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Amac ve Kapsam

Haseki Tip Bulteni, S.B.U. Haseki Egitim ve Arasfirma Hastanesinin streli yayin organi olup, genel tip icerikli, yayin dili Turkce ve Ingilizce olan,
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, Academic Keys, Emerging Sources Citation Index (ESCI), TUBITAK/ULAKBIM Tiirk
Tip Dizini, CINAHL, DOAJ ve Turkiye Atif Dizini tarafindan indekslenmektedir.

Acik Erisim Politikas

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

Aclk Erisim, “hakem degerlendirmesinden gecmis bilimsel literattrini,
internet araciligiyl; finansal, yasal ve teknik engeller olmaksizin, serbestce
erisilebilir, - okunabilir, - indirilebili, - kopyalanabili, - dagilabilir, - basilabilir,
taranabilir, tam metinlere baglant verilebilir, dizinlenebilir, yazilima veri olarak
aktanlabilir ve her 10rl0 yasal amag igin kullanilabilir olmasi“dir. Cogaltma ve
dagim Uzerindeki tek kisitlama yetkisi ve bu alandaki tek telif hakki rol; kendi
calismalarinin bitunlugu 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

SB.U. Haseki Egitim ve Arastirma Hastanesi Haseki Tip Blteni
Sekreterligi

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

Bask izinleri

Baski izinleri icin basvurular dergi ofisine yapilmalidir.
Dergimizde “acid-free” kagrt kullanilmaktadir.
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Reklam

Reklam ile ilgili basvurular dergi editor yardimcisina yapilmalidir
SB.U. Haseki Egitim ve Arastirma Hastanesi Haseki Tip Bilteni
Sekreterligi

Adnan Adivar Caddesi 34906 Haseki-Aksaray-istanbul-Torkiye
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Materyal Sorumluluk Reddi
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gorust degildir; Editor, Editorler Kurulu ve yayinci bu yazilar igin
herhangi bir sorumluluk kabul etmemektedir.
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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
subjects on general medicine, published both in Turkish and English, and is independent, peer-reviewed, international periodical and is published

quarterly (March, June, September and December).

The aim of The Medical Bulletin of Haseki is to publish original research papers of highest scientific and clinic value on general medicine. Additionally,
educational material reviews on basic developments, editorial short notes and case reports are published.

The Medical Bulletin of Haseki is indexed in Gale/Cengage Learning, Turkish Medline-National Citation Index, Excerpta Medica/EMBASE,
SCOPUS, Reaxys, Engineering Village, Academic Keys, Emerging Sources Citation Index (ESCI), TUBITAK/ULAKBIM, CINAHL, DOAJ, and Turkiye

Citation Index databases.

Open Access Policy

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

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

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

Subscription Information

The Medical Bullefin of Haseki is distributed free of charge to the
subscribers in University of Health Sciences Haseki Training and
Research Hospital. All notice of change of address should be sent
to the editorial officer as immediate as possible. Subscribers, who
did not receive an issue within the related period, should inform the
editorial officer accordingly. All published volumes in full text can be
obtained free of charge at www.hasekidergisi.com. Nonmembers
who wish to subscribe to the journal should apply to the secretariat
of The Medical Bulletin of Haseki, University of Health Sciences Haseki
Training and Research Hospital.

Address

University of Health Sciences Haseki Training and Research Hospital
Secretariat of The Medical Bulletin of Haseki

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
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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.

Yazilarda Turk Dil Kurumu'nun Trkge 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 yayinlar, durumu belirtilmek kosulu ile kabul edilebilir. Tom
otdrler bilimsel katki ve sorumluluklarini bildiren formu doldurarak yayina katilmalidirlar.

Tum 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 diizelime yapmalarini kabul etmis olmalidirlar.

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

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

Dergi kaynaklarda kullanilirken Med Bull Haseki seklinde kisaltiimalidir.

Haseki Tip Bulteni makale bagvuru Gcreti veya makale islem creti uygulamamaktadir.

Genel Kurallar

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

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

Bu sistem ile toplanan makaleler ICMJE-www.icmie.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 yozine 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
Yazi icindeki 1-10 arasi sayisal veriler yaziyla (Her iki tedavi grubunda, ikinci gin ), 10 ve Usto
rakamla belirtiimelidir. 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 tomonin
5000 kelimeden az olmast gerekmektedir. ilk sayfa harig tum yazilann sag Ust késelerinde sayfa
numaralari 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 gegerlidir.

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 verilmedigi surece yayinlanmamalidir.

Bu amagla, bilgilendirilmis onay, hastanin yayinlanacak belirli bir taslagr gormesini gerekfirir.
Eger gerekli degilse hastanin belirleyici detaylan yayinlanmayabilir. Tam bir gizliligi yakalamak
oldukga zordur ancak eger bir suphe varsa, bilgilendirilmis onay alinmalidir. Ornegin, hasta
fotograflarinda géz bélgesini maskelemek, yetersiz bir gizlilik saglanmasidir.

Haseki Tip Bultenime yayinlanmak amaciyla gonderilen ve etik kurul onayi alinmasi zorunlulugu
olan deneysel, Kiinik ve ilag arasfirmalari icin uluslararasi anlasmalara ve 2013'de gozden
gegirilmis Helsinki Bildirisi'ne uygun efik kurul onay raporu gereklidir (htfp://www.wma.net/
en/30publications/10policies/b3/). Deneysel hayvan ¢alismalarinda ise “Guide for the care and
use of laboratory animals (https://oacu.oir.nih.gov/regulations-standards) dogrultusunda hayvan
haklarini koruduklarini belirtmeli ve kurumlarindan efik kurul onay raporu almalidirlar. Efik kurul
onay! (onay numarasi ile birlikte) ve “bilgilendirilmis g6ndllo olur formu” alindigi arastirmanin
“Yontemler” boluminde belirtilmelidir. Yazarlar, makaleleriyle ilgili gikar ¢atismasi ve maddi
destekleri bildirmelidirler.

Orijinal Makaleler

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

Turkge yazilarda, yazinin Ingilizce basligi da mutlaka yer almalidir; yabanc dildeki yayinlarda ise
yazinin Turkge bashgr da bulunmalidir. Torkge ve Ingilizce anahtar sézcukler ve kisa baslik da baslik
sayfasinda yer almalidir.

Yazarlann isimleri, hangi kurumda calistiklan ve ack adresleri belirtilmelidir. Yazismalarin
yapllacagi yazarin adresi de ayrica acik 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 numaralari da
bildirilmelidir.

Calisma herhangi bir bilimsel toplantida 6nceden 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) Gzet (Sayfa 2): ikinci sayfada yazinin Turkce ve ingilizce 6zetleri (her biri igin en fazla 200 sézctk)
ile anahtar sézcukler belirtilmelidir.

Ozet Bolimi: Amac, Yontemler, Bulgular, Sonug seklinde alt basliklarla duzenlenir. Derleme, olgu
sunumu ve egitim yazilarinda 6zet b6lomo alt basliklara aynimaz. Bunlarda 6zet b6lomu, 200
kelimeyi gecmeyecek sekilde amaclar, bulgular ve sonug cimlelerini icermelidir.

Ozet boluminde kaynaklar gésterimemelidi. Ozet boliminde kisaltmalardan  momkin
oldugunca kaginimalidir. Yapilacak kisalfmalar metindekilerden bagimsiz olarak ele alinmalidir.
3) Metin (Ozetin uzunluguna gére Sayfa 3 veya 4‘den baslayarak)

Genel Kurallar bolimune 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 icin yeterli ayrintilar icermelidir. Kullanilan istatistik
yéntemler agik olarak belirtilmelidir.

Bulgular bolumu de ¢alismanin tekrar edilebilmesine yetecek ayrinfilar igermelidir.

Tartisma baluminde, elde edilen bulgularin dogru ve ayrintili bir yorumu verilmelidir. Bu bélumde
kullanilacak literattrin, yazarlarin bulgular ile direkt iliskili olmasina dikkat edilmelidir.
Calismanin Kisttliliklar béliminde calisma strecinde yapilamayanlar ile sinirlan ifade edilmelidir.
Sonu¢ boluminde calismadan elde edilen sonug, gelecek calismalara iliskin oneriler ile
vurgulanmalidir.

Tesekkir 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 gectigi
yerde parantez iginde belirtilmelidir. Ozette ve mefinde yapilan kisaltmalar birbirinden bagimsiz
olarak ele alinmalidir. Ozet bsluminde kisalimast yapilan kelimeler, metinde ilk gectigi yerde tekrar
uzun sekilleri ile yazilip kisaliimalidirlar.

4) Kaynaklar: Kaynaklarin gercekliginden yazarlar sorumludur.

Kaynaklar metinde gecis sirasina gore numaralandirimalidir. Kullanilan kaynaklar metinde
parantez icinde belirtilmelidir.

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

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

a) Standart Makale: Intiso D, Santilli V, Grasso MG, Rossi R, Caruso |. Rehabilitation of walking with
electromyographic biofeedback in foot-drop after stroke. 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. Antiepileptic drugs. In: Katzung BG, editor. Basic and
clinical pharmacology. 6th ed. Norwalk, CN: Appleton and Lange; 1995. p. 361-80.

Birden fazla editér varsa: editors.

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.

e) Elektronik Formatta Makale: Morse SS. Factors in the emergence of infecfious 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
(MOJ: Washington Univ; 1995.

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

Ozel Bolimler

1) Derlemeler: Derginin ilgi alanina giren tom derlemeler editérlerce degerlendirilir; editorler
ayrica konusunda uzman ve deneyimli otoritelerden dergi icin derleme talebinde bulunabilir.

2) Olgu Sunumlan: Nadir gorolen ve dnemli klinik deneyimler sunulmalidir. Girig, olgu ve tartisma
bélumlerini igerir.

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

Yazisma

Tom yazismalar dergi editérliguntn asagida bulunan posta veya e-posta adresine yapilabilir.
Haseki Tip Bulteni Editorlugu

S.B. Haseki Egitim ve Arastirma Hastanesi Nefroloji Klinigi

Adnan Adivar Caddesi 34906 Haseki-Aksaray-Istanbul-Turkiye

Tel.: +90 212 529 44 00/M33

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
nafional and infernational 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 committee 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
staternent 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 Submitted to Biomedical Journals: Writing and Editing for Biomedical Publication (available
at http://wwwicmie.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 regisfration 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/fimes, 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 1to 10 should be given as text (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 fop right-hand corner, except for the fitle page. Papers should include the necessary number of
fables and figures in order to provide better understanding.

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

Patients have a right to privacy. When not essenfial, idenfifying information, pafient names and
photographs should not be published, unless the written informed consent of the patient (parent or
guardian) 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 idenfifying details of the patient should not be published. Complete anonymity
is difficult to 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 animals. (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, dffiliated 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
secfions 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: Infroduction, 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 statistical 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 section should provide highlighted and interprefed with the sfudy’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 faken info consideration separately. Abbreviations of the full terms 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 citafion 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 fo 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 affer 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 online] 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 to the letters. There are no separate sections in the text.

Correspondence

For all correspondence with the ediforial 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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Ozgiin Araghrmalar
Haseki Egitim ve Arashrma Hastanesi'nde Acik Kalp Cerrahisi: ilk 500 Olgunun Degerlendirilmesi
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Haseki EGitim ve Arastirma Hastanesi’nde Acik Kalp Cerrahisi: llk 500 Olgunun
Degerlendiriimesi
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Abstract

Aim: The purpose of this study was to evaluate outcomes of the
first 500 open heart surgeries performed in the Department of
Cardiovascular Surgery at Haseki Training and Research Hospital,
which was founded in 2014.

Methods: Records of 500 open heart surgeries performed between
December 2014 and February 2017 were evaluated retrospectively.
A total of 374 patients underwent coronary artery bypass grafting,
11 Bentall operation, 41 aortic valve replacement, and thirty eight
patients underwent mitral valve replacement (MVR). Tricuspid ring
annuloplasty was performed in four patients who had previously
undergone MVR and atrial septal defect closure in 12 patients, while
five patients were operated due to cardiac myxoma and 20 patients
due to type 1 aortic dissection.

Results: The mean age of the patients was 57.6+13.1 years (17-84
years). Hypertension (54.4%) was the most common comorbidity,
followed by hyperlipidemia (43.1%), diabetes mellitus (34.36%),
Chronic Obstructive Pulmonary disease (21.5%), and peripheral
arterial disease (9.3%), respectively. In-hospital death occurred in 22 of
480 (4.58%) patients and 10 of 20 patients (50%) who were operated
due to type 1 aortic dissection. The overall hospital mortality rate was
6.4% (26 of 500 patients).

Conclusion: Our experience showed that world class cardiac care is
provided in our center.

Keywords: New center, open heart surgery, coronary artery bypass
grafting, valve replacement

0z

Amagc: Bu calismanin amaci, 2014 yilinda faaliyete gecen Haseki Egitim
ve Arastirma Hastanesi Kalp ve Damar Cerrahisi Klinigi'nde yapilan ilk
500 kalp ameliyatinin sonuglarini degerlendirmektir.

Yontemler: Aralik 2014 - Subat 2017 tarihleri arasinda 500 olgu
retrospektif olarak degerlendirildi. Toplam 374 olguda koroner arter
bypass cerrahisi uygulandi. On bir hasta Bentall operasyonu, 41 hasta
aort kapak replasmani, 38 hasta mitral kapak replasmani (MVR),
MVR yapilan 4 hasta trikiispit ring anuloplasti, 12 hasta atriyal septal
defekt kapatiimasi, 5 hasta kardiyak miksoma, 20 hasta ise tip 1 aort
diseksiyonu nedeni ile opere edilmistir.

Bulgular: Hastalarin yas ortalamasi 57,6+13,1 (17-84 vyas) idi.
Hipertansiyon (%54,4) en sik eslik eden hastalik olup bunu hiperlipidemi
(%43,1), diabetes mellitus (%34,36), Kronik Obstriktif Akciger
hastaligi (%21,5) ve periferik arter hastaligi (%9,3) takip ediyordu.
Hastane mortalitesi 480 hastada 22 (%4,58), tip 1 aort diseksiyonu
nedeni ile opere edilen 20 hastada ise 10 hasta (%50) olarak, totalde
ise 500 hastada 26 (%6,4) olarak gerceklesti.

Sonug: Deneyimlerimiz, merkezimizde dinya capinda kalp bakimi
saglandigini gosterdi.

Anahtar Sozciikler: Yeni merkez, acik kalp cerrahisi, koroner arter
bypass greftleme, kapak replasmani
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Introduction

From a historical point of view, for physicians, the
heart has always been perceived as a feared organ that
especially needs to be kept away from surgery. In the
17th century, nothing could be done to heart injuries. In
the 17th century, the belief that “nothing can be done
to heart injuries” started to change. Ludwig Reh was the
first surgeon to save a patient by stitching myocardium
in a heart injury. This operation, performed in 1896, is
considered to be the beginning of the heart surgery (1).
In the late 19th and early 20th centuries, advances in
various branches of medicine -as a natural consequence of
scientific and technological developments- played a major
role in the rapid development of heart surgery.

The first steps of modern cardiac surgery were taken in
Turkey with closed mitral commissurotomy.

In 1953 and 1954, Dr. Nihat Dorken and Dr. Fahri Arel
in istanbul and Dr. Orhan Mumin and Dr. Hilmi Akin in
Ankara were the pioneers of this advancement (2). The
first open heart surgery, using extracorporeal circulation,
was perfomed by Dr. Mehmet Tekdogan in Hacettepe
University Hospital. The first series of open heart surgeries
were performed by Dr. Aydin Aytag in Hacettepe Children’s
Hospital in 1962 (3).

Currently, there are 75.000 open heart surgeries per
year in a total of 260 heart centers, including 42 ministry
of health, 52 university and 164 private hospitals (4).

The purpose of this study was to present our experience
and results of open heart surgery from the first year of our
operation in the Department of Cardiovascular Surgery at
Haseki Training and Research Hospital.

Methods

Records of 500 patients who underwent open heart
surgery between December 2014 and February 2017 in
Haseki Training and Research Hospital were retrospectively
reviewed (Table 1). A total of 374 patients underwent
coronary artery bypass grafting (CABG), and among
them, six patients had carotid endarterectomy, one left
ventricle aneurysm repair, five aortic valve replacement
(AVR), three mitral valve replacement (MVR), four
mitral ring annuloplasty, and one patient had mitral ring
annuloplasty with neochord implantation simultaneously.
Out of 374 CABG procedures, 24 cases were performed
as off pump, and in three cases, minimal invasive direct
CAB (MIDCAB) was preferred. Bentall operation was
performed in 11 patients, AVR in 41 patients, MVR in four
patients, tricuspid ring annuloplasty in four patients who
had previously undergone MVR, and atrial septal defect
(ASD) closure in 12 patients were performed, while five
patients were operated due to cardiac myxoma and 20
due to type 1 aortic dissection.

In addition to routine preoperative examinations,
patients with a history of Chronic Obstructive
Pulmonary disease (COPD) or patients with pathological
auscultation findings on examination were referred for
pulmonology consultation and pulmonary function tests.
In CABG preparation, patients with a previous history of
cerebrovascular event and peripheral arterial disease and
patients over 65 years were examined with bilateral carotid
Doppler ultrasonography. Carotid artery angiography
was performed in case of significant stenosis in Doppler
ultrasonographic evaluation.

Blood sugar levels were closely followed up in diabetic
patients and insulin therapy was initiated in patients with
high levels after consultation. Patients scheduled for valve
surgery were routinely examined by a dental consultant.

Median sternotomy was performed except three
MIDCAB cases via left anterior thoracotomy. During cardio-
pulmonary bypass, mean arterial pressure was maintained
at 50-70 mmHag.

Myocardial protection was achieved with continuous
retrograde blood cardioplegia, whereas antegrade blood
cardioplegia was performed at 20 minute intervals. During
coronary bypass, proximal anastomoses were performed
under side clamp. Antegrade cardioplegia was delivered
in only cases with short estimated operation period.
Proximal anastomoses were made under cross clamping
in the ones with aortic calcifications. Temporary pace

Table 1. Case distribution

Operation Number of cases Percent (%)
CABG 374 74.8
CABG + Carotid endarterectomy | 6 =

CABG + LV Aneurism repair 1 -

CABG + AVR 5 -
CABG + MVR 3 -
CABG + Mitral valve repair 5 -
Off-pump CABG 24 -
MIDCAB 3 -
AVR 41 8.2
MVR 38 7.6
MVR+ tricuspid ring 4 -
annuloplasty

Type 1 aortic dissection 20 4
Ascending aortic aneurism 11 2.2
ASD closure 10 2
Cardiac myxoma 4 0.8
Infectious endocarditis 2 0.4

CABG: Coronary artery bypass grafting, AVR: Aortic valve replacement, MVR:
Mitral valve replacement, LV: Left ventricle, MIDCAB: Minimal invasive direct
coronary artery bypass, ASD: Atrial septal defect
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maker was fitted in coronary bypass and valve patients
suffering from arrhythmia. In patients who had uneventful
intensive care unit stay, thoracic drains and Foley catheters
were removed on the second postoperative day and the
patients were taken to the follow-up clinic.

Statistical Analysis

No statistical tests were used. Data was expressed as
mean + standard deviation.

Results

Three hundred ten cases were male (62%) and 190
were female (38%) and the mean age was 57.6+13.1
(31-84) years. According to the preoperative data of the
patients, hypertension (44.4%) was the most common
comorbid disease, followed by hyperlipidemia (35.2%),
diabetes mellitus (31%), and COPD (17.6%). Twenty
patients had preoperative renal dysfunction and one
patient required chronic dialysis. Thirty eight patients had
accompanying peripheral artery disease while 14 patients
had a cerebrovascular event (Table 2).

According to the European System for Cardiac
Operative Risk Evaluation (euroSCORE) risk scoring system,
170 patients were in the low-risk group (0-2 points), 235
in the medium-risk group (3-5 points) and 95 in the high-
risk group (six and above).

The mean aortic cross clamp time and cardiopulmonary
bypass time (CPB) were calculated as 64.3+25.9 minutes
and 103.2+45.6 minutes, respectively. The longest pump
time was 380 minutes in Bentall procedure+hemiarch
replacement for type 1 aortic dissection. The shortest
pump duration was 20 minutes with an ASD operation.
Average drainage amount was 458.2+303.2 mL. The
mean duration of intensive care unit stay was 34.7+15.0
hours and the mean length of hospital stay was 7.3+4.8
days.

Table 2. Demographic characteristics

Number of patients Percent (%)
Sex
Female 190 38
Male 310 62
Hypertension 222 44.4
Hyperlipidemia 176 35.2
DM 155 31
COPD 88 17.6
Peripheral Arterial disease 38 7.6
CKD 20 4
CVE 14 2.8
DM: Diabetes mellitus, COPD: Chronic Obstructive Pulmonary disease, CKD:
Chronic kidney disease, CVE: Cerebrovascular events

Preoperative ejection fraction (EF), calculated with
echocardiography, was 53.12% (+25.8). The lowest EF
was 25%. EF in 20 patients was below 35%. EF in 160
patients was between 30% and 50%. Five of the 26
deceased patients were over 70 years of age, and EF in six
patients was less than 30%. The total perfusion and cross
clamp times were longer than the mean total perfusion
and cross clamp times in the lost patients.

Of the 500 patients who underwent open heart
surgery, 32 died. The mortality rate was 6.4%. Ten
deaths were due to emergent operation for type 1 aortic
dissection; 14 had coronary bypass, one had AVR and one
had MVR+CABG. Resuscitative sternotomy was performed
in five cases of type 1 aortic dissection. Two of five cases
died during procedure. Three of these five patients could
not be weaned from CPB pump. The other two patients
used extracorporeal membrane oxygenator. Three patients
died due to cardiac failure whereas four patients died due
to sepsis. Five of the 26 deaths were in patients over 70
years of age. According to euroSCORE Il, 15 patients were
belonged to high-risk; eight patients to moderate-risk, and
three patients belonged to low-risk groups. Five patients
failed to be weaned from the pump and died (three
patients had aortic dissection and two patients had CABG).
Intra-aortic balloon pump was inserted in three patients
before operation, in eight patients during operation, and
in seven patients during intensive care follow-up.

The number of revascularized vessels was 2.7+1.1 (1-5).
Of 374 cases with CABG, full arterial revascularization was
performed in four cases, and bilateral internal mammary
artery (IMA) was used in 18 cases. In nine procedures,
left IMA (LIMA) was not used due to dissection. Off-pump
bypass was performed in 24 patients who had low EF and
high risk factors for CPB, such as history of cancer. The
mean number of bypasses in off-pump bypass patients
was 1.1£1 (1-3).

Transesophageal  echocardiography ~ (TEE)  was
performed in patients who were scheduled for valve
operations. Repair of mitral and tricuspid valve was
performed in appropriate cases. Concomitant mitral
ring annuloplasty was performed in four patients who
underwent CABG, mitral ring annuloplasty and neocordal
transfer in one patient, and tricuspid ring annuloplasty
was performed in four patients who underwent MVR. All
the patients who underwent valve repair were evaluated
with preoperative TEE. None of the patients had more
than mild levels of valve insufficiency in postoperative
evaluation.

In 20 type 1 aortic dissection operations, one ascending
aortic graft interposition, six Bentall operation and 13
Bentall+hemiarc replacement were performed. Femoral
artery was cannulated in three cases which was performed
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under open chest cardiopulmonary resuscitation while
axillary artery was used in other cases. Total circulatory
arrest (TCA) and anterograde cerebral perfusion was used
routinely. The mean TCA duration was 13.5 (+5.8) min.

Primary repair was performed in two patients
and pericardial patch was used in eight patients who
underwent ASD repair.

The most frequent complicationin 112 patients (22.4%)
was atrial fibrillation (AF). Direct current cardioversion was
performed in patients in whom initial medical cardioversion
failed to restore sinus rhythm. Chronic AF was present in
three patients. Low cardiac output syndrome and wound
infections were other common complications. Mediastinitis
developed in two patients (0.4%) (Table 3).

Table 3. Postoperative data
Mortality Number Percent
(%)

Total 500 32 6.4

cases 480 22 458

Aortic 20 10 50

dissection

Morbidity | Atrial fibrillation 112 22.4
Superficial wound infection 14 2.8
Mediastinitis 2 0.4
Low cardiac output syndrome | 30 6
Intra-aortic balloon pump 28 5.6
Respiratory failure 1 2.2
Hemiparesis 6 1.2
Hemiplegia 2 0.4
Revision due to bleeding 14 2.8
Revision due to sternum 4 0.8
dehiscence
Myocardial infarction 5 1
Chronic atrial fibrillation 3 0.6

MICUS 34.7+15.0

(days)

MHS (days) 7.3+4.8 -

MICS: Mean intensive care unit stay, MHS: Mean hospital stay

Discussion

In a crowded metropolis like istanbul, each day a new
heart center is being established. However, the most
important pitfall in a new heart center is the efficacy.
Taking into consideration the fact that the efficacy rate is
less than 20% in 1/3 of the heart surgery centers in our
country (5), reaching an open heart count of 500 in the
first two years of a new clinic confirmed effective planning
beyond the success. Since public hospitals provide health
care to all citizens without social security distinction, open

heart surgery makes these hospitals more advantageous
for patients. It has been reported that mortality rate in
combined surgeries and emergency surgeries are higher
than in isolated and elective surgeries (6). In our clinic,
the mortality rate in patients who underwent elective,
emergency and combined surgeries significantly differed. It
is known that mortality increases in patients with impaired
left ventricular systolic function. Compared with younger
patients, cardiac surgery in older patients is associated
with higher mortality and morbidity (7,8). There was
no correlation between age and mortality in our study,
but low EF was significant. As stated in the literature,
expected mortality rates in low-risk, middle-risk and high-
risk patients are 1.11+0.07%, 5.18+2.08%, 8.78+3.54%,
respectively (9). Our mortality rates were 0.5% in the low-
risk group, 4.1% in the middle-risk group, 8.2% in the high-
risk group and 5.2% in the total risk group. The incidence of
postoperative new AF varies between 15% and 40% after
cardiac surgery (10). AF occurred in 112 cases (22.4%)
and three patients were discharged with AF Although
mediastinitis is a rare complication (1%-3%) of open heart
surgery, it is one of the most lethal complications and the
mortality rate is 10%-25% (11). Mediastinitis developed in
two patients.

CABG is at the forefront in our clinic as it is in most
centers. Today, there are many alternative surgical
methods for CABG. Considering the long-term survival
of the patient, we essentially selected LIMA for the graft
of choice and preferred bilateral IMA when convenient.
Appropriate patients were definitely operated under CPB
whereas off-pump surgery was preferred for patients with
high risk for CPB.

Our clinic has 10 inpatient beds, four intensive care
beds and two operating rooms. With existing conditions,
500 open heart surgeries were performed with acceptable
mortality and morbidity during this period since
foundation. Our goal is not only to increase the number of
operations, but also to increase the diversity of operations
and to apply new surgical methods to appropriate patients
in the light of new developments.

Study Limitations

This study has limitations. It is a retrospective study,
with the typical limitations inherent in this study design.
Besides, the number of patients was small. Although
a small sample size was planned, as this was merely a
pilot study, large randomized controlled trials should be
performed in the future to confirm our results.

Conclusion

Our experience showed that world class cardiac care
is provided in our center. High efficacy in cardiovascular
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surgery can be maintained in a new clinic in an accurately
organized hospital.
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The Main Reasons for Emergency Department Visits in
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Abstract

0z

Aim: This descriptive study was conducted to investigate the main
reasons for presenting to the emergency department (ED) in a
university hospital among cancer patients.

Methods: This study was conducted on 243 patients between January
1, 2014 and May 15, 2014. A questionnaire form was used for data
collection. Percentage values and mean scores were calculated and a
chi-square test was used.

Results: The mean age of the patients was 61.33+15.33 years. The
most common malignancy was gastrointestinal tract cancers. 64.6%
of patients were admitted the emergency department more than once,
34.4% of those were readmitted within 0-1 days after discharge. Pain
was the most common cause of admission 69.1% of patients, who
were admitted to the emergency department, had recently received
chemotherapy before admission. Almost all did not receive home care.

Conclusion: The most frequent emergency department admissions
were among patients with progressive cancer. The reasons for
emergency department visit among cancer patients, such as pain,
nausea and vomiting, and high fever, indicate that post-treatment
follow-up and palliative care requirements are not adequately met.
We recommend that emergency care guidelines should be established
to give better care to cancer patients presenting to emergency
department. Furthermore, palliative care services, both at homes and
in institutions, should be expanded.

Keywords: Emergency services, cancer, nursing

Amac: Bu tanimlayicr arastirma bir Universite hastanesi acil servisine
basvuran kanser hastalarinin, basvuru nedenlerini belirlemek amaciyla
yaplimistir.

Yontemler: Arastirma 243 hastayla, 1 Ocak 2014 ile15 Mayis 2014
tarihleri arasinda yGrGtdlmastir. Veri toplama araci olarak anket
formu kullanilmistir. Verilerin degerlendirilmesinde; ylizde ve ortalama
degerleri hesaplanmis ve verilerin karsilastirimasinda ki-kare testi
kullanilmistir.

Bulgular: Hastalarin yas ortalamasi 61,33+15,33'dlr. En sik kanser
tlrl gastrointestinal sistem kanserleridir. Hastalarin %64,6'si acil
servise birden fazla basvurmus, bunlarin %34,4'tG 0-1 gun icinde tekrar
basvurmustur. Agri basvuru nedenleri arasinda ilk sirada yer almaktadir.
Hastalarin %69,1'i acile bagvurmadan kisa stire 6nce kemoterapi
almistir. Neredeyse tamami (%95,9) evde bakim almamistir.

Sonug: Kanser hastalarindan acil servise en sik bagvuranlar ilerlemis
kanseri olanlardir. Kanser hastalarinin agdri, bulanti kusma ve ylksek ates
gibi nedenlerle acil servise basvurmalari tedavi sonrasi izlem ve palyatif
bakim gereksinimlerinin yeterince karsilanamadigini gostermektedir.
Acil servise basvuran kanser hastalarina daha iyi bakim vermek icin acil
bakim rehberi olusturulmasini, ayrica evde ve kurumda palyatif bakim
hizmetlerinin yayginlastiriimasini éneriyoruz.

Anahtar Sozciikler: Acil servis, kanser, hemsire

Introduction

Cancer remains an important public health problem in
Turkey as it has been all over the world (1). Cancer is still
known as a disease causing chronic pain, lost years of life,
and premature death in spite of all the developments in
the field of diagnosis and treatment. Classical methods

used in its treatment are radiotherapy, chemotherapy,
surgical treatment and immunotherapy. Double or triple
treatment methods are used together for some cancer
types. Treatment period is long and difficult. Patients with
cancer experience symptoms caused by the treatment and
due to the disease itself. The most significant symptoms
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are pain, nausea, vomiting, shortness of breath, fever,
weakness, and fatigue (1-3). Approximately 33%-50% of
patients feel pain and it is not kept under control in more
than 40% of patients (4-7). Due to the insufficiency of
alternative service models for cancer patients, patients and
their families are stuck between hospital and emergency
department (ED) with the purpose of symptom control
during the treatment period (2,3,8,9).

Individuals with chronic diseases visit ED during the
exacerbation periods or due to other acute conditions
independent of their chronic diseases (8). On the other
hand, cancer patients visit ED for some reasons related
with cancer, such as pain or other reasons, e.g. infection,
undernutrition and insufficient care (8,10). In a systematic
review including six prospective and 12 retrospective
descriptive studies investigating ED visits for symptom
assessment in adult oncology patients, it has been
determined that the symptoms seen in these patients
were undernutrition, constipation, diarrhea, bleeding,
nausea-vomiting, fever, respiratory problems, anxiety,
tiredness, pain, anuria/dysuria, infection, etc. (2). Most of
the reasons directing cancer patients to ED are treatment
side effects experienced after treatment (3). It has been
shown that 32.5% of ED visits could be prevented (10).

Considering the symptoms that patients might
experience during the course of treatment, close
monitoring of patients will reduce the frequency of ED
presentation (10-12).

EDs are providing care to larger number of patients and
often overcrowded. Priority may be given to patients with
accident injury, bleeding, cardiac and respiratory problems
for medical intervention in the triage classification. Thus,
the environment may not be very favorable for cancer
patients with urgent care needs (13).

Cancer treatment is provided in the outpatient setting
unless otherwise is required. Lack of home health care
services for cancer patients results in ED presentations or
primary care hospitals visits for cancer treatment-related
problems.

Thus, this study aimed to identify the reasons for ED
visits among cancer patients and to provide suggestions
for the development of special services to be offered to
cancer patients.

Methods

This is a descriptive study carried out with cancer
patients who were admitted to the ED at a university
hospital between January 1, 2014 and May 15, 2014.

The Emergency Severity Index (ESI) was used in
all patients admitted to the ED where the study was
carried out. The ESI is a five-level ED triage algorithm

providing clinically relevant stratification of patients on
the basis of acuity and resource needs. Cancer patients
are usually given the third code according to the ESI and
are often taken to observation rooms or intervention
unit. Intervention unit is the place where critical patients
can be followed by close monitoring. At the other side,
observation rooms (13 in total) are located where doctors
and nurses desks are found, covered with transparent
glasses, equipped with necessary instruments and
separated by walls. Resuscitation/trauma, observation
rooms and intervention unit are located in this section
of ED. Eleven staff (three emergency medicine assistants,
four nurses, one emergency medicine specialist and three
attendants) usually provide emergency health services
and they work in shifts. This shift plan was accepted as a
standard protocol for the Emergency Department of the
Medical Faculty of Gilhane.

The study included 243 participants (196 patients’
relatives and 47 patients completed the questionnaire).
Patients, who were not in the terminal period and who
were able to communicate, were included in this study.
Patients or patient’s relatives who refused to participate
in the study (26 patients) and those who died during the
study period (14 patients) were excluded.

The data were collected by the researcher (EB) using a
guestionnaire (2,3,8,9,13-17). The questionnaire consisted
of 21 questions (six questions on the demographic
characteristics, nine about the treatment and disease, five
guestions about the reason and frequency of ED visits,
and one question about home-care).

The data were collected by the researcher through
face-to-face interviews at the ED between the hours 08:00
and 22:00. The completion of the questionnaire took
about 10 minutes. The researcher met each patient after
the completion of his/her emergency treatment. In the
cases where the questions were not answered by the
patient due to tiredness or unwillingness, the relative of
the patient filled the questionnaire.

Statistical Analysis

SPSS 16.0 was used for data analysis. In addition to
the descriptive statistics; a chi-square test was used for
comparisons.

Results

The demographic characteristics of the participants
were as follows: the average age was 61.33+15.33 years
and 58% of patients were older than 61 years. 56.4% were
male, 51.8% were primary or secondary school graduates,
and 79.8% were married. Housewives constituted the
33.3% and 43.6% were retired. 45.3% reported to have
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insufficient family income. 54.3% of the patients had a
comorbid disease. Hypertension was the most common
complaint with the incidence of 65.9%. Gastrointestinal
tract cancer was the most common cancer (34.2%);
45.7% of patients were diagnosed more than one year
ago. 50.6% of patients had metastases. 84.0% received
chemotherapy; 50.2% underwent surgery and 43.2%
received radiotherapy. Majority of these patients (69.1%)
received chemotherapy before their last visit to ED.
34.2% of patients were treated in the hospital in the past
seven days before visiting ED. 59.3% of patients were
not informed about the possible emergency situations
that can occur after treatment. 60.6% of patients were
informed only about probability of fever (Table 1). 35.4%
of patients were admitted to the ED for the first time, and
28.4% visited ED five times or more. Most of the recurrent
admissions were done in the past one week before data
collection. The most frequently encountered reason for ED
visit was pain (24.3%). 58% of patients did not consult

any physician or health department before presenting to
ED (Table 2).

Almost all the patients (95.9%) did not receive health
care at home. 51.8% of patients, who had received
chemotherapy, visited ED three times or more. There was
no statistically significant difference in treatment methods
between patients who visited ED (p>0.05). Patients with
metastases who visited ED three times or more (60.2%)
and 40% of patients who presented to the ED three times
or more were diagnosed with cancer in the past three
months. There was a statistically significant difference in
time elapsed between patients with newly diagnosed and
metastatic cancer (p<0.05) (Table 3).

Discussion

It is known that most of the ED visits are preventable.
In a study carried out in Akdeniz University (14), it was

Table 1. Continue

Table 1. Features relating to patients’ health problems and Type of treatment (n=444)°
characteristics of treatment Chemotherapy 204 84.0
‘ . % Surgical treatment 122 50.2

Comorbid diseases (n=243) Radiotherapy 105 43.2
Yes 132 54.3 Immunotherapy 13 5.3
No 111 45.7 The last received treatment (n=243)
Diseases (n=132): Chemotherapy 168 69.1
Hypertension 87 65.9 Other treatments except chemotherapy© 75 30.9
Diabetes mellitus 47 35.6 The most recent treatment time
Coronary Artery disease 28 212 1 day ago 34 14
Heart failure 24 18.2 27 days ago 54 22.2
Chronic Obstructive Pulmonary disease 20 15.2 8 days to 1 month ago 75 30.9
Other (chronic renal failure and cerebrovascular 14 10.6 2 months-1 year ago & 177
accident) Over 1 year 37 15.2
According to the cancer types (n=255)" Informational status of patients about emergency states (n=243)
Gastrointestinal cancers 83 34.2 Informed 99 40.7
Respiratory system cancers 50 20.6 Not informed 144 59.3
Urogenital system cancers 35 14.5 Informed situations (n=99)*
Endocrine system cancers 35 14.5 Fever 60 60.6
Hematopoietic system cancers 25 10.3 Nausea and vomiting 51 513
Musculoskeletal system cancers 13 5.3 Pain 23 23.2
Other (nervous system and skin cancers) 14 4.8 Fainting 8 8.1
The passing time after the diagnosis of cancer (n=243) Diarrhea 7 7.
03 memiths 75 309 Shortness of breath 6 6.1
A1) meniie 57 234 Loss of balance 5 5.1
T 11 157 Other situations? 10 10.1

3 "n" is folded because patients have multiple chronic diseases, °: “n” is folded
Metastasis status (n=243) because patients have multiple cancer types, < Other treatments except
Yes 123 50.6 chemotherapy: Radiotherapy, surgical treatment, immunotherapy, % Other

situations: palpitation, inability to urinate, hemorrhage through the urine tract,
No 120 49.4 constipation, hemorrhage through the mouth
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claimed that 47% of the reasons for ED presentation were
not due to serious causes. In their study, Yaylaci et al. (9)
reported that 81% of ED visits were oncology-related. ED
visit is upsetting for cancer patients and their relatives.
Setoguchi et al. (18) defined benchmark measures of
quality of cancer care at the end-of-life. One of them was
the proportion of patients who had >1 ED visit. In a study

Table 2. The frequency and causes of patient admission to
emergency

%

K

The number of emergency department visits in the past year (n=243)

1 86 354
2 23 9.5
3 42 17.2
4 23 9.5
5 and more 69 28.4

The duration between the previous and last admission in the
repeated admissions (h=157)

0-1 days 54 34.4
2 days -1 week 36 22.9
1 week to more 67 42.7

Current reason for admission (n=243)

by Yildirim and Tanriverdi (19), it was reported that 60%
of cancer patients visited ED at least once within one
month before death.

Non-communicable diseases (cardiovascular diseases,
cancers, chronic asthma, and diabetes) are the top cause
of death in Turkey as in the world (20,21). In a study by
Barbera et al. (15), it was found that the frequency of ED
visit was higher in patients with comorbid diseases than in
those without any comorbid disease (15).

It has been reported that the most common
comorbid diseases in cancer patients were diabetes and
hypertension, similar to that in the current study (Table 1)
(10,22,23). Cancer patients with comorbid diseases have
poorer survival compared to those without comorbidities
(24).

Mayer et al. (13) reported 13 raw chief complaints for
ED visits one of them being cancer. Cancer patients visit
ED mostly for symptoms related with cancer treatment
and this constitutes 5.6% of all ED visits (10).

In our study, it was determined that approximately
half of the patients received the diagnosis one year ago
or before and half of them had metastases. Presentation
to ED may be an indication of far metastases clinically in
patients with gastrointestinal and lung cancer (3).

Table 3. Distribution of metastasis status, the last received
treatment and the passing time after the diagnosis of cancer
according to numbers of admission to emergency (n=243)

Number of admissions

One Two Three

admission admission | and more

(n=86) (n=23) admission
(n=134)

n % n % n %

The last received treatment

Chemotherapy 63 375 | 18 10.7 | 87 51.8

Other treatments 23 30.7 | 5 6.6 47 62.7
except chemotherapy?

