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AMAC

Kahramanmarag Siit¢ii Imam Universitesi Tip Fa-
kiiltesi Dergisi bilimsel bir dergi olup, tibbin ¢esitli
alanlarinda arastirma makaleleri, olgu sunumlar1 ve
derlemeleri yayinlar

KAPSAM

Dergi Kahramanmaras Siitcii Imam Universite-
si (KSU) Tip Fakiiltesinin yayin organi olup, ulusal ve
uluslar arasi tiim tibbi kurum ve personele ulagmay1 he-
deflemektedir. Derginin yayin prensipleri, bagimsiz, 6n
yargisiz ve ¢ift-kor hakemlik ilkelerine dayanmaktadir.
Yayin Kurulu, Uluslararas: Tip Dergisi Editorleri Kon-
seyi (ICMJE) ve Yayin Etik Ilkeleri Komisyonu (COPE)
ilkeleri cercevesinde calisir.

Yayin agamasinda ve kabul sonrasinda yazarlardan hi¢-
bir ticret talep edilmemektedir. KSU Tip Fakiiltesi Der-
gisi y1lda 3 say1 olmak {izere 4 ayda bir (Mart, Temmuz
,Kasim) ¢ikar. Derginin yazi dili Tiirkge ve Ingilizcedir.

AIM

KSU Medical Journal is a scientific journal which
aims to publish original articles, case reports and re-
views on different fields of medicine.

SCOPE

KSU Medical Journal is the official journal of Kahra-
manmarag Sutcu Imam University Faculty of Medicine
and aims to reach all national and international medi-
cal institutions and staff. It has the highest ethical and
scientific standards and has no commercial concerns
in publishing manuscript. The publication principles of
the journal are based on the principles of independent,
peer-review and double-blinded refereeing. Editorial
Board of the KSU Medical Journal complies with the
criteria of the International Council of Medical Journal
Editors (ICMJE), and Committee on Publication Ethics
(COPE).

No fee is requested from the authors at the publis-
hing stage and after acceptance. Journal is published
every 4 months, 3 times (March, July, November) a
year. The publication language of the journal is Turkish
and English.
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YAYIN KURALLARI

Yayinlanmak igin gonderilen makalelerin daha 6nce
baska bir yerde yayinlanmamis veya yayinlanmak tize-
re gonderilmemis olmasi gerekir. Eger makalede daha
once yaymlanmisg; alint1 yazi, tablo, resim vs. mevcut
ise makale yazari, yayin hakk: sahibi ve yazarlarindan
yazili izin almak ve bunu makalede belirtmek zorun-
dadir. Bilimsel toplantilarda sunulan 6zetler, makalede
belirtilmesi kosulu ile kabul edilir. Dergiye gonderilen
makale bigimsel esaslara uygun ise, editor ve en az yurt
i¢i-yurt dis1 iki danigmanin incelemesinden gecip, ge-
rek gorildigi takdirde, istenen degisiklikler yazarlarca
yapildiktan sonra yayinlanir.

BIiLIMSEL SORUMLULUK

Tiim yazarlarin gonderilen makalede akademik-bi-
limsel olarak dogrudan katkisi olmalidir. Yazar olarak
belirlenen isimler calismay1 planlanmasi, yapilmasi,
yazilmas1 veya revize edilmesi asamasinda gorev al-
malidirlar. Biitiin yazarlar makalenin son halini kabul
etmelidirler. Makalelerin bilimsel kurallara uygunlugu
yazarlarin sorumlulugundadir.

ETIK SORUMLULUK

Dergi, “Insan” 6gesinin icinde bulundugu tiim ¢aligma-
larda Helsinki Deklerasyonu Prensiplerine uygunluk (Web
sayfas1 erisim adresi: http:// www.wma.net/en/30publicati-
ons/10policies/b3/ indexhtml ) ilkesini kabul eder. Bu tip
calismalarin varhiginda yazarlar, makalenin “Gere¢ Ve Yon-
temler” boliimiinde bu prensiplere uygun olarak galismayi
yaptiklarini, kurumlarmin etik kurullarindan ve ¢ahsmaya
katilmis insanlardan “Bilgilendirilmis olur” (Informed Con-
sent) aldiklarmi belirtmek zorundadir.

Calismada “Hayvan” 6gesi kullanilmis ise yazarlar,
makalenin “Gereg ve Yontemler” bolimiinde Guide for
the Care and Use of Laboratory Animals ( Web sayfasi
erisim adresi: www.nap. edu/catalog/5140.html ) pren-
sipleri dogrultusunda ¢aligmalarinda hayvan haklarini
koruduklarini ve kurumlarinin etik kurullarindan onay
aldiklarini belirtmek zorundadur.

Eger makalede direkt-indirekt ticari baglant1 veya
calisma icin maddi destek veren kurum mevcut ise ya-
zarlar; kullanilan ticari tiriin, ilac, firma ile ticari hi¢bir
iliskisinin olmadigini ve varsa nasil bir iliskisinin oldu-
gunu (konsiiltan, diger anlagsmalar) bildirmek zorun-
dadir. Makalelerin etik kurallara uygunlugu yazarlarin
sorumlulugundadir.

PUBLICATION GUIDELINES

Articles are accepted for publication on the condi-
tion that they are original, are not under consideration
by another journal, or have not been previously publis-
hed. Direct quotations, tables, or illustrations that have
appeared in copyrighted material must be accompanied
by written permission for their use from the copyright
owner and authors.

All articles are subject to review by the editors and
referees. Acceptance is based on significance, and origi-
nality of the material submitted. If the article is accep-
ted for publication, it may be subject to editorial revisi-
ons to aid clarity and understanding without changing
the data presented.

SCIENTIFIC RESPONSIBILITY

All authors should have contributed to the article
directly either academically or scientifically. All per-
sons designated as authors should contribute planning,
performing, writing or reviewed of manuscript. All aut-
hors should approve the final version. It is the authors’
responsibility to prepare a manuscript that meets scien-
tific criterias.

ETHICAL RESPONSIBILITY

The Journal adheres to the principles set forth in the
Helsinki Declaration (http://www. wma.net/en/30pub-
lications/10policies/b3/ index. html) and holds that all
reported research involving “Human beings” conducted
in accordance with such principles. Reports describing
data obtained from research conducted in humanpar-
ticipants must contain a statement in the Material And
Methods section indicating approval by the institutio-
nal ethical review board and affirmation that Informed
Consent was obtained from each participant.

All papers reporting experiments using animals
must include a statement in the Material and Methods
section giving assurance that all animals have received
humane care in compliance with the Guide for the Care
and Use of Laboratory Animals (www.nap.edu/cata-
log/5140.html) and indicating approval by the institu-
tional ethical review board. If the proposed publicati-
on concerns any commercial product, the author must
include in the cover letter a statement indicating that
the author(s) has (have) no financial or other interest
in the product or explaining the nature of any relation
(including consultancies) between the author(s) and
the manufacturer or distributor of the product. It is the
authors’ responsibility to prepare a manuscript that me-
ets ethical criteria.
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ISTATISTIKSEL
DEGERLENDIRME

Tiim retrospektif, prospektif ve deneysel arastirma
makaleleri biyoistatistiksel olarak degerlendirilmeli ve
uygun plan, analiz ve raporlama ile belirtilmelidir

YAZIM DiLi YONUNDEN

DEGERLENDIRME

Derginin yayin dili Tiirkge ve Ingilizcedir. Makale-
lerde Tiirk Dil Kurumu'nun Tiirkge sozligli veya www.
tdk.org/dergi adresi, ayrica Tiirk Tibbi Derneklerinin
kendi branslarina ait terimler s6zliigli esas alinmalidir.
Ingilizce makaleler ve Ingilizce 6zetler, dergiye génde-
rilmeden once dil uzmani tarafindan degerlendirilme-
lidir.

MAKALE GONDERMEK iCiN

Tim yazilar editorial ofise http://dergipark. gov.tr/
ksutfd URL adresinden online olarak génderilmelidir.
Detayl bilgi dergi web sitesinden ayrintili olarak sag-
lanabilir. Ayrica gonderilmis olan makalelerdeki yazim
ve dilbilgisi hatalar1, makalenin icerigine dokunmadan,
redaksiyon komitemiz tarafindan diizeltilmektedir.

YAYIN HAKKI

1976 Copyright Acte gore, yayinlanmak tizere kabul
edilen yazilarin her tiirlii yayin hakki dergiyi yayinla-
yan kuruma aittir. Yazilardaki diisiince ve 6neriler tii-
miiyle yazarlarin sorumlulugundadir.

STATISTICAL EVALUATION

All retrospective, prospective and experimental re-
search articles must be evaluated in terms of biostatics
and it must be stated together with appropriate plan,
analysis and report. p values must be given clearly in
the manuscripts

EVALUATION OF THE WRITING
LANGUAGE

The official languages of the Journals are Turkish
and English. Manuscripts and abstracts in English must
be checked for language by an expert. It is the authors’
responsibility to prepare a manuscript that meets spel-
ling and grammar rules

FOR SUBMITTING AN ARTICLE

All manuscripts and editorial correspondence must
be submitted online to the editorial Office http://dergi-
park.gov.tr/ksutfd. Detailed submission information is
provided at the online editorial office web site.

COPYRIGHT STATEMENT

In accordance with the Copyright Act of 1976, the
publisher owns the copyright of all published articles.
Statements and opinions expressed in the published
material herein are those of the author(s).
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YAZI CESITLERI

Dergiye yayinlanmak tizere gonderilecek yazi ¢esit-
leri su sekildedir:

Orijinal Arastirma: Kliniklerde yapilan prospek-

tif-retrospektif ve her tiirlii deneysel galismalar yayin-
lanabilmektedir.

Yapist:

Ozet: Ortalama 200-250 kelimeden olugan Tiirk¢e
ve Ingilizce boliimlii 6zet olmalidir [amag (objective),
gere¢ ve yontemler (material and methods), bulgular
(results) ve sonug (conclusion)]

Giris

Gereg ve Yontemler
Bulgular

Tartisma

Tesekkiir
Kaynaklar
Derleme:

Dogrudan veya davet edilen yazarlar tarafindan ha-
zirlanir. Tibbi 6zellik gosteren her tiirlii konu i¢in son
tip literatiiriinii de igine alacak sekilde hazirlanabilir.
Yazarin o konu ile ilgili basilmig yayinlarinin olmasi
ozellikle tercih nedenidir.

Yapisi:

Ozet (Ortalama 200-250 kelime, béliimsiiz, Tiirkce
ve Ingilizce)

Konu ile ilgili baghklar

Kaynaklar

Olgu Sunumu: Nadir goriilen, tani ve tedavide fark-
lilik gosteren makalelerdir. Yeterli sayida fotograflarla
ve semalarla desteklenmis olmalidir.

Yapist:

Ozet (ortalama 200-250 kelime; boliimsiiz; Tiirkce
ve Ingilizce)

Giris

Olgu Sunumu

Tartisma

Kaynaklar

CATEGORIES OF ARTICLES

The Journal publishes the following types of articles:

Original Research Articles: Original prospective or
retrospective studies of basic or clinical investigations
in areas relevant to medicine.

Content:

Abstract (200-250 words; the structured abstract
contain the following sections: objective, material and
methods, results, conclusion; English and Turkish)

Introduction

Material and Methods
Results

Discussion
Acknowledgements
References

Review Articles:

The authors may be invited to write or may submit a
review article. Reviews including the latest medical lite-
rature may be prepared on all medical topics. Authors
who have published materials on the topic are prefer-
red.

Content:

Abstract (200-250 words; without structural divisi-
ons; English and Turkish)

Titles on related topics
References

Case Reports: A unique unreported manifestati-
on or treatment of a known disease process, or unique
unreported complications of treatment regimens. They
should include an adequate number of photos and fi-
gures.

Content:

Abstract (average 200-250 words; without structural
divisions; English and Turkish)

Introduction
Case report
Discussion

References
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YAZIM KURALLARI

Dergiye yayinlanmasi i¢in gonderilen makalelerde
asagidaki bigimsel esaslara uyulmalidir. Makale, PC
uyumlu bilgisayarlarda Microsoft Word programu ile
yazilmalidir.

KISALTMALAR:

Kelimenin ilk gectigi yerde parantez iginde verilir ve
tiim metin boyunca o kisaltma kullanilir.
Baslikta kesinlikle kisaltma kullanilmaz. Ozette ise

herkes tarafindan kabul edilen kisaltmalar kullanilabi-
lir (6r: MR, TSH..)

SEKIL, RESIiM, TABLO
ve GRAFIKLER:

Sekil, resim, tablo ve grafiklerin metin i¢inde gectigi
yerler ilgili cimlenin sonunda belirtilmelidir.

Sekil, resim, tablo ve grafiklerin agiklamalar1 maka-
le sonuna eklenmelidir.

Sekil, resim/fotograflar ayri birer .jpg veya .gif dos-
yasi olarak (pixel boyutu yaklasik 500x400, 8 cm eninde
ve 300 ¢oziiniirliikte taranarak) gonderilmelidir.

Kullanilan kisaltmalar sekil, resim, tablo ve grafikle-
rin altindaki agiklamada belirtilmelidir

Daha 6nce basilmis sekil, resim, tablo ve grafik kul-
lanilmis ise yazili izin alinmalidir ve bu izin agiklama
olarak sekil, resim, tablo ve grafik agiklamasinda belir-
tilmelidir.

Resimler/fotograflar renkli, ayrintilar1 goriilecek de-
recede kontrast ve net olmalidir.

MANUSCRIPT PREPARATION

Authors are encouraged to follow the following
principles before submitting their material. The article
should be written in computers with Microsoft Word.

ABBREVATIONS:

Abbreviations that are used should be defined in pa-
renthesis where the full word is first mentioned. Abbre-
viation must not be used in title. Abbreviation accepted
by everyone are used in abstract (MR, TSH...)

FIGURES, PICTURES,

TABLES and GRAPHICS:

All figures, pictures, tables and graphics should be
cited at the end of the relevant sentence.

Explanations about figures, pictures, tables and
graphics must be placed at the end of the article.

Figures, pictures/photographs must be added to
the system as separate .jpg or .gif files (approximately
500x400 pixels, 8 cm in width and scanned at 300 re-
solution).

All abbreviations used, must be listed in explanation
which will be placed at the bottom of each figure, pictu-
re, table and graphic.

For figures, pictures, tables and graphics to be
reproduced relevant permissions need to be provided.
This permission must be mentioned in the explanation.
Pictures/photographs must be in color, clear and with
appropriate contrast.
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KAPAK SAYFASI:

Makalenin baglig (Tiirkge ve Ingilizce), kisa baglik
(Tiirkge ve Ingilizce) tiim yazarlarin ad-soyadlari, aka-
demik tinvanlari, kurumlari, is telefonu-GSM, e-posta
ve yazigma adresleri belirtilmelidir. Makale daha 6nce
teblig olarak sunulmus ise teblig yeri ve tarihi belirtil-
melidir.

OZETLER:

Yaz1 Cesitleri boliimiinde belirtilen sekilde hazirla-
narak, makale metni icerisine yerlestirilmelidir.

ANAHTAR KELIMELER:

« En az 3 adet, Tiirkce ve Ingilizce yazilmalidir.

« Ingilizce anahtar kelimeler “Medical Subject Hea-
dings (MeSH)e uygun olarak verilmelidir

(Bkz: www.nlm.nih.gov/mesh/MBrowser. html).

o Tiirkge anahtar kelimeler MeSH terimlerinin ay-
nen cevirisi olmalidir. Bu ylizden anahtar kelimelerin,
Tiirkiye Bilim Terimleri arasindan se¢ilmesi gerekmek-
tedir. Yazarlar bilgilendirme agisindan “http://www.bi-
limterimleri.com/ adresini ziyaret edebilirler.

TESEKKUR:

Eger cikar catismasi, finansal destek, bagis ve diger
biitiin editoryal (istatistiksel analiz, Ingilizce/ Tiirkge
degerlendirme) ve/veya teknik yardim varsa, metnin
sonunda sunulmalidur.

KAYNAKLAR:

Kaynaklar makalede gelis sirasina gore yazilmali ve
metinde ciimle sonunda noktalama isaretlerinden he-
men Once paragraf icerisinde belirtilmelidir. Makalede
bulunan yazar sayis1 6 veya daha az ise tiim yazarlar
belirtilmeli, 7 veya daha fazla ise ilk 6 isim yazilip “et
al” eklenmelidir. Tiirkge kaynaklarda “ve ark” eklenme-
lidir. Kaynak yazimi igin kullanilan format Index Me-
dicus’ta belirtilen sekilde olmalidir (Bkz: www.icmje.
org). Kisisel deneyimler ve basilmamais yayinlar kaynak
olarak gosterilemez.

Kaynaklarin yazimi igin 6rnekler (Noktalama isa-
retlerine liitfen dikkat ediniz):

Makale i¢in;

Yazar(lar)in soyad(lar): ve isim(ler)inin basharf(ler)i,
makale ismi, dergi ismi, y1l, cilt, sayfa nosu belirtilmelidir.

Ornek: Gungor O, Guzel FB, Sarica MA, Gungor
G, Ganidagli B, Yurttutan N et al. Ultrasound Elastog-

raphy Evaluations in Patient Populations With Various
Kidney Diseases. Ultrasound Q. 2019;35(2):169-172.

TITLE PAGE:

A concise, informative title and short title (English
and Turkish), should be provided. All authors should
be listed with academic degrees, affiliations, addres-
ses, office and mobile telephone and fax numbers, and
e-mail and postal addresses. If the study was presented
in a congress, the author(s) should identify the date/
place of the congress of the study presented.

ABSTRACT:

The abstracts should be prepared in accordance with
the instructions in the “Categories of Articles” and pla-
ced in the article file.

KEYWORDS:

o They should be minimally three, and should be
written English.

o The words should be separated by semicolon (;),
from each other.

o Key words should be appropriate to “Medical
Subject Headings (MESH)”(Look: www.nlm. nih.gov/
mesh/MBrowser.html).

ACKNOWLEDGEMENTS:

Conflict of interest, financial support, grants, and
all other editorial (statistical analysis, language editing)
and/or technical asistance if present, must be presented
at the end of the text.

REFERENCES:

References in the text should be numbered as supersc-
ript numbers and listed serially according to the order of
mentioning on a separate page, doublespaced, at the end
of the paper in numerical order. All authors should be lis-
ted if six or fewer, otherwise list the first six and add the et
al. Journal abbreviations should conform to the style used
in the Cumulated Index Medicus (please look at: www.
icmje.org). Declarations, personal experiments, unpublis-
hed papers, thesis cannot be given as reference.

Examples for writing references (please give attenti-
on to punctuation):

Format for journal articles; initials of author’s names
and surnames, titles of article, journal name, date, vo-
lume, number, and inclusive pages, must be indicated.

Example: Gungor O, Guzel FB, Sarica MA, Gungor
G, Ganidagli B, Yurttutan N et al. Ultrasound Elastog-
raphy Evaluations in Patient Populations With Various
Kidney Diseases. Ultrasound Q. 2019;35(2):169-172.
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Kitap icin;

Yazar(lar)in soyad(lar)1 ve isim(ler)inin bagharf(ler)
i, boliim baghigi, editoriin( lerin) ismi, kitap ismi, ka-
¢inci baski oldugu, sehir, yayinevi, yil ve sayfalar belir-
tilmelidir.

Turkce kitaplar icin;

Tiir A. Emergency airway management and endot-
racheal intubation. $ahinoglu AH. Yogun Bakim So-
runlar1 ve Tedavileri. 2. Baski. Ankara: Tiirkiye Klinik-
leri; 2003. p.9-16.

Yazar ve editoriin ayn1 oldugu kitaplar i¢in; Yazar(-
lar)in/edit6riin soyad(lar)1 ve isim(ler) inin bagharf(ler)
i, boliim baghg, kitap ismi, kaginci bask: oldugu, sehir,
yayinevi, yil ve sayfalar belirtilmelidir.

Turkce kitaplar icin;

Eken A. Cosmeceutical ingredients: drugs to cos-
metics products. Kozmesotik Etken Maddeler. 1. Baski.
Ankara: Turkiye Klinikleri; 2006. p.1-7.

lletisim:

Kahramanmarag Siit¢ii Imam Universitesi Tip Fa-
kiiltesi Dergisi Editorligi,

Avsar Yerleskesi, KAHRAMANMARAS

e posta: tipfak@ksu.edu.tr, ogungor@ksu.edu.tr

Tel: 0 344 300 34 08

Format for books;

Initials of author’s names and surnames, chapter tit-
le, editor’s name, book title, edition, city, publisher, date
and pages.

Example;

Underwood LE, Van Wyk JJ. Normal and aberrant
growth. In: Wilson JD, Foster DW,eds. Wiliams™ Text-
book of Endocrinology. 1st ed. Philadelphia: WB Saun-
ders; 1992. p.1079-138.

Format for books of which the editor and author
are the same person; Initials of author(s)’ editor(s)’ na-
mes and surnames chapter title, book title, edition, city,
publisher, date and pages.

Example;

Solcia E, Capella C, Kloppel G. Tumors of the exoc-
rine pancreas. Tumors of the Pancreas. 2nd ed. Was-
hington: Armed Forces Institute of Pathology; 1997.
p.145-210.

Communication:

Kahramanmarasg Siit¢i Imam Universitesi Tip Fa-
kiiltesi Dergisi Editorliigi,

Avsar Yerleskesi, KAHRAMANMARAS

e posta: tipfak@ksu.edu.tr, ogungor@ksu.edu.tr

Tel: 0 344 300 34 08

KSU Medical Journal 2021;16(1) Xii

KSU Tip Fak Der 2021;16(1)



iCi

Arastirma Makaleleri (Research Articles)

NDEKILER
Contents

1.

Sayfa

Sayfa

12.

Sayfa

19.

Sayfa

25.

Sayfa

Benign Prostatik Patolojilerde  Regtlatuvar T
Ucrelerinin (Treg) Degerlendirilmesi: Pilot Calisma

valuation of Regulatory T-Cells (Tregs) in Benign
rostatic Pathologies: A Pilot Study

rhan ATES, Akin Soner AMASYALI, Erman
RYASIN, Irfan YAVASOGLU, Mustafa YILMAZ,
ulent BOZDOGAN, Haluk EROL

Konjenital Nazolakrimal Kanal Tikanikliklarinda
Yeniden-Problama Nedenlerinin Arastiriimasi

Investigation of Reasons for Re-probing in Congenital
Nasolacrimal Canal Obstructions

Selma URFALIOGLU, Gokhan OZDEMIR, Mete
GULER, Gamze Gizem DUMAN, Ismail EVGIN, Feyza
CALISIR

Kolorektal Kanser Hepatik Metastazlarinin
Saptanmasinda Doppler Perfiizyon indeksi

The Use of Doppler Perfusion Index in the Detection of
Colorectal Cancer Hepatic Metastases

Kamil DOGAN, Bilgin Kadri ARIBAS

ic Anadolu Bélgesinde Célyak Hastaliginin idiyopatik
infertilite ile iliskisi

The Association of Celiac Disease with Idiopathic
Infertility in Central Anatolia Region

Sumeyra KOYUNCU, Eser KILIC, Giilten Can SEZGIN,
Mehmet YUCESOY

Yash Erkeklerde Malign Tiroid Hastaliklarinin Genel
Ozellikleri

General Characteristics of Malignant Thyroid Disorders
in Elderly Men

Bahri OZER, Oguz CATAL, Fatih KEYIE, Songul
PELTEK OZER, Mustafa SIT, Hayri ERKOL

Yil / Year: 2021
Cilt / Volume: 16
Sayi/ Number: 1

28.

Sayfa

35.

Sayfa

40.

Sayfa

46.

Sayfa

53.

Sayfa

Kemoradyoterapi ile Tedavi Edilen Lokal ileri
Nazofarinks Karsinomlu Olgularda Bcl-2 ve CD9
Ekspresyonunun Prognostik Onemi

Prognostic Significance of BCL-2 and CD9 Expression in
Cases with Locally Advanced Nasopharinks Carcinoma
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Ozet

Amag: Histopatolojik olarak benign prostat hiperplazisi (BPH) ve asemptomatik kronik prostatit(AKP) tanisi alan hastalarin periferik kan ve prostat doku-
larindaki regiilatuvar T (Treg) hiicrelerinin say1 ve islevini degerlendirmeyi amagladik.

Gerec ve Yontemler:Transiiretral prostat rezeksiyonu yapilan 19 hastanin (BPH = 10, AKP = 9)kan ve histopatolojik verileri degerlendirildi. Flowsitometri
ile periferik kan ve prostat dokusunda Treg hiicre sayimi, revers transkripsiyon polimeraz zincir reaksiyonu (PCR) ile prostatic dokuda Forkhead box P3
(FOXP3) ekspresyonu ve ELISA ile kan 6rneklerinde IL-17 dl¢iimii yapildi.

Bulgular: Flowsitometrik analizler, hem periferik kanda (CD4+ T, p = 0.752; FOXP3, p = 1.000) hem de prostat dokusunda (CD4+ T, p = 0.458; FOXP3, p
=0.590) ortalama CD4+ T hiicre sayisi ve ortalama FOXP3 diizeylerinin BPH grubunda kronik prostatit grubuna gore daha yiiksek oldugunu gostermistir.
Ancak bu fark istatistiksel olarak anlamli degildi. Benzer sekilde, ortalama IL-17 seviyeleri de BPH grubunda yiiksekti, ancak fark istatistiksel olarak an-
laml1 degildi (p=0.870). PCR analizleri, dokudaki ortalama FOXP3 gen ekspresyonunun kronik prostat grubunda daha yiiksek oldugunu, ancak yine gruplar
arasinda istatistiksel olarak anlamli bir fark olmadigimni gosterdi (p = 0.116).

Sonug: Periferik kandaki ve prostat dokusundaki Treg hiicre sayis1 ve fonksiyonu agisindan BPH ile kronik prostatit arasinda istatistiksel olarak anlaml bir
fark bulunamadigindan, calismamiz her iki patolojinin de otoimmiin inflamatuvar hastaliklar olabilecegi tezini desteklemektedir.

Anahtar Kelimeler: Otoimmiinite, Enflamasyon, Benign Prostat Hiperplazisi, Kronik prostatit, FOXP3, Regiilatuvar T hiicreleri

Abstract

Objective:We aimed to evaluate the number and function of regulatory T (Treg) cells in peripheral blood and prostate tissues of patients with histopatho-
logically diagnosed benign prostate hyperplasia (BPH) and asymptomatic chronic prostatitis.

Material and Methods:Blood and histopathological data of 19 patients (BPH=10, ACP=9) that underwent transurethral prostate resection were evaluated.
Treg cell count in peripheral blood and prostatic tissue with flowcytometry, Forkhead box P3(FOXP3) expression in prostatic tissue by reverse transcription
polymerase chain reaction (PCR), and IL-17 measurement in blood samples with ELISA were performed.

Results: Flowcytometric analyses showed that mean CD4+T cell count and mean FOXP3 levels in both peripheral blood (CD4+T, p= 0.752; FOXP3, p=
1.000) and prostate tissue (CD4+T, p= 0.458; FOXP3, p= 0.590) were higher in the BPH group compared to the chronic prostatitis group. However this
difference was not statistically significant. Similarly, the mean blood IL-17 levels were also higher in BPH groups, but the difference was not statistically
significant (p= 0.870). The PCR analyses showed that mean FOXP3 gene expression in the tissue was higher in the chronic prostate group, but again there
was no statistically significant difference between the groups (p=0.116).

Conclusion: Since no statistically significant difference was found between BPH and chronic prostatitis in terms of Treg cell number and function in perip-
heral blood and prostatic tissue, our study supports the thesis that both these pathologies could be autoimmune inflammatory diseases.

Keywords: Autoimmunity, Inflammation, Benign Prostate Hyperplasia, Chronic prostatitis, FOXP3, Regulatory T cells
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INTRODUCTION

Prostatic inflammation is a common condition in pros-
tate fluid and tissue samples, and it is seen in up to 70% (1-
4) of needle biopsy samples and up to 100% of transurethral
resection (TURP) tissue samples (4). Although the presence
of prostatic inflammation is well defined, its etiology has not
been clarified yet. Potential factors such as bacterial infec-
tions, intraprostatic urinary reflux, chemical inflammation,
hormones, diet, metabolic syndrome, and autoimmunity
have been suspected in the etiology, however multifactorial
causes are more likely (5).

Prostate is an immunocompetent organ and its immune
response is primarily T lymphocyte-mediated. This lympho-
cyte class constitutes more than 90% of prostate lymphocytes
in both epithelial and stromal regions (6). In particular, regu-
latory T-cells (Treg) are mainly located in the fibromuscular
stroma, while cytotoxic T-cell (cluster of differentiation-8
[CD-8]) infiltrates are primarily distributed around the pe-
riglandular area (6).

Tregs are a subset of CD4+T cells that act as immunosup-
pressants by suppressing unwanted inflammatory responses to
self-antigens and thus play a role in maintaining immune ho-
meostasis. Tregs, which make up 5-10% of CD4 + T cells, can
be identified by the expression of the Forkhead box P3 (FOXP3)
transcription factor and high surface expression of CD25. These
cells function through a variety of mechanisms, including pro-
duction of immunosuppressive cytokines such as transforming
growth factor (TGF)-beta and interleukin (IL)-10, which inhibit
cell-to-cell contact (7) and antigen-specific T cell responses (8).
The most common patterns seen in autoimmune diseases are
low number of normal functioning Tregs or normal number of
low-functioning Tregs. Many issues regarding Tregs control of
autoreactivity are still being investigated (9).

Inflammatory infiltrates are seen in histological exami-
nations of almost all surgical benign prostatic hyperplasia
(BPH) specimens. Seventy percent of the infiltrate is T cel-
Is, 15% B cells, and 15% macrophages and mast cells. While
T cell density increases with aging, this increase is reported
as high as 28-fold in BPH patients (10). Nowadays, the hy-
pothesis that BPH is an immune-mediated inflammatory
disease with a localized autoimmune condition has become
increasingly accepted (10-12). Jin et al. reported that Treg cell
count was low in peripheral blood taken from BPH patient-
sand almost nonexistent in severely inflamed prostate tissue
(13). Bai et al. determined that in patients with chronic pros-
tatitis / chronic pelvic pain syndrome (CP / CPPS, category
III prostatitis), FOXP3 mRNA and transforming growth fac-
tor beta 1 (TGF-1) levels were significantly lower, but serum
tumor necrosis factor-alpha (TNF-a) levels were higher than
in control patients. They demonstrated that functional defe-
cts of Treg cells may play a role in the pathogenesis of benign
inflammatory prostate pathology such as CP / CPPS and re-

vealed autoimmune background of these diseases (14).

The results obtained from limited number of studies have
led to the idea that Treg cell number and function should be
similar in diseases such as BPH and chronic prostatitis, both
of which are thought to involve autoimmune inflammation.
In this study, we aimed to investigate and compare the au-
toimmune inflammatory infrastructure of these diseases by
evaluating the number and function of Treg cells in periphe-
ral blood and prostate tissues of patients with histopathologi-
cally diagnosed BPH and chronic prostatitis.

MATERIAL and METHODS

The study was planned according to the principles of the
Helsinki Declaration. After the approval of the local ethics
committee (Protocol No: 2017/1082), blood and histopatho-
logical data of 19 male patients that had lower urinary tract
symptoms and underwent TUR-P with a clinical diagnosis of
BPH between February 20, 2017 and February 20, 2018, were
evaluated. Since prostatic inflammation was detected in 70%
of needle biopsy samples and almost 100% of transurethral
resection (TURP) tissue samples, we preferred to evaluate
patients who underwent TUR-P in our study. The Treg cells
were counted by flow cytometry. FOXP3 levels were determi-
ned by reverse transcription polymerase chain reaction met-
hod in the immunology laboratory. Flowcytometric method
and polymerase chain reaction(PCR) analysis were preferred
because of their accuracy and due to the fact that they are not
dependent on the individual evaluations like immunohistoc-
hemical analysis. The IL-17, which is a Treg cell product, was
also evaluated in the biochemistry laboratory with ELISA kit.
Patients were divided into two groups as BPH and chronic
prostatitis according to their histopathological results. Treg
cell count and FOXP3 gene expression results of both groups
were compared. Patients with cancer diagnosis and immuno-
logical disorders were excluded from the study.

Flow Cytometric Evaluation

Tissue samples were prepared for antibody treatment by
processing with Medicon tissue disruptor. They were placed
in the Medicon containing 1.5 cc isotonic (flowsheath) buf-
fer. Suspension was obtained with tissue lysis device. Fifty
microliters of patient blood / tissue sample was placed in the
sampling container. Two separate sample containers were
used for blood and tissue samples. Five microliters of fixative
reagent was added into each tube and samples were vortexed
immediately. The samples were incubated at room tempe-
rature for 15 minutes and vortexed again after incubation.
Three hundred microliters of permeabilizing reagent was
added into each tube and 10pL fluoroconjugated antibodies
against intracellular epitopes and surface molecules (CD45 -
Kro, CD4 - FITC, CD25 - PC7, FoxP3-Alexa Fluor647) were
added into each tube. Samples were vortexed and incubated
at room temperature for 20 minutes. Three milliliters of the
sample was centrifuged at 500g for 5 minutes and subjected
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to another wash to allow concentration of cells and ultima-
tely increase the signal for rapid analysis in flowcytometry.
After centrifugation, the supernatant was discarded and the
pellet was resuspended in 0.5 ml 1/10 diluted final reagent
(PerFix-nc). The samples were then analyzed in Beckman
Coulter Navius 3 L10C flowcytometry device.

