after
torsion

At the end of the study, intracardiac blood samples
were obtained and bilateral orchiectomy was performed
to provide specimens for histopathological analysis.
Afterwards, the animals were sacrificed.

Histopathological analyses were performed in the
Pathology Department of the Oncology Institute at istanbul
University, Istanbul Faculty of Medicine and biochemical
analyses were carried out in the division of Clinical
Chemistry at Haseki Training and Research Hospital.

Biochemical Analyses

Serum irisin and visfatin levels of the rats were
measured using Rat irisin  ELISA kit (Eastbiopharm,
Hangzhou-China) and Rat visfatin ELISA kit (Eastbiopharm,
Hangzhou-China), respectively.

Histopathological Analyses

Testicular tissues were fixed in 10% formaldehyde
solution and embedded in paraffin blocks after serial
analyses were performed. Four micron-thick standard
sections were stained with hematoxylin-eosin. Then, the
prepared slides were examined under light microscope
and evaluated according to the classification proposed by
Cosentino et al. (17).

Stage 1 - Normal testicular tissue.

Stage 2 - Somewhat regular germ cells, and irregular
seminiferous tubuli.

Stage 3 - Irregular germ cells, shrinked picnotic nuclei
and seminiferous tubuli with irregular contours.

Stage 4 - Seminiferous tubuli filled with irregular germ
cells with coagulation necrosis.
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Statistical Analysis

For statistical analysis, SPSS 15.0 for Windows was
used. In descriptive statistics, categorical variables were
expressed as numbers and percentages, and numerical
variables as mean (tstandard deviation) and median
values. For the comparison of two independent groups,
numerical variables with normal distribution were analyzed
using Student’'s t-test, while the Mann-Whitney U test
was used for those with non-normal distribution. For the
comparisons of dependent groups, mean differences of
variables fitted to normal distribution were analyzed with
paired-samples t-test, while the Wilcoxon-signed rank test
was used for those without normal distribution. A p value
of less than 0.05 was considered statistically significant.

Results

There was no statistically significant difference in
mean irisin and visfatin levels at postprocedural 2nd and
4th hours between rats with TT and controls (p=0.559,
p=0.125, p=0.631, and p=0.435, respectively). A
statistically significant change was not detected between
the TT and control groups as for postprocedural mean 4th
and 2nd hour measurements (p=0.735, p=0.939, p=0.398,
and p=0.555, respectively). Mean differences in irisine and
visfatin levels were not statistically significant between the
groups (p=0.655 and p=0.611, respectively) (Table 1).

Histopathology

Distribution of the stages of testicular injury induced in
rats was as follows:

Table 1. Comparison of mean, and median values of irisin, and
visfatin

Control Torsion

Mean Median | Mean Median | p
irisine 2.hr | 3.15+0.69 | 3.27 2.97+0.38 2.96 0.559
irisine 4.hr | 3.44+0.90 | 3.07 2.76+0.44 2.82 0.125
p 0.735 0.398
Difference | -0.28+1.35 | 0.45 0.21£0.65 0.17 0,655
in irisine
levels
Visfatin 251.0+33.2 | 247.3 261.0+41.8 | 255.7 0.631
2.hr
Visfatin 253.0+66.9 | 241 292.2+109.6 | 273.7 0.435
4.hr
p 0.939 0.555
Difference | -2.0+66.7 19.7 -31.2+£132.3 | -22.1 0.611
in visfatin
levels
Hr: Hour
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Stage 1 (group 1: n=7 and group 2: n=6), stage 2
(group 2: n=1, group 3: n=4 and group 4: n=1), stage 3
(Group 3: n=1 and group 4: n=1), stage 4 (Group 3: n=2,
group 4: n=5) (Figure 1).

A statistically significant difference was found between
control and torsion groups as for mean, and median levels
of irisin and visfatin measured at 2. and 4. hours following
TT (p=0.001). A statistically significant difference was
not detected between postprocedural 2nd and 4th hour
measurements in the control and torsion groups.

Discussion

TT is the most frequently seen cause of scrotal
emergencies in young men aged <25 years with an
incidence of 1/4000 and it requires emergency treatment.
[t is the most frequent cause of testicular loss in
adolescents. It is defined as cessation of blood flow into
the testis, and its appendages caused by rotation of the
spermatic cord around its axis (1-6). Based on the severity
of ischemia and reperfusion injury, testicular damage
occurs. Free oxygen radicals (FORs), which are released
as a result of ischemia, and subsequent reperfusion are
responsible for the development of testicular damage.
FORs lead to lipid peroxidation in cell membranes with
resultant denaturation of proteins and cell damage (2,18).
TT is an important diagnosis because of the risk of infarct,
and infertility. Abnormalities in the semen parameters in
more than 35% of patients and development of infertility
in nearly 25% of patients have been reported. Production
of FORs and antisperm antibodies, neutrophil infiltration
and decrease in the blood flow into contralateral testis
lead to development of destructive changes in both testes
(2-6).

Recovery of the testis depends on the degree and
duration of the torsion. It has been demonstrated that TT
of 360° does not adversely affect fertility while testicular
rotations of 2720° exert harmful effects on the testes. In
our study on rats, we induced a TT of 720°. If the rotated
testis is intervened within the first six hours after torsion,

Ccontrol

2hr

4hr

Figure 1. Distribution of testicular injury according to diase stages
Hr: Hour
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recovery is highly probable. Testicular viability decreases
dramatically 12 hours after torsion. Rates of testicular
recovery following detorsion within six, 12 and 24 hours
have been reported to be 90%, 50% and less than 10%,
respectively (6).

TT is the most important cause of acute scrotum. In
the differential diagnosis epididymitis, orchitis, torsion of
testicular appendix, hydrocele, epididymal cyst, abscess,
spermatocel, urolithiasis, cancer, and trauma should be
considered. Its symptoms include testicular pain of sudden
onset, scrotal swelling, rash and sometimes concomitant
lower abdominal quadrant pain, nausea and vomiting.
Physical examination carries utmost importance. Twisted
testis is tender and lies at a higher level relative to the
contralateral testis. Scrotal edema and erythema aggravate
in parallel with increased severity of ischemia (3-5).

Since waste of time for the establishment of diagnosis
will lead to testicular loss, diagnostic process should be
completed as fast as possible. Doppler US is the firstly
preferred diagnostic method (1,3,4). Though color
Doppler US is a reliable test in the diagnosis of TT, false-
negative results can be seen. Kalfa et al. (19) described the
advantages of high-resolution US (HRUS) which enables
direct visualization of the rotation of spermatic cord. In a
study performed on 919 patients, the sensitivity of color
Doppler US was determined as 76%, while sensitivity and
specificity of HRUS were 96% and 99%, respectively (3).
Testicular scintigraphy is another diagnostic modality (3,4).
However, in these patients admitted to the emergency
department, it is not always possible to use these necessary
diagnostic methods. In patients with TT, limited number
of specific and sensitive serum parametres can be used
for early diagnosis and, therefore, further studies on new
biomarkers should be conducted.

In a study performed by Turedi et al. (18), an increase in
the plasma levels of SCUBE 1, which is a new and effective
indicator of platelet activation, has been demonstrated in
cases with TT.

In a study by Glnes et al. (5), the authors investigated
the roles of neutrophil/lymphocyte ratio, platelet/
lymphocyte ratio, mean platelet volume, and platelet
counts in the diagnosis of TT, and in the demonstration
of testicular viability after the torsion, and reported
neutrophil/lymphocyte ratio as a beneficial parameter in
the diagnosis, and the prognosis of TT.

In our study we measured serum irisin, and visfatin
levels in the rats two and four hours after induction of TT.

Irisin is recognized as an exercise-induced hormone
derived from skeletal muscle. It was firstly defined by
Bostrdm et al. (7) as glycosylated polypeptide which
originates from skeletal muscle (9,14). FNDC5 is a protein
which induces secretion of irisin hormone from muscle
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cells (9,13). Immunohistochemical studies revealed that
it was synthetized in abundant amounts in myocardium
and connective tissue of the heart muscle. Besides,
immunoreactivity of irisin has been detected in the salivary
glands, kidneys, ovary, testes, rectum, intracranial arteries,
and stomach, etc. (8,10-12). FNDC5 mRNA which is the
precursor of irisin is secreted from the seminal vesicles,
penis, and testes (11,14).

As determined in various studies, serum irisin levels
decrease in type 2 diabetes mellitus (DM) and gestational
DM, non-alcoholic hepatic failure and in individuals with
lower body mass indices vs. obese individuals and increase
in metabolic syndrome (14,20-23).

Visfatin was firstly defined by Samal et al. (24) as a
growth hormone for B-lympocyte precursors. Basically, it is
an adipokine synthetized by visceral white adipose tissue
(25). It has been determined that visfatin increases the
effects of interleukin (IL)-7 and stem cell factor on p-cells
and, thus, named as pre-B-cell colony-enhancing factor
(PBEF). This protein also has the enzymatic activity of
nicotinamide phosphoribosyltransferase (Nampt) which
is critically important for the synthesis of the cofactor
nicotinamide adenine dinucleotide required for cell
metabolism. Visfatin, PBEF and Nampt are used to define
the same protein (16,24,26).

The main source of plasma visfatin has been found to be
leucocytes (especially granulocytes) (16). As demonstrated
in many studies, visfatin has proinflammatory effects and
increases synthesis of IL-1b, tumor necrosis factor-alpha
and IL-6 in a dose-dependent manner. Besides, it increases
expression of some anti-inflammatory cytokines including
[L-10 and IL-1 Ra and also of CD54, CD40 and CD80 which
are important co-stimulator molecules significant for T-cell
activation effective on the surface of monocytes (15,16,25).
Increased visfatin levels have been indicated in models
of acute pulmonary injury, experimental inflammation
and clinical sepsis. Higher visfatin levels were found in
neutrophils of patients with sepsis. Besides, increased
serum visfatin levels were detected in inflammatory bowel
disease. Moreover, in studies performed on rats, the role of
visfatin on the activation of NF-kB, which has an important
place in the induction and regulation of immune response,
has been reported. All these outcomes demonstrate the
involvement of visfatin in the inflammatory process (25).

In our study in rats with experimentally induced TT,
serum irisin and visfatin levels at the 2nd and 4th hours were
compared with those in controls without any statistically
significant intergroup difference. Besides, any statistically
significant difference was not detected between mean
serum irisin, and visfatin levels of the torsion, and the
control groups as estimated at postprocedural two and
four hours. Histopathological examination results of the
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testicular tissue specimens harvested at the 2nd and
4th hours in the torsion and the control groups were
statistically significantly different.

TT is an important pathology in young male population
which can lead to testicular loss and infertility. Studies are
being conducted concerning its etiology, rapid diagnosis,
medical and surgical treatment. In this experimental study
of ours, we investigated serum levels of irisin and visfatin
in TT-induced rats without any statistically significant
difference in our outcomes relative to other studies.
We have concluded that irisin and visfatin have not any
diagnostic value. We assume that further studies on irisin
and visfatin should be performed.

This study has some limitations. Since TT is most
frequently seen in young adults, we preferred to use
prepubertal rats in this experimental study. Hemodynamic
characteristics of prepubertal rats pose some differences
when compared with adult rats, and human beings.
Besides, experimental model may not exactly mimic
typical cases of TT seen in daily clinical practice. Though in
patients with TT post-detorsion reperfusion injury is a very
well recognized important factor as ischemia in testicular
recovery, in this experimental model, detorsion was not
applied. Besides, groups of rats exposed to longer periods
of torsion could be included in the study.

Conclusion

In this experimental study, we concluded that
biomarkers of irisin, and visfatin do not aid in the diagnosis
of TT. We think that more comprehensive studies should
be conducted to confirm this assertion.
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Abstract

0z

Aim: In this study, we aimed to evaluate the demographic and
histopathological characteristics and response to medications in
children with idiopathic nephrotic syndrome in Turkey.

Methods: We reviewed medical records of patients older than one
year, who were newly diagnosed with nephrotic syndrome and had
been followed for at least one year in our department between
November 1994 and March, 2013.

Results: A total of 289 children (169 boys) were included in the study.
Fifty theree patients (18.4%) were with steroid-resistant nephrotic
syndrome, 33 (11.4%) with frequently relapsing nephrotic syndrome
and 53 (18.4%) were with steroid-dependent nephrotic syndrome.
Cyclosporine A (CsA), cyclophosphamide, mycophenolate mofetil,
levamisole, azathioprine, and rituximab were used as steroid-sparing
agents in some patients. The number of patients who were responder
to steroid and to CsA was similar. Majority of patients with steroid-
resistant nephrotic syndrome were also resistant to mycophenolate
mofetil and CsA.

Conclusion: There was a high prevalence of minimal change disease
based on kidney biopsy especially in boys younger than six years of age
and response to steroid and CsA was almost similar.

Keywords: Children, idiopathic nephrotic syndrome, steroid resistance,
steroid dependent, relapse

Amag: Bu calisma, Tlrkiye'de idiyopatik nefrotik sendrom tanisi alan
cocuklarin demografik verileri ve histopatolojik ¢zelliklerinin yani sira
Ozellikle steroid ve steroid disi tedaviye yanitlaryla ilgili yeterli calisma
olmamasi nedeniyle yapildi.

Yontemler: Departmanimizda Kasim 1994 - Mart 2013 tarihleri
arasinda ilk kez idiyopatik nefrotik sendrom tanisi alan, bir yas Gzerinde
ve en az bir yil stireyle takip edilen hastalarin tibbi kayitlari incelendi.

Bulgular: Bu calismaya toplam 289 cocuk (169 erkek) dahil edildi.
Hastalarin 530 (%18,4) steroid direncli nefrotik sendrom, 33'U
(%11,4) sk tekrarlayan nefrotik sendrom, 53'U (%18,4) steroid
bagimli nefrotik sendrom idi. Hastalarda kullanilan alternatif ajanlar
siklosporin A (CsA), siklofosfamid, mikofenolat mofetil, yiksek doz
metilprednizolon, levamizol, azatioprin ve ritliksimab idi. Steroid ile
CsA'ya yanit arasinda benzerlik oldugu gorildi (p<0,01). Steroid
direnci olan hastalarin blytk bir kismi Mikofenolat mofetil ve CsA
tedavisine de direng gOsteriyordu.

Sonug: Ozellikle alti yas altindaki erkek cocuklarin bobrek biyopsilerinde
minimal lezyon hastaliginin yiksek siklikta goriildiigu ve steroid tedavisi
ile CsA tedavisine yanitin benzer oldugu bulunmustur.

Anahtar Soézciikler: Cocuklar, idiyopatik nefrotik sendrom, steroid
direndi, steroid bagimli, relaps

Introduction

Nephrotic syndrome (NS) is characterized by massive
proteinuria, generalized edema, hypoalbuminemia and
hyperlipidemia. Idiopathic NS (INS) is the most common
form of NS (>90%) with annual incidence of 1 to 3:100.000
in children below 16 years of age (1).

Although majority of children with INS are well
responder for steroids, 20% of them are steroid-resistant.
Therapeutic response to medications and long-term
outcome of the disease may be different between the
geographic regions (2). However, there are few studies on
this topic. Thus, in this study, our aim was to evaluate the
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demographic and histopathological characteristics, and
response to medications in children with INS in our center

Methods

We reviewed medical records of children diagnosed
with INS in the pediatric nephrology department at Erciyes
University, between November 1994 and March 2013. Our
study was conducted in accordance with the principles
of the Helsinki Declaration. Ethics Committee of Erciyes
University Medical Faculty approved the study (approval
no: 2014/582). Inclusion criteria were; 1) At least one
year of follow-up after diagnosis, and 2) =1 year of age
at the time of diagnosis. Children with secondary NS were
excluded. Patient’s charts were retrospectively reviewed
in terms of demographic, histopathologic and clinical
findings, and response to immunosuppressive treatment.

NS was defined as edema, proteinuria (=40 mg/m2/
hour) and hypoalbuminemia (serum albumin level <2.5 g/
dL). The classifications of the patients based on steroid
response were as follows (2):

1. Complete remission: Urine protein creatinine ratio
(uPCR) <200 mg/g or <1+ protein on a urine dipstick
measurement for three consecutive days.

2. Partial remission: Fifty percent or more decrease in
proteinuria and uPCR between 200 and 2000 mg/g.

3. No remission: Failure to reduce urine protein
excretion by 50% from baseline or persistent excretion
uPCR>2000 mg/g.

4. Steroid-resistant NS (SRNS): Failure to achieve complete
remission after eight weeks of corticosteroid therapy.

5. Relapse: uPCR =2000 mg/g, or =300 mg/dL or 3+
protein on urine dipstick.

6. Frequently relapsing NS (FRNS): Two or more
relapses within six months of initial response, or four or
more relapses in any 12-month period.

7. Steroid-dependent NS (SDNS): Two consecutive
relapses during corticosteroid therapy, or within 14 days
of ceasing therapy.

8. Early nonresponder: Failure to achieve complete
remission after eight weeks of corticosteroid therapy.

9. Late nonresponder: Persistent proteinuria during
four or more weeks of corticosteroids following one or
more remission.

Renal biopsy was routinely performed in patients
with gross hematuria, persistent microscopic hematuria,
increased serum creatinine, resistance to steroid, low
serum complement and age at onset <1 y or >8 v.
The biopsy specimens were examined by light and
immunofluorescence microscopy. Steroid therapy was
initiated at a dose of 60 mg/m2/day over four weeks,
which then titrated to 60 mg/m2 on alternate days over
an additional four weeks. The dose was then tapered
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over the next two-three months and discontinued.
Alternative agents used in patients with SDNS, SRNS
and FRNS were: cyclosporine A (CsA) 3-5 mg/kg/day,
oral cyclophosphamide (CYC) 2 mg/kg/day (maximum
cumulative dose: 168 mg/kg, 812 weeks), intravenous
CYC500 mg/m2/month (3-6 months), mycophenolate
mofetil (MMF) 600 mg/m2/dose (twice daily), pulse
methylprednisolone 30 mg/kg (maximum: 1000 mg),
levamisole 2-3 mg/kg/day, azathioprine 1-3 mg/kg/day,
and rituximab 375 mg/m?2.

CsA and MMF resistance were defined as failure to
achieve partial or complete remission after six months of
CsA and MMF treatment (2).

Statistical Analysis

Data were analyzed by using IBM SPSS version 21
software. The Shapiro-Wilk test was used to assess
normality in numeric variables. The Mann-Whitney U test
was used for comparison between groups with skewed
distribution while the Kruskal-Wallis test was used for
comparison among groups. Chi-square test was used for
comparisons between categorical variables. A p value of
less than 0.05 was considered statistically significant.

Results

A total of 289 children were included in the study. Of
these, 169 (58.5%) were boys and 120 (41.5%) were girls.
The mean age at the time of diagnosis was 40 months
(range: 12-180 months). The mean follow-up time was 76
months (range: 12-204 months). On the first admission,
there was oliguria in 134 (46.4%), hypertension in 54
(18.7%), massive edema in 47 (16.3%), microscopic
hematuria in 39 (13.5%) and gross hematuria in two
(0.7%) patients.

The number and mean age of the patients without
relapse were 58 (20.1%) and 48 months (minimum-
maximum: 165 months), respectively. 46.6% of them
were girls. The boys less than 6 of age were more steroid
resistant (51% in SRNS group). Only 29 patients (10%)
had a glomerular filtration rate of <90 mL/min/1.73m2 at
presentation. Of the patients 53 (18.4%) were with SRNS,
33 (11.4%) with FRNS and 53 (18.4%) were with SDNS.
Kidney biopsy was performed in 72 patients; initial renal
histology showed minimal change disease (MCD) in 43
patients(59.7%), focalsegmental glomerulosclerosis (FSGS)
in 12 (16.7%), mesangioproliferative glomerulonephritis in
8 (11.1%), membranoproliferative glomerulonephritis in 6
(8.3%) and membranous glomerulonephritis in 3 patients
(4.2%). Ninety five patients (32.9%) required albumin
replacement for effective intravascular volume. 37.2%
of patients with MCD at the initial biopsy were steroid-
resistant (Table 1). Similarly, majority of them were also
resistant to MMF and CsA. The response rate to CYC in
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this group was approximately 50% (Table 2). The response
rate to MMF and CYC in SRNS group was 36% and 54%,
respectively. Majority of the children who were responder
to steroid were also responder to CsA (86.6%) (p<0.01).

Rituximab therapy was given in two patients. Of them,
one was steroid-dependent and the other one was steroid-
resistant.

Eleven patients were treated with levamisole. Of them,
only one responded to the therapy (Table 3).

The most common complications related to disease
and medication were osteoporosis and hypertrichosis
(Table 4). Of the patients with osteoporosis, 29 patients
(54.7%) were in SRNS group, 16 patients (30.2%) in
SDNS group and eight patients (15.1%) in FRSN group.
Hypertension was detected in eight (61.5 %) patients with
SRNS. Five of them had MCD based on kidney biopsy. Al
the patients were alive in the course of the study.

The distribution of the patients with hypertension
according to steroid response was as follows: eight
patients (61.5%) with SRNS, two patient (15.4%) with
SDNS and three patients (23.1%) with FRNS. Based on the
biopsy results, there was MCD in five patients (38.5%),
FSGS in four patients (30.8%) and mesangial proliferative
glomerulonephritis in two patients (15.4%).

Four patients progressed to end-stage renal disease
(ESRD) at the end of the follow-up.

Discussion

The present study demonstrates that boys younger
than six years of age show a higher incidence of steroid
resistance and that the rate of response to steroid and CsA
is similar. In addition, hypertension and osteoporosis are
common complications in patients with SRNS as expected.

INS is more common in boys than in girls with a ratio

Table 1. Distribution of the patients underwent biopsy according to age, gender or steroid response

Biopsy result ‘ n ‘ MCD MesPGN FSGS MPGN MGN
Age at diagnosis

<6 years 47 31(72.1%) 3 (37.5%) 10(83.3%) | 1(16.7%) 2 (66.7%)
>6 years 25 | 12(27.9%) 5 (62.5%) 2(16.7%) | 5(83.3%) 1(33.3%)
Gender

Girls 36 21 (48.8%) 4 (50%) 4 (33.3%) 4 (66.7%) 3 (100%)
Boys 36 | 22 (51.2%) 4 (50%) 8(66.7%) | 2(33.3%) 0

Steroid response

Frequent relapse 17 12 (27.9%) 3 (37.5%) 1(8.3%) 0 1(33.3%)
Steroid-dependent 16 11 (25.6%) 1(12.5%) 2 (16.6%) 2 (33.3%) 0
Steroid-resistant 33 16 (37.2%) 3(37.5%) 9 (75%) 4 (66.7%) 1(33.3%)
Steroid-sensitive 6 4(9.3%) 1(12.5%) 1(33.3%)

n: Number of patients, MCD: Minimal change disease, FSGS: Focal segmental glomerulosclerosis, MesPGN: Mesangial proliferative glomerulonephritis, MPGN:
Membranoproliferative glomerulonephritis, MGN: Membranous glomerulonephritis

Table 2. The relationship between steroid response and non-steroid therapy

Steroid response CsA2 MMF CcYC
Response No response Response | No response | Response No response
SRNS 4 11 4 7 6 5
FRNS 14 1 2 0 15 2
SDNS 12 3 1 0 8 4

CsA: Cyclosporine A, a: Majority of the children responsive to steroid were also responsive to CsA (p<0.01), SRNS: Steroid-resistant nephrotic syndrome, FRNS: Frequently
relapsing nephrotic syndrome, SDNS: Steroid-dependent nephrotic syndrome, MMF: mycophenolate mofetil, CYC: Cyclophosphamide

Table 3. Rate, duration and response rate of non-steroid therapy

Non-steroid therapy CsA MMF cYc RTX AZA Lev
Number n (%) 45 (15.6) 14 (4.8) 40 (13.8) 2(0.7) 11 (3.8) 11(3.8)
Responder n (%) 30 (66.6) 7 (50) 29 (72.5) 1(50) 3(27.2) 1(9)
Non-responder n (%) 15 (33.3) 7 (50) 11 (27.5) 1 (50) 8(72.8) 10 (91)
Duration (months)* 26 (6-64) 26 (10-44) - 14 (9-36) 12 (4-24)

*: Median (minimum-maximum) CsA: Cyclosporine A, MMF:

Mycophenolate mofetil, CYC: Cyclophosphamide, RTX: Rituximab, AZA: Azathiopyrin, Lev: Levamisole
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of 4:1 for new cases of NS. The peak age for the onset of
NS is 2-3 years (3,4). In the previous studies in our country,
male predominance was shown and average age of onset
was 3-6 years (5-7). In our cohort, 58.5% of patients were
boys and they experienced more steroid resistance.

One of the cardinal findings of INS in children is good
response to steroid (8). Initially, response rate to steroid has
been reported to be between 77.6% and 88% in different
studies and the outcome was found to be better in patients
who responded to steroid when compared to those who
were resistant to steroid (9,10). The rate of steroid resistance
has been reported to be approximately 20% in the literature
(1). In the current study, the rate of response to steroid was
found to be 81.7%. Resistance to steroid was detected in
18.3% of children with INS which was similar with that in a
previous study performed in our country (5).