Pain 59 243
Nausea and vomiting 40 16.5
Shortness of breath 38 15.6
Fever 29 11.9
Weakness 22 9.1
Other complaints? 55 22.6
Previous reason for admission (n=157)
Pain 53 33.8
Nausea and vomiting 25 15.9
Shortness of breath 22 14.0
Fever 15 9.6
Weakness 14 8.9
Other complaints® 28 17.8

x?=2.695; p=0.260

Previous applications to another institution or person before

Metastasis status

speech, hematuria, diarrhea
b: Other complaints: hematuria, diarrhea, loss of appetite, seizures, hemoptysis,
palpitations, slurred speech, rectal bleeding, hypoglycemia. Cough, loss of

balance, inability to urinate, constipation, body rash

admission to emergency (n=243) Yes 42 34.1 7 57 74 60.2
No application 141 58 No 44 | 36.7 | 16 13.3 | 60 50.0
Admitted to the oncology doctor 39 16 x?=4.995; p=0.082
Contacted the family doctor or clinic 38 15.7 The passing time after the diagnosis of cancer
Received telephone counseling 25 10.3 0-3 months 32 | 427 | 13 | 17.3 | 30 40.0

2 Other complaints: loss of appetite, visual hallucinations, seizures, hemoptysis, 4-11 months 20 35.1 4 7.0 33 57.9

palpitations, abdominal swelling, rectal hemorrhage, hypoglycemia, loss of

balance, inability to urinate, constipation, body rash, convulsions, slurred 1 year or more 34 30.6 6 5.4 71 64.0

x?=13.797; p=0.008

3. Other treatments except chemotherapy: radiotherapy, surgical treatment,

immunotherapy, chi-square likelihood ratio
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Most of the patients presenting to ED have
gastrointestinal or respiratory tract cancer and this result
is compatible with the literature (3,19,25). The main
complaints of cancer patients vary according to the type of
cancer. While respiratory complaints in patients with lung
cancer are more common, complaints in other patients
include pain, respiratory and gastrointestinal problems
(16). In a study by Kocak et al. (8) carried out with cancer
patients who visited the ED in a university hospital within
the first three months of the year 2007, it was found
that most of the patients had lung cancer and respiratory
problems. In a study by Baser et al. (26) including patients
with lung cancer presenting to ED, it was determined that
the presenting complaint was dyspnea in 62% of patients,
cough in 29%, chest pain in 22%, palpitation in 18%,
fever in 13%, and neurological findings in 11% of patients.
In a systematic review including six prospective and 12
retrospective descriptive studies carried out by Vandyk et
al. (2), it was determined that the most common cancer
treatment- or disease-related symptoms were febrile
neutropenia, infection, pain, fever, and nausea/vomiting.
In our study, the main reason for ED visits was pain as in
the studies by Yaylaci et al. (9) and Barbera et al. (15).

In the literature, pain is the chief reason for ED visits
in cancer patients (3,9,10,27). It was stated by Vallerand
et al. (4) that there was a positive correlation between
metastasis and pain level. In our study, it was found that
the most common reason for ED visit in cancer patients
was pain (24.4%) similar to that in other studies. As these
findings show that pain management in cancer patients
should be more effective and the staff of ED should be
equipped to manage pain. In addition, it would be wise to
refer cancer patients presenting with pain to the related
departments for the assessment of metastasis.

It has been reported that at least 10% of individuals
who frequently visit ED were cancer patients (10,15-17). It
was determined by Minami et al. (16) in a study conducted
with lung cancer patients that 1/3 of patients presented
to ED for the first time, others visited ED twice or more
within one week in after hours on weekdays, weekends,
or holidays. We evaluated the whole study group based on
24-hour period in our study, not as an after hours protocol
like in the study by Minami et al. (16), we found that 1/3
of cancer patients (34.4%) repetitively visited ED within
0-1 days. This finding highlights the insufficiency of ED for
cancer patients.

Pain is an important factor which decreases the quality
of life (28). Pain management centers in Turkey mostly
exist in university hospitals and metropolitan cities. Pain
management centers are the places where the pain control
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methods are applied to patients by a multidisciplinary
team. Invasive methods are also used in these centers
with pharmacological methods. Frequent presentation to
EDs is due to the fact that the number of pain centers is
limited and pain management in patients with cancer is
not sufficient.

In the current study, other common reasons, such as
nausea-vomiting, fever and tiredness, were found to be
the problems that cancer patients face frequently (Table
2). In their study, Bozdemir et al. (3) reported that pain,
shortness of breath, and nausea-vomiting were the most
frequent complaints in patients visiting ED. Another
symptom is weakness seen in late stage-cancer cases and
after medical treatment cures (29).

The most common treatment method for cancer is
chemotherapy (30). In our study, most of the patients
received chemotherapy (84%). In a study by Ahn et al.
(31) carried out in an ED unit for cancer with eighteen
beds in Korea, it was found that 5.502 patients visited
the unit in 2010 and, it was determined that 90.8% of
patients were receiving chemotherapy. The most common
side effects of chemotherapy are weakness, fatigue,
nausea-vomiting, poor appetite, diarrhea, constipation,
alopecia, weight loss, mouth sores, insomnia, and muscle
pain (15,22,32,33). Patients visit ED due to chemotherapy-
related complications (34). In a study by Livingston et
al. (35), the most common ED discharge diagnoses
were neutropenia, nausea-vomiting and dehydration,
abdominal pain and fever, respectively. In a study by
Courtney et al. (36) including patients who were admitted
to ED due to febrile neutropenia, it was determined that
75% of patients were undergoing chemotherapy during
the study (36). In a study by Gultekin and Boztas (34),
it was determined that ED visits were more common in
patients receiving chemotherapy. It has been determined
that most of the ED visits were during the treatment and
repetitive presentations occurred during chemotherapy
(10,16). In a study by Tsai et al. (10), it was determined
that two third of ED visits were among patients receiving
chemotherapy. There was no difference between patients
treated with chemotherapy and other treatments methods
in the last year in terms of the number of ED admission
(p>0.05). The findings of this study are similar to those in
the literature as 69.1% of patients received chemotherapy
before presenting to ED (10).

EDs are the health units for the management of acute
problems. They are not sufficient for cancer treatment
(13). Cancer patients often experience delays in time to
being seen by a physician in EDs. Priority may be given
to those with accident injury, bleeding and cardiac and
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respiratory problems in the triage classification. Febrile
neutropenia which is a life-threading complication of
chemotherapy may end up with sepsis, septic shock and
death. Infections occurring due to neutropenia are a risk
for patients who are delayed in ED (36).

On the other hand, there are some observations
related to the attitudes of health professionals: reluctance
to use strong opioids by physicians, administration of
analgesics after lengthy delays, and not performing a
formal pain assessment using a pain scale (37). In their
study, Jain et al. (37) reported that 65% of 100 cancer
patients presenting to ED due to pain reported severe pain
and 35% moderate pain. They found that only five of 88
patients with severe pain were fully adherent to prescribed
analgesics. In addition, only four patients were prescribed
a strong opioid despite severe pain.

It is important to increase the quality of life of patients
with chronic diseases as well as expanding life expectancy.
Palliative nursing applications are useful in increasing
quality of life (24). Palliative care institutions and home-
care facilities are limited in Turkey (38,39), while home-care
nursing facilities are common in many European countries.
A study in Spain assessed the different nursing models and
cancer patients’ quality of life and it was determined that
the physical and mental status of patients who received
nursing care at their home were satisfactory (40).

Study Limitations

Since some cancer patients who were admitted to
the ED could not answer the questions, the interviews
were performed with the primary caregivers. This can be
considered as a limitation of the study. The fact that the
work was done in an ED was another limitation of the
research.

Conclusion

The symptoms in cancer patients increase their
frequency of ED visits and, negatively affect their quality of
life (41). Nurses at EDs should rapidly identify the primary
requirements, provide safety for the patients in ED and
make them feel relaxed (3,42). They should assess the
reasons for presentation and inform the patients and their
relatives in order to prevent the repetitive applications (41).
They should refer the patients to the related department
in order to meet their nursing requirements. Timely and
accurate triage and qualified nursing care may increase
the quality of life and safety of patients in EDs. In addition,
a guideline for emergency admission and nursing care of
cancer patients is necessary.

Especially, oncology and palliative care teams should
make an appropriate discharge plan in collaboration with
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primary care services (home health care and family health
care) in order to improve patients’ coping with cancer and
its symptoms and to prevent repetitive ED admissions.

In this respect, chemotherapy nurses should have
the responsibility to guide the patients during the
chemotherapy process. Patients and patients’ relatives
should be trained about the side effects and what they
will do in case. Emergency care guidelines should be
established to give better care to cancer patients admitted
to ED. If home health care and hospice care services
come common in Turkey, the frequency of ED visits may
accordingly decrease. We also suggest that palliative care
services should be expanded to include both home care
and hospice care.
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Abstract

0z

Aim: The aim of this study was to evaluate the protective use of
quercetin in a rat model of radiation-induced enteritis and colitis.

Methods: Twenty four adult rats were randomly divided into four
groups. Group SHAM was given only physiological saline, group QUER
was given quercetin 50 mg/kg for 15 days, group RAD was given only
irradiation and group QUER+RAD was given quercetin 50 mg/kg, and
then irradiated. Twenty four hours after the exposure to radiation,
all rats were euthanized for the evaluation of the ileum and colon
morphology and biochemical measurements.

Results: Compared with the SHAM group, the serum malondialdehyde
(MDA) level was significantly higher in group RAD (p=0.004) and
was significantly decreased in group QUER+RAD (p=0.015). The
MDA levels in the ileum and colon tissues were significantly higher
in group RAD (p=0.004 and p=0.002, respectively), while treatment
with quercetin significantly reduced lipid peroxidation in both tissues
in group QUER+RAD (p=0.015 and p=0.009, respectively). Compared
with the control group, the serum total antioxidant status (TAS) level
was significantly lower in Group RAD (p=0.002) and was significantly
increased in group QUER+RAD (p=0.009). TAS in the ileum and colon
tissues were significantly lower in group RAD (p=0.002 and p=0.002)
and were significantly higher in both tissues in group QUER+RAD
(p=0.002 and p=0.002, respectively).

Conclusion: This study confirmed that, in the model of radiation-
induced ileitis and colitis in rats, quercetin effectively decreased oxidative
stress and inflammatory damage to both ileum and colon tissues.

Keywords: Quercetin, intestine damage, oxidative stress, radiation,
rat

Amac: Bu c¢alismanin amac rat modelinde radyasyona bagh
olusan enterit ve kolit tedavisinde quercetin'in koruyucu rollinu
degerlendirmektir.

Yontemler: Yirmi dort yetiskin rat randomize olarak dért gruba ayrild.
Group SHAM'a sadece salin, grup QUER’e 15 glin boyunca 50 mg/
kg quercetin, grup RAD'a sadece radyasyon ve grup QUER+RAD'a
15 glin boyunca 50 mg/kg quercetin ardindan radyasyon uygulandi.
Radyasyon maruziyetinden 24 saat sonra ileum ve kolon morfolojisi
ve biyokimyasal parametrelerin degerlendirilmesi icin ratlara 6tenazi
uygulandi.

Bulgular: SHAM grubuyla karsilastirildiginda, serum malondialdehit
(MDA) seviyesi grup RAD'da istatistiksel olarak anlamli derecede yliksek
(p=0,004) ve grup QUER+RAD'da diistik bulundu (p=0,015). ileum ve
kolon dokularindaki MDA seviyesi grup RAD'da anlamli olarak daha
yiksek (sirasiyla; p=0,004 ve p=0,002) idi. Grup QUER+RAD'da ise her
iki dokuda azalmis olarak bulundu (sirasiyla; p=0,015 ve p=0,009).
Kontrol grubuyla karsilastinldigi zaman, serum total antioksidan
kapasite (TAK) seviyesi grup RAD'da istatistiksel olarak anlamli derecede
dustik (p=0,002) ve grup QUER+RAD’da ise yiiksek bulundu (p=0,009).
ileum ve kolon dokularindaki TAK seviyesi grup RAD'da istatistiksel
olarak anlamli derecede dustk iken (sirasiyla; p=0,002 ve p=0,002),
grup QUER+RAD'da ise her iki dokuda da anlamli derecede yiksek
bulundu (sirasiyla; p=0,002 ve p=0,002).

Sonug: Bu calisma, ratlarda olusturulan radyasyona bagli ileit ve kolit
modelinde quercetin’in, hem ileum hem de kolon dokularina oksidatif
stres ve enflamatuvar hasari etkili bir sekilde azalttigini dogrulamistir.

Anahtar Sozciikler: Quercetin, intestinal hasar, oksidatif stres,
radyasyon, rat
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Introduction

Radiotherapy (RT) has an important place in the
treatment of abdominopelvic cancers (1). The most
important reason for limiting the RT dosage is that, during
RT, normal tissues are exposed to radiation along with
the cancerous tissues (2,3). After the bone marrow, the
gastrointestinal system (GIS) is the region most sensitive
to the effects of radiation because of its rapid mitotic
activity and, following RT, radiation-induced enteritis and/
or colitis generally occur (4,5). During radiation exposure,
inflammatory cells are activated, causing mucosal damage.
Several studies have shown that, in the pathology
associated with RT, there is crypt cell destruction along
the GIS tract, a decrease in the number and size of villous
structures, and an increase in ulcerative and necrotic areas
(6-8).

Although the mechanism behind the above phenomena
is not yet fully understood, reactive oxygen species that
emerge in the mitochondria during radiation are thought
to be harmful to proteins, lipids, and nucleic acids (6,9).
In previous studies, chemical agents and oral nutritional
supplements were used to reduce these complications
associated with RT (1,3,7,10,11).

In vitro studies have shown flavonoids to have anti-
inflammatory and anti-oxidant properties in a wide
range of biological and pharmacological systems (12,13).
Animal experimental studies have shown that the anti-
inflammatory effects of flavonoids are mediated through
the inhibition of reactive oxygen or nitrogen compounds
(14). Flavonoids may also show anti-inflammatory effects
by inhibiting pro-inflammatory activities of enzymes such
as cyclooxygenase, lipoxygenase, and inducible nitric oxide
synthase (14).

Quercetinis a potent anti-oxidant and anti-inflammatory
flavonoid, which is found abundantly in onions, broccoli,
apples, grapes, wine, tea, and leafy green vegetables (15).
It shows anti-ulcerative, anti-hypertensive, anti-depressant,
and anti-inflammatory properties with effects on various
cellular pathways (16). In addition to platelet aggregation
inhibition, it also shows protective effects against oxidative
damage and cytotoxicity (17). The aim of this study was to
evaluate the protective use of quercetin in a rat model of
radiation-induced enteritis and colitis.

Methods

Chemicals

Quercetin was purchased from Sigma-Aldrich Co. (St.
Louis, MO, USA).

Animals and Experimental Protocol

Approval for this study was granted by the Animal
Experiments Local Ethics Committee of Zonguldak (Turkey)
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Bllent Ecevit University Faculty of Medicine (2016-41-
06/10). All procedures conformed with international
guidelines on the care and use of experimental animals.

In total, 24 adult male Wistar albino rats, each weighing
300-350 g, were divided randomly into four groups. The
rats were obtained from the Bullent Ecevit University
Experimental Animals Research Unit. All were fed with
standard rat pellets and housed in temperature- and
humidity-controlled (23+1°C and 55% relative humidity)
rooms that were lit on a 12/12-h light/dark basis until the
day of the experiment.

Group SHAM was given only physiological saline (PS)
(no RT; n=6), group QUER was given quercetin at 50 mg/
kg body weight (BW) daily in distilled water and 0.25
mL of PS for 15 days (no RT; n=6), group RAD was given
only radiation (RT, n=6), and group QUER+RAD was given
guercetin at 50 mg/kg BW daily in distilled water and
0.25 mL of PS for 15 days and then irradiated (RT+QUER;
n=6). At the end of 15 days, the animals in groups RAD
and QUER+RAD were exposed to a dose of 10 Gy to the
abdominopelvic region. All rats were decapitated 24 h
after exposure to radiation.

Irradiation

The experimental model of anaesthetised rats for
irradiation was used, as described by Gultekin et al.
(18). The animals in groups RAD and QUER+RAD were
anaesthetised with an intraperitoneal injection of 100 mg/
kg ketamine, then four rats in the prone position were
administered a single non-ethal dose of 10 Gy using a
6-MV linear accelerator at a dose rate of ~1 Gy/min with
the source axis distance (SAD) technique and a 1.0-cm
bolus material on the surface. A computed tomography
simulation of a rat was performed with 1-mm slices, and a
dose calculation was performed with the Eclipse treatment
planning system (version 8.9; Varian Medical Systems,
Palo Alto, CA, USA). The animals were returned to their
home cages following irradiation. Control animals were
anaesthetised but not exposed to radiation. All irradiations
were performed between 08:00 and 09:30 A.M.

Chemical Analysis

Tissue samples were cut into small pieces and then
homogenised in phosphate-buffered saline (pH 7.4) using a
glass-Teflon homogeniser (Ultra Turrax IKA T18 Basic) for 2
min at 5.000 rpm. The homogenate was then centrifuged
(5.000 g, 15 min). The supernatant was used for the
analysis. Serum and tissue levels of total antioxidant status
(TAS) and malondialdehyde (MDA) were measured using
a colorimetric method with a TAS and MDA kit (Oxford
Biomedical Research, Oxford, USA) in accordance with the
manufacturer’s protocol.
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Histopathology

Histological examinations of the samples collected
from the colon and ileum were conducted using a
modified version of the method described by Odabasi et
al. (5) and Howarth et al. (19). Microscopic assessment
of each specimen was performed to determine the
mucosal, submucosal, and muscularis externa thickness in
the ileum and colon. Using a x100 eyepiece micrometer,
measurements were taken of the mucosal, submucosal,
and muscularis externa thicknesses at 20 representative
sites.

Histopathology of the lleum

For the examination of the ileum in the four groups,
thicknesses of the submucosa, muscularis externa, and
mucosa were measured. Then, the ileum and colon
histopathology was graded with a modified version of the
technique described by Howarth et al. (19) and the severity
of the damage was determined using the damage severity
score (DSS). The four groups were examined in terms
of 12 parameters, defined as villus tip erosion, severity
of neutrophil leukocyte reaction in the lamina propria,
severity of eosinophil reaction in the lamina propria,
severity of nuclear changes, severity of fibrinoid changes
in the vascular wall, severity of changes in fibroblasts in
the mucosa, severity of brush border damage, severity
of lymphocyte reaction, villus tip fusion, mitosis, crypt
abscess, blood vessel or lymphatic dilation, and ulcer form.
Each criterion was scored from 0 to 3 (O=normal, 1=mild
damage, 2=moderate damage, 3=severe damage) in each
area for a maximum of 36 points.

Histopathology of the Colon

As in the ileum, the submucosa, muscularis externa,
and mucosal thicknesses were measured for the colon.
Colon histopathology was graded using the same method
and the severity of damage was determined using the
DSS (19). The four groups were examined in terms of 11
parameters, defined as colon surface epithelial erosion,
severity of neutrophil leukocyte reaction in the lamina
propria, severity of eosinophil reaction in the lamina

propria, severity of nuclear changes, severity of fibrinoid
changes in the vascular wall, severity of changes in
fibroblasts in the mucosa, severity of lymphocyte reaction,
mitosis, crypt abscess, blood vessel or lymphatic dilation,
and ulcer form. Each area was scored with a maximum of
33 points.

Statistical Analysis

All analyses were performed with the “R" software
(version 3.3.2). Descriptive statistics were stated as mean
+ standard deviation, median, minimum, and maximum
values for continuous variables. Conformity to a normal
distribution was assessed with the Shapiro-Wilk test.
Differences between the four groups were evaluated with
ANOVA and the Kruskal-Wallis test. Tukey and Bonferroni-
corrected Mann-Whitney U tests were used as post hoc
tests for ANOVA and the Kruskal-Wallis test, respectively.
For all statistical comparisons, a value of p less than 0.05
was considered to indicate statistical significance.

Results

The results of the biochemical assessments of
peroxidation and anti-oxidant capacity parameters are
shown in Tables 1 and 2.

Biochemical Parameters

MDA is associated with lipid peroxidation. Compared
with the SHAM group, the serum MDA level was
significantly higher in group RAD (p=0.004) and was
significantly decreased in group QUER+RAD (p=0.015)
(Table 1). The MDA levels in the ileum and colon tissues
were significantly higher in group RAD (p=0.004 and
p=0.002, respectively) (Table 1) (Figure 1), while treatment
with quercetin significantly reduced lipid peroxidation in
both tissues in group QUER+RAD (p=0.015 and p=0.009,
respectively) (Table 1) (Figure 1).

TAS activity indicates anti-oxidant capacity. Compared
with the control group, the serum TAS level was
significantly lower in group RAD (p=0.002) and was
significantly increased in group QUER+RAD (p=0.009)
(Table 2). TAS levels in the ileum and colon tissues were

Table 1. Malondialdehyde levels of experimental groups

lleum Colon Plasma

(nmol/g wet tissue) (nmol/g wet tissue) (pmol/L)
Group SHAM 77.15 (27.60-85.70)? 40.85 (14.30-56.50)° 3.51(3.10-5.32)*°
Group QUER 96.10 (32.20-125.0)¢ 56.05 (43.10-85.70)¢ 4.36 (3.10-6.10)°
Group RAD 145.3 (85.0-90.0)¢ 104.75 (70.1-140.0)2<< 6.83 (4.23-8.37)*<¢
Group QUER+RAD 65.05 (42.1-134.0)%¢ 63.5 (26.2-166.8)° 5.19 (3.50-5.41)°
p value 0.022 0.005 0.011

QUER: Quercetin, RAD: Radiation
Values are reported as median (minimum and maximum value), (n=6)
abede; Statistically significant with Bonferonni corrected Mann-Whitney U test
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significantly lower in group RAD (p=0.002 and p=0.002,
respectively) (Table 2) (Figure 1) and were significantly
higher in both tissues in group QUER+RAD (p=0.002 and
p=0.002, respectively) (Table 2) (Figure 1).

Histopathological Analysis

The ileum and colon tissues were normal in group
SHAM and damaged, to varying degrees, in the other
groups. No ulcers or crypt abscesses were observed in any
group. There was no capillary or lymphatic dilatation and
no mitotic figure was determined in any animal in any of
the groups.

Thus, ileum damage was scored from a maximum
of 24 points on eight criteria and colon damage from
a maximum of 21 on seven criteria. The ileum damage
scores were calculated as 3.25+2.21 in the SHAM group,
19.20+2.26 in the RAD group, 6.90+1.68 in the QUER
group, and 11.05+£3.01 in the QUER+RAD group. A
statistically significant difference was found between the
SHAM group and the RAD group (p<0.001) and between

A
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Figure 1. Levels of ileum tissue malondialdehyde (A), colon
tissue malondialdehyde (B), ileum tissue total antioxidant status
(C) and colon tisue total antioxidant status (D) in group’s (n=6).
Statistically significant with Bonferonni corrected Mann-Whitney
U test
*p<0.05 as compared to group SHAM, **p<0.05 as compared to group
RAD
MDA: Malondialdehyde, TAS: Total antioxidant status
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the RAD group and the QUER+RAD group (p<0.001),
(Table 3).

The colon damage scores were calculated as
1.70£1.17 in the SHAM group, 11.75+2.14 in the RAD
group, 5.05£1.39 in the QUER group, and 7.02+4.34 in
the QUER+RAD group. A statistically significant difference
was found between the SHAM group and the RAD
group (p<0.001) and between the RAD group and the
QUER+RAD group (p=0.003) (Table 3).

Histopathological Analysis of the lleum

Histological changes in the ileum are shown in Figure 2.
Statistically significant differences were observed among
the four groups with respect to mucosal, submucosal, and
muscularis externa thickness values (p<0.001). Between
the SHAM group and the RAD group, a statistically
significant difference was found in submucosal thickness
and the muscularis externa thickness (p<0.05), but there
was no statistically significant difference in mucosal
thickness (p>0.05). Between the RAD group and the
QUER+RAD group, a statistically significant difference was
found in submucosal thickness (p<0.05), but there was
no statistically significant difference in muscularis externa
thickness or the mucosal thickness (p>0.05).

A statistically significant difference was observed in
regard to the brush border, villus tip erosion, villus fusion,
nuclear changes, fibrinoid changes in the vascular wall,
and proliferation in the fibroblasts between the groups
(p<0.001), between the SHAM and RAD groups (p<0.001),
and between the RAD and QUER+RAD groups (p<0.001).

A statistically significant difference was observed with
respect to lymphocytes in the lamina propria in the ileum,
polymorphonuclear leukocytes, and eosinophil reaction
between the groups (p<0.001), between the SHAM
and RAD groups (p<0.001), and between the RAD and
QUER+RAD groups (p<0.001).

Histopathological Analysis of the Colon

Histological changes in the colon are shown in Figure
3. A statistically significant difference was found between
the four groups in terms of mucosal, submucosal, and

Table 2. Total antioxidant status levels of experimental groups

lleum Colon Plasma

(umol trolox equivalents/g) (umol trolox equivalents/g) (mmol/L trolox equivalent)
Group SHAM 73.45 (51.90-98.20)*° 26.15 (14.3-56.5) 0.384 (0.370-0.402)°
Group QUER 71.80 (49.0-85.0)¢ 21.75 (16.80-50.70)° 0.377 (0.354-0.402)°
Group RAD 17.80 (10.10-27.70)2<¢ 11.30 (6.80-14.10)><¢ 0.332 (0.318-0.350)<¢
Group QUER+RAD 45.4 (30.20-56.30)04¢ 19.45 (17.60-43.60)° 0.355 (0.341-0.384)°¢
p value <0.001 0.003 0.001

QUER: Quercetin, RAD: Radiation

Values are reported as median (minimum and maximum value), (n=6)
abede: Statistically significant with Bonferonni corrected Mann-Whitney U test
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Table 3. Demage severity scores of both ileum and colon tissues

lleum Colon
Group SHAM 3.25%2.222b¢ 1.70+1.172bc
Group QUER 6.90+1.68%d¢ | 5.05+1.392d¢
Group RAD 19.20£2.26°4F | 11.75+2.14b4f
Group QUER+RAD 11.05+3.01%¢f | 9.60+2.47¢<f
p value <0.001 <0.001

QUER: Quercetin, RAD: Radiation
Values are reported as mean + standard deviation, (n=20)
abedef: Statistically significant with Bonferonni corrected Mann-Whitney U test

;

Figure 2. Histopathological examinations of hematoxylin and
stain-stained rat tissue: lleum (x200). A) group SHAM, B) group
RAD, C) group QUER and D) group QUER+RAD

muscularis externa thickness values (p<0.001). Between
the SHAM group and the RAD group, a statistically
significant difference was found in submucosal thickness,
muscularis propria thickness, and mucosal thickness
(p<0.05). Between the RAD group and the QUER+RAD
group, a statistically significant difference was found
in submucosal thickness (p<0.05), but there was no
statistically significant difference in muscularis propria
thickness or mucosal thickness (p>0.05).
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Figure 3. Histopathological examinations of hematoxylin and
stain-stained rat tissue: Colon (x200). A) group SHAM, B) group
RAD, C) group QUER and D) group QUER+RAD

A statistically significant difference was observed
in terms of surface epithelial erosion, nuclear changes,
fibrinoid changes in the vascular wall, and proliferation in
the fibroblasts between the groups (p<0.001), between
the SHAM and RAD groups (p<0.001), and between the
RAD and QUER+RAD groups (p<0.001).

A statistically significant difference was observed with
regard to lymphocytes in the lamina propria in the colon,
polymorphonuclear leukocytes, and eosinophil reactions
between the groups (p<0.001), between the SHAM
and RAD groups (p<0.001), and between the RAD and
QUER+RAD groups (p<0.001).

Discussion

In this study, significant changes were observed in
serum MDA and TAS levels in RT-induced ileum and colon
tissues of irradiated rats. The normalisation of elevated
tissue and serum MDA levels and the decreased TAS
levels following RT may indicate that quercetin improved
RT-induced damage in the colon and ileum tissues in rats
by reversing the RT-induced lipid peroxidation and anti-
oxidant capacity.

In the treatment of malignancies, RT, chemotherapy,
and surgery together have been the most commonly
applied methods and have been used with success for
120 years (20). In GIS, urological, and gynaecological
malignancies, RT is usually applied to the abdominal and
pelvic regions. Upon exposure to radiation in these areas,
inflammatory cells are activated and, as a result, there is
mucosal damage, destruction of crypt cells, a decrease in
the number and size of villous structures, and an increase
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in ulcerative and necrotic areas (6-8). The most important
mechanism in the emergence of this damage is an
increase in free radicals associated with RT. Oxygen-free
radicals cause lipid peroxidation in plasma and organelle
membranes, causing an increase in MDA.

By measuring levels of MDA, which is an end-product
of lipid peroxidation, an indirect estimation of lipid
peroxidation can be made. This measurement is valuable
because lipid peroxidation reflects cell death directly (21).
During oxidative stress, which is created in association with
RT, the anti-oxidant capacity is affected (22). In the current
study, MDA and TAS measurements were performed in the
ileum and colon tissues and in serum to estimate oxidative
stress associated with RT in the ileum and colon tissues.

Several methods have been established, ranging from
surgical tests to medical treatments, to reduce or prevent
the formation of GIS pathologies caused by RT (23). One of
these methods is the use of anti-oxidants. The hypothesis
of the present study was that quercetin, as a flavonoid
with anti-oxidant effects, could improve the adverse
effects of irradiation. In the current study, when the ileum
and colon tissue MDA and TAS values and the serum MDA
and TAS values were examined, a statistically significant
difference was observed between the SHAM group and
the groups subjected to RT, this was evaluated as an effect
on RT-induced oxidative stress. Furthermore, a statistically
significant difference was observed in both the ileum and
the colon tissue MDA and TAS values and the serum MDA
and TAS values after RT in the rats administered quercetin
pre-treatment.

These results were evaluated as an increasing anti-
oxidant effect of quercetin and inhibiting the effects of
lipid peroxidation. In several experimental animal models,
it has been shown that quercetin has protective effects
against tissue damage (24-28). Ozyurt et al. (26) reported
that quercetin could provide protection for the kidneys and
bladder in radiation-induced toxicity in an animal model.
Similarly, in an experimental colitis model, Joo et al. (27)
reported that quercetin could ameliorate inflammatory
responses by reducing oxidative stress and neutrophil
activation.

There is a negative effect on the lives of ~50% of
patients receiving pelvic RT because of GIS symptoms
(23). This negative effect on quality of life is of a moderate
to severe level in 20%-40% of patients, depending on
the type of tumour (23,29). In the current study, the DSS
was used to assess the severity of the damage created in
the ileum and the colon. The DSS described by Howarth
et al. (19) in the jejunum and ileum was modified for
this purpose. For the DSS calculation, 12 parameters
were evaluated for the ileum and 11 parameters for the
colon. However, at the end of the study, no ulcers, crypt
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abscesses, capillary or lymphatic dilation, or mitotic figures
were seen in any of the ileum or colon samples in any of
the four groups, thus, the DSS calculation included eight
histopathological parameters for the ileum and seven for
the colon. When the calculated DSSs were examined,
there was greater damage in both the ileum and the colon
in the rats subjected to RT compared with the SHAM
group. In the rats administered quercetin pre-treatment,
the RT-induced damage in both ileum and colon tissue was
reduced. These findings support the study hypothesis and
demonstrate that quercetin reduced and/or could delay
morphological tissue damage.

When tissue histopathology was examined in the rats
subjected to radiation, no statistically significant change
was observed in ileum mucosal thickness or in colon
submucosal, muscularis propria, or mucosal thickness,
compared with those in the SHAM group. This was
thought to be due to the early-stage pathological changes
resulting after exposure of the ileum and colon tissue to a
single dose of radiation. It was thought that the reason for
these changes could have been hyperplasia in the ileum
villi and fibroplasia forming in the wall layers with oedema
in the colon lamina propria.

In the ileum and colon samples of all four groups, no
ulcers, structural changes in crypts, or crypt abscesses
were observed. There was no capillary or lymphatic
dilatation and no mitotic figure was seen in any group.
These results were considered to be due to the radiation
regime that was used. A single dose of 10 Gy of radiation
was applied to the rats using a 6-MV linear accelerator at
a dose rate of ~1 Gy/min with the SAD technique and a
1.0-cm bolus material on the surface. The total radiation
dose applied to the related area of patients receiving RT
is the most important factor in the emergence of early-
and late-stage findings of GIS damage (30). Other factors
in GIS damage include fraction size and the frequency of
radiation application (20).

Study Limitations

In a study by Shukla et al. (31), patients receiving RT
between 8:00 and 10:00 A.M. were compared with those
receiving RT between 6:00 and 8:00 PM. It was reported
that, in the morning patient group, there were a greater
number of cases and more severe diarrhoea. In the current
study, the rats were subjected to RT between 8:00 and
9:30 A.M. and because of the weight control of the rats
included in the study, diarrhoea was not determined. This
was a significant limitation of the study. However, because
the RT applied in the study was a single dose and the
study was terminated 24 h after the application of RT, it is
not considered to have changed the results.
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Conclusion

The results of this study confirmed that, in the model
of radiation-induced ileitis and colitis in rats, quercetin
effectively decreased oxidative stress and inflammatory
damage to both ileum and colon tissues.
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Abstract

0z

Aim: Neutrophil/lymphocyte ratio (NLR) and platelet/lymphocyte ratio
(PLR) are used as inflammatory markers in several diseases. However,
there are little data regarding the diagnostic ability of NLR and PLR in
Helicobacter pylori. We aimed to assess the association between the
C urea breath test ("*C-UBT) results and NLR and PLR in H. pylori
diagnosis.

Methods: Results of 89 patients were retrospectively analysed in this
study. According to the “C-UBT results, patients were divided into two
groups: H. pylori (+) and H. pylori (-) (control group). Haematological
parameters, including hemoglobine, white blood cell (WBC) count,
neutrophil count, lymphocyte count, NLR, platelet count, and PLR
were compared between the two groups.

Results: The mean total WBC count, neutrophil count, NLR and PLR
in H. pylori (+) patients were significantly higher than in the control
group (p<0.001 for all these parameters). In the receiver operating
characteristic curve analysis, the cut-off value for NLR and PLR for
the presence of H. pylori was calculated as =2.39 [sensitivity: 67.3%,
specificity: 79.4%, area under the curve (AUC): 0.747 (0.637-0.856),
p<0.0001] and =133.3 [sensitivity: 61.8%, specificity: 55.9%, AUC:
0.572 (0.447-0.697), p<0.05], respectively.

Conclusion: The present study shows that NLR and PLR are associated

with H. pylori positivity based on "C-UBT, and they can be used as an
additional biomarker for supporting the “C-UBT resullts.

Keywords: "“C urea breath test, neutrophil/lymphocyte ratio, platelet/
lymphocyte ratio

Amac: Nétrofil/lenfosit orani (NLR) ve trombosit/lenfosit orani (PLR),
cesitli hastaliklarda enflamatuvar bir belirte¢ olarak kullanilmaktadir.
Buna karsin, Helicobacter pyloritanisinda NLR ve PLR'nin kullanilabilirligi
ile ilgili cok az veri vardir. Bu calismada H. pylori tanisinda '“C ure nefes
testi ("“C-UBT) sonuglari ile NLR ve PLR arasindaki iliskiyi degerlendirmeyi
amacladik.

Yontemler: Retrospektif olarak toplam 89 hastanin sonuglari incelendi.
14C-UBT sonuglarina gore, hastalar H. pylori (+) ve H. pylori (-) olarak iki
gruba ayrildi. iki grup; hemoglobin, beyaz kan hiicresi (WBC) sayisi,
nétrofil sayisi, lenfosit sayisi, NLR, trombosit sayisi ve PLR'yi iceren
hematolojik parametreler yéniinden karsilastirildi.

Bulgular: H. pylori (+) hastalarda; toplam WBC sayisi, nétrofil sayisi,
NLR ve PLR, kontrol grubuna gore anlamli derecede yiiksekti (tiim bu
parametreler icin; p<0,001). Alici isletim karakteristigi egrisi analizinde,
H. pylori varlidiicin NLR ve PLR esik degerleri sirasiyla, 22,39 [duyarlilik:
%67,3; 6zquillik: %79,4; edri altinda kalan alan (AUC): 0,747 (0,637-
0,856) p<0,0001] ve =133,3 [duyarlilik: %61,8; 6zglllik: %55,9; AUC:
0,572 (0,447-0,697); p<0,05] olarak hesaplandi.

Sonug: Bu calisma, H. pylori pozitifligi ile NLR ve PLR'nin iliskili oldugunu
ve "“C-UBT sonuclarini desteklemek icin bunlarin ek bir biyolojik belirtec
olarak kullanilabilecegini géstermistir.

Anahtar Sozciikler: '“C Ure nefes testi, notrofil/lenfosit orani,
trombosit/lenfosit orani
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Introduction

Helicobacter pylori is a bacterium which is common
throughout the world. It plays a role in the pathogenesis
of some upper gastrointestinal diseases, such as gastritis,
peptic ulcer disease (PUD), gastric cancer (GC) and MALT
lymphoma. H. pylori is more frequent and acquired at
an earlier age in developing countries compared with
developed countries (1).

Accurate detection of H. pylori is very important for
the treatment of H. pylori infection. If it is not treated,
infection persists and can result in chronic inflammation in
the gastric mucosa, which may lead to the development of
pathological conditions including PUD and GC (2,3).

Nowadays, several noninvasive-invasive diagnostic
methods are used for the detection of H. pylori. 14C urea
breath test (14C-UBT) has been used as a noninvasive
method for the diagnosis of H. pylori. In this test, gastric
urease activity is detected by measuring isotopic CO,
excretion in breath after oral administration of 14C-urea.

There are various recommendations for the best
diagnostic testing for H. pylori by related institutions and
study groups, but the choice of these diagnostic methods
usually depends on clinical circumstances (4,5). On the
other hand, these diagnostic methods have advantages
and limitations over each other.

Neutrophil/lymphocyte ratio (NLR), obtained by
dividing neutrophil count by lymphocyte count, is a novel
laboratory marker to determine systemic inflammation
and it is being measured routinely in peripheral blood (6).

In recent vyears, numerous clinical studies have
revealed that there was an association between NLR and
several chronic diseases such as diabetes, hypertension,
atherogenesis, and other inflammatory disorders.
Many studies suggest that NLR may be diagnostically
useful for various systemic diseases (7,8). Also, platelet-
to-lymphocyte ratio (PLR) is suggested to be a recent
hematological parameter indicating the inflammatory and
prothrombotic state.

However, there are only a few studies about the
relationship between H. pylori and NLR in the literature.
To our knowledge, there is not any study about the
relationship between H. pylori and PLR. Therefore, we
aimed to investigate the association between 14C-UBT
results and NLR, PLR and the other haematological
parameters in H. pylori diagnosis.

Methods

Study Population and Design

In our study, we retrospectively evaluated records of
89 patients (55 females, 34 males) with dyspepsia who
were admitted to the gastroenterology outpatient clinic
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and then referred to the nuclear medicine department at
a university hospital for 14C-UBT.

Exclusion criteria were pregnancy, age <18 years,
gastrointestinal disease, surgery to the gastrointestinal
tract, comorbidities such as diabetes mellitus, hepatic,
renal and cardiovascular diseases (CVDs), abnormal
thyroid function tests, previous history of local or systemic
infection, acute-chronic inflammatory or autoimmune
disease, use of any medication such as corticosteroids for
inflammatory condition and hematologic malignancy, use
of proton pump inhibitors (PPIs), histamine H2 receptor
antagonists, antibiotics or non-steroidal anti-inflammatory
drugs (NSAIDs) in the past three months.

According to the 14C-UBT results, the patients were
divided into two groups: H. pylori-positive [H. pylori (+)],
H. pylori -negative [H. pylori (-)]. Patients with H. pylori (-)
results were considered as control group. We compared
the haematological parameters, including hemoglobine
(Hb), total white blood cell (WBC), neutrophil, lymphocyte,
platelet counts, NLR and PLR values, between the gorups.

Evaluation of Helicobacter pylori infection

H. pylori infection was diagnosed using the 14C-UBT
(Heliprobe® System, Kibion, Uppsala, Sweden) in all
patients. 14C-UBT was performed after an overnight
fast and at least two months without antibiotics, PPIs,
histamine H2 receptor or NSAIDs therapy. Capsules
containing 37 kBg (1 pCi) 14C with urea/citric acid
(Helicap) were swallowed by the patients with 25 mL of
water. Breath samples of patients were collected with a
special dry cartridge system (Heliprobe BreathCard) at 10
min. The Heliprobe BreathCard was inserted into a Geiger-
Muller counter (Heliprobe analyzer) and activity counted
for 250 s. Test results were specified both as counts per
minute (cpm) and as grade (0: not infected, cpm <25; 1:
equivocal, cpm 25-50; 2: infected, cpom >50).

Peripheral Blood Sampling and Analysis

Five millilitres of peripheral venous blood were
collected from each patient in ethylenediaminetetraacetic
acid-containing and gel Vacutainer tubes. Complete blood
count (CBC) was examined by an automated hematology
analyzer system (ABX Pentra DF 120, Horiba Medical,
United Kingdom) in our center.

The total WBC count, neutrophil count, lymphocyte
count, platelet count and Hb values were recorded. The
NLR was calculated by dividing the absolute neutrophil
count by the absolute lymphocyte count. Similarly, PLR
was calculated by dividing the absolute platelet count by
the absolute lymphocyte count.

Statistical Analysis

All statistical analyses were performed using the SPSS
statistical software package, version 18.0 (SPSS Inc.,
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Chicago, IL, USA). Continuous data were expressed as
mean + standard deviation, and categorical data were
reported as percentages. The Student’s t-test was used to
compare continuous parametric variables. The chi-square
test was used to compare distributions of categorical
variables. The cut-off values for NLR and PLR for the
prediction of H. pylori (+) and their respective sensitivity
and specificity values were estimated using receiving
operating characteristic (ROC) curve analysis. A p value of
less than 0.05 was considered statistically significant.

Results

A total of 89 patients with a mean age of 47.1£12.4
years (range: 19-69,) were included in the study. Fifty five
(61.8%) patients were female and 34 (38.2%) were male.

The number of H. pylori (+) and control group patients
was 52 (58.4%) and 37 (41.6%), respectively. The mean
age of the patients in the H. pylori (+) and control groups
was 46.4+13.1 years and 47.8+11.8 years, respectively.
The H. pylori (+) group consisted of 30 female and 22
male patients while there were 25 female and 12 male
patients in the control group. There was no statistically
significant difference in age and gender between the two
groups (p>0.05).

We compared haematological parameters i.e. Hb, WBC
count, neutrophil count, lymphocyte count, NLR, platelet
count and PLR between the gorups. The mean total WBC
count, neutrophil count, NLR and PLR in H. pylori (+)
patients were significantly higher than in the control group
(p<0.001, p<0.001, p<0.001 and p=0.032, respectively).
No significant difference was noted in lymphocyte counts
between the groups (p>0.05).