FOXP3 Quantitative Reverse
Polymerase Chain Reaction (PCR)

Transcriptase-

RNA extraction: Tissue samples were obtained from
patients with BPH (n=10) and chronic prostatitis (n=9).
RNA was extracted using the Gene Jet RNA extraction kit
(ThermoFisherScientificInc.). Total RNA was measured by
spectrophotometric analysis (ThermoNanoDrop "2000Spe-
ctrophotometer).

Reverse Transcription: cDNA synthesis was per-
formed according to the manufacturer’s instructions with
random hexamer primers and reverse transcriptase enzyme
provided in the First Strand cDNA Synthesis Kit (ABMGood,
USA). The reverse transcription reaction incubation conditi-
ons were 5 minutes at 25°C, followed by 1 hour at 42°C and
5 minutes at 70°C.

Quantitative real-time polymerase chain re-
action (qQPCR): qPCR analysis to determine expression
levels was performed with Step One Real Time PCR System
(Applied Biosystems, Foster City, CA, USA). The qPCR pri-
mers and probes that were used were Foxp3 (Hs01085834_
m1l) and GAPDH (Hs02758991_g1) (endogenous control for
normalization) from the pre-designed Taq Man gene expres-
sion assays. The cycling conditions were initial incubation at
95°C of 10 minutes, followed by 40 cycles of denaturation for
15 seconds at 95°C and extension for 1 minute at 60°C.

Detection of IL-17 by ELISA

Venous blood samples were stored in tubes without an-
ticoagulants. After 30-60 minutes incubation time, samp-
leswere centrifuged at 1000g for 10 minutes. Serum samples
were separated immediately, and stored at -80°C for collec-
tive IL-17 ELISA tests. Serum IL-17 levels were analyzed by
using commercial Fine Test kit (Catalog No; EH3267, Wu-
han FineBiologicalTechnologyCo., Ltd., EastLikeHigh-Tech
Development District, Wuhan, China). Test results were me-
asured with an ELISA plate reader (ELX800, BioTek Instru-

ments, Inc. Winooski, Vermont, USA) at 450 nm. According
to the manufacturer’s data, the detection limit was 18.75 pg
/ ml, the intra and inter-assay coefficient of variation (CV)
was 8%, and the reading range was 31.25-2000 pg / ml. The
procedure was applied without any changes in line with the
manufacturer’s instructions.

Statistical Analyses

All data were transferred to the SPSS 25 statistical prog-
ram. Kolmogorov-Smirnov test was used to evaluate whether
the distribution of continuous variables was normal. Desc-
riptive statistics were presented as mean +/- SD. Compari-
sons between two groups of independent variables that were
not normally distributed were done by using the Mann-W-
hitney U test, while normally distributed independent vari-
ables were analyzed by using the independent Student T test.
A p value of <0.05 was considered statistically significant.

RESULTS

The mean age of 19 patients was 69.9 * 8.8 years, and the
mean PSA value was 3.71 + 2.3 ng / mL.The pathological exa-
mination indicated that 10 patients had BPH and 9 patients
had asymptomatic chronic prostatitis. The mean CD4 + T
cell count in peripheral blood was 0.8 + 0.41% in the BPH
group (Figure 1), 0.76 + 0.37% (p = 0.752) in the chronic
prostatitis group (Figure 2). Meanwhile, the mean CD4 +
T cell count in the prostate tissue was 32.54 + 44.69% in the
BPH group, and 14.76 + 29.15% (p = 0.458) in the chronic
prostatitis group. The mean FOXP3 inflow cytometric mea-
surements from blood samples were 1.03 + 0.92% in patients
with BPH and 0.93 £ 0.29% (p = 1.000) in patients with chro-
nic prostatitis, while in tissue samples they were3.5 + 3.44%
in patients with BPH and 2.72 + 3.67% (p = 0.590) in pa-
tients with chronic prostatitis (Table 1). The PCR analyses
showed that mean FOXP3 gene expression levels in the tissue
was 0.00659 + 0.00612 ACt in patients with BPH and 0.01554
+ 0.01456 ACt in patients with chronic prostatitis. There was
no significant difference between the two groups (p = 0.116).
Similarly, there was no significant difference between the two
groups in terms of mean blood IL-17 levels with 254.70 +
282.32 pg / ml in BPH patients and 216.93 + 167.34 pg / ml
in patients with chronic prostatitis (p = 0.870).
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Table 1. Comparison of blood and tissue analysis of both groups

BPH (n:10) Chronic Prostatitis
(n:9)

Mean SD Mean SD P Value
Age year 69,50 10,05 70,44 7,91 0,824
PSA, ng/mL 3,64 2,47 3,79 2,30 0,887
Flow Cytometry Blood, (%)
CD45 93,26 10,78 97,01 3,75 0,326
CD25 99,28 1,42 96,81 9,58 0,247
CD4 0,80 0,41 0,76 0,37 0,752
FOXP3 1,03 92 0,91 0,29 1,000
Flow Cytometry Tissue, (%)
CD45 97,26 8,67 98,38 2,91 0,155
CD25 98,05 4,38 100,00 ,00 0,083
CD4 32,54 44,69 14,76 29,15 0,458
FOXP3 3,50 3,44 NP2 3,67 0,590
Tissue FoxP3 gene expression by PCR, ACt 0,00659 0,00612 0,01554 0,01456 0,116
Blood IL-17 level, pg/ml 254,7047 282,3251 216,9312 167,3445 0,870

BPH: Benign Prostate Hyperplasia, SD: Standart Deviation

DISCUSSION

Considering that non-infectious causes are eight times
more common in the origin of chronic inflammatory pros-
tate diseases compared to bacterial prostatitis, autoimmune
response is a more likely candidate for their etiology. Whet-
her this immune reaction is initiated by foreign antigens, au-
toantigens or both is still under investigation (15). Evaluation
of surgical samples obtained from BPH patients showed that
almost all patients had inflammatory cell infiltration, mostly
composed of T lymphocytes. In studies examining the inf-
lammatory cell population in BPH, it has been shown that T
lymphocytes make up 70%, B lymphocytes 15% and macrop-
hages and mast cells the other 15% of the population, whe-
reas granulocytes are mostly absent (10,16). This high preva-
lence of immune cells supports the idea that the prostate is an
immunocompetent organ.

Th17 strain, which was defined in the mid-2000s and
is different from traditional Th1l and Th2 strains, revoluti-
onized our understanding of the immunopathogenesis of
chronic inflammation (17). Th17 cells produce the proinf-
lammatory cytokine IL-17 and regulate host response to ext-
racellular bacterial and fungal pathogens. They gain a high
autoimmunogenic potential in cases of hyperresponsiveness
and play a role in the pathogenesis of autoimmune diseases
such as psoriasis, rheumatoid arthritis, and Crohn’s disease
by causing the development of chronic immune-mediated
tissue destruction via proinflammatory cytokines such as
IL-17A, IL-17F IL-21 and IL-22 (18,19). It has been shown
that proinflammatory cytokines released from neighboring
inflammatory cells induce cyclooxygenase-2 (COX-2) exp-
ression in epithelial cells, increasing the proliferation rate
of cells in the prostate (20). Proinflammatory IL-17 produ-
ced by active T cells is increased in patients with BPH and is
thought that this overexpression of IL-17 may play a role in
elevated COX2 expression and increased prostate cell pro-
liferation rate (20,21). Penna et al. have demonstrated that
human prostate stromal cells function as antigen-presenting

cells and activate alloantigen-specific CD4 + T cells to pro-
duce IFN-gamma and IL-17 (22). It is also thought that pros-
tate stromal cells can induce and protect the autoimmune
response (23). A number of prostate antigens, most of which
are prostate’s secretory products, also function as autoanti-
gens. They have a high proteolytic activity, and when they
reach periglandular tissue after epithelial damage, they can
break down not only connective tissue cells, but also major
matrix areas that allow autoantigenic molecules to gain wide
access to the immune system of the prostate (10,24,25). All
this information supports the efficacy of autoimmune mec-
hanism in chronic inflammatory pathologies of the prostate
such as BPH and asymptomatic chronic prostatitis.

Treg cells are a subpopulation of T cells with immunosup-
pressive function. They shows their immunosuppressive effects
by secreting suppressing cytokines such as IL-10 and TGF-f3, by
decreasing the local concentration of IL-2, triggering apoptosis,
and stopping the cell cycle in cell-to-cell contact (8). Informa-
tion on the role of Treg cells in the prostate is limited. Recent-
ly,Davidsson et al. have reported increased number of stromal
CD4 + Tregs in patients with post-atrophic hyperplasia and
prostate cancer (26). Jin et al. detected low Treg cell count in
peripheral blood taken from BPH patients, but they found high
Treg infiltration in prostate tissue with mild or moderate inf-
lammation (13). They also found that Treg cells almost disappe-
ared in severely inflamed prostate tissue, and suggested that this
inconsistency was caused by the use of different patient samples
(13). The transcription factor called FOXP3 controls the Treg
cell system and is the most specific marker of these cells (27).
Decrease in FOXP3 expression has been linked to human im-
mune disorders (28). Bai et al. observed a lower FOXP3 mRNA
expression level in CP / CPPS patients compared to the healthy
control group and reported that functional defects of Treg cells
may also play a role in the pathogenesis of CP / CPPS(14).

In our study, CD4+FOXP3+ cells and IL-17 levels in perip-
heral blood and prostate tissue were lower in the chronic pros-
tatitis group than in the BPH group, but this difference was not
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significant. Moreover, although tissue FOXP3 gene expression
was higher in the chronic prostatitis group, no significant dif-
ference was found between the groups. We believe that the fact
that there was no significant difference between asymptomatic
chronic prostatitis (category type IV) and BPH in terms of Treg
number and function supports the hypothesis that inflammation
and autoimmunity are factors in the etiopathogenesis of BPH.

Although the small number of patients is a limitation, our
pilot study with a limited budget was still able to provide va-
luable data. Larger studies can be planned to investigate the
correlation between Treg cell count and function and histo-
pathological and / or clinical symptom intensity.

As a conclusion, Evaluating Treg cell number and functi-
on is an effective method for revealing autoimmune inflam-
mation. Studies suggest that BPH and chronic prostatitis are
autoimmune inflammatory diseases. The fact that we did not
find any significant difference between the two pathologies in
terms of Treg cell number and function in peripheral blood
and prostatic tissue supports these theses. Unveiling the irre-
gular immune pathways in the pathogenesis of these diseases
can help design new anti-immune inflammatory drugs. Large
scale multi-center studies are needed to achieve these goals.
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Arastirma Makalesi (Research Article)

Konjenital Nazolakrimal Kanal Tikanikliklarinda Yeniden-Problama
Nedenlerinin Arastirilmasi

Investigation of Reasons for Re-probing in Congenital Nasolacrimal Canal Obstructions

Selma URFALIOGLU', Gokhan OZDEMIR', Mete GULER', Gamze Gizem DUMAN!, Ismail EVGIN', Feyza CALISIR?

! Kahramanmaras Sutcu Imam University Faculty of Medicine, Department of Ophthalmology, Kahramanmaras, Turkey.

?Kahramanmaras Sutcu Imam University Faculty of Medicine, Department of Anesthesiology and Reanimation, Kahramanmaras, Turkey.

Amag: i1k problamanin basarisiz olmasina neden olan ikinci problama uygulamasim gerektiren faktérlerin gosterilmesi amaglanmistir.

Gerec ve Yontemler: Bu Retrospektif vaka serisine, Ocak 2010 ile Aralik 2019 arasindaki Konjenital nazolakrimal kanal tikanikligi (KNLKT) tanis1 alan
ve nazolakrimal kanal (NLK) sondast ile tedavi edilen hastalar dahil edildi. Kahramanmaras Siitcii imam Universitesi Tip Fakiiltesinde bu yillar arasinda
KNLKT tanis1 alan ve NLK sondast ile tedavi edilen hastalarin dosyalari incelendi. Hastalarin cinsiyet, yas, konsiiltasyon notlari, operasyon kayitlari, yeni-
den probing uygulama sayilar1 ve sistemik hastalik varligi gibi 6zellikleri kaydedildi.

Bulgular: Calismaya toplam 110 hasta alindi. Hastalarin yas ortalamas1 17,55+5,40 (9-34) ay ve 46 kadin (% 41,8), 64 erkek (% 58.2) idi. ilk probing
sonrasi semptomlarda diizelme gosteren 93 hasta (% 84.5) basarili kabul edilirken, benzer semptomlar1 olan 17 hastada (% 15.5) probingin basarisiz oldugu
kabul edildi. Yas1 18 aydan kiigiik veya daha biiyiik olan hastalarn gruplandirilmasi, arastirma basarisi agisindan benzer basari oranlarina sahipti (p=0,250).
Cinsiyet (p=0,953) ve lateralite bakimindan basari oraninda fark bulunamadi (p=0,116). Sekonder sondalama planlanan 14 hastada lokal hastaliklar (burun
boslugu sorunlari, kanalikiiler daralma, anatomik varyasyon vs.) tespit edildi.

Sonug¢: Calismamiz, cinsiyet, yas veya lateralitenin arastirmanin basarisi iizerinde hicbir etkisi olmadigimi 6ne siiren diger caligmalarla uyumludur. ilk
arastirma basarisiz olursa, ilk hatanin altinda yatan nedenlerin ele alinmasi ve arastirilmasini da igeren kapsamli bir yonetim plani, ikinci aragtirmadan 6nce
uygulanmalidir.

Anahtar Kelimeler: Nazolakrimal kanal tikanikligi, Konjenital, Probing

Abstract
Objective: It was aimed to show the factors leading to failure of first probing, necessitating second probing application.

Material and Methods: In this retrospective case series, patients diagnosed with congenital nasolacrimal duct obstruction (CNLDO) between January 2010
and December 2019 and treated with a nasolacrimal duct (NLD) probe were included. The files of patients diagnosed with CNLDO and treated with NLD
probing between these years at Kahramanmaras Sutcu Imam University Medical Faculty Hospital of were reviewed. Patients characteristics including sex,
age, consultation notes, operation records, re-probing number and existence of systemic disease were recorded.

Results: A total of 110 patients were recruited into the study finally. The mean age of patients was 17.554+5.40 (9-34) months and 46 female (41.8%), 64
male (58.2%). While the ninety three patients (84.5%) showing improvement of symptoms after the first probing considered successful, 17 patients (15.5%)
having smilar symptoms regarded failed probing. Grouping patients with age less than <18 months or more had similar success rates with regard to probing
success (p=0.250). No difference in success rate was found for gender (p=0.953) and laterality (p=0.116). Local diseases (nasal cavity problems, canalicular
narrowing, anatomical variation etc.) were detected in 14 patients, who have been planned for secondary probing.

Conclusion: Our study is in congruity with other studies claiming no effect of sex, age or laterality on probing success. If first probing fails, a thorough
management plan including also exploration and handling of reasons underlying the first failure should be implemented before second probing.

Keywords: Nasolacrimal duct obstruction, Congenital, Probing
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INTRODUCTION

Congenital nasolacrimal duct obstruction (CNLDO)
has been thought to arise from insufficient canalization of
epithelial cells on inferior tip (Hasner valve) of nasolacri-
mal duct. Patients generally apply with tearing and crusting
in newborn or infancy period and examination may reveal
epifora, mucopurulent secretion efflux from the punctum on
digital pressure, recurrent conjunctivitis and dacryocystitis
in advanced cases (1,2).

The course of obstruction may vary and the cases has
been reported to open spontaneously above 90% by the first
year (3). The massage over sac region with an aim to increase
hydrostatic pressure in order to rupture the membrane in the
inferior end may be applied to facilitate spontaneous opening
in CNLDO cases (4). When massage the rapy fails, the best
option is nasolacrimal duct (NLD) probing, which is an in-
tervention too pen the obstructed end mechanically. When
this is not achieved, it may be re-tried or other options such
as silicon tube implantation or balon dacryocystoplasty may
be applied (5,6).

In this study, we aimed to show the factors leading to fa-
ilure of first probing, necessitating second probing applica-
tion.

MATERIAL and METHODS

The clinical study was performed as a single-center and
retrospectively. The files of patients diagnosed with CNLDO
and treated with NLD probing between January 2010 and
December 2019 at Kahramanmaras Sutcu Imam University
Medical Faculty Ophthalmology department were reviewed.
All procedures performed in studies involving human par-
ticipants were in accordone with the institutional and/or
national research committee and with the 1964 Helsinki
Dedoration and its later amendments or comparable ethical
standards. Appraval for the study was granted by the clinical
Research Ethics Committee of Kahramanmaras Sutcu Imam
University Medical Faculty.

The diagnosis of CNLDO was done based on clinics, his-
tory and fluorescein clearance test. For this test, a drop of 2%
fluorescein solution was instilled into the lower conjonctiva
fornix of both eyes. The fact hat the paint was cleaned af-
ter five minutes was considered as obstruction. The massage
treatment were proposed priorly for infants less than nine
months of age. Cases whose massage therapy failed with per-
sistent symptoms of recurrent mucopurulent conjunctivitis,
underwent probing. As the inclusion criteria in the study;
patients characteristics (sex, age at the intervention time),
consultation notes, operation records, re-probing number
and existence of any systemic disease were recorded. Patients
lacking postoperative records with in sufficient follow-up
were excluded from the study.

Probing Procedure
Probing was done under inhalation anesthesia with lar-
yngeal mask. After the operation field is cleaned with bati-

cone, a prob, one side is 25 mm long dilator, the other side
is 0,70 mmx45 mm (22G) prob was used for the procedure.
Following upper punctum dilatation, prob was inserted ver-
tically into the punctum, and then horizontally advanced in
canaliculus. When reached nasal wall of the sac, prob was
retracted slightly and turned into 90° vertical position and
forwarded through nasolacrimal duct until rupture of the
membrane felt. After the probing, irrigation with diluted 1/3
methylene blue solution was done and the dye was aspirated
with a catheter from inferior meatus, confirming the main-
tenance of passage. Bilateral probing was applied in bilateral
cases in one session. Topical antibiotic and steroid combina-
tion therapy was given postoperative one week, four times a
day. Follow-up examination comprised of query of tearing
and fluorescein clearance test. Disappearance of tearing, no
epifora on examination, and a successful fluorescein clearan-
ce test with no pooling of dye were accepted success criteria
for probing intervention. Inspite of probing, when persis-
tence of obstruction with clinical presentation and history
was detected, unsuccessful out come was recorded and the
second probing was planned with the same technique.

Statistical analysis

SPSS (SPSS Inc., Chicago, I1l, USA) statistics program was
used for statistical comparisons. The numeric variables were
presented meantstandard deviation, categorical variables
frequency and percentage.

RESULTS

A total of 110 patients were recruited into the study finally.
The mean age of patients was 17.55£5.40 (9-34) months and
46 female (41.8%), 64 male (58.2%) included into the study.
Forty-one patients (37.3%) had right probing, 41 (37.3%) had
left and 28 (25.5%) had bilateral nasolacrimal duct probing in
the same session. The distribution and general characteristics
of patients were demonstrated in (Table 1).

Ninety-three patients (84.5%) showing improvement of
symptoms after the first probing considered successful, whi-
le 17 patients (15.5%) having similar symptoms regarded
failed probing. The mean age was 17.35+5.46 months and
18.64+5.02 months in successful and failed groups respec-
tively, demonstrating similar meanage features (p=0.266).
Grouping patients with age less than <18 months or more
had similar success rates with regard to probing success
(p=0.250), shown in (Table 2).

Among 17 failed patients, second probing was implemen-
ted in 16 patients, one patient couldn’t be operated due to
inconvenience of general health status. In second probing
group, two patients had Down syndrome, one hydrocepha-
lus, one Down syndrome plus hypothyroidism.

The consultation notes of failed patients were reviewed
and seven patients had some medications for some other
diseases due to influenza, allergic rhinitis and concha hy-
pertrophy. Following their treatment for the seconditions,
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second probing was applied due to continuing tearing and
crusting. In the first probing records during the operation,
it was noticed that four patients had canalicular narrowing,
two had anatomical variations in nasolacrimal canal, one had
cleftlip with meanline defect affecting the lacrimal passage.
Other three patients revealed no sign of pathology. Local and
systemic diseases distributions of patients scheduled for the
second intervention are shown in (Table 3).

Follow up showed that 13 patients among 16 failed pa-
tients had less symptoms and findings after second probing.
Failure after these cond probing was seen in three patients
due to canalicular narrowing in one patient and nasolacri-
mal canal variation in two patients whose nasolacrimal duct
silicon tube intubation was done due to continuation of sy-
mptoms.

Table 1. General characteristics of patients with and without secondary probing.

No secondary intervention Secondary intervention p
Age (month) 17,35%5,46 18.64+5.02 0.266
Sex (F/M) 39/54 7/10 0.953
Associated systemic disorder |0 4 0.001*
Associated local disorder 0 14 0.001*
Right side involvement (R/L) | 38/32 3/9 0.116
Bilateral cases 23 5 0.684
Mann -whitney U test,
Chi-square test
*p<0.05, The difference between the groups was statistically significant

Table 2. <18 month and >18 month patients distributions and percentages.

Successful Unsuccessful Total
< 18 month number of 62 (87.3%) 9 (12.7%) 71 (100%)
patients (n) (%)
> 18 month number of 31 (79.5%) 8(20.5%) 39 (100%)
patients (n) (%)
Chi-square test
p=0.250

Table 3. Local and systemic diseases distributions of the second intervention patients.

Associated systemic disorder Number (n)
Down syndrome 2
Hydrocephalus 1

Down syndrome + hypothyroidism 1
Associated local disorder

Nasal passage problems (influenza, allergic rhinitis and 7

concha hypertrophy)

Anatomical variations in nasolacrimal canal 2
Canalicular narrowing 4

Cleftlip with meanline defect 1
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DISCUSSION

In the treatment of congenital nasolacrimal duct obstru-
ction, a follow up approach according to the age and history
of sypmptoms has been accepted widely due to high success
rate of conservative management (2). While massage therapy
is effective for newborns and later ages, the most accepted
minimally invasive procedure after the one year is probing
(2,5). Literature shows many researches investigating the
relationship between probing and age. Studies suggest that
conservative therapy should be chosen firstly before one year
of age, while probing may be considered for later ages (1,5).
Rahim et al. in their study evaluating probing success under
1 year of age and above 1 year old, they found success rates of
85% and 72.5%, respectively (7). Similarly, since the success
decreases with age, it has been argued that probing is most
appropriate for children under 3 years of age (8,9). Increased
age may lead to complex obstruction through augmenting
the fibrous component of nasolacrimal duct (9-11). Howe-
ver, studies arguing that age, laterality and sex don’t have an
effect on probing successal so exist (12,13). Our study had a
success rate for probing of 87.3% in patients less 18 months
of age compared to 79.5% in patients older than 18 mont-
hs, both of which had similar success rates. Our study is in
congruity with other studies claiming no effect of sex, age or
laterality on probing success.

When the complaints continues in spite of first probing,
a second probing may be tried (14). Re-probing has no stan-
dard intervention time and depends on the re-start of the
complaints. Many researches indicated an association betwe-
en age and probing success but it appears that age is not the
only risk factor and other factors should also be sought for
failed outcomes (15). Our study revealed that the involve-
ment of nasal passage was the commonest reason leading
to re-probing. This implies that patients undergoing second
probing should be evaluated in ear-nose-throat clinics befo-
re reoperation. Causes leading to nasal mucosal edema and
congestion such as allergic rhinitis, influenza infection, and
concha hypertrophy should be detected and treated before
hand to prevent interventional procedures for CNLDO.

Failed probing was related to canalicular narrowing and
lacrimal passage variations in our study. When noticed cana-
licular narrowing during probing, attention should be given
to prevent canalicular damage and/or creating false passages
(16). In three of four patients whose canalicular narrowing
was detected, although second probing was succesful too
pen the passage, silicon tube intubation was required in one
patient due to recurrence of the symptoms. Anatomical va-
riations of nasolacrimal passage may not be noticed at the
examination. In two patients whose we faced the failure of
second probing in the operation room, we decided silicone
tube intubation under endoscopy, which showed that naso-
lacrimal duct opening was located in the middle meatus ins-
tead of inferior meatus.

The anesthesia method may differ during CNLDO. It may
be introduced in office settings under sedation or general in-
halation anesthesia is another common option (17,18). We
gave general inhalation anesthesia in operation room to all
patients, so we didn’t observe any complications (punctum
laceration, canalicular damage etc.) arising from pain and
sudden movements during the procedure.

Limitatios of our study include a relative low number of
cases that we culled out patient files from our hospital arc-
hive.

In conclusion, Congenital nasolacrimal duct obstruction
management requires a planning taking into consideration
patient’s age and history. If conservative therapy fails, pro-
bing is an effective and safe procedure. When first probing fa-
ils, a second one may be tried but before that a management
plan exploring and handling the reasons underlying the first
failure should be implemented.
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Kolorektal Kanser Hepatik Metastazlarinin Saptanmasinda Doppler
Perfiizyon Indeksi

The Use of Doppler Perfusion Index in the Detection of Colorectal Cancer Hepatic Metastases
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Ozet

Amag: Kolon kanseri gastrointestinal sistemin en sik goriilen kanseri olup 6nemli bir morbidite ve mortalite sebebidir. En sik yayilim gosterdigi organ kara-
cigerdir. Hastaligin tanis1 aninda karacigerde metastaz varligi azimsanamayacak derecededir. Takip stirecinde de ayrica karaciger metastazlari gelismektedir.
Kolon kanserinin karaciger metastazlarimm erken tanist 6nemlidir. Erken tanida karaciger perfiizyon degisikliklerinin kullanilabilecegi 6teden beri ¢alisma
konusu olmustur. Hepatik arteryel kan akiminda artis yada portal vendz kan akiminda azalma ile ortaya ¢ikan ve hepatik arteryel kan akiminin total karaciger
kan akimima oranini ifade eden Doppler Perfiizyon Indeksi(DPI) olarak tanimlanmis bir kavram bulunmaktadir. Biz de karacigerde gériiniir metastazi bulun-
mayan kolon kanserli hastalarda DPI ile mikrometastaz varligini tesbit etmeyi amagcladik.

Gereg ve Yontemler: Kolon kanseri tanil1 ve karacigerinde gériiniir metastazi bulunmayan 79 hastanin DPI 6l¢iimlerini yapip prospektif olarak goriiniir
metastaz gelisimi yoniinden takip ettik.

Bulgular: Takibimiz esnasinda 2 hastada exitus ve 9 hastada gériiniir metastaz gelismis olup hasta grubumuzda elde ettigimiz DPI degerleri metastaz varli-
gin1 erken tesbit etmede literatiirle uyumlu olarak degerlendirilmistir.

Sonug¢: Ucuz, noninvaziv ve dogrudan 6l¢iim yapilabilen dupleks renkli Doppler ultrasonografi (RDUS) yontemiyle, kolorektal kanserli hastalarin hepatik
metastazlarinin erken asamada tesbit edilebilecegini diistiniiyoruz.

Anahtar Kelimeler: Doppler perfiizyon indeksi, Kolon kanseri, Karaciger metastazi

Abstract

Objective: Colon cancer, which is the most common type of cancer in the gastrointestinal system, is a major cause of morbidity and mortality. It usually
spreads over the liver. During the detection of the diseases, the existence of metastases in the liver cannot be overlooked. Additional liver metastases can
also be observed in the monitoring period. Early diagnosis of liver metastases in colon cancer bears utmost importance. The use of perfusion changes in liver
during the early diagnosis has been a popular research topic. Doppler Perfusion Index(DPI) can be defined as a term which occurs as a result of increasing
hepatic arterial blood flow or decreasing portal venous blood flow and denotes the ratio of hepatic arterial blood flow to total liver blood flow. In this respect,
the present study aims to detect the existence of micrometastasis using DPI in patients suffering from colon cancer and displaying no signs of visible liver
metastasis.

Material and Methods: We measured DPI index in 79 patients suffering from colon cancer and displaying no signs of visible liver metastasis and monitored
them in terms of prospectively visible metastasis development.

Results: During the monitoring process, 2 patients developed exitus and 9 patients developed metastasis. Thus, it can be stated that DPI values obtained from
our patient group overlapped with the findings in the existing literature in terms of the early diagnosis of metastasis.

Conclusion: Offering an inexpensive and non-invasive method for direct measurement, Duplex Color Doppler Ultrasonography(CDUS) method can be used
in the early diagnosis of hepatic metastasis in patients with colorectal cancer.

Key words: Doppler perfusion index, Colon cancer, Liver metastases
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GIRIS

Gastrointestinal sistemin en sik goriilen kanseri olan ko-
lon kanseri diinyada 6nemli bir morbidite ve mortalite se-
bebidir (1). En sik gorildagi yer % 70 orani ile rektum ve
sigmoid kolondur (2). Tiimér yayilimi hematojen, lenfatik,
direkt, perindral ya da intraluminal sekillerde olabilmektedir
(3). Metastazlar en sik komsu lenf bezleri ve karacigeredir.

Metastaz aragtirmada rutin kullanilan ultrasonografi
(US), kontrasth bilgisayarli tomografi (BT), manyetik rezo-
nans gortntilleme (MRG) modaliteleri, metastazlar1 belirgin
boyuta ulagtiginda saptayabilen, mikrometastaz tesbitinde
ise kisithiliklar1 olan yontemlerdir. Mikrometastaz aragtir-
mada 6nemli ipucu sayilabilecek ¢ikis noktamiz karaciger
perfiizyonudur. Dinamik sintigrafide kisitlamalarin bulun-
mast iizerine Doppler ultrasonografi (Doppler US) yonte-
miyle perfiizyon monitdrizasyonu fikri dogmustur. Karaci-
ger mikrometastazlarinin tesbiti i¢cin DPI ve Doppler akim
oranit (DFR; Doppler flow ratio) gibi kavramlar iizerinde du-
rulmustur. Calismamizda karaciger perfiizyon ozellikleri ile
mikrometastaz gelisimi arasindaki iliskiyi degerlendirmek ve
metastaz gelisimini 6ngérmek amactyla Doppler US ile DPI
ve DFR incelenmistir.

GEREC ve YONTEMLER

Hasta secimi

Bu ¢alisma Helsinki Deklerasyonu prensiplerine uygun
olarak yapilmistir. Calismanin etik kurul onami Dr. Abdur-
rahman Yurtaslan Ankara Onkoloji Egitim ve Arastirma Has-
tanesinden alinmistir. Kolorektal karsinom tanisi ile takip
edilen, bilinen karaciger metastazi bulunmayan 103 hasta,
8 ay prospektif olarak degerlendirildi. Caligmaya dahil edil-
meden once, tiim olgularin batin US ile karaciger metastaz
varlig1 arastirildi. Karaciger metastazi goriilen veya bilinen
karaciger metastaz tanisi olan olgular caligmaya dahil edil-
medi. Ayrica malign-benign ayrimi yapilmaksizin ve lezyon
boyutuna bakilmaksizin, karacigerde yer kaplayan herhangi
bir lezyon rastlanan tiim olgular ¢aligmanin disinda tutuldu.
Agsir1 abdominal gaz distansiyonu olan hastalar, morbid obez
hastalar ile gerek kooperasyon gerekse solunumsal sorunlar:
nedeniyle yeterli nefes tutamayan hastalar ¢alisma dis1 bira-
kild1. Son 1 ay i¢inde operasyon gegiren olgular herhangi bir
yanilgiya yol agmamasi amaciyla ¢aligmaya déhil edilmedi.

Doppler US Inceleme

12 saatlik a¢lig1 takiben yapildi. Tiim hastalar 3’er aylik
araliklarla yapilan kontrollerde, karaciger metastazlariin
varligt US, BT, MRG ya da PET/BT gibi goriintiileme
yontemleri ile aragtirildi. Takipte karaciger metastazi gelisimi
saptanan hastalar metastaz pozitif olarak degerlendirilip daha
sonra ilave takibe alinmadi. Takipte metastaz gelismeyen
hastalar 3’er aylik periyodlardaki takipleri haricinde
aragtirma siiresi sonunda kontrole cagrilarak metastaz
gelisimi yoniinden degerlendirildi. Metastaz negatif 21
hasta calisma sonunda yapilan ¢agriya gelmediginden son

degerlendirmeleri yapilamadi. 2 hasta ise takip siiresinde
exitus oldugundan detayli verilerine ulasilamayip sonuglara
dahil edilmedi. Baglangigta incelemeye alman 103 hastanin
79’u galigma sonunda analiz edildi.

Doppler US ile kaydedilen parametreler

Doppler US inceleme ile hepatik arter (HA) ve portal ven
¢ap, hiz ve debileri dl¢iildii. Hastalarin yas, viicut agirhigi, boy,
operasyon Oykiisii (preoperatif ya da operasyon tarihi), his-
topatolojik tanisi, kolon kanserinin kolondaki lokalizasyonu,
kemoterapi (KT) ve/veya radyoterapi (RT) alip almadig1 ve
serum AST, ALT, GGT, total kolesterol degerleri kaydedildi.