In 1978, the International Study of Kidney Disease
in Children reported that 77% and 7% of childhood INS
consisted of MCD and FSGS, respectively (11). In our study,
MCD was the most common histopathological finding in
children under the age of six. It was followed by FSGS.
Recently, many studies have revealed that the frequency of
the diagnosis of FSGS has been increased year by year (12-
15). In our study, FSGS was detected in 16.6% of patients
who underwent kidney biopsy and 75% of them had
steroid resistance. Our findings were compatible with that
of the study by Boyer et al. (16) which showed increased
steroid resistance over the past two decades. FSGS is a
histopathological finding of poor prognosis leading to
the development of ESRD in patients with NS (17). In our
study, we showed that 1.4% of our patients progressed to
ESRD and all of them were diagnosed with FSGS.

In this study, an interesting finding was the presence
of steroid resistance in 37.2% of patients who had MCD
based on kidney biopsy findings. 81% of them were boys
and the mean age at the diagnosis was 27 months (12-43
months). Thus, we think that younger boys were at risk for
steroid resistance even in biopsy-proven MCD.

Table 4. Complications related to disease itself and drugs
Complications SRNS | FRNS | SDNS n (%)
Osteoporosis 29 16 8 53(18.3)
Hypertrichosis 22 9 6 37 (12.8)
Alopecia 8 7 4 19 (6.6)
Hypertension 8 3 2 13 (4.5)
Peritonitis 5 3 1 9(3.1)
Cataract 2 2 3 7 (2.4)
Hypothyroidism 3 1 0 4(1.4)
Thromboembolism 2 0 0 2 (0.7)
SRNS:  Steroid-resistant nephrotic syndrome, FRNS: Frequently relapsing
nephrotic syndrome, SDNS: Steroid-dependent nephrotic syndrome
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The remission rate for CsA has been reported to be
between 60% and 90% (18-20). In our study, this rate
was found to be 66.6% and the patients showed similar
response to steroid and CsA. In a recent study performed
in our country, full and partial remissions were observed
with a rate of 85% with the use of Cs (5). Recently,
MMF has been a commonly used steroid-sparing agent
in childhood NS. In patients with SRNS, MMF gave rise
to complete remission in 23-62% of patients and partial
remission in 25-37% of patients (21-23). In our study, we
used MMF with a mean duration of 26 months (10-44
months) and complete remission was achieved in 50% of
patients. It failed in the remaining 50%.

CYC has been used to reduce relapse frequency and to
induce long-term remission. In a meta-analysis including
102 children from three trials performed in children with
relapsing steroid-sensitive NS, CYC significantly reduced
the relapse risk at 6-12 months compared to prednisone
alone (24). The response rate to CYC was 72.5% in our
cohort. In addition, majority of patients who achieved
remission with CYC were sensitive to steroid (79.3%).
Only half of the patients with SRNS were responder to
CYC

Isolated case reports have shown a beneficial effect of
rituximab in pediatric patients with primary FSGS (25). We
used rituximab in two patients with SRNS who received
steroids, CsA, CYC and MMF previously. Both patients were
diagnosed with FSGS. One of them did not benefit from
rituximab and progressed to ESRD; renal transplantation
was performed ultimately in this patient. The second
achieved complete remission and was clinically doing well
at the last follow-up visit.

Levamisole is an antihelminthic agent and also used as
a steroid-sparing agent in children with SDNS and/or FRNS.
Al-Saran et al. (26) studied the effect of levamisole on
FRNS/SDNS. They showed that 20 patients (62.5%) were
relapse-free during the follow-up in levamisole group while
no patient was relapse-free in control group. In our study,
levamisole was given to 11 patients including five patients
in SRNS group and six patients in SSNS group. None of the
patients in SRNS group responded to levamisole. Only one
child (16.6 %) in SSNS group was responder to levamizole.

It is well-known that complications may be observed
due to disease itself or medications used in NS (27,28).
In our study, the most common complication was
osteoporosis, followed by hypertrichosis, alopecia,
hypertension, peritonitis, cataract, hypothyroidism, and
thromboembolism (Table 4).

Our study has several limitations associated with
the retrospective design of the study. For example, the
number of patients who underwent kidney biopsy and the
number of patients who were given MMF and rituximab
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are limited. In addition, it was a single center study and
etiology of INS was not uniform.

Conclusion

In conclusion, there is a high prevalence of MCD based
on kidney biopsy especially in boys younger than six years
of age and response to steroid and CsA is almost similar.
We assume that prospective clinical studies with large
number of patients should be done to evaluate the effect
of the new steroid-sparing agents on outcome in children
with INS.
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Gocuk ve Ergenlerde Serum Trigliserid Yiksek-yogunluklu Lipoprotein Kolesterol
Oraninin Insdlin Direnci ve Alkolik Olmayan Yagl Karaciger Hastaliginda Tanisal Degeri
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Abstract

Aim: Insulin resistance (IR) is considered the main contributor to
non-alcoholic fatty liver disease (NAFLD). Triglyceride (TG)-to-high-
density lipoprotein cholesterol (HDL-C) ratio (TG/HDL-C) has been
recommended as a surrogate index of IR. However, the association
between TG/HDL-C and NAFLD is as yet unclear. The aim of this study
was to investigate the association of TG/HDL-C ratio with IR and
NAFLD.

Methods: The study population included 228 obese children and
adolescents (59% girls, mean age: 12.52+2.94 years) and 46 lean
subjects (57% girls, mean age: 12.53+3.30 years). The obese group
was further stratified on the basis of NAFLD.

Results: The TG/HDL-C ratio was higher in obese subjects compared
with controls. The NAFLD group also had a significantly higher TG/
HDL-C ratio (3.20+1.9 vs. 2.35+1.09) than the non-NAFLD group. The
TG/HDL ratio was correlated with alanine aminotransferase, cholesterol,
glucose-to-insulin ratio (FIGR), homeostasis model assessment of IR
(HOMA-IR), quantitative insulinsensitivity check index, and insulin. A
cut-off value of 2.27 was used to define a high TG/HDL-C ratio. At
multivariate logistic regression analysis, FIGR [odds ratio (OR)=4.20],
HOMAIR (OR=4.15), TG/HDL-C ratio (OR=2.8), HDL-C (OR=2.12), and
ALT (OR=6.37) were associated with NAFLD.

Conclusion: TG/HDL-C ratio is associated with various well-defined risk
factors for NAFLD, and a value of >2.27 may be useful in identifying
children at high risk for the condition.

Keywords: Triglyceride-to-high-density lipoprotein cholesterol ratio,
insulin resistance, nonalcoholic fatty liver disease, obese, children

0z

Amag: insiilin direnci (iD) alkolik olmayan karaciger hastaligi (AOYKH)
icin baslica risk faktori olarak degerlendiriimektedir. Trigliserid/
yiksek yogunluklu lipoprotein kolesterol orani (TG/HDLK) D yerine
kullanilabilen bir indeks olarak tanimlanmisti.. TG/HDL-K oraninin
AOYKH'da tanisal degeri ile ilgili calismalar ise sinirlidir. Bu ¢alismanin
amaci TG/HDL-K oraninin D ile AOYKH'deki tanisal degerinin
belirlenmesidir.

Yontemler: Calismaya 228 obez (%59 kiz, ortalama yas: 12,52+2,94)
ile 46 saglikli (%57 kiz, ortalama yas: 12,53+3,30) cocuk ve ergen
dahil edildi. Obez hasta grubu ultrason verilerine gére AOYKH olan ve
olmayanlar olmak Uzere iki alt gruba ayrildilar.

Bulgular: Obez grubun TG/HDLK orani saglikli grupla kiyaslandiginda
anlamli oranda ylksek bulundu. Obez grup icinde de AOYKH olanlar
(3,2041,9) olmayanlara gore (2,35+1,09) ylksek TG/HDLK oranina
sahiptiler. TG/HDLK orani ile alanin aminotransferaz, kolesterol,
glukoz instlin orani, homeostaz model degerlendirmesi-IR (HOMA-IR),
kantitatif instlin hassasiyet indeksi ve instlin seviyesi arasinda anlamli
korelasyon oldugu gorildi. TG/HDLK oraninin 2,27'nin Uzerinde
olmasi yuksek olarak kabul edildi. Cok degiskenli bir analiz modelinde
(yas, cinsiyet, ergenlik durumu ve beden kitle indeksine gore ayarlama
yapildiktan sonra) AOYKH Uzerine yiksek glukoz insilin orani [olasilik
orani (OR)=4,20], HOMA-R (OR=4,15), HDL (OR=2,12), ALT (OR=6,37)
ve TG/HDLK oraninin (OR=2,8) bagimsiz etkili oldugu bulundu.
Sonug: AOYKH icin iyi bilinen risk faktorleri ile TG/HDLK arasinda
anlamli korelasyon vardir. TG/HDLK orani icin >2,27 esik degeri
cocuklarda AOYKH igin bagimsiz bir risk faktorudur.

Anahtar Soézciikler: Trigliserid/ylksek yogunluklu lipoprotein orani,
instlin direnci, alkolik olmayan karaciger yaglanmasi, obezite, cocuklar
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Introduction

Increasing levels of obesity have led to nonalcoholic
fatty liver disease (NAFLD) becoming the most common
chronic liver disease (1). A close relationship exists between
NAFLD and elements of metabolic syndrome; high fasting
glucose, hypertension, central obesity, insulin resistance
(IR), and atherogenic dyslipidemia (2). One previous study
reported a 6-fold higher risk of atherosclerosis in pediatric
patients with steatosis compared to that in non-steatotic
subjects (3). Prompt evaluation of arterial injury is essential
if subsequent vascular risk is to be avoided, because
early detection and intervention permit the reversal
of subclinical atherosclerosis (4). Lipoprotein ratios are
considered to be of greater use than isolated lipid values
in the assessment of cardiovascular risk in adult patients,
since these constitute a more accurate reflection of the
interactions between lipid fractions (5). Although NAFLD is
known to be a major risk factor for cardiovascular disease,
there has been little investigation of the clinical value of
lipid ratios in this condition, particularly in the pediatric
age group (6-9). Studies concerning IR and triglyceride-
(TG)-to-high-density lipoprotein cholesterol (HDL-C) ratio
(TG/HDL-C) have revealed a clear association between
them, and TG/HDL ratio was found to be significantly
correlated with IR (10). Giannini et al. (11) proposed a TG/
HDL ratio greater than 2.27 as a significant cut-off point
for predicting IR. We hypothesized that a TG/HDL-C ratio
of 2.27 recommended in the context of IR might also be
a good marker in NAFLD owing to this close relationship
between NAFLD and IR.

Methods

Study Population

Two hundred twenty-eight children and adolescents
(134 girls and 94 boys, with a mean age of 12.52+2.94
years), who were admitted to our department between
January 2015 and April 2016 because of obesity, were
included in the study. Forty six age-matched healthy lean
children and adolescents (26 girls and 20 boys, mean
age: 12.53%3.30 years) having a body mass index (BMI)
between the 3™ and the 85t percentile served as controls.
They were enrolled among non-obese healthy subjects
with no history of chronic disease and no drug treatment
who attended the hospital for minor illnesses such as a
common cold, conjunctivitis or similar mild afflictions.
The obese group was further stratified based on NAFLD
as revealed by ultrasonography. Weight was measured by
a balance beam medical scale and height using a rigid
stadiometer. All patients had BMI values higher than the
95th percentile based on percentile curves applicable to
Turkish children (12). Puberty was evaluated using the
Tanner staging criteria (13,14). Blood pressure (BP) was
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measured with a sphygmomanometer following a 10-
min rest. Waist circumference (WC) was measured as
a surrogate index of central obesity. Exclusion criteria
included diabetes, any condition affecting insulin’s action,
familial or secondary dyslipidemia other than resulting
from obesity, a history of alcohol use and use of drugs
known to induce NAFLD. This study was approved by
Haseki Training and Research Ethics Committee for Clinical
Investigations (approval number: 359).

Laboratory Tests

Glucose, lipid profile, alanine aminotransferase (ALT)
and insulin were analyzed in all participants following
12-h fasting. Blood glucose levels were determined
using the glucose oxidase test and plasma insulin levels
via electrogenerated chemiluminescence immunoassay
(Unicell DXI; Beckman Coulter, USA), while calculation of
serum lipid profiles was based on enzymatic methods.

Definitions

IR markers were calculated from fasting glucose and
insulin values by the quantitative insulin sensitivity check
index (QUICKI), fasting glucose/insulin ratio (FGIR) and the
homeostasis model assessment of IR (HOMA-IR). Central
obesity was defined as WC =90th percentile (15). High
BP was defined as systolic or diastolic BP =90" percentile
(16). Glucose levels =100 mg/dL were evaluated as
representing impaired fasting glucose. IR was defined
as a HOMA-IR score of higher than 2.5 in prepubertal
subjects and 3.16 in pubertal individuals (17). Cut-off
levels of 0.357 and seven were defined for QUICKI and
FIGR, respectively (18). Cut-off points recommended by
the guidelines for atherogenic risk reduction in childhood
were used to define dyslipidemia (19). High ALT levels
were defined using sex-related cutoff points (30 IU/L in
males and 19 IU/L in females), as defined in previous
studies (20). A high TG/HDL-C ratio was defined as more
than 2.27. Liver ultrasonography results were used in the
assessment of NAFLD.

For the statistical analysis, qualitative variables were
compared using y? test and continuous variables were
compared using t-tests or the Mann-Whitney U test when
needed. Univariate correlation analyses were performed
using Spearman’s correlation coefficient. After adjusting
for covariates [age, sex, pubertal status, BMI- standard
deviation scores (SDS)], multivariate logistic regression
analysis was performed to identify independent correlates
of NAFLD. Receiver operating characteristic (ROC) curve
analysis was used to determine cut-off values of TG/
HDL-C ratio with maximum sensitivity and specificity for
the diagnosis of NAFLD and IR. A p value of less than 0.05
was considered statistically significant.
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Results

This study involved 228 obese and 46 healthy
children/adolescents. Two subgroups were established
among the obese patients, depending on the presence
or absence of NAFLD. The prevalence of NAFLD was 35%
in the obese study population. The groups’ clinical and
laboratory findings are compared in Table 1. There were
no differences in sex or pubertal status among the groups.

Obese patients either with or without NAFLD exhibited
significantly higher BMI-SDS than the controls. The TG/
HDL-C ratio was also significantly higher in the non-NAFLD
and NAFLD groups than in the control group (p<0.001)
(Figure 1). WC and systolic-diastolic BP values were lower
in the control group compared to obese patients with
or without NAFLD. Lower ALT, fasting insulin, TGs and
HOMA-IR measurements were also determined in the
control group, than in the obese patients with or without
NAFLD. Fetal growth restriction (FGR) and Quick index and

12.00°]
10.001
8.00
6.00]
4.004

o] é

0.00

Triglyceride-to-HDL cholesterol ratio

T T T
Leans Obese non-NAFLD Obese NAFLD
Figure 1. Comparison of Triglycerides/High density lipoprotein
cholesterol ratio levels among the groups
HDL: High density lipoprotein, NAFLD: Nonalcoholic fatty liver disease

Table 1. Characteristics of control and obese children with or without nonalcoholic fatty liver disease

Control Non-NAFLD NAFLD
Number of subjects 46 148 80
Sex (%) F/M 56/44 60/40 56/44
Pubertal status, n (%) 30 (67) 110 (74) 67 (84)
Age, years 12.53+3.30 12.53+3.08 12.52+2.69
BMI, kg/m? 19.04+2.81 28.90+4.54% 31.144.57*T
BMI-SDS -0.15+0.80 2.45+0.64% 2.66+0.54*T
Waist circumference, cm 68.62+9.13 95.84+12.78* 101.15+12.31*1

Systolic BR mmHg

104.83+12.83

117.52+14.76*

122.77+£13.66*1

Diastolic BR mmHg

62.64+7.26

75.65+10.38¢

78.62+9.85*T

Fasting glucose, mg/dL

89 (75-104)

91 (77-128)

91 (79-117)

FGIR

15.2 (6.4-57.4)

8.7 (1.4-41.5)"

5.8 (0.861)*"

ALT, U/L

13 (442)

17 (2-58)¢

26 (8-195)*1

Total cholesterol, mg/dL

157.63+27.18

160.14+30.86

165.86+32.28

Triglycerides, mg/dL 68 (28-131) 95 (39-229)* 119 (44-364)*T
LDL- cholesterol 91.65+22.65 94.10+26.70 96.41+26.61
HDL- cholesterol 52 (3572) 45 (25-78)° 43 (22-73)*1

TG/HDL-C ratio

1.44 (0.53-2.79)

2.10 (0.71-5.84)"

2.73 (0.81-10.60)*

Fasting insulin, pU/mL

5.9 (1.6-13.8)

10.2(2.3-81.3)*

15.2 (1.4-129.9)*1

HOMA-IR values

1.25 (0.3-3.0)

2.3(0.524.1)}

3.5 (0.3-35.6)*"

QUICKI

0.36 (0.32-0.47)

0.33 (0.25-0.42)*

0.31 (0.24-0.46)*1

*p<0.05 Obese subjects without NAFLD vs.

obese subjects with NAFLD, #p<0.05 Controls vs. obese subjects without NAFLD, Tp<0.05 Controls vs. obese subjects with
NAFLD, BMI: Body mass index, BMI-SDS: Body mass index-standard deviation scores, BP: Blood pressure, FGIR: Fasting glucose/insulin ratio, ALT: Alanine aminotransferase,
TG/HDL-C: Triglycerides/high density lipoprotein cholesterol, HOMA-IR: Homeostasis model assessment of insulin resistance, QUICKI: Quantitative insulin sensitivity check
index, F: Female, M: Male, NAFLD: Nonalcoholic fatty liver disease, CDL: Low-denity lipoprotein
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HDL-cholesterol levels were lower in the non-NAFLD and
NAFLD groups compared with the control group. There
were no differences in fasting glucose, total cholesterol or
LDL cholesterol levels among the groups.

The TG/HDL-C ratio in the NAFLD group (3.20+£1.9
vs. 2.35+1.09) was significantly higher than that in the
non-NAFLD group. The members of the NAFLD group also
exhibited higher BMI-SDS, WC, systolic-diastolic B, fasting
insulin, TGs, ALT, and HOMA-IR measurements than non-

Table 2. Correlations of triglyceride-to-high-density lipoprotein
cholesterol ratio with metabolic parameters and insulin
sensitivity measurement in obese children

r P

BMI 0.330 <0.001
BMI-SDS 0.291 <0.001
Waist circumference 0.343 <0.001
Systolic BP 0.217 0.001
Diastolic BP 0.217 0.001
Glucose 0.095 0.126
FGIR -0.428 <0.001
ALT 0.265 <0.001
Total cholesterol 0.150 0.015
Triglycerides 0.938 <0.001
LDL-cholesterol 0.048 0.435
HDL-cholesterol -0.628 <0.001
Insulin 0.428 <0.001
HOMA-IR 0.422 <0.001
QUICKI -0.422 <0.001
BMI: Body mass index, BMI-SDS: Body mass index-standard deviation

scores, BP: Blood pressure, FGIR: Fasting glucose/insulin ratio, ALT: Alanine
aminotransferase, HOMA-IR: Homeostasis model assessment of insulin
resistance, QUICKI: Quantitative insulin sensitivity check index, LDL: Low-density
lipoprotein, HDL: High-density lipoprotein

Table 3. Adjusted* odds ratio (95% confidence intervals) of
triglyceride-to-high-density lipoprotein cholesterol ratio and
other metabolic parameters for nonalcoholic fatty liver disease

OR 95% Cl p*
Central obesity 1.16 0.35-3.87 0.808
Elevated blood pressure | 1.30 0.65-2.58 0.450
IFG 0.76 0.32-1.79 0.541
Low FGIR 4.20 2.04-8.63 <0.001
High HOMA-IR 4.15 2.05-8.41 <0.001
Low QUICKI 2.19 0.85-5.60 0.101
High TG/HDL ratio 2.80 1.45-5.39 0.002
High TG 1.92 0.983.74 0.055
Low HDL-C 2.12 1.04-4.29 0.037

*Adjusted for age gender. pubertal status and body mass index-standard deviation
scores. FGIR: Fasting glucose/insulin ratio, HOMA-IR: Homeostasis model
assessment of insulin resistance, QUICKI: Quantitative insulin sensitivity check
index, TG: Triglycerides, TG/HDL: Triglycerides/high density lipoprotein, HDL-C:
High density lipoprotein cholesterol, Cl: Confidence interval, OR: Odds ratio
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NAFLD patients. FGR, Quick index and HDL-cholesterol
were significantly lower in NAFLD patients compared with
that in non-NAFLD patients.

In terms of IR parameters, with the exception of
fasting glucose (r=0.095), all parameters (insulin, FGIR,
QUICKI, HOMA-IR) were correlated with the TG/HDL-C
ratio. Significant correlations with the TG/HDL-C ratio are
shown in Table 2.

Multivariate  logistic  regression  analysis,  with
appropriate adjustment for age, sex, pubertal status, and
BMI-SDS, was employed to identify risk factors for NAFLD,
including TG/HDL-C ratio. Among the known metabolic
risk factors, IR, high FGR and low HDL-C, and high ALT
were associated with a 2.12-6.30-fold greater risk of
NAFLD; high TG/HDL-C also increased the risk of NAFLD
within that range, at 2.8-fold (Table 3).

A value of 2.27 was used to dichotomize the patients’
TG/HDL-C ratio as either above or below 2.27. ROC
analysis revealed 64% sensitivity and 68% specificity for
this value, with an area under the ROC curve (AUROC) of
0.641 (Figure 2). This cut-off exhibited 69% sensitivity and
63% specificity in detecting the presence of IR [AUROC=
0.680 (95% confidence interval 0.604-0.755)].

1.0
0.8
z 0.6
>
s
-
[
o
P 544
0.24
0.00 T T T T
0.0 0.2 0.4 0.6 0.8 1.0
1 - Specificity

Figure 2. Receiver operating characteristic curve for the Triglycerides/
High density lipoprotein cholesterol ratio in predicting the presence
of nonalcoholic fatty liver disease. Area under the receiver operating
characteristic curve=0.641 (95% confidence interval 0.564-0.718)

Discussion

This study revealed that high TG/HDL-C was correlated
with a high risk for NAFLD together with low HDL, high
ALT, and IR, which are known to be closely associated with
NAFLD. This relationship was independent of obesity, age,
sex, and pubertal status. Thisis also of potential significance
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in the context of cardiovascular risk because NAFLD is
regarded as a marker of cardiovascular abnormalities.

One prospective study of children determined that
the degree of atherosclerotic lesions on the intimal
surface was significantly correlated with increased total
cholesterol, low-density lipoprotein cholesterol and TG,
and with decreased HDL-C levels (21). Studies involving
adults have shown that ratios of lipoproteins to one
another are more effective in assessing cardiovascular
risk than lipoproteins by themselves. TG/HDL-C ratio is
known to be especially useful in predicting cardiovascular
risk and metabolic syndrome (22,23). Although NAFLD
constitutes the hepatic constituent of metabolic syndrome
(24) and is a significant atherogenic risk factor even from
childhood, there has been little previous investigation of
the relationship between the NAFLD and TG/HDL-C ratio
in the pediatric population (6-9). Nobili et al. (7) reported
that NAFLD activity and fibrosis scores were significantly
positively correlated with TG/HDL-C ratios in children
with NAFLD confirmed by liver biopsy. The authors
also determined that compared with other lipid ratios
(cholesterol/HDL and LDL/HDL), the TG/HDL ratio most
accurately predicted advanced liver disease. Pacifico et al.
(8) stratified subjects into consecutive TG/HDL-C tertiles.
Their findings revealed significantly higher odds ratios for
NAFLD as TG/HDL-C ratio tertiles increased. The highest
TG/HDL-C ratio was associated with a three-fold increased
risk of NAFLD.

There is no definitive cut-off point for the TG/HDL<c
ratio in NAFLD in the literature. In one study based on ALT
elevation for the determination of NAFLD, Di Bonito et al.
(6) determined a high TG/HDL-C ratio as >2 and reported
that this value was useful for predicting NAFLD in clinical
practice. To the best of our knowledge, no other value has
been recommended for NAFLD in the pediatric age group.
In this study, we used a value of 2.27 for a high TG/HDL
ratio. This value was also recommended by Giannini et al.
(11) for predicting IR. In that study, the authors identified a
close correlation between TG/HDL-C ratio and IR based on
glucose clamp testing. Olson et al. (25) also demonstrated an
association between TG/HDL ratio and QUICKI and HOMA
in children and young adults. Our findings corroborate
and extend these previous results by demonstrating this
association with FGR, which can easily be employed in
clinical practice. We hypothesized that the TG/HDL-C cut-off
value of 2.27 recommended for IR might also be capable
of use for NAFLD, due to the strong relationship between
NAFLD and IR (26). On that basis, a TG/HDL-C ratio of >2.27
was shown to predict NAFLD with 64% sensitivity and 68%
specificity. This cut-off also had a similar predictive value for
IR (69% sensitivity and 63% specificity).