In addition, there was no significant difference in
other haematological parameters (Hb and platelet count)
between the groups (p>0.05 for all compared parameters).

Baseline clinical and laboratory parameters and demographic
characteristics of patients are summarized in Table 1.

Additionally, ROC curve analysis was used to determine
the optimum cut-off levels of the NLR and PLR in association
with H. pylori positivity.

In the ROC curve analysis, an NLR level cutoff point of
more than 2.39 predicted the presence of H. pylori with
a sensitivity of 67.3% and specificity of 79.4% [ROC area
under curve: 0.747, 95% confidence interval (Cl): 0.637-
0.856, p<0.0001; Figure 1].

In the ROC curve analysis, a PLR level cutoff point of
more than 133.3 predicted the presence of H. pylori
with a sensitivity of 61.8% and specificity of 55.9%
(ROC area under curve: 0.572, 95% Cl: 0.447-0.697,
p<0.05; Figure 1).
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Figure 1. The receiver-operating characteristic curve analysis of
neutrophil/lymphocyte ratio and platelet/lymphocyte ratio for
predicting Helicobacter pylori positivity

ROC: Receiver-operating characteristic, NLR: Neutrophil/lymphocyte
ratio, PLR: Platelet/lymphocyte ratio

Table 1. Baseline clinical and laboratory parameters and demographic characteristics of patients

Helicobacter pylori (+)| Helicobacter pylori(-) | p value All

(n=52) (n=37) (n=89)
Age (mean-SD), years 46.4+13.1 47.8+11.8 p>0.05 47.1+12.4
Gender (male/female) 22/30 12/25 p>0.05 34/55
Hb (g/dL) (mean-SD) 13.82+1.05 14.13£0.93 p>0.05 14.08+0.98
WBC (/mm3) (mean-SD) 67571120 6039+839 p<0.05 6483+1075
Neutrophil (/mm3) (mean-SD) 4269+883 3407+576 p<0.05 3905+884
Lymphocyte (/mm3) (mean-SD) 1591+306 1671+285 p>0.05 16224299
NLR (mean-SD) 2.72+0.48 2.05+0.23 p<0.05 2.47+0.52
Platelet (/mm?3) (mean-SD) 228063+43409 213867+38881 p>0.05 222640+42087
PLR (mean-SD) 148.3+39.9 132.4+37.2 p<0.05 142.3+39.5
Hb: Hemoglobin, WBC: White blood cell, NLR: Neutrophil/lymphocyte ratio, PLR: Platelet/lymphocyte ratio, SD: Standart deviation

24




Sahin and Elboga. Relation Between “C-Urea-Breath Test Results and Blood-biomarkers

Discussion

We know that the components of complete CBC, such
as WBC count, neutrophil, lymphocyte, NLR, platelet and
PLR, can be used as a predictor in many diseases related
with inflammatory reactions. Especially NLR and PLR are
novel prognostic and inflammatory markers in patients
with cancer as well as in those with inflammatory diseases
and CVDs. These markers are inexpensive, simple and
relatively effective tools for the diagnosis and for predicting
the prognosis of several diseases.

Lymphocytopenia is a common finding of chronic
inflammation. The reasons for this situation are increased
lymphocyte apoptosis and a shift towards increasing
neutrophils and decreasing lymphocytes in the leukocyte
production of bone marrow. Lymphocytes represent a
more convenient immune response, while neutrophils
cause a destructive inflammatory reaction (7). Recently,
numerous epidemiological and clinical studies have shown
an association between leukocyte counts and several
diseases, and they suggest that peripheral leukocyte
counts and NLR may be diagnostically useful (8).

As far as is known, H. pylori leads to accumulation of
neutrophils and lymphocytes in the gastric mucosa, and
causes local chronic inflammation if not eradicated. This
local inflammation may initiate a systematic response
in the host. H. pylori is suggested to be associated with
low-grade inflammation (9). Proinflammatory cytokines,
such as tumor necrosis factor, interleukin (IL)-1 and IL-6,
stimulate the generation of leukocytes from bone marrow
stem cells (10). In their study, Romero-Adrian et al. (11)
reported an increase in the production of these cytokines
in H. pylori -infected persons.

In our study, NLR was calculated and evaluated in both
groups, and a higher WBC count, neutrophil count and
NLR were observed in the H. pylori (+) group compared to
that in the control group.

These results are consistent with the literature and
indicate that there is an increase in neutrophil count,
there is no significant change in lymphocyte count. As
mentioned in the literature, the reason for this situation
may be the increase in the expression of IL-17A that has
been shown to increase neutrophil counts via induction of
granulocyte colony stimulating factor, in H. pylori-infected
persons (12-14).

Several studies have demonstrated the relationship
between H. pylori and systemic diseases. The relevant
researches have shown that H. pylori induces systemic
inflammation and adversely affects absorption of
nutrients, so that increasing the risk of several diseases
such as CVD, stroke, anemia, glaucoma, Alzheimer’s
disease, rosacea, eczema, chronic hives, diabetes, thyroid
disease, and idiopathic thrombocytopenic purpura (15-
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20). As mentioned before, the variation of WBC subtypes
may be seen frequently in these diseases. For this reason,
the records of the patients included in our study were
examined carefully and those identified as having these
diseases were excluded. On the other hand, Proctor et
al. (21) stated that absolute counts of neutrophil and
lymphocyte might change with various physiological,
pathological and physical conditions, but NLR is not
affected by these factors. In agreement with this study,
we also think that NLR values were more valuable for the
prediction of H. pylori infection; although the mean total
WBC count, neutrophil count and NLR were found to be
significantly higher in the H. pylori (+) patients. However,
there are few studies on the subject in the literature; the
relationship between NLR and H. pylori still need to be
investigated with further studies.

Similarly, PLR is a recent hematological parameter
indicating the inflammatory and prothrombotic state.
Recently in numerous studies (22-26), PLR is suggested
to be a novel prothrombotic and inflammatory marker
in some heart diseases and cancers, however, the
relationship between PLR and H. pylori has not been
investigated. To the best of our knowledge, this is the first
study investigating PLR in H. pylori disease. In the present
study, PLR was calculated and assessed in both groups,
and it was found that PLR was significantly higher in the
H. pylori (+) group than in the control group. These results
show that PLR values may also lead the way to H. pylori
diagnosis as NLR, but further studies are needed.

Besides the diagnostic value of NLR and PLR, numerous
recent studies (22-26) have demonstrated that they were
markers of prognosis in several diseases.

In the light of our results and related prior studies,
we assume that it is more convenient to use PLR and
NLR values together for H. pylori, instead of using them
seperately.

Currently, there is not a known cut-off value for NLR
and PLR for predicting clinical diagnosis or outcomes in a
variety of diseases. Some studies show that a high threshold
of NLR is found in cancer patients. We found that the cut-
off value for NLR for predicting H. pylori was lower than in
cancer-related studies. The reason for this situation can be
considered that the cancer-related systemic inflammatory
response is associated with alternation in circulating
WBCs, specifically with the presence of neutrophilia with
a relative lymphocytopenia (27).

As a result, it can be suggested that NLR and PLR can
not be used as a single marker for the diagnosis of H.
pylori; but they might be used to predict the H. pylori
positivity, since they are cheap, simple and routinely used
tests in daily clinical practice.
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Study Limitations

Our study has some limitations. These can be listed
as follows: i) the study was a retrospective analysis which
was the main limitation, i) the number of patients in
the study and control groups was small, iii) single blood
sampling values were used rather than follow-up values,
iv) the patient follow-up data were absent after the
eradication therapy, v) we did not check responses to the
therapy and variation of this haematological parameters
over time vi) and, we did not compare the findings with
other inflammatory markers.

Conclusion

NLR and PLR are inexpensive, simple and, a novel
prognostic and inflammatory markers for the diagnosis
and prognosis of several diseases. Therefore, we evaluated
NLR and PLR values for H. pylori in this study. We found
that NLR and PLR were significantly increased in H. pylori
(+) patients based on "C-UBT. We suggest that NLR and
PLR can be used as an additional biomarker for supporting
the C-UBT results.
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Abstract

Aim: Chronic renal failure patients require arteriovenous fistulas (AVFs)
for hemodialysis purposes. The AVF should be open for a long time
and should be easy to access. The aim of our study was to present our
experience in AVF patients, to evaluate the complications and success
rate.

Methods: Medical records of 145 consecutive patients, in whom
160 AVF operations were performed between September 2014 and
January 2017 for hemodialysis, were reviewed retrospectively. The non-
dominant arm was preferred for surgery. AVF surgeries were assessed
according to location, complication, and availability.

Results: The mean age of the patients (90 males and 55 females) was
61.8+6.7 years. In six-month follow-up, the patency rate was 90% and
the complication rate was 14.4%. Fistula thrombosis was the most
common complication.

Conclusion: The main purpose of AVFs is to be open for a long time
and to provide sufficient flow. We believe that successful localization
and preoperative evaluation will yield successful results.

Keywords: Arteriovenous fistula, hemodialysis, complication
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Amac: Kronik bébrek yetmezligi bulunan hastalar hemodiyaliz amagh
arteriyovendz fistlllere (AVF) gereksinim duyarlar. AVF uzun slreli
ack kalabilmeli ve erisimi kolay olmalidir. Calismamizin amaci AVF
olusturulan hastalarimizdaki deneyimlerimizi sunmak, komplikasyonlari
ve basari oranini de@erlendirmektir.

Yontemler: Eylul 2014 ile Ocak 2017 tarihleri arasinda hemodiyaliz
amagh 160 AVF ameliyati yapilan ardisik 145 hastanin tibbi kayitlari
retrospektif olarak degerlendirildi. Dominant olmayan koldan AVF
yapildi. AVF'ler lokalizasyon, komplikasyon, kullanilabilirligine gére
degerlendirildi.

Bulgular: Hastalarin (90 erkek ve 55 kadin) ortalama yasi 61,8+6,7
yildi. Alti aylik takiplerde agiklik orani %90, komplikasyon orani %14,4
olarak saptandi. Fistll trombozu en sik rastlanilan komplikasyon olarak
goruldu.

Sonug: AVF'lerde temel amag uzun stre agk kalabilmesi ve yeterli
akimi saglamasidir. Dogru lokalizasyon ve preoperatif degerlendirme ile
basarili sonuglar elde edilecedini disinmekteyiz.

Anahtar Sozclikler: Arteriyovendz fistiil, hemodiyaliz, komplikasyon

Introduction

Transplantation in renal failure is the permanent
solution. However, many of these patients undergo
hemodialysis because of the limited number of donors and
due to the fact that peritoneal dialysis is restricted because
of poor patient hygiene. Hence, creation of arteriovenous
fistula (AVF), which can be used for a longer time, for
the purpose of hemodialysis is required (1). Functioning

of AVFs with less problem increases the duration of
hemodialysis treatment in patients. Although AVFs, which
were first recommended in 1966 by Brescia et al. (2), has
been modified by various technical developments until
today, the target has always been the same; i.e., providing
a vascular access with high flow, being easy to cannulate
and having low complication rate, by arterializing the
superficial vein.
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Brescia and Cimino recommended creating an AVF
between the radial artery and cephalic vein at the level
of the wrist. Today, this classical method is still being
performed frequently under the name of “Brescia-Cimino
method” (3). The purpose of our study was to evaluate the
results and complications of AVF operations performed in
our clinic.

Methods

Medical records of 145 consecutive patients, in whom
160 AVFs were created between September 2014 and
January 2017 in the Cardiovascular Surgery Clinic at Haseki
Training and Research Hospital, were retrospectively
evaluated. Ethical committee approval was not obtained
because our study was retrospective. Synthetic graft
was not used and fistula was not created in the lower
extremities in these patients. A strict attention was paid
to preserve the extremity that would undergo AVF surgery
and not to use this extremity for any intervention or
injection during 10 days prior to the operation. Primarily,
the non-dominant arm and distal part of the extremity
were preferred. The snuffbox region was not used in these
patients.

The procedure was performed after routine
measurement of the venous and arterial diameters of the
extremities by arterial and venous Doppler ultrasonography.
While identifying the regions in order to create a fistula,
the regions, for which a central catheter was previously
placed or multiple venous interventions were performed
previously, were avoided.

AVF was performed with 7/0 polypropylene suture
and under local anesthesia. Systemic anticoagulation
was performed with heparin at a dose of 100 U/kg
before clamping the artery and the vein. The length of
arteriotomy and venotomy was 5 mm in the wrist and
3 mm in the antecubital area. In patients with a small
venous diameter, the veins were mechanically dilated prior
to anastomosis with physiological saline solution infused
through 18 G branule by clamping the vein. Thrill felt over
the vein after the procedure was considered an adequate
procedure (Figure 1).

Antiplatelet or anticoagulant agent was not given to
the patients after the procedure. Follow-up was performed
at scheduled control visits one week, month, and six
month after the procedure.

Surgical Technique

Patients with suitable anatomical sites and vessels
were operated under local anesthesia in the operating
room following surgical site preparation and covering.
For the forearm, generally longitudinal, and for the
antecubital region, a longitudinal incision was applied.
The veins were identified; vein angulation and swelling

were prevented and the anastomosis was approximated
as planned. A venous longitudinal venotomy of 1-2 mm
length was performed for the planned anastomosis;
100 U/kg heparin was administered slowly first, then
pressurized with 10 mL saline using plastic cannula. After
confirming venous compliance, the appropriate artery was
removed and a longitudinal arteriotomy was performed.
Anastomosis was performed side by side with continuous
technigue with a 7/05 prolene suture. The diameter of
the anastomosis was determined not to exceed about 2
times the vein diameter but to be at least 6 mm. The distal
part of the vein was ligated and the hooks were released.
The surgery was terminated when full filling, pulsation and
vibration were detected.

Statistical Analysis

Data analyses were performed using the GraphPad
InStat version 3.1a, (GraphPad Software, San Diego, CA,
USA). Continuous variables were expressed as mean
+ standard deviation and categorical variables were
expressed as frequency and percentage.

Results

Of the 145 patients, who underwent AVF surgery
between September 2014 and January 2017, 90 (62.07%)

Figure 1. A radiocephalic arteriovenous fistula
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were male and 55 (37.93%) were female. The mean age
of the patients was 61.8+6.7 years (range, 19-93 years).
Fifteen patients underwent surgery for the second time.
All AVF surgeries (n=160) were performed in the upper
extremities. The mean follow-up period was six months.

Of the 160 AVF surgeries, 98 AVFs involved the cephalic
vein and radial artery, 49 AVFs cephalic vein and brachial
artery, and 13 AVFs involved the basilic vein and brachial
artery (Table 1).

Several complications occurred in 21 (13.12%) cases.
These complications were thrombosis in 15 (9.37%) cases,
bleeding in 3 (1.81%), hematoma in 1 (0.62%), and hand
ischemia due to steal syndrome in 2 (1.25%) cases (Table 2).

No infection or aneurysm occurred. The patency rate
of AVFs was 95% at the end of the 1st week and 90.62%
at the end of the 6th month.

Fifteen patients were re-operated due to thrombosis.
Thrombectomy was performed first, however, a new AVF
was created in the patients in whom success could not be
achieved.

Table 1. Localization of arteriovenous fistulas

Localization n (%)
Radiocephalic 98 (61.25)
Brachiocephalic 49 (30.62)
Brachiobasilic 13 (8.12)
Total 160 (100)

Table 2. Complications observed in the arteriovenous fistula
surgeries

Complications n (%)

Thrombosis 15 (9.37)

Bleeding 3(1.81)

Hand ischemia 2 (1.25)

Hematoma 1(0.62)

Total 21 (13.12)
Discussion

An AVF is preferred as the first choice to achieve
hemodialysis treatment which improves the quality of
life in patients with chronic renal failure (4). Age of the
patient, accompanying diseases, and vascular status
should be assessed to determine the type of the AVF
An increase in the number of diabetics among patients
requiring hemodialysis poses a challenge for nephrologists
and vascular surgeons (3). Atherosclerosis together with
increased oxidative stress is more widespread and serious
in patients with diabetes mellitus (DM) (4-6). Of the
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patients included in the present study, 43 (46.7%) patients
had concomitant DM.

To determine the type of AVF in patients with chronic
renal failure, primarily the non-dominant arm and the
most distal part is preferred. The proximal area of the arm
should be preserved as much as possible to perform a new
AVF in the future (6). The choice of anastomosis technique
depends on the status, location, structure, and lumen
thickness of the vessels and on the surgeon’s technique.
Anastomosis technique can be side-to-side, end-to-side, or
end-to-end in AVF-native patients. Using a synthetic graft
may be another option in AVF surgery. The aim of all these
several surgical techniques is to provide a functioning,
efficient, and a long-lasting AVF In the present study, we
preferred mostly side-to-side or end-to-side anastomosis
technique in AVF involving the wrist (radiocephalic or
Brescia-Cimino) and antecubital fossa (brachial artery to
cephalic vein).

The factors leading to high patency rate in the
present study were as follows: attentive performance
during surgical procedure and precise dissection as well
as removal of the tissues around the vascular structures
that might cause obstruction (5), performing regular and
full-thickness suturing by paying attention to the intima
not to be cleaved, and routine preoperative evaluation
of the venous structures by Doppler ultrasonography.
Doppler ultrasonography was performed to evaluate the
venous and arterial diameters (should be at least 2.5 mm
and 2.0 mm, respectively) and the absence of intraluminal
thrombus.

Some previous studies have determined that the rate
of early obstruction is higher in fistulas created at the
snuffbox region than in those created at the wrist or a bit
proximally to the wrist level (7). In the present study, none
of the AVFs was created at the snuffbox region. However,
successful AVFs can be created at the anatomical snuffbox
(radial fossa) in case distal aspects of the cephalic vein and
radial artery are convenient.

High venous pressure unfavorably influences the
patency of AVE The primary cause of this high pressure
in the veins is stenosis secondary to previous venous
interventions. The rate of subclavian vein stenosis due to
central venous catheterization has been reported to be
20%-40% (8). For this reason, in the present study, the
regions that were previously exposed to central venous
catheterization or venous interventions were not primarily

preferred.
Early complications after AVF surgeries include
thrombosis, hematoma, hemorrhage, and infection,

whereas local complications, such as thrombosis, extremity
edema, and extremity ischemia due to arterial steal
syndrome, graft infection, aneurysm and pseudoaneurysm
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or systemic complications, such as heart failure due to high
fistula flow, can be observed as late complications (9).

AVF thrombosis is the most frequent complication of
AVFs both in the early and late phases (9.4%-38%) (5).
The main causes of early thrombosis include technical
failure in anastomosis, using small-diameter vascular
structures exposed to pathological alterations due to
surgical intervention and renal insufficiency, hypotension,
hemoconcentration, increased thrombocyte activation,
and compression due to hematoma caused by previous
intervention. In the present study, thrombosis developed
in 15 (9.37%) cases.

Many studies have demonstrated superior patency of
the autogenous fistulas over polytetrafluorethylene (PTFE)
or biological grafts. Huber et al. (10) compared autogenous
fistulas with those created using PTFE graft and found a
significantly higher patency rate in autogenous fistulas.
On the other hand, the risk of developing infection ranges
from 0% to 6% in autogenous fistulas (11). In the present
study, none of the patients developed infection; PTFE graft
or biological graft was not used in any patient in this study.

Ischemic changes progressing to necrosis may occur in
the extremities after AVF surgeries. In the present study,
two (1.25%) patients, in whom AVF was created between
the brachial artery and the cephalic vein, developed hand
ischemia due to steal syndrome. In these two patients,
AVF was closed and then re-created in the other extremity.

Study Limitations

There are some limitations in our work. First of all, our
study was retrospective and the sample included relatively
few patients. Finally, the present study has analyzed only
short-term outcomes.

Conclusion

Although there are various methods used to facilitate
hemodialysis procedure, AVF surgery remains to be the
most commonly used one. We assume that functioning
of AVFs for a long-time depends on the patient’s vascular
structure being convenient, choosing the appropriate
anastomosis technique, and eliminating unfavorable
iatrogenic effects while using the AVF
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Ortalama Trombosit Hacmi ve Trombosit Sayis
Abdominal Aort Anevrizmasi Olan Hastalarda TrombuUs

Varhigi ile 1liskili midir?

Are Mean Platelet Volume and Platelet Count Associated with Presence of
Thrombus in Patients with Abdominal Aortic Aneursym?
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Abstract

Amag: Ortalama trombosit hacmi (OTH) platelet fonksiyonlarinin
bir gostergesi olup enflamasyon ve trombis kaskadi ile iliskilidir.
Calismamizda infrarenal abdominal aort anevrizmasi (IAAA) olan
hastalarda, anevrizma icinde trombs olanlar ve olmayanlar arasinda
trombosit sayisi ve OTH degerlerini karsilastirmayi amacladik.

Yontemler: Capraz kesitsel dizayna sahip calismamizin poptlasyonu
prospektif ardisik olarak IAAA saptanan 76 hastadan olusmaktadir.
Hastalar anevrizmanin icinde trombds olup olmamasina gére iki gruba
ayristirilarak klinik ve laboratuvar degerler agisindan karsilastirildi.

Bulgular: IAAA olan hastalarin 27'sinde (%35,5) anevrizma icinde
trombiis mevcutken 49'unda (%64,5) trombiis saptanmadi. ki
grup arasinda demografik 6zellikler, semptomlar, ek hastaliklar ve
laboratuvar bulgulari agisindan fark saptanmadi. Anevrizma icinde
tromblis olan ve olmayan IAAA hastalarinda OTH degerleri arasinda
anlamli fark saptanmadi (9,30+1,0 vs. 9,84+1,4; p=0,09).

Sonug: Anevrizma icinde trombis olan ve olmayan IAAA hasta gruplar
arasinda trombosit sayisi ve OTH dederleri arasinda fark saptanmadi.
Trombotik ve nontrombotik IAAA hastalarinda protombotik durumu
anlamak icin daha fazla sayida belirtecin birlikte degerlendirilmesi daha
uygun olabilir.

Anahtar Sozciikler: Anevrizma, ortalama trombosit hacmi, trombosit,
trombls

Aim: Mean platelet volume (MPV) is an indicator of platelet activation
and is associated with inflammation and thrombus cascade. In this
study, we aimed to compare platelet count and MPV levels in patients
with infrarenal abdominal aortic aneurysm (IAAA) with and without
thrombosis in the aneurysm.

Methods: In this cross sectional study, we included 76 consecutive
patients who were diagnosed with IAAA. The patients were divided
into two groups according to the presence or absence of thrombus
in the aneurysm and, clinical and laboratory values were compared.

Results: Twenty-seven (35.5%) patients with IAAA had thrombus
and 49 (64.5%) did not have thrombus. There was no statistically
significant difference in demographic characteristics, symptoms,
additional diseases and laboratory findings between the groups. There
was also no significant difference in MPV values between patients with
and without thrombus in aneurysm (9.30+1.0 vs. 9.84+1.4; p=0.09).

Conclusion: There was no difference in platelet count and MPV values
between patients with and without thrombus in aneurysm. It may be
more appropriate to evaluate a larger number of markers together
to identify the prothrombotic state in thrombotic and nonthrombotic
IAAA patients.

Keywords: Aneurysm, mean platelet volume, thrombocyte, thrombus
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Giris

infrarenal abdominal aort anevrizmasi (IAAA), aortun
renal arter seviyesi alti herhangi bir segmentinin kisinin
yasl ve vlcut ylzeyine gdre olmasi gereken transvers
capinin en az iki katina cikmasi ile kendini gdsteren
irreversibl, progresif ve dejeneratif bir hastaliktir (1).
GUnUmUzde diger kardiyovaskiler hastaliklara benzer
sekilde sikligi giderek artan ve yasam kalitesini etkileyen
ve zamaninda tibbi midahelede bulunulmadiginda mortal
seyreden bir hastaliktir. IAAA'nin icinde trombiis olusumu
bircok faktére bagh olup, mevcut trombis hem hastaligin
prognozunu hem de tedavi segimini ve cerrahi sonuclarini
etkilemektedir (2-4). Anevrizma icindeki trombis, hem
altindaki aort duvarinda proteolitik degredasyonu artirarak
hem de duvarin aorttaki kandan aldigi oksijen destegini
azaltmak suretiyle aort anevrizmasinin en Slimcll
komplikasyonu olan rlptir gelisimini hizlandirir (5,6). Bu
nedenle trombis olusumunu 6ngdrmek dnemlidir.

Doku veya vaskller endotelyumda hasar sonrasi meydana
gelen kanamayi durdurmak trombositlerin primer gorevidir
(7). Endotel defektlerini kapatmak fizyolojik gdrevi olsa da,
plak disrupsiyonuna cevaben artan platelet aktivasyonunun
anevrizmal segmentlerde trombus olusturmasi  akut
miyokard enfarktlstine benzer bir paradigmadir. Plak
progresyon ve dagilimi slreci enflamatuvar ve immin
degisikliklerle tetiklenir. Bu degisiklikler ylzey endotelini
E-selektin ve P-selektin hiicre adezyon molekdlleriyle pro-
aterotrombotik ylzeye cevirir (8). Plak hasarini takiben,
depo grantlleri ve adeziv baglayiclarinin salinmi ile
platelet aktivasyonu olur ve takiben platelet agregasyonu
olur (9). Aterosklerotik plak dagilimi olurken artmis olan
platelet agregasyonu kemik iliginden daha buyik ve reaktif
plateletler salinimini potansiyelize eder (10). Bu yeni salinan
plateletlerin artmis aktivasyonu mikrograniller icindeki
tromboksan A2, platelet faktor 4, P-selektin gibi aktif
maddelerin artmis konsantrasyonuna ve glikoprotein 2b/3a
gibi adeziv reseptérlerin artmis ekspresyonuna baghdir
(11,12). Ortalama trombosit hacmi (OTH) platelet aktivitesi
ve boyutunun bir gostergesi olup platelet aktivasyonunun
roli  anevrizmal segmentlerde trombls olusumunda
onemlidir (13).

Calismamizda platelet aktivasyonunun 6nemli  bir
belirteci olan platelet sayisi ve yiksek OTH degerlerinin
IAAA'll hastalarda trombiis olusumunu éngorerek takip
ve tedavide uyarici bir belirte¢c olabilecedi hipotezi ile
IAAA'll hastalarda anevrizmal segment icinde trombiis
olan ve olmayan hastalarda platelet ve OTH degerlerini
karsilastirmayl amacladik.

Yontem

Calismamiza Haseki Egitim ve Arastirma Hastanesi
Klinik Arastirmalar Etik Kurulu'ndan onam alinarak (karar
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no: 371) ve hastalardan yazili onam alinarak calismaya
baslanmistir. Haseki EgJitim ve Arastirma Hastanesi
Kardiyoloji B&limii'ne basvuran ve IAAA saptanan hastalar
ardisik olarak calismaya dahil edildi. Capraz kesitsel dizayna
sahip calismamizda IAAA saptanan hastalar anevrizma
kesesi icinde trombls olan ve olmayanlar olarak ikiye
ayrildi. Acil servise karin agrisi, yan adrisi, aciklanmayan
hipotansiyon ile basvuran ve yapilan tetkikler sonrasi IAAA
tespit edilen 50 yas Ustl hastalar calismaya dahil edildi.
Bu hastalarda IAAA varligini saptamak ya da tanisi net
aydinlatiimayan hastalarda IAAA tanisini dislayabilmek
acgisindan kontrastl bilgisayarli tomografi gortintilemesi
yapildi. Hastalarin yasi, basvuru klinikleri, vital bulgulari,
sigara icme Oyklsu, ek hastaliklar, ailede AAA varligdi,
bilinen AAA &ykisu, gecirilmis cerrahiler kaydedildi.

Dislanma kriterleri ise; hematolojik hastaliklar, anemi,
aktif enfeksiyoz ve enflamatuvar hastaliklar, romatolojik
hastaliklar, kortikosteroid tedavisi aliyor olmak, nonsteroid
antienflamatuvar  kullaniyor  olmak, sitotoksik ilag
kullanmak, trombolitik tedavi veya glikoprotein 2b/3a
inhibitorl uygulanmasi, tiroid hastaligi, sigara kullanimi,
kronik bobrek yetersizligi [estimated glomeruler filtrasyon
hizi (eGFR) <60 mL/min/1,73 m2] ve anormal karaciger
fonksiyonlari (transaminaz seviyelerinin Gst limitin Gg katini
asmis olmasi) ve malignite varligi olarak belirlendi.

Biyokimyasal Analiz

Tam kan sayimi analizleri merkez laboratuvarinda saatlik
dizenli araliklarla kontroll yapilan ve aylik olarak genel
bakimi yapilan ayni cihaz ile yapildi (LH-780, Beckman
Coulter, Brea, CA, USA). Kan ornekleri sabit miktarda etil
diamin tetra asidik asidi iceren standart tlplere alindi.
Kan alimini takiben bir saat icinde tam kan sayimi 6l¢cim
yapildr.

IAAA tespiti icin kontrastl bilgisayarli tomografi
kullanildi ve dlciimler énerildigi gibi i¢c duvardan i¢ duvara
seklinde yapild.

istatistiksel Analiz

Tanimlayici istatistikler; kategorik degiskenler igin
sayl ve ylUzde, sayisal degiskenler icin ortalama, standart
sapma, medyan olarak verildi. Sayisal degiskenlerin
bagimsiz iki grupta karsilastirmalari normal dagilim
kosulu saglandiginda Student t-test, saglanmadiginda
Mann-Whitney U testi ile yapildi. Gruplarda oranlarin
karsilastirmasi ki-kare analizi ile yapildi. istatistiksel analiz
icin SPSS 18.0 versiyon (Statistical Package for the Social
Sciences Inc; Chicago, IL, ABD) programi kullanildi ve
p<0,05 degeri istatistiksel olarak anlamli kabul edildi.

Bulgular

Toplam IAAA hasta sayisi 76 olup, bunlarin 27'sinde
(%25,9) anevrizma icinde trombls varken 49'unda
(%64,5) trombiis saptanmadi. IAAA'da trombiis saptanan
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hastalarin yas ortalamasi 44,611 (yas) olup vyedisi
(%25,9) kadindi. iki grup arasinda yas, cinsiyet ve diger ko-
morbidetelerin varligr agisindan fark saptanmadi (Tablo 1).

Tablo 2. Trombiis olan ve olmayan gruplarnin biyokimyasal
parametreler acisindan karsilastiriimasi

Biyokimyasal parametreler incelendiginde glukoz, Grup 1 (n=27) Grup2(n=49) | p
dustik dansiteli lipoprotein kolesterol (LDL), yiiksek dansiteli Ort £ SD Ort £ SD
lipoprotein kolesterol (HDL), alanin aminotransferaz AST (U/L) 42,82+482,4 40,47+77,9 0,776
(ALT), aspartat aminotransferaz (AST), kreatinin degerleri ALT (U/L) 40,37+101,4 23,37+40,1 0,425
bakimindan iki grup arasinda fark saptanmadi (Tablo 2). LDH (U/L) 226,1978,2 311,53£2494 | 0,523
Hematolojik parametreler analiz edildiginde platelet sayisi HDL (mg/dL) 36.30+11.0 40.85:11 4 0.265
[257629,63+93861,2 (x106/L); vs. 222591,84+83901,4
LDL (mg/dL) 108,00+48,7 112,254¢53,0 | 0,818
(x106/L), p=0,099] ve OTH (9,30+1,0 fL vs 9,84+1,4 S 2 o8ach o 0557 o009
o . o m ,08+58, A2E92; s
fL; p=0,090) degerleri acisindan iki grup arasinda fark (mg/dL)
saptanmadi (Tablo 3). VLDL (mg/dL) 18,75+1,7 30,26+14,1 0,283
T. Kolesterol (mg/dL) | 170,92+61,0 182,33+62,5 | 0,606
Tablo 1. Trombiis olan ve olmayan gruplarin demografik Globili dL 31605 325405 0676
ozellikler, semptomlar ve ek hastaliklar acisindan obilin (g/dL) e — !
karsilastiriimasi Alblmin (g/dL) 3,44+0,6 3,43+0,7 0,939
Grup 1 Grup 2 p Glukoz (mg/dL) 108,57+22,7 128,13+76,0 0,990
(n=27) (n=49) .
PT (saniye) 13,08+2,7 14,97+6,8 0,302
Ort + SD Ort + SD
INR 1,09+0,2 1,27+0,6 0,336
Anevrizma boyutu (mm) 44,6+11,9 | 51,5£16,0 | 0,071
aPTT (saniye) 29,67+4,4 30,19+7,2 0,797
Yas (yil) 72,4+9,7 74,4£10,2 | 0,405
Ort: Ortalama, SD: Standart deviasyon, aPTT: Aktive parsiyel trombin zamani,
n (%) n (%) p ALT: Alanin aminotransferaz, AST: Aspartat aminotransferaz, CK: Kreatin kinaz,
. HDL: Yuksek dansiteli lipoprotein, INR: Uluslararasi normallestirilmis oran,
Cinsiyet Erkek 20 (74.1) 44 (89,8) 0,101 LDH: Laktat dehidrogenaz, TG: Trigliserit, LDL: Disik dansiteli lipoprotein, PT:
Kadin 7 (25,9) 5(10,2) ~ Protrombin zamani, VLDL: Cok dislk dansiteli lipoprotein
Semptom Hassasiyet 1(4,8) 11 (22,4) 0,272
Defans 0(0,0) 0(0,0) - Tablo 3. Trombiis olan ve olmayan gruplarin hematolojik
parametreler acisindan karsilastiriimasi
Rebound 0(0,0) 0 (0,0) -
hassasiyet Grup 1 (n=27) Grup 2 (n=49) p
Karin agrisi 3(11,1) 16 (32,6) 0,352 Ort £ SD Ort £ SD
Hiperaktif 0(0,0) 2 (4,0 0,471 :
baiisalk sasl WBC (mm?) 11368,15+7334,9 9882,24+4714,0 0,591
2 8 3
Bulant, 3(11,1) 14 (28,5) 0736 Notrofil (mm?) 8759,26+7608,0 7115,31+4507,4 0,602
- Lenfosit (mm?) | 1704,44+834,0 1864,69+1054,5 0,753
Konstipasyon 0(0,0) 3(6,1) 0,364
Hemoglobin 12,16£2,4 11,83+£2,8 0,620
Diyare 1(4,8) 2 (4,0) 0,530 (g/dL)
Hematokezya 0 1(2,0) 0,619 Hematokrit (%) | 37,44+6,8 36,75+8,4 0,714
Melena 0 2 (4,0) 0,471 RBC (x10°/L) 4,30+0,6 4,18+0,9 0,539
Ek hastalik | Hipertansiyon | 4 (14,8) 14(28,5) | 0,905 MCV (FL) 86,87+9,0 89,23+7.3 0,351
i + +
Diyabet 1(4,8) 4(8,1) 0,896 (T)r(?r&k/xi)sn 257629,63+93861,2 | 222591,84+83901,4 | 0,099
KOAH 2(7,4) 9(18,3) 0,611 MPV (fL) 9,30+1,0 9,84+1,4 0,090
Serebrovaskdler | 0 (0,0) 4(8,1) 0,535 RDW (%) 14,89+1,4 14,90+1,9 0,918
olay NLR 8,59+13,0 4,965, 1 0,708
Atriyal 0(0,0) 8(16,3) 0,115
fibrilasyon PLR 204,14+163,0 143,67+£76,5 0,275
Ort:  Ortalama, SD: Standart deviasyon, RBC: Kirmizi kan hucresi,
KAH 4(14,8) 15 (30,6) 0,637 MCV: Ortalama eritrosit hacmi, OTH: Ortalama trombosit hacmi, NLR: Notrofil
lenfosit orani, PLR: Trombosit lenfosit orani, RDW: Kirmizi kan hucreleri dagiim
Ort: Ortalama, SD: Standart deviasyon, KAH: Koroner Arter hastaligi, KOAH: genisligi, WBC: Beyaz kan hticresi, fL: Femtolitre
Kronik Obstriktif Akciger hastaligi
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Tartisma

Calismamizda IAAA icinde trombiis olan ve olmayan
kisiler arasinda platelet sayisi ve OTH dederleri acisindan
fark saptanmadi.

Aterotrombotik durumlarla artmis OTH iliskisi daha
Onceki calismalarda gdzlenmis olmasina ragmen, bu
nedenin mekanizmasi henliz net olarak aciklanamamistir
(14-16). Olasi bir mekanizma olarak akut trombotik
durumlarda artmis  platelet tiketimine  sekonder
artmis serum trombopoietin seviyesinin megakaryosit
proliferasyonuna yol agmasi ve kemik iliginden hemostatik
olarak immatur aktif daha buyuk plateletlerin salinmasinin
artmasini saglamasi olarak yorumlanmistir (17-20). Bu
vurguyla iliskili olarak Senaran ve ark. (21) akut miyokard
enfarktUsli  hastalarda serum trombopoietin seviyesi
ve OTH arasinda korelasyon bulmustur. Akut miyokard
enfarktUsli hastalarda saglikli kontrollere gore artmis
OTH ve serum trombopoietin seviyeleri tespit etmislerdir.
Trombopoezin platelet hacminde dnemli bir mekanizma
olmasi yaninda, platelet tiketimininde OTH'yi etkiledigi ve
arttirdigi gosterilmistir (22). Aterotrombotik hastaliklarin
bir spektrumunda calisma yapan Chu ve ark. (23) acil
servise akut g6guls agrisi ile basvuran 282 hastada artmis
OTH degerinin Akut Koroner sendromun erken ve bagimsiz
bir belirteci olacagini bulmuslardir.

Benzer bir sekilde Yilmaz ve ark. (24) da ST ylkselmesiz
miyokard enfarktlsU, unstabil angina ve stabil anginali
hastlarda OTH degerleri arasinda kademeli bir dusus
gozlemlemislerdir. Daha da o6nemlisi Klovaite ve ark.
(25) bilinen kardiyovaskuler risk faktorlerinden bagimsiz
olarak artmis OTH degeri olanlarda miyokard enfarktlsu
riskinin %38 daha fazla gordldigini belirtmislerdir.
Arteryel katilik artis indeksi ile dlctilmesi sonucunda damar
duvari sertligi ile OTH arasinda iliski tespit edilmistir (26).
Aterosekleroz ve arteriyel duvarin etkilenmesi ile ilgili
bircok calismaya ragmen 6zellikle koroner arter disindaki
vaskuler segmentlerde trombus gelisimi ile OTH arasindaki
iliskiyi inceleyen calismalar ilging sonuclar vermistir. Farah
ve Samra (27) tarafindan yakin zamanda vyayinlanan
calismada trombuse bagli stroke gelisimi ile MPV arasinda
yakin iliski tespit edilmistir. Buna karsin endoteli yakindan
ilgilendiren Behget hastaliginda trombus gelisimi ile OTH
arasinda iliski olmadigini Ricart ve ark. (28) saptamiglardir.
italya'da yiritilen ve 11084 hastanin dahil edildigi
popllasyon bazl calismada yiksek OTC degerlerinin
trombotik olaylarla iliskisiz oldugu saptanmistir (29). Biz
calismamizda su ana dek ilk defa olmak lzere IAAA icinde
trombds varligiile OTH arasindaki iliskiyi inceledik ve dnceki
OTH trombus iliskisini inceleyen calismalarla benzer sekilde
trombUs olan ve olmayan gruplar arasinda fark saptamadik.
Bunun nedeni oksidatif stres, enflamasyon, immdanolojik
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slire¢ ve protrombotik mekanizmalar basta olmak Uzere
trombUs olusumunda multifaktoryel patolojik slreclerin
rol almasi olabilir. Ozellikle ekstrakardiyak vaskiler alanlar
olmak Uzere trombUs olusum strecinin izlenmesinde OTH
on plana gikan bir belirte¢ olarak gdze carpmamaktadir.
Su ana kadar yapilan ve cogu Akut Koroner sendrom
ile iliskili calismalarin neredeyse hepsi trombusa bagli
hastaligin akut fazinda yapilmistir. Buna bagli olarak
akut enflamatuvar ve trombotik fazda trombosit yapimi
hizlanarak genc¢ trombositlerin dolasima ¢ikmasi OTH'nin
yUksek olmasinin nedeni olabilir. Yani OTH, akut hastalik
fazinda neden degil sonug olabilir.

Calismanin Kisithiliklan

Tek merkezli yuratilen rolatif olarak kicik orneklem
buytkligine sahip olmasinin yaninda hasta gruplarinin
uzun doénem takip sonuclarinin  rapor edilmemesi
calismamizin kisithliklaridir.

Sonucg

Platelet sayisi ve OTH degerleri bakimindan trombusu
olan ve olmayan IAAA’ll hastalar arasinda farkl
saptanmamistir.  Ateroseklerotik anevrizma gelisimi ile
trombus formasyonu benzer patofizyolojik streclere sahip
olmasina ragmen elde ettigimiz bu sonug ilgin¢ olmakla
birlikte daha fazla sayida hasta ve ileri enflamatuvar
belirtecler kullanilarak calismanin tekrar edilmesi yararli
olabilir.
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Amagc: Vajinal ve sezaryen dogum yapan kadinlarda postplasental
rahim ici arac (RIA) takilmasinin, farklari ve atlmaya etki eden risk
faktorlerini saptamak

Yontemler: Calismaya miyadinda dogum yapan (38-42 hafta) 142
kadin alindi. Grup 1 planl elektif sezaryen dogum (n=79), grup 2
vajinal dogum yapanlar (n=63) olarak belirlendi. Plasenta dogumunu
takiben 10 dakika icinde RIA uterus fundusuna yerlestirildi. Postpartum
1. hafta, 6. hafta, 6. ay ve 12. ayda muayene edildi. Gruplar arasinda
klinik karakteristikler degerlendirildi.