Doppler US igin 12 saat a¢ olma sart1 arandi. HA ve portal
ven dupleks ve RDUS ile (General Electric Logic 9, GE Me-
dikal Sistemleri, Milwaukee, Wis, ABD) supin pozisyonunda,
derin inspirasyonda 4 MHz frekansta konveks prob ile deger-
lendirildi. Oncelikle subkostal gerekli durumlarda sol lateral
dekiibit pozisyonda interkostal araliktan yapildi. Doppler US
ile 6lgtimlerde, damar duvar: ile Doppler sinyali arasindaki
ac1 60%nin altinda tutuldu.

US incelemede oncelikle karacigerin yaglanma derece-
si 3 grade tizerinden degerlendirilip kaydedildi. Portal ven
degerlendirilmesinde; portal hilusta ana portal ven bulunup,
intrahepatik sabit capta seyrettigi segmentte, ekran mak-
simum biiyiitiilerek ¢cap 6l¢imii yapildi. Cap her iki duva-
rin i¢ ylizeylerinin arasindaki mesafe olarak dl¢tildii. Sonra
spektral Doppler ile hiz ve debi 6l¢iimii makinenin otomatik
ayarlari ile yapildi. HA hiz 6l¢timii arterin lineer seyreden
segmentinden otomatik yapildi. Akim hiz1 él¢iimiinde 5 kalp
siklusundaki akim hizlari izlendikten sonra ortalama dl¢tim
gerceklestirildi.

Calismada kullanilan parametreler

Lokalizasyon, patolojik tani, takip siiresi (ay), takip mo-
dalitesi (US, BT, MRG, PET-BT), HA (¢ap, hiz, debi), portal
ven (¢ap, hiz, debi), DPI, DFR, USde karaciger (normal-gra-
de 0, yagli- grade 1, 2, 3), laboratuvar (AST, ALT, GGT, total
kolesterol), yas, cinsiyet, viicut agirligi, boy, viicut kitle in-
deksi(VKI); (kg/m?) ve RT/KT alip almadig1 degerlendirildi.

DFR ve DPI degerleri ise asagidaki formiillerle hesaplan-
du

Total Karaciger Kan Akimi= Hepatik arter akim1 + Portal
ven akim1 DFR= Hepatik arter akimi/Portal ven akimi

DPI= Hepatik arter akimi/Total karaciger kan akimi

VKI kilogram cinsinden viicut agirhginin, metre cinsin-
den boyun karesine bolitnmesi ile hesabedildi (VKi= kg/m?).

istatistiksel Analiz

Verilerin analizi SPSS for Windows 11.5 paket programi
kullanilarak yapildi. Strekli degiskenlerin dagiliminin nor-
male yakin olup olmadigi Shapiro Wilk testiyle arastirildi.
Tanimlayicr istatistikler siirekli degiskenler i¢in ortalama +
standart sapma veya ortanca (minimum-maksimum) olarak
kategorik degiskenler ise vaka sayis1 ve (%) seklinde gosteril-
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di. Gruplar arasinda ortalamalar yoniinden farkin 6nemliligi
Student’s t testi ile ortanca degerler yoniinden farkin anlam-
lil1g1 ise Mann Whitney U testi ile degerlendirildi. Kategorik
degiskenler Fisher'in Kesin Sonuglu Ki-Kare testiyle incelen-
di. DPI ile viicut kitle indeksi, karaciger fonksiyon testleri,
total kolesterol ve US grade arasinda anlaml korelasyon olup
olmadigiSpearmanin Korelasyon testiyle arastirildi. p<0,05
i¢in sonuglar istatistiksel olarak anlaml kabul edildi. Nonpa-
rametrik verilerin degerlendirilmesinde univariate analizin
anlamli ¢tkmamasindan dolayr multivariate analiz yapilma-
mustir.

BULGULAR

Calismada toplam 79 (% 100) hasta degerlendirildi. Ta-
kipler sirasinda 9 (% 11,4) hastada karaciger metastazi ge-
listigi gortintileme modaliteleri ile saptandi. Caligmadaki
toplam 79 (% 100) hastanin 43’ (% 54,4) erkek ve 36’1 (%
45,6) kadin olup, 9 (% 11,4) hastada metastaz gelismis, 70 (%
88,6) hastada metastaz gelismemistir. Metastaz gelismeyen
70 hastanin 39’u (% 56,3) erkek, 31’1 (% 43,7) kadin idi. Erkek
hastalardan 4’tinde metastaz gelisirken (% 37,5), kadin hasta-
lardan 5’inde (% 62,5) metastaz gelisti. Hastalarin yaslar1 19
ile 82 arasinda (ortalama 58+12) idi. Metastaz gelismeyen 70
hastanin yas dagilimi genel yas dagilimina benzer olmakla
birlikte metastaz gelisen 9 hastanin yaglari 39 ile 57 arasinda
(ortalama 50+5) degismekteydi.

Viicut agirlig kilogram (kg) olarak, boy santimetre (cm)
olarak ve VKI (kg/m?) seklinde alindi. Metastaz gelismeyen
yetmis hastada bu parametreler sirasiyla ortalama deger ola-
rak 73+14, 164+8 ve 2616 iken, metastaz gelisen dokuz has-
tada yine sirasiyla ortalama deger olarak 76+16, 162£10 ve
2945 bulundu.

Calismamizda rektum ve birlikte sigmoid kolon en sik
tutulum lokalizasyonu olarak goriilmektedir. Cekumda 1 (%
1,3), ¢ikan kolonda 13 (% 16,5), hepatik fleksurada 1 (% 1,3),
transvers kolonda 4(% 5,1), splenik fleksurada 3 (% 3,8), inen
kolonda 4 (% 5,1), sigmoid kolonda 11 (% 13,9), rektosig-
moidde 6 (% 7,6), rektumda 36 (% 45,6) yerlesim mevcuttu.

Daha nadir tipleri de olabilmekle birlikte kolon kanserin-
de yaklagik % 95’lik bir oranla en sik histopatolojik tip olan
adenokarsinom ¢aligmamizdaki tim hastalarin tanisi idi.

Metastaz olmayan 44 (% 62) hasta RT almamus iken, 27
hasta (% 38) RT aldi (toplam 50 hasta,

% 63.3). Metastaz olan 27 hasta (% 38) RT almamus iken,
2 hasta (% 25) RT ald1 (toplam 29 hasta, % 36.7). Metastaz ol-

mayan 25 (% 35.2) hasta KT almamus iken, 46 hasta (% 64.8)
KT ald: (toplam 71 hasta, % 100). Metastaz olan 4 hasta (%
50) KT almamus iken 4 hasta (% 50) KT ald: (toplam 8 hasta,
% 100).

Istatistiksel olarak anlamli olmamakla birlikte USde ka-
raciger yaglanma derecesinde artisin metastaz olasiliginda
azalma ile birlikteligi gozlendi.

Toplam 79 olgunun portal ven ¢ap1 5,2 ile 14,9 mm ara-
sinda (ortalama 9,5 mm) degismekteydi.

Portal ven hiz1 8,4 ile 84,5 cm/sn arasinda (ortalama
18,5+9,4cm/sn) degismekteydi. Metastaz gelisen 9 hasta-
nin portal ven debi degerleri 202 ile 2077 ml/dk (ortalama
932+644 ml/dk) arasinda degismekteydi. Metastaz saptan-
mayan 70 olgunun portal ven debi degeri 238 ile 2607 ml/dk
(ortalama 8514407 ml/dk) arasinda degismekteydi.

Calismamizda genel olarak HA ¢ap1 en az 1,9 mm, en faz-
la 6 mm (ortalama 3,5+0,6 mm) bulundu. Genel olarak HA
hizi en az 13 cm/sn, en fazla 112 cm/sn (ortalama 32+15,7
cm/sn) 6lctildii. HA debisi en az 38 ml/dk, en fazla 610 ml/
dk (ortalama 192+119,9) idi.

Calisgmamizda DFR, metastaz gelismeyen 70 hastada en
az 0,04, en fazla 0,46 (ortalama 0,19+0,09) ve metastaz geli-
sen 9 hastada en az 0,08, en fazla 0,48 (ortalama 0,24+0,12)
bulundu. Metastaz gelisiminde incelenen klinik parametreler
(Tablo 1) ve gériintiileme parametreleri (Tablo 2) tablo-
larda gosterildi. Metastaz gelisimini 6ngormede kiyaslanan
parametrelerden hicbirinde (yas, cinsiyet, lokalizasyon, HA
¢ap1, HA hiz, HA debisi, portal ven ¢api, portal ven hizi, por-
tal ven debisi, DFR, DPI, KT ya da RT almis olmak, US ile
karacigerin yaglanma derecesi, viicut agirligi, boy, VKI, takip
stiresi) istatistiksel anlamlilik bulunmadi. Ancak istatistiksel
olarak anlamli olmamakla birlikte metastaz gelisen hastalar-
da DPI ve DFR degerlerinde artis dikkati gekmistir (Tablo
2).

DPI degisimini etkilemede kiyaslanan parametrelerden
laboratuvar (AST ve GGT) degerleri ve VKI istatistiksel ola-
rak anlamli bulundu. Bunlardan laboratuvar degerleri ile DPI
arasinda ters yonde yani biri artarken digeri azalacak sekilde
bir iligki gozlendi. VKI ile DPI arasinda ise dogru yonde yani
VKI'nin artigtyla birlikte DPTde de artis mevcuttu (Tablo
3). DPI'yi etkilemesi olas1 USde karacigerin yaglanma dere-
cesi ve KT alma ile ise anlamli farklilik saptanmadi (Tablo
4). istatistiksel olarak anlamli olmamakla birlikte USde ka-
raciger yaglanmasinda artis ile birlikte azalan DPI degerleri
dikkati cekmistir.
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Tablo 1. Metastaz gelisimi ile iliskileri degerlendirilen parametreler

Degiskenler Metastaz Yok (n=70) Metastaz Var (n=9) p-degeri
Yas 59,2+12,4 52,2+8,4 0,109°
Cinsiyet 0,724
Erkek 39 (%55,7) 4 (%44,4)

Kadin 31 (%44,3) 5 (%55,6)

Viicut agirhigr (kg) 73,3+14,8 76,9+15,9 0,496*
Boy uzunlugu (m) 1,65+0,085 1,63+0,099 0,543*
VKI (kg/m2) 26,3+6,1 29,5+5,5 0,1572
RT alim1 26 (%37,1) 3 (%33,3) 1,000°
KT alimi 45 (%64,3) 5 (%55,6) 0,718
Takip Stiresi (ay) 5,5 (2-10) 4(1-7) 0,424¢
* Student’s t testi, ® Fisher’in Kesin Sonuglu Ki-Kare testi, © Mann Whitney U testi.

Tablo 2. Metastaz gelisimi ile iliskileri degerlendirilen US ve Doppler US parametreleri

Degiskenler Ortalama Std.Sapma Ortanca Minimum Maksimum p-degeri®
DFR 0,175
Metastaz Yok 0,25 0,17 0,19 0,04 0,84

Metastaz Var 0,36 0,26 0,30 0,08 0,93

HA cap 0,136
Metastaz Yok 3,45 0,62 3,30 1,90 6,05

Metastaz Var 3,93 0,95 3,94 2,60 5,20

Portal ven cap 0,877
Metastaz Yok 9,50 1,76 9,45 5,20 14,50

Metastaz Var 9,78 3,23 9,80 5,40 14,90

HA hiz 0,746
Metastaz Yok 32,63 15,95 29,00 13,00 48,00

Metastaz Var 34,17 15,03 33,50 16,00 61,00

Portal ven hiz 0,449
Metastaz Yok 18,06 5,83 17,00 8,45 35,00

Metastaz Var 22,63 23,42 16,00 10,20 84,50

HA debi 0,165
Metastaz Yok 185,21 85,49 152,00 100,50 590,00

Metastaz Var 246,72 146,31 224,00 103,00 523,50

Portal ven debi 0,705
Metastaz Yok 851,19 407,66 772,50 238,00 2607,00

Metastaz Var 932,00 644,57 575,00 202,00 2077,00

DPi 0,175
Metastaz Yok 0,19 0,09 0,16 0,04 0,46

* Mann Whitney U testi
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Tablo 3. DPI (Doppler Perfiizyon indeksi) ile viicut kitle indeksi, laboratuar parametreleri ve US’de ka-

raciger yaglanma derecesi arasindaki korelasyon katsayilari ve 6nemlilik diizeyleri

Degiskenler Korelasyon Katsayisi p-degeri®
Viicut kitle indeksi 0,314 0,005
AST -0,245 0,055
ALT -0,212 0,095
GGT -0,270 0,040
Total Kolesterol -0,095 0,748

US Grade -0,181 0,111

2 Spearman’in Korelasyon testi.

Tablo 4. Kemoterapi Almayan ve Alan Gruplara Gore DPI Diizeyleri

KT DPI

Almayan 0,18 (0,06-0,45)

Alan 0,16 (0,04-0,48)

p-degeri 0,152

Mann Whitney U testi.

TARTISMA Karaciger metastazli kolon kanserli hastalar ile saglikli

Biitiin diinyada 6nemli bir morbidite ve mortalite nede-
ni olan kolon kanseri, glinlimiizde gastrointestinal sistem
kanserleri i¢inde goriilme siklig1 agisindan birinci siradadir
(4). Kansere bagli 6liim nedenleri arasinda 6n siralarda yer
almasina ragmen kolon kanserleri; erken tani ile tam tedavi
edilebilmektedir (5).

Hastalarin % 25’i tan1 aninda karaciger metastazina sa-
hiptir. Diger % 25’inde karaciger metastazi takipler esnasin-
da genellikle ilk 2 yilda ortaya ¢ikar (6). Kolon kanserinin
karaciger metastazlarinin erken tanisi i¢in 6nemli ¢aba sar-
fedilmistir (7).

Mikrometastaz diizeyinde karaciger lezyonlarinin akim
incelemeleri ile erken sathada tesbit edilmesine yonelik calis-
malar yapilmistir (8-12).

Leen ve arkadaglar1 mikrometastazli hastalarda dahi total
karaciger kan akimina rolatif olarak HA kan akiminin artti-
gin1 gosterip bu indekse DPI demislerdir. Normal DPI deger-
leri olan hastalarin 4 yillik sag kalimini % 91 olarak buldmus-
lardir (6). Karaciger metastatik hastaliginda akim degisiklik-
lerinin aydinlatilmasinda birkag olasilik tizerinde durulmak-
tadir. Oncelikle karaciger metastazinin beslenmesini HAdan
yapmasindan dolay1 en temel hemodinamik degisikligin HA
kan akiminda artis seklinde olacag: diistintilmiistir (13, 14).
Onerilen diger bir mekanizma portal vendz akimda azalma-
dir (14,15,16). Portal venoz akimda azalmanin mezenterik
vaskiiler direngte artiga neden olan bir vazoaktif ajan (tiimor
ya da konakg tarafindan iretilen) yoluyla oldugu savunul-
mustur (6,7,14,17). Kruskal ve ark. yaptiklar1 hayvan calis-
masinda endotelyal reseptorlerde upregiilasyonu gostererek
belirgin hepatik metastaz Oncesinde spesifik intrahepatik
hemodinamik degisikligi invivo olarak gostermislerdir (6, 7).

kontrol grubunu kargilagtiran ve metastatik hastalarda DPI
degerlerini belirgin yiiksek bulan klinik ¢aligmalar bulun-
maktadir (7- 12,18,19). Bununla birlikte portal vendz akim-
da azalmay1 gostermeyen sonuglar da vardir (20). Metastatik
lezyonlarin gerek bilyiimesi ve gerek se tedavi stirecinde kii-
¢iilmesi ile ortaya cikan boyut degisikliklerinde, bu degisik-
liklerle uyumlu olarak degisen DPI degerleri gosterilmistir
(21).

Bu ¢aligmalarin sonucunda kolorektal kanserli hastalarda
adjuvan kemoterapi icin hasta seciminde DPI'nin yararh ola-
bilecegi 6nerilmis (22-24), hatta DPI 6lgiimiiniin kolorektal
kanserli hastalarin sonografik incelemelerine dahil edilebile-
cegi savunulmugtur (7).

Kantitatif veriler arasindaki tutarsizliklari ortadan kal-
dirmak icin Doppler US cihazinin kalibrasyonu iizerinde
de bilgi verilmesi gerektigi belirtilmistir (25). Calismamizda
Doppler US cihazimizin kalibrasyonu otomatik olarak yapil-
mist1.

Calismamizda, tim arteriyel ol¢iimler arteria hepatika
propriadan yapildi. Hastalarin inceleme oncesi yaklagik 12
saat a¢ kalmis olmalari, sag gastrik ve gastroduodenal arter-
lerde ortaya ¢ikan kan akimi degisikliklerinin sonuglarimiza
yansimasini onlemistir.

Prospektif calismamizda tiim hastalar kolon kanserli has-
talar olup yeni tani hastalar kadar, eski tani ve takip hastalar
da bulunmaktaydi. Metastaz gelisen ve metastaz gelismeyen
hastalar arasinda DPide literatiire benzer yonde fark izlendi
ancak bu fark istatistiksel olarak anlamli bulunmadi.

Daha onceki ¢alismalar mikrometastaz diizeyinde per-
fiizyon degisikliklerini; hepatik arteryal akimda artisi, portal
venoz akimda azalmayi ortaya koymaktaydi (7, 13-16).
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Biz prospektif calismamizda 6zellikle “DPI de belirgin bir
esik deger bulabilir miyiz?” sorusuna cevap aradik. Bununla
birlikte metastaz gelisen ve metastaz gelismeyen iki grup ara-
sinda istatistiksel olarak anlamli belirgin farklilik bulamadik.

Literatiirdeki belirgin hepatik metastazi olan vakalardan
DFR igin alt sinir degeri 0,37 ve DPI igin alt sinir degeri 0,27
olarak verilmektedir. Kontrol grubunda DFR igin {ist sinir1
0,29-0,30 (erkek-kadin), DPI icin {ist siir 0,23-0,26 (er-
kek-kadin) olarak belirtilmektedir (26). Leen ve arkadaslari,
gortiniirde hepatik metastazi olmayan gruptaki hastalardan
DPI ve DFR diizeyleri normal sinirin yukarisinda saptanan-
larin takipleri sirasinda belirgin karaciger metastaz: ile ek-
situs oldugunu bildirmekte ve yiiksek degere sahip bu has-
talarin aslinda mikrometastazi olan vakalar oldugunu iddia
etmektedirler (22). Bizim hastalarimizdan ikisinin erken
eksitusu ile DPI’lerin belirgin yitksek gtkmast literatiirde ta-
nimlanan tezi destekler niteliktedir.

Caligmamizda metastazi 6ngérmede multipl degisken
analiz edilmis olmakla birlikte bunlardan istatistiksel olarak
anlaml bulunan olmamustir. Bununla birlikte ¢aligmamizda
metastaz gelisen hastalarda hem DPI hem de DFR degerleri
metastaz gelismeyen hastalardakinden daha yiiksek bulun-
mustur. Caligmamizda metastatik hastalarda HA debileri
daha yiiksek bulunmustur.

Ayrica karacigerin yaglanma derecesi ile ters oranti sek-
linde metastaz gelisim degerleri bulundu. Ancak bunlar da
yine istatistiksel olarak anlamli degildi. Literatiirle uyumlu
olan bubulgularin istatistiksel olarak anlamli bulunmamasi-
nin ¢alisma grubu ile iliskili olabilecegi diisiintilmiistiir.

Hepatik akim voliumiindeki artisin portal akim volii-
miinden daha fazla olmasi nedeniyle net sonug¢ DPide artis-
tir. Obez hastalarda karaciger yaglanma derecesindeki artis
tam tersi sekilde DPI degerlerini diisiirmektedir (25). Bizim
calismamizda da benzer sekilde DPI'nin karaciger yaglanma
derecesi ile istatistiksel olarak anlamli olmamakla birlikte be-
lirgin korelasyon gostererek azaldigi gézlenmistir.

Literatiirle uyumlu olarak ¢aliymamizda VKI degerlerin-
de artis ile DPTde artis arasinda istatistiksel olarak anlamli
iliski gozlenmistir. Bu bilgiler ve literatiir verileri 1s181nda
karacigerin metastatik hastaliginda artmasi beklenen DPI
degerinin yagh karaciger nedeniyle diisme egilimi, verilerin
birlikte yorumlanmasinda énemli bir ipucu kabul edilebilir.
Artmis DPI degerlerini yorumlarken gerek metastatik hasta-
ligin gerek se obezitenin ya da her ikisinin bir arada bundan
sorumlu olabilecegini akilda tutmak gerekir.

Yine DP] ile GGT arasinda istatistiksel olarak her iki grup
igin anlamli farklilik bulundu. Istatistiksel olarak anlamli ol-
mamakla birlikte benzer iligki basta AST olmak iizere diger
laboratuvar degerleri ile DPI arasinda da mevcuttu. Bu ilig-
ki ters yonde olup DPI degerlerinde artisa kars1 laboratuvar
degerlerinde diigme seklindeydi. DPIyi etkilemesi olas1 olan
KT gormiis olmak ise istatistiksel olarak anlamli bulunmadu.

Caligmamizda elde edilen sonuglar 1s181nda limitasyonlar
da g6z niinde bulundurularak kolorektal karsinomlu vaka-

lar tizerinde daha genis kapsamli ¢aligmalarin yapilmasinin
yararli olacagini diisiiniiyoruz.

Calismamizin bazi kisithiliklar1 da mevcuttur. DPI de-
gerinin metastatik hastalikta degisimi yaninda ikincil para-
metrelerden etkilenmesi de sézkonusudur (27). Bunlar ara-
sinda karaciger boyutu, karacigerin yaglanma durumu, bazi
enzimler ve VKI sayilabilir. Ayrica KT nin karaciger iizerine
belirgin etkisi ile DPI degerlerinde degisime neden olmasi
ihtimali bulunmaktadir.

Metastaz gelisim stireci goz énitinde bulundurulursa; tani
aninda % 25, tanidan sonraki 5 yilda 6zellikle ilk 2 yilda %
25’lik metastaz gelisme orani bildirilmektedir (6). Bizim
kontrol siiremiz azami 10 ay olmasindan dolay: metastaz yok
olarak degerlendirdigimiz hastalar arasinda olasilikla mik-
rometastazi bulunanlar bulunmaktaydi. Bu hastalarin daha
once tanimlanan nedenlerle artmig DPI degerleri nedeniyle
iki grup arasinda farklilik kismen gézden kagmus olabilir. Bu
olasilik goz 6niine alinirsa takip siiresi kisitlama olarak kabul
edilebilir.

Bizim kontrollerimiz goriintiileme modaliteleri (US, BT,
MRG, PET/BT) ile yapildi. Tiim hastalarin hastanemiz bil-
gisayar bilisim agindan hasta kontrolleri takip edildi. Has-
tane kayitlarinda 9 hastanin yalnizca 2 tanesi tek bagina US
ile metastaz tanis1 almis, bir hasta ise US, BT ve dinamik
kontrastl karaciger MRG ile metastaz tanisi alabilmisti. Di-
ger hastalar tanimlanan diger modaliteler ile tan1 almiglardi.
US incelemenin kisithiliklar1 soyledir; USnin uygulayiciya
bagimli olmasi, hasta kooperasyonu, solunumsal sorunlar,
intraabdominal gaz, obezite ve karacigerde 6zellikle kubbe
gibi zor lokalizasyonlarda milimetrik lezyonlarda subopti-
mal olmasidir. Tiim hastalarimiza BT inceleme yapilamamis
olmasi bu yéniiyle limitasyonlarimiz arasinda sayilabilir. Op-
timal degerlendirme dinamik inceleme (BT ya da MRG) ile
miimkiin olabilir.

Calismamizda hastalar arasinda yeni tani yaninda KT ve/
veya RT gormiis eski tanili hastalar bulunmaktaydi. Bu du-
rum da ayrica bir limitasyon sayilabilir. Ozellikle KT gérme-
mis hastalardan elde edilmis bir ¢aliyma grubunun daha net
veriler getirmesi olasilig1 bulunmaktadir.

Sonug olarak, ucuz, noninvazif ve dogrudan 6l¢iim ya-
pilabilen dupleks RDUS yonteminin, kolorektal karsinomlu
hastalarin hepatik metastazlarini ortaya koyabilme acisindan
yararli olacagini diigiiniiyoruz.

Cikar Catismas1 Beyani: Makale yazarlari aralarinda
herhangi bir ¢ikar ¢atigmasini olmadigini beyan ederler.

Arastirmacilarin Katki Oram Beyan Ozeti: Yazarlar
makaleye esit katki saglamis olduklarini beyan ederler.
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Arastirma Makalesi (Research Article)

Ic Anadolu Bolgesinde Colyak Hastah@imin idiyopatik Infertilite ile Iliskisi
The Association of Celiac Disease with Idiopathic Infertility in Central Anatolia Region
Stimeyra KOYUNCU!, Eser KILIC?, Giilten Can SEZGIN?, Mehmet YUCESOY?

! Erciyes University Medical Faculty, Department of Internal Medicine, Division of Nephrology, Kayseri, Turkey
2 Erciyes University Medical Faculty, Department of Biochemistry, Kayseri, Turkey
3 Erciyes University Medical Faculty, Department of Gastroenterology, Kayseri, Turkey

Amag: Colyak hastaligi (CH) genetik predispozisyonu olan bireylerde gluten alimi sonrasi ince barsaklarda ortaya ¢ikan inflamatuvar bir hastaliktir. CH
birgok jinekolojik ve obstetrik probleme yol acar. Biz i¢ Anadolu bolgesinde idiyopatik infertilitesi olan hastalarda ¢6lyak hastalig1 prevalansini arastirmayi
amagladik.

Gereg ve Yontemler: Erciyes Universitesi Tip Fakiiltesi Jinekoloji ve Obstetrik kliniginde idiyopatik infertilite tanist ile izlenen 30 hasta ile en az 1 gebelik
Oykiisti olan 33 saglikli kadin galigmaya dahil edildi. Tiim hastalarin Antigliadin antikor (AGA) Ig G ve Ig M seviyeleri, Antiendomisyal antikor (AEA),
Anti doku Transglutaminaz antikoru (tTG) ve Ig G/M antikorlar 6l¢iildii. Test sonucu pozitif gelen hastalarin {ist gastrointestinal endoskopi ve duodenal
biyopsileri yapildi.

Bulgular: Gruplar arasinda anemi varlig1, yas ve viicut kitle indeksi (VKI) agisindan fark yoktu. Hasta grubunda dort hastada AGA Ig A ve yalmizca 1 has-
tada AGA Ig G pozitif iken kontrol grubunda 3 hastada AGA IgA pozitifti. EMA testi kontrol grubunda yalnizca 1 hastada pozitifti ancak hasta grubunda
higbir hastada pozitif degildi. tTG Ig A antikorlar1 her iki grupta da negatifti. Kontrol grubunda 2 hastada tTG Ig G pozitifti. Serolojik testler agisindan her
iki grup arasinda anlaml istatistiksel farklilik yoktu.

Sonug: Idiyopatik infertilite hastalarinda CH prevalansi kontrol grubunda benzerdi. Bu hasta grubunda bu iligkiyi degerlendirmek igin daha ileri galismalara
ihtiyag vardir.

Anahtar Kelimeler: Antikorlar, C6lyak hastaligi, Infertilite

Abstract

Objective: Celiac Disease (CD) is an inflammatory autoimmune disease that occurs in the small intestine of genetically predisposed individuals after gluten
intake. CD leads to several gynecological and obstetrical problems. We aimed to investigate the prevalence of CD in patients with the diagnosis of idiopathic
infertility in Central Anatolia.

Material and Methods: The study included 30 female patients who had been diagnosed with idiopathic infertility in the Erciyes University Faculty of
Medicine, Gynecology and Obstetrics clinic and 33 healthy women with at least one healthy pregnancy. The levels of antigliadin antibody (AGA) 1gG/IgM,
anti-endomysial antibody (EMA), anti-tissue transglutaminase antibodies (tTG) and IgG/IgM antibodies were measured in all patients and the study group.
Upper gastrointestinal endoscopy and duodenal biopsy were performed for the individuals with a positive test result.

Results: There was no significant difference in the presence of anemia, age, and body mass index between the groups. While AGA IgA was positive in four
patients and AGA IgG was only positive in one patient in the patient group, AGA IgA was positive in three patients in the control group. In the control group,
only one patient had a positive EMA test result; however, there was no positive result in any of the patients in the study group. tTG IgA antibodies were
negative in both groups. Two patients had positive test in terms of tTG IgG in the control group. There was no statistically significant difference in terms of
serological tests in both groups.

Conclusion: The prevalence of CD in idiopathic infertile patients was similar to the control group. Further studies are needed to evaluate this relationship
in this cohort.
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INTRODUCTION

Celiac disease (CD) is a disease that develops as a result
of hypersensitivity to gluten found in cereals such as wheat,
barley, oats, and rye. It may involve the small intestine mu-
cosa and submucosa, often progresses to malabsorption, and
clinical manifestations improve by removing the gluten from
the diet (1). It is one of the well-known diseases in the wor-
1d with an average prevalence of 1-2% in recent studies and
observed 2-3 times more frequently in women than in men
(2-4).

Patients may present with abdominal pain, dyspepsia, or
diarrhea, which are classical symptoms of CD, or with symp-
toms of multisystemic involvement such as growth retardati-
on, anemia, osteoporosis, infertility and recurrent miscarria-
ges. Infertility is defined as the absence of pregnancy despite
having unprotected sexual intercourse for at least one year.
Infertility affects 10-15% of couples in the reproductive age
group (18-45 years) (5). The infertility ratio is 8-12%, and the
ratio ranges from 10% to 20% in Turkey (6).

Some studies have showed the relationship between idi-
opathic infertility and reproductive problems and CD. They
also reported improved fertility after celiac diet in infertile
females (7-10).

A study has been investigated association between CD
and fertility in infertile North American women and found
the prevelance as 5.9% in infertile population. The mecha-
nism of reproductive problems in CD is still unclear.

However, nutritional problems and autoimmune mec-
hanisms are generally the most overrated reasons to explain
this relationship.

Anti-TG antibodies that are thought to be present in en-
dometrial endothelial cells, are assumed to bind to these cel-
Is. Thus these antibodies may affect the embryo implantation
and result in infertility (12).

This study aimed to investigate the persistence of these
serological tests for CD in infertility for the first time in our
country. We evaluated infertility in CD patients by analiyzing
three different antibody titers.

MATERIAL and METHODS

The study was carried out in the Department of Internal
Medicine in Erciyes University Faculty of Medicine. Before
conducting the study, we received Academic Committee ap-
proval, as well as Ethics Committee approval (Ethics Com-
mittee decision number: 2013/562, Date: 20.08.2013). The
study was planned according to the principles of the Helsinki
Declaration. All patients included in the study were infor-
med about the tests to be performed. Their written consent
form was obtained to perform the tests and the necessary
physical examination.

Idiopathic infertility was diagnosed based on the absence
of a reason to explain infertility as a result of the examina-

tions in the obstetrics and gynecology clinic. Spermiogram,
hysterosalpingography (HSG), display of ovulation (with
progesterone level on the 21st day of the cycle), pituitary hor-
mones (FSH, LH), and thyroid function tests were evaluated
in couples with infertility. Laparoscopy had been performed
in some cases, when as needed (when tubal patency could
not be monitored in hysterosalpingography (HSG) and pat-
hology of tuba uterina was considered). Idiopathic infertility
was diagnosed when these tests resulted in normal values.

The study included primary infertile women (18-40 years
of age) who did not have any pathology in HSG and hor-
mone tests, were not diagnosed with CD previously, and
whose partners had normal spermiogram results. Those with
known pituitary or hypothalamic disease, DM, HT, hypot-
hyroidism, hyperthyroidism, polycystic ovarian syndrome
(PCOS), or hyperandrogenemia were excluded.

The study involved 30 female patients who met the inclu-
sion criteria and were diagnosed with infertility, and 33 wo-
men with fertility, between the ages of 18 and 40.

Serological Evaluation

Venous blood samples were taken from all individuals in
the patient and control groups, and EMA IgA, AGA IgG, and
IgA were examined using the micro Enzyme-Linked Immu-
noabsorbent Assay (ELISA) method in the serology labora-
tory of our hospital. Values

>25 TU/ml for AGA antibodies, and >20 for EMA IgA
were considered positive. ELISA BioTek microplate reader
and Elx50 microplate washer devices, Sunred human t rea-
der and Elx50 microplate washer devices, Sunred human tTG
IgA kit, and Sunred human tTG IgG antibody-ELISA test kits
were used for the tTG. Values > 300 ng/ml for tTG IgA and
values > 10 ug/ml for tTG IgG were considered positive.

Statistical Methods

The data were evaluated in the IBM SPSS Statistics 21.0
statistics package program. The number of units (n), per-
centage (%), and mean + standard deviation were given as
summary statistics. The normal distribution of numerical
variables was analyzed with the Shapiro-Wilk test. Indepen-
dent samples t-test was used for two-group comparisons. The
exact method of the chi-square test was used to compare ca-
tegorical variables. P value <0.05 was considered statistically
significant.