The predictive value of TG/HDL-C ratio in IR and NAFLD
may be attributed to the close relationship between the
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two conditions. Expansion of visceral adipose tissue and
resultant inflammatory cascade leads to IR. This process is
considered the initial step in the development of NAFLD.
IR triggers fatty acid deposition in the liver, and this gives
rise to hepatic IR via subacute inflammation associated
with the activation of the nuclear factor-xB pathway (4).
NAFLD may therefore further promote elevated systemic
IR and dyslipidemia, in turn resulting in accelerated
atherosclerosis (4,27).

One previous study of adults observed a relationship
between TG-to-HDL-C ratio and elevated ALT and
suggested that these were of evidential value in terms
of NAFLD (28). One study in which this relationship
was investigated in a pediatric population showed that
the association between TG-to-HDL-C and ALT in obese
children with NAFLD was independent of visceral adiposity
and IR (6). In our study, consistent with these results, we
also observed an association between TG-to-HDL-C ratio
and elevated ALT.

The fact that liver biopsies were not employed as a
standard tool in the diagnosis of steatosis represents a
limitation of this study. However, ultrasonography is the
most common diagnostic tool for identifying hepatic
steatosis in clinical practice, and is also highly sensitive and
specific in diagnosing fatty liver (26).

Conclusion

In conclusion, our study showed evidence that TG/
HDL-C was strongly associated with increased risk of
NAFLD and IR. Considering the potential significance of
NAFLD in terms of child health, it is important to check
TG/HDL-C and if TG/HDL-C is elevated, especially TG/
HDL-C over 2.27, lifestyles modification is needed for
preventing future NAFLD.
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Amag: Bu calismada bogaz disi kiiltirlerde Streptococcus spp. Uremesi
olan olgularin laboratuvar ve klinik &zelliklerinin degerlendirilmesi
amaglanmistir.

Yontemler: Calismada 2009-2012 yillari arasinda 103U (%64) yatan
ve 58'i (%36) poliklinige basvuran hastalardan gelen Orneklerde
Ureyen 161 streptokok susu ve hastalarin ¢zellikleri retrospektif olarak
incelenmistir. Streptokok suslari izolasyon sonrasinda identifiye edilerek
antibiyotik duyarliliklart Klinik ve Laboratuvar Standartlari Enstitlsu
kriterlerine gore belirlenmistir.

Bulgular: Calismaya alinan 161 susun dokuzu (%5,6) A grubu, 64’
(%39,7) B grubu, ikisi (%1,2) C grubu, Ucl (%1,8) D grubu, ikisi
(%1,2) G grubu, 57'si (%35,4) viridans streptokok ve 24'G (%14,9)
pnémokok olarak tiplendirilmistir. izole edilen streptokoklarin en sik
yol actigi enfeksiyonlar; 52'si (%32,2) idrar yolu enfeksiyonu, 48'i
(%29,8) deri/yumusak doku enfeksiyonu ve 25'i (%15,5) pnomoni
olarak gdzlenmistir. Hastalarin 87'sinde (%54) birden fazla altta yatan
hastalik saptanmistir. Streptococcus pyogenes suslarinda penisiline
direng goriilmezken, penisilin (%13) ve makrolid (%36,3) direnci en
yiksek oranda pnémokoklarda saptanmistir. Sekiz hastada mortalite
izlenmistir.

Sonug: Streptokoklara bagli enfeksiyonlar &zellikle altta yatan
komorbid hastaliklarin varliginda ciddi mortalite ve morbidite ile
sonuglanabilmektedir. Erken tani ve uygun antibiyoterapi streptokok
enfeksiyonlarinin yénetiminde en énemli parametrelerdir.

Anahtar Antibiyotik
Streptococcus spp.

Sozciikler: duyarliliklar,  enfeksiyon,

Abstract

Aim: This study was to investigate the laboratory and clinical features
of patients in whom Streptococcus spp. were isolated from cultures
other than throat cultures.

Methods: A total of 161 Streptococcus strains isolated from clinical
specimens from 101 (64%) hospitalized patients and 65 (36%)
outpatients and clinical and laboratory features of patients were
investigated retrospectively. Isolated Streptococcus strains were further
identified for type and antibiotic susceptibility according to the Clinical
and Laboratory Standards Institute guidelines.

Results: Streptococcus strains types were determined as follows; group
A (9-5.6%), group B (64-39.7%), group C (2-1.2%), group D (2-1.2%),
group G (2-1.2%), viridans (57-32.2%), and Streptococcus pneumonia
(24-14,9%). Most frequently observed infections were urinary system
infections (52-32.2%), skin and soft tissue infections (48-29.8%) and
pulmonary infections (25-15.5%). In 87 (54%) of patients, there was
more than one comorbid condition. While all group A Streptococcus
pyogenes strains were susceptible to penicillin, 13% of Streptococcus
pneumonia were resistant to penicillin and 36.3% were resistant to
macrolides. Mortality was observed in eight patients.

Conclusion: Invasive streptococcal infections may cause serious
mortality and morbidity especially in patients with comorbid
conditions. Early detection and appropriate antimicrobial therapy are
most important parameters for the management of streptococcal
infections.

Keywords: Antibiotic susceptibility, infections, Streptococcus spp.
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Giris

Streptococcus cinsi bakteriler dogada oldukga yaygin
olup; insan normal florasinda bulunabildikleri gibi saprofit
olarak suda, havada, tozlarda, stit ve sit Grlinlerinde, meyve
ve sebzelerde de bulunurlar. Streptokok enfeksiyonlari
nekrotizan fasiit, pnémoni, endokardit, menenijit gibi hayat
tehdit eden ciddi enfeksiyonlardan, kulak enfeksiyonlari
ve dis curUkleri gibi daha basit olgular seklinde genis bir
spektrum icinde gorulebilirler (1). Deri, solunum yolu
ve dolasim sistemi enfeksiyonlari en yaygin gdzlenen
streptokok enfeksiyonlaridir. Yasami tehdit eden invaziv
Streptococcus spp. enfeksiyonlarinin diinya genelinde artis
gostermesi erken tani ve tedavinin énemini artirmistir (2).

Bu calismada kdltlrlerinde  Streptococcus — spp.
Uremesi olan olgularin laboratuvar ve klinik 6zelliklerinin
degerlendirilmesi amaclanmistir.

Yontemler

Bu calismada izmir Bozyaka Egitim ve Arastirma
Hastanesi Enfeksiyon Hastaliklari Klinik Mikrobiyoloji
Laboratuvarinda 2009-2012 vyillari arasinda hastanede
yatan veya poliklinige basvuran hastalardan gonderilen
bodaz disi Orneklerde Ureyen streptokok suslari ve
hasta Gzellikleri retrospektif olarak incelenmistir. Cesitli
kalturlerinde Streptococcus spp. Gremesi olan 161 hasta
calismaya alinmistir.

Mikrobiyolojik Tanimlama Yéntemi: Ornekler
mikrobiyolojik olarak hastanemiz laboratuvarinda, koyun
kanli agar (%5) besiyerine ekilerek 37°C'de 24 saat enkiibe
edildikten sonra degerlendirilmistir. Mikrorganizmalarin
tanimlanmasi; Gram boyasi, katalaz testi, hemoliz
Ozellikleri,  basitrasin,  trimethoprim  sulfametksazol
ve optokin duyarliik, CAMP (Christie, Atkins, Munch
Peterson) ve safra-eskilin deneyi, Streptococcus lam
aglitlinasyon testi ve yari otomatik sistem (Streptococcus
API, Biomeriux®) ile yapiimistir.

Suslarin antibiyotik duyarlliklar Klinik ve Laboratuvar
Standartlar  Enstitist  (CLSI) (2008 yili)  Gnerileri
dogrultusunda belirlenmistir.

Galisma, Bozyaka Egitim ve Arastirma Hastanesi
Girisimsel  Olmayan Klinik  Arastirmalar Etik  Kurulu
tarafindan onaylanmistir (onay numarasi: 2012.12.2).

Bulgular

Galismaya alinan 161 susun 64U (%39,7) B grubu, 57’si
(%35,4) viridans streptokok, 24U (%14,9) pnémokok,
dokuzu (%5,6) A grubu , ikisi (%1,2) C grubu, Ucl
(%1,8) D grubu ve ikisi (%1,2) G grubu streptokok olarak
tiplendirilmistir. izole edilen streptokoklarin en sik yol actigi
enfeksiyonlar; idrar yolu enfeksiyonu [52 (%32,2)], deri
yumusak doku enfeksiyonu [48 (%29,8)] ve pndmonidir
[25(%15,5)]. Streptokok suslarinin izole edildigi drneklerin
dagilimi Tablo 1'de gosterilmistir.

Ensikliklaizole edilen grup B streptokoklar, pndmokoklar
ve viridans streptoklarin antibiyotik direng paternleri sirasi
ile Tablo 2, 3 ve 4’te verilmistir. Buna ek olarak dokuz A
grubu streptokok susunun klindamisin, penisilin, Gglnci
kusak sefolosporin, kloramfenikol, ofloksasin, vankomisin
duyarliliklari incelenmis ve sekiz susun klindamisine duyarli,
bir susun direncli oldugu gérilmistiir. incelenen iki C
ve iki G grubu streptokok susunda penisilin, eritromisin,
klindamisin, Uclinct kusak sefalosporin, kloromfenikol ve
vankomisin direnci saptanmamustir. U¢ D grubu streptokok
susunda oflokasasin ve eritromisin duyarlilik orani sirasiyla
%33,3 ve %50 olarak bulunmustur. Calisilan diger
antibiyotiklere direng saptanmamistir.

Hastalarin tani dagilimlari incelendiginde; yatarak takip
edilen hastalarda deri yumusak doku enfeksiyonu %30,
pndmoni %?22,3 ve genitodriner sistem enfeksiyonu %19
siklikla saptanan tanilar iken poliklinik hastalarinin agirlikli
olarak genitouriner sistem enfeksiyonu (%55,1) ve deri
yumusak doku enfeksiyonu (%29,3) tanilari ile izlendigi
gorulmustur.

Tablo 1. Streptokoklarin izole edildigi rneklere gore sayisal dagilimi

Orneklerin dagilimi Apse Kan idrar Balgam Yara BOS Diger* BOS kan

A grubu (n=9) 1 2 1 2 3 0 0 0
B grubu (n=64) 6 0 42 1 12 0 3 0
C grubu (n=2) 0 0 0 0 2 0 0 0
D grubu (n=3) 0 1 0 0 2 0 0 0
G grubu (n=2) 0 0 0 1 1 0 0 0
Pnémokok (n=24) 1 3 0 12 0 3 3 2

Sanguinis grup (n=7) 4 2 1 0 0 0 0 0
Viridans streptokok Mitis grup (n=5) 0 3 0 1 0 0 1 0

Anginosus grup (n=45) 8 1 3 2 29 0 2 0

* Konjonktiva, periton, kulak, genital 6rnekler, BOS: Beyin omurilik sivisi
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Tablo 2. B grubu streptokok suslarinin duyarhhklari
Calisilan Duyarlilik | Diren¢
sus sayisl | ylzdesi yuzdesi

Penisilin 61 95 4,9

Eritromisin 32 68,5 31,5

Klindamisin 55 78,1 21,8

Kloramfenikol 34 88,2 11,7

Ofloksasin 50 74 26

Ug[jncil kusak sefalosporin | 59 98,3 1,6

Vankomisin 53 100 0

Tablo 3. Pnémokok suslarinin duyarliliklan

Caligilan Duyarlilik | Diren¢
sus sayisi | yuzdesi | yizdesi

Penisilin 23 86,9 13

Eritromisin 11 63,6 36,3

Klindamisin 19 73,7 26,3

Kloramfenikol 19 94,8 5,2

Ofloksasin 4 75 25

Uglincii kusak sefalosporin 17 100

Vankomisin 18 100

Tablo 4. Viridans streptokok suslarinin duyarhliklan

Calisilan Duyarhilik | Direnc
sus sayisi | ylizdesi yuzdesi

Penisilin 56 96,4 3,5

Eritromisin 30 90 10

Klindamisin 53 84,9 15,1

Kloramfenikol 36 97,2 2,7

Ofloksasin 42 92,8 7.1

Uciincii kusak sefalosporin | 52 98 1,9

Vankomisin 43 100 0

Bas boyun apseleri, perianal apseler, apseiform deri
lezyonlari deri/yumusak doku enfeksiyonu tanisi icinde
toplanmistir. Sekil 1'de goérdldiugu gibi 6zellikle anginosus
grubu viridans streptokoklarin bu grup enfeksiyonlardan
daha sik izole edildigi bulunmustur. B grubu streptokoklarin
perinanal apse ve diyabetik ayak enfeksiyonlarinda sik
olarak izole edildigi gérdlmastdr.

Streptokoklara bagli genitolriner sistem enfeksiyonu
tanisi ile izlenen hastalarin %86'sinda B grubu, %12'sinde
viridans, %2'sinde A grubu streptokoklarin izole edildigi
saptanmistir.

Diger streptokoklara
enfeksiyonuna rastlanmamistir (Sekil 2).

Streptokoksik pnomonilerin - %56’s
%24'U viridans streptokoklara bagl olarak gelismistir.
Etkenlerin genel dagilimi Sekil 3'te verilmektedir.

bagl  genitolriner  sistem

pnomokok ve

8
¢ By boyun abses
:2) wdl u ————— u W Perianal abse
W Diger DYDE
777

Sekil 1. Deri/yumusak doku enfeksiyonu tanisi ile izlenen
olgularin streptokok tirlerine gére dagilimi

Pnémokok

D grubu
%0

C grubu
%0

Sekil 2. Streptokoklara bagl genitolriner sistem enfeksiyonu
tanisi ile izlenen olgularin turlere gére dagilimi

A grubu B grubu

%8 %4 C grubu
%0
D grubu
G grubu %4
%4

Sekil 3. Streptokoksikpnémoni etkenleri

YUz altmis bir hastanin demografik verileri, operasyon
Oykust ve komorbidite &zellikleri Tablo 5'te verilmistir.
Hastalarin  87'sinde (%54) altta yatan birden fazla
hastalik saptanmis ve bu hastalarin 38'inin (%43,6) B
grubu streptokok, 23'Unln (%26,4) viridans streptokok
ve 15'inin (%17,2) Streptococcus pneumonia’ya bagli
enfeksiyonlar oldugu gorilmustir. Viridans streptokok
enfeksiyonu nedeniyle takip edilen olgularin altisinda solid
organ malignitesi ve Ug¢linde hematolojik malignite varlig
saptanmistir. Enfeksiyon acisindan risk olabilecek cerrahi
girisim 6ykUsu en sik B grubu streptokok enfeksiyonlarinda
idrar yollarina yonelik girisimler olarak saptanmistir.

Calismaya alinan 161 hastanin dérdi pnémokok, Uct B
grubu ve biri viridans streptokoklarin etken oldugu toplam
sekiz (%4,9) hastada mortalite izlenmistir. Mortalite izlenen
hastalarin timlnde altta yatan birden fazla hastaligin
oldugu saptanmistir.
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Tablo 5. Hastalarin demografik, komorbidite ve operasyon Gykiisii 6zellikleri
Komorbidite
M Erkek/kadin | Cerrahi operasyon dykuisi i Birden
ortalamasi Bir P
azla
A grubu (n=9) 60,4 (17-90) 5/4 1 1 6
B grubu (n=64) 52,9 (11-80) 28/36 12 20 38
C Grubu (n=2) 56 (50-62) 1/1 0 0 2
D Grubu (n=3) 67,3 (60-78) 3/0 0 2 1
G grubu (n=2) 60 (58-62) 1/1 0 0 2
Pnomokok (n=24) 54,8 (4-89) 11/13 0 6 15
Sanguinis grup (n=7) 43,8 (18-73) 4/3 0 3 2
Viridans streptokok | Mitis grup (n=5) 55,2 (31-70) 3/2 0 0 5
Anginosus grup (n=45) | 46,7 (17-84) 33/12 0 11 16
Tablo 6. Grup B sterptokoklarin cesitli antibiyotiklere direnc oranlan
Diren¢ orani Penisilin Seftriakson Eritromisin Klindamisin Tetrasiklin Vankomisin Kloramfenikol
Lin ve ark. (8) %0 %0 %13,6 %13,6 %96 %0 %0
Olcli ve Esel (9) %0 %0 %14,5 %13 %90 %0
Calismamiz %5 %1,7 %31,5 %21,9 - %0
Tartigma antibiyogram sonuglari dikkate alinarak tedavi degisiklikleri

Uzun vyillardir enfeksiyon etkeni olarak karsilasilan
streptokok cinsi bakterilerin insan saghgi icin dneminin
hi¢c azalmadigi hatta giderek daha fazla 6nem kazandig
gorulmektedir. Toplumsal kaynakli enfeksiyonlarin dnemli
etkenleri olmalarinin  yaninda streptokoklar hastane
enfeksiyonu etkeni olarak da akilda tutulmasi gereken
mikroorganizmalar olarak karsimiza c¢ikmaktadirlar ve
Ozellikle altta yatan hastaligi olan olgularda &nemli
morbidite ve mortalite olusturan enfeksiyonlara yol
acabilmektedirler.

A grubu streptokoklara bagl enfeksiyonlar siklikla
toplum kaynakli Gst solunum yolu enfeksiyonlari, deri
yumusak doku enfeksiyonlari olarak karsimiza ¢cikmaktadir.
A grubu steptokoklara bagli hastane enfeksiyonlari az
gorilse de ciddi klinik sonuclari ve hizli yayiimi nedeniyle
Onemini  korumaktadir. Davies ve ark’'nin (3) yapmis
olduklari calismada A grubu streptokoklarin  etken
oldugu 44 hastane kaynakli enfeksiyon saptanmistir.
Ayrica literatlrde saglik calisanlarindaki tasiyiciiga bagl
cerrahi alan enfeksiyonu salginlari bildirilmistir (4,5). A
grubu streptokok enfeksiyonlarinin tedavisinde penisilin
halen ilk secenek olarak gorilmektedir. Dinyada ve
Turkiye'de penisiline tolerans bildirilirken direncli susa
rastlanmamistir  (6,7). Ancak unutulmamasi gereken
nokta bu mikroorganizmalarin eritromisin ve klindamisine
karsi gelistirmis olduklari diren¢ ve penisilin - minimum
inhibitér konsantrasyon (MIK) artislari nedeniyle, kur
saglayan tedavinin uygulanabilmesi icin gerektiginde
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planlanmasidir.

Grup B streptokok yenidoganlarda ve altta yatan
hastaligi olan eriskinlerde invaziv enfeksiyon olusturabilen
onemli etkenlerden biridir. Grup B streptokoklarda
eritromisin ve klindamisine karsl ytksek diren¢ oranlari
dikkat cekmektedir. Literatlrde sunulmus makalelerde grup
B streptokoklarin cesitli antibiyotiklere direng oranlari Tablo
6'da gosterilmistir (8,9). Eritromisin ve klindamisine direng
oranlarinin literatlirdeki makalelere gore daha ylksek
olmasi, verilerimizin daha glncel olmasina bagl olabilir.
Bununla birlikte penisilinler ve seftriakson duyarliiginin
halen ylksek olmasi dikkati cekmekte ve halen iyi birer
tedavi secenedi oldugunu gostermektedir.

Eriskinde B grubu streptokoklar genitolriner sistem
enfeksiyonlarinin ~ ¢zellikle  maternal ve peripartum
enfeksiyonlarin, baslica sebebi olarak bilinmektedir
(10). Bu calismada streptokoksik genitolriner sistem
enfeksiyonu tanisi ile izlenen hastalarin  %86'sinda
B grubu streptokoklarin etken oldugu gérilmastur.
idrar yolu enfeksiyonu tanisi ile takip edilen olgularin
blylk cogunlugunda altta yatan Urolojik patoloji varhgi
saptanmistir. B grubu streptokok enfeksiyon gelisme riskinin
yasla birlikte 6zellikle 65 yas Uzerinde artmis oldugu cesitli
calismalarda belirtilmektedir (10). Bu calismada B grubu
streptokok enfeksiyonu ile takip edilen olgularin lcte biri
65 yas Ustl grup olarak bulunmustur. Bu veriler Uriner
sistem yakinmalari olan 65 yas Ustlndeki hastalarda grup
B streptokoklarin klinisyenlerin aklina gelmesi gerektigini
distndirmektedir.
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Bir baska onemli streptokoklardan olan C, G ve
D grubu streptokoklarda da antimikrobiyal direncin
incelendigi bir calismada tim suslarin penisiline duyarli
oldugu gosterilmistir (11). Bu ¢alismada az sayida C ve
G grubu drnek incelenmis, benzer sekilde penisilin ve
diger antibiyotiklere direnc saptanmamistir. D grubu
streptokok suslarinda ofloksasin, ertiromisin duyarlilik
oranlari sirasiyla %33,3 ve %50 olarak bulunmus, calisilan
diger antibiyotiklere diren¢ saptanmamistir. Bu calismada
cogunlukla deri yumusak doku enfeksiyonlari izlenmis ve
bu hastalarin hepsinde en az bir ve daha fazla komorbid
hastaligin varhigi saptanmistir.  Takip edilen olgularin
hepsinde kir saglanmis, mortalite izlenmemistir.

Calismada viridans streptokok suslarinin cogunlukla
anjinosus grup oldugu ve deri yumusak doku
enfeksiyonlari etkeni olarak siklikla karsimiza ¢iktigi dikkati
cekmektedir. Viridans streptokoklara bagl klinik tablolar
degerlendirildiginde  1988'de yapilmis bir calismada
etkenin siklikla apandisit, intraabdominal apse ve kranial
apse gibi invaziv apseiform lezyonlardan izole edildigi
belirtilmistir (12). Lyytikdinen ve ark.’'nin (13) 2004 yilinda
yapmis olduklari ¢alismada 2038 nozokomiyal kan dolagimi
enfeksiyonu incelenmis, %5’inin viridans streptokoklara
bagll oldugu gorldlmustlir. Bu hastalarin  %66'sinda
hematolojik malignite, %14'inde solid timor ve %18’inde
gecirilmis cerrahi islem saptanmistir. Bu ¢alismada viridans
streptokoklara bagl alti hastane enfeksiyonu saptanmis ve
olgularin ¢cogunlugunda diyabet ve malignite gibi birden
fazla altta yatan hastalik varligi gdzlenmistir. Viridans
streptokoklarla bagl siklikla apseiform deri yumusak
doku enfeksiyonlarinda antibiyoterapi ve yaninda cerrahi
drenaj uygulanilarak yiUksek oranda tedaviye vyanit
alindigi gortlmdstar. Ayrica bu calismada da oldugu gibi
bu etkenlere bagl alt solunum sistemi enfeksiyonlari
nadir gorulmekle birlikte hasta ozellikleri de dikkate
alinarak ciddi ve mortal seyredebilecedi gdzlenmistir.
Bu calismada 57 viridans streptokok susunda penisilin,
eritromisin, klindamisin, kloramfenikol, ofloksasin, Gglnci
kusak sefalosporin duyarliliklar sirasiyla %96,4, %90,
%84,9, %92,8, %98 olarak bulunmus ve vankomisine
direng saptanmamistir.  Viridans streptokoklarla ilgili
yapilan calismalar degerlendirildiginde; Kosan ve ark.
(14) 80 viridans susunu incelemis, penisilin ve Gclnci
kusak sefalosporin direnclerini sirasiyla %9 ve %6 olarak
saptanmislardir.

S. pneumoniae toplum kdkenli pndmoni, otitis media,
sinlizit, menenjit, ampiyem, bakteriyemi, septik artrit
gibi morbiditesi ylksek cesitli enfeksiyonlarin en énemli
etkenlerinden biridir. Toplum kaynakli pnémonilerin en
Onemli etkeni olma &zelligini koruyan S. pneumoniae
ayrica hastaneye vyatisin erken ddneminde hastane
kaynakli pnomoni etkenleri arasinda énemli bir etkendir
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(15). Calismamizda streptokoksik pnémoni tanisi ile
izlenen olgularin %56'sinda (14/25) S. pneumoniae
izole edildigi gortlmustir. Toplum kaynakli pnémokok
enfeksiyonu nedeniyle takip edilen dort hastada exitus
izlenmis, pndmokok enfeksiyonlarina bagl mortalite orani
%18,1 olarak bulunmustur. Ayrica hastalarin dérdinde
hastane kaynakli S. pneumonia pndmonisi saptanmis,
bu hasta grubunda mortalite gézlenmemistir. Streptokok
enfeksiyonlarina bagl mortalite izlenen tim hastalarda
altta yatan birden fazla hastaligin oldugu gdrdlmastdr.
Calismamizda da goruldugu Gzere oOzellikle yashlarda ve
komorbid durumlarin varliginda pnémokok enfeksiyonlari
ciddi mortalite ve morbidite nedeni olabilmektedir.
Pnomokoksik enfeksiyonlarin artan bir hizla toplum saghgini
tehdit eden, antibiyotiklere hizla diren¢ kazanan, ancak asi
ile korunabilen hastaliklar oldugu unutulmamalidir.