Bulgular: Parite ve maternal yas her iki grupta da benzer olarak
bulundu. En az bir vajinal dogum yapan hastalarin sayisi grup 2'de
grup 1'den fazla idi (p<0,01). RIA atima oranlari her iki grupta da
benzer siklikta bulundu [grup 1 %9,1 (p>0,05) ve grup 2 %12,3
(p>0,05)]. Her iki grupta da atlmanin yarisindan fazlasi ilk alti hafta
icinde olustu. Olgulann tamaminda kiimdilatif RIA cikarilma orani %7,2
olarak bulundu. Cikarilma oranlari her iki grupta da benzerdi (p>0,05).
Multiparlarda kimdalatif atilma riski takilmadan bir yil sonra 2,1 kat
artmis bulundu (%95 given araligi; 1,03-4,37).

Sonug: Dogum sonrasi RIA takilmasi giivenli ve etkili bir aile planlamas!
yontemi olma konusunda Umit verici olabilir. Atilma oranlar daha
onceki calismalarin aksine, muhtemelen uygulayicilarin tecriibelerinin
artmas! sonucu daha da azalmistir. RIA atilmasinda dogum seklinden
cok parite en Onemli risk faktoriini olusturur.

Anahtar Sozciikler: Rahim ici arac, postpartum yerlestirme, atilma
orani

Abstract

Aim: To determine the difference between the postplacental insertion
of intrauterine device (IUD) in women with vaginal and cesarean
delivery.

Methods: This study included 142 women who gave birth between
38 to 42 weeks of pregnancy. Group 1 had elective cesarean delivery
(n=79) and, group 2 had vaginal delivery (n=63). IUD was placed in the
uterine fundus within 10 minutes of placental delivery. The subjects
were examined at the 1% week, 6" week, 6 month, 12" month
postpartum. Age, gravida, parity, type of delivery, number of previous
vaginal deliveries, and previous IUD use were evaluated.

Results: Parity and maternal age were similar between the groups.
The number of patients giving at least one vaginal delivery in group 1
was higher than in group 2 (p<0.01). The rate of IUD expulsion was
similar between the groups. IUD expulsion occurred within the first
six weeks in more than 50% of patients in both groups. Cumulative
IUD removal rate was found to be 7.2%. Removal rates were similar
between the groups (p>0.05). There was a 2.1-fold increase (95%
confidence interval;1.03-4.37) in the risk of cumulative withdrawal one
year after insertion in multiparous women.

Conclusion: Postpartum IUD insertion may be promising as a safe
and effective method of family planning. In spite of the fact that the
expulsion rates were higher than in previous studies, the experience
of the practitioners probably increased further. Parity is the most
important risk factor for IUD expulsion, rather than the way of birth.
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Girig
Bu calismanin amaci vajinal ve sezaryen dogum yapan
kadinlarda acil postplasental rahim ici arac (RIA) takilmasini

takiben RIA'nin bir yillik kiimiilatif atilma hizlari arasindaki
farklari ve atilmaya etki eden risk faktérlerini saptamaktir.
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RIA diinyada yaygin olarak kullanilan postpartum uzun
etkili reversible ve efektif bir kontrasepsiyon metodudur
(1-3). Acil postpartum RIA takilmasi ise RIA'nin dogumdan
sonraki 10 dakika icerisinde yerlestiriimesi olarak
tanimlanir. Bu dénemdeki takilma daha az agriya neden
oldugu icin kadinlar tarafindan daha iyi tolere edilir (4). Bu
nedenle postpartum RIA takilmasi 1960'lardan beri bircok
calismada oldukca etkili ve emniyetli gérdlmastdr (5-7).

Antenatal dénemde aile planlamasi egitimleri diger
donemlerden daha etkili olmaktadir (8,9). Cunku
kadinlar bu dénemde kontrasepsiyon konularini daha cok
glndemlerine alirlar. Laktasyon ddneminin koruyuculuk
etkisinin bilinmesine ragmen kadinlar 6zellikle de anne
sUtlind etkilemeyen yontemleri tercih etmektedir. Tubal
sterilizasyon kadar etkili olan RIA tam da bu tercihe cevap
vermektedir. Ustelik RIA'nin en cok bilinen komplikasyonlari
olan agr ve asiri vajinal kanamanin da yapilan ¢alismalarda
giderek azaldigr gorilmustir (1,2,7,10). Buna karsin
postpartum atilma oranlari daha az bilinmektedir (11).

Postplasental RIA uygulamasinin  kimdlatif atilma
orani 12 ay sonra vajinal dogumlarda %13-19, sezaryen
dogumlarda %9-14 gibi daha dlstk oranlardadir (12,13).
Bazi calismalarda RIA atilmasindaki risk faktérlerinin vajinal
dogum ve parite oldugu gosterilmistir (14). Postplasental
RIA uygulamasi uygun bir kontrasepsiyon secenegi
olmasina ragmen atilma ile ilgili risk faktorleri ile ilgili az
calisma bulunmaktadir (13,14). Biz de bu calismamizda
klinigimizde kontrasepsiyon icin postplasental RIA tercih
eden gebelere vajinal ve sezaryen dogum sonrasinda RIA
takilmasini takiben RIA'nin bir yillik kiimdilatif atilma hizlari
arasindaki farklari ve atilmaya etki eden risk faktorlerini
saptamayl amagladik.

Yontemler

Bu prospektif calisma 2012-2015 vyillarn arasinda
planlandi. istanbul Medipol Universitesi, Girisimsel
Olmayan Klinik Etik Kurulu Baskanligi'ndan etik kurul onays
alindi (onay no: 10840098-604.01.01-E.6665). Antenatal
takibe gelen, tekil gebeligi olan, ektopik gebelik Oykusu
olmayan ve dogum sonu RIA taktirmak isteyen 34 hafta
gebeligini tamamlamis toplam 550 gebeye kontraseptif
yontem, uygulama sekli ve calisma hakkinda danismanlik
verildi. Kabul eden 440 gebeye vajinal ve sezaryen dogum
sonrasinda plasenta alindiktan sonra RIA takilmasi
planlandi. Plasenta previa, intrapartum ates, 24 saatten
fazla stren aktif su gelisi, aktif genital yol enfeksiyonu
olan kadinlar ile plasentasi elle cikarilan ve dogum sonu
veya antenatal takip sirasinda takibe gelmeyen ve baska
hastanede dogum gibi nedenlerden dolayr 298 kadin
calisma disi birakildi. Miadinda dodum yapan (38-42
hafta) dogum sonu kontraseptif yéntem olarak RiA tercih
eden ve bir yil takibe gelen 142 kadin calismaya dahil
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edildi. Calismaya alinan dogum yapan kadinlar iki gruba
ayrildi. Grup 1 planl elektif sezaryen olan grup (n=79),
grup 2 vajinal dogum vyapan hastalarin oldugu grup
(n=63) olarak belirlendi. Plasenta dogumunu takiben
10 dakika icinde RIA (Pregna Copper T 380A; Pregna
International, Chakan, India) uterus fundusuna elle veya
ring forseps yardimiyla yerlestirildi. Sezaryen dogumda
ipleri serviksden vajene uzatildi ve sitir kullaniimadi.
Profilaktik 1 gr i.v. cefazolin verildi. Postpartum 12. saatte
abdominal ultrasonografi ile RiA kontrol edildi. Daha sonra
postpartum 1. hafta, 6. hafta, 6. ay ve 12. ayda pelvik
muayene ve transvajinal ultrasonografi esliginde muayene
edildi. Bu sure icinde kadinlar asirt kanama, siddetli
pelvik agri ve ates oldugunda acil gelmeleri konusunda
bilgilendirildi. Komplet RIA atiimasi klinik ve transvajinal
ultrasonografi ile verifiye edildi. Postpartum 6. haftada RIA
ile fundus mesafesinin 10 mm’den fazla olmasi parsiyel
atilma olarak degerlendirildi. Parsiyel atilma, kanama, agri
olmasi ya da cikarmak isteyen kadinlarin RiA’si cikarildi.
Klinik karakteristikler yas, gravida, parite, dogum sekli,
dnceki vajinal dogum sayisi ve daha énce RIA kullanimi
olarak degerlendirildi.

istatistiksel Analiz

istatiksel analiz SPSS soft ware, versiyon 17 (SPSS,
Chicago, IL, USA) kullanildi. Pearson’s ki-kare testi ve
Fisher's exact test gruplar arasindaki nominal veya
ordinal degiskenlerde uygulandi. Gruplar arasindaki RIA
atilmasinin kdmdalatif risk parametreleri icin Multivariate
Stepwise Lojistik Regresyon testi kullanildi. P<0,05 anlamli
kabul edildi. Lojistik regresyon modelinde yas ve parite
devamli degiskenler olarak dahil edilirken daha 6nceki
vajinal dogum varligi ve RIA kullanimi kategorik degiskenler
olarak dahil edildi.

Bulgular

Postplansental RiA toplam 142 kadina uygulandi. Parite
ve maternal yas her iki grupta da benzer olarak bulundu. En
az bir vajinal dogum yapan hastalarin sayisi grup 2'de grup
1'den fazla idi (p<0,01). Daha 6nce RIA kullanimi her iki
grup arasinda benzerdi. Postplasental RiA takilan hastalarin
klinik karakteristikleri Tablo 1'de gdsterilmektedir. RiA atima
oranlari Tablo 2'de gdsterilmistir. RIA atilma oranlari her iki
grupta da benzer sikliktadir [grup 1 %9, 1 (p>0,05) ve grup
2 %12,3 (p>0,05)]. Her iki grupta da atilmanin yarisindan
fazlasi ilk alti hafta icinde olustu. RIA takilan her iki grupta
da herhangi bir gebelik, takilmaya bagli perforasyon veya
enfeksiyon gibi 6nemli komplikasyon gérilmedi. Tablo
3'te kiimdilatif olarak RIA cikarilma ya da atilma nedenleri
gosterilmistic ~ Olgularin tamaminda  kimdlatif ~ RIA
cikarilma orani %7,2 olarak bulundu. Cikarilma oranlari
her iki grupta da benzerdi (p>0,05). RIA atilmasina neden
olan risk faktorleri Tablo 4'te gosterilmistir. Multiparlarda
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kimdlatif atilma riski takilmadan bir yil sonra 2,1 kat
1,03-4,37).
Daha 6nceki vajinal dogum veya énceki RIA kullaniminin

artmis bulundu [%95 guven arali§i (GA):

atilma oranini etkilemedigi gorildu. Spontan atilma riskleri
sezaryen ve vajinal dogumda benzer bulundu.

Tablo 1. Rahim ici arac takilan hastalarin klinik karakteristikleri

Grup 1 Grup 2 p
(n=79) (n=63)
Yas 26,7+/-4,4 | 254+/-4,9 | 0,06
Parite
0 %19,4 %21,7 0,78
1-3 %80,6 %78,3 0,90
Daha d6nce vajinal dogum sayisi
0 %47,1 %13,2 <0,01
1-3 %52,9 %86,8 <0,03
Daha 6nce RIA kullananlar | %45,6 %51,3 0,56

Mean +/- standart deviasyon medyan (minimum-maksimum) ve sayi (%), RIA:
Rahim ici arag

Tablo 2. Rahim ici ara¢ atilma oranlari (%)

Grup 1 Grup 2 p
ilk yedi glin %1,2 %2,1 1
Alti hafta %7,1 %9,4 1
Altr ay %9, 1 %12,3 1
On iki ay %9, 1 %12,3 0,75

Tablo 3. Kiimiilatif olarak rahim ici ara¢c atilma ve cikariima
nedenleri

Grup 1 Grup 2 p
RIA cikarilma oranlari (12 ay) %6, 1 %8,3 0,59
Kanama %2,4 %3,3 0,63
Adri %3,7 %1,6 0,47
Kisisel nedenler 0 %3,4 0,50
Atilma oranlari (12 ay) %9, 1 %12,3 0,94
Komplet %4,6 %6,8 1
Parsiyel %4,5 %5,5 0,86

RIA: Rahim ici ara¢

Tartigma

Postpartum dénem  kadinlarin  adaptasyon ve
motivasyonunun ylksek olmasi nedeniyle bir kontraseptif
yonteme baslamak icin ideal bir zamandir. Ek olarak
gebelik sireci kontraseptif danismanlik yapilabilecek en
uygun dénemlerden biridir (15,16). Ayrica kadinlarin ¢cogu
dogum sonrasi emzirmenin etkilenmedigi bir ydntem
istedikleri icin, postpartum RIA takilmasini tercih edebilirler
(17). Calismamiz gdstermistir ki dogum sonrasi takilan
RIA'nin atilma oranlari eski bilgilere nazaran daha dusiik
ve dogum sekli ile de iliskili degildir (4,12,18). Bu nedenle
dogum sonrasi RIA takiimasinin oldukca etkili ve giivenilir
bir kontrasepsiyon yontemi oldugu soylenebilir.

Sucak ve ark.'nin (19) 2015 yilinda yaptiklari calismada
oldugu gibi biz de calismamizda sezaryen ve normal
dogum yapan kadinlarda postplasental RIA'nin bir yillik
atilma oranlari arasinda fark olmadigini ve bu oranin da
yaklasik %710,5 oldugunu bulduk. Genis hasta olgekli
baska bir calismada ise postplasental RiA atlma oranlari
sezaryen dogumda %10,9 iken vajinal dogumda %16,4
olarak bildirilmistir, ki bu oranlar da bizim calismamizdaki
oranlardan biraz daha fazladir (20). Ayni sekilde Halder
ve ark. (21) da dogum sekli ile atlma oranlari arasinda
istatistiksel bir fark olmadigini gdstermislerdir (vajinal
dogum sonrasi %4, sezaryen dogum sonrasi %2). Farkli
olarak Curry ve ark. (22) ise calismalarinda bu oranin
sezaryen dogumda %12, vajinal dogumda da %38 olarak
tespit etmislerdir. Benzer olarak Lara ve ark. (20) da
vajinal dogumda atilma oranlarinin daha ¢ok oldugunu
bildirmislerdir. Vajinal dogumlarda ytksek atilma oraninin
dogum sirasinda ince alt segment gelisimine bagl servikal
dilatasyon sonucunda oldugu séylenebilir. Ancak atilma
hizinin bizim ¢alismamizdaki gibi distk oldugu calismalar
genel olarak yakin ge¢mise ait olduklarindan belki de bu
islemin 6grenme ve uygulama ve danismanhidinin daha iyi
yapilmis olmasi ile agiklanabilir.

Calismamizda diger bazi calismalardan farkl olarak
atilmalarinyarisindan fazlasininilk altrhafta icinde oldugunu
gordlk. Sucak ve ark. (19) kendi calismalarinda bu strenin
ilk Uc¢ ay icinde oldugunu bildirmislerdir. Ayni sekilde Celen
ve ark. (4) da bizim calismamizdan farkli olarak bu slrenin
ilk ¢ ay icinde oldugunu bulmuslardir. Bu durumun dogum

Tablo 4. Postplasental rahim ici arac atilmasina neden olan risk faktorleri

Ham OR GA Diizenlenmis OR GA
Multiparite 1,29* 1,04-1,30 2,18* 1,02-4,35
RIA uygulamasi (sezaryen) 1,02 0,47-2,10 2,79 0,37-19,86
RIA uygulamasi (vajinal dogum) 1,15 0,69-1,87 1,41 0,16-11,87
Daha 6nceki vajinal dogum 1,35 1,1-1,75 2,27 0,28-16,47
Daha 6nceki RIA kullanimi 0,41 0,17-0,965 0,56 0,09-3,81

GA: Giiven araligi, OR: Odds orani, RiA: Rahim ici arag, *p<0,05
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sonrasl uterusun yeniden toparlanmasindaki farkliliklardan
ve uygulayan kisinin  deneyiminden  olabilecegini
soyleyebiliriz.

Halder ve ark.’nin (21) calismalarinda oldugu gibi bizim
de olgularimizin hicbirinde gebelik ve enfeksiyon meydana
gelmemistir. Ayni sekilde olgular arasinda diizensiz kanama
problemi de anlamli olacak sekilde bulunamadi. Celen ve
ark.’nin (4) bildirdigi kanama ve agri nedeniyle RIA'nin
cikarilma orani sirasiyla %8,2 ve %2,4 olup calismamizda
bu nedenlerden dolayi kiimilatif RIA cikarilma orani %7,2
olarak bulunmustur. Bu oran her iki grupta da benzerdir.
Farkll olarak cok merkezli yapilan bir calismanin aksine
laktasyonda perforasyon riski artmis olarak gortlmesine
ragmen biz calismamizda hig perforasyon olgusu gérmedik
(23-25). Bahsedilen komplikasyonlarin az géridlmesinin
nedeni olgulara yapilan tatmin edici 6n bilgilendirme ile
uygulayicininiyi egitim almis olmasi olabilir. Clinki laktasyon
déneminde RIA uygulamasi bazi  komplikasyonlardan
kaginmak icin tecrtbeli olmayi gerektirir (17).

Calismamizda literatlirle uyumlu olarak RIA atilma
oranini en cok etkileyen faktorin parite oldugunu goérdik
(14,19,26) ve multiparlarda kimdlatif atiima oranini
takildiktan bir yil sonra 2,1 kat artmis olarak bulduk
(%95 GA: 1,03-4,37). Ayrica calismamizda parite de
daha oOnce vajinal dogum yapmis olmak da istatistiksel
olarak anlamli olmasa da risk artisi olusturmustur. Calisma
sirasinda vajinal ya da sezaryen dogum olmasi risk artisi
yaratmamistir. Sucak ve ark. (19) calismalarinda yazdiklari
gibi biz de bunun nedeninin muhtemelen vajinal dogum
sirasinda servikal dilatasyona bagli daha ince alt segment
olusmasindan kaynaklandigini sdyleyebiliriz (14,26).

Calismanin Kisithiliklar

Galismamizin en onemli kisithhdl olgu sayisinin az
olmasi ve calisma siresince hasta kayip oraninin yiksek
olmasidir. Bunun nedeni calisma basinda bilgilendirme
sonrasi RIA taktirmayi tercih eden gebelerin taktirmaktan
bir sekilde vazge¢mis olmasi ya da baska merkezde takibe
baslamis olmalari olabilir. Ayrica bazi gebelerde dogum
sonrasl kanama, enfeksiyon ya da erken membran riptird
nedeniyle calismadan hari¢ tutulma kriterleri oldugundan
calisma dist birakilmis olabilir. Bu nedenle daha genis sayida
olgu grubuyla calismalarin desteklenmesi gerekir.

Sonug¢

Dogum sonrasi RIA takilmasi givenli ve etkili bir
aile planlamasi yontemi olma konusunda Umit verici
olabilir. Atlma oranlari daha Onceki calismalarin aksine,
muhtemelen uygulayicilarin tecribelerinin artmasi sonucu
daha da azalmistir. RIA atilmasinda dogum seklinden cok
parite en 6nemli risk faktorinl olusturur.
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Abstract

Amag: Ailevi Akdeniz Atesi (AAA) tarihsel olarak en eski ve en yaygin
otozomal resesif gegisli otoenflamatuvar hastaliktir. Bilinen bir patojen
ya da otoantikoru bulunmamaktadir. Hastalik karin adrisi ve ates
hecmeleriyle manifest olmaktadir ve bu dénemler “atak dénemi” olarak
adlandirilir. Calismamizda AAA hastaliginda, MEFV geni Gzerinde, Tlrk
toplumunda en sk mutasyona ugrayan bolgelerin tespiti amaglandi.

Yontemler: Calismaya toplam 1840 6n tanili olgu dahil edildi. Periferik
kandan kit protokoliine uygun olarak DNA izole edildi. MEFV genindeki
22 hedef bélge polimeraz zincir reaksiyonu metodu ile cogaltildi.
Pyrosequencing metodu ile hedef bélge gen dizinlemesi yapildi.

Bulgular: Hastalar yas gruplarina gore iki gruba ayrilarak incelendiginde
<18 yas grubunda yer alan 866 (454 kadin ve 412 erkek) hastanin
ortalama yaslari 8,5+7,5'dir. Bu grupta yer alan hastalardan 547'sinde
AAA ile iliskilendirilen bir mutasyon saptanmadi. =18 yas grubunda
yer alan 974 (605 kadin ve 369 erkek) hastanin ortalama yaslari
35,4+12,5'dir. Bu grupta yer alan hastalardan 477'sinde AAA ile
iliskilendirilen bir mutasyona rastlanmadi.

Sonug: Tibbi genetik bilim dalina 2014-2016 yillari arasinda AAA 6n
tanisi ile gelen 781 erkek ve 1059 kadin olmak tizere toplam 1840 olgu
MEFV geni Uzerinde lokalize 22 ayr mutasyon agisindan analiz edildi.
Bulgularimizin analizi elde edilen verilerin daha dnceki Tlirk toplumuna
iliskin calismalarla uyumlu oldugunu gdstermistir.

Anahtar Sozciikler: Ailevi Akdeniz Atesi, MEFV geni, pyrosequencing,
mutasyon

Aim: Familial Mediterranean Fever (FMF) is the most frequent and
historically the oldest autosomal recessive autoinflammatory disorder.
No pathogen or auto-antibody has been shown to be associated with
FMEF. The disorder manifests with bouts of fever and abdominal pain,
which are called “attacks”. In the present study, we aimed to find the
most frequent mutations in the MEFV gene in the Turkish population.

Methods: Thousand eight hundred and forty patients with an initial
diagnosis of FMF were enrolled in the study. DNA was extracted from
the peripheral blood according to the kit protocol. Twenty-two target
sequences of the MEFV gene were amplified with polimeraze chain
reaction and sequenced with the pyrosequencing method.

Results: When the patients were divided into two groups according
to age, the mean age of 866 patients was 8.5+7.5 years in <18 age
group, and that of 974 patients was 35.4+12.5 years in =18 age group.
No mutations associated with FMF were found in 547 of patients in
<18 age and 479 of the patients in =18 age groups.

Conclusion: In the present study, we evaluated the frequency of 22
mutations in MEFV in 1840 patients, who had been admitted to the
medical genetics division between the years 2014 and 2016 with
an initial diagnosis of FMFE Analysis of our findings showed that our
data are in agreement with previous publications concerning Turkish
population.

Keywords: Familial Mediterranean Fever, MEFV gene, pyrosequencing,
mutation
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Giris

Ailevi Akdeniz Atesi (AAA) otozomal resesif gecisli,
yUksek ates ve enflamasyona bagl agri ataklari ile seyreden
ozellikle Musevi, Arap, Ermeni ve Tirk toplumlarinda yaygin
olarak goérulen genetik bir hastaliktir (1). Aile 6ykUsinin
pozitif olmasi taniyl destekleyen 6nemli bir bulgudur.
Bununla birlikte ailede baska bir indeks olgu bulunmayabilir
(2). Hastaliga sebep olan MEFV geni kromozom 16p13.3
boélgesinde lokalizedir. On ekzon, 781 aminoasitten olusur
ve “Pyrin” proteinini kodlar (3). Pyrin proteini amino ucu,
karboksil u¢ (B30.2 domaini), coiled coil domaini ve B-box
zinc finger domaini olmak Uzere dort farkli domain igerir
(Sekil 1). Bir transkripsiyon faktérd olan ve normalde
cekirdekte bulunan pyrin in transfekto modellerde ve
monositlerde sitoplazmada yer alir (4). MEFV geni Uzerinde
buglne kadar tanimlanmis olan mutasyonlar Tablo 1'de
verilmistir (5). MEFV geninde meydana gelen mutasyonlar,
pyrin ekspresyonunu azaltir ve interldkin (IL)-1B'y1 aktive
eden kaspaz-1 enflamasyon kontrol mekanizmasindaki
islevini yerine getiremediginden uyarilmis olan enflamasyon
durdurulamaz (6). Pyrin proteininin IL-1B islenmesini

engellemesi ve makrofaj apoptozuna izin vermesi,
fonksiyonel olarak antienflamatuvar bir molekil oldugunu
gostermektedir. Bu mekanizmalarin bir sonucu olarak
klinik tablo yuksek ates ve sinirli enflamasyon ataklari ile
seyreder (2,7,8). AAA hastalan tekrarlayan ve gorinlste
sebepsiz oldugu dusiintlen ancak siklikla artrit, peritonit,
plorit ve bolgesel erizipel benzeri eritemlerle iliskili olabilen
yUksek atesten muzdarip olurlar. Bu ataklar genellikle
12-72 saat surer ve bu enflamatuvar reaksiyon polimorf
nUveli I0kositlerin etkilenmis dokular icerisine akini ile
karakterizedir (8). Halen AAA tanisi icin kullanilmakta olan
spesifik bir laboratuvar testi bulunmamaktadir. Oysa AAA,
ozellikle M694V homozigot mutasyona sahip hastalarda
amiloidoza ve buna bagli yiksek mortalite ve morbiditeye
neden olan bir hastaliktir (9). Akut enflamasyonla seyreden
olaylarda degistigi bilinen akut faz proteinleri (C-reaktif
protein, fibrinojen, seruloplazmin, haptoglobilin, serum
amiloid A proteini, eritrosit sedimantasyon hizi, beyaz
kire sayisi) atak sirasinda artar ve atak sonrasinda normale
doner. Amiloidoz gelisen olgularda ve akut atak déneminde
proteiniiri gériilebilir. Ulkemizde AAA sikigi 1/1000 ve

Tablo 1. MEFV geni ekzon 2, 3, 5 ve 10 iizerinde dizileme yapilan bdlgelere ait primer dizileri ve bulunan mutasyonlar
No Mutasyon Ekzon | Normal | Mutasyon tespit edilenler | Primer dizisi
genotip | N=609 (%)
1 E148Q 2 CcC 146 (24) G GGG CTG GCT G
2 P369S 3 GG 31 (5) A GCT TAG GCT
3 H478Y 5 cC - A/G GAG JAT TTC TTT GTG
4 FA79L 5 CcC 5(0,8) A/G GAG CAT TTG TTT GTG
5 S675N 10 GG - A AAC AGG AAA GGG AAC ATG ACT CTG T
6 G678E 10 GG 1(0,2) A AGC AGG AAA GAG AAC ATGACTCTG T
7 M680I (G>C) 10 GG 1(0,2) A AGC AGG AAA GGG AACATCACT CTG T
8 M680I (G>A) 10 GG 1(0,2) A AGC AGG AAA GGG AAC ATAACT CTG T
9 M680L 10 AA 53 (8,7) A AGC AGG AAA GGG AACCTGACT CTG T
10 16811 10 CcC - A AGC AGG AAA GGG AAC ATG AIT CTG T
11 1692del 10 ATA - G — ATG ATG AAG GAA AAT GA
12 M694V 10 AA 294 (48,3) G ATA ATG GTG AAG GAA AAT GA
13 M694| 10 GG - G ATA ATG ATA AAG GAA AAT GA
14 M694L 10 AA - G ATA ATG ITG AAG GAA AAT GA
15 K695R 10 AA 12 (2) G ATA ATG ATG AGG GAA AAT GA
16 K695M 10 AA - G ATA ATG ATG ALG GAA AAT GA
17 R717S 10 CcC - AGT GTG GGC AIC TTC/T GTG GAC/T TAC AGA GTT GGA AGC
18 1720M 10 CcC - CGT GTG GGC ATG TTC/T GTG GAC/T TAC AGA GTT GGA AGC
19 V722M 10 GG 1(0,2) CGT GTG GGC ATC TTC/T ATG GAC/T TAC AGA GTT GGA AGC
20 V726A 10 T 36 (5,9) CGT GTG GGC ATC TTC/T GTG GAC/T TAC AGA GCT GGA AGC
21 A744S 10 GG 11(1,8) A TTC TCC AGC
22 R761H 10 GG 17 (2,8) A CAT GAT
CC: Coiled coil
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AAA tasiyici orani 1/5-1/10 olarak bildirilmektedir (10).
Hastalik, 6zellikle akraba evliliklerinin sik oldugu tlkemizde
ve Akdeniz cevresindeki irklar ve etnik gruplarda (Yahudiler,
Ermeniler, Tlrkler ve Araplar) nispeten daha siktir (2). AAA
hastaliginda en sk gorilen M694V, M680I ve V726A
mutasyonlari genin 10. ekzonunda bulunmaktadir. 2001
yilinda yapilmis olan calismaya gére Tirk AAA hastalarinda
MEFV geninde en sik gdrilen mutasyonlarin orani; M694V
icin. %51,55, M680I icin %9,22, E148Q icin %3,55,
V726A icin %2,88, M694l icin %0,44 olarak belirlenmis
ve Turk poptlasyonundaki AAA tasiyicihidl %20 olarak
rapor edilmistir (11). Buglne dek MEFV geninde 100'den
fazla mutasyon tanimlanmistir ve M694V, M680I, V726A,
E148Q en sik gorilen mutasyonlar olarak belirlenmistir (5).
Bu calismada AAA hastaliginda, MEFV geni Uzerinde yer
alan, hastaligin tanisi ve prognostik degerlendirmesinde
kullanilabilecek, Turk toplumunda en sik mutasyona
ugrayan bolgelerin tespiti amacglandi. Sonrasinda elde
edilecek verilerin kullanimi ile Turk toplumuna 6zgu
mutasyonlarin belirlenerek taranabilecegi valide tani kitleri
gelistirilmesi de sekonder amacimiz olarak belirlenmistir.

Yontemler

Oncelikle calismaya girmeyi kabul eden géniilliilere
calismayla ilgili tim bilgilerin yer aldigi Helsinki Deklarasyonu
uyarinca bilgilendirilmis gondlld olur formu okutularak
gonillilerin imzasi alindi. Calisma istanbul Universitesi
istanbul Tip Fakdltesi Klinik Arastirmalar Etik Kurulu
tarafindan onaylandi (no: 2014/929). On sekiz yasindan
klguk hastalar icin ayni islem hastanin ebeveyni ya da
yakinlarinin oluru alinmak suretiyle gerceklestirildi. Rutin
izlem protokoll sirasinda alinan 5 mL periferik kandan kit
protokolline uygun olarak EZ-1 (Qiagen, GmBH) izolasyon
robotu ile DNA izole edildi. Elde edilen DNA &rnekleri ile
konvansiyonel polimeraz zincir reaksiyonu yapilarak MEFV
geni Uzerinde, hedef bdlgeler cogdaltildi. Pyrosequencing
metodu ile hedef bolge gen dizinlemesi yapilarak ekzon 2
boélgesindeki E148Q, ekzon 3 bdlgesindeki P369S, ekzon
5 bolgesindeki H478Y ve F479L, ekzon 10 bdlgesindeki

PAD

~

1 92

266 280 370

Sekil 1. Pyrin proteini domainleri ve incelenen mutasyon bélgeleri
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412 420

S675N, G678E, M680I (G>C), M680I (G>A), M680L, T681l,
1692del, M694V, M694I, M694L, K695R, K6E95M, R717S,
I720M, V722M, V726A, A744S, ve R761H mutasyonlari
analiz edildi. Genotipleme icin “Pyrosequencing metodu”
kullanildi. Bu metod elektroforetik olmayan bir DNA
dizileme teknolojisidir. Dizileme islemi tek iplikli DNA'ya
komplementer olan dizinin DNA polimeraz enzimi
aktivitesiyle sentezi ve isaretli primerlerin kalip DNA Uzerine
sirayla (A,G,C,T) ve teker teker baglanmasiyla karakterize
edilmektedir. ~ Pyrosequencing  metodu  nukleotid
baglanmalari sirasinda kalip DNA zincirine komplementer
bir nukleotid baglandiginda lusiferaz etkisiyle ortaya ¢ikan
isimanin Olcllerek meydana gelen nikleotid degisimlerinin
tespitine dayanan hizli ve oldukga guvenilir bir yontemdir
(Sekil 2). Sonuglarin hem grafik ve hem de kromatogram
olarak gosterilmesi ve 96 drnegdin genotipleme stresinin 10
dakika olmasi da yontemin avantajlari arasinda sayilabilir
(Sekil 3).

Bulgular

Galismaya dahil olan 1840 (Ek 1) on tanili olgunun
866'sI <18 yas idi ve bunlarin 547'si taranan mutasyon
boélgelerinde herhangi bir degisiklige sahip degildi. Dokuz
ylz yetmis dordd >18 yas idi ve bunlarin 477'si taranan
mutasyon bdlgelerinde herhangi bir degisiklige sahip
degildi (Tablo 2a, b). Olgularin 1059°u kadin 781'i erkekti.
Calismaya katilan tdm olgularin yas ortalamasi 23 olarak
tespit edildi. Hastalar yas gruplarina gore iki gruba ayrilarak
incelendiginde <18 yas grubunda yer alan 866 (454 kadin
ve 412 erkek) hastanin ortalama yaslar 8,5+7,5tir. =18 yas
grubunda yer alan 974 (605 kadin ve 369 erkek) hastanin
ortalama yaslari 35,4+12,5tir. Tim olgular ele alindiginda
mutasyon bulunan olgu sayisi 609'dur. Bunlardan 2940
(%48,3) M694V, 146's1 (%24) E148Q, 53"l (%8,7) M680L,
36's1 (%5,9) V726A, 31'i (%5) P369S, 17'si (%2,8) R761,
12'si (%2) K695R, 11'i (%1,8) A744S ve her biri birer
olgu (%0,2) olmak Uzere V722M, G678E, M680I (G>C),
M680I (G>A) olarak tespit edildi. ikili ve lcli mutasyona
sahip olgular hem tasidiklari mutasyon tipine gore hem de

T6811 M694L
M6941

M680L
M680I (G>A)
M680I (G>C)

440 597 776
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84 G/AGCTTAGGCTTC

E7: GIATAJATGA/G/TTG/AAAGGAAAATGA

g8l suammeraeennsasumma i nsieie oo o]

- 6%
ATA: 948

B3 G/AGCTTAGGCTTC

E

Sekil 3. A) Homozigot WT (normal) o6rnek, B) Homozigot

mutant 6rnek, C) Heterozigot drnek

Tablo 2. a. <18 yas olgu grubunun sahip oldugu mutasyon
bolgelerine gore dagilimi

n=246 % Mutasyon
109 44,3 M694V

76 30,9 E148Q

16 6,5 M680I (G>C)
15 6,1 P369S

10 4,1 R761H

7 2,8 V726A

5 2,0 A744S

3 1,2 K695R

2 0,8 M694|

2 0,8 F479L

1 0,4 M680I (G>A)

Tablo 2. b. >18 yas olgu grubunun sahip oldugu mutasyon
bdlgelerine gore dagilimi

n=351 % Mutasyon
183 52,1 M694V
60 17,1 E148Q

37 10,5 M680I (G>C)
16 4,6 P369S

7 2,0 R761H

29 8,3 V726A

6 1,7 A744S

9 2,6 K695R

3 0,9 F479L

1 0,3 V722M
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yas gruplarina gore ayrilarak gruplandirildi ve mutasyon
boélgelerine gére bu olgularin dagilimlari Tablo 3a, b ve
Tablo 4a, b'de gosterilmektedir. Tim olgularin 1180
tanesinde aile hikayesi bulgusu olmadigi, 200 tanesinde
ise birinci derece yakinlarinda mutasyon bulundugu tespit
edildi.

Tartisma

AAA tanisi klinik bulgular ve hasta izlemiyle konur.
Taninin konulabilmesiicin hastanin mutlaka atak doneminde
ve ataksiz donemde degerlendirilmesi gerekir. AAA'da
gorulen belirlenmis klasik bulgularin yani sira hastalarda
sik olmasa da bazen taniya gotirebilecek spesifik bulgular
gordlebilir. Bu bulgular skrotal enflamasyon, kas sisteminin
tutulumu, nérolojik  belirtiler,  splenomegali  olarak
sayllabilir. Hastaligin semptomatik oldugu dénem “atak”
olarak adlandirilir. Hastalar atak aralarinda kendilerini
tamamen iyi hissederler ve bu 6zellik tani igin énemlidir.
Yapilan calismalar hastaligin  klinik 6zelliklerinin  farkli
etnik gruplarda énemli farklar géstermedigini belirlemistir.
Ancak Turklerde hastaligin daha agir seyrettigi ve
amiloidoz gelisme riskinin daha yuksek oldugu cesitli
yayinlarda vurgulanmistir. AAA’ll hastalarda gorilen renal
tutulumun en iyi bilinen sekli amiloidozdur. Fakat son
yillarda Ulkemizden cesitli arastirmacilarin da bulundugu
bircok yayin ile AAA'da amiloid disi glomerdiler patolojiler
goraldugu bildirilmistir.

Bugtine kadar yapilmis olan bircok calismada Tirklerde
M694V mutasyonunun en sik gorilen mutasyon oldugu
gosterilmistir. 2005 yilinda Turk AAA Calisma Grubu
(AAA-TR) tarafindan yayinlanmis olan bir makalede 2838
hastanin verileri analiz edilmis ve M694V frekansi (%51,4),
M680I frekansi (%14,4) ve V726A frekansi (%8,6) olarak
rapor edilmistir (12). Biz de bu calismada AAA-TR grubunun
buldugu sonuglarin benzeri olarak M694V frekansini
(%48,3), V726A frekansini (%5,0) olarak tespit ettik.
2001 yilinda Yilmaz ve ark. (13) tarafindan yayimlanan
makalede, Turk AAA hastalarinda MEFV geni Uizerinde en
sik gorilen mutasyonlar M694V, M680I, E148Q, V726A
ve M694l olarak ve bunlarin ytzdeleri de sirasiyla %51,55,
%9,22, %3,55, %2,88, %0,44 olarak bildirilmistir. Akar ve
ark. (14) tarafindan yapilan bir calismada AAA tanisi almig
olan 230 hastada M694V, M680I, V726A, M694l, E148Q,
R761H, K695R mutasyonlarinin siklik sirasina gore M694V
%44, M680I %12, V726A %11, M694l %3 oldugu
tespit edilmistir. E148Q, R761H, K695R mutasyonlarinin
ise oldukca az sayida hastada saptandigi bildirilmektedir.
Bizim calismamizda da hem AAA-TR grubunun elde ettigi
sonuglara hem de Akar ve ark. (14) tarafindan bildirilen
sonuglara benzer veriler elde edilmis olmakla birlikte ikili
ve Ucli mutasyonlarin birlikteligi ile elde edilen bulgular
ilk kez ortaya konmaktadir. Farkli etnik gruplarda olan
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AAA hastalarinda yapilan calismalar homozigot M694V
mutasyonunun tam penetrans ve yuksek amiloid riski
tasidigl  belirtiimektedir. Ayni mutasyonun Ermeni ve
Yahudilerde hastaligin kot prognozu ile iliskili oldugu
bulunmustur (15-19). AAA-TR calisma grubu; hastalari
tasidiklar mutasyonlara gére dort gruba (M694V icin
homozigot, M680I icin homozigot, bilesik heterozigotlar
ve M694V mutasyonu tasimayan hastalar) ayirarak
fenotip-genotip iliskisini analiz etmis, bunun sonucunda
M694V icin homozigot olan bireylerde, hastaligin daha
erken yasta ortaya c¢iktigi ve artrit ve artraljinin daha
ylUksek oranda gorildigl saptanmistir (sirasiyla, p<0,001
ve p<0,001) (12). Bizim calismamizda da 44 olgunun
M694V icin homozigot oldugu tespit edildi. Bu olgularin
23'0 <18 vyas, 211 >18 yas grubunda idi. Bu sonug
hastaligin ortaya ¢ikma yasi bakimindan AAA-TR grubunun
sonucuyla da uyusmaktadir. Birlesik heterozigot olan
42 olgu tespit edildi. Bu olgularin 13'G <18 yas ve 29'u
>18 yas grubundaydi. Kompleks allel mutasyonlarinin ele

tarafindan yayimlanmistir. Cocukluk ¢agindaki bu hastada
E148Q, V726A ve R761H mutasyonlari tespit edilmistir.
Bizim calismamizda da bu lg¢ mutasyona sahip olan bir
yetiskin hasta tespit edildi. Ancak bunun disinda bir tane
E148Q, M694V ve A744S mutasyonu bir tane de E148Q,
M694V ve R76TH mutasyonu taslyan olmak Uzere toplam
Ug yetiskin hasta tespit edildi. Olgularimiz arasinda Uclu
mutasyona sahip tek bir cocukluk cagi hastasi vardi ve bu
olguda saptanan mutasyonlar G678E, M680I (G/C),V726A
olup Salehzadeh ve Fathi (20) tarafindan tanimlanan
olgudaki mutasyonlardan farklidir. Calismamizda her iki
grupta da varligina bakilarak V726A mutasyonunun tim
yas gruplarina 6zgl oldugu, M680I (G/C) ve M694V
mutasyonlarinin hem ikili mutasyon gdérilen hastalarda
hem de Gc¢li mutasyon gorilen olgularda birlikteligi dikkat
cekmektedir. Bu iki mutasyondan sonra en sik V726
mutasyonu gorilmektedir. Burada dikkat ceken mutasyon
olarak G678E mutasyonu ortaya ¢ikmaktadir. Alti yasinda
bir hastada tespit edilmis olan bu mutasyon diger iki

alindidi ve literatlirde Uglli mutasyona sahip bir olgunun Tablo 3. b. >18 yas olgu grubu icin ikili mutasyonlara gére
islendigi tek yayin 2015 yilinda Salehzadeh ve Fathi (20) e
Tablo 3. a. <18 yas olgu grubu icin ikili mutasyonlara gére n=130 * ikili mutasyon
dagilim >18 yas
n=59 % . 20 15,4 E148Q, M694V
<18 yas Hlt mutasyon 11 8,5 E148Q, P369S
7 11,9 E148Q, M694V 1 0,8 E148Q, M964l
2 3,4 E148Q, P369S 4 3,1 E148Q, V726A
1 1.7 E148Q, K695R 1 0,8 E148Q, A744S
2 314 E148Q, R761H 4 3,1 E148Q, M680I (G/C)
3 5,1 E148Q, M680I (G/C) 3 2,3 P369S, M694V
1 1.7 P369S, M694V 1 0,8 P369S, R717S
1 1,7 P369S, M680I (G/C) 34 26,2 M680I (G/C), M694V
1 1.7 FA79L, V726A 1 0,8 M680I (G/C), M694I
1 1.7 M680I (G/A), M680I (G/C) 1 0,8 M680I (G/C), K695R
14 23,7 M680I (G/C), M694V 9 6,9 M680I (G/C), V726A
1 1,7 M680I (G/C), K695R 2 1,5 M680I (G/C), R761H
6 10,2 M680I (G/C), V726A 3 2,3 M694V, M694!
1 1.7 M694V, M694! 1 0,8 M694V, K695R
1 1,7 M694V, K695R 1 0,8 M694V, 1720M
8 13,6 M694V, V'726A 29 22,3 M694V, V'726A
4 6,8 M694V, R761H 1 0,8 V726A, K695R
1 1,7 V726A, K695R 1 0,8 V726A, R761H
3 5,1 V726A, R761H 1 0,8 M694V, K695M
1 1,7 M680I G/C, A744S 1 0,8 M694, V726A
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Tablo 4. a. >18 yas olgu grubu icin liclii mutasyonlara gore
dagilim

n=3 o

>18 yas % Ucli mutasyon

1 33 E148Q, M694V, A744S
1 33 E148Q, M694V, R761H
1 33 E148Q,V726A, R761H

Tablo 4. b. <18 yas olgu grubu icin iiclii mutasyonlara gore
dagihim

n=1

% Uclii mutasyon

<18 yas

1 100 G678E, M680I (G/C),V726A

mutasyonla birlikte literatirde ilk defa bizim calismamizda
yer almaktadir. Bu mutasyon ile ilgili olarak pyrin proteininin
fonksiyonunu etkileyebilecegini  duslinmekteyiz.  Pyrin
proteininin, bulundugu hicreye gore farkli proteinlerle
etkilesime girerek, farkli fonksiyonlari yerine getirebildigi
bilinmektedir (4). Bununla birlikte AAA tanisinin halen
klinik olarak konulmakta oldugu ve hastalik igin cesitli
tani kriterleri gelistiriimekle beraber en yaygin olarak
Tel-Hashomer Kriterlerinin kullanildigi bilinmektedir (1).
Genetik testlerin ise %75 oranda pozitif prediktif etkiye
sahip olmakla beraber tani koymada sart olmadigi ve bu
duruma gerekge olarak da hastalarin %5-10 kadarinda
bilinen mutasyonlardan hicbirisinin saptanmadigi ifade
edilmektedir. Yani mutasyonun olmamasi hastaligin
olmadigi  anlamma  gelmemektedir. ~ Mutasyonlar
prognozun belirlenmesinde 6nemli olabilmektedir (9,21).
Bugln bircok hastalik ya da mutasyon ve benzeri genetik
degisikliklerin hem tanihem de prognozun 6ngoériilmesinde
yadsinmaz bir degere sahip oldugu bilinmektedir. Ozellikle
kisisellestirilmis tedaviler gbz oOniine alindiginda eldeki
genetik ve demografik verilerin birlestiriimesi ile hassas
tip alaninda bir ¢gir acilacagi asikardir. Bu da ancak
eldeki verilerin  ¢ogalmasi ve cesitli analiz metodlar
ile birlestirilerek kisiye 6zgu tedavi protokollerinin
gelistirilmesi ile gerceklesebilir. Bu noktada hastalarin
mutasyona sahip olmamalari kadar tasidiklarr mutasyonlar
ve bu mutasyonlarin birlikteliginin ortaya konmasi da
hedefe yonelik tedavi uygulamalari igcin cok 6nemlidir.
Son zamanlarda tim dikkatler genotip calismalarina
yoneltilmistir. Yukarida sézl edilen dért yaygin mutasyon
hastalarin ~ %80-85'inde  bulunmaktadir. ~ Stphelenilen
bir hastada bu mutasyonlarin bilesik heterozigot ya da
homozigot olarak bulunmasi tani lehine kabul edilmektedir.
Ayrica toplumdaki tastyicilik oraninin yiksek olmasi genetik
verilerin yaniltict 6ngorileri dislama noktasindaki ¢nemini
bir kez daha ortaya koymaktadir (22).
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Calisma Kisithihklan

Calismamizda FMF 6n tanili hastalarda tanimlanmis
olan mutasyon bdlgeleri incelendi. Olasi de novo
mutasyonlarin tespiti icin bltce bulunmadigi icin herhangi
bir islem yapilmadi.