RESULTS

The mean age was 28.4 years in the patient group and 29.3
years in the control group. The body mass index was 22.6
km/m? in the patient group and 22.17 km/m? in the control
group. There was also no significant difference between bio-
chemical parameters. Clinical and biochemical characteristi-
cs, and blood pressure monitoring of study participants are
summarized in Table 1.

KSU Medical Journal 2021;16(1) : 19-24

KSU Tip Fak Der 2021;16(1): 19-24



KOYUNCU et al.

Table 1. Clinical and biochemical characteristics and blood pressure monitoring of infertile patients and

healthy controls
Variables Infertile patients Healthy controls P
(n=30) (n=33)
Age, (years) 28.4+4.5 29.3+3.28 Ns
Systolic blood pressure (mmHg) 120+ 8.5 122+£9.0 Ns
Diastolic blood pressure (mmHg) 75% 6.0 74+ 5.5 Ns
eGFR* (ml/min/1.73 m’) 83.9+5.8 85.4+3.6 Ns
BMI (kg/m?) 22.6+2.30 22.1+2.43 Ns
Hemoglobin (g/1) 13.1+1.9 13.5+2.1 Ns
Platelet count (x1,000/mm®*) 228 + 44 256 + 49 Ns
White blood cell count (10/A3/uL) 6.5+32 58+23 Ns
Smoking status 2 (6%) 3(9%) Ns
Biochemical parameters
Plasma fasting glucose (mg/dl) 88.0 £8.5 86+9.0 Ns
Creatinine (mg/dl) 0.89 £0.21 0.84 +£0.15 Ns
Fasting total cholesterol (mg/dl) 182+ 32.5 177.9 £29.9 Ns
Fasting HDL- cholesterol (mg/dl) 422+11.9 43.1£7.1 Ns
Fasting LDL- cholesterol (mg/dl) 112.4+27.1 113.6 £22.7 Ns
Fasting triglyceride (mg/dl) 143+ 98 138+ 81.9 Ns
Hs-CRP (mg/l) 54421 51+1.9 Ns
Ns: Not significance statistically difference, BMI: Body mass index

All patients were given a detailed physical examination
and system query in terms of CD. No patients had symptoms
of chronic diarrhea, abdominal pain, and weight loss. One
patient in the infertile group and two people in the control
group had occasional complaints of abdominal distention.
However, no organic pathology was detected in these indi-
viduals.

AGA IgG/IgM, EMA, and tTG IgG/IgM were tested in
all patients. AGA IgA was detected in four patients and AGA
IgG in one patient in the patient group. In the control group,
AGA IgA was positive in three patients, and none of them

had AGA IgG positivity. There was no statistically significant
difference between the two groups (p> 0.05) (Table 2).

EMA was positive in one patient in the control group, and
none in the patient group. The difference was not statistically
significant (p> 0.05). That patient did not accept the upper
endoscopy procedure for diagnostic purposes (Table 2).

TTG IgA antibodies were negative in all patients in both
groups. Two people in the control group had tTG IgG posi-
tivity. All patients in the patient group were negative. There
was no statistically significant difference between the groups

(p>0.05) (Table 3).
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Table 2. AGA IgA, AGA IgG, and EMA Levels of the Patient and Control Groups

Patient Control P
n % n %
Positive 4 13.3 3 9.1
AGATzA Negative 26 86.7 30 90.9 0
Total 30 100 33 100
Positive 1 33 0 0
L(EALEG Negative 29 96.7 33 100 0.476
Total 30 100 33 100
Positive 0 0 1 3
EMA Negative 30 100 32 97 0.98
Total 30 100 33 100

Table 3. TTG IgA and tTG IgG Levels of the Patients and Control Groups

Patients Controls Total
tTG IgA Positive n 0 0 0
% 0 0 0
Negative n 30 33 63
% 100 100 100
Total n 30 33 63
% 100 100 100
tTG IgG Positive n 0 2 2
% 0 6.1 3.2
Negative n 30 31 61
% 100 93.9 96.8
Total n 30 33 63
% 100 100 100

There was no significant difference between the groups in
terms of anemia. Eight people in the control group and seven
in the patient group had hemoglobin <12 g/dl. Their anemia
was compatible with iron deficiency anemia. Folic acid and
B12 levels were normal in all patients.

DISCUSSION

CD is a chronic and inflammatory small bowel disease
that is triggered by gluten in individuals with a genetic pre-
disposition. This clinical situation occurs with T cell-media-
ted immune mechanism and causes malabsorption. The pre-
valence of CD seropositivity was determined as 1/130-1/300
in adults patients in Europe (2, 12-15). Giirsoy et al. found
that its prevalence was 1% in Kayseri which located Central
Anatolia (16).

In our study, we aimed to investigate CD associated with
idiopathic infertility by using multiple tests in this location.

The infertility rate was found 0.2% in Italy in the general
population. However, infertility was found 1.2% in a study
conducted in CD patients who were between the ages of 15-
49 (17). Hussein Shamaly et al. showed that the CD rate was
found 2.65% in the 192 patients with idiopathic infertility
group while only 0.5% ratio was found in the 210 healthy vo-
lunteers aged 18-44 years. In addition, another study showed
that the CD was found 1.5% in the 100 couples with idiopat-
hic infertility group whereas this ratio was 0.25% in the 200
healthy couples (18,19).

Contrary to these studies, several studies have demons-
trated that there was no association found between CD and
infertility. Also, no relationship was found between infertility
and pregnancy complications in this study involving 5000 ca-
ses with CD (19).
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A study by Rita Sharshiner et al. compared tTG and EMA
IgA and IgM antibody titers in 116 patients with idiopathic
recurrent miscarriages with healthy pregnancy controls.
However, no statistical difference was found between the two
groups and the authors suggested that such screening was
not required in the infertile group in terms of CD antibodies
(20). A study by Kolho et al. performed a study included 47
cases with unknown infertility, 63 cases with recurrent mis-
carriages, and 51 healthy women and they suggested that the
CD prevalence was not different from a normal population
(21). Similarly, other studies have shown that the CD pre-
valence is similar in healthy controls with infertile women
(22-24).

Currently, studies on CD and infertility have examined
presence of antibodies generally. There have been serious re-
searches on the immunological origin of this association in
recent years especially. AGA can also be found positive in
atopic eczema, pemphigus, sjogren’s syndrome, and rheuma-
toid arthritis in the literature (25).

Kumar et al. performed a large-scale study for a subcli-
nical celiac in the obstetrics clinic. AGA IgA IgG, tTG IgA,
and EMA IgA were tested for the patients with reproducti-
ve problems and the control group. TTG IgA was positive
in 6.7% of those with recurrent miscarriages, 5.7% of those
with stillbirths, 5.6% of the infertile group, 9.3% of those with
intrauterine growth retardation and in 1.3% of the control
group. The seroprevalence of tTG and EMA was similar in
each group when compared to the control group. Therefore,
the authors suggested serological evaluation should be per-
formed in people with idiopathic reproductive problems in
terms of subclinical CD (26).

Unlike previous studies, we evaluated the relationship
between infertility and CD in patients with idiopathic infer-
tility by using multiple serological tests. There was no statis-
tically significant difference in terms of serological tests in
both groups.

In conclusion, the importance of this study is the first
controlled study investigating the association of infertility
and CD in our country using by analyzing several antibodies.
We suggest that new markers are needed to investigate auto-
immunity which is one of the causes of infertility in women.
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Yash Erkeklerde Malign Tiroid Hastahiklarimin Genel Ozellikleri

General Characteristics of Malignant Thyroid Disorders in Elderly Men
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Ozet
Amag: Tiroidektomi uygulanan yash erkek hastalarda malignite oranlarini ve sonuglarini arastirmay1 amagladik.

Gerec ve Yontemler: Kadm hastalar calisma dis1 birakildi. Calismaya dahil edilen erkek hastalar iki gruba ayrildi; Grup 1, 60 yas alt1 ve grup 2, 60 yas
uistii. Histopatolojik sonuglara gore hastalar benign ve malign olarak siniflandirildi. Malign olanlarin tiimoér biiytikliigii her grupta birbiriyle karsilastirildi.
Ayrica malign grupta tiimoriin histolojik alt tipi ve ¢ok odakli olmasi kaydedildi. Tiim hastalarin demografik parametreleri ve patolojik bulgulari kaydedildi.
Istatiksel olarak p degeri <0.05 olmast anlamli kabul edildi.

Bulgular: Calismaya dahil edilen toplam hasta 727(%20) idi. Grup 1 tiim vakalarin %82.3>iinii (n=598), grup 2 ise tiim vakalarin %17.7»sini (n=129) olus-
turuyordu. Malign hastalarin ortanca yas1 grup 1>de 46 yil, grup 2>de 67 yil idi. Histopatolojik sonuglarda malignite orani; Grup 1°de 100 hasta (%16.7),
grup 2°de 27(%20.9) hasta malign olarak bulunmustur. Ortalama timdor ¢ap1 grup 1>de 16.3 mm ve grup 2>de 20.3 mm idi. Birden fazla odak olmasi, grup
2’de 12 (%44.4) hastada ve grup 1°de 26 (%26) hastada mevcuttu.

Sonug¢: Calismamizda yash erkeklerde; tiroid kanseri, tiimor boyutu ve birden fazla odak olma orani geng hastalara gore daha yiiksek tespit edilmemistir.
Bu durum tiroid hastalarimim multidisipliner takibininin bir sonucudur.

Anahtar kelimeler: Tiroid, Kanser, Yash erkek

Abstract
Objective: We aimed to investigate malignancy rates and outcomes in elderly male patients undergoing thyroidectomy.

Material and Methods: Female patients were excluded from the study. Male patients included in the study were divided into two groups; Group 1 is under
60 years and group 2 is over 60 years. According to histopathological results, patients were classified as benign and malignant.Also in malignant group;
histological subtype of the tumor and tumor focality- multicentriticy were investigated and multicencritic ones were noted. The demographic parameters and
pathological findings of all patients were recorded. Statistically, p value <0.05 was considered significant.

Results: A total of 727 (%20) male patients included in the study. Group 1 was accounted for 82.3% (n=598) and group 2 was accounted for 17.7%(n=129)
of all cases. The median age of malignant patients was 46 years in group 1 and was 67 years in group 2. The histological subtype; group 1 was malignant
in 100 (16.7%) cases and group 2 was malignant in 27 (20.9%) cases. The average tumor diameter was 16.3 mm in group 1 and 20.3 mm in group 2. The
multicenticity was present in 12 (44.4%) cases of group 2 and in 26 (26%) cases of group 1.

Conclusion:I n our study in advanced age male patients; There was no significant increase in thyroid cancer incidence, tumor size and multicentre ratio from
young patients. This is a result of multidisciplinary follow-up of thyroid patients.

Keywords: Thyroid, Cancer, Elderly men
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INTRODUCTION

The thyroid gland is an important endocrine organ whi-
ch settled between the deep fascias ofthe neck. Hormones
produced from the thyroid gland have an important role in
different functions of the body (1). Like the other organs of
the body, thyroid gland has familial, hereditary and sporadic
diseases. The incidence of these diseases increases with age.
Surgeons consider the malignant tumors as the most impor-
tant diseases of thyroid gland(2).

Nowadays thyroid surgery is performing especially for
malignancy. Thyroid cancer is the ninth most common can-
cer and accounts for 3.8% of all new cancer cases in the Uni-
ted States (3).

Like all the other cancers, there are lots of parameters
that determine the prognosis of thyroid cancer. The principal
prognostic factors are age, histologic type of cancer, histo-
logic grade, extrathyroidal extension, vessel invasion, lymp-
hatic invasion, perineural invasion, tumor size, regional lym-
ph node involvement and distant metastasis (4-7).

In our study, we aimed to investigate the rates and con-
sequences of malignancy in elder men who underwent thy-
roidectomy.

MATERIAL and METHODS

We retrospectively analyzed the data of 3632 patients who
underwent thyroidectomy between January 2010 and De-
cember 2018 in Abant Izzet Baysal University Hospital, De-
partment of General Surgery. The study was planned accor-
ding to the principles of the Helsinki Declaration. This work
has been approved by the institutional directorate (no/date:
33443051-929/15.10.2019). Female patients, recurrent thyro-
id surgeries, those who underwent thyroid surgery in adoles-
cent period, and the patients who underwent lobectomy were
excluded from the study. Male patients were divided into two
groups; under the age of 60 as Group 1 and 60 years and elder
as group 2. According to histopathological results, patients
were classified as benign and malignant. The patients were
evaluated in terms of demographic data, being in the benign
or malignant group, being single or multicentriticy.

Statistical Analysis: SPSS 15.0 was used for statis-

tical evaluation. The conformity of the data to normal dist-
ribution was done with the kolmogorow-Smirnow or Shapi-

ro Wilk test. Student t-test or Mann Whitney U Test in the
evaluation of numerical data according to its normal dist-
ribution. x” analysis was done to evaluate categorical data.
Numerical data were given as mean + standard deviation
(minimum-maximum) values or median (minimum-maxi-
mum values or 25" and 75" percentile) according to their
suitability for normal distribution. Categorical data are given
as number (n) (percent /%). p <0.05 others were considered
statistically significant.

RESULTS

A total of 727 (%20) male patients included in the study.
Gender ratio in all patients male/female; It was determined
as 1/5. Group 1 was accounted for 82.3% (n=598) and group
2 was accounted for 17.7%(n=129) of the included cases. The
mean age of group 1 was 45 (19-59) and of group 2 was 66
(60-78) (p=0.001).

The histological subtype of group 1 was benign in 498
(83.3%) cases; and was malignant in 100(16.7%) cases; and
the subtypeof group 2 was benign in 102 (79.1%) cases; and
was malignant in 27 (20.9%) cases. The median age of malig-
nant patients was 46 (17-59) in group 1 and was 67 (60-78) in
group 2 (Table 1).

According to histopathological evaluation, no significant
difference was observed between group 1 and group 2 in ter-
ms of malignant patients (p=0.25).

When we looked at the the histological tumor type in
group lsthe tumor was papillary carcinoma in 94 (94%) ,
medullary carcinoma in 3 (3%), undiferantiated (anaplastic)
carcinoma in 2 (2%) and oncocytic (hiirtle cell) carcinoma in
1 (1%) case. In group 2 the histological tumor type was pa-
pillary carcinoma in 24 (88.9%) , undiferantiated (anaplastic)
carcinoma in 2 (7.4%) and follicular carcinoma in 1 (3.7%)
case. The histological subtype differences was not significant
between the groups 1 and 2 (p=0.15).

In group 1 the tumor was multicentric in 26 (26%) cases
and unicentric in 74(74%) cases. The multicentricity was pre-
sent in 12 (44.4%) and absent in 15(55.6%) of group 2 cases.
Multicentricity rate was not statistically significant (p=0.06)

(Table 1).

The median tumor diameter was 16.3 (1-65) mm in group
1 and 20.3 (2-70) mm in group 2. The tumor size was nota
statistically significant (p=0.52) (Table 1).

Table 1. Demographic and histopathological results

Group 1 Group 2 p
Overall average age 45 66 0.001
Median age in malignant cases 46 67 0.02
Histopathological results Benign(n) 498 102 0.254
Malignant(n) 100 27
Multicentricity Yes(n) 26 12 0.06
No(n) 74 15
Median tumor diameter (mm) 16.3 20.3 0.52
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DISCUSSION

Aging is a physiological process of the body. The human
body continues his or her life with increased risk of different
diseases with aging. One of the frequent disease of elderly
people is goiter, which means the enlargement of thyroid
gland. In recent years, with the development in radiological
imaging systems and development and succeeding consequ-
ences of the tissue sampling with biopsy brougth, the long
term follow up of the patients with goiter without surgery (8).

Although the thyroid diseases are less common in male,
the follow up and treatment algorithm is similar with female
patients. In our study male/female rate was 1/5 and it could
clearly seen that advanced aged male patients could have
been operated till the age of 78.

Surgeons conclude that the cancer isthe most important
disease of the thyroid gland. Thyroid cancer is the only cancer
for which age is included in the American Joint Committee
on Cancer TNM staging system (9-11). Although typically it
has a favorable prognosis, the aggressiveness of thyroid can-
cer increases with aging (12,13).There is also a recognized as-
sociation between elder age and the poor outcomes (13,14).
In our study, there was no significant difference in cancer
rates in elderly patients.

Thyroid cancer is still the most common malignancy of
the endocrine organs. On the other hand it has much better
prognosis than other cancers. Also the most common histo-
logical subtype is still papillary carcinoma with a rate of 80%
in all tyhroid cancers (15). In our study the most common
histological subtype was papillary carcinoma (88.9%) and it
is similar with the literature.

Thyroid cancer sometimes occur in more than one area
in the thyroid gland which named as multicentricity. Benek
et al. investigated the rate of multicentritis in all thyroid pa-
tients and found that the rate of multicentricity was 26% (13).
In our study the multicentricity rate was 29.9% in male pa-
tients which was reaching 44.4% with advanced age.

Unfortunately the insidance of thyroid cancers increasing
year by year, but, fortunately tumors can be detected early in
small sizes. So the insidance of detection of smaller tumors
especially less than 2 cm is increased(16). In this situation
tumor size is gaining importance as a prognostic factor.

In developed countries, the rate of the tumors which are
smaller than 1 cm, is 40% in patients who underwent surgery
for thyroid cancer (17). In our study average tumor diameter
was 16mm in younger male patients the but the diameter re-
aches 20mm in older men.

In 21th century we can see that the treatment and follow
up algorithms of the thyroid diseases developing so patients
being followed up without surgery for years. In our study in
advanced age male patients; There was no significant incre-
ase in thyroid cancer incidence, tumor size and multicentre
ratio from young patients.
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Kemoradyoterapi ile Tedavi Edilen Lokal ileri Nazofarinks Karsinomlu
Olgularda Bcl-2 ve CD9 Ekspresyonunun Prognostik Onemi

Prognostic Significance of BCL-2 and CD9 Expression in Cases with Locally Advanced
Nasopharinks Carcinoma which Treated by Chemoradiotherapy
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Ozet

Amag: Nazofarins kanserleri, diger bas ve boyun kanserlerinden etiyolojik, epidemiyolojik, histopatolojik 6zellikler, biyolojik davranis ve tedavileri agi-
sindan onemli farkliliklar gosterir. Bu galigmada amacimiz kemoradyoterapi ile tedavi edilen lokal ileri evre nazofarinks kanserli hastalarda Bcl-2 ve CD9
ekspresyonunun prognostik onemini gostermektir.

Gerec ve Yontemler: Arastirmaya Erciyes Universitesi Onkoloji Hastanesinde 18 yasindan biiyiik kemoradyoterapi ile tedavi edilen lokal ileri evre 40
nazofarinks kanserli hasta dahil edildi. Bu hastalarin parafin bloklarinda, immiinohistokimyasal yontemle CD9 ve Bcl-2 arastirildi ve diger klinikopatolojik
parametrelerle karsilastirildi. Hastalarin sagkalim, lokal kontrol, hastaliksiz sagkalim ve prognostik faktorleri degerlendirildi.

Bulgular: Bcl-2 pozitif ve negatif vakalar arasinda 5 yillik hastaliksiz sagkalim, genel sagkalim ve lokal kontrol agisindan anlamli fark bulunmad (sirasiyla
p=0.811, p=10.845 ve p = 0.442). Genel sagkalim, lokal kontrol ve hastaliksiz sagkalim i¢in prognostik faktorler olarak Bcl-2 pozitifligi veya negatifligini
anlamli gosteremedik (p> 0.05). CD9 pozitif grupta 5 yillik lokal kontrol agisindan istatistiksel olarak anlaml1 bir fark bulundu (p = 0.047).

Sonug: Yaptigimiz ¢alismada, nazofarinks kanserli hastalarda CD9’un prognostik 6nemini gosterdik. Ancak Bcl-2"nin prognostik degeri olup olmadigini
gosteremedik.

Anahtar Kelimeler: Nazofarinks kanseri, Kemoradyoterapi, Bcl-2, CD9

Abstract

Objectives: Nasopharynx cancers differ significantly from other head and neck cancers in terms of etiological, epidemiological, histopathological features,
biological expression in patients with locally advanced nasopharynx cancer treated with chemoradiotherapy behavior and treatments. In this study, we aimed
to show the prognostic significance of Bcl-2 and CD9.

Material and Methods: Forty patients with locally advanced nasopharynx cancer who were older than 18 years of age and were treated with chemoradio-
therapy at Erciyes University Oncology Hospital were included in the study. In these patients, CD9 and Bcl-2 were investigated by paraffin immunohistoc-
hemical method and compared with other clinicopathological parameters. Survival, local control, disease-free survival and prognostic factors of the patients
were also evaluated.

Results: No significant difference was found between Bcl-2 positive and negative cases in terms of 5-year disease-free survival, overall survival and local
control (p = 0.811, p = 0.845 and p = 0.442, respectively). We could not show significant Bcl-2 positivity or negativity as prognostic factors for overall
survival, local control and disease-free survival (p> 0.05). A statistically significant difference was found in the CD9 positive group in terms of 5-year local
control (p =0.047).

Conclusion: In our study, we showed the prognostic importance of CD9 in patients with nasopharyngeal cancer. However, we could not show whether Bel-2
has a prognostic value or not.

Keywords: Nasopharyngeal carcinoma, Chemoradiotherapy, Bel-2, CD9
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INTRODUCTION

Nasopharyngeal cancers (NPCs) exhibit important dif-
ferences from other head and neck cancers in terms of eti-
ological, epidemiological and histopathological features,
biological behavior and treatment (1). As they have been di-
agnosed in advanced stages, 10-years survival is about 40%,
when average of all stages were considered (2). Thus, ongoing
efforts are made to seek factors, which can be important for
early diagnosis, prediction of prognosis and novel therapeu-
tic strategies (3).

In recent years, it has been emphasized on interactions
between differentiation and biological behaviors of tumors
and oncogenes; since, it is possible to utilize these relations-
hips as prognostic markers. It was shown that high rates of
angiogenesis could be an important prognostic factor for dis-
tant metastasis, Overall survival (OS) and disease-free survi-
val (DFS) (4,5).

Apopitosis has a key role in the development of tumors.
Bcl-2, which is a gene that enables resistance to apopitotic
stimulants, is found at t (14:18) translocation in low-grade B
cell non-Hodgkin lymphoma. Thereby, Bcl-2 gene can provi-
de information about prognosis. 16 homologues of Bcl-2 was
identified in human being (5). While some members (Bcl-2,
Bcl-xL, Bcl-W) inhibit apopitosis, others (Bak, Bad, Bax, Bid,
Bik) promote (6).

CD9 (MRP-1) was first described as a transmembrane
glycoprotein. It is produced at hematopoietic and non-hema-
topoietic tissues. Physiological characteristics are not fully
understood. Anti-CD9 antibodies cause platelet activation by
type II IgG Fc receptor. CD9 is found to be related to tumor
cell proliferation and metastasis. Presence of CD9 is conside-
red as a positive prognostic factor (7).

There is limited number of studies regarding Bcl-2 in the
literature. This study is present regarding CD9 as prognos-
tic factor in NPCs. In this study, it was aimed to determine
the effects of Bcl-2, an anti-apopitotic molecule, and CD9,
which is linked to cell proliferation and cell mobility, on OS,
local control and DFS and to assess prognostic factor in ca-
ses with locally advanced nasopharyngeal carcinoma which
were treated by concurrent-cisplatin based chemoradiothe-
rapy (CRT).

MATERIAL and METHODS

Patients

This study includes 40 cases with locally advanced nasop-
haryngeal carcinoma which were treated by concurrent CRT
with cisplatin between January 2004 and December 2009.
The study was planned according to the principles of the Hel-
sinki Declaration. Ethical approval was obtained from Erci-
yes University Faculty of Medicine on February 18.02.2011.

Chemoradiotherapy

All cases in the study were underwent concurrent CRT
with weekly cisplatin. During radiotherapy (RT) cisplatin 20
mg/m” were administered concomitantly at the first day of
the week. Treatment volume was arranged as two reciprocal
field and a supra field which encompass nasopharynx, adja-
cent parapharyngeal tissues with a border of 1-2 cm and all
neck lymphatic. Spinal cord was protected after 46 Gy. Tumor
dose was estimated according to multiple-isocenter field. To-
tal dose of 70 Gy was administered on a schedule 2 Gy per
fraction, per day, 5 days per week in 35 fractions. Therapy
process were administered by using 6-18 MV photon energy
and 9 MeV electron energy via a linear accelerator (LINAC).

Immunohistochemical Staining of CD9 (MRP-1)
and Bcl-2

Paraffin-blocked tumor tissue samples of patients were
obtained from archive of Pathology Department. Paraffin
block cassette is mounted to block holder of microtome devi-
ce. Tissue mass is reached by drilling anterior surface of tis-
sue. After cutting 4 p thickened tissues, sections are delivered
to 43° C water. Then, sections are loaded to slides.

Immunohistochemical Assessment

When assessing immunohistochemical staining, staining
within tissue is considered for positive control. Tonsil tissue
was used as positive control tissue for Bcl-2 and CD9. All
above-mentioned staining procedures were performed after
staining and assessing tonsil tissue under microscope.

Immunohistochemical Assessment of Bcl-2

For Bcl-2, it is considered as positive, when there is a cy-
toplasmic staining in more than 25% of all tumor cells at 10x
magnification, otherwise it was considered as Bcl-2 negative.

Immunohistochemical Assessment of CD9 (MRP-1)

For CDY, it is considered as positive, when there is a cy-
toplasmic staining in more than 5% of all tumor cells at 10 x
magnification, otherwise it was considered as Bcl-2 negative.

Statistical Analysis

Data were analyzed by using SPSS version 15.0 for Win-
dows. Normal distribution of data is assessed by One-Sample
Kolmogorov-Smirnov test. As no median value was reached,
survival data were expressed as means. Chi-square test was
used to compare quantitative variables. Survival analysis was
performed by using Kaplan-Meier method and statistical
difference was assessed by using log rank test. Cox regressi-
on analysis was used to assess risk factors including gender
(male or female), age (< 40 years or >40 years), T state (T1-2
or T3-4), N state (NO or N1-3), stage (Stage II-III or Stage
IVA-IVB), Bcl-2 (positive or negative) and CD9 (positive or
negative) as prognostic factors. p<0.05 was considered as sta-
tistically significant.
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RESULTS cases were positive. When groups according to Bcl-2 and
CD?9 state (positive or negative) were compared in terms of
age, gender, T state, N state and stage (except N state in CD9;
p=0.017), no statistically significant difference was found
between groups (p >0.05).

Table 1 shows characteristic of cases in terms of whole
group and according to Bcl-2 and CD?9 state. Median age was
45 (range; 23-72 years) years. There were 15 (37.5%) Bcl-2
negative cases, while 25 (62.5%) cases were positive; and the-
re were 21 (52.5%) CD9 negative cases, whereas 19 (47.5%)

Table 1. Clinico-pathological characteristics of patients according to Bcl-2 and CD9.

Characteristics Total BCL-2 CDh9

S) (G) P ) &) P
N 40 (100) 15 (37,5)

25 (62.5) 21(52.5) 19 (47.5)

Age
(median,range) 45(23-72) |44 (23-72) 49 (27-72) 0.37 44 (27-72)  49(23-72) 0.346
Gender
Female 10 (25) 2(5) 8 (20) 0.18 6 (15) 4 (10) 0.583
Male 30 (75) 13 (32.5) 17 (42.5) 15 (37.5) 15 (37.5)
T classification
T1 2 (5) 1(5) 1(2.5) 0.61 1(2.5) 1(2.5) 0.095
T2 14 (35) 7 (%17.5) 7 (17.5) 4 (10) 10 (25)
T3 10 (25) 3(7.5) 7 (17.5) 8 (20) 2 (5)
T4 14 (35)) 4 (10) 10 (25) 8 (20) 6 (15)
N classification
NO 11 (27.5) 3(7.5) 8 (20) 0.83 6 (15) 5(12.5) 0.017
N1 12 (30) 5(12.5) 7 (17.5) 3(7.5) 9 (22.5)
N2 13 (32.5) 5(12.5) 8 (20) 11 (27.5) 2 (5)
N3 4 (10) 2 (5) 2 (5) 1(2.5) 3(7.5)
Stage
11 10 ((25) 5(12.5) 5(12.5) 0.683 3(7.5) 7 (17.5) 0.112
11 12 (30) 4 (10) 8 (20) 9(22.5) 3(7.5)
IVA 14 (35) 4 (10) 10 (25) 8 (20) 6 (15)
IVB 4 (10) 2 (5) 2 (5) 1(2.5) 3(7.5)
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Figure 1. Local control curve according to CD9 negative (n=21) and positive (n=19) groups (p = 0.047).
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Mean follow-up was 27.5 (range; 2-82 months) mont-
hs. Mean OS was found as 61.00+5.55 months, whereas
local control duration and DFS as 56.00+5.76 months and
55.+05.75 months, respectively. In Bcl-2 negative and posi-
tive groups, OS, local control duration and DFS were found
as 66.81 versus 45.61 months, 58.24 versus 44.04 months and
52.90 versus 44.70 months, respectively. Although survival

was numerically higher in Bcl-2 negative group, no statisti-
cally significant difference was found. In CD9 positive and
negative groups, difference in OS (53.02 versus 56.72 mont-
hs; p=0.060) was found as close to statistical significance. A
statistically significant difference was found in terms of local
control (46.58 vs. 53.82 months; p=0.047) (Figure 1). No
statistically significant difference was found in DFS (46.39 vs.
51.89 months; p=0.127) (Table 2).

Table 2. 5-years survival rates of the cases.

Survivals Total BCL-2 CD9

) ) » ¢) ) P
os % 78 % 64 0.811 % 57 % 81 0.127

% 66 % 58 0.845 % 49 % 77 0.047
Local control

% 59 % 58 0.442 % 49 % 79 0.060
Disease-free survival
According to Bcl-2 or CD9 state (positive or negative), no statistically significant difference was found in any of the risk
factor in terms of OS, local control and DFS (p>0.05). However, a significant difference was found in OS (32.00 vs. 56.50
months; p=0.036) according to being either Stage IVA or Stage IVB in groups with positive or negative CD9.

Table 3. Univariate analysis of risk factors in the OS.

Univariate Analysis

Risk Factors OR (95% CI) p value

Gender (Female or Male) 1.52 (0.39-5.91) 0.546
Age (<40 or >40) 1.63 (0.42-6.39) 0.477
T classification (T1-2 or T3-4) 6.42 (0.81-50.88) 0.078
N classification (N0 or N1-3) 1.94 (0.41-9.18) 0,404
Stage (Stage 1-2 or 3-4Mo) 2.81 (0.72-10.90) 0.135
Bcl-2 (Negative or Positive) 1.69 (0.43-6.57) 0.448
CD9 (Negative or Positive) 3.95(0.86-18.61) 0.082

No significant difference was detected in OS, local control
and DFS in univariate and multivariate analysis, which were
performed for assessment of prognostic factor according
to risk factor including Bcl-2 and CD9 (p>0.05). Table 3
shows only univariate data for OS. According to this results,
a trend was detected in T state (T1-2 or T3-4) and CD9 state
(positive or negative) towards significant difference (p=0.078
and p=0.082, respectively)

DISCUSSION

NPCs remain to be an important health issue, although
good outcomes are provided by advancing RT techniques
and addition of chemotherapy in recent years. In NPCs, fa-
ctors affecting prognosis have been assessed by patient, di-
sease and treatment parameters and nowadays it has been
emphasized on interactions between differentiation and bi-
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ological behavior of tumors and oncogenes; and on utilizing
these relationships as prognostic predictors (8).

Bcl-2 and Bcl-2 gene family are the major genes that re-
gulates apopitosis. Bcl-2 can enhance cell survival and inhibit
apopitosis. Theoretically, Bcl-2 gene is expected to cause re-
sistance to treatment and poor prognosis via two mechanis-
ms: preventing normal apopitosis resulting with accelerated
accumulation of tumor cells and blocking treatment-related
apopitosis regardless than treatment type (9).

Positive Bcl-2 expression was reported 70% in breast can-
cers, 30-60% in prostate cancers and 90% in colorectal can-
cers. In a study with 46 NSCLC (non-small lung cancer) ca-
ses by Yilmaz et al., 37 cases (80.4%) were found as negative,
while 9 cases (19.6%) as positive for Bcl-2. It was seen that
Bcl-2 positive cases had better survival rate (25% vs. 12% in
adenocarcinoma) (10,11). Whereas, in our study, we found
that our patients with Bcl-2 negative had better surveillance,
although we did not find statistically significant.

In a study with malign melanoma, they found that Bcl-2
positivity was related to resistance to chemotherapy as well as
poor prognosis (12).