Pnomokoklardaki antibiyotik direnci incelendiginde
bircok Ulkede 1980°li yillardan sonra penisilin direncli
suslarin her gecen glin artis gosterdigi saptanmaktadir (16-
19). S. pneumoniae’de bazi Ulkelerde kontrolli antibiyotik
kullanimi basta olmak Uzere bazi onlemler alinarak
direncin artisi kontrol altina alinmis, direng dists gosterdigi
g6zlenmistir (20-22). European Antimicrobial Resistance
Surveillace’in 2005 raporlarina gére ingiltere’de 1999
yilinda penisilin direnci %7,4 iken 2005 yilinda %3,9'a,
irlanda’da 2000 yilinda %19,5 iken 2005 yilinda %11,1'e
ve Belcika’'da 1999 yilinda %13,5 iken 2005'de %11,8’e
didsmustlr (23). S. pneumoniae suslarinda makrolid
direncinin artmakta oldugu gorulrken, tlkemizde yapilmig
calismalarda eritromisin direnci %2 - %24 oranlari arasinda
bildirilmistir (24,25). Cin'den yapilmis bir calismada yine
eritromisine %89 gibi yiksek direng oranlari oldugu
belirtilmistir (26).

Bu calismada CLSI 2008 kriterlerine gore penisilin
duyarlihgr degerlendirilmis, beyin omurilik sivisi drnekleri
disinda MIK bakilamamis oldugundan diren¢ kimulatif
olarak verilmistir. Calismamizda penisilin, eritromisin,
klindamisin, ofloksasin, Uclincli  kusak sefalosporin,
ve vankomisin duyarlliklar sirasiyla %86,9, %63,6,
%73,7, %75, %100, %100 olarak bulunmustur. Bu
direnc¢ oranlari hem yurt ici hem de yurt disindan daha
onceki vyapilan calismalara benzerlik gostermektedir.
Hastanemizde penisilin  direncinin  yiksek olmamasi,
toplum kaynakli  pndmokoksik pndémoni olgularinin
ampirik  tedavisinde penisilin - bazli rejimlerin  tercih
edilebilecegini dustindirmustir. Ayrica bu veriler santral
sinir sistemi enfeksiyonlari ampirik tedavisi icin tek basina
seftriakson kullaniminin dogru bir yaklasim olabilecegini
gostermektedir. Yurt ici ve yurt disi kaynaklarda direng
oranlarinda gorilen bolgesel ve yillara bagl degisiklikler
pnomokoklar igcin  direng slrveyansinin  yapiimasinin
gerekliligini ortaya koymaktadir ve tedavi secimde bolgesel
direng oranlari g6z éniinde bulundurulmalidir.
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Sonug¢

Streptokoklara bagli enfeksiyonlar &zellikle altta
yatan komorbid hastaliklarin varliginda ciddi mortalite ve
morbidite ile sonuglanabilmektedir. Erken tani ve uygun
antibiyoterapi ile cogu zaman sonuclarin yiz galdiricd
olmasi  bu enfeksiyonlarin  énemini  artirmaktadr.
Streptokok tdrlerinin  hizlh  ve dogru identifikasyonu,
antibiyotik duyarlilik calismalari tedavi segiminde yol
gostericidir. Yillar icinde dedisen ve bdlgesel farklilik
go6steren direng oranlarinin takibi ile elde edilen veriler
onemli bilgi kaynaklaridir. Ampirik tedavi seceneklerinin
bu bilgilere dayanilarak belirlenmesinin énemi g6z ardi
edilmemelidir.
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Abstract

Amag: Sigara ve kolesterol dlizeyleri aterosklerozun iki onemli
bilesenidir. Ortalama trombosit hacmi (OTH) trombosit fonksiyon
ve aktivasyonunun gdstergesi olup kardiyovaskiler hastaliklarin
potansiyel bir belirtecidir. Bu calismada sigaranin trombosit sayisi, OTH
ve kardiyovaskller risk faktdrleri Uzerine olan etkilerini arastirmayi
planlandik.

Yontemler: Bu arastirma tanimlayici, kesitsel tipte analitik bir calisma
olarak planlandi. Aile hekimligi poliklinigine 2013-2016 yillari arasinda
periyodik saglik muayenesi icin basvurmus hastalar alindi. Hastalarin
sosyodemografik &zellikleri, sigara icme durumlari, antropometrik
lctimleri, hematolojik ve biyokimyasal parametreleri tam olanlar
kaydedildi.

Bulgular: Calismamiza katilan 880 hastanin yas ortalamasi 35,85+11,6
(17-77) idi, %54,5'1 (n=480) sigara iciyor, %45,5'i (n=400) sigara
icmiyordu. Sigara icme dizeyi erkeklerde kadinlara gore daha fazla
bulundu (p<0,001). Calisanlar calismayanlara gore daha fazla sigara
icmekte idi. Hastalarin hematolojik parametreleri incelendiginde sigara
icen katiimailarin beyaz kan hiicresi, hemoglobin hematokrit, kirmizi
kan hicresi, ortalama eritrosit hacmi ve MPV dederleri icmeyenlere
gbre daha yiksek iken, platelet sayisi icmeyenlerde daha fazla bulundu
(p<0,001). Sigara icen hastalarin glnlik sigara icme sayisi ile OTH
dlzeyleri arasinda istatistiksel olarak anlamli iliski (p=0,014) varken,
trombosit sayilari arasinda bir iliski yoktu (p>0,05).

Sonug: Sigara icen hastalarin MPV dizeyleri icmeyenlere gdre anlamli
olarak yiksek bulundu. Trombosit sayisi ve MPV diizeyinin ateroskleroz
ve tanimlanmis diger kardiyovaskiler risk faktorleri agisindan daha
genis Olcekli hasta gruplarinda arastirilarak, klinik uygulamada hak
ettigi yeri almasi gerekmektedir.

Anahtar Soézciikler: Sigara, trombosit, ortalama trombosit hacmi,
kardiyovaskdiler risk

Aim: Smoking and cholesterol levels are two important components of
atherosclerosis. Mean platelet volume (MPV) is an indicator of platelet
function and activation and a potential marker of cardiovascular
disease. In this study, we aimed to investigate the effects of cigarette-
smoking on platelet count, MPV and cardiovascular risk factors.

Methods: This research was planned as a case-control study. Patients
who attended our family medicine outpatient clinic were included
in the study. Sociodemographic characteristics, smoking status,
hematological and biochemical parameters of the patients were
recorded.

Results: The mean age of 880 patients who participated in the study
was 35.85£11.6 years (17-77). 54.5% (n=480) of participants were
smokers and 45.5% (n=400) were non-smokers. The number of
smokers among working individuals was higher than in non-workers.
The white blood cell, hemoglobin, hematocrit, red blood cell, mean
corpuscular volume and MPV values in the smokers were higher than
in the non-smokers, while platelet count was higher in non-smokers
(p<0.001). There was a statistically significant relationship between
MPV levels and the number of daily cigarette smoking among smokers
(p=0.014).

Conclusion: MPV levels in smokers were significantly higher than in
non-smokers. Platelet count and MPV levels should be investigated in
larger patient groups in terms of atherosclerosis and other defined
cardiovascular risk factors. It is therefore should take its rightful place
in clinical practice.

Keywords: Smoking, platelet, mean platelet volume, cardiovascular
risk
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Kutlu ve Demirbas. Sigara ve Ortalama Trombosit Hacmi

Giris

Koroner arter hastaligi (KAH) glnimuzde mortalite
ve morbiditenin en sik sebebidir. Dinyada her yil kardiyak
olaylar nedeni ile 20 milyondan fazla insan dlmektedir.
Yas, cinsiyet, ailede KAH hikayesi, diabetes mellitus (DM),
hipertansiyon, dislipidemi, etnik koken, sigara, fiziksel
inaktivite, duygusal stres &yklsl, obezite, metabolik
sendrom, insllin direnci KAH icin risk faktorleri arasindadir
(1).Hastaligin gelisiminitahmin etmekicin yenirisk faktorleri
ve cesitli belirtecler (ylksek duyarli Creaktif protein,
karotis intima media kalinligi, koroner kalsiyum skoru vb.)
gelistiriimektedir. Ama bu yéntemlerin pahali, yapiimasi
zor ve klinisyenler tarafindan &zel olarak yorumlanmasi
gerektigi icin pratikte kullanilmasi glctdr. Minimal invaziv,
ucuz ve yaygin olarak kullanilabilecek bir yontem olan
ortalama trombosit hacmi (MPV) ve trombosit sayisinin
kullanilmasi KAH icin erken tani ihtimalini artiracaktir (2).

MPV  trombosit ortalama buylklGginid gdsteren
kantitatif bir 6lcimdur ve rutin kan testleri arasindadr.
BUytk trombositler daha kiglk trombositlere gore
enzimatik olarak daha aktif ve yiksek homeostaz 6zelligine
sahiptir. MPV'nin 10 fentolitrenin (fL) Ustinde olmasi
trombosit blydkligind, 6 fL'nin altinda olmasi trombosit
klcuklGgund gosterir (3). BUylk hacimli trombositlerin
daha reaktif olmasi nedeni ile MPV, kardiyovaskiler
riskin yUkseldiginin gdstergesi olarak kabul edilmektedir.
Trombositlerin - hacim parametrelerindeki  degisiklikler,
trombotik ve pretrombotik olaylarda tanisal &neme
sahiptir. MPV son zamanlarda kardiyovaskdler hastaliklar
icin potansiyel bir belirtec olarak ortaya cikmistir (4). Ayrica
renal arter darligi, preeklampsi ve akut iskemik inme gibi
durumlarda da yiksek MPV dizeyi tespit edilmistir. Pek
cok calismada MPV ile KAH risk faktorleri arasinda olan
obezite, bozulmus aclik glukozu, DM, hipertansiyon ve
hiperkolesterolemi arasinda bir iliski gdsterilmistir (5).

Sigara; yaygin aterosklerozis, KAH ve diger iskemik
kokenli hastaliklar icin degistirilebilen bir risk faktoru
olarak kabul edilmektedir. Sigara koagulabilite ve kan
viskozitesini artirir, fibrinojen dlzeyini ylkseltir, trombosit
agregasyonunu hizlandirir ve kan basincini ylkseltir. Daha
Once yapilan calismalar kronik sigara igiminin trombosit
aktivasyonunda artisa neden oldugunu gdostermistir (6,7).

Calismamizda sigara icen ve igcmeyen bireylerde
trombosit sayisi ve MPV ile kardiyovaskdler risk faktorlerinin
iliskisini arastirmayi planlandik.

Yontemler

Bu arastirma tanimlayici, kesitsel tipte analitik bir
calisma seklinde planlandi. Aile hekimligi poliklinigine
2013-2016 yillari arasinda periyodik saglik muayenesi ve
sigara birakmak icin basvurmus olan hastalardan sigara
icen 480 ve sigara igmeyen 400 kisi olmak Uzere 880 kisi
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calismaya alindi. Agir psikiyatrik bozuklugu olanlar, kronik
karaciger ve bdbrek hastaligi olanlar, gebeler, hematolojik
bir hastaligi olanlar, kanser hastalari calismaya dahil
edilmediler.

Arastirmanin etk izni ¢alismaya baslamadan dnce
Necmettin Erbakan Universitesi Meram Tip Fakiiltesi Etik
Kurulu’'ndan 30.09.2016 tarih ve 2016/679 sayl numarasi
ile alinmistir.

Aile hekimligi polikliniginde periyodik saglik muayenesi
kapsaminda rutin olarak her hastanin boyu, kilosu, bel
cevresi, boyun cevresi, kol ve bacak tansiyonlari dlctlmekte,
aclik kan sekeri (AKS) dUzeyi lipit paneli, tam kan sayimi,
tam idrar tahlili istenmektedir. Arastirmacilar tarafindan
gelistirilen anket formuna hasta dosyalarindan alinan yas,
cinsiyet, medeni durum, meslek gibi sosyodemografik
ozellikleri ile sigara icme durumlari, gecirdigi hastaliklar
kaydedildi. Gunlik en az bir sigara icenler bagimli olarak
degerlendirildi ve bagimli grubundaki bireylere kac yildir
ve ginde kac adet sigara ictikleri soruldu ve sonuclar
kaydedildi.

Galismaya alinan hastalarin boy ve kilo él¢limleri hasta
dosyalarindan elde edildi. Beden kiitle indeksleri (BKi) bu
degerler kullanilarak hesaplandi. BKi=Agirlik (kg)/Boy (m)2
formilii ile hesaplandi. BKi <18,50 kg/m2 diistik kilolu,
18,50-24,99 kg/m?2 arasi normal kilolu, 25,0-29,99 kg/m?
arasi fazla kilolu ve 230,0 kg/m2 obez olarak kabul edildi.
Diinya Saglik Orgliti obezite kriterlerine gore bel cevresi
kadinlarda >88 cm, erkeklerde >102 cm olanlar patolojik
olarak degerlendirildi (8).

Kan  basinclar  hastalar ~ oturur  pozisyonda
dinlendirildikten sonra Olclldd. Kan basinc <130/85
mmHg olanlar normal, =130/85 mmHg olanlar hipertansif
olarak degerlendirildiler.

Hastalarin 10-12 saat aclik sonrasi alinan kanlarinda
total kolesterol (T-KOL), dustk yogdunluklu lipoprotein
kolesterol (LDL-K), trigliserit (TG), yuksek yogunluklu
lipoprotein kolesterol (HDL-K) ve AKS duzeyleri olcllda.
HDL-K dizeyi kadinlarda <50 mg/dL, erkeklerde <40
mg/dL, TG dizeyi =150 mg/dL, AKS dizeyi =100 mg/
dL patolojik olarak degerlendirildi (8). Amerikan Diyabet
Dernedi kriterlerine gére AKS diizeyi <100 mg/dL normal,
100-125 arasi bozulmus aclik glukozu, =126 asikar diyabet
olarak kabul edildi (9).

istatistiksel Analiz

Calismada elde edilen bulgular degerlendirilirken,
istatistiksel analizler icin SPSS (Statistical Package for
Social Sciences) for Windows 20.0 programi kullanildi.
Frekanslar, ortalama, standart sapma, ortanca, minimum
ve maksimum degerler, Odds oranlari hesaplandi. Niteliksel
verilerin  karsilastinimasinda  ki-kare  testi  kullanildi.
Normal dagilima uygunluk Kolmogorov-Smirnov testi ile
degerlendirildi. Buna uygun olarak ortalamalar arasindaki
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farklar Student t-testi, Mann-Whitney U, Kruskal-Wallis
varyans analizi ile tespit edildi. Anlamlilik dizeyi p<0,05
olarak kabul edildi.

Bulgular

Calismamiza dahil edilen 880 hastanin yas ortalamasi
35,85+£11,6 (17-77) vyas idi, %54,5'1 (n=480) sigara
iciyor, %45,5'i (n=400) sigara icmiyordu. Sigara icenleri
%80,2'si erkek (n=353), %28,8'i (n=127) kadin olup,
sigara kullanma paket/yil ortalamasi 25,50+15,9 yil idi.
Sigara icme sikligi erkeklerde kadinlara gore 10,0 kat daha
fazla idi [odds orani=10,000, %95 glven araligi (7,317-
13,666)], (p<0,001). Sigara icenlerin BKi'si icmeyenlerden
istatistiksel olarak daha distk bulundu (p<0,001) (Tablo1).
Sigara icen katilimcilarin %12,7'si ginde 1-10 adet,
%38,3'U glinde 10-20 adet, %38,1'i giinde 20-30 adet ve
%10,8'i glinde 30 ve Uzeri sigara icmekteydi.

Hastalarin hematolojik parametreleri incelendiginde
sigara icen katiimcilarin beyaz kan hiicresi, hemoglobin
hematokrit, kirmizi kan hicresi, MPV ve MPV degerleri

Tablo 1. Katilanlarin sosyodemografik 6zellikleri
Sigara Sigara p
icenler icmeyenler

Yas 36,80+12,2* | 34,72+10,8* 0,083
n % n %

Cinsiyet

Erkek 353 | 80,2 | 87 19,8 <0,001

Kadin 127 28,8 | 313 71,2

Egitim Durumu

Ortaokul ve alti 155 46,4 | 179 53,6

Lise 169 | 725 | 64 | 275 | <000

Universite 156 49,8 157 50,2

Medeni Durum

Evli 328 51,4 | 310 48,6 0,002

Evli olmayan 152 62,8 | 90 37,2

Meslek

Ev hanimi 36 17,0 176 83,0

Memur 157 55,9 | 124 441

Emekli 52 80,0 | 13 20,0

isci 152 | 77,6 | 44 22,4 <0.001

Esnaf 49 78,2 1 21,8

Ogrenci 34 51,5 | 32 48,5

Beden Kitle indeksi

18,5'in alti zayif 11 579 | 8 42 1

18,5-24,99 normal 205 | 70,0 | 88 30,0 <0,001

25,0-29,99 fazla kilolu 165 58,1 119 41,9

30 ve Uzeri obez 99 34,9 185 65,1

*ortalama + standart sapma

icmeyenlere gdre daha yuksek iken, trombosit sayisi
icmeyenlerde istatistiksel olarak daha fazla bulundu
(p<0,001). Sigara icen erkeklerde ve kadinlarda sigara
icmeyenlere gore MPV dizeyleri istatistiksel olarak anlamli
derecede daha yiksek idi (p<0,001) (Sekil 1, 2). Hastalarin
biyokimyasal parametreleri incelendiginde sigara icenlerin
AKS, TKOL ve TG degerleri icmeyenlerden istatistiksel
olarak daha ylksek, HDL-K degeri daha distk bulundu
(siraslyla p=0,039, p<0,001 ve p<0,001) (Tablo 2).
Katiimcilarin - hematolojik parametrelerinin - medeni
durum ve yas ile arasinda istatistiksel olarak anlamli bir
iliski yoktu (p>0,05). EGitim ve calisma durumu ile MPV
ve trombosit sayisi arasinda anlamli bir iliski bulundu
(p=0,001, p=0,001). Sigara icen lise ve Ustd egitimli ve
calisan hastalarda, ortaokul ve alti egitimli ve calismayan
hastalara gére MPV dizeyi daha ylksek idi. Sigara icen
hastalarin glnlik sigara icme sayisinin fazlaligi ile MPV
duzeyleri arasinda istatistiksel olarak anlamli iliski varken

Tablo 2. Sigara icme durumuna gore laboratuvar
parametrelerinin karsilastirilmasi
Sigara icenler Sigara 4 p
icmeyenler
Ortanca Ortanca
(min-maks) (min-maks)
WBC (103/ul) | 8,14 (4-19) 7,095 9,047 | <0,001
(2,9-12)
HGB (g/dL) 15,50 (5,3-18,9) | 13,6 -14,802 | <0,001
(8,1-17,5)
HCT (%) 44,80 (29,7-60,2) | 40,85 -13,297 | <0,001
(29,9-53,8)
RBC (106/uL) 5,3 (3,59,9) 4,9 -10,001 | <0,001
(3,4-6,5)
MCV (fL) 85,00 (61,0-99,2) | 84,10 4,073 | <0,001
(60,3-93,4)
PLT (103/uL) 252 (24-57) 273 -5,656 | <0,001
(115-465)
MPV (fL) 10,1 (4,8-13,3) 7,71 -13,990 | 0,000
(4,5-13,3)
Glukoz (mg/dL) | 94,0 (64-478) 93,0 -2,065 | 0,039
(65-134)
T-KOL (mg/dL) | 188,5(100-359) | 184,0 -1,544 | 0,123
(99-316)
LDLK (mg/dL) 113,80 (29-301) | 115,0 -0,002 | 0,999
(35-236)
HDL-K (mg/dL) | 44 (19-133) 47 -3,560 | <0,001
(23-94)
TG (mg/dL) 129,5 (39-1206) | 101,0 -6,450 | <0,001
(34-399)
WBC: Beyaz kan hucresi, HGB: Hemoglobin, HCT: Hematokrit, RBC: Kirmizi kan
hticresi, MCV: Ortalama eritrosit hacmi, PLT: Platelet, MPV: Ortalama trombosit
hacmi T-KOL: Total kolesterol LDL-K: Dustik yogunluklu lipoprotein kolesterol
HDLK: Yiksek yogunluklu lipoprotein kolesterol TG: Trigliserit, fL: Fentolitrenin,
min: Minimum, maks: Maksimum
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Sekil 1. Sigara icen ve icmeyen erkeklerin ortalama trombosit
hacmi dizeylerinin karsilastiriimasi
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Sekil 2. Sigara icen ve icmeyen kadinlarin ortalama trombosit
hacmi dlzeylerinin karsilastiriimasi
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MPV: Ortalama trombosit hacmi, fL: Fentolitrenin

(p=0,014), trombosit sayilari arasinda bir iliski yoktu
(p>0,05).

BKi =30kg/m?2 olan obez hastalarda MPV ortanca degeri
9,8 (4,7-13,3) fL iken BKi <30 kg/m2 olan obez olmayan
hastalarda MPV ortanca degeri 8,0 (4,5-12,7) fL idi. Obez
olan ve olmayan bu iki gruptaki MPV ortanca degerlerindeki
farkliliklar istatistiksel olarak anlamli idi (p<0,001) (Tablo 3).
MPV ve BKi arasinda pozitif yénde orta diizeyde anlamli bir
korelasyon bulundu (r=0,277 p<0,001).

Kardiyovaskdiler risk faktorleri arasinda olan HT, AKS
ve TG duzeyleri ile sigara igen ve icmeyen hastalarin MPV
dizeyleri arasinda istatistiksel olarak anlaml bir fark
bulunmadi (p>0,05). Sigara icen ve HDL-K <40 mg/dL olan
erkeklerin MPV duzeyi, HDL-K =40 mg/dL olan erkeklerin
MPV dlzeyinden anlamli olarak daha yuksek idi (p=0,027)
(Tablo 4).

Tartisma

Sigara igme KAH gelisimi icin degistirilebilir dnemli
bir risk faktorl olarak kabul edilmektedir. MPV, platelet
fonksiyonlarinin  ve aktivasyonunun gdstergesi olarak
degerlendiriimektedir. Bu calismamizda sigara ve diger
kardiyovaskdler risk faktorlerinin trombosit aktivasyonu
icin basit ve kullanisli bir gdstergesi olan MPV ile trombosit
sayisi Uzerine olan etkisini arastirdik.

Periyodik saglik muayenesi icin poliklinigimize basvuran
kisilerde yaptigimiz calismamizda sigara icme duzeyi
erkeklerde kadinlara gére daha fazla bulundu. Erkekler
kadinlara gére 10,0 kat daha fazla sigara igmekte idi.
Katilimcilarin - hematolojik parametreleri incelendiginde
hem kadin, hem de erkek sigara icenlerde MPV degerleri,
icmeyenlere gore anlamli olarak daha yiksek bulundu.

Kario ve ark.'min (10) kardiyovaskdiler risk faktorleri
degerlendirilen, 142 eriskin sigara icen ve icmeyen hastada
yaptiklari calismada, aterosklerozu olan ve sigara icenlerde

Tablo 3. Obezite durumuna goére hematolojik parametreler

Sigara icenler Sigara icmeyenler

BKi <30 BKi >30 p BKi <30 BKi >30 p

(n=381) (n=99) (n=215) (n=185)
WBC (103/uL) | 8,0 (4-19) 8,8 (4,94-16) 0,020 6,6 (2,9-11,7) 7,6 (4-12) 0,001
HGB (g/dL) 15,5 (9,3-18,9) 15,3 (9-18,5) 0,539 13,5 (8,1-16,8) 13,7 (8,2-17,5) 0,432
HCT (%) 44,7 (31,5) 45,1 (29,7-60,2) 0,501 40,4 (30,9-49) 41 (30-53,8) 0,067
RBC (106/ul) | 5,3 (3,9-9,9) 5,3(3,57,3) 0,643 4,8 (3,9-6,2) 4,9 (3,4-6,8) 0,001
MCV (fL) 85 (63,1-99,2) 84,7 (61-96,6) 0,387 84,4 (62,9-93,4) 83,7 (60,392,3) 0,010
PLT (103/ulL) 251 (24-579) 254 (121-478) 0,426 267 (153-421) 286 (115-465) 0,001
MPV (fL) 9,8 (5,1-12,3) 10,4 (4,8-13,7) <0,001 6,9 (4,5-13,8) 8,4 (4,7-13,3) 0,041

Beden kitle indeksi

WBC: Beyaz kan hiicresi, HGB: Hemoglobin, HCT: Hematokrit, RBC: Kirmizi kan hiicresi, MCV: Ortalama eritrosit hacmi, PLT: Platelet, MPV: Ortalama trombosit hacmi, BKi:
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MPV degerini cok yiksek bulunmustur. Sigarayi biraktiktan
1-3 ay sonra hastalarin MPV dlzeylerinin belirgin olarak
azaldigini tespit etmislerdir. Cho ve ark.'nin (11) 398
hastada sigara icmenin MPV (zerine etkisini arastirdiklari
calismalarinda, sigara icenlerin  MPV  degerlerinin
icmeyenlere gore daha yiksek oldugunu bulmuslardir.