Sonug

Sonug olarak hastaligin ilk tanimlandigi dénemlerden
beri klinik bulgularin agirhginin etnik farklilikla iliskili oldugu
bilinmektedir. Mutasyonlarin gésterilmesi ile enflamasyon
ve badisiklik sisteminin  molekller mekanizmalarinin
ortaya konmasi ve hastalik patofizyolojisinin tam olarak
anlasilabilmesinin  yani sira nadir gorildigi bilinen
otoenflamatuvar hastaliklarin ve bu sistemlere bagl ve sik
gorllen genetik temelli hastaliklarin da tani ve tedavileri
agisindan  aciklayici - olacaktir.  Ayrica  kompleks allel
mutasyonlarinin ve yas doénemine gdre bu mutasyonlarin
birlikteligi de yine fonksiyon calismalari ile Uzerinde
durulmasi gereken, literatlirde yeterli verinin bulunmadig
bir diger énemli husustur. Calismamizin bundan sonraki
asamasinda Ozellikle Ugli mutasyona sahip olgularin
tasidi§l mutasyonlarin hastalik olusumuna olan katkisinin
fonksiyon calismalari ile ortaya konacagi kanaatindeyiz.
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Abstract

Amag: Sigara kanser, kalp ve akciger hastaliklar basta olmak zere
cesitli saglik sorunlart icin 6nemli bir risk faktoridir. Plazma aterojenite
indeksi (PAI) koroner ateroskleroz/kardiyovaskiiler riskini yansitir
Bu calisma sigaranin, metabolik sendrom ve PAI (zerine etkisini
degerlendirmek icin yapilmistir.

Yontemler: Olgu-kontrol tipindeki bu ¢alisma 18 yas ve Uzeri 1110
hastanin dosyalar retrospektif olarak taranarak yapildi. Calismaya
uygun olan 900 hastanin dosyasi incelendi (900/1110). Metabolik
sendrom tanisi Ulusal Kolesterol Egitim Programi (NCEP) Yetiskin Tedavi
Paneli Ill (ATP Ill) kriterlerine gore konuldu. PAI'leri hesap makinesi
kullanilarak hesaplandi.

Bulgular: Katilanlarin yas ortalamasi 36,02+11,72 idi. Katlimailarin
%51,2'si (n=461) kadin, %72,6'sI (n=653) evli, %35,6'sI (n=320)
Universite mezunu, %32,01 memur (n=288), %53,6'sl (n=482) sigara
icmekteydi. Metabolik sendrom sikligi %26,4 olarak (n=238) bulundu.
Metabolik sendrom ile sigara icme durumu arasinda istatistiksel
olarak anlamli bir iliski saptanmadi (p>0,05). PAI sigara icen bireylerde
icmeyenlere gore istatistiksel olarak anlamli derecede yiiksek saptandi
(p<0,001). Metabolik sendromu olanlarda PAi'nin istatistiksel olarak
daha yuksek oldugu bulundu (p<0,001).

Sonug: Sigara iciciligi ateroskleroz ve kardiyovaskiler agisindan ciddi
bir risk faktoridir. Calismamizda PAI sigara icen bireylerde icmeyenlere
gore istatistiksel olarak anlamli derecede ylksek saptandi. Fakat
metabolik sendrom ile sigara icme durumu arasinda istatistiksel olarak
anlamli bir fark saptanmadi.

Anahtar Sozciikler: Sigara, metabolik sendrom, plazma aterojenite
indeksi

Aim: Smoking is an important risk factor for various health problems,
especially cancer, heart and lung diseases. atherogenic index of plasma
(AIP) reflects the coronary atherosclerosis/cardiovascular risk. This
study was conducted to evaluate the effects of smoking cigarette on
metabolic syndrome and AIP

Methods: In this case-control study, records of 1110 patients aged
18 years and older were retrospectively evaluated. Files of 900 eligible
patients were examined (900/1110). Metabolic syndrome was
diagnosed according to the National Cholesterol Education Program
(NCEP) Adult Treatment Panel Il (ATP Ill) criteria. AIP was calculated
using a calculator.

Results: The mean age of the subjects was 36.02+11.72 years. 51.2%
(n=461) were women, 72.6% (n=653) were married, 35.6% (n=320)
were university graduate, 32.0% (n=288) were civil servants, and
53.6% (n=482) were smoking. The frequency of metabolic syndrome
was 26.4% (n=238). There was no statistically significant difference
between metabolic syndrome and smoking status (p>0.05). There was
a statistically significant relationship between AIP and smoking status
(p<0.001). AIP was found to be statistically higher in patients with
metabolic syndrome (p<0.001).

Conclusion: Smoking is a serious risk factor for atherosclerosis and
cardiovascular disease. In our study, AIP was found to be significantly
higher in smokers than in non-smokers. However, there was no
statistically significant difference between metabolic syndrome and
smoking status.

Keywords: Smoke, metabolic syndrome, atherogenic index of plasma
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Giris

Tirkiye'de toplam 14,8 milyon kisi (%27,1) titln GrinG
kullanmaktadir. TGtdn kullanim sikhigr erkeklerde (%41,5),
kadinlara gore (%13, 1) daha ylksektir (1). Sigara kullanimi
kanser, kalp ve akciger hastaliklari basta olmak tzere cesitli
saglik sorunlari igin dnemli bir risk faktortdur. Sigara erken
ve Onlenebilir 6limlerin en dnemli nedenlerinden biridir.
Halen dinyada her yil bes milyondan fazla kisi sigara
kullanimi nedeniyle hayatini kaybetmektedir ve bu sayinin
2030 yilinda sekiz milyonu asacagi tahmin edilmektedir
(2). Metabolik sendrom (MetS); insilin direnci, abdominal
obezite, hiperlipidemi, esansiyel hipertansiyon, tip 2
diyabet ve koroner kalp hastalidi ile karakterize kompleks
bir hastaliklar butinidur (3,4). Dinyada ve Ulkemizde
eriskin toplumun yaklasik Ucte birinde MetS bulunmasi,
yasla birlikte artmasi, morbidite ve mortalite artisina
neden olmasi MetS'yi giderek buylyen bir toplumsal saglik
sorunu haline getirmistir (5).

Plazma aterojenite indeksi (PAI) desilitrede miligram
olarak olcllen plazma trigliserid (TG) duzeyinin yiksek
yogunluklu lipoprotein (HDL) duzeyine oraninin 10
tabanindaki logaritmasi [log (TG/HDL-K) orani] olarak
hesaplanir. PAI, HDL-K ve disiik yogunluklu lipoprotein
(LDL)K partikillerinin blyklGgu ve kolesteroltn fraksiyonel
esterifikasyonu iliskilidir. Bu oran, aterojenik ki¢tk LDL-K
ve HDL-K partiklllerinin varligini, koroner ateroskleroz
ve kardiyovaskdler riski yansitir ve kardiyovaskiler risk
faktorlerini degerlendirirken ek fayda saglar (6).

Sigara kullaniminin MetS, kalp damar hastaliklari,
kanserler basta olmak Uzere saglik Uzerindeki olumsuz
etkileribilinmektedir (7,8). Sigaraiciciligi doza bagimli olarak
ateroskleroz ve kardiyovaskiler agisindan ciddi bir risk
faktoridur (9). Sigara icicilerinin lipoprotein mekanizmalari
ve endotelyal fonksiyonlarinda anormallikler vardir (10,11).
Ayrica bazi calismalarda insilin direnci ve hiperinsilinemi
gelisme riskinin sigara icen kisilerde icmeyenlere gore daha
yUksek oldugu gosterilmistir (12,13). Boylece bu bulgulara
dayanarak, sigara MetS icin 6nemli degistirilebilir risk
faktori olarak kabul edilebilir (14).

Bu calisma sigaranin, MetS ve PAI Uzerine etkisini
degerlendirmek amaci ile yapiimistir.

Yontemler

Arastirmanin Yer, Verilerin

Toplanmasi

Sekli, Yapildig

Olgu-kontrol tipindeki bu calisma Necmettin Erbakan
Universitesi Meram Tip Fakdiltesi, Aile Hekimligi Poliklinigi'ne
01.08.2011-01.08.2015 tarihleri arasinda herhangi bir
nedenle basvuran 18 yas ve Uzeri 1110 hastanin dosyalari
retrospektif olarak taranarak yapildi. Aile hekimligi
poliklinigine sigara birakma ve periyodik saglik muayenesi
kapsaminda miracaat eden her hastanin boyu, kilosu, bel
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cevresi, boyun cevresi, kol ve bacak tansiyonlari dlctilmekte,
aclik kan sekeri, lipit paneli, tam kan sayimi, tam idrar tahlili
istenmektedir. Hasta dosyalarina kisinin vyasi, cinsiyeti,
meslegdi, egitimi, medeni durumu, gecirdidi hastaliklar,
sigara icip icmedigi kaydedilmektedir. Taranan dosyalarda
eksik tahlil ve sosyo-demografik bilgileri olanlar calismaya
dahil edilmedi. Calismaya uygun olan 900 hastanin dosyasi
incelendi (900/1110). Hastalarin MetS'leri olup olmadigi
Ulusal Kolesterol Egitim Programi (NCEP), Yetiskin Tedavi
Paneli (ATP) Ill kriterlerine gore degerlendirilip kaydedildi
ve PAI'leri hesap makinesi kullanilarak hesaplandi. Giinliik
en az bir sigara icenler bagimli olarak degerlendirildi.

Calismanin Etik izni

Calismaya baslamadan 6nce Necmettin  Erbakan
Universitesi Meram Tip Fakdiiltesi Girisimsel Olmayan
Arastirmalar Etik Kurulu'ndan onay alindi (no: 2018/1195).

Metabolik sendrom: MetS tanisi icin Dinya Saglk
Orguti, NCEP ATP Ill, Uluslararasi Diyabet Federasyonu
ve Amerikan Kalp Dernegi tarafindan cesitli kriterler
gelistirilmistir. Yapilan calismalarda bu kriterler kullaniimakta
olup, wuzlasilan tek bir kriter bulunmamaktadir. Bu
nedenle MetS prevalansi kullanilan tani kriterlerine goére
degismektedir. MetS tanisi icin ¢alismamizda kullanilan
NCEP ATP Il tani kriterleri Tablo 1'de gosterilmistir (15).
Kriterlerden Ug veya daha fazlasinin bulunmasi MetS tanisi
icin yeterlidir (16).

Plazma aterojenite indeksi: PAi, TG'nin HDLK'ye
oraninin logaritmasi alinarak [log (TG/HDL-K)] hesaplandh.
PAI risk siniflamasi; hesaplanan degerlere goére <0,1
disuk risk, 0,1-0,24 orta risk, >0,24 yiksek risk olarak
siniflandirildi (6).

Antropometrik Olciimler

Hastalarin antropometrik élcimleri (viicut agirhgdi, boy
uzunlugu, bel cevresi, kalca cevresi) hata oranini azaltmak
icin ayni arastiricl tarafindan yapildi. Boylar ayakkabilari
cikarilarak, agirliklar ceket ve Ustteki fazla giysiler ¢iktiktan

Tablo 1. Ulusal Kolesterol Egitim Programi, Yetiskin Tedavi
Paneli 11l metabolik sendrom tani kriterleri

Risk faktori Tanim
Abdominal obezite (bel cevresi)

Erkek >102 cm

Kadin >88 cm
Trigliserit >150 mg/dL
HDL

Erkek <40 mg/dL
Kadin <50 mg/dL

Kan basinci =130/85 mmHg
Aclik plazma glikozu =100 mg/dL
HDL: Yiksek yogunluklu lipoprotein
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sonra standart baskll ve boy olcer yardimi ile Slculda.
Hastalarin boy ve vicut agirliklar kullanilarak viicut kitle
indeksleri (VKi) hesaplandi. VKi=Agirlik (kg)/Boy (m)?
formili kullanilarak tespit edildi. VKi degeri 18,50'nin
altinda olanlar zayif, 18,50-24,99 arasinda olanlar normal
kilolu, 25,0-29,99 arasinda olanlar fazla kilolu, 30,0 ve
Uzerinde olanlar obez olarak degerlendirildi.

istatistiksel Analiz

Calismada elde edilen bulgular degerlendirilirken,
istatistiksel analizler icin istatistik paket programi kullanildi.
Surekli degiskenlere ait tanimlayici istatistikler ortalama ve
standart sapma cinsinden, kategorik verilere ait tanimlayici
istatistikler ise frekans ve ylzde cinsinden tablo halinde
Ozetlenmistir. Kategorik verilerin karsilastirimasinda  ki-
kare testi kullanildi. Normal dagilim gdstermeyen ikiserli
karsilastirmalar Mann-Whitney U testi kullanilarak yapildi.
Sonuglar %95'lik glven araliginda (GA), anlamlilik p<0,05
dizeyinde degerlendirildi. Parametreler arasi korelasyon
Pearson korelasyon analizi ile yapildi. GUgli korelasyon
gosteren verilerin  dog@rusal regresyon analizi yapildi.
Korelasyon katsayisi (r); 0,00-0,24 arasi zayif, 0,25-0,49
arasi orta, 0,50-0,74 arasi gulgli, 0,75-1,00 arasi ¢ok
guglu iliski olarak degerlendirildi.

Bulgular

Calismamiza yas ortalamasi 36,02+11,72 yas olan
%48,8'i (n=439) erkek, %51,2'si (n=461) kadin olmak
Gzere 900 hasta alindi. Katilimcilarin %72,6's1 (n=653)
evli, %35,6'sl (n=320) Universite mezunu, %32,01 memur
(n=288), %53,6'sI (n=482) sigara icmekteydi (Tablo 2).

Metabolik Sendrom

Katilimcilarin %26,4'Gnde (n=238) MetS vardi. MetS ile
cinsiyet, sigara icme durumu ve calisma durumu arasinda
istatistiksel olarak anlamli bir fark saptanmadi (p>0,05).
MetS ile egitim durumu arasinda istatistiksel olarak anlamli
bir iliski vardi. Ortaokul ve alti egitimlilerde lise ve UstU
egitimlilere gore 2,185 kat daha fazla MetS gorilmekteydi
[Odds orani (OR): 2,185 %95 GA (1,617-2,954)] (p<0,001).
MetS ile medeni durum arasinda anlamli bir iliski vardi. Evli
olan bireylerde bekar olan bireylere gére 2,093 kat daha
fazla MetS gorilmekteydi [OR: 2,093 %95 GA (1,443-
3,036)] (p<0,001) (Tablo 3).

Plazma Aterojenite indeksi

Calismamiza alinan kisilerin PAI ortalamasi 0,41+0,28
idi. PAI ile cinsiyet, sigara icme durumu, egitim durumu,
calisma durumu, medeni durum ve MetS arasinda
istatistiksel olarak anlamli  bir iliski bulunmaktaydi
(sirasiyla p<0,001, p<0,001, p<0,002, p<0,004, p<0,001,
p<0,001). Erkek bireylerde, sigara icenlerde, ortaokul ve
alti egitimlilerde, calisanlarda, evlilerde ve MetS olanlarda
PAI'nin istatistiksel olarak daha yiiksek oldugu gérildi. PAI
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ile VKI arasinda pozitif yénde orta derecede bir korelasyon
vardi. PAi'deki yiksekligin %70'i VKi'ye atfedilmektedir
(Sekil 1).
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Plazma Aterojenite indeksi
Sekil 1. Plazma aterojenite indeksi ile vicut kitle indeksi
arasindaki lineer regresyon analizi
Tablo 2. Katihmcilarin sosyo-demografik 6zellikleri
‘ n ‘ %
Cinsiyet
Erkek 439 48,8
Kadin 461 51,2
Egitim durumu
Okuryazar 7 0,8
ilkokul 288 32,0
Ortaokul 49 5,4
Lise 236 26,2
Universite 320 35,6
Medeni durum
Evli 653 72,6
Bekar 233 25,9
Dul/bosanmis 14 1,5
Meslek
Ev hanimi 222 24,7
Memur 288 32,0
Emekli 66 7,3
isci 196 21,8
Esnaf 62 6,9
Ogrenci 66 7.3
Sigara icme durumu
Sigara iciyor 482 53,6
Sigara icmiyor 419 46,4
Toplam 900 100,0
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Viicut Kitle indeksi

Calismaya alinanlarin %67,6'sinin - (n=608) VKi'si
<30 kg/m2 , %32,4'Unin (n=292) VKi'si =30 kg/m2
idi. VKi ile cinsiyet, sigara icme durumu, egitim durumu,
calisma durumu, medeni durum ve MetS arasinda
istatistiksel olarak anlamli bir iliski vardi (p<0,001) (Tablo
4). Kadin bireylerde, sigara icmeyenlerde, ortaokul ve alti
egitimlilerde, calismayanlarda, evlilerde ve MetS olanlarda
VKi anlamli sekilde daha fazla idi.

Plazma Aterojenite indeksi Siniflamasi

Katiimcilarin hesaplanan PAi'leri siniflandinldiginda;
%13,9'unda (n=125) PAI <0,1 (disik risk), %16,1'inde
(n=145) PAI 0,1-0,24 aras! (orta risk), %70'inde (n=630)
PAI >0,24 (yliksek risk) olarak bulundu. PAI siniflandirimasi
ile egitim durumu, medeni durum, cinsiyet, sigara icme
durumu, calisma durumu, MetS arasinda istatistiksel olarak
anlamli bir iliski saptandi (sirasiyla p=0,007, p=0,002,
p<0,001, p<0,001, p<0,001, p<0,001) (Tablo 5). Ortaokul
ve alti egitimlilerde, evlilerde, erkeklerde, sigara icenlerde,
calisanlarda ve MetS'si olanlarda PAI riski digerlerine gore
istatistiksel olarak anlamli derecede fazla idi.

Tartisma

MetS, diyabet ve pre-diyabet, abdominal obezite,
dislipidemi ve ylksek kan basinci gibi kalp krizi risk
faktorlerinin kiimelendigi bir bozukluktur (4,5). PAI de
aterojenik kiglk LDL-K ve HDL-K partikillerinin varligini,
koroner ateroskleroz ve kardiyovaskiler riski yansitir
ve kardiyovaskdler risk faktorlerini degerlendirirken ek

fayda saglar (6). Sigara kullaniminin MetS, kalp damar
hastaliklari, kanserler basta olmak Uzere saglik Gzerindeki
olumsuz etkileri bilinmektedir (9). Calismamiz sigara
kullaniminin MetS ve PAI (izerine etkilerini géstermektedir.

Miyatake ve ark. (8) yapmis olduklari bir calismada
sigara iciciligi ile MetS arasinda erkek cinsiyette istatistiksel
olarak anlamli bir fark tespit edilirken, kadinlarda anlamli
bir fark saptanmamistir. Oh ve ark. (14) yaptiklari calismada
sigara i¢ciminin doza bagl olarak MetS riskinde artisa
sebep oldugu gdsterilmistir. Bizim ¢alismamizda ise MetS
ile sigara icme durumu arasinda istatistiksel olarak anlamli
bir fark saptanmadi. Cibickova ve ark. (17) calismasinda
sigara iciciliginin MetS gelisme riskinin arttirdigi ve Ankle-
Brakial indeksi'nin (ABI) 6zellikle dislipidemili hastalarda
insulin direncinin tahmin edilmesi icin glnlik pratikte
kullanilabilecedi bildirilmistir. Bununla birlikte sigara ile
MetS arasinda iliski olmadigini gosteren calismalar da
bulunmaktadir (18).

Bhanushali ve ark. (19) yapmis olduklar calismada
medeni durumun MetS ile gUclu bir iliskisinin oldugu; bekar
kadinlarin evli kadinlara gére MetS olma egiliminin daha
disik oldugu gosterilmistir. Cho ve ark. (20) calismasinda
erkeklerde medeni durumun MetS prevalansi ile anlamli
derecede iliskili oldugu gosterilmistir ancak kadinlarda
boyle bir iliski tespit edilmemistir. Bizim calismamizda da
bu calismalara benzer olarak evli olan bireylerde bekar
olan bireylere gére daha fazla MetS gorilmekteydi.

Silventoinen ve ark.'nin (21) yaptigi bir calismada
Universite egitimi alan bireylerde MetS, temel egitim
gorenlere gore daha az tespit edilmistir. Wamala ve ark.

Tablo 3. Metabolik sendrom ile bazi parametrelerin karsilastiriimasi

Metabolik sendrom

Var Yok Toplam 2 p
Cinsiyet n % n % n %
Erkek 123 28,0 316 72,0 439 100,0 1,091 0,296
Kadin 115 24,9 346 751 461 100,0
Sigara icme durumu
iciyor 138 28,6 344 71,4 482 100,0 2,550 0,110
icmiyor 100 23,9 318 76,1 418 100,0
Egitim durumu OR: 2,185 %95 GA [1,617-2,954]
Ortaokul ve alti egitimliler 124 36,0 220 64,0 344 100,0 26,394 <0,001
Lise ve Ustl egitimliler 114 20,5 442 79,5 556 100,0
Medeni durum OR: 2,093 %95 GA [1,443-3,036]
Evli 196 30,0 457 70,0 653 100,0 15,598 <0,001
Bekar 42 17.0 202 83,0 247 100,0
Calisma durumu
Calisiyor 133 24,6 408 75,4 408 100,0 2,413 0,120
Calismiyor 105 29,2 254 70,8 254 100,0

OR: Odds orani, GA: Given araligi
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Tablo 4. Viicut kitle indeksi ve plazma aterojenite indeksi ile bazi parametrelerin karsilastinnimasi

Cinsiyet
Erkek Kadin - p
Ortanca (min-maks) Ortanca (min-maks)
Vicut kitle indeksi (kg/m?) 26,44 (16,79-46,08) 28,35 (15,42-57,73) -4,348 <0,001
PAI* [Log (TG/HDL-C)] 0,50 [(-0,48)-1,76] 0,29 [(-0,44)-1,02] 10,138 | <0,001
Sigara icme durumu
iciyor igmiyor 2 2
Ortanca (min-maks) Ortanca (min-maks)
Vicut kitle indeksi (kg/m?) 25,66 (15,42-45,70) 29,61 (16,36-57,73) 9,610 <0,001
PAI* [Log (TG/HDL-C)] 0,45 [(-0,48)-1,76] 0,32 [(-0,44)-1,17] -6,562 <0,001
Egitim durumu
Ortaokul ve alti egitim Lise ve Usti egitim 7 p
Ortanca (min-maks) Ortanca (min-maks)
Vicut kitle indeksi (kg/m?) 30,05 (15,42-57,73) 26,12 (16,36-45,43) 9,680 <0,001
PAI [Log (TG/HDL-C)] 0,44 [(-0,48)-1,23] 0,38 [(-0,44)-1,76] 3,033 0,002
Calisma durumu
Calisiyor Calismiyor e p
Ortanca (min-maks) Ortanca (min-maks)
Viicut kitle indeksi (kg/m?) 26,26 (16,36-46,08) 29,29 (15,42-57,73) -5,997 <0,001
PAI [Log (TG/HDL-C)] 0,42 [(-0,48)-1,69] 0,37 [(-0,22)-1,76] 2,851 0,004
Medeni durum
Evli Bekar = p
Ortanca (min-maks) Ortanca (min-maks)
Viicut kitle indeksi (kg/m?) 28,34 (15,42-57,73) 24,77 (16,53-41,52) -7,868 <0,001
PAI [Log (TG/HDL-C)] 0,44 [(-0,48)-1,76] 0,33 [(-0,44)-1,11] -4,686 <0,001
Metabolik sendrom
Var Yok = p
Ortanca (min-maks) Ortanca (min-maks)
Vicut kitle indeksi (kg/m?) 31,74 (19,05-57,73) 26,00 (15,42-50,67) -12,018 <0,001
PAI [Log (TG/HDL-C)] 0,66 (0,06-1,69) 0,31 [(-0,48)-1,76] -16,590 <0,001

PAI*: Plazma aterojenite indeksi, **Mann-Whitney U testi, min: Minimum, maks: Maksimum, TG: Trigliserid, HDL: Yiiksek yogunluklu lipoprotein, Log: Logaritma

(22) 30-65 yas arasl kadinlarda yaptigi calismada dusik
egitim duzeyinin MetS riskinin artisi ile iliskili oldugu
gosterilmistir. Calismamizda da bu calismalar benzer olarak
ortaokul ve alti egitimlilerde lise ve Ustu egitimlilere gore
daha fazla MetS gorilmekteydi.

Bizim calismamizda erkek bireylerde, sigara igenlerde,
ortaokul ve alti egitimlilerde, calisanlarda, evlilerde ve
MetS'si olanlarda PAI'nin istatistiksel olarak daha yiiksek
oldugu gorildu. Benzer sekilde Dobiasova'nin (23)
calismasinda da PAI ile sigara iliskili bulunmustur. Bunun
yaninda yapilan bir diger calismada sigara iciciligi ile PAI
arasinda anlamli bir iliski saptanmamustir (24). Uganda’da
yapilmis bir calismada da anormal total kolesterol seviyesi
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ve sigara iciciliginin aterojenik riskle iliskili olmadigi
gosterilmistir  (25). Nansseu ve ark. (24) vyaptiklari
calismada PAI ile sigara iciciligi arasinda anlamli bir iliski
saptanmamisti. Onat ve ark. (26) yaptidi calismada
da sigara ile PAI arasinda anlamlilik tespit edilmemistir.
Yapilan bir baska calismada (8) sigara icen erkeklerde PAI
dizeylerinde icmeyenlere gore anlamli bir yikseklik tespit
edilmistir. Bu calismalara benzer olarak bizim calismamizda
da PAI sigara icen bireylerde icmeyenlere gore istatistiksel
olarak anlamli derecede ytksek saptandi.

Miyatake ve ark.'nin (8) yaptiklari calismada erkeklerde
sigara iciciligi ve MetS'si olan bireylerde aterojenik indeks
sigara icmeyen ve MetS’si bulunmayan gruplara gore
anlamli olarak yUksek saptanmistir; kadinlarda ise MetS’si
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Tablo 5. Plazma aterojenite indeksi siniflandiriimasi ile bazi parametrelerin karsilastiriimasi
PAIi siniflanmig
FfAI<0,1 Dusuk FfAI 0,1-0,24 Orta FfAI>0,24 Yiksek Toplam
risk risk risk
12 p
Egitim durumu n % n % n % n %
Ortaokul ve alti egitim 33 9,6 52 15,1 259 75,3 344 100,0
- — 9,967 0,007
Lise ve Ustl egitim 92 16,5 93 16,7 371 66,8 556 100,0
Medeni durum
Evi 82 12,6 92 14,1 479 73,3 653 100,0
12,900 0,002
Bekar 43 17,4 53 21,5 151 61,1 247 100,0
Cinsiyet
Erkek 25 5,7 50 11,4 364 82,9 439 100,0
73,716 <0,001
Kadin 100 21,7 95 20,6 266 57,7 461 100,0
Sigara icme durumu
iciyor 25 5,7 50 11,4 364 82,9 439 100,0
T 73,716 <0,001
Igmiyor 100 21,7 95 20,6 266 57,7 461 100,0
Calisma durumu
Calisiyor 76 14,0 65 12,0 400 74,0 541 100,0
17,154 <0,001
Calismiyor 49 13,6 80 22,3 230 64,1 359 100,0
Metabolik sendrom
MetS var 1 0,5 7 2,9 230 96,6 238 100,0
109,897 | <0,001
MetS yok 124 18,7 138 20,8 400 60,4 662 100,0
PAI: Plazma aterojenite indeksi, MetS: Metabolik sendrom

bulunanlarda aterojenik indeks anlamli olarak yiksek
saptamis, fakat sigaranin aterojenik indeks Uzerine etkisi
saptanmamistir. Essiarab ve ark. (27) yaptidi calismada
MetS'si olan kadinlarda PAI degerleri MetS'si olmayan
kadinlara gore istatistiksel olarak anlamli derecede yiksek
saptanmistir. Onat ve ark. (26) yaptiklari calismada da MetS
bulunan kisilerde PAI diizeyleri yliksek olarak bulunmustur.
Bizim calismamizda da MetS ile PAI arasinda anlamli bir
iliski saptandi; MetS'si bulunan katilimcilarin PAI seviyeleri
MetS'si bulunmayanlara gore daha ylksekti. Atalay ve
ark.'nin (28) calismasinda tip 2 diyabetli hastalarda ABI
degerleri kontrol grubuna gore istatistiksel olarak anlamli
derecede yuksek bulunmustur. S6gut ve ark. (29) yapmis
oldugu calismada PAi'nin anjiyografik olarak tespit
edilen Koroner Kalp hastaliginin en kuvvetli biyokimyasal
gostergesi ve ongordirtictst oldugu gosterilmistir.

Onat ve ark. (26) tarafindan yapilan calismada VKiile PAI
arasinda istatistiksel olarak anlamli bir iliski saptanmamis.
Niroumand ve ark. (30) yaptiklar calismada VKi ile PA
arasinda bir iliski saptanmis, VKI arttikca PAI diizeylerinde
artis gorllmustlr. Nansseu ve ark. (24) yaptiklari calismada
VKi ile PAI arasinda pozitif ve anlamli korelasyon vardi.
Bizim calismamizda da dider calismalara benzer sekilde
VKi ile PAI arasinda pozitif ve anlamli bir korelasyon vardi.
PAI"deki ylksekligin %70'i VKi'ye atfedilmekteydi.
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Calismanin Kisithihg

PAI ve MetS'si etkileyebilecek pek ¢ok faktor
bulundugundan ¢ok merkezli, uzun sireli ve daha fazla
hastayl kapsayan calismalara ihtiya¢ duyulmaktadir.

Arastirmamiz 01.08.2011-01.08.2015 tarihleri
arasinda poliklinigimize basvuran hastalarin dosya taramasi
seklinde oldugu icin calismaya alinan hastalardan onam
alinamamistir.

Sonug

Bizim calismamizda PAI sigara icen bireylerde
icmeyenlere gore istatistiksel olarak anlamli derecede
yiksek saptandi. Fakat MetS ile sigara icme durumu arasinda
istatistiksel olarak anlamli bir fark saptanmadi. VKi ile PAI
arasinda pozitif ve anlamli bir korelasyon vardi. Sigara
iciciligi doza bagimli olarak ateroskleroz acisindan ve
kardiyovaskiler acidan ciddi bir risk faktoridir. PAI kolay
hesaplanabilir bir ydontem olup koroner ateroskleroz ve
kardiyovaskdler risk faktorlerini degerlendirirken hekime
kolaylik saglar. Risklerin belirlenmesi ve risk yénetimi
konularinda birinci  basamak saglik kurumlar daha
fazla sorumluluk almali, calisanlar 6zellikle en 6nemli
dedgistirilebilir risk faktérd olan sigara ile micadelede rol
almalidirlar.
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Abstract

Amagc: Ailevi Akdeniz Atesi (AAA), kendi kendini sinirlayan atesin
eslik ettigi serdz membranlarin iltihabina bagli ataklarla seyreden bir
otoenflamatuvar hastaliktir. Calismamizda AAA tanili hastalarda klinik
ve laboratuvar bulgular ile gen mutasyonlari ve hastalik agirlik skorlari
arasindaki iliskiyi arastirmayr amacladik.

Yontemler: Calismamizda 27'si kiz, 27'si erkek toplam 54 hastanin
bélgesel dagilimlari, klinik, laboratuvar bulgulari ve tasidiklart MEFV gen
mutasyonlari incelendi. Agirlik skorlamasina ve gen mutasyonlarina gére
olusturulan gruplarda klinik/laboratuvar parametrelerin karsilastiriimasi
yapildi.

Bulgular: Hastalarin yas ortalamasi 10,50+3,66 yil olarak belirlendi.
En sik gorllen yakinmalar karin agrisi, ates ve eklem agnsi idi. M694V
mutasyonu (%54,6) en sik gérilen mutasyon olup bunu E148Q (%11,1)
izlemekteydi. Hastalik agirlik skoru M694V homozigot hastalarda diger
hastalara gore daha yiksekti. Agirlik skoruna gére orta-agir hastalik
grubunda hafif hastalik grubundan anlamli daha ylksek artrit, eritem
ve miyalji gérlldi. Atak sirasindaki sedimantasyon hizi orta-agir hastalik
grubunda daha yuksek bulundu. Hastalarimizin en sik Dogu Anadolu
Bolgesi kokenli oldugu belirlendi.

Sonug: AAA'll hastalarda M694V homozigotlugu daha ciddi hastalik
seyri ile birliktedir. Atak sirasi sedimantasyon hizi yiksek olan hastalarda
hastalik agir seyredebilir.

Anahtar Sozciikler: Ailevi Akdeniz Atesi, MEFV gen mutasyonu,
hastalik agirlik skoru

Aim: Familial Mediterranean Fever (FMF) is an auto inflammatory
disease characterized by recurrent attacks of fever and inflammation
of serosal tissues. In this study, we aimed to investigate the relationship
of clinical and laboratory findings with genetic mutations and disease
severity scores in children diagnosed with FMF.

Methods: Fifty-four patients (27 girls and 27 boys) were enrolled in
this study. The subjects were divided into groups according to disease
severity score and gene mutations. Regional distributions, clinical and
laboratory findings and MEFV mutations were evaluated. Clinical and
laboratory findings were compared between the groups.

Results: The mean age of the patients was 10.5043.66 years. The
most frequent complaints were fever, abdominal pain and arthralgia.
The most frequent mutation was M694V (54.6%), followed by E148Q
mutation (11.1%). The disease severity score in patients with M694V
homozygous was higher than in other patients. Arthritis, erythema
and myalgia were found to be higher in moderatesevere disease
group than in mild disease group. Erythrocyte sedimentation rate
during attacks were found to be higher in moderate-severe disease
group.The patients were mostly from Eastern Anatolia region.

Conclusion: Homozygous M694V mutation is associated with a more
severe clinical course. The disease may be severe in patients with high
sedimentation rate during attacks.

Keywords: Familial Mediterranean Fever, MEFV gene mutations,
disease severity score

Yazisma Adresi/Address for Correspondence: Nilgiin Selcuk Duru

Saglik Bilimleri Universitesi, Haseki EGitim ve Arastirma Hastanesi Cocuk Sagdligi ve Hastaliklari

Klinigi, istanbul, Tirkiye

Tel.: +90 212 529 44 00 E-posta: nilgunduru@yahoo.com ORCID ID: orcid.org/0000-0001-9105-0529
Gelis Tarihi/Received: 2 Haziran 2017 Kabul Tarihi/Accepted: 11 Adustos 2017

“Telif Hakki 2018 Saglik Bilimleri Universitesi Haseki Egjtim ve Arastirma Hastanesi
Haseki Tip Blteni, Galenos Yayinevi tarafindan basilmistir.

“Copyright 2018 by The Medlical Bulletin of
University of Health Sciences Haseki Training and
Research Hospital

The Medical Bulletin of Haseki published by
Galenos Yayinevi.



Yavuz ve ark. Ailevi Akdeniz Atesi

Giris

Ailevi Akdeniz Atesi (AAA), tekrarlayici, otozomal
resesif gecisli bir enflamatuvar hastalk olup, atesin
eslik ettigi akut, kisa sureli atak seklindeki cesitli serozit
formlariyla karakterizedir (1). AAA Yahudiler, Turkler,
Ermeniler ve Araplar gibi Akdeniz ve Orta Dogu kokenli
topluluklari etkileyen bir hastaliktir (1,2).

Hastalik klinik olarak farkli sekillerde gérilebileceginden
patognomonik klinik ve laboratuvar bulgularin yoklugunda
tani oldukca zorlasir. 1997 yilinda; hastaliktan sorumlu
olan genin saptanmasi ile birlikte; gen mutasyon analizi
incelemeleri slipheli olgularda yardimci tani ydntemi olarak
glindeme gelmistir (1). AAA geni (MEFV) 16. kromozomun
kisa kolunda olup pyrin proteinini kodlar (1,2). Hastalarin
%85'inde sadece bes mutasyon gdrllmesine ragmen
Infevers Web sitesinin en son verilerine goére 317 mutasyon
tespit edilmistir (3). En sk gorilenler 10. eksondaki
M694V, M680I, M694l ve V726A mutasyonlaridir ve
hastaligin ciddiyeti ile iliskili olduklari distinulmektedir (4).
Bazi mutasyonlarin AAA ile birlikteligi gosterilememistir
(4,5). 2012 yilinda bir grup klinik ve molekiler arastirmaci
gerekli durumlarda istenecek MEFV mutasyonlari igin ortak
bir konsensus karari aldilar (5). Bu konsensusle dokuzu iyi
bilinen patojenik varyant M694V, M6941, M680I, V726A,
R761H, A744S, 1692del, E167D, ve T267I, besi dnemi
tam bilinmeyen (E148Q, K695R, P369S, F479L ve 1591T)
toplam 14 MEFV mutasyonunun test edilmesi Onerildi
(5). Genetik mutasyonlarin saptanmasindan sonra yapilan
calismalarda; hastaligin seyri Uzerine etkileri ve genotip/
fenotip iliskileri arastirimaktadir (2,4,6).

Calismamizda AAA'll hastalarin klinik, laboratuvar
bulgular, mutasyon analizleri ve bdlgesel dagilimlari
incelenmis olup bu parametrelerin hastaligin agirlik skoru
ile iliskileri degerlendirilmistir.