There is a inconsistency regarding results on prognostic
value of Bcl-2 expressions in head and neck cancers. In two
distinct studies, it was shown that Bcl-2 over-expression was
related to poor outcome and shorter survival in early stage
squamous cell carcinoma of head and neck (9,10). We obtai-
ned data similar to the research done by N. Azad and O. Gal-
lo. Raybaud et al., found that Bcl-2 positive cases were more
resistant to therapy in a study in which response to treatment
was assessed in cases with head and neck cancer, undergoing
chemotherapy and RT (11). In a study, Csuka et al. evaluated
P53, Bax and Bcl-2 in cases with head and neck cancers and
found that positive Bcl-2 enhanced resistance to therapy and
caused poor prognosis (13). In a Bcl-2 study in patients with
head and neck cancer by Akyol et al., proportion of Bcl-2 po-
sitive cases was found as 71% (14). No relationship was found
between Bcl-2 positivity and survival or stage of the patients.
In a study on cases with NPC by Sarac et al., it was demonst-
rated that, in statistical analysis, Bcl-2 positivity (74%; 26/35)
was a factor that affects cervical lymph node metastasis , cra-
nial nerve involvement and disease survival (15).

In a Bcl-2 study in cases with NPC by Vera-Sempere FJ
et al,, it was found that Bcl-2 positivity was associated to di-
agnosis of indifferentiated, but not age, gender or stage (16).
Likewise other studies, no relationship was found between
Bcl-2 positivity and survival or stage (12-15)

Positivity rate were reported between 18% and 36% in
early stage squamous cell carcinoma of head and neck (2).
Bcl-2 positivity rate (62.5%) in our study was found to be
consistent in those studies, which reported positivity rate
between 60%-90% in nasopharynx cancers (14-18). Given
the outcome of OS (66.81 versus 45.61 months), local control
(58.24 versus 44.04 months) and disease free survival (52.90
versus 44.70 months) in Bcl-2 negative and positive groups,

however, it should be suggested that, in cases with NPC, Bcl-
2 positive patients had poorer prognosis and shorter survival
in agreement with literature. In our study, unlike others, OS
, local control and DFS was individually assessed in terms of
age, gender, T state, N state and stage in cases with NPC. Ad-
ditionally, we think that outcome will reach statistical signi-
ficance in case of larger series or longer follow-up. Mhawech
et al. performed a retrospective study on 153 patients with
head and neck cancer, who previously received radiotherapy.

CD9 (MRP-1) is a member of transmembrane 4 super fa-
mily and is accounted from cell proliferation, adhesion and
motility (19). CD9 is present in hematopoietic tissues, plate-
lets, pre-B cells, active T cell and granulocytes. Additionally,
it is also expressed in non-hematopoietic tissues. Malignity
suppression effect of CD9 occurs by, partly, inhibition of cell
motility and induction of apoptosis (19,20).When the prepa-
rations of the cases were assessed for CD9, it was found that
71% (n=108) was positive, while 29% (n=45) was negative for
CD9. Five year DFS was significantly higher in CD9 positive
patients than those negative for CD9 (19).

In a study on 146 patients with stage III colon cancer by
Hashida et al., of the cases, 47% (n=69) found as CD9 posi-
tive, while 53 % (n=77) as negative. In that study, it was seen
that 3-years OS and DFS was higher in CD9 positive cases
than CD9 negative ones (p<0.001) (20).

In a study including 45 patients with rectum cancer, it
was reported that CD9 positivity might have a prognostic va-
lue in terms of local-regional recurrences, whereas no prog-
nostic value was shown for CD9 state (positive or negative)
regarding 5-years OS and disease-free survival (21).

In a study on 40 patients with pancreas cancer by Sho et
al., 15 cases (38%) were found as CD9 positive. One-year OS
was found to be lower (0% vs.25.5%, respectively) in CD9
negative patients. It was also seen that median survival was
longer (397 vs. 226 days, respectively) in CD9 positive pa-
tients than CD9 negative ones (22).

In a study on 132 patients with pulmonary adenocarci-
noma by Higashiyama et al., it was found that, of these cases,
67% (n=88) was CD9 positive while 33% (n=44) was CD9
negative. 5-years OS and DFS were found to be significantly
higher in patients with CD9 positivity than those with CD9
negativity (p=0.005 and p<0.0001, respectively (23).

In a study on 109 patients with breast cancer by Huang
et al., 72 patients (66%) were positive, whereas 34 patients
(34%) were negative for CD9. When 5-years OS was assessed,
it was found to be higher in CD9 positive patients than CD9
negative ones (94.0% vs. 80.8%, respectively; p=0.038) (23).
It is seen in Figure 1 that patients with positive CD9 have a
high local control.

Briefly, it was shown that CD9 positivity increased OS
and DFS with all these studies including osteosarcoma and
breast, lung, bladder, esophagus, prostate and head-neck
cancers(19,20,22-30).
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In our study, of the 40 cases with NPC, it was found that
47.5% (n=19) were positive, while 52.5% (n=21) were nega-
tive for CD9. As can be seen in Table 2, results were obtained
in parallel with the results of the above researchers. As it was
the first study with NPC cases, our results were compared to
cancer studies including cases other than NPC. These results
were in agreement with the results obtained from patients
with head and neck tumors by Mhawech et al (16). (for CD9
positivity; 64% vs. 71%, respectively), whereas there was a
disagreement with those obtained from patients with colon
cancer by Hashida et al (20). and from patients with panc-
reas cancer by M.Sho et al (22). (for CD9 positivity; 64% vs.
47% and 38%, respectively). In the present study, 5-years OS,
local control and DFS rates were 81%, 77% and 79% in CD9
positive patients, respectively. Although there was no statisti-
cally significant difference between CD9 positive and negati-
ve patients (p=0.127), an obvious numerical superiority was
noteworthy. When DFS was considered, it was found that re-
sults were close to statistical significance in CD9 positive ca-
ses (p=0.060). These results (higher survival in CD9 patients)
were in agreement with results of 3-year survival obtained
from patients with colon cancer by Hashida et al (20). results
of 1-year survival obtained from patients with pancreas can-
cer by Sho et al (22). and results of 5-year DFS obtained from
patients with head and neck cancer by Mhawech et al.(19).

When 5-years local control rate were considered, it was
found as 77% in CD9 positive patients, whereas 49% in CD9
negative patients. This difference was statistically significant
(p=0.047). Although it was shown that CD9 positivity incre-
ased OS and DFS in literature, no comparison could be per-
formed, as no study exists about the effects of CD9 positivity
on local control. Because the fact, that CD9 enhanced local
control, despite no contribution to OS and DFS in our study,
can be explained by smaller sample size, we suggest that these
values can be significant in larger studies. As seen in Table 3,
it is seen that the important factor affecting Univariate analy-
sis is nasopharyngeal cancer in the local advanced T stage.

We failed to demonstrate a prognostic value for Bcl-2 sta-
te (positive or negative) in patients with nasopharyngeal car-
cinoma regarding 5-year OS, local control and 5-year DFS.
But it was thought that CD9 positivity might be important
for local control in patients with nasopharyngeal carcinoma.
To clearly observe a prognostic value for CD9 state (positi-
ve or negative) on patients with nasopharyngeal carcinoma
regarding 5-year DFS, it was thought that there is a need for
further studies with larger sample size. We failed to demons-
trate whether or not CD9 state (positive and negative) have
prognostic value.

In a conclusion, in our study no statistically significant
results were found between survival and BCL2 in patients
with NPC. However in patients with negative BCL2; OS,
local control and DEFS appear to be longer. In patients with
CD?9 positive; OS, local control and DFS appear to be lon-
ger as well. We showed the prognostic importance of CD9
in patients with nasopharyngeal cancer. However, we could

not show whether Bcl-2 has a prognostic value or not. In our
study, due to the small number of patients included in the
research, we could not reach statistically significant results.
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Ozet

Amag: Bu ¢aligmada, yogun bakim {initelerinde yatan hastalarin ¢esitli klinik 6rneklerinden izole edilen Escherichia coli, Klebsiella pneumoniae, Pseudo-
monas aeruginosa ve Acinetobacter baumannii suglarmm dagilim, ilag direng oranlari ve bu oranlarin yillara gore degisiminin saptanmasi, boylece akilcl
antibiyotik uygulamasi ve direncin dnlenmesine katki saglanmas: amaglanmistir.

Gereg ve Yontemler: izole edilen suslarin kolistin, tigesiklin, meropenem, imipenem ve trimetoprim-sulfametoksazol direng oranlar retrospektif olarak
incelenmistir. Ureyen bakterilerin identifikasyonu ve antibiyotik duyarlilik testleri VITEK 2 Compact ve MicroScan WalkAway 96 otomatize sistemi (ko-
listin i¢in mikrotiip diliisyon ) kullanilarak belirlenmis ve The European Committee on Antimicrobial Susceptibility Testing (EUCAST) Institute 6nerilerine
gore degerlendirilmistir.

Bulgular: Yogun bakim iinitelerinde en sik gbzlenen mikroorganizma 4. baumannii (%57.2) idi. Hastane enfeksiyonu olarak, % 94.1 oraninda ventilatorle
iliskili pndmoni, %45.2 oraninda santral venoz kateterle iliskili kan dolasim enfeksiyonu ve %44 oraninda kateter iliskili tiriner sistem enfeksiyonu goriil-
miistiir. 4.baumannii, P.aeruginosa ve K.pneumoniae’da meropenem, imipenem ve trimetoprim-siilfametoksazol direng oranlar: yiikksek bulunmustur. Tiim
mikroorganizmalara kars1 en diisiik direng oranina sahip antibiyotik kolistin olarak saptanmustir.

Sonug: En yiiksek duyarliliga sahip antimikrobiyalin kolistin olmasi nedeniyle, 6zellikle ¢ok ilaca direngli suslara karsi kolistin tek basina veya diger antibi-
yotiklerle kombine olarak kullanilabilir. £.coli enfeksiyonlarinda karbapenemler ve trimetoprim-sulfametoksazol duyarl: suslarda kullanilabilir. Antibiyotik
duyarlilik test sonuglaria gore tedavi baglanmasi ve diizenli slirveyans takibinin yapilmasi, yogun bakim iinitelerinde uygun antibiyotik kombinasyonlari
secilmesine ve direngli mikroorganizmalarin azaltilmasina katki saglayacaktir.

Anahtar Kelimeler: Antimikrobiyal ila¢ direnci, Yogun bakim iiniteleri, Gram-negatif mikroorganizmalar

Abstract

Objective: The aim of the study was to determine the distribution of E.coli, K pneumoniae, P.aeruginosa, and A.baumannii strains isolated from various
clinical samples of patients hospitalized in intensive care units (ICUs) as well as the drug resistance rates and the change of these rates over the years, thus
contributing to rational antibiotic use and prevention of resistance.

Material and Methods: The resistance rates of the isolated strains against colistin, tigecycline, meropenem, imipenem, and trimethoprim-sulfamethoxazole
were retrospectively analyzed. Identification and antibiotic susceptibility tests of the microorganisms were done using the VITEK 2 Compact and MicroScan
WalkAway 96 automated system (microtube dilution for colistin) and evaluated according to the Clinical and Laboratory Standards Institute recommenda-
tions.

Results: The most common microorganism in ICUs was A. baumannii (52.2%). As hospital infections, 94.1% ventilator-associated pneumonia, 45.2%
central venous catheter-related bloodstream infection, and 44% catheter-related urinary system infection were observed. Meropenem, imipenem, and trimet-
hoprim-sulfamethoxazole resistance rates were found to be high in A. baumannii, P. aeruginosa, and K. pneumoniae. The antibiotic with the lowest resistance
rate against all microorganisms was colistin.

Conclusion: Since the most susceptible antimicrobial agent is colistin, it can be used alone or in combination with other antibiotics, especially against highly
drug-resistant strains. For E. coli infections, carbapenems and trimethoprim-sulfamethoxazole can be used in susceptible strains. Starting treatment and
following regular surveillance according to the antibiotic susceptibility test results will contribute to the selection of appropriate antibiotic combinations in
ICUs and the reduction of resistant microorganisms.

Keywords: Antimicrobial drug resistance, Intensive care units, Gram-negative microorganisms
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SENOL ve ark.

GIRIS

Yogun bakim iiniteleri (YBU), hastane enfeksiyonlarinin
(HE) en sik goriildiigii, mortalite oranlarinin en yiiksek ol-
dugu, mekanik ventilasyon, trakeostomi, kateter gibi invaziv
girisimlerin sik uygulandig, genis spektrumlu antibiyotikle-
rin yaygin kullanildig1 birimlerdir. Bu nedenle YBU’lerinde

direngli patojenlerle tedavisi gii¢ enfeksiyonlar ortaya ¢ika-
bilmektedir (1).

Yogun bakim tinitelerinde gelisen HElerinin etkenleri ve
direng profilleri hastaneler arasinda zaman icerisinde degi-
siklik gosterebilmektedir (2). Hastane kokenli enfeksiyonlar-
da klinik 6nemi olan gram negatif bakteriler (GNB) ¢ogun-
lukla Klebsiella pneumoniae, Escherichia coli, Pseudomo-
nas aeruginosa ve Acinetobacter baumannii’dir (3). Genis-
lemis spektrum beta-laktamaz (GSBL) iiretimi ile gelisen direng,
enterik GNB’lerde en 6nemli direng mekanizmasidir. Bu enzim en
sik K.pneumoniae ve E.coli’de bulunur, bu mikroorganizmalarin
neden oldugu ciddi enfeksiyonlarin tedavisinde karbapenemler ilk
secilen ajanlardir. Ancak bu ajanlarin sik kullanimi direng¢ sorunu-
nu da beraberinde getirmistir (4). Hastane enfeksiyonu etkeni
nonfermentatif organizmalar iginde yer alan Paeruginosa
ve Acinetobacter spp. izolatlarinda da tedavide kullanilan
antibiyotiklere karsi artan oranda direng goriilmekte ve te-
davi segenegi azalmaktadir. P.aeruginosa suslarinda, GSBL,
efluks pompalari, dig membran porin kaybi ve hedef bolge
mutasyonlart gibi mekanizmalarla direng gelismektedir (5).

Son yillarda direngli bakterilerle gelisen HE’lar1 tiim
diinyada gozlenen bir sorundur. Antibiyotiklere direncli et-
kenlerin neden oldugu bu enfeksiyonlar, hem morbidite ve
mortaliteyi arttirmakta hem de hastanede yatig siiresinde
uzama ve ciddi komplikasyonlara neden olabilmektedir (5).
Bu enfeksiyonlarin tedavisinde antibiyotik seceneklerimiz
kisitlidir. Bundan dolay1, antibiyotik direng profilinin bilin-
mesi, hem antibiyotik se¢imi hem de direng oranlarini azalt-
mak i¢in gerekmektedir (1, 6).

Bu ¢alismada, bir egitim ve arastirma hastanesinde ii¢
yillik siire iginde YBU’lerde yatan hastalarmn gesitli klinik
orneklerinden izole edilen E.coli, K.pneumoniae, P.aerugi-
nosa ve A.baumannii suglarinin dagilimu, ilag direng oranlari
ve bu oranlarin yillara gore degisiminin saptanmasi, bdylece
akilc1 antibiyotik uygulanmasina ve direncin dnlenmesine
katk1 saglanmast amaglanmstir.

GEREC ve YONTEMLER

Bu ¢aligmaya iiciincii basamak hizmet veren YBU’le-
ri dahil edilmistir. 2015 -2018 yillar1 arasinda Anestezi ve
Reanimasyon, Dahiliye, Gogiis Hastaliklari, Genel Cerrahi
ve Noroloji YBU’lerindeki cesitli klinik materyallerden elde

edilen izolatlar degerlendirilmistir. Hastane enfeksiyonu ta-
nist konulmasinda, Hastaliktan Koruma ve Onleme Merkezi
(Center for Disease Control and Prevention, CDC) tarafin-
dan belirlenen tanimlamalar esas alinmistir (7).

E.coli, K. pneumoniae, P.aeruginosa ve A.baumannii sus-
larmin kolistin, tigesiklin, meropenem, imipenem ve trime-
toprim-sulfametoksazol direng oranlari retrospektif olarak
incelenmistir. Ureyen mikroorganizmalarin etken-kolonizas-
yon ayirimi CDC kriterlerine gore yapilmustir (7). Kan kiltiir
ornekleri BACT/ALERT 3D (Biomerieux, Fransa) otomatize
sisteminde takip edilmis, iireme saptanan drnekler gram boya-
ma ile degerlendirilmistir. E§ zamanl olarak idrar ve endotra-
keal aspirat 6rnekleri gibi %5 koyun kanli agar (bioMerieux,
France) ve eozin metilen mavisi (EMB) agarda (bioMerieux,
France) 35°C°de 18-24 saat inkiibe edilmistir. Ureyen bakteri-
lerin identifikasyonu ve antibiyotik duyarlilik testleri VITEK
2 Compact ve MicroScan WalkAway 96 otomatize sistemi
(kolistin i¢in mikrotiip diliisyon) kullanilarak EUCAST veri-
lerine gore degerlendirilmistir (8). Hasta verilerine aktif ve la-
boratuvara dayali yapilan siirveyans verilerinden ulasiimustir.
YBU’lerindeki bir yillik HE hizi, HE’larmin sistemlere gore
dagilimi, enfeksiyon etkenleri ve bu etkenlerin antibiyotik
direnci belirlenmistir (orta duyarli (“intermediate”) suslar di-
rengli kabul edilmistir). Meropenem, imipenem ve kolistin di-
rengli suslarin minimum inhibitdr konsantrasyonu EUCAST
onerilerine gore degerlendirilmistir (8). Bu ¢alisma Helsinki
Deklerasyonu prensiplerine uygun olarak gergeklestirilmistir.
Calisma igin Firat Universitesi Tip Fakiiltesi Klinik Arastir-
malar Etik Kurulu’ndan 18.01.2018 tarih ve 07 sayili kararla
onay almmustir.

Istatistiksel analiz: Bu c¢alismada elde edilen verilerin
istatistik analizi i¢in “SPSS for 22” (Statistical Package for
Social Sciences; version 22, SSPS Inc, Chicago, IL, USA)
programi kullanilmistir. Normal dagilima uyan siirekli de-
giskenlerin analizinde Student’s t testi, kategorik verilerin
analizinde ise “ki-kare testi” kullanilmistir. Sayisal veriler
ortalamatstandart sapma olarak, kategorik veriler % olarak
ifade edilmistir. Istatistiksel karsilastirmalarda P<0.05 dege-
ri anlamli olarak kabul edilmistir.

BULGULAR

izole edilen suslarin 107’si (%57.2) A.baumannii, 48’i
(%25.7) Paeruginosa, 9’u (%4.8) E.coli, 23’ti (%12.3)
K pneumoniae idi. Suslarin 160’1 (%85.5) Anestezi YBU’le-
rinden elde edilmistir. En sik gdzlenen mikroorganizma 4.
baumannii (%57.2) olmustur. Suslarin izole edildikleri bi-
rimlere gore dagilimi, Tablo 1°de verilmistir. Yogun bakim
uniteleri arasinda izole edilen suslar acisindan istatistiksel
olarak anlamli bir farklilik gézlenmemistir (p>0.05).
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Tablo 1. Suslarin izole edildikleri YBU’lere gore dagilimlari.

A.baumannii Paeruginosa E. coli K.pneumoniae
Anestezi ve Reanimasyon YBU 90 (84.1) 46 (95.8) 6 (66.7) 18 (78.3)
Dahiliye YBU 2(1.9) - - 1(4.3)
Gogiis Hastaliklar1 YBU 12 (11.2) 2(4.2) 1(11.1) 4(17.4)
Genel cerrahi YBU 3(2.8) = 1(11.1) =
Néroloji YBU - - 1(11.1) -
YBU: Yogun Bakim Unitesi

Yogun bakim {initelerinde en sik goriilen HE’leri,
ventilator iliskili pnémoni (VIP) (%95.2) iken bunu
santral venoz kateter iligkili kan dolasim enfeksiyonu
(SVKI-KDE) (%45.1) ve kateter iliskili iiriner sistem
enfeksiyonu (Ki-USE) (% 38.6) izlemistir. Hastane
enfeksiyonlarina gére mikroorganizmalarin dagilimi,
Tablo 2’de gosterilmistir. Yogun bakim iiniteleri arasin-
da mikroorganizmalarin dagilimi agisindan istatistiksel ola-
rak anlamli bir faklilik gézlenmemistir(p>0.05).

Caligma boyunca 30020 yogun bakim giiniinde izlenen
5204 hastada 269 HE epizodu tanimlanmistir. Hastane en-
feksiyonu hizt % 27.3 olarak hesaplanmuistir.

Bu calismada, A.baumannii, P.aeruginosa ve K.pneu-
moniae’da meropenem, imipenem ve trimetoprim-siilfa-
metoksazol direng orani yliksek, E.coli‘de nisbeten daha
diisiik bulunmustur. Tiim mikroorganizmalarda en diisiik
direng¢ orani kolistinde gozlenmistir. P. aeruginosa digin-
daki diger suslarda, tigesikline direng orani diigiik bulunmus-
tur. izole edilen suslari kars1 antibiyotik direng oranlari,
Tablo 3’te verilmistir.

Tablo 2. Hastane enfeksiyonlarina gore etkenlerin dagilim oranlar:

VIP/NP LTK-KDE SVKI-KDE Ki-USE CAE

n(%) n(%) n(%) n(%) n(%)
A.baumannii 71 (59.7) 8 (36.4) 19(30.6) 7(9.3) =
P, aeruginosa 31 (26.9) - 1(1.6) 15 (20) 1(33.3)
E. coli 2(1.7) - 1(1.6) 5(1.3) 1(33.3)
K. pneumoniae 8 (6.9) 1(4.5) 7(11.3) 6 (8) 1(33.3)
Toplam 112 (95.2) 9 (40.9) 28(45.1) 33 (38.6) -
CAE: Cerrahi alan enfeksiyonu; Ki-USI: Kateter iligkili tiriner sistem enfeksiyonu; LTK-KDE: Laboratuar tarafindan
kanitlanmig KDE; SVKI-KDE: Santral venoz kateter iliskili kan dolagim enfeksiyonu; VIP/NP: Ventilator iliskili pnédmoni/
nozokomiyal pndmoni

Tablo 3. Paeruginosa, A.baumannii, E.coli ve K.pneumoniae suslarma karsi imipenem, meropenem, tige-

siklin, kolistin ve trimetoprim-siilfametoksazoliin yillara gore direnc oranlari

A. baumannii P aeruginosa E. coli K. pneumoniae

Antibiyotik 2015 2016 | 2017 2015 2016 2017 | 2015 | 2016 & 2017 2015 | 2016 | 2017
% % % % % % % % % % % %

Imipenem 92.3 100 100 100 75 66.6 0 0 50 0 100 | 100
Meropenem 100 100 94.4 100 50 63.3 0 0 50 0 83.3 | 625
Tigesiklin 72 46 14.8 29
Kolistin 7.7 0 3.4 0 1 12.5 16.7
Trim-sulf 77.7 73 62.9 100 100 100 0 0 33.3 100 17 70
Trim-sulf: Trimetoprim-sulfametaksazol
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TARTISMA

Hastane enfeksiyonlar1, hem diinyada hem de {ilkemizde
tedavi basarisini olumsuz yonde etkilemektedir (9). Yogun
bakim iinitelerinde HE gelisme riski, hastanelerin diger bi-
rimlerinden 5-7 kat daha fazladir ve gelisen enfeksiyonlarin
% 60’11 VIP, Ki-USE ve SVKI-KDE olusturmaktadir (2,
10). “European Prevalence of Infection in Intensive Care”
(EPIC II) ¢aligmasinda; 13.796 eriskin hastanin % 51’inin
enfekte ve bu hastalarin % 64’iiniin akciger kaynakli oldugu
bildirilmistir (11). Ak ve ark. (12) bir y1llik prospektif kohort
calismasinda, YBU’lerinde HE oranlarmi %36.3 bakteremi,
%30.4 VIP, %18.5 Ki-USE, %7.4 SVKI-KDE, %5.9 kuta-
ndz enfeksiyon ve %1.3 menenjit olarak belirtmislerdir. Bu
calismada, YBU’lerinde en sik gériilen HEu, VIP (%95.2)
idi. Bunu % 45.2 ile SVKI-KDE ve % 38.6 ile Ki-USI izle-
mistir.

Koksaldi ve ark.’nin (13)galismasinda, VIP’te 4. bau-
mannii, KI-USE’de E.coli ve Candida spp., SVKI-KDE’da
gram-pozitif koklar, en sik etken olarak saptanmistir. Yet-
mis bes iilkenin 1265 YBU ni iceren EPIC II ¢alismasinda
enfekte hastalarda pozitif izolatlarin %62’si GNB, %47’si
gram-pozitif bakteriler, %19’u mantarlar olarak tespit edil-
mistir (11). Bu ¢alismada, en sik VIP’de %59.7 oraninda ve
SVKI-KDE’unda % 30.6 oraninda A.baumannii, KI-USE’da
% 20 oraninda P.aeruginosa saptanmistir.

Ulkemizde HE hizlarinin, siirveyans yontemleri ve en-
feksiyon kontrol 6nlemlerine uyum ile iligkili olarak %5.3
ve %88.9 arasinda degisebildigi bildirilmistir (14). Bu ¢alis-
mada, HE hiz1 % 27.3 olarak hesaplanmistir.

Yogun bakim iinitelerinde etken mikroorganizmalarin
antimikrobiyal duyarliliklarint belirlemek, hem tedavi seci-
minde yol gostermek hem de mortalite ve morbiditeyi azalt-
mak i¢in 6nemlidir (2, 13). Paeruginosa ve A.baumannii tiir-
lerinin ¢ok ilaca direngli (CID) suslarinda son yillarda ciddi
artiglar olmustur (15). Karbapenemler, 4. baumannii enfeksi-
yonlarmin tedavisinde etkili antibiyotikler olmasina ragmen
karbapenem direngli 4.baumannii izolatlarinin orani giderek
artmustir (16). Ulkemizde Acinetobacter enfeksiyonlari igin
farkli direng oranlari bildirilmis olup, imipenem i¢in bu oran
%8-59 araliginda degisirken, meropenem igin %18-47 ara-
sinda degismistir (17). Klebsiella spp.’de ise en etkili anti-
biyotikler amikasin ve imipenem olarak belirlenmistir. Yine
Moolchandani ve ark.’nin (18) yaptiklari ¢aligmada, YBU n-
den izole edilen Pseudomonas spp. i¢in meropenem direnci
% 56, Acinetobacter spp. i¢in % 83.5 olarak saptanmistir.
Karbapenemlere karsi artan bu direng orani beraberinde di-
ger antibiyotiklere de direng sorununu getirdigi i¢in elde bu-
lunan tedavi segenekleri azalmistir. Bu ¢alismada 2015-2018
yillar1 arasinda imipenem direng oranlari, 4.baumannii’de
%92.3-100, Paeruginosa’da %66.6-100, E.coli’de %0-50,
K.pneumoniae’da %0-100 arasinda degismisken; merope-
nem diren¢ oranlari, 4.baumannii’de %94.4-100, P.aeru-
ginosa’da %50-100,E.coli’de %0-50 ve K.pneumoniae’da
%62.5-83.3 arasinda degisim gostermistir. Imipenem ve

meropenem direng oranlarinin A.baumannii ve P.aeruginosa
tiirlerinde zamanla arttig1 ve diger benzer ¢aligma sonugla-
rindan yiiksek oldugu goriilmiistiir. Bu da hastanemizde 3.
Basamak YBU hizmeti veren YBU’lerinin sayisinin artmasi-
na ve dzellikle komplike (ileri yas ve kronik hastaliklar1 olan
) hasta yatis oraninin fazla olmasina bagl olabilir.

Karbapenem direncinin artmasi, uzun yillar énce yan
etkileri nedeniyle kullanimi kisitlanan kolistini, 6nemli bir
tedavi segenegi haline getirmistir. Yapilan caligmalarda
kolistinin tek basmna kullanilamayacagi, mutlaka bagka bir
antibiyotik ile birlikte kullanilmasi gerektigi belirtilmistir.
Kolistin, polimiksin ailesinden katyonik bir antimikrobiyal
peptiddir. Nefrotoksisite ve ndrotoksisitesi nedeniyle yillar-
ca kullanilmamis, CID GNB’lerin artmasiyla birlikte yeni-
den kullanima girmistir (16). 4.baumannii izolatlarina karst
en etkili antimikrobiyal ajanin kolistin oldugu bildirilmistir.
Ancak son yillarda kolistin direnci de artmistir (19). Kurtog-
lu ve ark.’nin (20) ¢calismasinda %35 oraninda kolistin direnci
bildirilmistir. Ulkemizde bu ilaca kars1 direng heniiz yiiksek
seviyede goriilmemistir. Bu ¢alismada, 2015-2018 yillart
arasinda kolistin diren¢ orami1 A.haumannii’de %0-7.7, P.a-
eruginosa’da % 0-12.5, K. pneumoniae’da % 16.7 olarak
saptanmuistir.

Tigesiklin bakteriyostatiktir, in vitro olarak aerobik ve
anaerobik direngli gram-negatif ve pozitif bakterilere etki-
lidir. Proteus, Providencia ve P. aeruginosa’nin tigesikline
dogal olarak direngli oldugu goriilmistiir (21). Tigesiklin
CID 4. baumannii enfeksiyonlarinin tedavisinde alternatif
ilag segeneklerinden biridir. Ote yandan Paeruginosa’ya
karg1 aktivitesi olmadigindan ve serum konsantrasyonunun
diisiik oldugundan bakteremilerde tercih edilmemistir. Bu
nedenler, tigesiklin kullanimini kisitlamigtir. Ancak KDE’la-
rinda da etkili oldugu farkli ¢aligmalarla gosterilmistir (21).
Cok ilaca direncin yaygin oldugu kurumlarda tigesiklinin
kolistin veya aminoglikozidler ile kombine kullanimi 6neril-
mistir (5). Kurtoglu ve ark. (20) tigesiklin direncini 2009 ve
2010’da sirastyla %12 ve %21 olarak saptamiglardir. Tige-
siklin duyarliliginin degerlendirildigi bagka bir ¢alismada ise
GSBL iireten E.coli ve K.pneumoniae’da karbapenemler ka-
dar etkin oldugu bulunmustur (4). Lu ve ark. (22), 622 GSBL
pozitif GNB’lerin tigesiklin duyarliligini aragtirmislar; E.co-
li’de %99.6, K.pneumoniae’da %98.5, Proteus mirabilis 'te
%73.3 ve K.oxytoca’da %100 olarak bildirmislerdir. Bu ¢a-
lismada ise K.pneumoniae’da tigesiklin direng orani, 2017
yilinda % 29 bulunmustur. A.baumannii’de tigesiklin direng
oraninin zaman igerisinde azaldig1 goriilmiistiir (2017 de %
14.8). Bu durum, bakteremi ve iiriner sistem enfeksiyonunda
tigesiklin kullanimmin kisith olmasi ve CID suslarda teda-
vide kolistinin daha sik kullanilmig olmasiyla agikslanabilir.

Falagas ve ark. (23)’nin yaptig1 ¢alismada, CID Acineto-
bacter spp. enfeksiyonlarinda trimetoprim-sulfametoksazol
diren¢ oranlarinin %4-98 arasinda degistigi gosterilmistir.
Yine ayn1 metaanalizde, CID Acinetobacter spp. suslarinim
% 70’inin, karbapenem direngli suslarin %80’inin trimetop-

rim-siilfametoksazole direngli oldugu gosterilmistir. Bunun-
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la birlikte, yedi olguda trimetoprim-sulfametoksazoliin diger
antibiyotikler ile kombine tedavisinin kiir sagladig1 gosteril-
mistir. Bu ¢calismada, P.aeruginosa’da trimetoprim-sulfame-
toksazol diren¢ orant % 100; A.baumannii’de %62.9-77.7,
E.coli’de %0-33.3 ve K.pneumoniae’da %16.6-70 arasinda
saptanmugtir. E.coli ve K.pneumoniae’da, bu diigiik direng
oranlari, trimetoprim-sulfametoksazol kullanim oraninin dii-
stik olmasina bagli olabilir.

Sonug olarak, antibiyotiklerin kontrolsiiz ve yanlis kul-
lanimi1 direncin artmasma neden olmus, CID GNB enfek-
siyonlarmin tedavisinde segeneklerimiz giderek azalmig-
tir. Bu ¢aligmada, tiim suglarda meropenem, imipenem ve
trimetoprim-sulfametoksazol igin diren¢ oranlari yiiksek
bulunmustur. E. coli ‘de imipenem ve meropenem direng
oranlari, diger suslardan daha diisiik saptanmistir. Tigesik-
lin igin, Paeruginosa disindaki diger mikroorganizmalarda
daha diisiik oranda direng tespit edilmistir. Bu mikroorga-
nizmalara kars1 en yiiksek duyarlilifa sahip antimikrobiyal
ajanin kolistin olmas1 nedeniyle, 6zellikle CID suslara kars
kolistin ve kolistin ile diger antibiyotik kombinasyonlari te-
davide kullanilabilir. Antibiyotik duyarlilik test sonuglarina
gore tedavi baslanmasi ve diizenli silirveyans takibinin ya-
pilmasi, YBU’lerinde uygun antibiyotik kombinasyonlari
secilmesine ve direngli mikroorganizmalarin azaltilmasina
katki saglayacaktir.

Cikar ¢atismasi ve finansman beyani: Bu ¢calismada ¢i-
kar ¢atismasi yoktur ve finansman destegi alinmamustir.