MPV'nin KAH Uzerine etkilerinin arastirldidi 40 farkli
calismanin incelendigi bir meta analizde MPV degeri
ylksek olan hastalarin KAH olma riski, MPV degeri duslk
olanlara gore 2,28 kat daha fazla oldugu gosterilmistir.
DM, hipertansiyon, sigara, enflamasyon, obezite ve
dislipidemi hastalarinda MPV'nin anlamli derecede yuksek
oldugu gdsterilmis ve bu durum KAH'ye neden olan bir¢cok
kardiyovaskdler risk faktorintin MPV ile iliskili oldugunu
kanitlamaktadir (12).

Kutlu ve ark.’nin (13) kardiyoloji yogun bakim tnitesinde
yatan hastalarda yaptiklari calismalarinda erkek hastalarin
%45,9'unun, kadin hastalarin ise %6,2'sinin halen sigara

icmekte oldugunu, erkek cinsiyette kadin cinsiyete kiyasla
34,2 kat daha fazla sigara icildigini bulmuslardir.

Calismamizda sigara icen lise ve Ustl egitimli ve calisan
hastalarda, ortaokul ve alti egitimli ve calismayan hastalara
goére MPV dizeyi daha yuksek bulundu. Lise ve Usti
egitimli olanlarin %67,7'sinin ve ¢alisanlarin %73,5'inin
sigara iciyor olmasi MPV dlzeyindeki bu anlamli ylksekligi
aciklayabilir.  Yaptigimiz literatir taramasinda MPV ve
trombosit sayisi ile sosyodemografik veriler arasindaki iligki
ile ilgili calismaya rastlanmamistir.

Sigaranin kadin ve erkeklerde trombosit aktivasyonu
Uzerine etkilerinin arastinldidi bir calismada sigara icen
kadinlarda, icmeyenlere gore platalet sayisinin daha dusuk,
MPV'nin daha ylksek oldugu gosterilmistir (7).

Metabolik sendrom kardiyovaskiler risk faktorleri
ve artmis mortalite oranlari ile yakindan iliskilidir. MPV,
trombosit aktivasyonunun bir gostergesi olup ayrica DM,
hipertansiyon, hiperkolesterolemi, obezite, metabolik
sendrom gibi kardiyovaskiler risk faktorleriyle de iliski

Tablo 4. Kardiyovaskiiler risk faktorlerinin ortalama trombosit hacmi tizerine etkileri

Sigara icenler Sigara icmeyenler
MPV MPV
Ortanca (min-maks) p Ortanca (min-maks) p
Hipertansiyon
<130/85 mmHg (normal) 10,2 (5,1-13,3) 7.7 (4,5-13,3)
0,912 0,462
=130/85 mmHg (anormal) 10,1 (4,8-13,3) 7,6 (4,6-12,0)
Aclik kan sekeri
<100 mg/dL (normal) 10,1 (4,8-13,3) 7,5 (4,5-13,3)
0,051 0,144
=100 mg/dL (anormal) 10,3 (5,4-13,3) 8,4 (4,6-12,0)
TG (mg/dL)
<150 mg/dL (normal) 10,1 (4,8-13,3) 7.8 (4,5-13,3)
0,627 0,072
=150 mg/dL (anormal) 10,1 (5,0-13,3) 7,3 (4,6-12,0)
HDL-K
<40 mg/dL (erkek) 10,2 (5,0-13,3) 6,7 (5,0-11,7)
0,956
240 mg/dL (erkek) 10,0 (5,1-13,3) 0,027 6,7 (4,69,7)
<50 mg/dL (kadin) 9,8 (4,8-12,5) 8,4 (4,5-11,9)
0,217 0,596
=50 mg/dL (kadin) 10,3 (5,1-12,5) 8,2 (4,7-13,3)
Bel cevresi
<102 cm (erkek) 10,1 (5,6-13,3) 6,7 (5,0-11,7)
0,293 0,328
>102 cm (erkek) 10,1 (5,0-13,3) 6,4 (4,6-11,3)
<88 cm (kadin) 10,1 (5,1-12,5) 7,5 (4,5-12,0)
0,957 0,001
>88 cm (kadin) 10,1 (4,8-12,5) 9,4 (4,7-13,3)

MPV: Ortalama trombosit hacmi, HDL-K: Yiksek yogunluklu lipoprotein kolesterol, TG: Trigliserit
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gostermektedir (14). Bizim calismamizda sigara icen ve
icmeyen bireylerin BKi ile MPV degerleri arasinda pozitif
yonde anlamli bir korelasyon vardi. Kutlucan ve ark.'nin
(15) 2012 yilinda 2298 obez bireyde metabolik sendrom
ile MPV arasindaki iliskiyi inceledikleri calismalarinda,
metabolik sendrom grubunda trombosit sayisi ve MPV
acgisindan kontrol grubuna gére anlamli bir fark gdzlenmedi.
BKi =30 kg/m2 olan ve olmayanlarda MPV degerleri
arasinda anlamli bir iliski bulunmadi. Obez hastalarda
yapilan bir diger calismada BKi ile MPV degeri arasinda
pozitif yonde anlamli bir korelasyon bulundu (16). Varol
ve ark.'nin (17) sigara birakmanin MPV (zerine etkisini
arastirmak icin yaptiklari calismada sigara icenlerde MPV,
yas, glnluk sigara icme sayisl, sigara icme suresi ile pozitif,
trombosit sayisi ile negatif korelasyon bulundu. Uygulanan
medikal ve davranissal tedavi yontemleri ile sigarayi birakan
hastalarin 3 ay sonra yapilan kontrol tetkiklerinde MPV'de
disme ve trombosit sayisinda anlamli artis saptandi.
Sigara icmeyen saglikli gonilliler akut olarak pasif sigara
dumanina maruz birakildiklarinda daha énce normal olan
MPV degerlerinin maruziyet siresi ve karbonmonoksit
dizeyi arttikca degistigi, trombosit aktivasyonunu ve
ateroskleroz riskini arttirabilecedi tespit edildi (18).

Sigara kullaniminin  lipit dizeyleri Uzerine olumsuz
etkileri olmaktadir. Sigara dumani igerisindeki serbest
radikaller, poliansatiire yag asitlerini hedef alirlar. Sigara
dumanli, linoleik asit donlstimu ve desatire etkileriyle lipit
metabolizmasini etkiler ve serbest kolesterolden de novo
lipit sentezini de degistirir (19). Calismamizda literatlre
uygun olarak sigara icenlerin AKS, T-KOL ve TG degerleri
icmeyenlerden daha ylksek, HDL-K degeri daha dusuk
bulundu. genc eriskin saglikli bireylerde sigara iciminin
HDL-K Uzerine olan etkisinin incelendigi 1012 olgulu bir
calismada, agir sigara icicisi olmayanlarda bile sigaranin
HDL-K duzeylerini azalttigi saptanmistir (20). Bu sonuglar
bizim calismamizla uyum gostermektedir. Calismamiza
katilan hastalardan sigara icenlerde AKS, T-KOL ve TG
degerleri sigara icmeyenlerden daha yiksek, HDL-K degeri
sigara icmeyenlerden daha dustk bulundu. Icli ve ark.'nin
(21) 2015 vyilinda familyal hiperkolesterolemi hastalar
Uzerinde yaptiklar calismalarinda MPV dlzeyi hastalarda
kontrol grubuna gdre daha yiksek iken, trombosit sayilari
arasinda anlamli bir fark bulmadilar. MPV dizeyi ile T-KOL
ve LDLK arasinda pozitif yénde anlamli bir korelasyon
saptandi. Arslan ve ark.'nin (22) toplam 102 saglikli genc
erkek olguda yaptiklar calismada sigara icimi ile HDL-K'nin
azaldigl, TG duzeylerinin arttigini saptarken, trombosit ve
MPV dizeylerinin degismedidini tespit etmislerdir.

Calisma Kisithihgi

Trombosit sayisi MPV diizeylerini etkileyen cok sayida
faktor oldugu var sayilldiginda bu konu ile ilgili daha fazla
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sayida hastayi iceren uzun sureli, genis kapsamli ve cok
merkezli calismalara ihtiya¢ duyulmaktadir.

Arastirmamiz 2013-2016 yillari arasinda poliklinige
basvuran hastalarin dosya taramasi seklinde oldugu icin
calismaya alinan hastalardan onam alinamamistir.

Sonuclar

Tutdn kullanimi toplumda yaygin olmasi ve olusturdugu
klinik problemler nedeniyle &6nemli bir halk saghg
sorunudur. Sigara fibrinojen ve homosistein seviyesini artirir,
trombosit agregasyonunu hizlandirir, hiperkoagulabiliteye
neden olarak ateroskleroz olusmasina zemin hazirlar ve
kardiyovaskdler hastaliklar icin dnlenebilir dnemli bir risk
faktoridar. Calismamizda sigara icen katilimalarin MPV
degerleri igmeyenlere gore daha yuksek iken, trombosit
sayisi icmeyenlerde daha fazla bulundu. Sigara icenlerin
AKS, T-KOL ve TG degerleri icmeyenlerden daha ylksek,
HDL-K deg@eri daha distk olarak tespit edildi.
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dali 6gretim elemanlarina ve calismaya destek veren tim
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Abstract

Amac: Enlrezis, cocukluk caginin yaygin gorilen bir problemidir.
Calismamizda amacimiz monosemptomatik eniirezis noktlrna (EN) ile
obezite arasindaki iliskiyi ortaya koymaktir.

Yontemler: Calismaya alinan 70 EN'li hasta ile 70 saglikh cocuk; yas,
cinsiyet, viicut agirlig, boy, viicut kitle indeksi (VKI), VKi standart
deviasyon skoru, obezite, anne yas ve egitim dlzeyi, baba yas ve egitim
duizeyi, ailedeki cocuk sayisi, anne baba arasinda akrabalik ve ekonomik
durum agisindan karsilastirildi. EN’li hastalar, normal kilolu olanlar
ve asir kilolu ve obez olanlar olmak Uzere iki gruba ayrildi. Benzer
kiyaslamalar bu iki alt grup arasinda da yapildi. EN'li hastalarimizda
idrar kagirma sikligi ile genel ve ailesel ézelliklerin iliskisi arastirildi.

Bulgular: EN'li hastalar ve kontrol grubu arasinda genel, ailesel 6zellikler
ve obezite agisindan istatistiksel olarak anlamli fark saptanmadi
(p>0,05). Normal kilolu ¢ocuklarin yasi, anne ve baba yasi, asiri kilolu
ve obez olanlara gore daha kiiclk, ekonomik durumu daha koétd, idrar
kacirma sikligr daha fazla idi. Ayrica idrar kagirma sikligi ile gelir diizeyi
arasinda istatistiksel olarak anlamli bir iliski saptandi (p=0,004).
Sonug: Bulgularimiz EN’li hastalarda normal popllasyona gore obezite
sikhiginin artmadigini gosterdi. Noktirnal enlrezisli hastalarda obezite
ile iliskiyi degerlendirmek icin daha genis Orneklemli calismalarin
yapilmasina ihtiyag vardir.

Anahtar Sozciikler: Gece idrar kagirma, obezite, cocukluk cad

Aim: Enuresis is a common problem in childhood. Our aim in our study
was to evaluate the relationship between monosypmtomatic nocturnal
enuresis and obesity.

Methods: Seventy healthy children and 70 nocturnal enuresis patients
were compared in terms of age, gender, body weight, height, body mass
index (BMI), BMI standard deviation score, obesity, maternal age and
education level, father's age and education level, number of children in
the family, consanguinity between parents, and the economic status of
the family. The patients with enuresis nocturna were divided into two
groups: group 1: normal weight children, and group 2: overweight and
obese children. Similar comparisons were made between these two
subgroups. Relationship between the urinary incontinence frequency
and general and family characteristics of patients with nocturnal enuresis
were investigated.

Results: There were no statistically significant differences between
nocturnal enuresis patients and controls in terms of general, familial
characteristics and obesity (p>0.05). Normal weight children were found
to have lower median age and parents’ median age, worse economic
situation and more frequent urinary incontinence compared to
overweight and obese children. In addition, a relationship was detected
between the frequency of enuresis and economic status (p=0.004).

Conclusion: Our results showed that the frequency of obesity was
not increased in patients with nocturnal enuresis compared to normal
population. Larger sample studies are needed to assess the relationship
of obesity with nocturnal enuresis.

Keywords: Nocturnal enuresis, obesity, childhood
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Giris

Enurezis noktlrna (EN), organik bir nedene bagl
olmaksizin 5 yasini doldurmus ve idrar kontrolint kazanmis
olan cocuklarda, olarak en az 3 ay ve haftada iki ginden
fazla geceleri ve/veya glindiiz uyurken altini islatma olarak
tanimlanir (1). Beraberinde baska hicbir alt Uriner sistem
bulgusu ve mesane islev bozuklugu olmayan cocuklarda
enlrezis, monosemptomatik EN olarak tanimlanir. Primer
monosemptomatik EN (PMEN) ise bu grubun %80'ini
olusturur ve bu c¢ocuklarda idrar kontroli dogumdan
itibaren hi¢ saglanamamistir.

Cocukluk déneminde oldukga sik karsilasilan bir sorun
olan endrezis giinimuzde 5-15 yas arasi cocuklarda alerjik
hastaliklardan sonra en fazla karsilasilan problemdir (2,3).
Sik gorilen bir diger cocukluk ¢agdi sorunu ise obezitedir.
Diinya Saglik Orglitii verilerine gére obezite sikhigi diinya
genelinde hizla artmaktadir ve bazi sadlik sorunlari obez
cocuklarda daha fazla gortlmektedir (4).

Bu calismadaki amacimiz PMEN tanili hastalarda
normal popllasyona gore obezite sikligina bakarak PMEN
ile obezite arasindaki iliskiyi ortaya koymaktir.

Yontemler

Calismaya Istanbul Haseki Egitim ve Arastirma Hastanesi
Gocuk Nefroloji Poliklinigi‘ne basvuran 5-15 yas arasindaki
70 PMEN tanili cocuk alindi. Calisma 7 ay slre ile yapildi.
Arastirmaya T.C. Saglik Bakanhgi Haseki Egitim ve Arastirma
Hastanesi ilac Disi Klinik Arastirmalar Etik Kurulu'nun
03.12.2014 tarihli 161 karar numarali onayini takiben
baslandi. Calisma grubu ile benzer yas ve cinsiyetteki 70
saglikl cocuk kontrol grubu olarak calismaya alindi. Aileler
calisma hakkinda bilgilendirildikten sonra rizalari alindi ve
onam formu imzalatildi. Ayrintili 6ykU alinarak cocuklarin
fizik muayeneleri yapildi. Tim olgularin demografik verileri
kaydedildi. Hastalarin anamnez alinma islemi, boy ve
kilo 6lctimleri poliklinik sartlarinda ilgili hekim ve ailesinin
gbzetimi altinda yapildi.

Tim hastalarin ve kontrol grubunun sistemik fizik
muayenesi yapildi, kan basinclari dlcildl, boy (cm) ve
kilo (kg) olcimleri yapildi. Viicut kitle indeksi (VKI) tarti
(kg)/[boy(m)]? formdliyle hesaplandi. Neyzi ve ark. (5)
tarafindan yayinlanan Tirk cocugu standartlarina gore
VKI standart sapma skorlari (SDS) hesaplandi. VKi >2 SDS
olanlar obez, VKi 1-2 SDS olanlar asiri kilolu kabul edildi.

Hastalar EN (monosemptomatik) ve kontrol grubu
olarak 2 gruba ayrildi. Yas, cinsiyet, viicut agirhgi, boy,
VKI, VKI-SDS, obezite, anne yas ve egitim diizeyi, baba
yas ve egitim dlzeyi, ailedeki cocuk sayisi, anne baba
arasinda akrabalik ve ekonomik durum agisindan iki grup
karsilastirildi. Endretik hastalarimiz normal kilolu (n=55) ile
asiri kilolu ve obez olanlar (n=15) olarak iki gruba ayrilarak
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benzer kiyaslamalar bu iki alt grup arasinda da yapildi.
EN’li hastalarimizda idrar kacirma sikligi ile genel ve ailesel
ozelliklerin iliskisi arastirildi.

Calismada elde edilen bulgular degerlendirilirken,
istatistiksel analizler icin  Windows igin SPSS 21.0
programi kullanildi.  Tanimlayici istatistik Olciimler igin
veriler, ortalama + SD ve ortanca (alt ve st sinir)
seklinde verildi. Oncelikle gruplardaki parametrelerin
dagiimi  Kolmogorov-Smirnov testi yapilarak dagilimin
normal olup olmadigi degerlendirildi. Normal dagilima
uymayan en az bir alt grup olan parametrelerin dagilimi
anormal olarak kabul edildi. Normal dagiim gd&steren
parametrelerin gruplar arasi karsilastirmalarinda T-testi,
normal dagilim gostermeyen parametrelerin gruplar arasi
karsilastirmalarinda  Mann-Whitney U testi kullanildi.
Niteliksel verilerin karsilastirlmasinda ise ki-kare testi
kullanildi. TUm istatistiksel analizlerde p<0,05 degerleri
istatistiksel olarak anlamli kabul edildi.

Bulgular

Calismaya 37'si (%52,9) kiz, 33'U (%47,1) erkek toplam
70 EN'li hasta ve yine 37'si (%52,9) kiz, 33'U (%47,1)
erkek toplam 70 saglikli cocuk dahil edildi. ENli hastalarin
ortalama yasi 8,8+2,3 yil (5-14 yil), kontrol grubunun
ortalama yasi 8,9+2,9 yil (5-15 yil) idi. EN'li hastalarda
ortalama vucut agirhdi 32,0+11,2 kg, kontrol grubunda ise
ortalama vicut agirhigr 35,6+17,4 kg idi. EN'li hastalarda
ortalama boy 133,4+13,2 cm, kontrol grubunda ise
ortalama boy 135,7+16,4 cm idi. EN'li hastalarda ortalama
VKI 17,5¢3,1, VKI-SDS 0,11+0,9, kontrol grubunda ise
ortalama VKi 18,3+4,7, VKI-SDS 0,22+1,3 idi. EN'li hastalar
ve kontrol grubu arasinda cinsiyet, yas, viicut agirligi, boy,
VKi ve VKI-SDS acisindan istatistiksel olarak anlamli fark
saptanmadi (p>0,05). EN’li hastalarimizin %2,9'u, kontrol
grubunun ise %11,4'0 obez, hem hasta hem de kontrol
grubunun %18,6'si asiri kilolu bulundu. Her iki grup
obezite acisindan degerlendirildiginde istatistiksel olarak
anlamli fark saptanmadi (p>0,05) (Tablo 1).

Her iki grup arasinda anne yas ve egitim duzeyi, baba
yas ve egitim duzeyi, akrabalik, ailede ¢ocuk sayisi ve
ekonomik durum agisindan istatistiksel olarak anlamli fark
saptanmadi (p>0,05) (Tablo 2).

Asiri kilolu ve obez olanlar ile normal kilolu olanlar
arasinda cinsiyet, anne-baba egitim duzeyi, akrabalik,
ailede cocuk sayisl, ailede EN oykisu acisindan istatistiksel
olarak anlamli fark saptanmadi (p>0,05).

Asiri kilolu ve obez olanlara kiyasla normal kilolu
hastalarin yas, anne yas ve baba yas ortanca degerlerinin
daha kuctk, ekonomik durumunun daha kotu, idrar
kacirma sikliginin daha fazla oldugu saptand.

EN grubunda 40 hastada (%57, 1) aile 6yklsu pozitifligi
bulundu. idrar kacirma sikligi 9 hastada (%12,9) haftada
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1-2 kez, 13 hastada (%18,6) haftada 3-5 kez, 47 hastada
(%67,1) haftada 6-7 kez ve 1 hastada (%1,4) ayda 1 kez
idi. Hastalarin %98,6'sinda yatak tamamen islak iken
sadece bir hastada (%1,4) camasiri islaktr.

idrar kacirma sikligi ile gelir diizeyi arasinda istatistiksel
olarak anlamli bir iliski saptandi (p=0,004). Gelir dizeyi
1000 TL ve alti olan hastalarimizin %91,3'U haftada 6-7
kez idrar kagiriyordu (Tablo 3).

Tartigma

Enurezis tanili hastalarimizin erkek kiz orani birbirine
cok yakin olarak tespit edildi. Literatirde calismalarin
cogunda enurezisin erkek cocuklarda kizlardan daha sik
oldugu belirtilse de (6-8) bizim calismamizi destekleyen
ve cinsiyetler arasindaki farkin anlamli diizeyde olmadigini
bildiren calismalar da mevcuttur (9-12). Genetik
calismalarda en yaygin gecis formunun otozomal dominant
oldugu ve EN ile 8, 12, 13, 22. kromozomlar arasindaki
iliski bilinmekle beraber cinsiyet kromozomu ile bir iliski
gosterilmemistir (13).

Enurezisin etiyolojisinde suclanan etkenlerin basinda

baska bir calismada ise %64 olarak tespit edilmistir
(17). Calismamizda eniretik c¢ocuklarimizin ailelerinde
enlrezis Oykusu varligl %57,1 olarak tespit edildi. Bu oran
literatdrlerle uyumlu bulunmustur.

Ozden ve ark. (18) yaptigi bir calismada anne ve
baba arasinda akrabalik olmasi ile enlrezis arasinda iliski
saptanmadigi bildirilmistir. Calismamizda da hasta ve
kontrol grubu arasinda akraba evliligi acisindan anlamli
fark izlenmedi. Anne-baba arasinda akrabalik olmasi ile
enlrezis arasinda net bir iliskinin bulunamamasinin, EN’nin
siklikla otozomal dominant kalitilmasiyla aciklanabilecegi
kanaatindeyiz (13).

Ulkemizde yapilan bircok calismada entiretik cocuklarin
ailelerinin egitim ve sosyoekonomik dlzeyinin enlrezis
agisindan 6nemli bir faktor oldugu bildirilmistir (16,6,19).
Inan ve ark. (12) daha 6nceki calismalardan farkli olarak
sosyoekonomik dlzey ile EN arasinda iliski olmadigini,
enlrezisin anne egitim dizeyi yUksek olan cocuklarda
daha az oldugunu ve baba egitim duzeyi ile iliskisinin
olmadigini tespit etmislerdir. Ebeveynlerin egitim dizeyi

pozitif aile hikayesi gelmektedir. Anne-babada ve/ Tablo 2. Hastalarin genel 6zellikleri ile obezite arasindaki iliski
veya yakin akrabalarda cocukluk doéneminde endirezis Normal Asiri kilolu

Svkisiini | iretik ol iskini t H iki kilolu ve obez p
oy usun‘un“ (6] rn?5| enurne | . olma riIsKini artrir. . gr IKI (n=55) (n=15)
ebeveynin 6ykisltnde enlrezis olmasi durumunda insidans i

; o Yas (yil): ortanca 8 1 0004
%77, tek bir ebeveynde olmasi durumunda insidans %44, (alt-tst sinir) (5-13) (6-14) g
her ikisinde de enirezis olmamasi durumunda ise %15"tir Cinslvei m (&

13-15). Ulkemizde O k. (16) tarafind | om0 26 (%47.3) | 11 (%73.3) | 4 073
( 3- ).. emizde Oge ve ark. ( € ) tarafindan yapilan Kadn 29 (%52.7) | 4(%26.7) !
epidemiyolojik bir calismada, aile dykusu orani %40,7,

Anne yasl (yil): ortanca 33 38 0004
Tablo 1. Eniirezis noktiirnali hastalar ve kontrol grubunun (alt-Ust sinir) (22-55) (31-55) '
genel 6zelliklerinin karsilastiriimasi Anne egitim diizeyi n (%) 1 %21 8 .
— K (%21,8) | 3 (%20)
Enlrezis Kontrol p O uryazar“ ; 39 (%70.9) 12 (%80) 0537
noktiirna (n=70) Ilk ve ortadgretim 4(%7 3)’ 0 (%0) !
(n=70) Universite !

Yas (yil): ortanca 9 8 0,842 Baba yasi (yil): ortanca 36 41 0017

(alt-Ust sinir) (5-14) (5-15) (alt-Gst sinir) (25-55) (34-52) !

Cinsiyet n (%) Baba editim dlzeyi n (%)

Kadin 2 EZ;?; 2 EZ;?; 1,000 Okuryazar 4(%7.3) 0 (%0) 0557

Erkek ! ! Ilk ve ortadgretim 48 (%87,3) 14 (%93,3) !