Yontemler

Calisma hastanemiz cocuk sagligi ve hastaliklari
kliniginde izlenmekte olan Tell Hashomer Kriterleri'ne (7)
gore AAA tanili hastalarda yapildi. Retrospektif olarak
yapilan calisma icin Saglik Bilimleri Universitesi, Haseki
Egitim ve Arastirma Hastanesi Etik Kurulu’ndan onay
alinmistir (protokol no: 30/07/09-07).

Genetik analizi yapilmis 54 pediatrik hasta (27 erkek,
27 kiz) calismaya dahil edildi. Hastalarin tibbi kayitlari
geriye donuk olarak gézden gecirildi. Tam olgularin klinik
bulgulari, aile anamnezi, ila¢ yanitlari, gen mutasyonlari,
atak sirasinda ve atak disi I6kosit, eritrosit sedimantasyon
hizi (ESH), C-reaktif protein (CRP), hemoglobin, hematokrit
degerleri kaydedildi. Anne-baba arasinda akraba evliligi,
anne-baba memleketi, ailede AAA varlidi, hastaligin
baslangi¢ yasi, tani yasi, atak sikhdi, atak slresi, atesle
birlikte olan karin agrisi, gégus agrisi, eklem agrisi, artrit,
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erizipel benzeri eritem varlidi, reklrren ates, apandisit
on tanisiyla izlenme, apendektomi olma &ykust, miyalji,
skrotal agri ya da sislik, deri bulgulari, splenomegali ve
hepatomegali olup olmadigi, tedavi bilgileri not edildi.

Her hastanin agirlik skoru Pras ve ark. (8) tarafindan
gelistirilen skorlama sistemi ile hesaplandi. Agirlik
skorlamasi baslangic yasi, atak sikligr ataklari kontrol eden
kolsisin dozu, eklem tutulumu, erizipel benzeri eritem,
amiloidoz varligi kriterleri Uzerinden puanlandirildi. Hafif
hastalik: 2-5 puan, orta agirlikta hastalik: 6-10 puan, agir
hastalik: 10 puan UstU olarak belirlendi.

Tam kan sayimi etil diamin tetra asidik asidli standart
tlplere alinan kan d&rneklerinde otomatik analizor
(Pentra DX 120) ile calisildi. CRP imminonefolometrik
metod, ESH orijinal Westergren metoduna uygun Linear
Therma tam otomatik sedimentasyon cihazi ile calisildi.
MEFV geni ile iliskili mutasyonlarin taranmasi istanbul
Universitesi Cerrahpasa Tip Fakiiltesi Molekiiler Onkoloji ve
Hematopatoloji Arastirma Merkezi'nde Strip Assay Tarama
kiti (Vienna Lab Labordiagnostika, Viyana, Avusturya)
kullanilarak yapildi.

istatistiksel Analiz

Kategorik  verilerin  badimsiz  gruplar  arasinda
karsilastinimasinda ki-kare ya da Fisher's exact testleri
uygulandi. Sayisal degiskenler acisindan bagimsiz ki
grubun karsilastirimasinda normal dagilim gosteren veriler
icin Student t-testi yapildi. Normal dagiim g&stermeyen
sayisal degiskenler acisindan bagdiml iki grup arasindaki
fark Wilcoxon testi ile incelendi. Sayisal verilerin arasindaki
iliskiler Spearman nonparametrik korelasyon analizi ile
degerlendirildi. Kalitatif veriler ylzde, kantitatif veriler ise
ortalama ve standart sapma ile verildi. Veriler SPSS istatistik
paket programinda degerlendirildi. P<0,05 istatistiksel
olarak anlamli kabul edildi.

Bulgular

Hasta grubu yas ortalamasi 10,50+3,66 (3,32-17,28
yas) olup hastaligin klinik bulgularinin basladigi ortalama
yas 5,78+3,27 yil (1 yas-14 yas arasl), ortalama tani alma
yastise 8,02+3,42 yil (1 yas-15 yas) olarak bulundu. Akraba
eviligi 18 (%33,39), AAA dykiisii 33 (%61,1), ailede
bébrek yetmezligi 3 (%5,6) olguda saptandi (Tablo 1).

Hastalarimizin ~ bolgelere  gore  degerlendiriimesi
yapllirken ebeveynlerinin memleketleri sorgulandi. En cok
hasta Dogu Anadolu Bélgesi'nden (%37,03) idi. Sonra
siraslyla Karadeniz Bolgesi (%29,62), ic Anadolu Bélgesi
(%18,51), Glneydogu Anadolu Bdlgesi (%9,25), Marmara
Bolgesi (%3,70) ve Akdeniz Bélgesi (%1,85) bulundu. illere
goére dagilimda ise ilk sirada alti hasta ile Sinop saptandi.
Erzurum ve Sivas'tan dort; Ardahan, Corum, Tokat ve
Bitlis'ten Ug; Cankiri, Zonguldak, Giresun, Erzincan,
Diyarbakir, Mardin, Agri ve Van iki; Trabzon, Tunceli, Kars,
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Bartin, Adana, Kastamonu, Bilecik, Mus, Tekirdag, Kayseri,
Malatya ve Sanliurfa’dan birer hasta vardi.

Karin agdrisi (%96,3) ve ates (96,3) en ¢ok gozlenen
yakinma olurken; eklem agrisi (%79,6), miyalji (%68,5),
gogus agrisi (%48,1) ve erizipel benzeri eritem (%40,7)
de bu yakinmalari izlemekteydi. Artrit sikhdr %35,2
olarak saptandi. Artriti olan 19 olgudan ddrdinde
artrit lokalizasyonunun yalniz tek ayak bilegi eklemi, Uc
tanesinde her iki ayak biledi tutulumu oldugu gdérilda.

Tablo 1. Ailevi Akdeniz Atesli olgularin klinik ve ailevi 6zellikleri

Ort. SD
Yas 10,50 3,66
Baslangic yasi 5,78 3,27
Tani yasl 8,02 3,42

n %
Cinsiyet (erkek/kiz) 27 50,0
Karin agrisi 52 96,3
GOgUs adrisi 26 48,1
Eklem agrisi 43 79,6
Artrit 19 35,2
Erizipel benzeri eritem 22 40,7
Rekkdiiren ates 52 96,3
Apendektomi 4 7,4
Miyalji 37 68,5
Skrotal agrr-sislik 5 9,3
Apandisit 6n tanisi 14 25,9
HSP gecirme 6ykusu 3 5,6
Hepatomegali 6 11,1
Splenomegali 7 13,0
Tedavi diizenine uyumlu 53 98,1
Tedavi yaniti tam 49 90,7
Tedavi yaniti kismi 5 9,3
Atak sikhgi
Ayda bir veya birden az 40 74,1
Ayda birden fazla 14 25,9
Atak slresi
Bir glin 14 25,9
iki giin 23 42,6
Uc giin 14 25,9
Akraba evliligi 18 33,3
Ailede AAA 6ykisu 33 61,1
Ailede bobrek yetmezligi dykuisu 3 5,6
SD: Standart deviasyon, Ort.: Ortalama, AAA: Ailevi Akdeniz Atesi, HSP: Henoch-

Schonlein purpura
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Altisinda hem ayak biledi hem diz eklemi farkli zamanlarda
etkilenmisti. Dort tanesinde sadece diz eklemi ikisinde ise
el bilegi eklemi tutulumu vardi. Yirmi yedi erkek hastadan
bes tanesinde ataklar sirasinda skrotal agri ve sislik oykisu
vardi. Apendektomi orani %7,4 idi ama olgularin %25,9'u
apandisit on tanisiyla bir saglik kurulusunda izlenmis, bir
kisminda agrilar izlem sirasinda geriledigi icin, bir kisminda
da aile izin vermedigi icin operasyon yapilmamisti (Tablo 1).

Hastalarimiza 1-2 mg dozunda kolsisin tedavisi
uygulandi. Kirk dokuz (%90,7) hastada tam yanit, bes
(%9,3) hastada kismi yanit saptandi. Tedaviye yanitsiz
hastamiz olmadi (Tablo 1).

Atak sikligi 40 (%74,1) hastada ayda bir veya birden az,
14 (%25,9) hastada ayda birden fazla seklinde bulundu.
Ataklarin 14 (%25,9) hastada bir giin, 23 (%42,6) hastada
iki glin, 14 (%25,9) hastada U¢ gun, ¢ (%5,6) hastada U¢
glnden fazla strdigu tespit edildi (Tablo 1).

Hastalik agirlik skoru her hasta igin hesaplandi. En
dusuk skor 2, en ylksek skor 11 olup ortalama 6,53 idi.
Amiloidozlu olgumuz yoktu. Hafif 15 (%27,8), orta 38
(%70,4) ve agir agirlik skorunda bir (%1,9) hasta saptand.
Agir hastalik grubu sadece bir olgudan olustugu icin orta
hastalik grubuyla birlestirildi.

Orta-agir hastalik grubunda, hafif hastalik grubuna
gore istatistiksel olarak anlamli daha yiksek oranda
artrit, eritem ve miyalji gorildd. Diger klinik bulgularda
anlaml fark bulunmadi (Tablo 2). Orta-agir hastalik
grubunda hafif hastalik grubuna goére ESH atak sirasinda
anlamli yiksek saptanirken (p<0,05), diger parametreler
acisindan fark bulunmadi (Tablo 3). Hastalik agirlik skoru
puanlari ile atak sirasi laboratuvar tetkiklerinin korelasyon
incelemesinde sedimantasyon ile orta ve CRP ile disuk
olmak tzere anlamli ve ayni yonde iliski bulundu (sirasi ile
r=0,45, p=0,001; r=0,28, p=0,034). Atak disI laboratuvar
parametreleri ile agirlik skoru puanlari arasinda anlamli
iliski gézlenmedi.

Hastalar tasidiklari mutasyonlara gére degerlendirilince
211 M694V/M694V  homozigot, 24'G  heterozigot
(M694V/0 10, E148Q/0 dokuz, F479L/0 bir, A7445/0 1,
V726A/0 bir, P369S/0 bir, M680I/0 bir hasta) bulundu.
Geri kalan dokuz hasta ise compaund heterozigot
(F479L/M694V iki, M694V/V726 iki, M694V/M680I bir,
M694V/R761H bir, E148Q/M694V bir, E148Q/R761H bir
ve E148Q/P369S bir hasta) idi. Alellerin frekanslari g6z
ondne alindiginda; 108 alelin M694V mutasyonuna %54,6
(59 alel) ile en fazla rastlanirken, bunu sirasi ile E148Q
%11,1 (12 alel), F479L %2,7 (3 alel), V726A %2,7 (3 alel),
M680I %1,8 (2 alel), R76TH %1,8 (2 alel), P369S %1,8 (2
alel), A744S %0,9 (1 alel) izlemektedir. Hastalar tasidiklari
mutasyonlara gore gruplandirildi. Ylksek sayida hastanin
oldugu M694V/M694V homozigot grup 1, M694V/0
heterozigot grup 2, E148Q/0 heterozigot ise grup 3
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olarak adlandirildi. Birer ve ikiser hastanin mevcut oldugu
compaund heterozigotlar grup 4, geri kalan heterozigot
hastalar da grup 5'te topland.

Hastalik agirlik skoru en fazla (7,19) birinci grupta
bulunmus olup, bunu ikinci grup (6,60) ve besinci grup
(6,40) takip etmekteydi. Besinci grupta hastalik agirlik
skoru en fazla V726A/0 heterozigot (skor: 9) hastada
tespit edildi. Dordlncl grup hastalik agirlik skoru en distk

grup olarak (5,33) bulundu (Tablo 4). Hastalarin mutasyon
gruplarina gore orta-agir hastalik goridlme oranlarina
bakildiginda birinci (%80,95), ikinci (%90,00) ve besinci
grupta (%80,00) yuksek; Ug¢lincl (%66,67) ve dordinci
grupta (%33,33) daha disuk bulundu (Tablo 4).

Karin agrisi ve ates grup iki, dort ve besteki hastalarin
tamaminda vardi. Eklem agrisi, artrit ve skrotal agri grup
birde; gogus agrisi, miyalji ve erizipel benzeri eritem grup

Tablo 2. Hastalik agirlik skoru ile klinik bulgular arasindaki iliski
Hastalik agirlik skoru
Hafif Orta-agir
Yok Var Yok Var p
n % n % n % n %
Karin agrisi 1 6,70 14 93,30 1 2,60 38 97,40 0,482
Gogts adris 7 46,70 8 53,30 21 53,80 18 46,20 0,636
Eklem agrisi 4 26,70 11 73,30 7 17,90 32 82,10 0,475
Artrit 14 93,30 1 6,70 21 53,80 18 46,20 0,006
Erizipel benzeri eritem 15 100,00 0 0,00 17 43,60 22 56,40 <0,001
Rekkiren ates 1 6,70 14 93,30 1 2,60 38 97,40 0,482
Ailede AAA varligi 6 40,00 9 60,00 15 38,50 24 61,50 0,917
Apandisit 6n tanisi 12 80,00 3 20,00 28 71,80 11 28,20 0,733
Apendektomi 12 80,00 3 20,00 38 97,40 1 2,60 0,06
Miyalji 10 66,70 5 33,30 7 17,90 32 82,10 0,001
Skrotal agri-sislik 15 100,00 0 0,00 34 87,20 5 12,80 0,306
Hepatomegali 12 80,00 3 20,00 36 92,30 3 7,70 0,331
Splenomegali 12 80,00 3 20,00 35 89,70 4 10,30 0,382
Apandisit 6n tanisi 12 80,00 3 20,00 28 71,80 11 28,20 0,733
Ailede AAA varligi 6 40,00 9 60,00 15 38,50 24 61,50 0,917
Tedavi diizeni 0 0,00 15 100,00 1 2,60 38 97,40 1
Tedavi yaniti tam 0 0,00 15 100,00 5 12,80 34 87,20 0,306
Tedavi yaniti kismi 15 100,00 0 0,00 34 87,20 5 12,80 0,306
AAA: Ailevi Akdeniz Atesi
Tablo 3. Hastalik agirlik skoruna gore gruplarin laboratuvar bulgular karsilastiriimasi
Hafif n=15 Orta-agir n=39 p
Atak sirasi ESH mm/h Ort + SD 38,07+22,54 59,97+32,44 0,020
Atak sirasi CRP mg/L Ort £ SD 37,97+36,72 56,90+59,82 0,259
Atak sirasi [6kosit mm? Ort + SD 1123846514 1105745832 0,921
Atak sirasi Hb gr/L Ort + SD 11,36%1,24 11,33+0,90 0,911
Atak sirasi Hct % Ort + SD 33,28+3,21 33,82+2,67 0,534
Atak dist ESH mm/h Ort + SD 12,67+7,59 14,18+8,93 0,565
Atak disi CRP mg/L Ort + SD 3,55+2,36 3,73%3,99 0,871
Atak disi I6kosit mm? Ort + SD 7380+2634 7700+2254 0,657
Atak disi Hb gr/L Ort + SD 11,55+1,41 11,90+0,85 0,267
Atak disi Hct Ort + SD 34,71+3,77 35,55+2,71 0,367

Ort: Ortalama, SD: Standart deviasyon, ESH: Eritrosit sedimantasyon hizi, CRP: C-reaktif protein, Hb: Hemoglobin, Hct: Hematokrit
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Tablo 4. Gen mutasyon gruplarina gore hastalik agirlik skorlar
Gen n Yizde % | Hastalik agirlik skoru

mutasyon ortalama * standart sapma
grubu

Grup 1 21 38,9 7,19+1,86

Grup 2 10 18,5 6,60+1,07

Grup 3 9 16,7 6,22+2,53

Grup 4 9 16,7 5,33+0,50

Grup 5 5 9,3 6,4+1,517

Grup 1: M694V/M694V homozigot, Grup 2: M694V/0 heterozigot, Grup 3:

E148Q/0 heterozigot, Grup 4: Compaund heterozigotlar, Grup 5: Geri kalan

heterozigot hastalar

ikide en yiUksek oranlarda goruldi. Kolsisin tedavisine
tam yaniti en fazla olan birinci grup (%95,24) olarak
bulunurken, bunu ikinci grup (%90) takip etti. Uclinci
ve dordlnct grubun kolsisin tedavisine tam yaniti esit
(%88,89) bulundu. Tedaviye tam yaniti en az olan besinci
grup (%80) olarak degerlendirildi. Hepatomegali ve
splenomegali en fazla gelisen birinci ve besinci grup olarak
bulundu. ikinci ve Gclinci grupta ise hic hepatomegali ve
splenomegali tespit edilmedi (Tablo 5).

En yiksek sayida hastanin oldugu il olan Sinop‘tan gelen
hastalarin tasidiklari gen mutasyonlarina baktigimizda;
alti hastanin en az bir ailelinde M694V mutasyonu pozitif

Tablo 5. Gen mutasyon grubuna gore klinik 6zelliklerin dagilimi

Gen mutasyon grubu Grup 1 Grup 2 Grup 3 Grup 4 Grup 5
% n % n % n % n %
E 13 61,90 4 40,00 4 44,44 5 55,56 1 20,00
Cinsiyet
K 8 38,10 6 60,00 5 55,56 4 44,44 4 80,00
Yok 1 4,76 0 0,00 1 11,11 0 0,00 0 0,00
Karin agrisi
Var 20 95,24 10 100,00 8 88,89 9 100,00 5 100,00
Yok 10 47,62 4 40,00 5 55,56 5 55,56 4 80,00
GOgUs adrisi
Var 11 52,38 6 60,00 4 44,44 4 44,44 1 20,00
Yok 1 4,76 2 20,00 4 44,44 2 22,22 2 40,00
Eklem agrisi
Var 20 95,24 8 80,00 5 55,56 7 77,78 3 60,00
i Yok 8 38,10 7 70,00 7 77,78 8 88,89 5 100,00
trit
i Var 13 61,90 3 30,00 2 | 222 1 1,11 0 | 000
o o Yok 10 47,62 4 40,00 5 55,56 9 100,00 4 80,00
Erizipel benzeri eritem
Var 11 52,38 6 60,00 4 44,44 0 0,00 1 20,00
Yok 1 4,76 0 0,00 0 0,00 1 11,11 0 0,00
Rekkiren ates
Var 20 95,24 10 100,00 9 100,00 8 88,89 5 100,00
Mival Yok 5 23,81 2 20,00 3 33,33 4 44,44 3 60,00
el Var 16 76,19 8 80,00 6 | 6667 5 55,56 2 | 40,00
Skrotal agri - Yok 18 85,71 9 90,00 8 | 8889 9 100,00 5 100,00
sislik Var 3 14,29 1 10,00 1 11,11 0 0,00 0 0,00
; Yok 17 80,95 10 100,00 9 100,00 8 88,89 4 80,00
Hepatomegali
Var 4 19,05 0 0,00 0 0,00 1 11,11 1 20,00
; Yok 16 76,19 10 100,00 9 100,00 8 88,89 4 80,00
Splenomegali
Var 5 23,81 0 0,00 0 0,00 1 11,11 1 20,00
) Yok 8 38,10 3 30,00 5 55,56 2 22,22 3 60,00
Ailede AAA varligi
Var 13 61,90 7 70,00 4 44,44 7 77,78 2 40,00
o Yok 14 66,67 9 90,00 7 77,78 5 55,56 5 100,00
Apandisit 6n tanisi
Var 7 33,33 1 10,00 2 22,22 4 44,44 0 0,00
Yok 20 95,24 10 100,00 8 88,89 7 77,78 5 100,00
Apendektomi
Var 1 4,76 0 0,00 1 11,11 2 22,22 0 0,00
Tk Yok 1 4,76 1 10,00 1 11,11 1 11,11 1 20,00
yanit tam Var 20 95,24 9 90,00 8 88,89 8 88,89 4 80,00
Tedavi Yok 20 95,24 9 90,00 8 | 8889 8 88,89 4 80,00
yanit kismi Var 1 4,76 1 10,00 1 11,11 1 11,11 1 20,00

K: Kadin, E: Erkek, Grup 1: M694V/M694V homozigot, Grup 2: M694V/0 heterozigot, Grup 3: E148Q/0 heterozigot, Grup 4: Compaund heterozigotlar, Grup 5: Geri

kalan heterozigot hastalar, AAA: Ailevi Akdeniz Atesi
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bulundu. Bu hastalardan Gc¢li M694V homozigot (+),
ikisi M694V heterozigot (+), bir tanesi M694V ve M680I
compaund heterozigot (+) idi.

Tartigma

AAA tekrarlayic atesle birlikte olan; periton, plevra ve
deriyi tutabilen, ortalama 12-96 saat slren, kendiliginden
iyilesen ve belirsiz araliklarla olusabilen akut iltihap ataklar
ile karakterizedir (1,6).

Tipik klinik bulgular degisik toplumlar ve irklar arasinda
farkli olabilir. Tirk AAA Calisma Grubu (9) en sik gorilen
semptomlar olarak karin agrisini (peritonit %93,7) ve atesi
(%92,5) bildirmistir. Calismamizda karin adrisi ve ates en
cok gbzlenen yakinma (%96,3) olurken; eklem agrisi,
artrit, miyalji, g6gus agrisi ve erizipel benzeri eritem de bu
yakinmalari izlemekteydi.

AAA'ya duyarli populasyonlarda bir mutant alel tasima
olasihgr 1:3 (Ermenilerde) ile 1:6 arasindadir (10). TUm
otozomal resesif hastaliklarda oldugu gibi AAA hastaliginda
da akraba evlilikleri sonucu mutant alellerin bir araya gelme
olasiligr artar (9). Hastalarimizin 18'inde (%33,3) akraba
evliligi vardi. AAA aile 6yklsl ise 33 (%61,1) olguda
bulunuyordu. Ulkemizde akraba evliliklerinin sik olmasi
hastalara genetik danisma verilmesinin gerekliligini ortaya
koymaktadir. AAA'nin otozomal dominant gegisinin de
oldugunu unutmamak gerekir (11).

Akdeniz  mutasyonu olarak da bilinen M694V
mutasyonu Ashkenazi olmayan Yahudiler, Turkler ve
Araplar arasinda sik saptanir (12). Ulkemizden yapilan bir
cok calismada Tirklerde en sik M694V aleline gordldigu
bildirilmistir (13-17). Calismamizda da en sik gorilen
genotip M694V/M694V olup siklidl %38,9 idi. M694V/0
%18,5 olup ikinci siklikta bulundu. Alellerin frekanslari
g6z 6nline alindiginda; M694V mutasyonuna %54,6 (59
alel) ile en fazla rastlanirken, bunu E148Q %11,1 (12 alel)
ile izledi. Sonuclarimiz literatirle kiyaslandiginda M694V
homozigotlugu ve M694V alel frekansi uyumlu bulundu.
Topaloglu ve ark. (16), Yalcinkaya ve ark. (17) ve Turk AAA
Grubu'nun (9) calismalarinda ikinci sirada en sik gorilen
mutasyonlar olarak V726A ya da M680I saptanirken
calismamizda bu mutasyonlar daha alt siralarda saptandi
(V726A %2,7; M680I %1,8). E148Q mutasyonunun
toplumda yaygin oldugu, patojenik anlaminin iyi bilinmedigi
ve tek basina AAA tanisini desteklemedigi bildirilmistir (16).
E148Q varyantinin polimorfizm ya da hastaliktan sorumlu
mutasyon olarak kabul edilmesi konusunda farkli gérisler
vardir (5,16). Erdag ve ark'nin (15) Istanbul'da, Kéceroglu
ve ark.'nin (18) Van'da, Ozdemir ve ark.'nin (19) Sivas'ta,
Akin ve ark."min (20) izmir'de yaptiklari calismalarda da
sonuclarimiza benzer olarak E148Q; M694V'den sonra
ikinci en sik gorilen alel olmustur. Glineydogu Anadolu
Bolgesi'nden yapilan bir calismada ise E148Q en sik
gorilen mutasyon olmus ikinci sirada M694V bulunmustur
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(21). Bu sonuclar, tlkemizde M694V mutasyonunun en
sk gb6zlenen mutasyon olmasina ragmen digerlerinin
de gozlenebilecedini, yani genetik heterojenite varligini
disindirmektedir.

Bircok arastirmada homozigot M694V mutasyonunun
hastaligin daha erken baslamasina ve ciddi tablolar ile
sonu¢lanmasina neden olacagr 6ne surdlmis olup bu
mutasyonu taslyan hasta grubunda diger gruplardan daha
yuksek hastalik agirlik skoru gosterilmistir (2,13,21,22).
Calismamizda da benzer olarak en ylksek hastalik agirlik
skorlari M694V mutasyonunu homozigot taslyan grupta
bulundu. Ancak Yalcinkaya ve ark.'nin (6) Ulkemizde
yapmis olduklari bir calismada ise M694V mutasyonunun
bir veya iki alelde tasinmasinin hastaligin ciddiyetinde
fark olusturmadigi gosterilmistir. Yakinlarda yapilan bir
calismada ise Ulkemizde yaygin kabul edilen (M694V,
M680I ve M726A) ve nadir mutasyonlarin (A744S, P369S,
K695R, R761H, F479L) heterozigot formlarinin agirlik
skorlari anlamli farklilik gostermemistir (23). Bu bulgular,
cevresel etmenler ve/veya etnik kékene bagimli genetik
degisimlerin de hastaligin prognozunda roli olabilecegini
disindirmektedir.

Literatlirde artrit ve erizipel benzeri eritem gorilme
oraninin daha fazla olmasi ile M694V mutasyonu iliskili
bulunmustur (2). Ozen ve ark.'nin (24) cok merkezli
calismasinda Turk hastalarda artrit oranlar  yiksek
bulunurken Bati Avrupa hastalarinda dusik saptandi. Bu
sonug Turk hastalarda M694V mutasyonunun Bati Avrupa
hastalarindan daha yulksek oranda olmasina baglanabilir.
Calismamizda M694V homozigot hastalarda artrit, erizipel
benzeri eritem ve skrotal agri diger hastalardan daha
ylUksek oranlarda gorlldi. Ayrica artrit, erizipel benzeri
eritem ve miyalji hastalik agirlik skorlarina gore agir-orta
hastalik grubunda hafif hastalik grubuna goére anlamli
olarak daha ytksekti.

Kosan ve ark. (13) hastalik agirlik skoru yiksek,
homozigot M694V tasiyan hastalarda ESH'yi artmis
saptadilar. Calismamizda da atak sirasi ESH orta-agir
hastalik grubunda yiksek bulundu.

Calismanin Kisithiliklan

Calismamiz ile ilgili kisithlik olgu sayisinin az olmasidir.
Daha genis olcekli calismalar konuyla ilgili daha fazla katki
saglayacaktir.

Sonug

Calismamizda en fazla gorllen genotip olan M694V
homozigot hastalarda en yuiksek hastalik agirlik skorlarini
saptadik. Bu nedenle bu genotipi tasiyan AAA’ll hastalarin
komplikasyonlar agisindan izlemlerinin  6énemli oldugu
kanisina vardik. Ayrica atak sirasinda ESH degerleri yiksek
olan hastalarin ciddi seyir gosterebilecegine de dikkat
cekmek isteriz.
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Abstract

Amac: Bu calismamizda cerrahi trakeostomiler ve perkitan
trakeostomileri  degerlendirmek ve komplikasyonlari arastirmak
amaclanmistir.

Yontemler: Bu calismada, hastanemiz kulak burun bogaz ve
anesteziyoloji ve reanimasyon kliniklerinde gerceklestirdigimiz perkitan
(n=24), cerrahi (n=32) trakeostomi agilmis 56 hastanin dosyalari
retrospektif olarak incelenmistir.

Bulgular: Eli altt hasta degerlendiriimistir ve trakeostomi
endikasyonlari acisindan her iki grupta da istatistiksel olarak anlamli
farklilik saptanmamistir. Cerrahi trakeostomi stresi 21,2+2,9, perkitan
trakeostomi stresi 12,4+3,2 dakika olarak bulunmustur ve bu farkin
istatistiksel olarak anlamli oldugu tespit edilmistir (p<0,001).

Sonug: Cerrahi ve perkitan trakeostomilerin ikisi de glvenli ve
uygulanan yontemlerdir. Bizim calismamizda perkitan dilatasyonel
trakeostomilerin slresi daha kisa bulunmustur. Uygun hastalara
kullanilabilecek bir yontemdir.

Anahtar Sozclikler: Perkltan, cerrahi, trakeostomi

Aim: In our study, we aimed to evaluate surgical tracheostomy and
percutaneous tracheostomy and to investigate their complications.

Methods: In this study, we retrospectively evaluated medical records
of 56 patients who underwent percutaneous tracheostomy (n=24)
and surgical tracheostomy (n=32) in the otorhinolaryngology and
anesthesiology clinics at our hospital.

Results: Fifty six patients evaluated and there was no statistically
significant difference in terms of indications for tracheostomy between
the groups. The duration of surgical tracheostomy was 21.2+2.9
minutes and that of percutaneous tracheostomy was 12.4+3.2 minutes
and the difference was found to be statistically significant (p<0.001).

Conclusion: Both surgical tracheostomy and percutaneous
tracheostomy are safe and practiced methods. The duration of
percutaneous tracheostomy was shorter than surgical tracheostomy in
our study. Percutaneous tracheostomy is a method that can be safely
performed.

Keywords: Percutaneous, surgical, tracheostomy

Giris

Trakeostomi hayat kurtarici ve endotrakeal enttibasyona
alternatif bir yontemdir. Endikasyonlari arasinda uzun sire
yogun bakimda yatan mekanik ventilator ihtiyaci olan
hastalar, laringeal patolojisi olan ve entlibe edilemeyen
hastalar (timdr, larinks paralizisi, larinks édemi, travma)
bulunur (1,2).

Trakeostomi yogun bakimdaki hastalarin yatis stresini
kisaltmakta, solunum yolu glvenligi ve aspirasyon imkani
sagladigi icin hastalarin konforunu artirmaktadir (3).

Trakeostomi cerrahi ekiple birlikte ve cerrahi ekipten
bagimsiz bir sekilde yapilabilmektedir. Son yillarda cerrahi
ekip olmaksizin yogun bakim Unitelerinde gergeklestirilen
perkitan dilatasyonel trakeostomi (PDT) sik kullaniimaya
baslanmistir. Cerrahi trakeostomi (CT) ile karsilastirildiginda
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sresinin daha kisa ve komplikasyonun daha az oldugunu
gosteren calismalar mevcuttur (4,5). Bu calismamizda CT
ve PDT'nin avantajlari ve dezavantajlari degerlendirilmistir.

Yontemler

Bu calismamizda hastanemiz kulak burun bogaz ve
anesteziyoloji ve reanimasyon kliniginde gergeklestirilmis
56 trakeostomi hastasinin dosyalari retrospektif olarak
incelenmistir. Hastalarimiz CT ve PDT olmak Uzere iki gruba
ayrilmistir.

CT uyguladigimiz grupta klasik trakeostomi teknigi
uygulanmistir; hastaya uygun pozisyon verilerek steril 6rt
Ortulmustur. Suprasternal gentik ile krikoid kartilaj arasinda
orta hatta deri, deri altina lokal anastezi yapilmis ve yaklasik
1,5 cm genisliginde horizontal insizyon yapilmistir. Kint
diseksiyon ile deri, deri alti ve strep kaslar gegilerek tiroid
gland ekarte edilmis ve trakeaya ulasiimistir. Uzerindeki
fasyalar soyulmus ve ikinci ve Uclinci halkadan trakeal
pencere agilmistir. Uygun boyutta kafli plastik trakeostomi
kanulu takilmistir.

PDT uyguladigimiz grupta boyun bdlgesinin antisepsisi
saglanmis ve steril Ortller serilerek optimum kosullar
saglanmaya calisilmistir. Endotrakeal tlp vokal kordlar
seviyesinde kalacak sekilde geri cekilmistir.  Trakeal
kikirdaklarin ikinci ve Gglinct araliginin palpe edilmesinden
sonra horizontal bir insizyon yapilmig ve trakeal limene 14G
boyutunda igne ile girilmistir. Kilavuz tel yerlestirildikten
sonra igne geri cekilmis ve dilatator ile genisletilmistir.
Forseps ile deri, deri alti ve trakea genisletilmis ve daha
sonra uygun boyutta trakeostomi kanull uygulanmis ve
ardindan endotrakeal tip cikarilmistir.

Olgularimizin = demografik  ¢zellikleri  incelenmis,
hasta yodun bakimda yatmis ise yodun bakimda
kalma sureleri, CT ve PDT operasyon slreleri, postop
operatif komplikasyonlari (Subkutan amfizem, kanama,
pnomotoraks, hipotansiyon, yanlis pasaj ve mortalite)
kaydedilmistir.

Bulgular

Gruplarin  demografik
saptanmamistir (Tablo 1).

Gruplarin klinikte ve yogun bakimda kalis sireleri
arasinda farkliik saptanmisken, trakeostomi operasyon

Ozelliklerinde  bir  fark

Tablo 1. Demografik 6zellikler

CT grubu PDT grubu
Yas (yil) 53,93+20,6 52,4+22,05
Cinsiyet (E/K) 12/20 10/14
Operasyon 21,2£2,9 12,443,2
stresi (dakika)

CT: Cerrahi trakesotomi, PDT: Perkitan dilatosyonel trakesotomi, E: Erkek,
K: Kadin
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sUreleri PDT grubunda CT grubuna gore istatiksel olarak
anlamli distk bulunmustur (p<0,001) (CT grubunda
21,2+2,9 dakika, PDT grubunda 12,4+3,2 dakika).

Komplikasyonlari degerlendirdigimizde CT grubunda
dort hastada minimal kanama saptanmistir. PDT grubunda
ise bes minimal kanama saptanmistir, gruplar arasinda
istatistiksel olarak farkliik saptanmamistir. Hastalarimizda
baska bir komplikasyon yasanmamistir.

GCalismamizda PDT ve CT  maliyet girdileri
hesaplandiginda, PDT'nin maliyetinin CT'ye godre %32
daha az oldugu saptanmistir.

Tartisma

Trakeostominin bircok endikasyonu bulunmakla birlikte
en yaygin endikasyonu uzun sureli mekanik ventilasyon
ihtiyaci olan hastalarda komplikasyonlari énlemek ve hava
yolu guvenligini saglamaktir (6,7).

Trakeostominin gerekliligine ve avantajlarina ragmen
invaziv bir girisim olmasi bircok komplikasyonu da
beraberinde getirmektedir. Bu durum da az invaziv ve
komplikasyonu az ydntemleri ortaya cikarmistir. Son
zamanlarda yatak basinda gerceklestirilebilen bir yontem
olan PDT siklikla kullanilmaya baslanmistir (4,8).

Literatir incelendiginde bazi calismalarda CT'ye
gore PDT'nin komplikasyonlarinin daha disik oldugu
belirtilmistir  (4,9). Baz calismalarda ise PDT kolay
uygulanabilen bir yontem olmasina ragmen deneyimsiz
ellerde komplikasyonlarin arttigi bildirilmistir. Deneyimsiz
ellerde gerceklesen en sik komplikasyonlar mukozal
trakea vyirtiklari ve amfizem sayilabilmektedir. Bunun
sebebi uygulamayi gerceklestiren kisinin ilk igneyi cok edri
girmesi ve sonucunda trakeayi kacirmasidir. Posterior duvar
hasari da perkitan trakeostomilerde gozlenmektedir,
uygulayicllarin - bu  komplikasyondan korkup  kilavuzu
cok egri tutmalari durumunda pretrakeal dokular
genisletilebilir lakin posterior duvar hasarindan korunmak
icin kilavuz igne cok dik génderilmemelidir (10,11). Bizim
calismamizda her iki grupta da minimal kanama haricinde
komplikasyon yasanmamistir. Komplikasyonlar agisindan
bir fark saptanmamistir.

Heikkinen ve ark. (12) gergeklestirdikleri calismada
CT'lerinoperasyonsuresini 14 dakika, PDT'lerinise 11 dakika
olarak bulmustur ve komplikasyonlari karsilagtirmiglardir.
Friedman ve ark. (4) yaptiklar calismada ise PDT'lerin
operasyon suresini 8,2 dakika, CT'lerin operasyon siresini
33 dakika olarak bulmustur ve PDT'nin CT'ye alternatif
kullanilabilecek bir yéntem oldugunu bildirmislerdir.

PDT ve CT'nin karsilastirldigi bircok ¢alisma mevcuttur
ve PDT'nin, CT'ye gbre %40-70 daha az maliyetli oldugu
ve is glclinde kazang oldugu saptanmistir (13,14). Bizim
calismamizda da PDT maliyet oranlari CT'ye oranla daha
disik bulunmustur.
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Yapilmis olan bir baska calismada ise Cicek ve ark. (8)
Griggs teknigi uygulanmis 115 olguyu degerlendirmisler ve
PDT'lerin girisim suresi 5,77 dakika olarak tespit edilmistir.
PDT'ye bagh komplikasyonlar degerlendirildiginde g
minor kanama, bir yanlis pasaj ve bir cerrahi kanama
gorilmustur. Seksen bes hastalik bir baska calismada PDT
uygulanan hastalarda U¢ kanama, bir subkutan amfizem,
bir pnémotoraks ve bir olguda yanlis pasaj gordlmustlr
(15).

Yapilmis olan bir calismada PDT'nin CT'ye gore daha
avantajli oldugu, postoperatif komplikasyonlarin daha
dustk oldugu, elektif trakeostomi planlanan hastalarda
glvenle uygulanabilecedi savunulmustur (16).

Sonug¢

Galismamizda PDT ve CT ile ilgili bulgular literatir ile
uyumlu bulunmustur ve PDT elektif olgularda glvenle ve
hizlica kullanabilecek bir yontemdir.

Etik

Etik Kurul Onayi: Retrospektif calismadir.

Hasta Onayi: Retrospektif calismadir.
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Istanbul Sultangazi Regional Incidence of Newborn Developmental Dysplasia of Hip
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0z

Amag: Turkiye'de gelisimsel kalca displazisi (GKD) konusunda biling
dlzeyi 6zellikle tarama muayenesi 2012'de Saglik Bakanligi tarafindan
zorunlu tutuldugundan beri artmaktadir. Daha 6nce yapilan bircok
calismaya ragmen Ulke diizeyinde GKD insidansi halen bilinmemektedir.
Calismamizda bu literatiire katki saglamak amacl istanbul bolgesinden
lokal insidansi bildirmeyi amagladik.

Yontemler: Calismamizda bir yillik stre icinde (2 Ocak 2016-30
Aralik 2016) hastanemize rutin tarama amacl basvuran ve kalca
ultrasonografi (USG) vyapilan 1491 bebegin kayitlarini  inceledik.
Sonuglar GKD agisindan Graf metoduyla siniflandirildi. Elde edilen
verilerle GKD insidansi hesaplandi.

Bulgular: Olgu serimizde alti tip 2a (%0,40) ve bir tip 2b (%0,06)
olgusu tespit edilirken, hic tip 2¢, 2d, 3 ya da 4 olgusu tespit edilemedi.
GKD insidansi %0,46 olarak tespit edildi. GKD saptanan yedi bebegin
besi erkek digerleri kizdi. ilk USG sonrasi iki haftallk periyotta hicbir
olguda kétlilesme olmamakla birlikte bir¢ok immatUr kalcanin normale
déndugu gérilda.

Sonug: Calismamizda Kuzeybati istanbul bélgesi GKD insidansinin,
Tirkiye ve listanbul'un farkli yerlerinden rapor edilen sonuglarla
kiyaslandiginda daha distk oldugu goérildu. Ulusal dizeyde GKD
insidansinin daha net sekilde elde edilebilmesi icin prospektif cok
merkezli calismalar organize edilmelidir.

Anahtar Sézciikler: Gelisimsel kalca dispazisi, insidans, istanbul

Abstract

Aim: In Turkey, there is a growing consciousness of developmental
dysplasia of the hip (DDH), especially after 2012, when the ministry
of health has started the obligatory national DDH screening program.
Despite many previous studies, exact national DDH incidence is not
known yet. In this study, we aimed to report the incidence of DDH in
istanbul, for adding new data to the literature.

Methods: We reviewed the ultrasonography (USG) records of 1491
babies who had undergone hip USG examination during a one-year
period (Jan 2, 2016-Dec 30, 2016). We assessed the hips using Graf's
classification of DDH. The incidence of DDH was calculated from these
data.

Result: We identified six type 2a (0.40%) and 1 type 2b (0.06%) cases,
and we could not identified any case of type 2¢, 2d, 3 and 4. Overall
DDH incidence was found to be 0.46%. Of the seven DDH cases, five
were female and two were male. None of the hips worsened during
the two weeks of follow-up period, but most immature hips healed.

Conclusion: This study suggests that the incidence of DDH in north-
west istanbul is lower than in other regions of Istanbul and Turkey.
To have a more precise national incidence analysis, prospective multi-
centered trials should be organized.

Keywords: Developmental dysplasia of hip, incidence, istanbul

Giris

Gelisimsel kalca displazisi (GKD) sik gorilen, femur basi
ile asetabulum arasindaki konsantrik iliskinin bozuldugu
bir gelisimsel kalca problemidir (1). GKD dogumsal yada
dogum sonrasi erken dénemde ortaya ¢ikabilmekte ve kalca

eklemindeki uyumsuzluk farkli diizeylerde olabilmektedir
(2-4). Etiyolojide genetik, hormonal, mekanik ve gelisimsel
Ogeler Uzerinde durulmaktadir. Ayak deformiteleri ya da
tortikollis gibi bazi dogumsal anomalilerin GKD ile iliskili
olabilecedi Uzerinde durulmaktadir (5). Benzer sekilde
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kiz cinsiyet, makat gelis, coklu dogum, 4500 gr Uzerinde
dogum ve pozitif aile anamnezi GKD icin bilinen risk
faktorleridir (6,7). Tedavi edilemeyen GKD olgulari ilerleyen
yillarda ciddi kalca problemleri ile karsilasilmasina neden
olabilmektedir. Norvec'te kalca protezi cerrahisi yapilan
olgularin %9'unun GKD sekeli oldugu bildirilmistir (8).