Arastirmacilarin Katki Oram Beyan Ozeti: Yazarlar
makaleye esit katki saglamis olduklarini beyan ederler.
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Tension-free Tape Ameliyati Olan Hastalarda Yiiksek Viicut Kitle Indeksinin
Ameliyat Sonuclari Uzerine Etkisinin Degerlendirilmesi

The Evaluation of the Effect of High Body Mass Index on the Surgical Outcomes in Patients
Undergoing Tension Free Tape Surgery
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Ozet

Amag: Literatiirde tension-free obturator tape (TOT) cerrahisinin kilolu ve obez kadinlardaki sonuglart ile ilgili ¢ok az veri mevcuttur. Bu ¢alismanin amaci
viicut kitle indeksinin (VKI) TOT cerrahi basarisina olan etkisini, hasta memnuniyetini ve cerrahi sonrasi birinci yildaki komplikasyonlar1 degerlendirmektir.

Gereg¢ ve Yontemler: Bu ¢alisma prospektif kohort ¢aligmasi olup, stres iiriner inkontinans (SUI) sikayeti ile TOT ameliyat: olmus 96 hasta caligmaya
dahil edildi. Ameliyat sonrasi hastalar en az 1 yil takip edildi. Hastalar VKI ve Diinya Saghk Orgiitii (WHO) siniflandirmasina gére {i¢ gruba ayrildi. Grup 1
(normal VKI <25 kg/m2), Grup 2 (kilolu VKI 25-30 kg/m?), ve Grup 3 (obez VKI > 30 kg/m?). Subjektif ve objektif sonuclar, komplikasyonlar ve hastalarin
yasam kaliteleri dogrulanmis sorgu formlari ile (UDI-6, 11Q-7) degerlendirildi. Sonuglar gruplar arasinda karsilastirildi.

Bulgular: Calismaya dahil edilen 96 hastanin 32°si normal kilolu, 32’si kilolu ve geri kalan 32’si ise obezdi. Komplikasyon oranlari gruplar arasinda istatis-
tiksel olarak anlamli bulunmadi (p>0.05). Tiim gruplarda hastalarin UDI-6 ve I1Q-7 skorlar1 bir y1llik takip sonrasinda baslangi¢ degerine gore belirgin diisiis
gosterdi. Tiim gruplarda bir saatlik ped testi ve oksiiriik testi (grup 1°de %71.8 ve grup 2 ve grup 3’de %84.3) sonuglarina goére belirlenen toplam objektif
kiir oraninin %80.2 (96 hastadan 77 tanesi) oldugu tespit edildi. Gruplar arasinda istatistiksel olarak anlaml: fark yoktu.

Sonug: TOT cerrahisi objektif ve subjektif basari oranlari tiim VKI kategorilerinde benzer olarak izlendi. Artmis VKI oranlar1 ile komplikasyon oranlari
artmamaktadir.

Anahtar Kelimeler: Viicut kitle indeksi, Stres iiriner inkontinans, Tension-free obturator tape.

Abstract

Objective: Only limited data are available on the outcome of tension-free obturator tape (TOT) procedures in overweight and obese women. This study
aimed to assess the impact of body mass index (BMI) on TOT success rates, patient acceptability, and complications 1-year post-surgery.

Material and Methods: 96 women who suffered from stress urinary incontinence (SUI) underwent the TOT procedure were included to this prospective
cohort study. Patients were followed for at least one year. Patients were divided into three different groups related to BMI according to the World Health
Organization (WHO) classification; Group 1 (healthy BMI <25 kg/m2), Group 2 (overweight BMI 25-30 kg/m2), Group 3 (obese BMI > 30 kg/m?). The
subjective and objective outcomes, complications, and quality of life were assessed by validated questionnaires (UDI-6, I1Q-7). The results were compared
for each group.

Results: Of the 96 women, 32 were defined as having a healthy weight, 32 were overweight, and 32 were obese. The complication rate was not significantly
different between the BMI groups (p>0.05). The UDI-6 and I11Q-7 scores at a one-year follow-up showed a significant reduction versus baseline in each
group without significant differences between the BMI groups. The overall objective cure rate was 80.2% (77 out of 96) by 1-hour pad test and cough test
(71.8% in group 1 and 84.3% in groups 2 and 3). There were no significant differences between the groups.

Conclusion: TOT procedure has similar objectives and subjective cure rates among all the BMI groups. Elevated BMI does not increase the complication
rate.

Keywords: Body mass index, Stress urinary incontinence, Tension-free obturator tape.
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INTRODUCTION

Stress urinary incontinence (SUI) involves the involun-
tary loss of urine on effort or physical exertion (e.g., sporting
activities) or sneezing or coughing (1, 2). Obesity is one of
the critical risk factors for the development of urinary incon-
tinence with age as well as pregnancy, childbirth, and redu-
ced collagen turnover (2-4). Obesity is an increasing health
problem, and some epidemiological studies have identified
a positive association between obesity and an increased pre-
valence of SUI (5,6). Although weight loss may be beneficial
to obese patients with SUI, definitive treatment may be best
obtained through surgical intervention (6). Many techniques
to correct SUI have been described over the years.

The Tension-free obturator tape (TOT) procedure la-
unched by Delorme became a mainstay of SUI operations
because of a high success rate and low risk of bladder perfo-
ration (7-9). However, there have been few studies to assess
this procedure in overweight and obese women. The study
aims to investigate the influence of Body Mass Index (BMI)
on subjective and objective outcomes in patients with SUT
who underwent the TOT surgery.

MATERIAL and METHODS

A total of 96 consecutive women with SUI who un-
derwent TOT procedures were included in the study. Patient
enrollment commenced in October 2010 and ended in De-
cember 2013. The study was planned according to the prin-
ciples of the Helsinki Declaration. The Non-Invasive Human
Research Ethics Committee and Local Health Ministry Aut-
hority approved the study (Approval number: 2015/125). All
study participants provided written informed consent.

During diagnosis of the stress incontinence, we followed
medical history, and performed a physical exam, which may
include a rectal exam and a pelvic exam in women. To cor-
roborate our first diagnosis, we benefit from laboratory tests
to test for infection, traces of blood or other abnormalities.
Also, we conducted a brief neurological exam to identify any
pelvic nerve problems.

The follow-up period was at least one year. The patients
were preoperatively evaluated through the review of the-
ir medical history, physical examinations, and urinalysis
and urodynamic studies including post-void residual urine
(PVR) determination, Valsalva leak point pressure (VLPP)
and uroflowmetry. Patients were excluded if the PVR exce-
eded 100 ml. Turkish versions of Urogenital Distress Inven-
tory (six-item, UDI-6) and Incontinence Impact Question-
naire (seven-item, I1Q-7) were administered and evaluated
the baseline status of incontinence-related quality of life
issues (Shumaker, Wyman, 1994, Uebersax, Wyman, 1995).
Other patient characteristics and surgical details were ext-
racted from the hospital charts. Postoperative follow-up was
scheduled at one week after discharge as well as 1, 3, 6, and 12
months and yearly. At six months after surgery, the women
underwent a full postoperative investigation including pelvic
examination with a cough test, 1-h pad test, complete urod-

ynamic studies as well as the UDI-6 and IIQ-7. The same
complete evaluation was then performed yearly thereafter.

The patient follows up was conducted 12 months after
surgery. Women were invited to attend the clinic for review
and to carry out a standardized pad test to evaluate the cura-
tive effects of SUT and to repeat the subjective outcome ques-
tionnaires for symptom experience and incontinence-related
quality of life questionnaires. The objective cure rate was de-
fined by a negative cough test and 1-h pad test <1 gram.

The operation was carried out with the I-STOP outside-in
obturator tape (CL Medical Inc., Winchester, USA). The foley
catheter was removed the next morning. The patients were
classified into three groups according to the World Health
Organization (WHO) and BMI: Group 1 (healthy BMI <25
kg/m?), Group 2 (overweight BMI 25-30 kg/m’), Group 3
(obese BMI > 30 kg/m”). Our Institutional Review Board ap-
proved the study.

Statistical analysis

Statistical analysis was performed using one-way ANO-
VA and Mann-Whitney U-test for continuous variables and
the Chi-square or Fisher’s exact test for categorical variables.
A P value of <0.05 was considered statistically significant.
Statistical analysis was performed using the Statistical Pac-
kage for the Social Sciences (SPSS) 22.0 for Windows (SPSS,
Chicago, IL, USA).

RESULTS

Of the 96 women, n=32 were defined as normal weight
(group 1), 32 were overweight (group 2), and 32 were obese
(group 3) according to the World Health Organization BMI
classification.

Kruskal-Wallis / chi-square test

The mean age was 50.0+8.4 years in group 1, 50.7£9.3 in
group 2 and 50.7£6.8 in group 3. The demographic and cli-
nical characteristics of the patients are shown in Table 1,
and no statistically significant differences were seen between
groups other than for BML

The median BMI was 23 kg/m” (19-25) in Group 1, 29
kg/m? (25-30) in Group 2 and 35 kg/m2 (32-45) in Group 3.
Concomitant surgery with anterior or/and posterior colpor-
rhaphy was performed during the TOT procedure to 11 wo-
men in group 1 and 14 women in group 2 and group 3. The
average operation time including the cases with concomitant
surgery was 64.5 minutes with no significant differences
between the groups.

The initial urodynamic parameters, including post-void
residual volume, maximum flow rate and maximal cystomet-
ric capacity, were not statistically different, while mean pre-
operative Valsalva leak point pressure (VLPP) were signifi-
cantly lower in group 2 (48.7 £38.7) than group 1 (72.0£38.4)
and group 3 (79.7+44.7) (p<0.05).

Intraoperative and postoperative complications are sum-
marized in Table 2. Postoperative de novo urge incontinen-
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Table 1. Characteristics of patients undergoing the TOT procedure according to BMI groups.

Group 1 Group 2 Group 3 P
Age (years) aver.+s.d 50.0 |+ 8.4 50.7 % 9.3 50.7 |+ 6.8 0.722
Med(Min-Max) 49 36 - 68 50 (36 - 71 50 34 - 70
BMI(kg/m) aver.*s.d. 22.8 |+ 1.8 283 | £ 1.4 355 |+ 29 0.001
Med(Min-Max) 23 9[- |25 29 25 |- 30 3532 |- |45
Occupation Housewife n-% 30 94% 30 94% 31 97% 0.810
Working n-% 6% 6% 1 3%
Education No n-% 4 13% 19% 12 38% |pX0.05
Primary n-% 27 84% 25 78% 18 56%
High school | n-% 1 3% 0 0% 6%
University n-% 0% 1 3% 0%
Duration of the aver.*s.d. 32 ||& 2.2 5.8 e 5.5 54 |+ |53 0.210
symptom(years) 3 1 |- 10 4 |1 |- 20 4 |1 |- 20
Med(Min-Max)
Gravida aver.*s.d. 46 |+ 2.1 4.9 + 2.9 48 |+ 1.8 0.746
Med(Min-Max) 4 2 |- 13 4 |1 - 12 5 (2 |- 9
Parity aver.ts.d. 38 |+ 2.1 3.8 + D) 41 = |17 0.383
Med(Min-Max) 3 1 |- 12 3 |1 |- 11 4 2 |- 9
Menopausal  No n-% 15 47% 17 53% 21 66% |0.307
status Yes n-% 17 53% 15 47% 11 34%
Concomitant | No n-% 18 56% 21 66% 18 56% |0.678
surgery with Yes 14 44% 11 34% 14 44%
anterior or/ n-%
and posterior
colporrhaphy
Operation time (min) aver.ts.d. 68.0 |+ 38.3 623 £ 40.6 633 '+ 357 |0.616
Med(Min-Max) 55 25 |- 165 45 |25 |- 195 50 25 |- 180
Follow up (months) aver.+s.d. 443 |+ 20.7 48.0 |+ 18.8 413 |+ (224 0451
Med(Min-Max) 49 12 |- 74 49 12 |- 77 44 12 |- 74

ce was the main postoperative complication (n=10, 10.4%).
Bladder and urethral injury during needle passage or disse-
ction occurred in 4 women (4.1%). There was no significant
bleeding that required transfusion. Wound infection and
mesh erosion were the other postoperative complications.
The incidence of each complication was not significantly
different between the BMI groups (p>0.05). Subjective out-
comes at 12 months after surgery are reported in Table 3.
Scores on the short forms of UDI-6 and IIQ-7 were compa-
red preoperatively and postoperatively between groups.

Significant differences in preoperative scores were not
observed between groups 1, 2 and 3. The UDI-6 and IIQ-
7 scores at 12 months showed a significant reduction ver-
sus baseline in every group without significant differences
between the BMI groups. Preop / postop UDI-6 and II1Q-7
change did not differ significantly among the three groups.

Objective measurement of SUI cure at 12 months fol-
lowing surgery was standardized by the 1-hour pad test
(Table 4). Preoperative median test results were 10 (5-24
g) in group 1, 12 (4-24 g) in group 2, and 9 (4-28 g) in group
3; significant differences were not observed between groups.

Six- and 12-months post-operation pad test results showed a
statistically significant decrease in all three groups (p<0.05)
versus baseline. Preop/postop at six and 12 months differ sig-
nificantly among the three groups. The overall objective cure
rate was 80.2% (77 out of 96) by the 1-hour pad test and cou-
gh test including 71.8% in group 1 and 84.3% in groups 2 and
3. No significant differences were seen between the groups.

DISCUSSION

SUI is one of the most common indications for surgery
in women; approximately 4% of women will undergo surgery
for SUI during their lifetime (10-13). Although obesity is a
well-established risk factor for the development of SUI and
could impact the voiding pattern, the exact mechanism re-
mains unclear. Higher intra-abdominal pressures have been
observed in patients with greater BMI, and this may stress
the pelvic floor secondary to a chronic state of increased
pressure (14). Increased intra-abdominal pressure elevates
pressure to maximum cystometric capacity. This decreases
cough pressure transmission from the bladder to the urethra
as well as decreasing VLPP. This may contribute to the deve-
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Table 2. Intraoperative and postoperative complications according to the BMI groups.

Group 1 Group 2 Group 3 P
Intraoperative
Bladder injury n-% 1 3% 1 3% 0 0% 1.000
Urethral injury n-% 0 0% 1 3% 1 3% 0.760
Postoperative
Wound infection n-% 1 3% 0 0% 0 0% 0.590
Mesh erosion n-% 1 3% 1 3% 1 0% 0.200
Voiding difficulty n-% 1 3% 3 9% 0 0% 0.360
Denovo urgency n-% 5 9% 3 9% 4 13% 0.894
Recurrent stress n-% 4 13% 2 6% 3 9% 0.692
Kruskal-Wallis / chi-square test

‘ ‘ Group 1 Group 2 Group 3 )
UDI Preop aver.ts.d. 11.1 = 3.6 10.6 =+ 4.6 10.6 |+ 44 10915
Med(Min- |12 |4 |- 18 11 2 - 18 11 |2 - 18
Max)
Postop aver.+s.d. 82 |+ 3.6 7.3 + 3.5 69 29 0.361
MedMin- 7 |3 |- 18 7 2 - 14 6 - 12
Max)
Preop/Postop aver.ts.d. 29 £ |27 -33 |+ 2.8 -3.7 |+ 3.2 0.801
change
Med(Min-Max) -31-8 |- 2 |-3 |-10 - 0 -3 -10 |- 0
11Q Preop aver.ts.d. 108 £ 54 9.8 + 4.7 99 52 0.711
Med(Min- 11 |2 |- |21 |9 |2 - |21 |10 |1 |- 21
Max)
Postop aver.xs.d. 74 £ 40 72 £ 3.0 70 4.2 10.846
MedMin- 7 2 |- (18 (7 2 |- (136 |1 |- 20
Max)
Preop/Postop aver.+s.d. -34 |+ |31 -2.6 |+ 2.4 -29 |+ 3.3 0.631
change
Med(Min-Max) \-3 10 |- Jo |2 [9 |- o |2 |14/- Jo
Kruskal-Wallis / Wilcoxon test

lopment of SUI in obese patients (15). However, much less is
known about the influence of obesity on the effectiveness of
SUI surgical treatment.

VLPP currently offers a reliable way of assessing the fun-
ction of the bladder neck and proximal urethra. However, se-
veral technical factors may influence the performance of the
VLPP and should be recognized by all clinicians using the
test. In our clinic, 3 different clinicians perform the urody-
namic test therefore VLLP points may vary. Additionally; the
VLPP is an evolving test and is not fully standardized (16).

Obesity has long been considered a significant risk factor
for the failure of incontinence surgery. Increased failure rates
are reported in obese women undergoing needle suspension
or retropubic procedures (17). Mid-urethral slings have gai-
ned in popularity since their introduction into clinical pra-
ctice. They are now the “standard” treatment in the surgical
management of SUI Conflicting data exist about the success
rate of MUS when used in obese patients. Most published
studies report on retropubic TVT procedures, and there is
limited data regarding the TOT procedure. A study by Gillon
et al. clearly shows that the results of Marshall-Marchetti-
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Table 4. Objective outcomes at 6 and 12 months after surgery

Group 1 Group 2 Group 3 P
Pad Test Preop mean.+s.d. 10.6 |+ 4.2 11.5 |+ 5.2 10.5 |+ 6.1 0.479
Med(Min- |10 |5 - 24 |12 |4 - 24 |9 4 - 28
Max)
Postop 6 mean.+s.d. 20, |« 3.1 20, | |47 16, |+ 44 0.000
months Med(Min- | 1 - 1200 - 6o Jo |- 20
Max)
Postop 12 | mean.+s.d. L7, + 2.8 1.73‘b + 4.2 1.8, |+ 4.9 0.028
months Med(Min- 1 |0 = 10 0 0 = 14 0 0 - 22
Max)
Preop/Postop 6 months | mean.+s.d. -86 |+ 5.4 96 + |58 -89 £ 6.1 0.789
change -8 24 |- 2 |-8 [-24 |- 2 |-8 |-24 |- 0
Med(Min-Max)
Preop/Postop 12 months | mean.+s.d 9.0 |+ 5.1 -98 £ |55 -8.7 £ 6.4 0.708
change -8 24 |- 8 |24 (- |2 |7 24 - 4
Med(Min-Max)
Kruskal-Wallis (Mann-Whitney u test) / Wilcoxon test

Krantz vesicourethropexy and Burch colposuspension do not
depend on the BMI of the treated patients (18). Cummings et
al. reported that the suburethral sling might be used with a
high success rate even in morbidly obese patients (19). Skria-
pas et al. (20) compared 31 morbidly obese patients with BMI
> 40 kg/m?2 and 52 patients with a BMI of <30 kg/m2 with a
mean follow-up of 18.5 months. The objective cure rate in the
control group was 92.3% and 86.9% for the morbidly obese
group—there were no significant differences (20). In cont-
rast, responses to a mailed questionnaire by 970 women who
underwent TVT indicated a markedly unfavorable outcome
in 61 very obese women (BMI > 35 kg/m2). The overall cure
rate in 291 women of healthy weight was 81.2% versus 52.1%
in the 61 very obese (21).

In this study, we showed that the TOT procedure was
equally safe and effective for treating SUT regardless of BMI.
The postoperative quality of life was similarly improved for
women in each weight group. There were no significant dif-
ferences in the complication rate. Besides, two studies using
the Tension-free obturator tape procedures showed no signi-
ficant association between BMI and surgical outcomes. Even
if the cure was defined differently in these two studies, the
results are in line with our findings after a follow up for ne-
arly two years (22,23). Liapis et al. reported an objective cure
rate of 82.4% in 115 subjects after TOT based on the pad test
4 years after treatment. There was a slightly lower objective
success rate at 24 months of follow-up (24).

Yonguc and colleagues showed that the objective cure,
subjective cure and patient satisfaction rates of 126 women
at one year after TOT were 89.6, 86.5 and 92% respectively.
During a 5-year follow-up, the objective cure rate was stable

at 87.3%, whereas the subjective cure and patient satisfaction
rates were only 65.9 and 73% respectively (25).

Differences between the results are due to different lengt-
hs of follow-up, different cure definitions, and variations in
the type of continence surgery. Therefore, comparisons are
difficult. The main limitation of our study was the short du-
ration of follow up, the small sample size and the fact that we
limited our cohort to the woman with isolated SUL

We believe that BMI does not influence the short-term
outcome and safety of TOT in the treatment of female SUIL
Patient selection with preoperative urodynamics may impro-
ve the outcome independent from BMI, but BMI may have
an overall negative effect on long-term cure rates.

Conflict of Interest and Financial Status: The authors
declare that there is no conflict of interest to declare. The aut-
hor(s) received no specific funding for this work

Research Contribution Rate Statement Summary:
The authors declare that, they have contributed equally to the
manuscript.

REFERENCES

1. Haylen BT, Maher CE Barber MD, Camargo S, Dandolu V,
Digesu A, et al. International Urogynecological Association
(TUGA)/International Continence Society (ICS) joint report on
the terminology for female pelvic organ prolapse (POP). Inter-

national urogynecology journal 2016; 27(2):165-94.

2. Cenk C, Ak¢a A, Dugan N, Cetin BA. Identifying the Risk Fa-
ctors for the Failure of the Tension-Free Vaginal Tape. 2018;
51(9.5):32-79.

3. ParazziniF, Colli E, Origgi G, Surace M, Bianchi M, Benzi G, et

al. Risk factors for urinary incontinence in women. European
urology 2000; 37(6):637-43.

KSU Medical Journal 2021;16(1) : 40-45

KSU Tip Fak Der 2021;16(1): 40-45



DAGDEVIREN et al.

10.

11.

12.

13.

Park YK. Female Stress Urinary Incontinence. Journal of the
Korean Continence Society 2008; 12(1):1-9.

Edwall L, Carlstrom K, Jonasson AF. Markers of collagen sy-
nthesis and degradation in urogenital tissue from women with
and without stress urinary incontinence. Neurourology and
Urodynamics: Official Journal of the International Continence
Society 2005; 24(4):319-24.

Berger AA, Zhan T, Montella JM. The role of obesity in suc-
cess and complications in patients undergoing retropubic tensi-
on-free vaginal tape surgery. Female pelvic medicine & recons-
tructive surgery 2016; 22(3):161-5.

Hunskaar S. A systematic review of overweight and obesity
as risk factors and targets for clinical intervention for urinary
incontinence in women. Neurourology and Urodynamics: Of-
ficial Journal of the International Continence Society 2008;
27(8):749-57.

Cummings J, Rodning C. Urinary stress incontinence among
obese women: review of pathophysiology therapy. International
Urogynecology Journal 2000; 11(1):41-4.

Delorme E, Droupy S, de Tayrac R, Delmas V. Transobturator
tape (Uratape®): a new minimally-invasive procedure to treat fe-
male urinary incontinence. European urology 2004; 45(2):203-
7.

Fouad R, El-Faissal YM, Hashem AT, Allah SHG. Uroflowmetric
changes, success rate and complications following Tension-free
Vaginal Tape Obturator (TVT-O) operation in obese females.
European Journal of Obstetrics & Gynecology and Reproducti-
ve Biology 2017; 214:6-10.

Shumaker SA, Wyman JF, Uebersax J, McClish D, Fantl JA. He-
alth-related quality of life measures for women with urinary
incontinence: the Incontinence Impact Questionnaire and the
Urogenital Distress Inventory. Quality of life Research 1994;
3(5):291-306.

Uebersax J, Wyman J, Shumaker S, McClish D, Fantl J. Con-
tinence Program for Women Research Group Short forms to
assess life quality and symptom distress for urinary inconti-
nence in women: the Incontinence Impact Questionnaire and
the Urogenital Distress Inventory. Neurourol Urodyn 1995;
14(2):131-9.

Olsen AL, Smith V], Bergstrom JO, Colling JC, Clark AL. Epide-
miology of surgically managed pelvic-organ prolapse and uri-
nary incontinence. Obstetrics and gynecology 1997; 89(4):501-
6.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

Noblett K, Jensen J, Ostergard D. The relationship of body mass
index to intra-abdominal pressure as measured by multichan-
nel cystometry. International urogynecology journal 1997;
8(6):323-6.

Killingsworth LB, Wheeler TL, Burgio KL, Martirosian TE,
Redden DT, Richter HE. One-year outcomes of tension-free va-
ginal tape (TVT) mid-urethral slings in overweight and obese
women. International Urogynecology Journal 2009; 20(9):1103-
8.

Petrou S, Wan J. VLPP in the evaluation of the female with stress
urinary incontinence. International Urogynecology Journal
1999; 10(4):254-9.

Subak LL, Richter HE, Hunskaar S. Obesity and urinary incon-
tinence: epidemiology and clinical research update. The Journal
of urology 2009; 182(6S):52-S7.

Gillon G, Engelstein D, Servadio C. Risk factors and their effect
on the results of Burch colposuspension for urinary stress in-
continence. Israel journal of medical sciences 1992; 28(6):354-6.
Cummings JM, Boullier JA, Parra RO. Surgical correction of
stress incontinence in morbidly obese women. The Journal of
urology 1998; 160(3):754-5.

Skriapas K, Poulakis V, Dillenburg W, de Vries R, Witzsch U,
Melekos M, et al. Tension-free vaginal tape (TVT) in morbidly
obese patients with severe urodynamic stress incontinence as
last option treatment. European urology 2006; 49(3):544-50.
Hellberg D, Holmgren C, Lanner L, Nilsson S. The very obe-
se woman and the very old woman: tension-free vaginal tape
for the treatment of stress urinary incontinence. International
Urogynecology Journal 2007; 18(4):423-9.

Rechberger T, Futyma K, Jankiewicz K, Adamiak A, Bogu-
siewicz M, Skorupski P. Body mass index does not influence the
outcome of anti-incontinence surgery among women whereas
menopausal status and ageing do: a randomised trial. Internati-
onal urogynecology journal 2010; 21(7):801-6.

Liu P-E, Su C-H, Lau H-H, Chang R-J, Huang W-C, Su T-H.
Outcome of tension-free obturator tape procedures in obese
and overweight women. International urogynecology journal
2011; 22(3):259-63.

Liapis A, Bakas P, Creatsas G. Efficacy of inside-out transobtu-
rator vaginal tape (TVTO) at 4 years follow up. European Jour-
nal of Obstetrics & Gynecology and Reproductive Biology 2010;
148(2):199-201.

Yonguc T, Gunlusoy B, Degirmenci T, Kozacioglu Z, Bozkurt
IH, Arslan B, et al. Are the outcomes of transobturator tape pro-
cedure for female stress urinary incontinence durable in long-
term follow-up? International urology and nephrology 2014;
46(7):1295-300.

KSU Medical Journal 2021;16(1) : 40-45

KSU Tip Fak Der 2021;16(1): 40-45



Arastirma Makalesi (Research Article)

Ugiincii Basamak Saghk Merkezinde Geng Iskemik inme Hastalarida
Etiyolojik Inceleme

Etiological Investigation of Young Ischemic Stroke Patients in the Tertiary Health Centre
Rahsan Adviye INAN, Duygu OZER, Banu Ozen BARUT

Saglik Bilimleri Universitesi, Kartal Dr. Liitfi Kirdar Egitim ve Arastirma Hastanesi, Noroloji Klinigi, Istanbul, Tiirkiye

Ozet

Amag: Bu ¢aligmanin amaci geng inme hastalarinda inme etiyolojisinin ve risk faktorlerinin yas ve cinsiyet ile iligkisinin aragtirilmasi ve tekrarlayan inme
gegiren hastalarda inme tekrarina neden olabilecek olasi risk faktorlerinin saptanmasidir.

Gereg ve Yontemler: Hastanemizde akut iskemik inme tanisiyla yatirilmis 55 yas ve alt1 150 hastanin kayitlari retrospektif olarak incelenmistir. Hastalarin
demografik 6zellikleri, vaskiiler risk faktorleri, inme etiyolojisine yonelik biyokimyasal tetkikleri ve goriintiileme bulgulari kaydedilmistir. Inme alt tipleri
TOAST siniflamasi kullanilarak belirlenmistir. Ilk kez ve tekrarlayan inme gegiren hastalarin risk faktorleri ve inme alt tipleri cinsiyet ve yasa gére deger-
lendirilmistir.

Bulgular: Hastalarin 111°1 erkek (%74), 39’u kadind1 (%26). 83’1 (%55.3) 45 yas ve altindaydi. En sik izlenen risk faktorleri hipertansiyon (HT) (%46),
sigara igmek (%45.3) ve dislipidemi ( %32.7) idi. Sigara igme orani erkeklerde anlamli bir sekilde yiiksekti (p<0.0001). Hipertansiyon ve diabetes mellitus
45 yas usti hasta grubunda daha fazlaydi (p=0.009, p = 0.022). Erkeklerde yas grubu ve hipertansiyon arasinda istatistiksel olarak anlamli bir iligki saptandi
(p=0.003). Kii¢iik damar hastalig1 her iki yas grubunda en sik izlenen inme alt tipiydi. 19 hastada (%12.6) tekrarlayan inme saptandi. Risk faktorleri ve inme
alt tipi acisindan ilk kez ve tekrarlayici inme gegiren hasta gruplari arasinda istatistiksel olarak anlamli bir fark saptanmadi.

Sonug: Hipertansiyon, sigara igmek ve hiperlipidemi gen¢ popiilasyonda sik izlenen inme risk faktorleri olup, 45 yas iistii hipertansif ve diyabetik erkeklerde
inme riski daha fazladir. Geng hastalarda degistirilebilir risk faktorlerinin saptanip tedavi edilmesi inme tekrarinin dnlenmesi agisindan énemlidir.

Anahtar Kelimeler: Geng iskemik inme, inme risk faktorleri, Inme etiyolojisi, Tekrarlayict inme

Abstract

Objective: The aim of this study is to investigate the association of age and gender with stroke etiology and risk factors in young patients with ischemic
stroke and to determine probable risk factors causing stroke recurrence in patients with recurrent stroke.

Material and Methods: Records of 150 patients under the age of 55 who were admitted with the diagnosis of acute ischemic stroke in our hospital were re-
viewed retrospectively. Patients’ demograhic data, vascular risk factors, biochemical tests and imaging findings for stroke etiology were recorded. Etiologic
stroke subtypes were determined using TOAST classification. Risk factors and stroke subtypes of the patients with first-time stroke and recurrent stroke were
evaluatedaccording to gender and age.

Results: 111 (74%) of the patients were male, 39 (26%) were female. 83 patients (55.3%) were 45 years of age and younger. The most common risk factors
were hypertension ( 46%), smoking (45.3%) and dyslipidemia (32.7%).The rate of smoking among the males were significantly high ( p<0.0001). Hyper-
tension and diabetes mellitus were more common in patients older than 45 years of age (p=0.009, p=0.022). A statistically significant relationship with age
and hypertension in male patients was determined (p=.003). Small vessel disease was the most common stroke subtype in both age groups. 19 patients
(12.6%) had recurrent stroke. No statistically significant difference was detected between the patients’ groups of first-time and recurrent stroke regarding to
risk factors and stroke subtype.

Conclusion: Hypertension, smoking and hyperlipidemia are the most common risk factors in young population and stroke risk is higher in diabetic and
hypertensive males aged 45 and older. To detect and treat the modifiable risk factors in young patients is important to prevent stroke recurrence.

Key words: Young ischemic stroke, Stroke risk factors, Stroke etiology, Recurrent stroke
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GIRIS

Inme, genel popiilasyonda morbidite ve mortalitenin en énde
gelen nedenleri arasmda yer almaktadir (1-3). 49 yas altindaki in-
meler geng inme olarak adlandirilir ve tiim inmelerin yaklasik %
5-20'sini olusturmaktadir (3-8). Geng popiilasyonda inme insidansi
2.5-40/100.000 arasinda degismekte olup (9-11), insidans 35 yas

tizerinde artmakta ve 18- 44 yas arast kadinlarda erkeklere gore
inme daha fazla goriilmektedir (12).

Geng inme hastalarindaki risk faktorleri ve etiyolojik ne-
denler yagli hastalardan farklilik gostermektedir. Yasli popii-
lasyonda hipertansiyon (HT), diabetes mellitus (DM) ve kalp
hastaliklar1 en sik rastlanan risk faktorleri (8) iken, genglerde
en sik goriilen ¢ risk faktori dislipidemi, sigara kullanimi ve
hipertansiyon olarak bildirilmistir (13-15).

Giiniimiizde goriintilleme yontemleri, hematolojik ve
genetik ¢alismalar gibi tanisal araglarin daha yaygin ve kap-
saml1 bir sekilde kullaniliyor olmasina karsin, geng inme has-
talarinin %20-30’unda bir etiyoloji saptanamamaktadir (8).
Biiyiik damar aterosklerozu ve kii¢iik damar hastaliklar1 gen¢
inme hastalarinin %3-%42.5 kadarinda goriilebilirken, kar-
diyoembolik inme %12.6dan %54e kadar degisen bir oranda
etiyolojiden sorumlu tutulmaktadir (16).

Bu c¢alismanin birincil amac1 inme merkezimizde yata-
rak tedavi gérmiis 45 yas alt1 geng hastalar ile 45-55 yas arast
hastalarda inme etiyolojisinin ve risk faktorlerinin karsilas-
tirtlmasidir. ikincil olarak bu hasta popiilasyonu iginde tek-
rarlayan inme gegiren grupta bu duruma neden olabilecek
belirleyici risk faktorlerinin saptanmasidir.