1 T 0 0,

Vicut agirhgr (kg) ortanca 29,5 29 0,802 Universite 3 (%5,5) 1(%6,7)

(alt-Ust sinir) (15-66) (17-88) Ailede cocuk sayisi n (%)

Boy () IS T 0578 || 1 s T8 (307) | B(snz | 024

t [t-Gst 100-165 112-180 : ’ !

ortanca (alt-Ust sini) ( ) |« ) 3 ve (izeri 33(%60,0) | 7 (%46,7)

VKI (kg/m?) 16,4 16,5 0,791 -

ortanca (alt-Gst sinir) (13,9-25,3) | (11,6-29,7) Akrabalik n (%) 15 (%27,3) | 4(%26,7)

- var 40 (%72,7) | 11(%733) | 9963
VKI-SDS 0,1 0,14 0,554 Yok (%72,7) (%73,3)
ortanca (alt-Ust sinir) (-1,65-2,75) | (-2,96-3,02) -
- - Ekonomik durum n (%)
Obezite (VKI SDS) 1000 TL alti 19 (%34,5) | 4 (%26,7) 0.028
n (%) 55(78.6) | 49 (70 1000-2500 TL arasi 32 (%58,2) | 6(%40,0) '
<1 SDS e 7 0,139 lzeri
13 (18 6) 13 (18 6) ' 2500 TL Uzeri 4 (%}7,3) 5 (%33,3)
1-2 SDS LS ek
>2 5DS 2(%2,9) | 8(%11.4) Aile 6ykiisti n (%)
‘ Var 34 (%61,8) | 6(%40,0) | 0,130
VKI: Viieut kitle indeksi, SDS: Standart sapma skoru Yok 21 (%38,2) 9 (%60,0)
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Tablo 3. Eniirezisli hastalarimizin idrar kacirma sikhigi ile gelir diizeyi arasindaki iliski

Gelir diizeyi Haftada 1-2 kez | Haftada 3-5 kez | Haftada 6-7 kez | Ayda1-2kez | p
1000 TL ve alti n (%) 0 (%0) 2 (%8,7) 21 (%91,3) 0 (%0)

1000-2500 TL n (%) 5(%13,2) 11 (%28,9) 21 (%55,3) 1(%2,6) 0,004
2500 TL ve Uzeri n (%) 4 (%44,4) 0 (%0) 5 (%55,6) 0 (%0)

ve sosyoekonomik durum ile enlrezis arasinda bir iliski
saptamadigimiz calismamizda hastalarimizin %80'inden
fazlasinin ailesi dlistk gelir dizeyine sahipken ebeveynlerin
%10'undan azi Universite mezunuydu. Anne-baba egitim
dizeyi ve sosyoekonomik dlizey ile endrezis arasinda bir
iliski saptamamis olmamiza hem calisma hem de kontrol
grubu arasindaki sosyodemografik benzerligin neden
oldugunu distinmekteyiz.

Weintraub ve ark. (20) tarafindan 2013 yilinda
yapilan bir calismada; obezlerin, normal kilolu ¢ocuklara
oranla daha fazla entrezis yakinmasi oldugu bildirilmistir.
Monosemptomatik EN ve iseme disfonksiyonu bulunan
250 hastanin tedaviye yanitlarinin degerlendirildigi bir
baska calismada, hastalarin yarisinin asirt kilolu ve obez
oldugunu ve fazla kilo ile tedaviye yanit arasinda ters bir
oranti oldugu belirtilmistir (21). Bunlarin aksine Aksoy
ve ark. (17) 2014 yilinda PMEN tanili hastalar Gzerinde
yaptiklari bir calismada hasta ve kontrol grubu arasinda
obezite agisindan anlamli bir fark gdzlemlememislerdir.
Yine PMEN tanili hastalarin degerlendirildigi baska bir
calismada cocuklarin antropometrik 6l¢imlerinin kontrol
grubundan farkli olmadigi belirtilmistir  (22). Bizim
verilerimize goére de PMEN tanili hastalarin %18,6si
asin kilolu, %2,8'i ise obezdi ve kontrol grubundan farkli
degildi. Obezite ve EN arasinda iliski bulan calismalarda bu
sonucu iseme disfonksiyonu olan hastalarin da calismaya
dahil edilmesine ve cok genis érneklemli hasta gruplari ile
calisiimasina baglanabilir.

Aydinoglu (23) yaptiklari ¢alismada entretik olgularin
%72,8'ininhaftada 6-7 gecealtlariniislattigini bildirmislerdir.
Baska bir calismada ise endretik cocuklarin %31'inin her
gece idrar kacirdigi gosterilmistir (9). Calismamizda PMEN
tanili bUtln hastalarimizin %67,1'i, ailelerinin aylik gelir
dizeyi 1000 TL ve alti olanlarin ise %91,3'U haftada 6-7
kez idrar kagiriyordu. Bu oran literatirlerle uyumluyken,
sosyoekonomik seviyesi disik olan aileler ve cocuklarinin
enurezis durumundan daha fazla etkilendigi sonucu ortaya
cikmistir.

Enuretik hastalarimizin normal kilolu olanlarinin idrar
kacirdiklari giin sayisi obez ve asiri kilolu olanlara gére daha
fazlaydi. Normal kilolu hastalarimizin yas ortalamasinin
daha kiglk oldugu ve EN siddetinin yasla beraber azaldigi
bilgisi bu sonucu yorumlamamizi kolaylastirmaktadir. PMEN
tanill hastalarimizin - %98,6'sinin yatak ve pijamalarini
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tamamen islatacak derecede idrar kagirdiklari gézlendi.
Buna bagll olarak artmis iseme siddetinin ve sikhiginin
aile bireylerinin var olan psikolojik sorunlarini daha da
derinlestirilebilecedi sdylenebilir. Psikolojik sikintilarin ise
endrezisi tekrar tetikleyebilecedi dusundlirse bu kisir
doéngu kaginilmaz olacaktir.

Hastalarimizi normal kilolu ¢ocuklar ile asir kilolu ve
obez olanlar olarak iki gruba ayirarak inceledigimizde
normal kilolu ¢cocuklarin ve annelerinin yasinin daha kuctk
oldugunu saptadik. Cocugun yasinin ve buna paralel olarak
anne yasinin artmasiyla birlikte yeme aliskanhigini kontrol
etmenin daha zor olmasi bu durumu agiklayabilir. Asiri kilolu
ve obez grupta daha buyUlk yasta endrezisin hala devam
etmesi ise her ne kadar obezitenin endrezis olusumu
Uzerindeki etkisi tam olarak bilinmese de enurezisin
devamliligi Gzerine etkisinin olabileceginidtstindirmektedir.
Yine bu gruptaki hastalarimizin ailelerinin  ekonomik
durumunun normal kilolu olanlarin ailelerine kiyasla daha
iyi oldugu saptandi. Bu durum sosyoekonomik dizeyi
yuksek ailelerin ¢ocuklarinin asiri kalori iceren fast food,
cikolata, tath gibi daha pahali yiyeceklere daha kolay ve
daha c¢ok miktarda erisebilmelerinden dolayi olabilecegi
seklinde yorumlanabilir.

Sonug

Yetiskinlerde obezite ve iseme sorunlari arasindaki
iliski pek cok calisma ile ortaya konulmasina ragmen,
cocuklarda ayni yas grubunda sik goértlen bu iki sorun
arasindaki iliskiyi ortaya koyan calismalarda net bir neden
sonug iliskisi gosterilememistir.  Calismamizda obezite
sikliginin PMEN tanili hastalarda normal populasyona gore
artmadigi gosterildi. PMEN ve obezite arasindaki iliskiyi
degerlendirmek icin daha genis drneklemli calismalarin
yapllmasina ihtiyac oldugu gérilmektedir.
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Amag: Bu calismanin amac klinigimizde cesitli endikasyonlarla
laparoskopik histerektomi  (LH) operasyonu yapilan 74 olgunun
retrospektif incelenmesidir.

Yontemler: Bu calismada Haseki Egitim ve Arastirma Hastanesi,
Kadin Hastaliklari ve Dogum Klinigi'nde Kasim 2010-Kasim 2016
tarihleri arasinda LH yapilan 74 olgu operasyon endikasyonlari, yapilan
LH tipi, intraoperatif ve postoperatif komplikasyonlar, operasyon
suresi, hastalarin hastanede kalis stresi, preoperatif ve postoperatif
hematokrit degerleri agisindan retrospektif olarak degerlendirildi.

Bulgular: Calismaya dahil edilen 74 hastanin yas ortalamasi 47,243
idi. Hastalarin ortalama operasyon slresi ortalama 138,4+44
dakika idi. Hastanede yatis slresi ortalama 3,1+1,7 gin idi. LH en
fazla anormal uterin kanama endikasyonu ile 21 (%25,9) hastaya
uygulandi. Preoperatif ve postoperatif hemotokrit dederleri arasindaki
fark ortalama %4,3 idi. Major komplikasyon oranimiz %5,3, minor
komplikasyon oranimiz %5,4 idi.

Sonug: LH benign jinekolojik durumlarin tedavisinde etkin ve guvenli
bir yontemdir. LH konusunda deneyim kazandikca etkin, glivenli ve
dustk komplikasyon oranlarina sahiptir.

Anahtar Soézclikler: Laparoskopik histerektomi, komplikasyonlar,
hemotokrit kaybi

Abstract

Aim: This study was to retrospectively evaluate the results of 74
patients who underwent laparoscopic hysterectomy (LH).

Methods: The subjects included 74 patients operated in the
Department of Obstetrics and Gynecology at Haseki Training and
Research Hospital. Total LH were performed for various indications
between November 2010 and November 2016. Indications for total LH,
method of operation, intraoperative and postoperative complications,
duration of the operation, length of hospital stay, and blood loss in
patients who underwent total LH were retrospectively evaluated.

Results: Seventy four patients were included in our study. The mean
age was 47.2+3 years. The mean operation time was 138.4+44
minutes and the mean length of hospital stay was 3.1+1.7 days. The
most common indication for LH procedure was abnormal uterine
bleeding (25.9%). The average difference between preoperative and
postoperative hematocrit values was 4.3%. Major complication rate
was 5.3% and minor complication rate was 5.4%.

Conclusion: LH is a safe and effective procedure with a low rate of
complications in experienced hands in the management of benign
gynecological conditions.

Keywords: Laparoscopic hysterectomy, complication, hematocrit loss

Giris

Histerektomi, tim dinyada jinekologlarin sezaryen
ameliyatindan sonra en sk vyaptiklari major cerrahi
girisimdir (1). Histerektomi giinimuzde abdominal, vajinal
ve laparoskopik cerrahiile yapilabilmektedir. Bulgulara gore,
vajinal histerektomi sonuglari ve komplikasyonlari agisindan

laparoskopik ve abdominal histerektomiye gore daha iyi
sonuglanmaktadir. Vajinal histerektominin uygulanabilir
olmadigi durumlarda cerrah, diger histerektomi yéntemleri
arasindan bir tercih yapmak durumundadir (2).

Bu makalenin konusu olan laparoskopik histerektomi
(LH) hakkinda ilk bildirim Reich ve ark. (3) tarafindan
1989 yilinda yayinlanmistir. Ayrica glinimuze kadar cesitli
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bicimlerde yapilan LH, Garry ve ark. (4) tarafindan 1993'te
siniflandirilmistir. LH'nin diger histerektomi bicimlerine
karsl cesitli avantajlari ve dezavantajlari bulunmaktadir.
Hastanede kalis slresi, postoperatif agri, kan kaybi, gtinlik
aktivitelere dénme suresi, yara yeri enfeksiyonu agisindan
abdominal histerektomiye Ustinltkleri olmasina ragmen
uzun operasyon suresine bagli riskler ve Uriner sistem
hasarlari basta olmak Uzere yiksek komplikasyon riskleri
bulunmaktadir. Bununla birlikte 6grenme egrisinin diger
histerektomi tirlerine gore uzun olmasi karsimiza baska
bir dezavantaj olarak ¢cikmaktadir (5).

Bu calisma ile klinigimizde vyapilan laparaskopik
histerektomi olgularinin literatir esliginde retrospektif
incelenmesi planlanmistir.

Yontemler

Bu calismada Kasim 2010-Kasim 2016 tarihleri
arasinda klinigimizde yapilan 74 laporoskopik histerektomi
operasyonu retrospektif olarak incelenmistir. Opere olan
hastalar yas, histerektomi endikasyonlari, yapilan LH
tipleri, operasyon slreleri, intraoperatif ve postoperatif
major-mindr komplikasyonlar, preoperatif ve postoperatif
hematokrit degerleri ve hastanede yatis streleri agisindan
degerlendirildi. Komplikasyonlar daha once literaturde
bildirildigi  gibi majér komplikasyonlar  (transflizyon
gerektiren major hemoraji, cerrahi drenaj gerektiren
hematom, barsak, Ureter, mesane hasari, pulmoner emboli,
yara dehisensi); minor komplikasyonlar (transflizyon
gerektirmeyen hemoraji, spontan regrese olan hematom,
derin ven trombozu, servikal cuff sorunlar) olarak
siniflandinildi (5).

Laparoskopi prosedirinde hastalar preoperatif bir giin
once interne edildi. Butln hastalara bir gtin dnceden sivi
diyet verildi ve preoperatif lavman yapildi. Bitlin hastalara
operasyondan yarim saat once proflaktik 2 gr IV Sefazolin
sodyum inflizyonu yapildi. Operasyon masasina disik
dorsolitotomi  pozisyonunda alinan hastalarin  hepsine
genel anestezi uygulandi, ardindan hastalara povidon iyot
ile deri temizligi uygulandi. Ardindan uterin kaviteye uterin
manuplator uygulanarak steril ortinme tamamlandi. Uterin
maniplatér olarak total LH yapilanlarda RUMI Il uterin
manuplatér (Cooper Surgical Company), diger assiste
laparoskopik ve LH'lerde ZUMi uterin maniiplatér (Cooper
Surgical Company) kullanildi. Batina giris icin umbilikusun
altindan yaklasik 1,5 cm’lik vertikal insizyon uygulandi.
Umbilikusun her iki yanindan tutturulan camasir klempleri
ile batin havalandirildi. Veres ignesi ile batina girildi. Batin
gaz insuflasyonu ile pndmoperitoneum olusturulana kadar
sisirildi. Ayni insizyondan no: 10 trokar ile batina girildi ve
sifir derece teleskop batina sevk edildi. Hasta trendelenburg
pozisyonuna alindi. Butlin batin eksplorasyonu yapildiktan
sonra cerrahin secimine gore ipsilateral iki adet ve
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kontrlateral bir adet no: 5 trokar ile batina girildi. Batina
bilateral olarak trokar girisleri icin crista iliaca anterior
superiorun yaklasik iki santimlik medialindeki damarsiz
saha secildi. ipsilateral trokar giris cerrahin belirledigi
tarafta daha once girilen trokar ile ayni hatta yaklasik bes
santim sUperiorundan gerceklestirildi. Operasyonlarda
enerji modalitesi olarak monopolar elektro koagulasyon,
bipolar elektro koagulasyon (LigaSure, Covidien Company,
USA veya ENSEAL, Ethicon Company, USA) ve ultrasonik
koagiilasyon (HARMONIC, Ethicon Company, USA)
kullanildr. Bilateral round ligamentler koagule edilip kesildi.
Broad ligament on ve arka yapragi disseke edilerek kesildi.
Mesane kiint ve keskin diseksiyonla serviksten ayristirilarak
indirildi. infundibulo pelvik veya utero-ovaryen ligament
koaglle edilerek kesildi. Laparoskopik asiste vajinal
histerektomi de histerektominin bu asamadan sonrasi
vajinal olarak tamamlandi. LH'de ek olarak bilateral uterin
arterler ligate edildi, kesildi ve operasyonun devamina
vajinal olarak devam edildi. Total LH'de (TLH) ise servikal
parametrium ligate ve diseke edilerek vajen insizyon hatt
ortaya cikarildi. Monopolar hook uclu koter yardimiyla
vajen sacrouterin ligamentin Ust hizasindan cepecevre
koterize edilerek kesildi. Uterus vajenden batin disina
alindi. Vajen kapatilmasinda no: 2/0 vicryl veya V-lock
sUtlr (Covidien Company, USA) kullanildi.

Bulgular

Hastalarin yas ortalamasi 47,243 idi. Hastalarin 36’s
(%48,6) menapoz, 38'i (%51,3) premenapoz idi. Hastalarin
ortalama operasyon siresi ortalama 138,4+44 dakika idi.

Hastanede yatis siresi ortalama 3,1+1,7 gin idi.
Preoperatif hemotokrit (HCT) ortalamasi %36,5+3,8,
postoperatif HCT dederi ortalamasi %32,2+4,4 ve HCT
kayip ortalamasi %4,3 idi. Operasyonlarla ile ilgili veriler
Tablo 1'de 6zetlenmistir.

Histerektomi endikasyonlari 21 hastada (%28,3)
anormal uterin kanama, 14 hastada (%18,9) desensus
uteri nedeniyle opere edildi (Tablo 2). LH tipleri olarak 53
hastaya (%71,6) TLH, 10 hastaya (%13,5) LH, 11 hastaya
(%14,8) laparoskopik assiste vajinal histerektomi (LAVAH)
yapilmistir (Tablo 3). TLH olarak planlanan hastalardan alti
tanesinde kolpotomi yapilirken kontrol altina alinamayan
gaz kacagi sebebiyle kolpotomiye vajinal olarak devam
edildi ve bu hastalar LH olarak gruplandirildi.

Tablo 1. Operasyon ile ilgili veriler

Minimum Maksimum | Ortalama
Yas 37 68 47,2
Operasyon suresi (Dk) 60 230 138,4
Yatis stresi (Guin) 1 15 3,1
Preoperatif hematokrit (%) | 28 47 36,5
Postoperatif (%) 21 41 32,2
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Komplikasyon olarak sunlar gorildi: hastalarin sekizine
(%10,8) postoperatif kan transflizyonu yapildi. Transflizyon
yapllan hastalarin altisi (%8,1) preoperatif hematokrit
degerleri dustk olan ve postoperatif kan transflizyon
ihtiyaci dogan hastalardi. Hastalarin ikisinde (%2,7) ise
operasyon sirasinda kan transflizyonu gerektirecek kanama
gelisti ve laparatomiye donlldu. Toplam U¢ (%4) olguda
laparaskopiden laparatomiye gecilmistir. Hastalardan
Uclinde (%3,7) postoperatif pelvik hematom gelisti. Bu
hastalardan birinde (%1,3) hematom cerrahi olarak drene
edildi, diger iki hastada hematom spontan regrese oldu.
Hastalarin birinde (%1,3) postoperatif vajenden idrar
kacagi olmasi Uzerine yapilan tetkikler sonucunda Uretero
vajinal fistiil tespit edildi. Uroloji klinigi tarafindan hastaya
once unilateral nefrostomi ve double J kateter takilarak
takibe alinmistir. (Tablo 4)

Tablo 2. Histerektomi endikasyonlari

Siklik Oran (%)
Anormal uterin kanama 21 28,3
Servikal intraepitelyal neoplazi 8 10,8
Desensus uteri 14 18,9
Endometrial hiperplazi 10 13,5
Miyoma uteri 12 16,2
Opere meme Ca 9 12,1
Toplam 74 100
Tablo 3. Laparoskopik histerektomi tipleri

Siklik Oran (%)
LAVAH 7 9,4
LAVAH + BSO 4 54
LH 3 4
LH + BS 1 1.3
LH + BSO 6 8,1
TLH 2 2,7
TLH + BS 11 14,8
TLH + BSO 40 54
Toplam 74 100

LAVAH: Laparoskopik assiste vajinal histerektomi, BSO: Bilateral salpingo

ooferektomi, LH: Laparoskopik histerektomi, TLH: Total laparoskopik
histerektomi, BS: Bilateral salpenjektomi
Tablo 4. Major-min6r komplikasyonlar

Sikhk Oran (%)
Transflizyon gerektiren major hemoraji (major) | 2 2,7
Ureter hasari (major) 1 1.3
Cerrahi drenaj gerektiren hematom (major) 1 1.3
Yara yeri infeksiyonu (mindr) 2 2,7
Spontan regrese olan hematom (minér) 2 2,7
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Tartigma

Bu calismada LH yapilan hastalarin degerlendirilmesi
yaplimistir. Histerektomi sezaryen sonrasi en sik yapilan
operasyon olup c¢esitli yontemlerle yapilmaktadir (1).
Cohen ve ark.’nin (6) Birlesik Devletler'de 2009 yilinda
yapllan 479,816 benign nedenlerle yapilan histerektomi
de yaptiklari arastirmaya gore olgularin %56'si abdominal,
%20'si laparoskopik, %19'u vajinal ve %5'i robotik olarak
gerceklestirilmistir. Histerektomi gecmisten gunidmize
laparoskopik olarak farkli bigimlerde yapila gelmistir. Bu
farkhliklarin ana sebebi cerrahi ekipmanlardaki teknolojik
gelisimdir. Siniflama uterusun ligamentlerinin ve damarsal
yaplilarinin kesilme asamasinin ne kadarinin laparoskopik
yaklasimla yapildigi Gzerine kurulmustur (7,8).

Biz de olgularimizi inceledigimizde LH'nin gecirdigi
evrimsel sUre¢ ile benzer bir cerrahi pratige sahip
oldugumuzu fark ettik. Klinigimizde LAVAH ile baslanan LH
operasyonlari cerrahi ekipmanlarin gelismesi ve buna bagl
olusan cerrahi tecrlbe ile evrilmistir.

O’Hanlan ve ark. (9) 830 olguluk serisinde operasyon
slresi 13255 dakikadir. Bizim calismamizda ortalama
operasyon suresi 138,4+44 dakika olup daha uzun
gorinmektedir. Bu durumun baslica sebebi operasyonlarin
farkli 6grenme evresindeki hekimler tarafindan yapilmig
olmasidir. Cerrahin laparoskopi tecriibesi, cerrahi ekipman
ve yardimc ekibin tecribesi gibi durumlar ortalama
operasyon sureleri arasinda farklarin nedenlerindendir.

Wattiez ve ark. (10) 1647 olguluk serisinin birinci ve
ikinci gruplarinda majoér komplikasyon oranlarini sirasiyla
%5,6 ve %1,3 olarak vermistir. Garry ve ark. (11) TLH ve
abdominal histerektomiyi karsilastirdiklari 1346 olguluk
seride TLH major komplikasyon orani %11,1 bulunmustur.
Yine ayni seride ortalama hastanede kalis slresi olarak
3 gun verilmistir. Bizim c¢alismamizda toplam major
komplikasyon oranimiz %5,3, ortalama hastanede kalis
sresi ise 3,1+1,7 gindir. Major komplikasyon oranimiz
Wattiez ve ark. (10) olgu serisinde karsilastirdiklari ve
6grenme egrisinin birinci asamasinda olan ilk grup ile
paralellik gostermektedir.

LH'de en korkulan komplikasyonlarda biride uriner
trakt hasarlaridir. Literatlre gdre TLH sonrasi Ureter hasari
insidansi yaklasik %0,5-1 arasinda olarak bildirilmektedir
(10,12). Bizim LH olgularimizin birinde postoperatif Ureter
hasari tespit edilmis olup hastaya troloji klinigince unilateral
nefrostomi ve double j kateter takilarak takibe alinmistir.
Hicbir hastada batin ici organ yaralanmasi olmamistir.

Sokol ve ark. (13) 2530 olguluk laparoskopik operasyon
serilerinde laparotomiye donis risk faktorleri olarak 30 kg/
m2'den ylksek vicut kitle indeksi, dnceki cerrahi ve buna
bagll batin ici adezyonlar, teknik zorluklar ve klinisyenin
tecrlibe eksikligini belirtmislerdir. Bizim olgularimizda
toplam Ug olguda (%5,4) laparotomiye dondlmuis olup
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bunlardan birisi operasyon sahasinin optik ile vizlalize
edilememesine ve diger iki olgu ise kontrol edilemeyen
hemoraji nedeniyle olmustur.

LH olgularimizdaki komplikasyon oraninin literattr ile
karsilastirildiginda distk olmasinin ana nedeni yapilan iki
hasta disinda sectigimiz olgularin uterus buytklukleri 10
hafta gebelik cesametinden iri degildi. Ayrica vicut kitle
indeksi 30 Uzerinde olan, sezaryen ve kistektomi disinda
operasyonu olan hastalara LH operasyonu yapmadik.

Calismanin Kisithihg

Galismamizdaki ana kisithligi operasyonlarin bir kisi
yerine bircok kisi tarafindan yapiliyor olmasiydi. ikinci
kisithhigimiz  operasyon icin secilen olgulardaki uterus
biyikliginin belli bir boyutun altinda olmasi idi. Uclinci
kisithlik olarak batin ici yogun yapisiklik olabilecegini 6n
gordugimuz olgulari operasyona dahil etmedik.