Tecribeli bir hekim tarafindan yapilan klinik muayene
bircok gercek GKD olgusunu tanimlayabilmekle birlikte,
sinirda olgularda yetersiz kalabilmektedir ve bu nedenle
daha objektif veri saglayan kalca ultrasonografi (USG)
ile tarama 6n plana g¢kmaktadir (7,9-11). Yenidogan
doneminde vyapilan kalca USG'si, GKD tanisinda fizik
muayeneye gore duyarliligr ve 6zgulliglu daha ylksek
olan yaygin bir tanisal arac¢ haline gelmistir (11-15). Graf
metodunda kemik cati gelisimini gosteren (Alfa) ve kikirdak
cati gelisimini gdsteren (Beta) iki farkli agi elde edilerek
ultrasonografik tiplendirme yapilmaktadir (11).

Dinyadaki insidansi tam bilinmemekle birlikte binde
1 ila 34 arasinda oldugu tahmin edilmektedir (7,15).
Mogolistan’da yapilan bir calismada GKD insidansi %0,7
olarak bildirilmistir  (16). Avrupa’da yenidoganlarda
fizyolojik immatlr kalca gortlme insidansi %3 ila 13
arasindayken, gercek displazi oranlarinin %1 ila 3
dizeyinde gordldigd  bildirilmistir (17-19). Raporlanan
farkliinsidanslarin temelinde GKD'ye olan genetik yatkinlik,
tarama tekniklerindeki farklilik, iklim ve cografi nedenlere
bagli degiskenler ve bebek buyltme aliskanliklarindaki
kdltdrler arasi farklliklar vardir (16,20-22). Turkiye'den
farkli zamanlarda ve farkli bolgelerde yapilan ¢alismalar
arasindaki farklar (%0,047-17) g6z 6niine alindiginda bu
konu daha net anlasilabilmektedir (3,12-14,22-36).

Ulkemizde yenidogan isitme testine ek olarak kalca
eklem tarama muayenesi de yillar 6nce zorunlu tutulmustur
ve halen Saglk Bakanligi tarafindan siki sekilde takip
edilmektedir. Bu calismamizda, tarama muayenesi icin
hastanemize basvuran yenidoganlarda fizyolojik immatur
ve displazik kalga gorilme sikligini paylasmayi amacladik.

Yontemler

Galismamiza 2016 yili boyunca hastanemiz pediatri ve
ortopedi polikliniklerine, rutin tarama programi kapsaminda
aile  hekimleri tarafindan yonlendirilen yenidoganlar
dahil edildi. Retrospektif ve bireysel hasta bilgisinin
paylasilmadigi calismamiz icin etik kurul onami alinmadi.
Rutin kalca tarama muayenesi icin hastanemize basvuran
ve dort pediatrist ve iki ortopedist tarafindan kalca eklem
muayenesi yapildiktan sonra kalca USG incelemesi istenen
tim bebeklerin dijital kayitlarina ulasildi. Cekildigi gin
raporu sisteme girilen tim USG sonuglari dijital ortamda
tek tek incelendi. Bilgi islem kayitlarinda kalca eklem USG
girisi olan fakat farkli amacla ¢ekildigi tespit edilen USG'ler
calisma disi birakildi.
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Hastanemizde kalca eklem USG konusunda tecribeli
olan tek radyoloji hekimimiz mevcuttur ve yonlendirilen
tim yenidoganlarin USG'si ilgili hekim tarafindan ayni
teknikle ve ayni cihazla yapilmaktadir. Tim USG incelemeleri
Graf'in tarif ettigi yontemle, bebek lateral dekibitus
pozisyonunda vyatarken, kalca ve diz yar fleksiyonda,
kalca eklemi 15-20°C i¢ rotasyondayken koronal dizlemde
standart kesitler alinarak yapildi (Sekil 1). USG ¢ekiminde
7,5 MhZ'lik lineer problu USG cihazi (Mindray Digi Prince
Dp-9900, Shenzhen Mindray Bio-Medical Electronics Co.,
Ltd., Shenzhen, Cin) kullanilarak yapildi. Her bir kalca icin
teyit amacli ayni seansta iki defa acisal dlcim yapilmakta
ve Olcimin yapildigr kesit fotograf Mitsubishi P93w USG
Printer (Mitsubishi Electric Co. Ltd., Tokyo, Japonya) baski
cihazi ile anlik olarak basilmaktadir (Sekil 2).

Radyoloji hekimimiz tarafindan USG raporlarinda not
alinan agisal degerlerin dokimu alindi. Graf'in tarif ettigi
yontemle tasnif edildi (11). Bu degerlendirmeye gore tip 1
kalca matur kabul edilirken, tip 2a, 3 aydan kuctk ve alfa
acisi 50 ila 60 derece arasinda olan fizyolojik immatdr, tip
2b 3 aydan blylk ve alfa acisi 50 ila 60 derece arasinda
olan, tip 2c asetabular yetmezlik nedeniyle displastik
ama halen santralize, tip 2d displazik ve desantralize
(labrum dokusu everte, cikik kalcanin ilk asamasi), tip 3
cikik ve dlcllebilen alfa acisi 43 dereceden kicuk, tip 4

Sekil 1. Graf'in tarif ettigi metodla kalca ekleminin ultrasonografi
ile degerlendiriimesi

Sekil 2. Ultrasonografi degerlendirmesi esnasinda alinan ve
basilan standart kesit
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ise Olcllemeyen alfa acisina sahip cikik kalca olarak kabul
edilmektedir (Tablo 1).

ilk basvuruda alfa degeri normalden dusiik oldugu
gorilen tim hastalar aileleri bilgilendirilerek kontrol USG
icin iki hafta sonra tekrar caginimaktadir. ikinci hafta
sonunda kontrol USG ¢ekilen hastalarimizin sonuglari da
elde edildi ve degerlendirme amacli dokimante edildi.
ikinci kontrolde halen problemli goriillen hastalardan
uygun olanlar pavlik bandaji ile takip ve tedavi edilmistir.

Bulgular

Bir yil icinde rutin kalca muayenesi tarama amacli
basvuran bebek sayisi 1491 idi. Bunlarin 730°u erkek,
761" kiz bebekti. Bebeklerimiz ortalama 47. glnde
(minimum 2.-maksimum 163. glin) rutin kalca muayenesi
icin basvurmustu. Bebek hastalarin énceligi oldugu igin
tim bebeklere basvurdugu gin ya da hemen ertesi
glin kalca USG inceleme yapilmisti. ik basvuru aninda
yapilan kalca USG sonuglari dagiimi Graf metoduna
gore siniflandirldiginda; 1491 kalganin incelemesinin
1357'sinde (%91,01) tip 1, 127'sinde (%8,51) tip 2a,
besinde (%0,33) tip 2b, iki hastada ise (%0,13) tip 2c kalca
tespit edildi. Hicbir hastada tip 2d, 3 yada 4 kalca tespit
edilmedi. ik USG'sinde Graf tip 2 kalca tespit edilen ve
kontrole ¢agrilan bebeklerin 56'sinin (%41,79) ebeveynleri
tarafindan kontrol muayenesine getirilmedigi tespit edildi.
Bu bebeklerin 29'u unilateral ve 23'U bilateral tip 2a, biri
unilateral ve biri bilateral tip 2b ve bir tanesi de bilateral tip
2c kalca tespit edilen olgulardi. ilk USG'de en az bir kalcasi
immatur olarak degerlendirilen bebeklerden 78'i kontrol
muayenesine geldiler. Bu bebeklerin tedavisiz gecen iki
haftanin ardindan 71'inin (%91,02) bilateral kalca USG
degerlendirmesinin normale doéndidgi ve tip 1 oldugu
tespit edildi. Kontrol muayenesine gelen hastalarda USG
incelemesi ile altisinda tip 2a, birinde ise tip 2b kalca tespit
edildi. ik degerlendirmede immatiir olarak tespit edilen
kalcalarin buyik oranda normale déndigi gérdldi. iki
hafta sonra yapilan kontrol USG sonuglari esas alindiginda
2016 yili boyunca tarama USG amagl hastanemize

Tablo 1. Graf’in tarif ettigi ultrasonografi inceleme metodunu
temel alan Gelisimsel kalca displazisi siniflamasi
Tip Alfa agisi Beta acisi/lyas | Tanim

(kemik (kikirdak cati)

cati)
1 >60 <55 Normal kalca
2a 50-60 55-75 / <3 ay Fizyolojik immatir kalca
2b 50-60 55-77 / >3 ay Santralize kalca, stabil
2c 43-49 >77 Santralize kalca, instabil
2d 43-49 >77 Desantralize kalca

<43 >77 Egzantirik kalca
4 Olclilemez Cikik kalca
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basvuran bebeklerden sadece yedisinde (%0,46) displazi
tespit edildi. Bu yedi bebegin besi kiz, ikisi erkekti. Yedi
bebekten besinde bilateral problem séz konusuydu. iki
haftalik periyodda hicbir olguda k&tilesme gorilmezken,
dort olguda tip 2a'nin sebat ettigi, bir olguda bilateral tip
2b'nin sebat ettigi, bir olguda ise tip 2c olan sol kalcanin
tip 2a'ya geriledigi tespit edildi.

Tartigma

Galismamizda yenidogan dénemi rutin GKD tarama
muayenesi kapsaminda hastanemiz ortopedi ve pediatri
polikliniklerine  basvuran, ¢ogunlugu aile hekimleri
tarafindan yonlendirilen 1491 bebegdin Graf metoduyla
yapilan kalca USG inceleme sonuclari degerlendirilerek
yedi (%0,46) bebekte displazik kalca tespit edilebilmistir.

Ulkemizde GKD insidansi (izerine yayinlanmis bircok
calisma mevcuttur ve bu raporlarda dahil edilen olgu sayisi
ve olgu secim sekli farkliliklarindan 6tird insidans %0,047-
17 gibi cok farkli diizeylerde raporlanmistir (3,12-14,22-
36). USG'nin kullanima girmesinden onceki dénemde
yapllan bircok calismanin incelendigi bir derlemede,
sadece klinik muayene ile saptanan GKD insidansinin
%0,047 ila 1 arasinda oldugu saptanmistir (28). Kutlu ve
ark. (24) 1992 yilinda yaptiklari ¢calismada Konya bolgesi
GKD sikhigini %1,34 olarak bildirmistir. Karapinar ve ark.
(30) tarafindan 1993-1996 vyillari arasinda, Gg yil stre ile
yapilan ve izmir bélgesinde 15000 yenidoganin USG'siz
sadece klinik muayene ile tarandigi calismada GKD
insidansi %0,5 olarak raporlanmistir. Bu ¢alismada bircok
olgunun atlanmis olabilecegi akla gelmektedir. Ayni yazarin
2002'de USG esliginde yaptigi calismada insidans %5,2
olarak bildirilmistir (13). Demirhan ve ark. (25) tarafindan
1994'te Istanbul’dan yayinlanan 240 olguluk calismada
insidans %6,6 olarak tespit edilmistir. Oguz ve ark. (26)
1996'da 1099 hastayl USG ile inceledikleri calismada GKD
insidansini %0,86 olarak bildirmislerdir. Ayni yil Erzurum’da
yapilan diger bir USG ile GKD tarama calismasinda 100
bebedin dokuz kalcasinda GKD saptamislardir (27).
Soyuncu ve ark. (29) 1999°'da Antalya bdlgesinde 447
olguyu incelemis ve insidansi %6,2 olarak belirtmislerdir.
Omeroglu  ve Koparal (14) tarafindan 2001'de
Eskisehir'den vyayinlanan 188 olguluk seride insidans
%17 olarak bildirilmistir. Karapinar ve ark.’nin (30) 2002
yilinda izmir'de yaptiklari ve 327 bebegin kalca eklem USG
ile incelendigi calismada tedavi gerektiren GKD olgusu
insidansi %5,2 olarak bildirilmistir (13). Sahin ve ark.
(35) tarafindan 2004'te yayinlanan, Ankara bolgesindeki
5798 bebegin taramasi sonucu insidans %0,17 olarak
tespit edilmistir. Kose ve ark. (31) tarafindan 2006'da
yayinlanan 975 olgunun incelendigi diger bir calismada
Eskisehir bdlgesi GKD insidansi %1,2 olarak bildirilmistir.
Akman ve ark. (32) 2007 yilinda Ankara'da 403 bebekle
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yaptiklari calismada insidansi %3,4 olarak bildirmistir.
Dogruel ve ark. (12) tarafindan 2007'de yine Ankara’da
3541 bebegin klinik muayene ve kalca USG'si ile yapilan
GKD taramasinda insidans %5,3 olarak bildirilmistir.
Ankara'da 2009'da yapilan diger bir calismada saglam
cocuk poliklinigine basvuran 300 bebegin Graf metoduyla
yapilan kalca incelemesi sonucu Ug olguda (%1) tip 2b kalca
tespit edilmistir (23). Can ve ark. (3) 2010'da istanbul'da
258 bebegin ilk ayda yapilan kalca USG incelemesi ile
GKD sikhgini %0,3 olarak bildirmistir. Tosun ve ark. (33)
tarafindan yine 2010 yilinda yayinlanan ¢alismada Elazi§
bolgesi displazi sikhigint %14,7, desentre kalga sikligini ise
%3,4 olarak bildirmistir. Bu calismada da sadece ortopedi
poliklinigine yonlendirilen 310 hasta degerlendirmeye
alinmistir ve yiiksek insidansin bir nedeni bu olabilir. Seker
ve ark. (36) tarafindan 2012'de yayinlanan ve istanbul'da
259 bebedin incelendigi bir ¢alismada insidans %13,1
dizeyinde bildirilmistir. Fakat ayni calismada, yazarlar
ciddi oranda yuksek olan bu oranin ¢cogunlukla stpheli ya
da problemli oldugu icin ortopedi poliklinigine basvuran
hastalardan olusan hasta grubuyla iliskili olabilecegini
ve insidansi yansitmayabilecegini vurgulamislardir (36).
Duramaz ve ark. (22) istanbul’da 2014'te yapilan ve 1316
olgunun incelendigi calismada GKD oranini literatire
benzer sekilde %0,5 olarak bildirmistir. Cekic ve ark.
(34) tarafindan 2015'te yayinlanan ve 1162 yenidoganin
incelendigi glincel calismada Bati Akdeniz bélgesinde GKD
insidansi %1,34 olarak raporlanmistir. Bizim calismamizda
da Kuzeybati istanbul'daki hastanemizde kalca USG
incelemesi yapilan 1491 bebekten yedisinde (%0,46)
displazi tespit edilebilmistir (Tablo 2).

Tamamen c¢ikik kalcaya sahip olgulardan bir kisminin,
sadece fizik muayene ile tespit edilemedigi gosterilmistir
(11). Sadece fizik muayenenin duyarliigi %13 ila 60
seviyelerinde bildirilmistir (12). Dorn ve Neumann (37)
tarafindan 8221 yenidogan tzerinde yapilan bir calismada
fizik muayenesi normal olan hastalarin %1,3'lnde USG ile
patolojik degisiklik (tip 2¢, 2d ve 3a) oldugu bildirilmistir.
Bir diger calismada USG'de pozitiflik saptanan hastalarin
sadece %40'Inin muayene bulgusunun pozitif oldugu
tespit edilmistir (25). Bu nedenle duyarliidi daha iyi olan
yontemler 6n plana cikmaktadir. USG, U¢ aydan kuglk
bebeklerde direkt grafide ayirt edilmesi mimkin olmayan
femoral epifiz ve labral kikirdagin degerlendirilmesine
imkan tanir. ilave olarak radyasyonsuz ve sik tekrar
edilebilir olmasi diger bir avantajidir (16). Erken dénemde
non-invaziv, guvenli ve basit bir yéntem olan kalca USG ile
kalca ekleminin kontroll ve olasi GKD'nin taninmasi tedavi
basarisini ciddi oranda artirmaktadir (38). Uciincii aydan
once osifikasyon merkezleri direkt grafide gorilemedigi
icin USG tanida en givenilir yol olarak gorilmektedir
(11). Zamanlama konusunda net veri olmamakla birlikte
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genel temayll dort ila alti hafta arasinda kalca USG
degerlendirmesi yapiimasi yontndedir (11). Bazi Avrupa
Ulkelerinde tarama muayenesi dogumu takip eden ilk
glnlerde vyapilmaktadir (18,39,40). Bu nedenle Graf
metodunda da 40. glin USG ile kontrol onerilmektedir.
Bizim serimizde de bebeklerin ortalama 47. giinde kalca
USG icin getirildigini tespit ettik.

Risk faktorleri olan bebeklerde GKD gorilme sikliginin
Ug kat, en az bir bulgunun pozitif oldugu bebeklerde ise
16 kata kadar arttigi bildirilmistir (14). Sadece pozitif aile
dykisti GKD riskini 4,8 kat artirmaktadir (41). ilk bebek
olmak GKD icin diger bir risk faktoradur (15). Makat gelisin
de GKD riskini artirdigr bildirilmistir (42). Kiz cinsiyet ile GKD
iliskisi bilinen bir konudur (12,15,24,31). Kése ve ark.'nin
(31) 975 bebeklik serisinde kizlarin erkeklerden alti kat
fazla etkilendigi gortimdstir. Dogruel ve ark. (12) bu orani
3,6 kat olarak bildirmistir. Kutlu ve ark. (24) tarafindan kiz
bebeklerin erkeklere gore l¢ kat fazla GKD tanisi aldiklar
bildirilmistir. Bizim calismamizda da displazi tanisi alan yedi
bebegin besi kizdi. Hastalarimizin tamaminda sol kalca
tutulumu varken, besinde sag kalcada displazi vardi. Sol
kalcanin daha sik etkilenmesinin intrauterin pozisyona bagli
olabilecegi vurgulanmistir (43). izole sag kalca tutulumu,
bilateral tutuluma gore daha nadirdir (43). Calismamizda
da displazi tanisi alan yedi olgunun besinde bilateral
tutulum s6z konusuydu. Calismamizda risk faktorleri ve
GKD sikligr arasindaki iliski degerlendirilmemistir.

Tablo 2. Tiirkiye’de farkh yillarda, farkh bdlgelerden raporlanan
insidanslar

Yazar Yil Bélge insidans
(%)
Kutlu ve ark. (24) 1992 Konya 1,34
Karapinar ve ark. (30) 1993-1996 | izmir 0,5
Demirhan ve ark. (25) 1994 istanbul 6,6
Oguz ve ark. (26) 1996 Ankara 0,86
Okur ve ark. (27) 1996 Erzurum 9
Soyuncu ve ark. (29) 1999 Antalya 6,2
Omeroglu ve ark. (14) 2001 Eskisehir 17
Karapinar ve ark. (13) 2002 izmir 5.2
Sahin ve ark. (35) 2004 Ankara 0,17
Kose ve ark. (31) 2006 Eskisehir 1,2
Akman ve ark. (32) 2007 Ankara 3,4
Dogruel ve ark. (12) 2007 Ankara 53
Cakir ve ark. (23) 2009 Ankara 1
Can ve ark. (3) 2010 istanbul 0,3
Tosun ve ark. (33) 2010 Elazig 14,7
Seker ve ark. (36) 2012 istanbul 13,1
Duramaz ve ark. (22) 2014 istanbul 0,5
Cekic ve ark. (34) 2015 Bati Akdeniz 1,34
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Tip 2a kalgalarin takiple %84 ila 97 dlzeyinde normale
dondigu farkh genis serili calismalarda bildirilmistir (9,40).
Omeroglu ve ark. (44) benzer sekilde %79 spontan iyilesme
bildirirken, Kosar ve ark. (45) %6,8 civarinda bu kalcalarin
daha koétdye gittigini vurgulamislardir. Tip 2a olan kalcalarin
bir kisminin kotulestigi ve bu olgularin ihmal edilmeden siki
sekilde takip edilmesi gerektigi bildirilmistir (16,44). Cekic
ve ark. (34) tarafindan yapilan calismada ise tip 2a kalgalarin
%4,97'sinin kétilestigi bildiriimistir. Benzer sekilde %1,78
oraninda tip 2a’'nin 2b'ye dénlsimi bir diger calismada
bildirilmistir (12). Calismamizda da tedavi uygulanmaksizin
iki hafta sonra kontrol kalca USG cekilen 78 immatur kalca
olgusundan 71inin (%91,02) tamamen normale dondugu
tespit edildi. Hicbir hastamizda kotllesme tespit edilmedi.

Calismanin Kisithiliklar

Galismamizin bazi eksiklikleri mevcuttur. Retrospektif
karakterli calismamizda, dijital datalarina ulasilamamasi
ihtimali nedeniyle bazi hastalar dahil edilememis olabilir.
Bolgemizin hastane ulasim imkanlarina ragmen tarama
muayenesi icin hastanemize basvurmayan hastalar olabilir.
ilk kalca USG sonuclari normal sinirlarda olmadigi icin
kontrole ¢agrilan hastalarimizdan bir kismi bilgi vermeksizin
takipten cikmistir. Bu hastalardan bazilarinin - kontrol
USG'leri diger merkezlerde yapilmis olabilir. Bu kalgalarin
akibeti konusunda bilgimiz yoktur. Bu nedenlerle gercek
insidans bizim calismamizdan ylksek olabilir. Aile hekimi
yardimiyla en yakin hastaneye yonlendirmenin uygulandigi
ve data kaydinin tam yapildigi prospektif bir calisma ile
bu engeller asilabilir ve daha kesin bir insidans verilebilir.
Calismamiz bir insidans calismasi oldugu icin olasi yanlis
cekim kaynakli olgularin teyidi icin ikinci defa yapilan
kalca USG sonrasi sonuglar esas alinmis olup, hastalarin
sonraki slrecteki tedavi ve takip bilgileri detaylariyla
incelenmemistir.

Sonug¢

Galismamizda klinigi stupheli ya da ek problemi olan
olgular vyerine, tarama muayenesi icin basvuran tim
bebeklerin degerlendirme sonuglari ele alindi. Bu agidan
calismamiz sonucunda elde edilen insidansin, Tlrkiye'de
yapilan bircok calismadan daha dogru oldugunu ve
gercege daha yakin oldugunu distnmekteyiz. Elde
ettigimiz Istanbul’daki GKD insidansi sonucu Avrupa
ortalamasina cok yakindir. Ulkemizdeki yiksek dogum
oranlar ve farkli insidans calismalari dikkate alindiginda
potansiyel olarak yilda 15 ila 20 bin yeni GKD olgusu ile
karsilasma ihtimalimiz s6z konusudur (3,12-14,22-36).
Bu ciddi potansiyel dikkate alinmali ve GKD konusunda
gerek koruyucu hekimlik ve gerekse aile diizeyinde ulusal
farkindalik artinimalidir. Ulke diizeyinde GKD insidansinin
daha net sekilde elde edilebilmesi icin prospektif cok
merkezli calismalar organize edilmelidir.
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Primary Pulmonary Actinomycosis Mimicking Malignancy
Maligniteyi Taklit Eden Primer Pulmoner Aktinomikoz Olgusu
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Abstract

The diagnosis of primary pulmonary actinomycosis (PPA) is still an
important challenge in clinical practice due to its clinical and radiographic
similarity with other infections and malignant diseases. Currently, the
diagnosis can be only made histopathologically. A 67-year-old male
patient was admitted to our clinic with the complaints of cough and
hemoptysis for the past two months. His physical examination was
non-specific. An increased non-homogeneous density was observed
in the middle zone of the left hemithorax on chest X-ray. Thoracic
computed tomography revealed a hypodense mass. Positron emission
tomography revealed a hypermetabolic activity in the malignant mass.
The patient was diagnosed with pulmonary actinomycosis through
transthoracic fine needle aspiration biopsy. In conclusion, PPA should
be considered in the differential diagnosis in patients with malignancy
in the presence of predisposing risk factors.

Keywords: Actinomycosis, pulmonary, malignancy

0z

Primer pulmoner aktinomikoz (PPA) tanisi klinik ve radyolojik olarak
diger enfeksiyonlara ve malign hastaliklara benzedigi icin pratikte
hala 6nemli bir sorundur. Olgular ancak histopatolojik olarak tani
alabilmektedir. Altmis yedi yasinda erkek hasta iki aydir stiren dkstrlk
ve hemoptizi yakinmalari ile klinigimize basvurdu. Fizik muayenede
6zellik yoktu. Akciger grafisinde sol hemitoraks orta zonda nonhomojen
dansite artimi saptandi. Toraks bilgisayarli tomografisinde hipodens kitle
saptandi. Pozitron emisyon tomografisinde kitlede malign karakterde
hipermetabolik tutulum mevcuttu. Transtorasik ince igne biyopsisi
ile hastaya pulmoner aktinomikoz tanisi kondu. Bu olgu sunumunda
malignite stiphesi olan hastalarin predispozan risk faktorleri varliginda,

ayirici tanisinda PPA da bulunmasi gerektigi vurgulanmistir.

Anahtar Sozciikler: Aktinomikosiz, pulmoner, malignite

Introduction

Actinomycosis is a chronic, granulomatous, and
suppurative bacterial infection caused by Actinomyces
spp., Gram-positive anaerobic bacteria (1). It was first
described by Israel in 1878. It is an endogenous infection
and occurs as a result of the penetration of actinomycetes
in the normal flora to the mucous membrane damaged
for various reasons. Actinomyces israelii is the most
prevalent species isolated in human infections and is
isolated from the mucosal surfaces of the tonsillar crypts,
oral cavity including dental plaques, and gastrointestinal
and female genital tracts (2). The main clinicopathological
presentations of actinomycosis are cervicofacial (50%),
pulmonary (15%), abdominopelvic (20%), and central
nervous system infections (2%). Cutaneous, cardiac,
and genitourinary system actinomycoses have also

been reported in the literature (3). Microbiological and
histopathological examination findings, as well as clinical
manifestations, are helpful for the diagnosis. In the
microbiological examination, reproduction can be seen
in anaerobe cultures. Histopathological examination is,
however, superior to the other diagnostic methods (4).

Herein, we present a case of primary pulmonary
actinomycosis (PPA) with clinical and histopathological
findings mimicking lung cancer in the light of the literature
data.

Case

A 67-year-old male patient with a history of 30
pack-year smoking was admitted to our clinic with the
complaints of cough and hemoptysis for two months. An
increased non-homogeneous density was observed in the
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middle zone of the left hemithorax on chest X-ray. Thoracic
computed tomography (CT) revealed a 3-cm hypodense
mass. Initially, he was diagnosed with malignancy and
was referred to our hospital for definitive diagnosis. His
medical history was non-specific except tooth extraction.
He was a farmer and cattle breeder. His general condition
was good and he was hemodynamically stable. All other
system examination findings were normal. However, he
had a poor oral hygiene. In the complete blood count
analysis, erythrocyte sedimentation rate was 65 mm/h
and white blood cell was 11.200/mm3. Biochemical
analysis showed no abnormality other than elevated
C-reactive protein values. Intense polymorphonuclear
leukocytes were present in the sputum gram stain. There
was no reproduction in the culture. No acid-resistant bacilli
were found in the sputum. Posteroanterior (PA) chest
X-ray revealed an increased non-homogeneous density
in the left mid-peripheral lung (Figure 1). On thoracic CT,
an approximately 3-cm peripheral mass was seen in the
superior segment of the left lower lobe (Figures 2, 3).
Amoxicillin+clavulanic acid treatment was initiated for 10
days. Positron emission tomography (PET) was obtained,
when the patient showed no regression, as assessed by
PA chest X-ray. On PET, a malignant pleural hypermetabolic
lesion with an increased fluorodeoxyglucose uptake in
about 32x21 mm in size (suv-max 7.4), which led to the
pleural retraction in the superior segment of the left lower
lobe (Figure 4). Transthoracic fine needle aspiration biopsy
(TENAB) was performed. The patient was diagnosed with
PPA due to the presence of filamentous microorganisms
compatible with actinomycetes in the fibrino-leukocytic
exudate in the focal area and acute organizing pneumonia

L

-

Figure 1. Posteroanterior chest X-ray

progressing to a chronic state in the histopathological
examination of TFNAB material (Figure 5, 6)

The patient was treated with  parenteral

sulbactam-+ampicillin for 15 days and amoxicillin clavulanic

Figure 2. Thoracic computed tomography

Figure 3. Thoracic computed tomography

Figure 4. Positron emission tomography-computed tomography
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Figure 5. Histopathological picture of transthoracic fine needle
aspiration biopsy

Figure 6. Histopathological picture of transthoracic fine needle
aspiration biopsyaspiration biopsy

I\

Figure 7. At the end of the fifth month of treatment

acid treatment was implemented for five months. A
significant regression was observed both clinically and
radiologically at the end of the fifth month of treatment
(Figure 7).

Discussion

Actinomycosis infection is a rare chronic, suppurative,
and granulomatous disease.

Actinomyces israelii, which is a Gram-positive anaerobic
bacterium and frequently present in the oropharyngeal
flora, is the most common active microorganism (5). Poor
oral hygiene, immunosuppression, and long-term use of
intrauterine devices are the main predisposing factors (6).
In our case, tooth retraction and poor oral hygiene were
thought to be the main predisposing factors.

The disease is more common in individuals aged
between 20 and 50 years. Apart from pelvic actinomycosis,
the exact cause is still unknown, however, men are more
affected than women (3:1). There is no predilection for
race (7). Inconsistent with previous reports, our case was
older than the reported cases in the literature.

Actinomycosis is a chronic infection characterized by
the presence of fibrous tissue. As a result, it can be seen
as mass-like dense granulation tissue and fibrosis (8). CT
can be used as a guide, although most imaging methods
are insufficient in the diagnosis. On CT, a mass containing
solid or an abscess foci can be detected (8). As in our case,
radiological findings, and PET findings in PPA cases, may
cause suspicion for a malignant disease, rather than an
infection.

Unsal et al. (9) reported a patient diagnosed with
actinomycosis who underwent an operation due to a
pulmonary mass. The authors reported the risk factors as
type 2 diabetes mellitus and a decayed teeth. In another
report, Yilmaz et al. (10) presented a patient diagnosed
with actinomycosis who underwent an operation with a
preliminary diagnosis of lung malignancy and who had
no predisposing factors, except for epilepsy. In addition,
Kaya et al. (11) reported a case of a patient diagnosed
with pulmonary actinomycosis through TFNAB, as in
our patient, with a preliminary diagnosis of a malignant
mass, and in whom the main predisposing risk factor was
diabetes mellitus.

Treatment of the disease requires long-term antibiotic
treatment. Penicillin antibiotics are the fhe first option
in medical treatment. In the next step, tetracycline,
clindamycin, erythromycin, and lincomycin antibiotics
can be used (12-16). Some authors suggest that the
duration of treatment should be between six months
and two years. Our patient was successfully treated with
intravenous ampicillin-sulbactam for two weeks, followed
by oral amoxicillin for five months.
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In conclusion, PPA is a rare condition and
histopathological confirmation is necessary for clinical
diagnosis. In the differential diagnosis of pulmonary
masses, PPA should be considered in case of the presence
of predisposing risk factors.
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Trifurcation of Recurrent Laryngeal Nerve: A Case Report

Uc Dalli Rekdrren Laringeal Sinir: Bir Olgu Sunumu

® Mehmet Ulusahin, ® Arif Burak Cekic, ® Muhammed Selim Bodur, ® Kadir Tomas,

® Mithat Kerim Arslan

Karadeniz Technical University Faculty of Medicine Farabi Hospital, Department of General Surgery, Trabzon, Turkey

Abstract

Nowadays, thyroidectomy is a frequently performed type of
surgery. Although thyroid operations are generally performed
without complications, there may be many anatomic variation and
complications related with them. Recurrent laryngeal nerve (RLN)
paralysis is a frightening complication of thyroid surgery. For preventing
this complication, having a good knowledge and experience about
this small anatomic region is necessary. In this paper, we present a
case of RLN variation identified in a 36-year-old female patient with
multinodular goiter. Thyroidectomy was decided after examinations
performed due to palpable swelling in the neck, then, three-branched
left RLN was found after proper dissection and preserved during
thyroidectomy operation. No complication was observed in the post-
operative period and the patient was discharged next day.

Keywords: Recurrent laryngeal nerve, trifurcation, thyroidectomy,
anatomic variation, nerve injury
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Tiroidektomi gliniimizde sik olarak uygulanan bir ameliyat cesididir.
Tiroidektomi operasyonlari genel olarak komplikasyonsuz sonlanmakla
beraber bircok anatomik varyasyon ve bunlarin neden oldugu
komplikasyonlar ile karsilagilabilir. Rekirren laringeal sinir (RLS) felci
tiroid cerrahisinin korkutucu bir komplikasyonudur. Bu komplikasyondan
kacinmak icin ¢ok cesitli varyasyonlari icinde bulunduran bu kiigik
anatomik bolgeye hakim olmak ve yeterli tecriibeye sahip olmak gerekir.
Biz bu yazida 36 yasinda multinodiler guatrli bir kadin hastada tespit
edilen RLS varyasyonunu takdim ettik. Bahsedilen hastada boyunda
ele gelen sislik sonrasi yapilan tetkikler neticesinde tiroidektomi karari
verildi ve tiroidektomi operasyonu sirasinda tespit edilen Ug dalli sol
RLS uygun diseksiyon ile bulundu ve korundu. Postoperatif dénemde
hastanin komplikasyonu olmadi ve ertesi glin taburcu edildi.

Anahtar S6zciikler: Rekiirren laringeal sinir, trifurkasyon, tiroidektomi,
anatomik varyasyon, sinir hasari

Introduction

Nowadays, thyroidectomy is frequently performed
due to benign and malign reasons. These operations
are important due to involvement of many anatomic
variations (1). Complications may occur even if the
operations are performed by surgeons with adequate
experience and thorough knowledge of the anatomy of
the recurrent laryngeal nerve (RLN) and its anatomical
variations. For preventing nerve injury, many studies have
been performed and proper dissection techniques have
been suggested (2). Additionally, technology has been
advanced in this area and a system like intraoperative
nerve monitoring (IONM) was introduced for helping
surgeons identify the nerve. RLN injury is still a challenge

for many surgeons even with adequate experience and
use of IONM. In this case report, we present a three-
branched left RLN variation identified in a female patient
who underwent thyroidectomy operation.

Case

A 36-year-old female patient living in an endemic goiter
region without additional complaint was admitted to the
general surgery outpatient clinic at our hospital due to a
palpable swelling in the neck. Vital signs were normal. She
had no complaint except swelling. In physical examination,
a palpable nodule measuring 2 cm in diameter was
identified in the right side.

Thyroid hormones and free thyroxine levels were
normal. Ultrasonography of the neck showed solitary
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and hypoechoic nodules sized 22 mm and 13 mm in the
right with increased vascularity and no pathologic lymph
node. Fine needle aspiration biopsy was performed twice
and revealed atypia of undetermined significance. Total
thyroidectomy was done. In exploration, RLNs were
identified in the tracheoesophageal groove after two
dissections performed on each side at the level of inferior
thyroid artery (ITA). It was found that RLN on the left side
was divided into three branches at a distance of 10 mm
to Berry’s ligament (Figure 1). Nerves were preserved after
carefully dissecting and the operation was completed
after performing total thyroidectomy. The patient
was discharged at first postoperative day without any
complication. Pathological analysis revealed multinodulary
goiter. There was no thyroid hormone abnormality during
follow-up.

Figure 1. Operation image of three-branched recurrent laryngeal
nerve (Black arrow: showing cranial part, 1: three-branched
recurrent laryngeal nerve; 2: inferior thyroid artery)

Discussion

Nowadays, thyroidectomy operation is a frequently
performed kind of operation. It is a fact that many patients
undergo this operation without any complications,
however, even very experienced surgeons may face
difficulties in some cases. Parathyroid gland injury, vessel
injury and related intraoperative/postoperative bleedings,
trachea and esophagus injuries, and nerve injury are
leading complications during thyroidectomy. RLN injury
may be considered as a challenge for surgeons. This
complication may be life-threatening and even mortal.
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Most important reason complicating thyroid gland
surgery for even experienced surgeons is anatomic
variations which may be encountered during thyroid
surgery. More than 30 variations related with RLN have
been reported (3,4).

In normal anatomy of the RLN, the right RLN goes
upward after turning right the subclavian artery from
back to front and it continues its course through upward
after crossing the ITA near the tracheoesophageal groove.
It enters into the larynx after penetrating the cricothyroid
membrane behind the right lobe of the thyroid gland.
Also, the left RLN encircles the aortic arch at the ductus
arteriosus and after separated from the vagus nerve
and enters into the larynx like right one after advancing
upwards through the tracheoesophageal groove. Very few
nerves may be behind or front of the tracheoesophageal
groove (4,5).

Visible anatomic variations can be defined as
extralaryngeal branches like non-recurrent nerve or
bifurcations/trifurcations and extension of the RLN through
ITA (1,3). In previous studies, extralaryngeal branches
have been reported with prevalence between 30% and
70.6% (2,5,6). All variations including bifurcations and
trifurcations are more frequent in the right side (6).
Especially RLN trifurcation is much rarer than bifurcation.
The rate of trifurcation has been reported to be 0.9% in a
series involving 2626 nerve dissections (5). Extralaryngeal
branches are not always seen in the same location.
Generally, it has been reported to be 0.6-4 cm below the
cricoid cartilage as it was in our case (5). Rarely, RLN may
course differently as non-recurrent nerve separated from
the vagus nerve at the upper part. Non-recurrent nerve
is more frequent in the right side like other variations
as previously mentioned, and its prevalence rate is 0.3-
1.6% (2,4). Anatomic relationship between the RLN and
ITA must also be known. RLN may be in front or behind
of the ITA or between branches of the artery. Prevalence
rate is different for the right and left sides. The prevalence
has been reported by Ardito et al. (5) as 12% and 1.9%
for anterior placement, 61% and 77.4% for posterior
placement and 27% and 20.5% for placement between
arterial branches in the right and left sides, respectively.

Although RLN anatomy and variations have been
extensively researched and described, the overall
incidence of permanent and transient RLN paralysis have
been reported to be 1-2% and 5-6%, respectively (2,7).
Clamping, thermal effect, inappropriate dissection and
ligation can be considered as the main reasons of nerve
injury (2).

Although some surgeons avoid routine nerve
dissections, it has been suggested and used for identifying
variations and avoiding nerve injury by many surgeons (2).
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Identifying variations in preoperative period is not possible
(2). The RLN is generally visible near ITA or entrance into
Berry's ligament by dissection (6). We suggest that nerve
dissection must be started distally and go upward from
there without ligating the vessel before identifying the
nerve (2,8). IONM method has been introduced to the
medical field in order to reduce the rate of nerve injury
and it is safely utilized in many centers (2). However, cost
of IONM is not covered for many indications by the health
care insurance in Turkey. Therefore, we cannot routinely
use this method.

In conclusion, RLN injury is an important complication
of thyroid surgery. Anatomic variations like three-branched
RLN in this region may cause nerve injury if they cannot be
recognized. Surgeons performing thyroid gland operations
must know the RLN anatomy and variations and should
have adequate experience for recognizing these variations
when encountered intraoperatively.

Ethic

Informed Consent: It was taken.
Peer-review: Externally peer-reviewed.

Authorship Contributions

Surgical and Medical Practices: M.U., M.K.A. Concept:
M.U., M.S.B. Design: M.U., M.K.A. Data Collection
or Processing: M.U, AB.C., M.S.B., KT Analysis or
Interpretation: M.U., A.B.C., M.S.B., K.T.,, M.K.A. Literature
Search: M.U., A.B.C., K.T. Writing: M.U.

Conflict of Interest: No conflict of interest was
declared by the authors.

80

Financial Disclosure: The authors declared that this
study received no financial support.

References

1. Gurleyik E. Three variations of the laryngeal nerve in the same
patient: a case report. ] Med Case Rep 2011;5:266.

2. Chiang FY, Lu IC, Chen HC, et al. Anatomical variations
of recurrent laryngeal nerve during thyroid surgery: how
to identify and handle the variations with intraoperative
neuromonitoring. Kaohsiung J Med Sci 2010;26:575-83.

3. Manoglu B, Yilmaz EM, Erdogan A, Ozkan MB, Ozciftci VM.
Report of a rare case: Double recurrent laryngeal nerve. Ulus
Cerrahi Derg 2016;32:298-9.

4. Skandalakis JE, Skandalakis PN, Skandalakis LJ. Cerrahi
anatomi ve teknik. ikinci baski, istanbul, Nobel Tip Kitapevi,
2000.

5. Ardito G, Revelli L, D'Alatri L, Lerro V., Guidi ML, Ardito F
Revisited anatomy of the recurrent laryngeal nerves. Am J
Surg 2004;187:249-53.

6. Beneragama T, Serpell JW. Extralaryngeal bifurcation of the
recurrent laryngeal nerve: a common variation. ANZ J Surg
2006,;76:928-31.

7. Beldi G, Kinsbergen T, Schlumpf R. Evaluation of intraoperative
recurrent nerve monitoring in thyroid surgery. World J Surg
2004,28:589-91.

8. Makay O, Icoz G, Yilmaz M, Akyildiz M, Yetkin E. The recurrent
laryngeal nerve and the inferior thyroid arteryanatomical
variations  during surgery. Langenbecks Arch Surg
2008;393:681-5.



Case Report / Olgu Sunumu

DOI: 10.4274/haseki.88598
Med Bull Haseki 2018;56:81-4

Co-existance of Juvenil Ankylosing Spondylitis with
Familial Mediterranean Fever and Takayasu's Arteritis:

A Case Report

Juvenil Ankilozan Spondilit, Ailesel Akdeniz Atesi ve Takayasu Arteriti Birlikteligi:

Bir Olgu Sunumu
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Abstract

0z

Juvenile ankylosing spondylitis  (JAS) coexisting with  Familial
Mediterranean Fever (FMF) or Takayusu's arteritis (TA) together with
JAS have been reported in the literature. However, co-existance of
these three diseases has not been reported yet. Here, we present a
17-year- old female patient presenting with JAS who was subsequently
diagnosed with FMF and TA. To the best of our knowledge, this is the
first case of JAS presenting with FMF and TA.