GEREC ve YONTEMLER

Bu ¢alismaya Ocak 2017- Ocak 2019 tarihleri arasinda
hastanemizde akut iskemik inme tanisiyla yatarak tedavi go-
ren 55 yag alt1 150 hasta dahil edilmis olup, hastalarin ka-
yitlar1 retrospektif olarak incelenmistir. Bu ¢aligma Helsinki
Deklerasyonu prensiplerine uygun olarak gerceklestirilmis-
tir. Calisma yerel etik kurul tarafindan onaylanmigtir.

Caligmaya dahil edilen tiim hastalarin tibbi kayitlar1 asa-
g1da sirasiyla belirtilen serebrovaskiiler hastalik risk faktor-
leri agisindan taranmustir: Yas, cinsiyet, hipertansiyon, DM,
dislipidemi, kardiyak hastaliklar (atrial fibrilasyon, kalp ka-
pak hastaliklari, koroner arter hastalig1), sigara ve alkol kul-
lanimi, migren, oral kontraseptif kullanimi (kadin hastalar
i¢in), inme acisindan aile ykiisii, hastanin inme ve gegici
iskemik atak (GIA) gecirme &ykiisii. Ancak retrospektif bir
caligma oldugu i¢in diger risk faktorlerinden olan hastalarin
beslenme sekilleri, diyeti, obezite varlig1 ve fiziksel aktivite
durumu sorgulanamamistir. HT igin kan basinci >140 / 90
mmHg yiiksek olanlar, DM igin diyabet oykiisii olanlar, oral
antidiyabetik ya da insiilin kullanmakta olanlar ya da aglik
kan glukozu 126 mg/ dl {izerinde olanlar, hiperkolesterolemi
i¢cin LDL serum diizeyi 125 mg/ dl izerinde olanlar degerlen-
dirmeye alinmigtir.inme tanisi, ani fokal nérolojik defisit ile
beraber, enfarktin goriintiilemede saptanmasi ile konmugtur.
GIA tanisi ise 24 saat iginde diizelen ani fokal nérolojik defi-
sit sorgulanarak hasta anamnezine dayanilarak konulmustur.

Tiim hastalarda inme etiyolojisini belirlemeye yone-
lik olarak rutin biyokimyasal tetkikler, hiperkoagiilabilite
[protrombin zamani, aktive parsiyel tromboplastin zamani,
antifosfolipid antikorlari, lupus antikoagiilani, homosiste-
in, fibrinojen, protein C, protein S, aktive protein C direnci,
antitrombin III, faktér V Leiden mutasyonu, metilen tetra-
hidrofolat rediiktaz (MTHFR) ve plazminojen aktivator inhi-
bitor tip 1 (PAI-1) gen mutasyonu] ve vaskiilit belirteglerini
(romatoid faktor, anti-nitkleer antikor, antinétrofilsitoplaz-
mik antikor, kompleman C3 ve C4, kriyoglobulinler) igeren
laboratuvar testleri ile elektrokardiyografi incelenmistir.

Hastalarda inme tipini belirlemek amaci ile vaskiiler degerlen-
dirmeler bilgisayarh beyin tomografileri (BBT), diftizyon agurhkl
manyetik rezonans goriintiilemeleri (MR), karotis vertebral dopp-
ler ultrasonografisi, beyin-boyun BT ve MR anjiyografi sonuglari
ayrintilt incelenerek yapildi. Kardiyak kokenli emboli varligimin
aragtirilmast icin transtorasik ve/veya transozofageal ekokardiyog-
rafi, 24saatlik ritim holter monitorizasyonu sonuglar1 degerlen-
dirmeye alindi. Bu degerlendirmeler sonucunda the Trial of Org
10172 in Acute Stroke Treatment (TOAST) kriterleri kullanilarak
hastalar 5 etiyolojik kategoriye ayrildi: (1) Aterosklerotik biiyiik
damar hastaligy, (2) Kardiyoembolik, (3) Kiiciik damar hastaligs,
(4) Diger nedenler ve (5) Smiflandirilamayan (sebebi bilinmeyen,
kriptojenik).

Hastalarin ilk bagvuru sirasindaki Ulusal Saglik Enstitiisii
Inme Olgegi ‘National Institute of Health Stroke Scale’ (NTH-
SS) skorlar1 [(0-6) hafif, (7-14) orta, (>15) agir], tekrarlayici
inme oranlari, hastanedeki mortalite oranlar1 ve hastaneden
¢ikis modifiye Rankin Skorlar1 (mRS) 0- 6 puan arasinda de-
gerlendirilerek kaydedildi.

Tiim veriler kaydedildikten sonra hastalar 6nce cinsiyet-
lerine gore, daha sonra 45 yas alt1 ve iistii olmak iizere yas
gruplarina ayrilarak vaskiiler risk faktorlerinin ve inme alt
tiplerinin gruplar arasindaki dagilimi degerlendirildi. Ayrica
alt grup analizi olarak tekrarlayan inme gegiren hastalar ayni
yontemle tekrar degerlendirildi.

Istatistik analiz: Hastalara ait verilerin analizi SPSS
19.0 paket programinda yapildi. Calismada kategorik degis-
kenlerin bagimsiz gruplar arasi karsilastirmalarinda Pearson
ki-kare testi, ortalamalarin karsilagtirilmasinda tek yonli
bagimsiz orneklemler t testi kullanildi. Tiim analizlerde p

degeri 0,05’in altindaki karsilagtirmalar istatistiksel olarak
anlamli kabul edildi.

BULGULAR

Calismaya alinan 150 hastanin 111’1 erkek (%74),39’u ka-
dind1 (%26). Hastalarin yas ortalamasi sirasiyla 43.9 + 0.67 ve
44.05 + 1.32 yild1. Hastalarin 83’ii (%55.3) 45 yas ve altinda
iken, 67 hasta (%44.7) 45 yas tstiindeydi. Caliymaya dahil
edilen en geng hasta 17 yasindaydi. Hastalarin demografik
ozellikleri, risk faktorleri ve klinik 6zellikleri Tablo 1° de
gosterilmistir. Hastalarin timiinde en sik izlenen risk faktori
HT (%46) idi. Ikinci ve ii¢tincii siklikla sigara igmek (%45.3)
ve dislipidemi ( %32.7) saptandu.
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Tablo 1. Gruplarin demografik ve klinik ozellikleri

Tumi Kadn Erkek P degeri 18-45 yas 46-55 yas P degeri
(n:150) (n:39) (n:111) (n:83) (n:67)
Yas (y1l, ort £ SS) 43,99 £ 0,6 44,05+1,32 [43,9+£0,67 |0,002* 37,9+0,66 49,46 0,37
HT,n,(%) 69 (46) 17 (43,6) 52 (46,8) 0,44 29 (35,2) 37 (55,7) 0,009*
DM, n, (%) 40 (26,7) 9(23,1) 31(27,9) 0,36 15 (18,3) 23 (34,2) 0,022*
Dislipidemi, 49 (32,7) 14 (35,9) 35(31,5) 0,38 29 (35,2) 20 (30,4) 0,32
n (%)
AEn, (%) 5(3,3) 0 (0) 5(4,5) 0,22 4 (5,6) 1(1,3) 0,15
KKH,n, (%) 6(4) 1(2,6) 5(4,5) 0,51 4 (5,6) 2(2,5) 0,29
KAH,n, (%) 10 (6,7) 2(5,1) 8(7,2) 0,49 6(7) 4 (6,3) 0,56
GIO (n) 17 (11,3) 5(12,8) 12 (10,8) 0,47 7 (8,5) 10 (13,9) 0,21
(%)
GIA éykiisiin, |2(1,3) 1(2,6) 1(0,9) 0,45 1(1,4) 1(1,3) 0,94
(%)
Aile Oykiisii 11 (7,3) 3(7,7) 8(7,2) 0,58 6(7) 5(7,6) 0,57
Sigara 68 (45,3) 8(20,5) 60 (54,1) < 0,0001* 37 (45,1) 31 (45,6) 0,54
Alkol 5(3,3) 0 (0) 5(4,5) 0,22 1(1,4) 4 (5,1) 0,22
Migren 6 (4) 3(7,7) 3(2,7) 0,17 5 (6,02) 1(1,4) 0,08
OK Kul.,n (%) - 6 (15,3) - = - -
Girig NIHSS, ort | 3,59 + 0,28 2,82+0,4 3,86 +0,36 0,22 4+0,47 3,23+0,33 0,06
+SS
Cikis MRS, ort 1,39 + 0,09 1,28 +0,14 1,43+0,11 0,06 1,46 + 0,13 1,33+0,13 0,61
£8S
Mortalite (n), (%) | 1 (0,7) 0 (0) 1(0,9) 0,74 0(0) 1(1,3) 0,53
Kisaltmalar
SS:standart sapma, HT:hipertansiyon, DM:diabetes mellitus, AF:atriyal fibrilasyon, KKH:kalp kapak hastaligs,
KAH;koroner arter hastaligi, GIO; gegirilmis inme oykiisii, GIA;gegici iskemik atak, OK;oral kontraseptif, NIHSS: ulusal
saglik enstitiisii inme 6l¢egi ‘National Institutes of Health Stroke Scale, MRS:modifiye rankin skalas:

Cinsiyet ve risk faktorleri arasindaki iligski degerlendiril-
diginde sigara icme orani erkeklerde kadinlara gore istatis-
tiksel olarak anlamli bir sekilde yiiksek bulundu (p<0.0001).
Diger risk faktorleri ile cinsiyet arasinda anlaml bir iligki
saptanmad.

Sorgulanan risk faktorleri yas gruplarina gore degerlen-
dirildiginde HT ve DM sikliginda anlaml farklilik goralmis
olup 45 yas iizerindekilerde HT ve DM daha fazla idi(p=
0.009, p = 0.022). 45-55 yas grubundaki hastalarin %55.7’si
HT, %34.2’si DM hastas1 iken, 45 yas ve alt1 grupta bu oran
%35.2 ve %18.3 olarak tespit edildi. Diger vaskiiler risk fak-
torleri agisindan her iki grup arasinda istatiksel olarak an-
laml bir fark izlenmedi.

Yas gruplar1 ve cinsiyet birlikte degerlendirildiginde kadinlarda
anlamh bir fark bulunmazken, erkeklerde yas grubu ve HT arasin-

da istatistiksel olarak anlaml bir iliski saptandi (p = .003). 45-55 yas
araligindaki erkeklerin %57'si HT hastastyken bu oranin 45 yas altt
hastalarda %36 oldugu tespit edildi.

Tiim iskemik inmeli hastalarin hastaneye giris ortalama
NIHSS skoru 3.59 + 0.28 olup, %86’sinda ¢ikis mRS skoru 0-2
arasinda, %14’tinde 3- 5 arasindaydi. Kadin ve erkek cinsiyet
ile,<45 yas ve >45 yas gruplar arasinda giris NIHSS skoru ve
hastaneden ¢ikigtaki ortalama mRS skoru oranlari arasinda
anlamli fark saptanmadi (Tablo 1). Hastane yatisi sirasin-
daki mortalite orani %0.7 (n= 1) idi. Taburculuktaki mRS
skoru 0-2 arasinda olan hastalarin giris NIHSS skoru ortala-
ma 3 * 3.48 iken,mRS skoru 3-5 arasinda olan hastalarin giris
NIHSS skoru 9.5 + 3.44 idi.

96 hastada (%64) 6n sistem, 54 hastada (%36) arka sis-
tem sulama alanlarina uyan iskemik inme tespit edildi. Yas
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gruplarina gore inmenin topografik dagilimi agisindan an-
lamli fark saptanmadi. Hastalarin inme etiyolojiler iTOAST
siniflamasina gore 61‘inde (%40.7)kiigitk damar hastaligi,
29’unda (%19.3) sebebi bilinmeyen, 28inde (%18.7) biiyiik
damar hastaligi, 19’unda (%12.6) kardiyoembolik ve 13’{inde
(%8.6) diger nedenler olarak belirlendi (Tablo 2). Kardio-
embolik inme grubunda saptanan bulgular hipokinetik sol
ventrikill (n:6),atrial fibrilasyon (n:5), patent foramen ovale
(PFO) (n:4), romatizmal kapak hastalig1 + PFO (n:1), dilate
kardiyomiyopati (n:1), akinetik sol ventrikil (n:1), ve kon-
jestif kalp yetmezligi (n:1) idi. Diger nedenlere bagli inme
grubunda saptanan etiyolojiler PAI homozigot mutasyonu
(n:4), MTHFR homozigot mutasyonu (n:3), Fabry hastalig
(n:1), paraneoplastik (n:1), oral kontraseptif kullanimi (n:1),
polisitemia vera (n:1), vertebral arter diseksiyonu (n:1), ve
hiperhomosisteinemi (n:1)]olarak belirlendi.Kiigitk damar
hastalig1 45 yas alt1 ve istii her iki grupta da en sik etiyolojik
alt grubu olustururken, inme alt tipleri acisindan cinsiyet ve
yas gruplari arasinda anlamli bir fark saptanmadi.

Hastalarm %11.3 (n:17)" iinde gecirilmis inme; %1.3
(n:2) iinde gegirilmis GIA 6ykiisii mevcut olup, tiim hasta-
larda gecirilmis atak sayis1 1'idi. ilk inme atagini ortalama
2.88 £ 2.54 y1l 6nce gegiren 19 hastanin 13’{i erkek (%68.4)
6's1kadindi (%31.6). Sekizi (%42.1) 45 yas ve alt1, 11’1 (%57.9)
45 yas tizerinde olup, tekrarlayici inme orani agisindan cin-
siyet ve yas gruplar1 arasinda istatistiksel olarak anlamli fark
saptanmadi. Bu grupta en sik izlenen risk faktorleri sirasiyla
hipertansiyon (%57.9), sigara icme (%36.8), DM (%31.6) ve
dislipidemi (%26.3) olarak tespit edildi. Hastalarin inme eti-
yolojileri TOAST siniflamasina gore 11’inde (%57.9) kiigiik
damar hastaligi, 3’tinde(%15.8) sebebi bilinmeyen, 2’sinde
(%10.5) diger nedenler,2’sinde (%10.5) bityiik damar hasta-
l1g1, 'inde (%5.3) kardiyoembolik olarak belirlendi. Vaskiiler
risk faktorleri ve etiyolojik inme alt tipi agisindan ilk kez ve
tekrarlayic1 inme gegiren hasta gruplar1 arasinda istatistik-
sel olarak anlaml bir fark saptanmadi. Hastalarin 11’inin
(%57.89) gegirdikleri ilk atak sonrasi baslanan antiagregan
tedaviyi yarim biraktig1 ya da diizensiz kullandiklar: 6grenil-
di.

Tablo 2. Gruplardaki Etiyolojik inme Alt tipleri

Tiimii Kadin Erkek P degeri 18-45 yas 46-55 yas P degeri
(n:150) (n:39) (n:111) (n:83) (n:67)
Aterosklerotik 28 (18,7) 5(12,8) 23(20,7) 0,2 14 (16,9) 14 (20,3) 0,38
biiyiik damar
hastaligi, n, (%)
Kardiyoembolik | 19 (12,6) 5(12,8) 14 (12,6) 0,58 14 (16,9) 5(8,9) 0,11
n, (%)
Kiiciik damar 61 (40,7) 18 (46,2) 43 (38,7) 0,42 31 (38) 30 (43) 0,32
hastahgy, n, (%)
Diger nedenler, n, |13 (8,6) 5(12,8) 8(7,2) 0,34 8(9,6) 5(7,4) 0,45
(%)
Sebebi bilinmeyen, 29 (19,3) 6 (15,3) 23(20,7) 0,32 16 (19,2) 13 (19,4) 0,48
n, (%)
TARTISMA (%39) olarak bildirilmistir (10). Ayn1 yazar tarafindan Avru-

Inme etiyolojisinde tanisal degerlendirmelerde giderek
artan gelismeler sayesinde iskeminin spesifik nedenleri orta-
ya konabilen hasta grubu oran1 artmaktadir. Bugiin igin has-
talarin % 80’ninde somut bir neden ortaya konulabilmektedir
(6).

Degistirilebilir risk faktorleri geng ve yash hasta gruplari
i¢in ayn1 olmakla birlikte bu risk faktorlerinin prevalansi her
iki grupta ayni1 degildir. HT, kalp hastaliklar1 ve DM yash po-
piilasyonda en sik goriilen risk faktorleridir (18). Ancak geng
inmeli hastalarda yapilan ¢alismalar arttikca genel olarak
kabul edilen bu durumun tersine sonuglar bildirilmeye bas-
lanmustir. Putaala ve ark. tarafindan Finlandiyada 1008 geng
inme hastasinda yapilan bir ¢alismada en sik izlenen vaskiiler
risk faktorleri dislipidemi (%60), sigara icmek (%44) ve HT

panm ¢ farkl cografik bolgesinde 3944 geng inme hasta-
sinda yapilan ¢aligmada vaskiiler risk faktorlerinin dagilimi
sigara igmek (%49), dislipidemi (%46) ve HT (%36) olarak
saptanmigtir (14). Literatiirde geng hastalarda risk faktor
profiline yonelik yapilan ¢aligma sonuglariylauyumlu olarak
bizim ¢alismamizda da erkek cinsiyet genc iskemik inmeler-
de dahasik bulunmus ve tiim hasta grubu i¢inde en sik rast-
lanan g risk faktorii hipertansiyon (%46), sigara kullanimi
(%45.3) ve dislipidemi (%32.7) olarak saptanmigtir (10,13-
15,19-23). Takip eden risk faktorleri DM (%26.7), kardiyak
nedenler (%14) ve gecirilmis inme ya da GIA 6ykiisii (%12.6)
idi. Genglerde inme etiyolojisi ¢esitlilik gosterir; yas ve cin-
siyete gore degisebilir (19). Inme risk faktorlerinin dagili-
minda yas ve cinsiyetin etkisini degerlendirdigimizde sigara
icmek erkek hastalar arasinda anlaml sekilde daha fazlaydy;
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46- 55 yas grubunda ise HT ve DM o6ne ¢ikan risk faktor-
leriydi.45 yas tstiive alt1 yas gruplarinin kargilastirildig bir
calismada ise HT, DM, AF ve koroner arter hastaligi siklig
45 yas tstil grupta daha fazlaydi (24). Ailede inme 6ykiisii-
niin varlig1 29-39 yas arasi gen¢ inme hastalarinda 40-49 yas
grubuna gore belirgin bir risk faktord oldugu ve ozellikle
diger nedenlere bagl etiyolojik alt grupta aile 6ykiisii olma
oraninin daha yiiksek oldugunu bildiren ¢alismalar mevcut
olsa da ¢alismamizda aile 6ykiisti ve etiyolojik inme tipleri
yas gruplarina gore degerlendirildiginde anlamli bir fark sap-
tanmamugtir (25).

Literatiirde, geng hastalarda, iskemik inme alt gruplari-
nin belirlenmesinde TOAST kriterlerinin kullanildig1 ¢a-
ligmalarda farkli sonuglar elde edilmistir. Kardiyoembolik,
aterosklerotik, sebebi bilinmeyen inmeler ile diger nedenlere
bagli inmeninen sik neden olarak gosterildigi calismalarin
aksine bu ¢aligmada hem 45 yas alt1 hem de 45 yas st is-
kemik inme hastalarimizda en sik goriilen etiyolojik neden
kiigiik damar hastaligidir (%40.7) (5-7,13,18,20,22,23,26-29).
Bunu sirasiyla sebebi bilinmeyen, biiyiik damar aterosklero-
zu, kardiyoembolik ve diger etiyolojilere bagli nedenler ta-
kip etmektedir. Caligmamizda inme alt grubunun cinsiyet
ve yas gruplarina gére dagiliminda gruplar arasinda anlaml
bir fark izlenmedi. 18- 55 yas aras1 4467 hastadan olusan ¢ok
uluslu genis Avrupakohortunda (sifap1 ¢aligmasr) kii¢iik da-
mar hastalig1 oranini %29.2 olarak bildirilmistir (30). Tanc-
redi ve ark’nin324 hastay1 retrospektif olarak degerlendirdik-
leri caligmada kiiciik damar hastaligi; diger nedenler, sebebi
bilinmeyen ve kardiyoembolik nedenlerden sonra dérdiincii
sirada olup hastalarin %15.7sinde etiyolojik neden olarak
saptanmustir. Vaskiiler risk faktorlerinin inme alt tipleriy-
le iliskisinin degerlendirildigi alt grup analizlerinde ise HT,
dislipidemi ve sigara igme oranlarinin kii¢iik damar hastalig
grubunda en yiiksek oldugunu bildirmislerdir (28). Bizim
calismamizda da kiigiik damar hastaliginin en sik olmasinin
sebebi sigara igme oraninin yiiksek olmasi olabilir. Arboix
A. ve ark.sigara icmenin ( > 20 adet/giin) geng yasta goriilen
lakiiner enfarktlar i¢cin bagimsiz bir risk faktérii oldugunu
belirtmislerdir (31).

Bizim ¢aligmamizda kiigiik damar hastaligindan sonra
ikinci en siklikta (%19.3) saptanan inme alt tipi sebebi be-
lirlenemeyen grup idi. Hastalarin % 20-30’unda kapsamli bir
etiyolojik aragtirmaya ragmen inme nedeni tespit edileme-
yebilir. Bu hastalarda klasik vaskiiler risk faktorleri olsa bile,
aterosklerotik ya da kii¢iik damar hastaligina isaret eden bul-
gulara rastlanmaz (8,16). Bununla birlikte sebebi bilinmeyen
(kriptojenik) inmelerin % 43’tiniin kardiyojenik nedenlere
bagli oldugu 6ne stirtilmiistiir (32). Bazi alismalarda kripto-
jenik inmenin 45- 54 yas arasinda daha sik goriildiigi bildi-
rilmesine karsin, bizim ¢alismamizda her iki yag grubu ara-
sinda anlaml fark saptamadik (21). Yazarlarin 6nerdigi gibi
sonuglar degiskenlik gosterebileceginden biyokimyasal test
sonuglarinin tekrarlanmasina ve hastalarin gogunda Holter
ve TEE gekilmesine ragmen bu hastalarda bir etiyoloji sap-

tayamadik. Ancak bu hastalarda ozellikle reverzibl serebral
vazokonstriiksiyon, inrakranyal ateroskleroz, vaskiilit ya da
diger vaskiilopatilerin diglanabilmesi i¢in serebral anjiyogra-
fi yapilmasi ve gereginde tekrarlanmasi onerilmektedir (16).
Kriptojenik inme oraninin yiiksek bulunmasinin nedeni eti-
yolojik smiflandirma i¢cin TOAST Kkriterlerinin kullanilmas:
da olabilir. CSS ( causative classification of stroke system) ve
ASCO (atherosclerosis, small vessel disease, cardiac source,
other cause) siniflamalarinin kullanilmasinin gen¢ inmeli
hastalarda TOAST siniflamasina gore nedeni belirlenemeyen
hasta oranini diistirdiigii bildirilmistir (33).

Bazi calismalarda 45 yas alt1 hastalarda arka sistem en-
farktlarinin yasl gruba gére daha yiiksek oranda (%25-46)
goriildugii bildirilmis,baz1 ¢aligmalarda ise 19-45 yas arasi
inme grubunda On sistem enfarktlar1 daha yiiksek oranda
bulunmugtur (23,34). Bizim ¢alismamizda yas gruplari ile in-
menin topografik dagilimi arasinda istatiksel olarak anlamli
fark bulunmad.

Tekrarlayici inme siklig1 genglerde yash popiilasyona gore
daha az siklikta goriilmekte olup,18- 45 yas arasi ilk inmesi-
ni gegiren hastalarda 10. yilda kiimiilatif risk %14.7 olarak
saptanmustir (35,36). Literatatiirde bir¢ok ¢alismada vaskiiler
olayin tekrari ile iliskili olabilecek risk faktorleri aterotrom-
botik inme tipi, 35 yas tizerinde olmak, ailede inme oykiisii
olmasi, aural1 migren varligs, ikincil koruma nedeniyle kulla-
nilmakta olan antiagregan ve antihipertansif tedavilerin ke-
silmesi, antifosfolipid antikor varlig1 ve klasik vaskiiler risk
faktorlerinin varligi (hipertansiyon, DM, sigara i¢me, hiper-
kolesterolemi) olarak bildirilmistir (5,6,35,36). Bizim hasta
grubumuzda tekrarlayan inme gegiren hasta oran1 %12.6 bu-
lunmus olup, literatiirden farkli olarak en sik izlenen etiyo-
loji kiigiik damar hastalig idi. Ayrica, demografik 6zellikler,
vaskiiler risk faktorleri ve inme etiyolojisi agisindan ilk kez
inme geciren hasta grubuna gore farklilik saptanmadi. An-
cak hastalarin %57.89 ‘unun ikincil koruma amagl baslanan
antiagregan tedavilerini diizensiz kullanmalar1 ya da hig kul-
lanmamis olmalar1 inmenin tekrarlamasinda 6nemli bir risk
faktorii oldugu seklinde yorumlandi.

Geng hastalarda inme prognozu yash popiilasyona gore
genellikle daha iyidir. 18- 50 yas aras1 inme gegiren hastalarin
ortalama 11 yil boyunca takip edildigi bir ¢calismada morta-
lite oran1 %20 olarak bildirilmistir (37). Geng inme gegiren
hastalarda uzun siireli takiplerin yapildig1 ¢alismalarda mor-
talite nedenlerinin kardiyoembolik inme tipi, erkek cinsiyet,
ileri yas ve hastaneye yatis sirasindaki yitksek NIHSS olarak
saptanmustir (5,13,35,37). Hastane mortalite oranlari ise %0-
4.1 bildirilmis olup, bu ¢aligmada %0.7 olarak saptanmigtir
(5,20). Calismaya alman hastalarin hastane giris ortalama
NIHSS skoru hafif diizeyde (3.59 + 0.2 olup, ¢itkig mRS sko-
ru 1.39 + 0.09 bulundu. NIHSS skorlarimin distik olmas: bu
hastalarin ¢ikis mRS skorlarinin da diisiik olmasina neden
olmustur. Hastalarin %14’tinde taburculuktaki mRS skoru>3
olup, mRS skorlarinda cinsiyet ve yas gruplarina gore yapilan
degerlendirmelerde bir fark saptanmamigtir.
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Calismamuzin kisithiliklar: retrospektif ve tek merkezli
caligma olmasi, hasta sayisinin nispeten az olmasi, hastala-
rin uzun siireli takiplerinin yapilamamis olmasi ve sayica az
olmasina karsin bazi hastalarda etiyolojik nedene yonelik
arastirmalarda ozellikle TEE ve Holter tetkiklerinin eksik
kalmasidur.

Sonug olarak, ¢alismamizda gosterildigi gibi HT, sigara
igmek ve hiperlipidemi yash popiilasyonda oldugu gibi geng
popiilasyonda da inmeye yol agan en 6nemli risk faktorleri
olup, 45 yas usti hipertansif ve diyabetik erkeklerde bu du-
rum daha belirgin hale gelmektedir. Gen¢ hastalarda inme
genellikle daha iyi seyretmekle birlikte degistirilebilir risk
faktorlerinin saptanip tedavi edilmesi inme tekrarinin 6nlen-
mesi agisindan 6nemlidir.

Cikar Catismasi ve Finans Durumu: Calismamiz bir
kurum ve kurulus¢a finanse edilme-mistir. Bu ¢aliymada ya-
zarlar arasinda herhangi bir konuda ¢ikar ¢atigmast bulun-
mamaktadir.

Arastirmacilarin Katki Oram Beyan Ozeti: Yazarlar
makaleye esit katki saglamis olduklarini beyan ederler.
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Ozet

Amag: Bu ¢alismamizda, toraks travmali hastalarin acil servise bagvuru siiresi ve maruz kaldiklar1 travma sekilleri ile mortalite ve morbiditeleri arasindaki
iliski irdelenmistir. Boylece, optimal tedavi stratejisinin en kisa ve en etkin bigimde uygulanmasi ve bu hastalarin yonetimindeki temel unsurlarin belirlen-
mesi hedeflenmistir.

Gerec ve Yontemler: Calismaya Aralik 2012 ile Agustos 2013 tarihleri arasinda T.C Saglik Bakanligi Recep Tayyip Erdogan Universitesi Egitim Arastirma
Hastanesi Acil Servisi’ne toraks travmasi nedeniyle bagvuran 248 hasta dahil edilmistir. Hastalarin anamnez, laboratuvar bulgulari, goriintiileme yontemleri,
takip ve tedavi ¢izelgeleri gozden gegirilerek; yas, cinsiyet, travma etiyolojisi, travmanin hastaneye gelis zamani ve gelis sekli, toraks travmasi, eslik eden
travmalar, tedavi yaklagimi, komplikasyonlar hastanede yatis siiresi, morbidite ve mortalite oranlar1 analiz edilmistir.

Bulgular: Yasin artmast ile kot fraktiirii sayisindaki artis ve kot fraktiirii sayisi arttik¢a hastanede yatis siiresindeki artma arasinda istatiksel olarak anlamlilik
saptandi (p degerleri sirasiyla <0.01; <0.01 ).

Sonug: Toraks travmali hastalar acil servisteki ilk baki sonrasinda hayati tehdit edebilecek olast patolojiler nedeniyle ve 6zellikle multi-travma agisindan
deneyimli bir ekip tarafindan degerlendirilmeli, toraks patolojileri ile birlikte diger organ yaralanmalari da es zamanli olarak etkin ve hizli bir sekilde
yonetilmelidir. Hastalarin stabilizasyonundan sonra hastalarin takip edilecegi kosullar saglanmali ve gelisebilecek olasi komplikasyonlar agisindan tetikte
olunmalidir.

Anahtar kelimeler: Toraks travmasi, Kiint travma, Morbidite

Abstract

Objective: In this study, the relationship between thoracic trauma patients to the emergency room, the type of trauma they are exposed to, and the relations-
hip between mortality and morbidity are examined. Thus, it is aimed to implement the optimal treatment strategy in the shortest and most effective way and
to determine the basic elements in the management of these patients.

Material and Methods: 248 patients who were admitted to the Ministry of Health Recep Tayyip Erdogan University Training and Research Hospital Emer-
gency Department between December 2012 and August 2013 due to thoracic trauma were included in the study. The anamnesis, laboratory findings, imaging
methods, follow-up and treatment charts of the patients were reviewed; age, gender, trauma etiology, time and duration of trauma to the hospital, thoracic
trauma, accompanying traumas, treatment approach, complications, length of hospital stay, morbidity and mortality rates were analyzed.

Results: A statistically significant difference was found between the increase in age and the increase in the number of rib fractures and the increase in the
length of hospitalization as the number of rib fractures increased (p values <0.01; <0.0, respectively).

Conclusion: Patients with thoracic trauma should be evaluated by an experienced team, especially in terms of multi-trauma, due to possible life-threatening
pathologies after the first visit in the emergency room, and other organ emergencies should be managed simultaneously effectively and quickly. Following
the stabilization of the patients, the conditions under which the patients will be followed should be provided and they should be alert for possible compli-
cations.
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GIRIS

Toraks travmalar: kiint ve penetran olmak tizere ikiye
ayrilir. Penetran toraks travmalarinda ozellikle hastanin g6-
riintiisii nedeniyle acil tibbi girisim ¢abuk olmakta iken kiint
toraks travmalarinda fizyopatolojik degisiklikler gozden ka-

¢abilmektedir. Bu nedenle, 6zellikle kiint toraks travmalarin-
da mortalite ve morbidite artmaktadir.

Travma nedeni ile hastaneye yatirilan olgularin 1/3’tinii
toraks travmalar1 olusturur ve travmaya bagl oliimlerin yak-
lasik %20-25’ini toraks travmalarina bagli oldugu bildiril-
mektedir (1). Toraks travmalarinda mortalite, major vaskiiler
yapilarin ve visseral yapilarin hasarina bagl olarak gelisir.

Bu retrospektif calismada, 1 Aralik 2012 ile 30 Agustos
2013 tarihleri arasinda acil servise toraks travmasi nedeniyle
bagvuran hastalarin dosya kayitlar: incelenerek, travma se-
killeri ve basvuru siireleri ile hastalarin morbidite ve mor-
taliteleri arasindaki iliski, eslik eden diger yaralanmalar ve
uygulanan tedavi yontemleri analiz edilerek literatiir verileri
esliginde irdelenmistir.