Sonug¢

Bu calisma ile klinigimizde yapilan laparaskopik
histerektomi olgularinin literatir esliginde retrospektif
incelenmesi  planlanmistir.  Laparakopik  histerektomi
deneyimli ellerde basarili sekilde uygulanabilen morbidite
ve mortalitesi laparotomiye kiyasla daha az ve kozmetik
olarak sonuglari daha iyi minimal invaziv bir yontemdir.
Laparoskopi teknigi konusunda glinimuzde ortaya ¢ikan
bilgi birikimi ve zaman icinde kazanilan tecribe ile daha
kompleks olgular basarili bir sekilde tedavi edilebilirler. Yeni
bir teknik olmasi ve 6grenme egrisinin uzunlugu sebebiyle
zorluklari olsa da zaman igerinde bu teknigin Glkemizde
daha da yayginlasmasini imit ediyoruz.
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Etik kurul onayi: Retrospektif calismadir.
Hasta Onayi: Retrospektif calismadir.
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Acute Abdomen Due to Uncontrolled Use of Warfarin:
Spontaneous Intra-abdominal

Kontrolstiz Warfarin Kullanimina Badgli Akut Karin Klinigi: Spontan Intra-

abdominal Kanama

Fatih Dal, Hasan Okmen, Turgay Erginel, Meltem Kiiciik Yilmaz, Onder Akkus, Serkan Sari

University of Health Sciences, istanbul Training and Research Hospital, Clinic of General Surgery, Istanbul, Turkey

Abstract

0z

Warfarin is an oral anticoagulant, which is commonly used in the
treatment and prophylaxis of thromboembolic conditions. Bleeding
is the primary adverse effect associated with warfarin. The majority
of warfarin-related bleedings are spontaneous minor hemorrhages
occurring in the subcutaneous or intramuscular tissues and can be
treated by decreasing the dose of oral anticoagulants. However,
although rare, it is possible to encounter spontaneous major bleedings
with increased risk of mortality. Conservative approach is the preferred
initial therapy for hemodynamically stable patients with major intra-
abdominal hemorrhages that we define as the intermediate group
patients. Nevertheless, surgery is required for hemodynamically
unstable patients with acute abdominal pain in cases of ongoing active
hemorrhage, generalized peritonitis, obstruction, acute abdomen,
intestinal ischemia, and perforation. In this article, we present a rare
case of acute abdomen and spontaneous intra-abdominal hemorrhage
resulting from uncontrolled use of warfarin and a new classification
requirement.

Keywords: Warfarin, acute abdomen, bleeding

Warfarin, yaygin olarak tromboembolik durumlarin tedavi ve
profilaksisinde kullanilan oral antikoagllan bir ajandi. En &nemli
yan etkisi kanamadir. Cogu deri alti veya kas dokusu icine olan,
spontan mindr kanamalar olup, antikoagilanin dozu azaltilarak
tedavi edilebilir. Klinikte nadiren mortalite riski yiksek, spontan majér
kanamalar gorllebilir. Tedavide, orta diizey grup olarak tanimladigimiz;
hemodinamik olarak olarak stabil, major intra-abdominal kanamalarda,
baslangic tedavisi oncelikli olarak konservatif yaklasimdir. Ancak
hemodinamik olarak stabil olmayan, baslangic koservatif tedaviye
ragmen, devam eden aktif hemoraiji, jeneralize peritonit, obstriksiyon,
akut karin olgularinda, intestinal iskemi dustinilen ve perforasyon
saptanan durumlarda cerrahi girisim gerekmektedir. Bu yazimizda,
kontrol edilemeyen warfarin kullanimiyla ortaya cikan nadir bir akut
karin ve spontan intra-abdominal kanamayi ve yeni bir siniflama
gerekliligini sunuyoruz.

Anahtar Sozciikler: Warfarin, akut karin, hemoraji

Introduction

Warfarin is an oral anticoagulant (OAC), which is widely
used in treatment and prophylaxis of thromboembolic
conditions and controlled through the international
normalized ratio (INR) (1,2). Warfarin works by blocking
the gamma-glutamyl carboxylase of vitamin K-dependent
coagulation factors prothrombin (factor I1), factors VII, IX,
X, proteins C, and S through the inhibition of the vitamin
K epoxide reductase enzyme (2,3). To adjust the effective
therapeutic dose of warfarin, the INR level should be
monitored and maintained at the level of two-three (1).

The most significant adverse effect associated with warfarin
is mostly spontaneous minor subcutaneous or intramuscular
bleedings; nevertheless, warfarin may rarely cause intra-
abdominal hemorrhages with higher mortality risk (3,4).
Whereas decreasing the dose of OACs is effective
in the treatment of minor bleedings, surgical and
conservative treatment methods are preferred in case
of major spontaneous intra-abdominal bleedings (2,3).
Surgery is applied for patients, who are suspicious for
intestinal ischemia or perforation; or for those, whose
active bleeding and acute abdomen manifestations
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continue during monitoring (5). In the literature, there
are the cases of hemodynamically stable patients with no
additional complication other than major spontaneous
intra-abdominal hemorrhage and acute abdominal pain
who could be treated with conservative approach without
a need for surgical intervention (3,6). In the literature,
minor and major bleedings are classified as hemorrhage,
but major hemorrhage has an intermediate patient group
that is controlled by medical treatment without surgical
treatment.

Here, we aimed to present a patient, who stayed
hemodynamically ~ stable  despite  suffering  from
spontaneous intra-abdominal hemorrhage and acute
abdominal pain and did not develop any additional
complication and, to discuss treatment methods that
can be applied for such patients who are classified as the
intermediate group.

Case

A 75-year-old female patient presented to the
emergency department due to ecchymosis present for one
week and accompanied by gradually advancing abdominal
pain for the last four days (Figure 1). According to her
medical records, the patient had hypertension (HT) and
was started on warfarin therapy (posology: coumadin®
5 mg/day) two months ago due to peripheral vascular
insufficiency. However, she did not have necessary control
examinations on regular basis. On admission, her arterial
blood pressure was 120/60 mm/Hg, pulse rate was 80/min,
respiratory rate was 18/min and body temperature was
36.3°C. Systemic examination revealed abdominal rebound
and tenderness at the umblical region and ecchymosis at
the medial of the left femur and left patella. The results
of the laboratory tests performed on admission were as
follows: white blood cell (WBC): 8.770/mm3, hemoglobin
(Hb): 9.1 g/dL (12.2-16.2), hematocrit (Hct): 28.2% (37.7-

Figure 1. Skin manifestations

47.9%), urea: 82 mg/dL (17-43), creatinine (Cr): 1.28
mg/dL (0.51-0.95), activated partial thromboplastin time
(aPTT): 149.1/sec (20.8-35), prothrombin time (PT) 112.5/
sec (10.4-14.6), and INR: >9 -too high to be measured-
(normal: 0.8-1.2). There was excessive intra-abdominal
fluid accumulation on abdominal ultrasonography (USG).
Abdominopelvic computed tomography (CT) indicated
significant heterogeneity in mesenteric fat planes, diffuse
wall thickening in ileal segments and excessive free fluid
in all peritoneal recesses (Figure 2). Following her written
consent, the patient was hospitalized with the preliminary
diagnosis of intra-abdominal hemorrhage secondary to
uncontrolled warfarin therapy. Therefore, warfarin therapy
was discontinued. The patient was administered vitamin
K, proton pump inhibitor and two units of erythrocyte
suspension, and five units of fresh frozen plasma (FFP)
in addition to fluid resuscitation. On the 2" day of the
treatment, physical examination findings of the patient
disappeared. The vital findings of the patient were stable.
On the 2 day of hospitalization, the laboratory findings
were as follows: WBC: 7.380/mm3, Hb: 8.7 g/dL, Hct:
26.6%, urea: 17.1 mg/dL, Cr: 0.64 mg/dL, aPTT: 25.3/sec,
PT: 12.2/sec, and INR: 0.9. On the control abdominopelvic
CT scan, there was a significant decrease in the amount
of intra-abdominal fluid (Figure 3). On the 3™ day of
the treatments, as clinical manifestations improved, oral
feeding was started and low molecular weight heparin
(LMWH) (posology: clexane®: 0.4 mL/day) was added to
the medical therapy. On the 4th day of hospitalization, the
laboratory findings were as follows: WBC: 5.990/mm3,
Hb: 9.9 g/dL, Hct: 30.7%, urea: 21.1 mg/dL, Cr: 0.62 mg/
dL, aPTT: 26.6/sec, PT: 11.8/sec and INR: 0.9. Therefore,
the patient was discharged to continue the LMWH therapy
with regular control examinations.

Figure 2. Abdominopelvic computed tomography image of pre-
treatment
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Figure 3. Abdominopelvic computed tomography image of the
2nd day of the medical treatment

Discussion

Bleeding is the primary complication of warfarin
therapy with an annual incidence of 7.6% (7). Even though
warfarin-related bleeding is mostly subcutaneous or
intramuscular and can be managed by reducing the dose
of warfarin, there is a risk for gastrointestinal, intracranial,
retroperitoneal and intraperitoneal bleeding, which can be
life threatening (3,4). In the literature, the followings have
been reported to be the factors increasing the risk for
bleeding associated with warfarin usage: dose of warfarin,
advanced age, ulcer, HT, cancer, cerebrovascular event,
history of surgery and history of gastrointestinal bleeding
(3,7-9). Our case was similar to the cases reported in the
published literature because of her advanced age, history
of HT and INR level above the therapeutic level. The
INR level in our patient was above nine and beyond the
measurable limits.

Acute abdominal pain may occur in patients receiving
warfarin and suffering from non-traumatic intra-abdominal
hemorrhage. Coagulation parameters are usually disrupted
in such patients. However, it should be always kept in
mind that intra-abdominal hemorrhage can develop even
in the presence of normal coagulation parameters (6). In
patients presenting with acute abdominal pain, abdominal
USG and CT are the most commonly preferred imaging
methods employed for a definitive diagnosis. Although
USG is an easily applicable method, abdominal CT has
higher sensitivity (5). Abdominopelvic CT in our patient
demonstrated significant heterogeneity in mesenteric
fatty planes, diffuse wall thickening in ileal segments and
excessive free fluid in all peritoneal recesses. Additionally,
all coagulation parameters were disrupted as reported in
the literature. Nevertheless, the vital signs of the patient
were stable despite acute abdominal pain.
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In the case of hemorrhages associated with the use
of warfarin, it is generally sufficient to adjust the dose of
OAC for the treatment of hemodynamically stable minor
bleedings, which are not accompanied by any disorder
other than skin manifestations. If vitamin K is to be added
to the therapy, it should be noted that INR response may
be seen 24 hours after oral intake and within four-six hours
after intravenous administration (2). In intermediate group
patients, who are hemodynamically stable but having
major intra-abdominal hemorrhage, conservative approach
may be applied as the initial treatment. At the first phase
of the treatment, relevant OAC agent is discontinued, and
FFP and intravenous vitamin K are introduced. However,
such patients may possibly require blood transfusion
without a need for surgical intervention. Also, prothrombin
complex concentrations can be used to reverse the effects
of OAGs if rapid INR response is desired (2,3,6). Surgical
intervention is required for hemodynamically unstable
patients with acute abdominal pain in cases of ongoing
active hemorrhage, generalized peritonitis, obstruction,
acute abdomen, intestinal ischemia, and perforation (5).
Nevertheless, our patient did not show any complication
that may necessitate surgery. She was started oral feeding
on the 2nd day of conservative therapy and was discharged
from the hospital on the 4th day with suggestions for
regular control examinations.

We believe that it is possible to successfully treat and
follow up hemodynamically stable patients, who are
intermediate group without using operative methods
and spontaneous intra-abdominal hemorrhages may be
classified as minor, intermediate, and major. However,
the number of the studies -excluding the case reports
-addressing the issue is limited in the published literature.
Therefore, we need reports on larger series to draw more
accurate conclusions.
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Abstract

0z

Peroneal pseudoaneurysm is a rarely seen as a complication due to a
variety of treatment strategies. Continuous blood flow and decreased
vascular wall support associated with pseudoaneurysm can cause rapid
enlargement, compression of venous and nerve structures, rupture
and mortality.

An 84-year-old female patient presented to the emergency department
with sudden onset pain and paleness in the right lower extremity.
Doppler ultrasound revealed thrombus in the right common femoral
artery. The patient underwent emergency embolectomy. Doppler
ultrasound due to continuing symptoms on postoperative day one
showed 23x30 mm pseudoaneurysm of the distal third of the right
peroneal artery. Left femoral artery was catheterised and the peroneal
artery aneurysm was coil embolised successfully.

Timely diagnosis of complications and rapid treatment are essential in
patients with recent vascular interventions. Palpable pulses and intact
neurological examination do not rule out most of the complications
which would require surgery for correction.

Keywords: Embolectomy, pseudoaneurysm, coil embolisation

Peroneal psddoanevrizma cesitli tedavi stratejileri nedeniyle nadiren
bir komplikasyon olarak gorilir. Psodoanevrizmaya bagl devamli kan
dolagimi ve vaskiler duvar destedinin azalmasi, hizli blyimeye, vendz
ve sinir yapilarinin sikismasina, rliptir ve mortaliteye neden olabilir.

Seksen dort yasinda kadin hasta sag alt ekstremitede ani baslayan
adn ve solukluk ile acil servise basvurdu. Doppler ultrasonografide
sag femoral arterde trombls saptandi. Hastaya acil embolektomi
uygulandi. Postoperatif 1. glinde devam eden semptomlardan dolayi
Doppler ultrasonografide sag peroneal arterin distal licte birinde 23x30
mm psddoanevrizma saptandi. Sol femoral arter kateterize edilerek
peroneal arter psddoanevrizmasi koil ile embolize edildi.

Komplikasyonlarin  zamaninda tani almasi ve hizli tedavisi, yakin
zamanda vaskuler midahaleleri olan hastalar icin 6nemlidir. Palpabl
nabizlar ve bozulmamis nérolojik muayene, ameliyat ile diizeltiimesi
gereken komplikasyonlarin cogunu ekarte etmez.

Anahtar Sozciikler: Embolektomi, psédoanevrizma, koil embolizasyon
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Introduction

Peroneal pseudoaneurysm is a rarely seen complication
associated with a variety of treatment strategies. In
this article, we present a case of iatrogenic peroneal
pseudoaneurysm secondary to femoral embolectomy
which was successfully treated with coil embolism.

Case

An 84-year-old female was admitted to the emergency
department with a three-hour history of pain and paleness
in the right lower extremity. Physical examination revealed
absent distal pulses in the affected extremity. Motor and
sensory examination was normal. Electrocardiography
revealed a newly diagnosed atrial fibrillation. Doppler
ultrasound (USG) and digital subsraction angiography
were consistent with acute embolism of the right common
femoral artery. Echocardiography did not show a cardiac
thrombus.

An uncomplicated right femoral embolectomy was
performed. Continued symptoms prompted another
control Doppler USG despite palpable pulses and
nonischemic clinical picture in the subsequent clinic
follow-up. A pseudoaneurysm in the distal right peroneal
artery was seen with patent anterior tibial artery, posterior
tibial artery and popliteal artery. The left femoral artery
was accessed to catheterise the right femoral artery;
angiographic examination revealed multilobulated peroneal
artery pseudoaneurysm (Figure 1). Coil embolisation of
the distal peronal artery successfully stopped blood flow

Figure 1. Angiographic view of peroneal artery pseudoaneurysm

Figure 2. Coil embolisation (A) and succesfull obliteration (B) of
the peroneal artery pseudoaneurysm
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in the pseudoaneurysm, verified by a control angiography
(Figure 2). The patient was discharged on postoperative
day three without any further complications.

Discussion

Most of the peripheral artery pseudoaneurysms
occur secondary to trauma. Diagnostic and therapeutic
interventions are the commonest reasons for trauma (1).
Infections and surgical procedures can also rarely lead to
pseudoaneurysm formation (2). Continuous blood flow
and decreased vascular wall support of a pseudoaneurysm
can cause rapid enlargement, compression of venous and
nerve structures, rupture and mortality (3).

Doppler USG is commonly used in the diagnosis of
peripheral artery pseudoaneurysms due to ease of use. To-
and-fro flow pattern and ying-yang sign are characteristic
and lead to rapid diagnosis (4). Angiography is essential
and the gold standard in pseudoaneurysms for evaluation
of exact anatomic structure, distal flow and also
endovascular treatment in the same session (5,6).

The anatomic structure of the involved artery, the
perfusion and collateral circulation must be taken
into account in the treatment. Simple ligation may be
enough for pseudoaneurysms originating from arteries
with ample collaterals like ulnar, tibial and peroneal
arteries. Other approaches for preservation of arterial
continuity are primary surgical repair, resection and end-
to-end anastomosis, saphenous vein patch, stenting
the pseudoaneurysm neck, coil embolisation (4) and
compression with thrombin injection (7).

Pseudoaneurysms smaller than 20 mm can
spontaneously regress and may be amenable to
observation (8). Minimally invasive approaches should be
the first choices if possible, necessary surgery should not
be delayed due to increased morbidity (5,7).

Peroneal pseudoaneurysms secondary to trauma and
surgical interventions are rarely seen. Here, we present
a case of iatrogenic peroneal artery pseudoaneurysm
secondary to embolectomy with a Fogarty catheter and
successful treatment with coil embolisation instead of
surgical repair.
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Abstract

Brucellosis is a zoonotic infectious disease. It may show several
manifestations and involve several systems, such as cardiovascular,
hematopoietic, skeletal, nervous, and gastrointestinal systems
and the skin. Sternoclavicular arthritis and prostatitis caused by
brucellosis are rare conditions, which have been reported previously
as case presentations in the literature. In this article, we present a
case of neurobrucellosis accompanied by sternoclavicular arthritis and
prostatitis to highlight that the disease may manifest with several signs
and symptoms with rare involvements.

Keywords: Brucellosis, prostatitis, sternoclavicular arthritis, meningitis,
vertigo

GenitoUriner
tutulumdan

Bruselloz  zoonotik bir enfeksiyon hastaligidir.
komplikasyonlardan  prostatit ~ve  osteoartikiler
sternoklavikiler artrit cok nadir gorilir. Prostatit, sternoklavikler
artrit ve menenjit gordlen hastamiz brusellozun ¢ok farkli semptom ve
bulgularla ortaya ¢ikabilecegini hatirlatmak ve nadir tutulumlara dikkat
cekmek amaciyla bildirilmistir.

Anahtar Soézciikler: Bruselloz, prostatit, sternoklavikiler artrit,

menenijit, vertigo

Introduction

Brucellosis, which is the most frequent zoonotic
disease worldwide, is primarily a disease of animals such as
sheep, goat, cattle and pig, and it is transmitted by contact
with infected animals or their tissues, or by consumption
of unpasteurized milk or dairy products (1). The risk of
complications is less than 1% in early diagnosed and
appropriately treated cases. Osteoarticular involvement,
the most common complication, can develop in almost
half of the patients. While sacroiliitis, spondylodiscitis,
and peripheral arthritis are also common, sternoclavicular
joint involvement is a rare entity (1-4). Genitourinary
complications are reported at a rate of 5% to 10%, and
epididymoorchitis is the most common genitourinary
complication. Prostatitis is another very rare complication,

and a limited number of cases have been reported (1,5-
7). Neurological involvement, which occurs in almost
10% of the patients, represents a serious complication.
Neurological involvement is classified as acute meningitis
or meningoencephalitis, chronic  peripheral  form
(radiculoneuropathy), and chronic central nervous system
infection (1). Herein, we present a case of brucellosis
presenting with prostatitis, sternoclavicular arthritis, and
meningitis, and we discuss the signs and symptoms and
rare involvements in the light of the literature data.

Case

A 50-year-old male patient presented to our outpatient
clinic with a swelling of the left side of his neck and left
shoulder pain which increased by movement. His medical
history did not reveal any chronic disorder and he worked
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as a laboratory technician in microbiology laboratories and
resided in the countryside. The patient was referred to
the urology department with fever, widespread muscle-
joint pain, and urinary burning that started four months
ago. He had prostate pain during physical examination.
Laboratory investigations indicated that urine was
positive for leukocytes and blood levels of total prostate
specific antigen (PSA) was 42.57 ng/mL (N: 0-3.87 ng/
mL) and free PSA was 3.88 ng/mL (0-1 ng/mL). With a
preliminary diagnosis of prostatitis, he was initiated on oral
ciprofloxacin 500 mg bid for 14 days. Then, his fever and
urinary system symptoms resolved, however, muscle-joint
pain persisted. The patient started to have dizziness two
weeks after completion of therapy, and he was referred
to the department of ear, nose and throat department
and neurology department. Hearing test and cranial
computed tomography results were normal, and he was
put on betahistine dihydrochloride therapy. However, he
had persistent dizziness for the last three months despite
therapy, and he had left shoulder pain for the last three
days. His physical examination findings were as follows;
body temperature: 36°C, arterial blood pressure: 120/80
mmHg, conscious, cooperative, oriented, neck stiffness,
Kernig's and Brudzinski signs negative. He had hyperemia,
stiffness and temperature increase on left sternoclavicular
joint, and left shoulder movements were painful. Other
system examinations were normal. Laboratory findings
were as follows; leukocytes: 8.1x103/uL (3.98-10.2x103/
pL) (58% neutrophils, 32% lymphocytes, 8% monocytes),
hemoglobin: 13.9 g/dL (12.2-16.2 g/dL), thrombocytes:
225x103/uL (142-424 x103/uL), C reactive protein: 6.33
mg/L (0-5 mg/L), erythrocyte sedimentation rate: 24 mm/
hour. Since the patient had a history of fever and muscle-
joint pain and he was a laboratory technician, brucella lam
agglutination test was found to be positive; standard tube
agglutination (STA) was 1/160, and Coombs agglutination
was found to be positive in 1/1280 titer. Other biochemical
investigations were normal. The patient was hospitalized
in the infectious diseases clinic. Samples were obtained
for blood culture. A lumbar puncture was performed with
the preliminary diagnosis of neurobrucellosis. Non-stained
microscopic examination of the cerebrospinal fluid (CSF)
showed 120 lymphocytes/mm3. In addition, CSF-gram and
methylene blue staining did not indicate microorganisms.
Biochemical CSF results were as follows; glucose: 44 mg/
dL (concurrent blood glucose: 90 mg/dL), and protein: 60
mg/dL (15-45 mg/dL). Lam agglutination test was negative,
STA was 1/16, and Coombs agglutination was found to be
positive in 1/32 titers. The patient was put on intravenous
ceftriaxone 2 g bid, oral rifampicin 600 mg once daily,
and oral doxycycline 100 mg bid. The surface ultrasound
sonography test of the sternoclavicular joint region
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showed a soft tissue edema (Figure 1). Vertigo started
to regress as of the first week of therapy and completely
disappeared by the second week. Lumbar puncture was
repeated on the second week of therapy to evaluate the
patient’s response to treatment. The CSF biochemistry
results were as follows; glucose: 50 mg/dL (concurrent
blood glucose: 80 mg/dL), protein: 50 mg/dL (15-45
mg/dL). Microscopic examination of the CSF indicated
30 lymphocytes/mm3. Ceftriaxone therapy was stopped
after being completed to four weeks. Oral trimetoprim/
sulfametoxazol (TMP-SXT) at a dose of 800/160 bid was
added to doxycycline and rifampicin therapy. The clinical
presentation of sternoclavicular arthritis completely
disappeared by the second month of therapy. Lumber
puncture was repeated at the fourth month of therapy,
and no cell was seen in the microscopic examination of
CSFE Biochemical parameters of the CSF were found to be
within the normal limits. Blood STA had decreased to 1/40
titers. Rifampicin, doxycycline, and TMP-SXT therapy was
completed at six months. The patient is still being followed
without any complaint.

Figure 1. The surface ultrasound sonography test of the
sternoclavicular joint region showed a soft tissue edema

Discussion

Brucellosis is the most frequent zoonotic disease
worldwide (1) and endemic entity in Turkey, and its
seroprevalence has been reported to be 1.8% in healthy
population and 6% in the population under risk (8). During
acute phase of the disease, patients frequently present
with fever, fatigue, headache, back pain, loss of appetite,
myalgia, and arthralgia (8). Our case had symptoms
including fever, widespread muscle and joint pain, and
dysuria at the disease onset. Ciprofloxacin was initiated
with the diagnosis of prostatitis and his symptoms resolved
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after two weeks of therapy. Genitourinary complications
have been reported in 5% to 10% of brucellosis cases,
and the most common one is epididymoorchitis (1). On
the other hand, prostatitis is very rare, and only a few
case reports have been published to date, although the
condition can be confused with a prostate carcinoma (5-7).
We could not prove that prostatitis was due to brusellosis
because of no blood culture positivity and isolation from
the prostate tissue. Since at that stage brucellosis was not
considered as a differential diagnosis, our case was not
given appropriate therapy, and he stopped ciprofloxacin
therapy after two weeks as the symptoms were
suppressed. After two weeks without using antibiotics,
the patient developed dizziness, headache, and neck pain
and he was referred to physicians of different specialties
over a period of three months. He was eventually referred
to the department of infectious diseases, as he had pain
and tenderness on the sternoclavicular region.

Osteoarticular involvement is the most common
complication of brucellosis and can be observed in almost
half of the cases. The most commonly seen forms are
sacroiliitis, spondylodiscitis and peripheral arthritis (1).
Sternoclavicular joint involvement, on the other hand,
is very rare (0.7-2%) (2-4). Neurological involvement
may also occur in almost 10% of patients. While more
than half of the patients with neurological involvement
experience headache and fever, only one third of these
patients show findings of meningeal irritation. Therefore,
it may take years to diagnose the disease and it was
previously reported that almost half of these patients
apply to hospital with severe neurological sequelae (1). In
the patient described here, headache and vertigo alerted
us to consider neurobrucellosis, and upon appropriate
therapy, the patient recovered without any sequelae.