Keywords: Juvenil ankylosing spondylitis, Familial Mediterranean
Fever, Takayasu's arteritis, pediatric

Literatlirde Ailesel Akdeniz atesi (AAA) ve JAS, Takayasu arteriti (TA) ve
JAS birlikteligi daha 6nce bildirilmistir. Bilgilerimize gére simdiye kadar
bu U¢ hastaligin birlikteligi daha 6nce bildirilmemistir. Burada JAS tanili
17 yas kadin olguda tesadlifen saptanan AAA ve TA tanisini sunmayi
amagladik. Bu olgu JAS'de AAA ve TA gelisen ilk olgudur.

Anahtar Sozciikler: Juvenil ankilozan spondilit, Ailesel Akdeniz Atesi,
Takayasu arteriti, pediatrik

Introduction

Juvenile ankylosing spondylitis (JAS) is defined as
ankylosing spondylitis (AS) with symptom onset before the
age of 16 years (1). Clinical presentation of JAS includes
articular and extra-articular manifestations. Sacroiliitis is
the most important characteristic articular manifestation
(2). Familial Mediterranean Fever (FMF) is characterized
by recurrent, self-limited flares of fever associated with
polyserositis (3). Takayasu's arteritis (TA) presents with
nonspecific symptoms, such as fatigue, weight loss,
and low-grade fever in the early stage. As the disease
progresses, it can manifest as vascular bruits, claudication,
retinopathy and ischemia due to arterial occlusion (4).

Here in, we report a 17-year old female patient who
presented with JAS and subsequently diagnosed with FMF
and TA. In the literature, JAS coexisting with FMF and TA
has not been reported yet.

Case

A 17-year-old female patient presented with the
complaints of fever, abdominal pain and swelling in both
feet. She was diagnosed with JAS two years ago with the
complaints of inflammatory back pain, magnetic resonance
imaging of the sacroiliac joint showing active sacroiliitis
and human leukocyte antigen-B27 (HLA-B27) positivity.
She described recurrent (periodic) fever, abdominal pain
since she was 16 years old. She experienced intermittent
attacks of abdominal pain and fever (39-40°C) for three to
five days, then the symptoms resolved spontaneously and
completely. She had a normal daily life during the symptom-
free period. She was admitted to our rheumatology clinic
for these reasons. Written informed consent was obtained
from the patient. The general condition was moderate; she
was well oriented and cooperative. Physical examination
revealed feeble brachial and radial pulses on the right
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and left sides. Also, femoral-popliteal-and dorsalis pedis
pulses were normal bilaterally. Heart rate was 98 beats-
min and temperature was 38.5°C. Her blood pressure was
160/80 mmHg on the right upper limb and 110/70 on the
left upper limb. The blood pressure on the right and left
lower limbs was 160/74 and 163/72 mmHg, respectively.
Murmur was absent over the abdominal aorta and
epigastric region. No symptoms of vascular insufficiency
were observed. Respiratory system examination revealed
that both hemithoraces equally contributed to breathing
and lung crackles were present in the left lower lobe.
Physical examination of the locomotor system revealed
tenderness and pain in both feets. Her ophthalmologic
examination was normal. The patient’s laboratory findings
are presented in Table 1 Blood tests revealed anemia with
a hemoglobin level of 8.2 g/dL, hematocrit of 30.4%,
white cell count of 9.32 plL and platelet count of 517.000
uL. Also, laboratory data showed normal serum potassium
and creatinine levels as well as glomerular filtration rate.
Urine analysis was also normal. FMF mutation analysis
showed M694V heterozigot mutation. According to
the Tel-Hashomer criteria, the diagnosis of FMF was
established (5). She met two major criteria (recurrent fever
and serositis) and one minor criterion (positive response to

Table 1. The laboratory values of the patient

Parameters Result Normal range
Hemoglobin 8.2 gr/dL 11.7-15.5 gr/dL
Hematocrit 30.4% 37-44

MCV 65.0 fL 80.4-95.9 fL

RDW 22.6 11.7-14.6
Leukocyte count 9.320 mkrL 3.800-11.000 mkrL
Platelet 517.000 mkrL | 150.000-350.000 mkrL
E(?étikr:(e)?tl;iion rate ST DD iy
C-reactive protein 10.09 mg/L 0-6 mg/L

Urea 22 gr/dL 13-43 gr/dL
Creatinine 0.6 mg/dL 0.7-1.3 mg/dL

ALT <6 IU/L 0-55 IU/L

Total protein 7.1 g/dL 6.4-8.3 g/dL

RF 1.95 IU/mL 0-18 IU/mL

c3 118.2 mg/dL 85-200 mg/dL

c4 38 mg/dL 20-50 mg/dL
c-ANCA/ p-ANCA Negative Negative

HLA-B27 positive -

FMF mutation analysis Il'\lﬂeft;ss)\;igot -

MCV: Mean corpuscular volume, RDW: Red cell distribution width, ALT: Alanin
aminotransferase, RF: Rheumatoid factor, ANCA: Anti-neutrophil cytoplasmic
antibodie, HLA-B27: Human leukocyte antigen-B27, FMF: Familial Mediterranean
Fever
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colchicine treatment). Her electrocardiogram, transthoracic
echocardiogram, magnetic resonance angiography (MRA)
of the mesenteric arteries, thoracic, abdominal aorta and
duplex ultrasonography were normal. MRA of the upper
extremity showed left internal carotid artery stenosis and
hypoplasia of the left vertebral artery. Furthermore, there
was no flow in the left subclavian artery (Figure 1). To
confirm the diagnosis of vasculitis a biopsy was taken from
the left subclavian artery. Hypertrophy and mononuclear
cellinfiltration was seen in all the three layers in histological
examination. Finally, angioplasty was performed. After
surgery, her blood pressure was 110/70 mmHg on both the
right and left upper limbs, 100/70 on both the right and
left lower limbs. The patient was diagnosed as having FMF
and TA simultaneously. Colchicine (1.5 mg), prednisolone
(1 mg/kg body weight) and amlodipine (10 mg) were
administered first. The patient had used acetylsalicylic
acid (100 mg) and dipyridamole (150 mg) before and
acetylsalicylic acid (100 mg) and clopidogrel (75 mg)
after biopsy. Then, methotrexate (20 mg) and folic acid (5
mg) were started. Due to side effects, methotrexate was
switched to azathioprine (150 mg) treatment. Her fever
and abdominal pain regressed with colchicine treatment.
She is currently under clinical follow-up.

Figure 1. Upper extremity magnetic resonance angiography

Discussion

To our knowledge, this is the first reported case of JAS
presenting with FMF and TA. In the literature, there have
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been studies investigating the co-existeance of FMF and
AS and prevalence of AS or spondyloarthritis (SpA) among
FMF patients. Dilsen (6) reported the first case of FMF in
a patient with AS in 1963. After this report, Kasifoglu
et al. (7) reported that the frequency of sacroiliitis was
7% among 256 FMF patients. Akar et al. (8) reported
fifteen FMF patients (7.5%) and nine unaffected first-
degree relatives fulfilled the modified New York criteria
for AS among 157 FMF patients (78.1%) and 233 (73%)
unaffected first-degree relatives. Akkoc and Gul (9)
reported increased prevalence of AS or SpA among FMF
patients. How FMF develops in patients with AS is poorly
understood. Kasifoglu et al. (7) suggested that HLA-B27
positivity and/or M694V mutation may play a role in the
development of sacroiliitis and the severity of seronegative
SpA. Also, Akar et al. (8) indicated that factors other than
HLA-B27 play a role in the association of FMF and SpA/
AS. MEFV gene variations may be one of the geographic/
region-specific potential pathogenetic links between these
two disorders in the Turkish population. Akkoc and Gul
(9) stated that MEFV gene mutations regulates interleukin-
1B (IL) activation. A genome-wide association study by
Reveille et al. (10) included 2.053 unrelated AS cases
among people of European descent and 5.140 ethnically
matched controls, with replication in an independent
cohort of 898 AS cases and 1.518 controls. It has been
reported that four genetic loci associated with the risk
of AS and identified a major role for the IL-23 and IL-1
cytokine pathways in AS. Therefore, association of FMF
with AS can be explained. In their study in 2012, Zihni et
al. (11) reported a case of co-existeance of FMF with TA.

FMF-associated  vasculitis ~ mechanisms  involve
environmental factors on the context of genetic
predisposition. FMF-associated vasculitis cases had MEFV
gene mutations. These mutations may be considered in
the pathogenesis.

FMF is a prototype of autoinflammatory diseases. It
is caused by inherited loss-of- function mutations in Pyrin
which plays an important role in control and regulation
of inflammation with an enzyme, Caspase-1, and it's
target cytokine, IL-1p (12). Once activated, Caspase-1
proteolytically cleaves prolL-1p into an active IL-1B with a
proinflammatory effect (13). Therefore, the mechanism of
the overproduction of IL-1 in FMF can be explained.

Co-existeance of AS with TA is infrequent, and their
association is even rarer. In a study conducted by Gan et
al. (14), 6 patients fulfilled diagnostic criteria for AS and
TA. The Authors indicated that there was no association
between HLA-B27 and the pathogenesis of AS with TA.
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Our patient is the first reported case of JAS presenting
with FMF and TA. We suggest that FMF and TA can be
seen in JAS patients. TA patients should be carefully
followed until a final diagnosis can be clearly made.

Ethics

Informed Consent: A consent form was completed
by all participants.
Peer-review: Externally peer-reviewed.

Authorship Contributions

Surgical and Medical Practices: G.G., B.S. Concept: B.S.
Design: G.G., B.S. Data Collection or Processing: G.G., B.S.
Analysis or Interpretation: G.G., B.S. Literature Search:
G.G., B.S. Writing: B.S

Conflict of Interest:
declared by the authors.

Financial Disclosure: The authors declared that this
study received no financial support.

No conflict of interest was

References

1. Sandhya P Danda D, Jeyaseelan L. Are Indian patients with
juvenile-onset ankylosing spondylitis taller than reference
population ? Indian J Med Res 2015;141:446-53.

2. Rudwaleit M, Van der Heijde D, Landewé R, et al. The
development of Assessment of SpondyloArthritis international
Society classification criteria for axial spondyloarthritis (part I1):
validation and final selection. Ann Rheum Dis 2009;68:777-
83.

3. Tunca M, Akar S, Onen F, et al. Familial Mediterranean fever

(FMF) in Turkey: results of a nationwide multicenter study.

Medicine (Baltimore) 2005;84:1-11.

Castaner E, Alguersuari A, Andreu M, Gallardo X, Spinu C,

Mata JM. Imaging findings in pulmonary vasculitis. Semin

Ultrasound CT MR 2012;33:567-79.

5. Mor A, Shinar Y, Zaks N, et al. Evaluation of disease severity
in familial Mediterranean fever. Semin Arthritis Rheum
2005;35:57-64.

6. Dilsen N. Familial Mediterranean fever (periodic disease)
associated with ankylopoietic spondylitis (Apropos of a case).
Turk Tip Cemiy Mecm 1963;29:160-7.

7. Kasifoglu T, Calisir C, Cansu DU, Korkmaz C. The frequency
of sacroiliitis in familial Mediterranean fever and the role
of HLA-B27 and MEFV mutations in the development of
sacroiliitis. Clin Rheumatol 2009;28:41-6.

8. Akar S, Soysal O, Balci A, et al. High prevalence of
spondyloarthritis and ankylosing spondylitis among familial
Mediterranen fever patients and their first-degree relatives:
further evidence for the connection. Arthritis Res Ther
2013;15:21.

9. AkkocN, Gul A. Familial Mediterranean fever and seronegative
arthritis. Curr Rheumatol Rep 2011;13:388-94.



Sargin and Grer. Co-existence of Juvenile Ankylosing Spondylitis, Familial Mediterranean Fever and Takayusu's Arteritis

10. Reveille JD, Sims AM, Danoy P et al. Genome - wide Periodic  Syndromes. Comput Math Methods Med
association study of ankylosing spondylitis identifies non- 2015;2015:893507.
MHC susceptibility loci. Nat Genet 2010;42:123-7. 13. Doherty TA, Brydges SD, Hoffman HM, “Autoinflammation
11. Zihni FY, Kalfa M, Ocakgl PT, et al. Coexistence of Takayasu's :translating mechanism to therapy,” Journal of Leukocyte
arteritis with familial Mediterranean fever. Rheumatol Int Biology, vol. 90, no. 1, pp. 37-47, 2011.
2012;32:16758. 14. Gan FY, Fei YY, Li MT, et al. The characteristics of patients
12. Bozkurt Y, Demir A, Erman B, Gil A. Unified Modeling of having ankylosing spondylitis associated with Takayasu's
Familial Mediterranean Fever and Cryopyrin Associated arteritis. Clin Rheumatol 2014;33:355-8.

84



Olgu Sunumu / Case Report

DOI: 10.4274/haseki.83007
Med Bull Haseki 2018;56:85-8

Memenin Lobuler Karsinomunun Siradisi Metastazi

Unusual Metastasis of Lobular Carcinoma of the Breast
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invaziv lobiiler karsinom memenin invaziv karsinomlarinin ikinci en
sik gordleni olup; invaziv meme karsinomlarinin yaklasik %5-10"unu
olusturur. Lobller ve duktal karsinomlarin metastaz paternleri oldukca
farklidir. Cogu serilerde lobdler karsinomun gastrointestinal, jinekolojik
organlar ve peritona metastaz egilimi varken; duktal karsinomun
siklikla karaciger, akciger ve beyine metastaz yaptigi raporlanmistir.
Gastrointestinal sistem metastazlar %6-18 oraninda gdzlenmis
olup; en sik etkilenen organ midedir. On yil 6nce invaziv lobuler
meme karsinomu, Ug yil 6nce dier memesinde invaziv duktal meme
karsinomu saptanan; su an batinda yaygin asit nedeniyle arastirilirken
midesinde metastatik lobiler meme karsinomu saptanan hastay
sizlere sunmayr amagladik.

Anahtar Sézciikler: imminohistokimya, invaziv lobller karsinom,
mide, metastaz

Abstract

Invasive lobular carcinoma is the second most common type of invasive
breast cancer accounting for approximately 5-10% of all invasive breast
carcinomas. The metastatic patterns of lobular and ductal carcinomas
are significantly different. Most series report a greater propensity
for lobular carcinoma to metastasize to the gastrointestinal tract,
gynecological organs and the peritoneum, while ductal carcinoma most
frequently relapses in the liver, lungs and the brain. Gastrointestinal
system metastases were observed in 6-18%, the most commonly
affected organ is the stomach. We aimed to present a female patient
who had been diagnosed with invasive lobular carcinoma of the breast
ten years ago and had invasive ductal carcinoma of the other breast
three years ago, investigated for excessive ascites and found to have
invasive lobular breast carcinoma metastasis to the stomach.

Keywords: Immunohistochemistry, invasive lobular carcinoma,
stomach, metastasis

Giris

invaziv  lobller  karsinom, memenin invaziv
karsinomlarinin ikinci en sik gorileni olup; invaziv meme
karsinomlarinin  yaklasik  %5-10"unu  olusturur (1,2).
Tani aninda hastalarin %60'inda lenf nodu veya uzak
organ metastazi vardir. Hastalarin %30-80'inde cerrahi,
radyoterapi (RT), kemoterapi (KT) veya endokrin tedaviye
ragmen metastaz gelisir (1,3). Meme karsinomlari
hemen her organa metastaz yapabilmekle birlikte lenf
nodlari, kemikler, akciger, karaciger, beyin en sik metastaz
alan bolgelerdir (4,5). Lobuler ve duktal karsinomlarin
metastaz paternleri oldukca farklidir. Cogu serilerde
lobuler karsinomun gastrointestinal, jinekolojik organlar
ve peritona metastaz egilimi varken; duktal karsinomun
siklikla karaciger, akciger ve beyine metastaz yaptidi
raporlanmistir (6-8). Gastrointestinal sistem metastazlari
%6-18 oraninda gozlenmis olup; en sik etkilenen organ

midedir (1,9-11). Primer gastrik karsinomdan klinik,
endoskopik, radyolojik ve histopatolojik olarak ayirmak
oldukga zordur (12,13). Diger yandan bu ayrimi yapmak
metastatik meme karsinomunda cerrahiden ziyade sistemik
tedaviler uygulandigi igin dnemlidir (14-16). Bu calismada
10 yil 6nce invaziv lobdler meme karsinomu, Ug yil 6nce
diger memesinde invaziv duktal karsinom saptanan ve
su an yaygin asit nedeniyle 6n planda karaciger sirozu
acisindan arastirilirken midesinde metastatik invaziv lobuler
karsinom bulunan olguyu sizlere sunmaya deger bulduk.

Olgu

Elli dokuz yasindaki kadin hasta, bir aydir artan karin
agrisi, karinda siskinlik, halsizlik ve istahsizlik sikayetleriyle
dahiliye poliklinigine basvurmus. Hastanin oykistnde 10
yil dnce invaziv lobuler karsinom nedeniyle sol mastektomi
yaplldigi; ameliyat materyalinin patolojik incelemesinde
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aksiller lenf nodlarinda timoér metastazlarinin oldugu
Ogrenildi. Postoperatif ddnemde adjuvan kemoradyoterapi
alan hastada; t¢ yil 6nce ise sag aksillada kitle nedeniyle sag
aksiller diseksiyon yapildigi, ameliyat materyalinin patolojik
incelemesinde invaziv duktal karsinom metastazlari
saptanmasi ve kemik iligi incelemesinde de invaziv duktal
karsinom metastazi gorilmesi Uzerine sag mastektomi
yaplldigr 6grenildi. Hastadan dis merkezde yapilan bitin
bu operasyonlara ait raporlari istenerek yeniden gozden
gecirildi. 2007 yilinda yapilan sol meme modifiye radikal
mastektomi materyaline ait patoloji raporunda st ve alt
dis kadranlarda yerlesim gdsteren invaziv lobller karsinom
oldugu, timorin lenfatik, perindral invazyon yaptigi
ve 36 adet aksiler lenf nodunda metastaz saptandigi
gorildi. 2014 yilinda sag aksiller bélgede kitle nedeniyle
yapilan sag aksiller diseksiyon materyalinin patoloji
raporunda invaziv duktal karsinom ile infiltre halde alti
adet lenf nodu saptandidi; bunun Uzerine yapilan sag
mastektomi operasyonuna ait patoloji raporunda Ust
dis kadran yerlesimli invaziv duktal karsinom oldugu ve
immunohistokimyasal inceleme ile taninin desteklendigi
gordldi. 2014 yilina ait kemik iligi biyopsi raporunda
da saptanan karsinom infiltrasyonunun morfoloji ve
immunfenotipleme sonucu invaziv duktal karsinom lehine
degerlendirildigi goruldd.

Hastanin fizik muayenesinde batin distansiyonu ve
yaygin asit mevcuttu. Tam kan sayimi normaldi. Kan
biyokimya testlerinde C-reaktif protein duizeyi: 104,7
mg/L, karsinoembriyonik antijen (CEA) dlzeyi: 61,23 ng/
mL, CEA125 dizeyi: 1837,6 U/mL, karbonhidrat antijen
(CA) 15-3 diizeyi: 95,5 U/mL, CA 19,9 dlzeyi: 157,3 U/mL
olup hepsi normal degerlerin Ustlindeydi.

Hastaninabdominalultrasonografive manyetikrezonans
incelemesinde asit ve karacigerde hepatosteatoz disinda
anormal bulgu gériilmedi. Ust gastrointestinal sistem
endoskopisinde midede antrum korpus bileskesinde Ulser
gorildi. Kolonoskopisinde &zellik izlenmedi. Endoskopik
mide biyopsisinin mikroskobik incelemesinde; mukoza,
submukoza ve kas dokusunu yaygin olarak infiltre eden
az diferansiye kucik malign hicrelerden olusan timoral
infiltrasyon gordldd. Timoral hicreler dar sitoplazmali,
nispeten uniform goérinimdeydi. Yer yer tek hicre
infiltrasyonu yer yer ise kordonlar halinde dizilim dikkati
cekiyordu. Ylzey epiteli intakt olup displazik degisiklik
izlenmedi (Resim 1a, 1b). Yapilan immunohistokimyasal
inceleme sonucu timor hicrelerinde pansitokeratin (AE1/
AE3) (Resim 2a), Gross Kistik hastalik sivisi proteinin [gross
cystic disease fluid protein-15 (GCDFP-15)] (Resim 2b),
mammoglobin (MGB1) (Resim 2c), Ostrojen reseptori
(ER) (Resim 2d), progesteron reseptort (PR) ile pozitiflik
gorildi. insan epidermal bilyiime faktdrii reseptdrii-2
(HER-2=cerb-B2) ile %50 hicrede tam membrandz

boyanma goruldi. E-kaderin, I6kosit common antijen
(LCA), sinaptofizin, kromogranin ile pozitiflik saptanmadi.
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Resim 2a. Neoplastik hlcreler ve mide vylzey epitelinde
pansitokeratin pozitifligi (X100)
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Resim 2b. Neoplastik hiicrelerin Gross Kistik hastalik sivisi
proteini ile pozitifligi (X100)
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Resim 2c. Neoplastik hicrelerin mammoglobin ile pozitifligi
(X100)
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Resim 2d. Neoplastik hiicrelerin éstrojen reseptdri ile pozitifligi
(X100)

Olgu invaziv lobiler meme karsinomu metastazi olarak
degerlendirildi.
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invaziv lobller karsinomlu hastalarin tani aninda
%60'inda lenf nodu veya uzak organ metastazi vardrr.
Hastalarin %30-80'inde cerrahi, RT, KT veya endokrin
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tedaviye ragmen metastaz gelisir (1,3). Otopsi serilerinde
lobdler karsinomlarin esktrahepatik gastrointestinal trakt
metastazlari %6-18 olarak gézlenmis olup en sik etkilenen
organ midedir. Bunu kolon ve rektum izler. Gastrik
lezyonlar kolorektal lezyonlara gére daha sik gordlir (%6-
18'e kiyasla %8-12) (1,11). Mideye metastatik yayilim
meme kanserinin baslangicindan yillar sonra bile gelisebilir.
Primer gastrik karsinomdan klinik, endoskopik, radyolojik
ve histopatolojik olarak ayirmak olduk¢a zordur. Diger
yandan bu ayrimi yapmak metastatik meme karsinomunda
cerrahiden ziyade sistemik tedaviler uygulandigi icin
onemlidir (12-16). Klinik bulgular nonspesifik bulgulardan
gastrointestinal kanama bulgularina dek degiskenlik
gosterebilir. En sik epigastrik bolgede siskinlik, agri, erken
doyma, kilo kaybi, kusma ve kanama sikayeti ile basvururlar
(12,17). Bizim olgumuz karin agrsi, karinda siskinlik,
halsizlik, istahsizlik ile basvurmustu. Endoskopik bulgular
her zaman taniya yardimcr olmayabilir. Cinki memenin
lobdler karsinomunun mideye metastazi karakteristik
olarak diffiiz sekildedir, lezyon submukoza ve seromuskdler
tabakada yerlesir. Ylizey epiteli tamamen normal
gordlebilecedi gibi (olgularin %50°sinde) erozyon veya Ulser
de gordlebilir (6,12,16,17). Bizim olgumuzda endoskopik
olarak Ulser gorilmus olmasina ragmen tumar ile infiltre
biyopsi orneklerinde ylzey epiteli intakt gorindmdeydi.
Endoskopik biyopsilerde &rnekleme sorunlari nedeniyle,
olgularin yaklasik yarisinda timor saptanamamaktadir
(6,12,18). Buradan hareketle endoskopik biyopsilerin derin
olmasi ve genis alanlardan ¢ok sayida drnekleme yapilmasi
gerektigini soyleyebiliriz. Histopatolojik incelemede de
midenin primer timorlerini  metastatik lezyonlardan
ayirmak oldukca zordur. Ozellikle meme karsinomu éykdisii
bilinmeyen olgularda yanlislikla primer mide karsinomu
tanisi koyulabilmektedir. Lobuler karsinomlarda tasli ytzik
karakterinde hucrelerin varligi ve timdr hucrelerinin
diffuiz infiltrasyonu primer mide karsinomlarindan
ayrimini olanaksiz hale getirmektedir. Bu noktada ylzeyel
mukoza ve gland epitellerinde displazi, atipi yoklugu;
timor-normal mukoza gegislerinin  olmayisi metastatik
karsinom yéniinde disindirir.  immiinohistokimyasal
inceleme metastatik ve primer gastrik karsinomu ayirmada
en tutarll metoddur (1,4,6,12). immUnohistokimyasaI
incelemede mutlaka GCDFP-15 ve MGB1 bakilmalidr.
GCDFP-15 malign bir lezyonu metastatik meme karsinomu
olarak tanimlamada %55-76 sensitif; %95-100 spesifiktir.
GCDFP-15 metastatik meme karsinomu tanisinda énemli
rol Ustlenmektedir; ancak tikrik bezi, ter bezi, prostat
gibi organlarin timaorlerinde de kismen pozitif olabilecegi
akilda tutulmalidir (4,6,12,17). MGB1 metastatik meme
karsinomu belirteci olarak GCDFP-15'ten daha sensitiftir
(19). EGer bu iki belirte¢c de pozitif ise midedeki lezyonun
meme kanseri metastazindan kaynaklandigi gosterilmis
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olur. ER ve PR pozitifligi meme kanserini distndirmekle
birlikte mide kanserli hastalarda %12-32 oraninda ER ve
PR pozitifligi olabilecedi unutulmamalidir (17). Bu oran
birinci jenerasyon antikorlar ERB icindir ve bunlar artik
kullanilmamaktadir. ikinci jenerasyon antikorlar ERa icindir.
Van Velthuysen ve ark. (20) calismalarinda ERa pozitif
mide karsinomu bulamadiklarini ve ERa’'nin memenin
gastrik metastazini gostermede guvenilir bir belirteg
oldugunu bulmuglardir (6,12). Bizim olgumuzda da timor
hucreleri GCDFP-15, MGB1, ER, PR pozitifti. E-kaderin
negatifligi hem meme karsinomunu midenin primer
timdrinden ayirmada yardimcr oldu; hem de hastanin
diger memesinde ortaya ¢ikan invaziv duktal karsinomun
metastazi olmadigini gdstermede katki sagladi. Hastanin
bilateral total mastektomili olmasi ikinci bir primer timor
tanisindan uzaklastirdi. LCA negatifligi lenfomalar ile;
sinaptofizin, kromogranin negatifligi midenin néroendokrin
tmorleriyle ayirici tani saglad.

invaziv lobiiler meme karsinomu 6ykdsti olan hastalarda,
nonspesifik bulgulardan yaygin asite kadar degisen her
turld gastrointestinal sistem yakinmasinda, Uzerinden kag
yil gecmis olursa olsun invaziv lobuler karsinom metastazi
mutlaka akla getirilmelidir. Bu olgularin endoskopik biyopsi
drneklerinin mimkin oldugunca derin dokular icermesine
6zen gosterilmelidir. Ayirici tanida immunohistokimyasal
tetkiklerin yeri blylk énem arz etmektedir.
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Colyak Hastaligi ile Birliktelik Gosteren Duodenal
Adenokarsinomun Goruntuleme Bulgular

The Imaging Findings of Duodenal Adenocarcinoma in Patient with Celiac Disease
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Abstract

ince barsak tiimorleri, oldukca nadir gérillmekte olup gastrointestinal
tlimarlerin yaklasik %1-5'ini olusturmaktadir. Ancak, gluten enteropatisi
olarak da bilinen Colyak hastaliginda, ince barsak timor riski oldukca
artmaktadir. Colyak hastaliginda, en sik lenfoma gelismektedir. En
cok T-hiicreli non-Hodgkin lenfoma gorilir. Nadiren adenokarsinom
ve adenom da saptanabilir. Adenokarsinom, daha ¢ok ince barsak
proksimal kesimlerinde gelismektedir. ince barsak adenokarsinomunun
prognozu lenfomadan daha kotuddr. Literattrde, ¢ok az sayida Colyak
hastaligi ve ince barsak adenokarsinomunun birlikte gérildigi olgu
bildirilmis olup goruntlileme Ozellikleri lzerine vurgu oldukga azdir. Bu
sebeple, Colyak hastaligi ve duodenal adenokarsinom birlikteliginin
izlendigi nadir géridlen bu olgunun, bilgisayarli tomografi bulgular ve
manyetik rezonans gérintileme ozellikleri sunuldu.

Anahtar Sozciikler: Adenokarsinom, Célyak hastaligi, duodenum,
kanser

Small intestine tumors are extremely rare. They account for
approximately 1-5% of all gastrointestinal tumors. However, the risk of
development of small intestine tumor increases in patients with celiac
disease. Celiac disease is also known as gluten-sensitive enteropathy.
Lymphoma is the most common small intestine tumor in patients with
Celiac disease. Adenocarcinoma and adenoma of the small intestine
are less common. Adenocarcinoma is frequently seen in the proximal
segments of the small intestine. The prognosis of adenocarcinoma is
worse than lymphoma. In the literature, there are few reported cases
of duodenal adenocarcinoma in patients with Celiac disease and the
imaging findings were not emphasized enough. For this reason, in
this study, computed tomography and magnetic resonance imaging
findings in a patient with duodenal adenocarcinoma associated with
Celiac disease are presented.

Keywords: Adenocarcinoma, Celiac disease, duodenum, cancer

Giris

Colyak hastaligi, gluten intoleransi ve ince barsak
villilerinde hasar ile karakterize otoimmdin bir hastaliktir
(1). ince barsak tiimérleri, normal popllasyonda
olduk¢a nadir gorilmekle birlikte gastrointestinal sistem
tmorlerinin yaklasik %1-5'ini olusturmaktadir (2). Ancak,
Golyak hastaliginda ince barsak timaor riski artmistir (2).
En sik lenfoma gelismekte olup nadiren adenokarsinom
ve adenom da saptanabilir (2). Adenokarsinom, daha
cok proksimal ince barsak segmentlerini etkilemektedir
(3). Adenokarsinomun prognozu lenfomaya goére daha
kétldir (2,3). Bu sebeple, erken tani 6nemlidir. Erken
tanida, gortntilemenin énemli bir roli bulunmaktadir.
Nadir gordlen bir olgu olan Cdlyak hastaligi ve duodenal
adenokarsinom  birlikteliginin  izlendigi  olgumuzun

bilgisayarli tomografi (BT) ve manyetik rezonans
goérintileme (MRG) bulgulan asagida sunulmustur. Bu
olgu sunumu icin, hastadan bilgilendirilmis onam alinmistir.

Olgu

Yaklasik bir yildir Colyak hastaligi tanisi olan 32 yasinda
kadin hasta, bulanti, kusma ve karin agrisi sikayetleri ile
hastanemize basvurdu. Daha o6nce de benzer sikayetleri
olmustu ve iki ay énce yapilan Ust gastrointestinal sistem
endoskopisinde, duodenal Ulser ve darlik tanimlanmisti.
Alinan duodenal biyopsilerin  sonucu benign olarak
raporlanmisti. Darliga balon-buji dilatasyon yapilmisti.
Ancak, hasta iki ay sonra daha siddetli sikayetlerle
hastanemize tekrar basvurdu. Yapilan endoskopisinde
darligin balon-buji dilatasyona ragmen oldukga ilerledig
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saptandi. Alinan biyopsilerde patoloji sonucu, villuslarda
orta derecede atrofi ve kript hiperplazisi seklinde raporlandi.
Endoskopi ve patoloji sonuglari arasindaki uyumsuzluk
nedeni ile hastaya intraven6z ve oral kontrastl tim batin
BT tetkiki yapildi. Duodenum ikinci ve Uglncli kisimda,
cepecevre, dizgln, yer yer nodiler duvar kalinlagmalari
ile karakterize liminal daralma izlenmekteydi (Resim 1).
Duvar kalinlasmalarinin - benign-malign ayirici  tanisini
yapabilmek ve olasi bir kitleyi daha ayrintili degerlendirmek
icin dinamik Ust batin MRG, difiizyon agirlikli gorintileme
(DAG) ve manyetik rezonans kolanjiyopankreatografi
tetkikleri yapildi. MRG, tetkiklerinde duodenum ikinci
ve Uclncl kismini ¢epegevre saran c¢ogunlukla simetrik
yer yer polipoid duvar kalinlasmasi ile karakterize kitle
gorinimu izlendi. Bu seviyede limen belirgin daralmisti.
Duvar kalinlasmalari ile karakterize kitle, T1 ve T2 agirlikli
sekanslarda hipointens izlendi (Resim 2). Kontrastli T1
agirlikh sekanslarda yogun kontrast tutulumu gdzlendi

Resim 1. Kontrastli aksiyel bilgisayarll tomografi tetkikinde
duodenal simetrik ¢epecevre duvar kalinlasmasi ile karakterize
malign-benign ayrimi yapilamayan lezyon (beyaz ok)

Resim 2. Aksiyel T2 agirlikli sekansta hipointens, cevre yagli
dokuya uzanim gostermeyen dizgin konturlu duodenumda
duvar kalinlasmalari ve liminal daralma ile karakterize kitle (siyah
ok)
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(Resim  3). Proksimalinde duodenumda dilatasyon
mevcuttu. Tariflenen kitle ampulla vateri ve komsulugunda
pankreas basina da uzanmakta olup koledokta dilatasyona
neden olmaktaydi (Resim 4). Komsulugunda paraaortik
alanda milimetrik lenf nodlari mevcuttu. Koledok icinde
de kalkil saptandi. DAG'de, duvar kalinlasmalar ve
darlik lokalizasyonunda patolojik diflizyon kisitlanmasi
secilmekteydi (Resim 5). Ayrica, paraaortik milimetrik lenf
nodlari da patolojik difiizyon kisitlanmasi gostermekteydi.
Malign kriterler gdsteren kitle 6n tanisiyla opere edildi.
Kitle ile birlikte komsu paraaortik lenf nodlari da cikarildi.
Patoloji sonucu, tash ylzik hicreli adenokarsinom
olarak bildirildi. Kitle komsulugundan cikarilan paraaortik
milimetrik lenf nodlarinda da tutulum mevcuttu.

Tartisma

Colyak hastaligi, dinyanin degisik Ulkelerinde yaklasik
%0,5-1 siklikla gorlilmektedir (4). Colyak hastaligdi,

gluten ile iliskili otoimmun bir hastalik olup genetik gegis
gostermektedir (3,4). Colyak hastaliginda, otoimmin
degisikliklere ve kronik enflamasyona sekonder daha cok

Resim 3. Kontrastli aksiyel T1 agirlikli incelemede, kontrastlanan
duodenal kitle (beyaz ok)

Resim 4. Koronal T2 agirlikli incelemede, obstriksiyona neden
olan duodenal kitle (beyaz ok), dilate koledok ve dolgun Wirsung
kanali
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Resim 5. Diflizyon agirlikli gériintiilemede (a), hiperintens ve gorlnir difizyon katsayisi haritasinda (b), hipointens izlenen kitlenin
patolojik difiizyon kisitlanmasi (siyah ok)

intestinal villilerde atrofi ve fisstr gelisimleri izlenmekte
olup daha nadiren polip gelisimi, Ulserasyonlar, kronik
enflamasyona sekonder benign darliklar ve malign kitleler
gorulebilmektedir (5). Otoimmun hastaligi olanlarda,
barsak anslarinda bir darlik saptandiginda, ik planda
benign-malign ayiricl tanisi yapilmalidir. Colyak hastaligr,
kadinlarda daha ¢ok gorllmekte olup ince barsak timor
birlikteligi daha cok erkeklerde izlenmektedir (2). Colyak
hastaliginda ince barsak timor riski yaklasik 60-80 kat
artmaktadir (6). ince barsak lenfomasi, adenokarsinoma
nazaran, yaklasikk 10 kat daha fazla gorilmektedir
(7). Literatirde, Colyak hastaligi ve duodenal
adenokarsinomun birlikte oldugu olgu sayisi oldukga
azdir (2). Literatlrde, jejunal adenokarsinom ile birliktelik
daha fazla gorilmektedir (8,9). Bazen Colyak hastalig
olan olgular, uzun stire asemptomatik olabilir ve Célyak
tanisi konulmadan 6nce, sadece ince barsak kitlesine bagli
bulgularla karsimiza cikabilir (2). Gérintilemenin, lenfoma
ve adenokarsinom gibi ince barsak timorlerinin tanisinda
oldukca 6nemli bir yeri vardir. Ozellikle semptomatik
olgularda, alinan biyopsi sonucu benign bulgular olarak
raporlansa bile, gorintlleme ile ayrintili inceleme
gereklidir. Goruntilemede, BT ve MRG gibi kesitsel
radyolojik incelemeler kullanilabilir. BT, daha ince kesitlerin
uygulanabilmesi ve (¢ boyutlu rekonstriksiyona izin
vermesi nedeniyle barsak anslarinin ayrintili incelemesine
olanak saglamaktadir. Ayrica, oral kontrast uygulamasi ile
ince barsak limeninde uygun distansiyonu saglamada ve
oral kontrast madde pasajini degerlendirmede 6nemli bir
tetkiktir. Ancak, saptanan duvar kalinlasmasinin ve darligin,
enflamasyona sekonder tutulum veya malign kitle ayirici
tanisinda bazen yetersiz kalmaktadir. BT ile benign-malign
darlik ayrimi net yapilamayan hastalarda MRG, problem
¢6zUcl modalitedir. MRG, kitle ozelliklerini tanimlamada,
Ozellikle duodenal kitlenin komsu yapilarla iliskisini ve
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varyasyonlari degerlendirmede, oldukca dnemli bir tetkiktir
(10). MRG ile birlikte DAG tetkikinin de yapilmasi, benign-
malign darlik ayirici tanisini kolaylastirmakta ve dogru
tani olasiigini artirmaktadir (11). Ayrica, DAG, milimetrik
lenf nodlarinin benign-malign ayiriminda da yol goésterici
olabilmektedir.

ince barsak lenfomasi, polipoid, infiltratif veya
ekzofitik kitle seklinde izlenebilir. Eslik eden mezenterik
lenfadenopati, lenfomada daha cok gériilir. ince barsak
adenokarsinomlari, daha c¢ok obstriksiyon ve liminal
daralmaya neden olan duvar kalinlasmalari ile karakterize
infiltratif kitle seklinde izlenirler (12). Barsak duvarinda
kas tabakasinin tutulumuna sekonder anevrizmatik
liminal genisleme izlenebilir. Cevre yagh dokuya siklikla
spikile uzanim gosterirler (12). Bizim olgumuzda, liminal
daralmaya ve obstriksiyona neden olan, ancak cepecevre
dizgln duvar kalinlasmasi ve yer yer limen icine polipoid
uzanimlari olan kitle seklinde izlenmekteydi. Cevre yagli
dokuya uzanim izlenmedi. ince barsak lenfomasi ve
adenokarsinomu, degisken kontrastlanma gdsterebilir ve
her ikisi de, siklikla T2 agirlikli sekanslarda hipointens izlenir.
DAG, suyun difizyon hareketini gdstermektedir. Diflizyon
kisitlanmasi, artmis hiicresel icerik veya apse gibi nedenlerle
suyun difizyonun kisitlanmasini ifade etmektedir. Gorintr
diflizyon katsayisi (ADC) haritasi, DAG sirasinda eszamanli
olusturulan bir haritadir ve élcimler ile difizyon kisitlihd!
dogrulamasi yapilmasina imkan saglar. DAG'de hiperintens
izlenen lezyonlarin ADC haritasinda hipointens izlenmesi
difizyon kisitlanmasini gosterir (11). Lenfoma, hicresel
iceriginin fazla olmasi nedeniyle adenokarsinoma nazaran
daha belirgin difiizyon kisitlanmasi gdsterir ve ADC degeri
daha dusuktdr (11,13). Bizim olgumuzda da, kitle, ADC
degeri 1,3x10% mm?/saniye ile hafif difiizyon kisitlanmasi
gbstermekteydi.  Bizim  olgumuzda, BT'de  duvar
kalinlasmalari ile karakterize duodenal darlik tespit edildi.
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Benign-malign ayrimi icin MRG yapildi. MRG ve DAG ile
malign kitle 6n tanisi rahatlikla konuldu. Ancak, lenfoma
ve adenokarsinom ayirici tanisinda zorlanildi.  Bizim
olgumuzda, adenokarsinomu ilk planda distndurecek en
onemli bulgu, difizyon kisitlanmasi olmasi ancak, ADC
degerinin lenfomada beklenilen degerlerden daha yuksek
olmasiydi. DAG'de tespit edilen diflizyon kisitlanmasi
gosteren milimetrik lenf nodlar nedeniyle operasyon
sirasinda bu lokalizasyondaki lenf nodlari da rezeke edildi.
Bu nedenle, Colyak hastalarinda kitleyi degerlendirirken
ayrintili inceleme yapilmali ve DAG mutlaka MRG tetkikine
eklenmelidir. Operasyon dncesi ayrintili radyolojik inceleme,
hastaya yaklasim ve operasyonunun planmasinda oldukca
yol gostericidir.

Colyak hastaliginda, timaor gelisim riski ylksek oldugu
icin, endoskopik tetkiklerin yani sira BT ve MRG gibi non-
invazif goérlntileme ydntemlerinin  kullaniimasi erken
tanida 6nemlidir. Maligniteye bagh darlik ve benign darlik
ayiricl tanisinda ve kitle karakterizasyonunda, MRG'nin
Oonemli bir roli vardir. Birlikte DAG tetkikinin yapilmasi,
dogru tani etkinligini artirmaktadir.
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