Nonspecific symptoms of brucellosis may result in
difficulties and a delayed diagnosis. In the presence of
rare involvements such as prostatitis and sternoclavicular
arthritis, brucellosis should be always kept in mind and
vertigo, another rare symptom, can be suggestive of
neurobrucellosis.
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Abstract

Behget hastaligi (BH) ilk kez 1937 yilinda Hulusi Behcet tarafindan
tanimlanmis, tekrarlayan, coklu organ tutulumu gdsteren kronik
enflamatuvar bir hastaliktir. Tekrarlayan agiz ve genital bélge lserleri,
deri bulgulari ve Uveit ile karakterizedir. BH, en sik Akdeniz bolgesinde
ve Dodu Asya kokenli etnik gruplarda gorilmekte olup yapilan
calismalarda Ulkemizdeki sikligi 110-420/100,000 olarak bildirilmistir.
BH multisistemik bir hastalik oldugundan anestezik slre¢ bu tir
hastalarda 6nemlidir. Calismamizda 26 yasinda Behget hastasi bir
gebede spinal anestezi altinda yapilan sezaryen seksiyo operasyonu
esliginde BH'de uygulanan anestezi yontemlerinin gtincel literatur
esliginde irdelenmesi amagland..

Anahtar Sozciikler: Behcet hastalidl, spinal anestezi, sezaryen seksiyo

Behcet's disease (BD) is a chronic inflammatory disease with
multisystem involvement, first described by Hulusi Behcet in 1937.
Recurrent mouth and genital area ulcers, skin findings and uveitis are
characteristic features. BD is most commonly seen in the Far East, the
Middle East and Mediterranean countries in all ethnic groups, and the
frequency in our country has been reported to be 110-420/100.000.
Since BD is a multisystemic disease, anesthetic drug administration and
management are challenging in patients with BD. We aimed to present
a 26-year-old pregnant patient with BD undergoing cesarean section
with spinal anesthesia and evaluate the anesthetic techniques in the
light of the current literature.

Keywords: Behcet's disease, spinal anesthesia, cesarean section

Giris

Behcet hastaligi (BH), Hulusi Behget tarafindan 1937
yilinda tanimlanmis, tekrarlayan, coklu organ tutulumu
gosteren, kronik enflamatuvar bir hastaliktir. Kliniginde
dermatolojik lezyonlar, agiz ve genital bdlge aftlar ve
Gveit gordldr. BH, en sik Akdeniz Bolgesi'nde ve Dogu
Asya kokenli etnik gruplarda gorilmekte olup, yapilan
calismalarda Ulkemizdeki sikligr 110-420/100,000 olarak
bildirilmistir (1). BH multisistemik bir hastalik oldugundan
anestezik slrec bu tir hastalarda énemlidir. Calismamizda
26 yasinda Behcet hastasi bir gebede spinal anestezi altinda
yapilan sezaryen seksiyo (S/C) operasyonu esliginde BH'de
uygulanan anestezi yontemlerinin irdelenmesi amaglandi.

Olgu

Yirmi alti yasinda 65 kg agiriginda; 168 cm boyunda
38 hafta primigravida hasta agrili kontraksiyonlar ve
non-stres test sonucu sonrasinda acil S/C amaciyla
ameliyathane salonuna alindi. Anamnezinde hastaya
Gc yil 6dnce BH tanisi konuldugu, gebelik oncesi g yil
kolsisin kullandigi ve gebelikle birlikte ilag kullanimini
biraktigi saptandi. Yapilan anestezi muayenesinde rutin
laboratuvar degerlendirmeleri ve kanama profili normal
olan hastanin fiziki muayenesinde kardiyak ve solunum
sistem muayenelerinin normal oldugu; sirtta daha belirgin
olmak Uzere tim viicutta yaygin deri lezyonlarinin oldugu
goruldi. Fiziki incelemesinde herhangi bir nérolojik
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patoloji saptanmayan hastanin anamnezinde de nérolojik
sikayet bulunmamaktaydi. Yaklasik iki saat dnce kati gida
aldigr saptanan hastadan ayrintili onam belgesi alind.
Non-invaziv kan basinci 6lcim, elektrokardiyogram, puls
oksimetri ile monitorize edildi. Hastaya sag el sirti 16 Gouge
branil ile damar yolu acilarak lomber 4-5 intervertebral
araliktan 10 mg hiperbarik bupivacain ile spinal anestezi
uygulandi. Spinal anesteziden yaklasik sekiz dakika sonra
2300 gram erkek bebek dogdu; birinci ve besinci dakika
apgar skorlari sirasiyla sekiz ve on idi. Cerrahiislem yaklasik
55 dakika stirdi. Operasyon siresince vital bulgulari stabil
seyreden hastada herhangi bir komplikasyon gérilmedi.
Postoperatif izleminde sorun yasanmayan hasta, servisine
transfer edildi.

Tartisma

BH, dermatolojik belirtilerinin  yaninda gdz ve
eklemler gibi cok sayida organi tutabilen otoimmin
multisistemik hastaliktir. Hastalik seyri, tedavide kullanilan
ilaglar, komplikasyonlar nedeniyle kullanilacak anestezi
yonteminin se¢imi énemlidir.

Hastalik aktif olarak 20-30 yaslari arasinda gordlir. BH'nin
genel olarak kadinlarda erkeklere gére daha hafif seyrettigi
belirtilse de gebelik donemindeki fizyolojik ve hormonal
degisimlerin hastalik seyrine etkisi net degildir (2-5).

2013 yilinda yapilan bir calismada hastalarin gebelik
oncesinden sonuna kadar olusan komplikasyonlar
izlenmistir. ~ Calismada  kolsisin  tedavisini  strdlren
hastalarda hastaligin stabil kaldigi ve komplikasyonlarin
da normal gebelerden fazla olmadigr belirtiimistir. Kolsisin
tedavisi almayan hastalarda ise santral sinir sistemi ve
okdler lezyonlarda artis gorulirken vendz tromboz hikayesi
olan hastalarda obstetrik komplikasyonlarda 6zellikle de
dislk insidansinda artis tespit edilmistir (6). Hastamizin
gebelik tanisindan sonra kendi istediyle kolsisin tedavisini
biraktigr saptandi.

BH'nin gebelik Uzerine etkilerinin incelendidi bir
diger calismada, progesteronun koruyucu etkisi oldugu
savunulmakta ve hastaligin siddetlendigi grubun ilk
trimesterdeki gebeler oldugu gosteriimektedir (7).
Olgumuzda BH tanisi gebelikten G¢ yil dnce konulmus
olup gebelik déneminde hastaligin belirtilerinde degisiklik
olmadigi saptanmistir.

Multisitemik tutulum ve kolsisin ve immunosupresif
tedaviler uygulanan anestezi ydnteminden badimsiz
olarak Behcet hastalarinda birtakim riskleri beraberinde
getirmektedir. Bu nedenle anestezi 6ncesi muayenede
karaciger ve bdbrek fonksiyon testleri ve sistem
muayeneleri son derece 6nemlidir. Ayrica her boyuttaki
damarlarin tutulabilmesi yaninda tromboflebit riski damar
yoluna ydnelik girisimlerin travmaya neden olmayacak
sekilde yapilmasini zorunlu tutar (6).
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BH olan hastalarda genel ve rejyonel anestezi
yontemlerinin kendine 6zgu riskleri mevcuttur. Oral aftlar
ve buna bagl skar dokusuna bagli entlibasyon glcligu
genel anestezinin; ndro-Behcet gelisimi ve kafaici basing
artisini hizlandirabilmesi ise santral rejyonel bloklarin en
onemli riski olarak kabul edilebilir.

Behcet hastalarinin hemen tamaminda hastalik oral
mukozada nukslerle seyreden aftoz Ulserlerle baslar. Yanak
mukozasi, dil, dis eti ve yumusak damak en sik gorilen
yerlerdir. Mindr, major ve herpetiform olarak Uc tip oral
aft gézlenir. Ozellikle dudak, yumusak damak ve farenkste
yerlesimli ve caplari 10 mm’den buyuk olan major Ulserler,
derin ve agrilidirlar. Skatrisle iyilesirler (8).

BH'deki oral Ulserler skar dokusuna neden olarak
zor entlibasyona neden olabilir (6). BH'nin tekrarlayan
ataklari sonucu orofarikste olusan yogun skar dokusunun
onemli dlclide entlbasyon ve ventilasyon zorluguna
neden oldugunu goOsteren olgu sunumlari mevcuttur
(9). Zor entlibasyon sonrasinda tekrarlayan denemelerin
ve travmalarin yeni aftdz lezyonlara sebep olabilecegini
gosteren calismalar da mevcuttur (10). Bu nedenle
ozellikle genel anestezi planlanan hastalarda mallampati
skoru yaninda tiromental mesafe, sternomental mesafe ile
interinsizor aralik Olculeri goz ontinde bulundurulmalidir.

Behcet hastalarinda merkezi sinir sistemi tutulumu
yaklastk %5-10 oraninda gozlenir. Norolojik tutulum
hastaligin ilk bes yilinda gorilir ve mortalite orani %5-
10 civarindadir. Beyin sapi ve spinal kord tutulumu santral
rejyonel bloklarin néro-Behget gelisimini ve kafaigi basing
artisini hizlandirabilir (11).

Behcet hastasi gebelerde santral sinir sistemi
komplikasyonlari nedeniyle rejyonel anestezi riskli kabul
edilse de &zellikle zor entlibasyon dislndlen hastalarda
uygulanabilir. Bu hastalarin %80'inde papul, plstul, vezikul
ve follikilit seklinde cesitli deri lezyonlarinin olabilmesi ve
deri ya da mukozada travma, enflamasyon ve noduler
olusumuna neden olmasi nedeniyle spinal-epidural anestezi
uygulamalarinda sterilite son derece 6nemlidir. Ayrica
lezyonun olmadidi bdlgeler tercih edilmelidir. Olgumuzun
yaklasik iki saat oncesinde kati gida ile beslenmis olmasi
nedeniyle spinal anestezi planlandi. Gerekli sterilizasyon
Onlemleri alinarak ve deri lezyonu olmayan bolgeden
tek seferde yapilan spinal girisimle anestezi uygulandi.
Hastamizin operasyon sonrasi takiplerinde damar yolu
ve spinal anestezi uygulanan bdlgelerdeki lezyonlarinda
artis gozlenmedi. Norolojik ve sistemik muayeneleri olagan
seyretti.

Behcet hastalarinda operasyon oncesi anamnez, fizik
muayene ve ilgili konslltasyonlar hasta icin en uygun
anestezik yontemin belirlenmesinin yaninda peroperatif
strec ve komplikasyonlarin énlenmesi agisindan énemlidir.
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Abstract

Konjenital yiiksek skapula olarak da bilinen Sprengel deformitesi (SD)
bir ya da her iki skapulada dogumsal olarak meydana gelen nadir;
ancak omuzun en sik gorilen konjenital deformitesidir. Bu durum,
skapulanin intrauterin gelisim sirasinda normal yerine inmesinde
yetersizlik olmasindan kaynaklanmaktadir. SD ¢cogu zaman rastlantisal
olarak meydana gelmektedir; fakat ailesel olgularda da tanimlanmistir.
SD olusturdugu estetik problemin yaninda, omuz ve servikal omurga
eklemlerini de etkileyerek hareket kisitliligina yol agmaktadir. Klippel-Feil
sendromu, konjenital skolyoz, bébrek hastaliklari, diastematomiyeli gibi
anomaliler de bu hastaliga siklikla eslik eder. Bu yazida SD (dogustan
yliksek skapula) nedeni ile opere edilen 11 yasinda bir kiz olgunun
rehabilitasyon sonuglarini sunuyoruz.

Anahtar Sozciikler:
rehabilitasyon

Sprengel  deformitesi, ylksek skapula,

Sprengel deformity (SD), also known as congenital high scapula, is
a rare congenital deformity of one or both scapulae that appears at
birth. It is the most common congenital deformity of the shoulder.
This condition occurs due to the failure of the scapula to descend
during intrauterine development. SD often appears randomly, but
familial cases have also been described. In addition to the aesthetic
problem due to SD, the main problem is the limitation of the shoulder
and cervical spine joints movement. Conditions such as Klippel-Feil
syndrome, congenital scoliosis, kidney diseases, and diastemetomiyelia
are frequently associated with this disease. In this report, we present
the rehabilitation results of an 11-year-old girl who was operated for
correction of SD.

Keywords: Sprengel deformity, high scapula, rehabilitation

Giris

Sprengel deformitesi (SD), intrauterin gelisim sirasinda
skapulanin normal yerine inmesindeki yetersizlik sebebiyle
ylUksekte bulunmasidir. Nadir gorilen bu konjenital
deformitenin nedeni tam olarak bilinmemektedir; ancak
embriyogenez sirasinda skapulanin  kaudal migrasyon
anomalisinden  kaynaklandigi  dlstnulmektedir  (1,2).
Travma sonrasi da bildirilen Sprengel olgulari da mevcuttur
(3).

SD olusturdugu estetik problemin yaninda, omuz
ve servikal omurga eklemlerini de etkileyerek hareket
kisithhgmna yol agmaktadir. Bu hastaligin tanisi, iki omuzu
da iceren 6n-arka akciger grafisi ile konulmaktadir. Klippel-

Feil sendromu, konjenital skolyoz, bdébrek hastaliklari,
diastematomiyeli gibi anomaliler de bu hastaliga siklikla
eslik eder (1). Tedavide esas amac, fonksiyon bozuklugunun
giderilmesi ve estetik gdrinimin  duzeltiimesidir.
Operasyon esnasinda anatomik yapilarin ayirt edilmesi
daha zor olmasina ragmen, SD cerrahisinin en basarili
sonuclarinin U¢ yas altinda oldugu raporlanmistir (4,5).

SD'nin cerrahisi genellikle erken cocukluk déneminde
uygulanmaktadir ve siklikla 8 yas altinda tercih edilmektedir
(5). Literatlrde cerrahisi geciken olgu sayisi oldukca azdr.
Bu yazida SD nedeni ile opere edilen, cerrahi yasi gecikmis,
11 yasinda bir kiz olgunun rehabilitasyon sonuglarini
sunuyoruz.
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Olgu

Dogustan itibaren, ailesinin fark ettigi ylksek kanat
skapulasi olan, 11 yasindaki kiz hasta omuz hareketlerinde
gugsuzllk sikayeti ile klinigimize bagvurdu. Olgunun dort ay
Once dogustan ylUksek skapula nedeni tanisiyla Woodward
teknigi ile opere edildigi 6grenildi. Fizik muayenesinde
inspeksiyonla, servikal 6 vertebra seviyesinden baslayip,
vertebra orta hatti boyunca devam eden 16 cm’lik insizyon
skari mevcuttu (Resim 1, 2). Sag omuz eleve idi. Sag
skapulada inferior agilanmada artis vardi, sag spina skapula
superiorda palpe ediliyordu. Sagd klavikula lateralinde
3,5 cm’lik insizyon skari mevcuttu. Sag klavikula medial
yarimda superiora dogru kemik cikinti palpe ediliyordu.
Bilateral omuz hareket acikliklari tam ve agrisiz idi. Ust
ekstremite kas kuvveti sol tarafta tamdi. Muayenede sag
romboid ve levator skapula kaslarinda motor muayene
Tibbi Arastirma Konseyi'ne (Medical Research Council)
gore 3/5, trapez kasinda motor muayene 3/5 idi. Hastanin
torakal bolgede sola bakan C seklinde skolyozu tespit edildi.
Cobb agisi 22 derece olarak 6lcildi. Radyolojik olarak sag
yUksek skapula mevcuttu (Resim 3). Hasta organ anomalisi
yonidnden arastirildi ve bir patoloji tespit edilmedi.
Hastamiza alti hafta sure ile haftada bes kez iki set on iki
tekrar ile fizik tedavi ve rehabilitasyon uygulandi. Skapula
stabilize edilerek omuz eklem hareket acgiklik egzersizleri
(EHA), skapula stabilizasyon egzersizleri, periskapular
kaslar glclendirme egzersizleri, omuz c¢evresi kaslari
glclendirme egzersizleri ve solunum egzersizleri uygulandi.
Deltoid, trapez, romboid kaslara elektrik stimdlasyonu,
submaksimal ve agri sinirinda izometrik egzersizler; ayrica
dirsek, on kol ve el bilek aktif EHA, servikal ve skapular
EHA calisildi. Uc haftadan sonra gliclendirme egzersizleri,
sarkac egzersizleri ve submaksimal izometrik egzersizler
baslandi. Submaksimal periskapular izometrik egzersizler,
pasif ve aktif yardimli EHA egzersizleri, sopa egzersizleri,
arka kapsul germe ve postiral egzersizler yaptirildi.

Resim 1. Olgunun posteroanterior akciger grafisi: Sag yUksek
skapula
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Resim 2, 3. Olgunun fotografi: Sag yUksek skapula

Tedavi sonrasinda hastanin omuz cevresi ve periskapular
bélge kaslarinda belirgin gliclenme saptandi. Olguya
ev programi olarak; periskapular ve omuz gt¢lendirme,
sag Ust ekstremiteye yonelik EHA egzersizleri, sarkac
egzersizleri, sopa egzersizleri, postur egzersizler dnerildi.
Hastanin egzersizleri glinde 3 set 12 tekrar ile yapmasi
Onerildi. Olgunun Ug¢ ay sonraki kontrolinde glgsuzlik
sikayeti bulunmuyordu ve trapez, romboid ve levator
skapula kas glcl Tibbi Arastirma Konseyi'ne gére 4/5 idi.
Hasta ve ebeveyn onayi alindi.

Tartigma

ilk olarak SD, 1863'te Eulenberg (6) tarafindan 3
hastada tanimlanmistir. 1891'de ise Sprengel (7), ylksek
yerlesimli skapulayl dort olguda tarif ederek sendroma
ismini vermistir. SD nadir; ancak glinimizde omuzun en
sik gorilen konjenital anomalisi olarak kabul edilmektedir
(8). SD'ye eslik eden anomaliler siklikla bulunur. %10-30
oraninda bilateral olarak gérulebilir. Kadinlarda erkeklerden
Ug kat fazla gorildiga yaymlanmistir (9). SD cogu zaman
rastlantisal olarak gorulmektedir; fakat ailesel olgular da
tanimlanmistir (8). Literatlirde travma sonrasi gelistigi
bildirilen olgu sunumu da mevcuttur (3). %25-50 olguda,
skapula ve servikal vertebralar arasinda fibréz ve/veya
kartilaj yap! olusumu tariflenmistir. Bu durum en sik altinci
servikal vertebra dizeyinde gdsterilmistir (1). Burada,
dogustan, unilateral (sag) yiksek skapula nedeni ile opere
edilen bir kiz hasta sunulmustur.

Normalde skapula 2. ve 7.-8. torakal vertebralar
arasinda posterior torasik duvarin 6n ytzinde bulunur.
Skapula yaklasik olarak gestasyonun 5. haftasinda inferior
servikal vertebranin karsisinda yer alir. SD, fetal gelisimin
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yaklasik olarak 9.-10. haftalar arasinda skapulanin normal
torasik pozisyonuna olan migrasyonunun gerceklesmemesi
durumunda olusur (1).

SD'ye eslik eden anomaliler siklikla bulunur. SD tanisi
klinik ve 6n-arka akciger grafisi ile konulsa da, bilgisayarli
tomografi ve manyetik rezonans gorintileme bu hastaliga
eslik eden Klippel-Feil sendromu, konjenital skolyoz,
boébrek hastaliklar, diastematomiyeli gibi anomalilerin
tanisina ve tedavi planlanmasina yardimci olur (10). SD'ye
genellikle omovertebral kemik anormallikleri eslik eder. En
sik Klippel-Feil sendromu ile birliktelik gdzlenmektedir (11).
Olgumuzda da eslik eden skolyoz deformitesi mevcuttu.

SD'ye eslik eden organ anomalileri arasinda Uriner
sistem anomalileri sik olarak yayinlanmistir. Yiyit ve ark. (12),
Poland sendromlu bir erkekte SD’ye eslik eden jinekomasti
bildirmislerdir. Selcuk ve ark. (13), infantil gérinimde uterus
anomalisinin eslik ettigi  SD'li olgu sunumu yapmislardir.
Olgumuzda organ anomalisi bulunmuyordu.

SD siniflamasinda en sik Cavendish yontemi kullanilir.
Cavendish siniflamasina gore SD, ¢cok hafif, hafif, orta ve
siddetli olmak Uzere dort gruba ayrilir (5). Bizim olgumuz
da Cavendish siniflamasina gore orta dereceli deformite
olarak kabul edilerek opere edilmistir.

SD'de tedavinin esas amaci fonksiyon bozuklugunun
giderilmesi ve estetik gorinimun iyilestirilmesidir. Tedavi,
skapula yUksekligi ve hastanin yasina gore planlanir.
Cerrahi olmayan tedavi Cavendish siniflamasina gore ¢ok
hafif ve hafif SD’li cocuklarda Gnerilmektedir. Fizik tedavi
uygulamalari, omuz EHA'yi artirmak ve tortikollisi 6nlemek
icin yapiimaktadir. Primer sikayet kozmetik kaynakli
oldugundan c¢ocugun psikolojik gelisimine ¢ok dikkat
edilmelidir. Farsetti ve ark. (14), konservatif olarak izlenen;
Cavendish’e gore cok hafif, hafif ve orta SD'li olgulari 10-
55 yil arasinda takip etmis, hafif ve cok hafif olgularin
ilerlemedigini raporlamiglardir.

Cerrahi tedavi, kozmetik gortinist dizeltmek, omuz
hareket agikligini artirmak icin yapilmaktadir. Cerrahi olarak
Green, Woodward veya Klisic ve ark. (15) modifikasyonu
kullaniimaktadir.  Bu  cerrahi  uygulamalar  disinda;
omovertebral kemik eksizyonu ve omuz hareketlerini
rahatlatacak  fibroz  yapisikliklarin  serbestlestirilmesi,
skapular osteotomi gibi ydntemler mevcuttur. Uc yasindan
klicik hastalarda operasyon sirasinda anatomik yapinin
tanimlanmasi zor olmasina ragmen cerrahi sonuclarin daha
basarili oldugu vyayinlanmistir. Cerrahi komplikasyonlar
arasinda en 6nemlisinin brakial pleksus yaralanmasidrr.
iki olguda ise postoperatif skapula kanatlanmasi
bildirilmistir. Bir diger komplikasyon ise keloid olusumu ve
postoperatif skar gelisimidir (10,11). Burada sunulan olgu
ise Woodward ydntemi ile opere edilmisti. Woodward
yonteminde; trapez kasinin lateral kenari tespit edilerek
latismus dorsi kasindan ayrilir, omovertebral kemik varsa
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rezeke edilir, trapez kasinin vertebral spindz progese
yapistigl yerden ayrilarak omurga seviyesindeki romboid
kaslara stabilizasyonu saglanir (1,16).

Mears, skapular osteotomi yaparak skapulayr medial
ve lateral komponentlerine ayirmaktadir (17). Masquijo
ve ark. (16) tarafindan yapilan bir calismada, nazik EHA
egzersizleri postoperatif ikinci glinde baslatiimis ve alti
hafta devam ettirilen egzersizlerin omuz fleksiyon ve
abdiksiyonunda oldugu kadar kozmetik gériinimde de
dizelmeye neden oldugu yayinlanmistir. Diger yandan,
parsiyel skapulektomi de Onerilen cerrahi yontemler
arasindadir. Zhang ve ark. (18), 26 hastalik seride iki hafta
sUre ile omuzu mobilize etmeyerek EHA'ya izin vermemis ve
yaklasik dort yillik takip sonucunda omuz abdlksiyonunda
%59 oraninda dizelme bildirmislerdir.

Ahmad (19) ise cerrahi olarak tedavi edilen 11 SD'li
hastayi ortalama 8,3 haftalik fizik tedavi ve rehabilitasyon
programina almis ve erken postoperatif egzersizin EHA'y
artirmada etkin oldugunu vurgulamistir (5). Olgumuza ise
postoperatif erken mobilizasyon uygulanmis; ancak dort
ay sonra etkin fizik tedavi programi uygulanmistir.

Bununla birlikte; hafif ve cok hafif olgularda konservatif,
orta ve agir olgularda cerrahi tedavi Onerilmektedir.
Konservatif tedavide, EHA'yl artiracak yizme gibi spor
aktiviteleri ve fizik tedavi uygulamalar yapilmaktadir.
Cerrahisonrasifizik tedaviuygulamalari, erken mobilizasyon
saglanmasi agindan tavsiye edilmektedir (5,14).

Sonug olarak; SD tedavisindeki primer amag, fonksiyonel
durumun kazanilmasi ve estetik goriinimun dizeltiimesidir.
SD'nin genellikle izole bir deformite olmamasi nedeni ile
eslik eden anomaliler yoninden incelenmelidir. Burada
sunulan olgu, cerrahi sonrasi fizyoterapi programina
alinmis ve istenen sonuglara ulasiimistir. Postoperatif erken
fizik tedavi uygulamalari istenen sonuclarin zamaninda
alinmasi icin gereklidir.
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