GEREC ve YONTEMLER

Caligma, Recep Tayyip Erdogan Universitesi Tip Fakiilte-
si Klinik Etik Kurulu'nda onay alindiktan sonra (21.11.2014
tarih, 2014/147 karar no) 1 Aralik 2012 ile 31 Agustos 2013
tarihleri arasinda T.C Saglik Bakanlig1 Recep Tayyip Erdogan
Universitesi Egitim Arastirma Hastanesi Acil servis klinigin-
de retrospektif olarak 1975 Helsinki Deklerasyonuna uygun
sekilde gergeklestirildi. Acil servise basvuran izole toraks
travmast olgulari ile diger yaralanmalara eslik eden toraks
travmasi mevcudiyeti dahil edilme kriterlerini olustururken,
acil servise bagvurup travmasi olmayan hastalar ile acil ser-

vise bagvurup toraks travmasi icermeyen diger yaralanmalar
ise diglanma kriteri olarak kabul edilmistir. Olgularin anam-
nez, laboratuar bulgulari, gériintiileme yontemleri, takip ve
tedavi cizelgeleri incelenerek; yas, cinsiyet, travma etiyolojisi,
travmanin hastaneye gelis zamani ve gelis sekli, toraks trav-
masl, eslik eden travmalar, tedavi yaklasimi, komplikasyon-
lar, hastanede yatis siiresi, morbidite ve mortalite oranlar:
incelendi.

Istatistik Analiz: Calismada elde edilen bilgiler de-
gerlendirilirken, istatiksel analizler igin SPSS (Statistical Pa-
ckage for Social Sciences) Windows v19 programi kullanil-
di. Calisma verileri degerlendirilirken tanimlayici istatiksel
metodlar (ortalama, standart sapma) kullanildi. Kategorik
degiskenler say1 ve yiizde olarak ifade edildi. Parametreler
arasindaki iligkilerin incelenmesinde Spearman’s rho kore-
lasyon testi kullanild.

BULGULAR

Toplam 248 hastanin 547t (%21,8) kadin, 194’1 (%78,2)
erkek; ortalama yas 53 (14-92) idi. Olgularin travmadan
ortalama 6,5 saat sonra acil servise bagvurdugu tespit edil-
di. Toraks travmasi nedeniyle acil servisimize bagvuran
hastalarin %59,3ti (n=147) ambulans, %40,7si (n=101) ise
oOzel araglari ile bagvurmuslardi. Yatirilan hastalarin %15’
(n=39) yogun bakimlarda, %63,7’si (n=158) gogiis cerrahisi
servisinde, %10,9’u (n=27) dis servislerde takip edilmis olup
%9,3 (n=23) hasta ise ayaktan takip edildi. Bir (%0,4) hasta
ise yogun bakimlarda yer olmadig i¢in ilk mtidahalesinin ar-
dindan dis merkeze sevk edildi.

Olgularin %811 (n=201) travmadan tek tarafli (sag veya
sol), %18,9’sinin (n=47) ise bilateral olarak etkilendigi sap-
tanmis olup en sik goriilen travma sekilleri Tablo 1'de be-
lirtilmistir.

Tablo 1. Olgularin travma etyolojilerine gore dagilimi

Travma Sekli n %
Diisme 151 60,9
Trafik Kazasi 78 31,5
Penetran 15 6
Hayvan Tepmesi 3 1,2
Darp 1 0,4
Toplam 248 100

Tablo 2. Toraksa ait gelisen kemik patolojileri

Tespit edilen kemik patolojileri n %
Kosta fraktiiri 178 71,8
Klavikula fraktiirii 16 6,5
Sternum fraktiirii 13 4,5
Skapula fraktirii 11 5,2
Fraktiir tespit edilmeyen 30 12
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Travma nedeniyle degerlendirilmis olan 248 hastanin  rak anlamli bulunmus (p<0.01) olup o6zellikle 60 yas tistii
218inde (%87,9) toraksa ait kemik yapilarda fraktiir tespit  hastalarda 3'den fazla sayida kosta fraktiirii tespit edilmistir
edilmis olup toraksa ait gelisgen kemik patolojileri Tablo  (Sekil 1). Yelken gogiis tespit edilen 5 (%2) hasta ilk miida-
2’ de belirtilmistir. halelerinin ardindan yogun bakima alinmis ve internal stabi-

Kosta fraktiirii tespit edilen hastalarda yagin artmasina lizasyon amaciyla mekanik ventilasyon uygulanmugtur.

paralel olarak kosta fraktiirii sayisindaki artis istatiksel ola-
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Sekil 1. Kot fraktiirii sayist ve yas arasindaki iligki
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Sekil 2. Kot fraktiirii saysi ve hastanede yatis siiresi arasindaki iligki
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Travma sonrasi en sik tespit edilen intratorasik patoloji
78 (%31,5) hastada gozlenen toraks kontiizyonu idi. Diger
intratorasik patolojiler ise 75 (%30,5) hastada pnémotoraks,
59 (%24) hastada hemotoraks, 33 (%14) hastada ise hemop-
nomotoraks idi.

Hastanede yatig siireleri incelendiginde kosta fraktiirii
say1sl arttigl zaman yatig sliresinin de anlamli arttig1 tespit
edilmistir (p<0.01) (Sekil 2).

Toraks travmasina maruz kalan olgulardaki ekstratorasik
organ hasarlar1 olarak, hastalarin 13 (%5,2)tinde karaciger
laserasyonu, 12’sinde (%4,8) subaraknoid kanama, 9’'unda
(%3,6) beyin 6demi, 9’unda (%3,6) dalak laserasyonu, 3’tinde
(%1,2) renal hematom ve 1’inde (%0,4) kalp yaralanmasi
saptanmustir. Ayrica 13 (%5,2) hastada pelvis fraktiirii ve 46
(%18,5) hastada ekstremite fraktiirleri mevcuttu.

Hastalara uygulanan tedaviler incelendiginde; 58 (%23,3)
olguya tiip torakostomi ve 3 (%1,2) olguya major toraks cer-
rahisi uygulanmistir. Kalp yaralanmasi ve hemotoraks nede-
niyle 1 hastaya sternotomi, hemotoraks nedeniyle 1 hastaya
sol torakotomi ve bilateral pnomotoraks olan 1 hastaya ise
masif hava kacag1 ve ekpansiyon kusuru nedeniyle bilateral
torakotomi yapilmustir. ki hastada pnomotoraks perkiitan
aspirasyon yontemiyle tedavi edilmistir. 177 (%71,4) hastada
ise konservatif tedavi yeterli olmustur. 10 (%4) hastaya tedavi
olarak mekanik ventilasyon uygulandigini tespit edilmistir.
Mekanik ventilasyon endikasyonlari olarak; 5 hastada yelken

gogiis, 2 hastada kafa travmasi, 3 hastada intraabdominal pa-
tolojiler ve pelvik fraktiirleri tespit edilmistir.

Toraks travmasi ile bagvuran ve tetkiklerinde ekstrato-
rasik organ hasar1 saptanan 26 hastaya cerrahi mtidahale uy-
gulanmustir. 5 hastada intraabdominal hemoraji 6n tanisiyla
laparatomi yapilarak 4 hastaya splenektomi uygulanmis olup
bu hastalardan birinde diyafram riiptiirii de eslik ettiginden
splenektomi sonrasi primer diyafragma tamiri yapilmigtir. 8
hastaya pelvik stabilizasyon, kafa travmasi bulunan 10 hasta-
ya kraniotomi, mandibula fraktiirii olan 3 hastaya ise stabili-
zasyon uygulanmustir.

Travmali hastalarin takip ve tedavi siireclerinde en sik
karsilagilan komplikasyon olarak atelektazi saptanmigtir (21
olgu; %8,5). Bu olgulara nazotrakeal ve fiberoptik bronkos-
kopi yapilarak sekresyonlar1 temizlenmis ve solunum fizyo-
terapisi uygulanmustir. Diger sik goriilen komplikasyonlar
ise; 8 (%3,2) hastada pnémoni, 3 (%1,2) hastada akut bob-
rek yetmezligi, 1 (%0,4) hastada deliryum, 1 (%0,4) hastada
ileus, 1 (%0,4) hastada uzamis hava kagagi, 1(%0,4) hastada
ampiyem ve 1 (%0,4) hastada ise takip siiresinde gelisen he-
motoraks olarak saptanmigtir.

Toraks travmasi nedeniyle basvuran hastalarda ortala-
ma yatig siiresi 8 (1-71) giin olarak saptanmustir. 248 hasta-
nin %97,5’i (n=242) sifa ile taburcu olurken 6 hasta degisik
nedenlerle kaybedildi. Hastalarin 6liim nedenleri ve travma
sekli Tablo 3'de belirtilmistir.

Tablo 3.Hastalarin 6liim nedenleri ve travma sekli

Oliim nedenleri Travma sekli

AITK Diisme ASY
Karaciger laserasyonu = -1
Subaraknoid kanama 1 -
Pelvis fraktiirti 2 -
karaciger ve dalak laserasyonu - 1 -
Yelken gogiis, hemotoraks -1 -
(AITK:Arag ici Trafik Kazasi, ASY:Atesli Silah Yaralanmasi)

TARTISMA

Gogiis travmalari, genellikle izole organ yaralanmala-
r1 olmayip diger organ yaralanmalariin eslik ettigi ¢oklu
travmalar seklinde gerceklesmektedir. Bu nedenle mortalite
ve morbiditesi oldukg¢a yiiksek seyreden vakalar oldugun-
dan gogiis patolojilerine fikse olup diger sistemler ihmal
edilmemelidir (2). Uluslararasi ve ulusal literatiirde toraks
travmalarina siklik sirasina gore ekstremite fraktiirleri, kafa
travmalar1 ve batin i¢i organ yaralanmalarinin eglik ettigi bil-
dirilmektedir (3-6). Toraks dis1 patolojilerin rastlanma siklig
%30-35 arasinda degismektedir (7,8). Calismamizda toraks
travmalarina %30,5 ile en sik ekstremite fraktiirlerinin eglik
ettigi gozlendi. 46 hastada ekstremite fraktiirleri, 29 hastada

vertebra fraktiir{i, 22 hastada karaciger ve dalak laserasyonu,
21 hastada intrakranial patoloji, 16 hastada klavikula frakti-
rii, 11 hastada skapula fraktiirii, 13 hastada pelvis patolojisi, 3
hastada renal hematom, 1 hastada kalp yaralanmasi mevcut-
tu. 21 hastaya ise ek patolojiler nedeniyle genel cerrahi, beyin
cerrahi, ortopedi ve kalp damar cerrahisi bolimleri tarafin-
dan cerrahi tedavi uygulandi.

Kosta kiriklari, kiint gogiis travmasini takiben en sik
goriilen yaralanmadir ve hastalarin tigte ikisini etkiler. Tek
kosta kirigindan hayat: tehdit edebilen ve ventilator destegi
gerektiren ciddi yelken gégtise kadar degisebilen klinik bir
tablo olustururlar (9). Kot fraktiirii mevcut olan hastalarda
gogiis agrist mevcuttur. Buna bagl ventilasyon azalir, 6k-
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stiriik ve derin inspiryum engellenir, sekresyonlar birikir,
pnoémoni ve agir hipoksi gelisir (10). Hastaya etkin analjezik
tedavi uygulanarak hipoventilasyon onlenmelidir. Solunum
fizyoterapisi yapilmali hasta erken mobilize edilmelidir. Kos-
ta kiriklarinda tedavinin temeli, agr1 kontrolii ve gelisebile-
cek komplikasyonlarin 6nlenmesidir. Kirik immobilizasyonu
i¢in bandaj yapilmamal, ayrica hastaya erken mobilizasyon,
derin inspiratuvar efor ve sik sik okstirme Ogiitlenmelidir.
Klinigimizin tercihi bir veya birka¢ kot fraktiiriinde intra-
venoz analjezi, multipl kot fraktiiriinde ise epidural analjezi
veya hasta kontrollu analjezi uygulamasidir.

Kosta fraktiirlerinden sonra ise en sik goriilen diger to-
raks duvari patolojileri klavikiila, sternum ve skapula frak-
tiirleridir. Klavikula kirig, kiint toraks travmalarinda siktir
ve genelde orta bolimden kirilir. Nadir gortilen bir patolo-
ji olan skapula kiriklar: ise siddetli travmanin gostergesidir
(11). Kiint gogiis travmali olgularin %3-8’inde sternum frak-
tiirti izlenmektedir (12). Trafik kazalari nedeniyle, siklikla 6n
koltuklarda oturan kisilerde meydana gelen bu fraktiirlerin
sikligi, emniyet kemeri kullaniminin zorunlu hale getiril-
mesiyle son yillarda artmustir (13,14). Bizim ¢aligmamizda
litaratiir ile benzer sekilde 16 (%6,5) hastada klavikula, 11
(%4,4) hastada skapula ve 13 hastada (%5,2) sternum frak-
tiirdi tespit edilmistir. Ozellikle skapula ve sternum farktiirii
gelisen vakalar ciddi travma gostergesi oldugundan nadir de
olsa brachial pleksus ve subklavian damar yaralanmas olabi-
leceginden; hastalar bu yonde aragtirilmalidir.

Toraks travmalarinda en sik goriilen intratorasik pato-
lojiler pnémotoraks, hemotoraks ve hemopnomotorakstir
(15). Travmatik gelisen hemotoraks ve/veya pnomotoraks
varliginda tiip torakostomi hastalarin biiyiik bir cogunlugun-
da yeterli tedaviyi saglamaktadir (3,16,17).

Calismamizda hastalarimizin %30,2’sinde pnémotoraks,
%23,8’inde hemotoraks ve %13,3’tinde goriilen hemopnémoto-
raks oranlari literatiir ile benzerlik gostermektedir. Bu hastalarin
sadece dort tanesinde tiip torokostomiye ilave olarak torakoto-
mi veya VATS gereksinimi ortaya ¢ikmis olup torakotomi en-
dikasyonlar1 olarak ekspansiyon kusuru ve damar yaralanmasi
saptandi. Calismamizdaki torakotomi oranmnimn literatiirden
diisiik ¢ikmis olmasinin bir nedeni de %6 olarak saptadigimiz
penetran toraks travmasi oranimizin disiik olmasidir.

Caligmamizda kontiizyonlu hasta orani %31,5 olup iil-
kemizde 6zellikle acil hastalarda tetkik yontemlerinin ve im-
kanlarimin yiiksek ivme ile artmasi ve kaliteli goriintiileme
yontemlerinin sik¢a kullanilmasi daha 6nceki doénemlerde
tespit edilemeyen kontiizyonlarin daha yiiksek oranda tespit
edilmesine yol agtigini diistinmekteyiz. Bu hastalarin tedavi-
sinde biiyiik oranda konservatif tedavi ile etkili sonuglar elde
edilmis olup, en etkin tedavi yonteminin yakin takip, oksi-
jenizasyonun tesis edilmesi ve etkili analjezi oldugu kanaa-
tindeyiz. Pulmoner kontiizyonlu hastalar siiratle kritik hale
gelebilir. Bu nedenle hastalar hastanede takip edilmelidir. Te-
davinin esasini solunumsal destek olusturmakla birlikte kli-
nik ve laboratuar bulgular: dikkatle takip edilmelidir. Birlikte

olan gogiis duvari, plevra ve akciger yaralanmalari tespit edi-
lip tedavi edilmelidir. Mutlak oksijen destegi gerekmektedir.
Bu nedenle hastanin aldig1 ¢ikardigi, hemodinamik durumu
yakin takip edilmelidir. Yeterli doku oksijenasyonu igin he-
moglobin diizeyi 10 gr/dI'nin iizerinde tutulmalidir. Atelek-
tazi gelismesini onlemek icin aktif gogtis fizyoterapisi, etkili
agr1 kontrolt yapilmalidir. Sinirli kontiizyonlarda destekleyi-
ci tedavi yeterli olmaktadir. Hemotoraks pnémotoraks varsa
uygun tiip drenaj yapilmalidir. Eger ventilasyon iyi degilse,
entiibasyon ve mekanik ventilator destegi gerekir.

Toraks travmasina bagli goklu kot fraktiileri sik goriilen
bir patolojidir. Kostalarin iki veya daha fazla yerinden frak-
tiire olmasi yelken gogiis gelismesine neden olabilmektedir.
Yelken gogiis, tek ya da iki tarafli coklu kosta fraktiirleriyle
gogis duvarinin unstabil olmasi ya da kostakondral biles-
keden ayrilmas: sonucunda, toraksin diger kisimlardan ba-
gimsiz hareket eden alaninin olusmasidir. Travmali hastala-
rin %5-15 arasinda goriilebilmekle birlikte hayati tehlikeye
neden olabilen bir durumdur. Yelken gégiis mortalitesinin
%15’lere kadar ¢ikabilecegi bildirilmistir (18). Bizim ¢alig-
mamizda 5 (%2) hastada yelken gogiis saptandi. 5 hastadan
1 (%20)’inde 6liim gelisti. Olen hastada yelken gogiis disinda
karaciger laserasyonu ve pelvik fraktiirde mevcuttu. 4 has-
ta ise mekanik ventilasyon uygulamasini takiben ortalama 7
giin sonra ekstiibe edilerek gogiis cerrahisi servisine alindi.
Etkin analjezi ve solunum fizyoterapisi ile 4 hasta eksterne
edildi. Caliymamizda yelken gogiislii hastalardaki %20 mor-
talite oranu literatiirdeki oranlara yakindur.

Travmalarmn sikligindaki artisa paralel olarak diyafram
riiptiirlerinin siklig1 da artmaktadir. Travmaya bagl diyaf-
ram riiptiirlerinin biytik bir kismi kiint toraks travmasi
sonrasi goriiliir. Diyafragmatik yaralanmalar ¢ogunlukla sol
tarafta ve posterolateral bolgede olusur (19). Kiint travmada
olusan defekt cap1 penetran travmadakinden daha fazladir.
Cerrahi tedavi akut dénemde ise laporotomi yapilacaksa
intraabdominal ileri donemde ise torakotomi ile yaklagim
daha uygundur (19,20). Calismamizda 1 hastada penetran
travmaya bagl diyafram riiptiirii tespit edilmis olup; intra-
abdominal organ hasar1 da mevcut oldugundan laporotomi
sonrasi primer diyafragma tamiri yapildi.

Olen vakalar incelendiginde; 6 olgunun 5’inde kisa siire-
de acil servise getirilerek miidahalelerinin yapilmasina rag-
men Oliimiin gerceklestigi saptanmis olup; toraks travmala-
rinda mortalitede bagvuru siiresinin tek bir kriter olmadigini
gostermektedir. Bunu etkileyen diger bir faktor de travmanin
olusturdugu toraks ici ve eslik eden diger travmalarin siddeti
ve birlikteligidir. Travmaya hizli ve dogru bir sekilde miida-
hale yaninda eglik eden patolojiler multidisipliner sekilde y6-
netilerek mortalite orani 6nemli sekilde asagilara ¢ekilebilir.

Sonug olarak, Toraks travmali hasta mutlaka deneyimli
bir ekip tarafindan degerlendirilmeli, multidisipliner yakla-
simla gelisen patolojilere etkin ve hizl bir sekilde miidahale
edilmelidir. Bu durumun morbidite ve mortalitenin énemli
olgiide azalmasina fayda saglayacag: kanaatindeyiz.
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Cikar Catismasi ve Finans Durumu: Calismamiz bir

kurum ve kurulus¢a finanse edilme-mistir. Bu ¢aligmada ya-
zarlar arasinda herhangi bir konuda ¢ikar ¢atigmast bulun-
mamaktadir.
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Arastirma Makalesi (Research Article)

Ankilozan Spondilitli Hastalarda Noropatik Bel Agrisi ve Hastalik Aktivitesi,
Fonksiyonel Kapasite ve Yasam Kalitesi ile Iliskisi

Neuropathic Low Back Pain in Patients with Ankylosing Spondylitis and its Relationship with
Activity, Functional Capacity and Quality of Life

Tiilay YILDIRIM

Inénii Universitesi, Turgut Ozal Tip Merkezi, Fiziksel Tip ve Rehabilitasyon AD, Malatya, Tiirkiye

Ozet

Amag: Bu caliymada Ankilozan spondilit (AS)’li hastalarda bel agrisinin néropatik komponentinin degerlendirmesi ve noropatik agrinin; hastalik aktivitesi,
fonksiyonel kapasite ve yagsam kalitesi ile iliskisini arastirmasi amaglandi.

Gerec ve Yontemler: Calismaya, The Assesment of Spondyloarthritis International Society (ASAS) tan1 kriterlerini karsilayan 15 AS tanili hasta dahil edil-
di. Olgulara ait demografik 6zellikler kaydedildi. Hastalik aktivitesini degerlendirmek igin Bath Ankilozan Spondilit Hastalik Aktivite indeksi (BASDAI),
fonksiyonel durumu degerlendirmek icin Bath Ankylosing Spondylitis Functional Index (BASFI), ve yasam kalitesini degerlendirmek i¢in Ankylosing
Spondylitis Quality of Life (ASQoL) &lgegi, bel agrisinin siddetinin degerlendirmek i¢in visual analog scale (VAS), néropatik agriy1 degerlendirmek igin
ise painDETECT anketi kullanildi.

Bulgular: PainDETECT skoru hastalarin % 13’tinde kesin noropatik agr1, % 33’iinde ise olasi noropatik agri saptandi. PainDETECT skorlari ile bel agris
VAS degerleri, BASFI ve CRP diizeyleri arasinda anlamli diizeyde pozitif korelasyon saptandi (p<0.05). Yine painDETECT skorlari ile BASDAI ve ASQO-
AL degerleri arasinda da pozitif yonde iliski oldugu goriildi (p<0.001).

Sonug: AS’li hastalarda bel agrisinin noropatik bileseninin oldugu bulundu. Buna bagl olarak hastalarin yasam kalitesinde ve fonksiyonel kapasitelerinde
azalma gozlendi.

Anahtar Kelimeler: Ankilozan spondilit, Néropatik agr1, PainDETECT

Abstract

Objective: In this study, it was aimed that to evaluate of neuropathic component of low back pain and neuropathic pain in patients with ankylosing spondy-
litis (AS) and investigate its relationship with disease activity, functional capacity and quality of life.

Material and Methods: Fifteen patients diagnosed with AS who met the diagnostic criteria of The Assesment of Spondyloarthritis International Society
(ASAS) were included in the study. The Bath Ankylosing Spondylitis Disease Activity Index (BASDAI) was used to evaluate the disease activity, the Bath
Ankylosing Spondylitis Functional Index (BASFI) to evaluate the functional status, and the Ankylosing Spondylitis Quality of Life (ASQoL) questionnaire
to evaluate the quality of life, Visual analog scale (VAS) to evaluate the severity of low back pain, and the painDETECT questionnaire was used to evaluate
neuropathic pain.

Results: The PainDETECT score was definite neuropathic pain in 13% of the patients, and possible neuropathic pain in 33%. There was a significant posi-
tive correlation between PainDETECT scores and low back pain VAS values, BASFI and CRP levels (p <0.05). Also, a positive correlation was observed
between painDETECT scores and BASDAI and ASQOAL values (p <0.001).

Conclusion: It was found that there is a neuropathic component of low back pain in patients with AS. Consequently, a decrease was observed in the patients’
quality of life and functional capacity.

Keywords: Ankylosing spondylitis, Neuropathic pain, PainDETECT
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GIRIS

Ankilozan spondilit (AS), sakroiliak eklem ve omurga tu-
tulumuyla karakterize, kronik inflamatuar bir hastaliktir ve
eriskin donem kronik bel agrisinin en 6nemli nedenlerinden
biridir (1). Bel agris1 inflamatuvar karakterde olup, nosiseptif
bir agridir (2). Son yillarda nosiseptif agriya yol agan pek ¢cok
hastalikda agrinin noropatik bileseninin de oldugu gosteril-
migstir (3).

“Sinir sistemindeki bir lezyon ya da disfonksiyon sonucu
ortaya ¢ikan agr1” olarak tanimlanan ama bugiin i¢in “soma-
tosensoriyel sistemi etkileyen bir hastalik veya lezyon sonucu
ortaya ¢ikan agr1” seklinde kabul edilen néropatik agri, hasta
tizerinde son derece rahatsizlik verici etkileri olabilen, zama-
ninda ve dogru tedavi edilmediginde kroniklesme olasiligin:
da tagtyan bir durumdur (3,4).

AS’in neden oldugu agrinin, ndropatik komponentinin
varlig1 konusunda az sayida ¢alisma mevcuttur (4). Yine AS’li
hastalarda noropatik agrinin hastalik siddeti, fonksiyonel ka-
pasite ve yasam kalitesi ile iligkisine dair verilerde sinirlidir
(5). Bu ¢alismada AS’li hastalarda bel agrisinin noropatik
komponentini degerlendirilmesi ve néropatik agrinin hasta-
lik aktivitesi, fonksiyonel kapasite ve yasam kalitesi ile iligki-
sinin arastirmasi amaglandi.

GEREC ve YONTEMLER

Caligmaya Inénii Universitesi Tip Fakiiltesi Fiziksel Tip
ve Rehabilitasyon Polikliniginde The Assesment of Spondy-
loarthritis International Society (ASAS) kriterlerini gore AS
tanis1 almig, ve son 3 ay boyunca stabil olan 15 AS’li hasta da-
hil edildi. Hastalar rutin klinik randevular1 sirasinda goriil-
dii ve klinik kayitlardan tanimlandi. Olgulara ait demografik
ozellikler kaydedildi, kas-iskelet sistemi muayeneleri yapildi.
Noropsikiyatrik rahatsizliklar1 olan hastalar (6rn. radiki-
lopati, polinéropati, néropati, depresyon, fibromiyalji) ve /
veya kas-iskelet bozukluklar1 (6rn., cerrahi, kirik) ve / veya
endokrin hastaliklar1 (6rn., diabetes mellitus) ve / veya ma-
lignite, oykiileri olanlar ¢alisma dist birakildi.

Hastalik aktivitesini degerlendirmek i¢in Bath Ankilozan
Spondilit Hastalik Aktivite indeksi (BASDAI), fonksiyonel
durumu degerlendirmek icin Bath Ankylosing Spondylitis
Functional Index (BASFI) ve yasam kalitesini degerlendir-
mek i¢in Ankylosing Spondylitis Quality of Life (ASQoL) 6l-
¢egi, bel agrisinin siddetinin degerlendirmek igin visual ana-
log scale (VAS) kullanildi. Néropatik agriyr degerlendirmek
i¢in ise painDETECT anketi kullanildi. Hasta grubunun sedi-
mantasyon hizi ve C-reaktif protein (CRP) ol¢timleri yapildi.

BASDAI, ASli hastalarda yorgunluk, spinal ve periferik
eklem agrisi, lokal hassasiyet ve sabah tutuklugunun sidde-
tini 6lgmek icin 0-10 arasi puana sahiptir. Nihai BASDAI
skoru 0-10 araligina sahiptir ve daha diisiik sayilar daha az
siddetli hastalik aktivitesini temsil etmektedir. Hastalik akti-
vitesinin degerlendirilmesi icin BASDAI kesme degeri olarak
4 puan belirlenmistir; yani 4’ten biiyiik BASDAI degerleri,
aktif hastaligin varligini gosterir (6).

BASFI, AS’li hastalarda fiziksel isleyisin degerlendirilmesi
i¢in kullanilir. Hastalarin 100 mm yatay bir ¢izgi tizerinde di-
key bir ¢izgi isaretleyerek kendi yeteneklerini degerlendirdigi
gorevleri icerir. BASFT'yi olusturan on gorev su sekildedir: 1)
gorap giymek, 2) bir kalem almak i¢in 6ne dogru egilmek,
3) yiiksek bir rafa ulasmak, 4) kolsuz bir sandalyeden kalk-
mak, 5) sirtiistii yatarak yerden kalkmak, 6) desteksiz ayakta
durmak, 7) trabzansiz merdiven ¢ikmak, 8) omuzlarinin tize-
rinden bakmak, 9) fiziksel olarak zorlu aktiviteler yapmak ve
10) tam bir giinliik aktiviteler yapmak. Toplam BASFI puani,
on puanin tiimii eklenerek ve 10’a boliinerek hesaplanir (7).

ASQoL, AS’li hastalarin yasam kalitesini degerlendiren
18 hastaliga 6zgii evet / hayir sorusundan olugsmaktadir. Has-
talikla ilgili semptomlary, islevleri ve endiseleri degerlendirir.
“Evet” yanitina 1 puan verilir ve “hayir” yanitlarina 0 puan
verilir; toplam puan 0 ile 18 arasindadir. Daha yiiksek puan-
lar daha kotii bir yasam kalitesini gosterir (8).

PainDETECT anket ilk olarak bel agrili hastalarda agri-
nin noropatik komponentini saptayabilmek amaci ile gelis-
tirilmistir. Toplam anket skoru 12 ve altinda olan hastalar-
da noropatik agr1 bileseninin olmadig kabul edilir. Toplam
skorun 13-18 araliginda olmasi durumunda sonug belirsiz
olmakla birlikte néropatik bilesenin bulunabilecegi yani olast
noropatik agri, 19 ve tizerindeki skorlarda ise néropatik agri
bileseninin kesin oldugu kabul edilmektedir (9). Anketin
Tiirkge gegerlilik, giivenilirlik ¢aliymasi Alkan ve ark. tara-
findan yapilmistir (10). Bu ¢alisma Helsinki Deklerasyonu
prensiplerine uygun olarak gerceklestirilmistir. Klinik aras-
tirmalar yerel etik kurulundan onam alind1 ve katilimcilara
aydinlatilmis onam formu imzalatildi.

istatistik Analiz:

Caligmada elde edilen bulgular degerlendirilirken, ista-
tistiksel analizler i¢in SPSS (Statistical Package for Social
Sciences) for Windows 19.0 programi kullanildi. Kategorik
veriler ylizde (oran) olarak; sayisal veriler oran, ortalama
ve standart sapma olarak verildi. Caligma verileri deger-
lendirilirken normal dagilim gosteren niceliksel verilerin
gruplar aras1 karsilagtirmalar1 icin Student-T Testi, nor-
mal dagilim gostermeyen niceliksel verilerin gruplar arasi
karsilastirmalar: i¢in ise Mann-Whitney U testi kullanildi.
PainDETECT skorlar1 ve diger parametreler arasindaki
iligkiler spearman korelasyon analizi ile degerlendirildi.
Sonuglar % 95’lik giiven araliginda, anlamlilik p<0.05 dii-
zeyinde degerlendirildi.Klinik arastirmalar ve yerel etik ku-
rulundan onam alindi ve katilimcilara aydinlatilmis onam
formu imzalatildi.

BULGULAR

Caligma verilerine ait klinik ve laboratuvar ozellikler
Tablo1'de gosterilmistir.

PainDETECT skoru hastalarin 2’sinde 19 ve tizerinde (%
13), 5’inde ise 13 ve tizerinde (%33) olarak saptandi. PainDE-
TECT skorlari ile bel agris1 VAS degerleri, BASFI ve CRP dii-
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Tablo 1. Klinik ve Laboratuvar Ozellikler

AS

(n=15)

ortalamazstd/ortanca (min-max)
Yas, yil 39.1+79
Cinsiyet (% erkek) 11 (%73.3)
Hastalik stiresi, yil 9 (2-17)
ESH, mm/h 15(10-35)
CRP, mg/L 0.2 (0.1-3.7)
Agr1 VAS (0-10 cm) 4(2-10)
PainDETECT 8 (1-23)
BASDAI 4.01 (0-7)
BASFI 2.91 (0.3-6.0)
ASQoL 4.5(0-13)

Tablo 2. PainDETECT skorlar ve ilgili parametrelerin korelasyon analizleri

BASDAI ASQOL BASFI AGRI(VAS) CRP
K. Katsay1st A87 550 306 1340 A46 A70
P degeri ,001 ,000 024 011 ,005 0.02

zeyleri arasinda anlamli diizeyde pozitif korelasyon saptandi
(p<0.05). Yine painDETECT skorlar1 ile BASDAI ve ASQO-
AL degerleri arasinda da pozitif yonde iliski oldugu goriilda
(p<0.001) (Tablo 2).

TARTISMA

Bu ¢aligmada PainDETECT skoru hastalarin 2’sinde 19
ve lizerinde, 5’inde ise 13 ve iizerinde olarak saptandi. Yani
PainDETECT anketine gore, tiim hastalarin% 13’tinde kesin
noropatik agr1 varken, % 33’tiniin bel agis1 olasi noropatik
agr1 Ozelliklerine sahipti.

Garip ve ark. painDETECT anketi kullandiklar1 ¢alisma-
larinda ASde néropatik agr1 sikligini % 18 olarak bildirmis-
lerdir (5). Wu ve ark. 17 AS’li hastanin 11’inde painDETECT
anketi skorunu 13 ve iizerinde; AS’li hastalarin yarisindan

fazlasinda sirt agrisinin noéropatik agri bileseni icerdigini
saptadiklarini bildirmislerdir (11).

Yine yapilan bir ¢aligmada BASDALI skorlarina gore has-
talarin gogu remisyonda olmasina ragmen % 651 hala klinik
olarak 6nemli bel agris1 ve % 53’ii periferik agr1 bildirilmigtir.
PainDETECT anketine gore, tiim hastalarin % 14’tiinde kesin
noropatik agr1 varligi, % 11’inde olas1 néropatik agr1 tesbit
edilmistir (12). Romatizmal hastaliklarda noropatik agriy
degerlendiren ¢aligmalar Romatoid artrit’li hastalarda ben-
zer sonuglar bulmusglardir. Anketlerinde % 17 olast néropatik
agr1 saptamuslardir (13).

Meirinhos ve ark. (14) tarafindan yapilan bagka bir ¢alis-
mada, Romatoid artrit’li (RA) hastalarinin % 19’unun muh-
temel noropatik agr1 prevalansma sahip oldugunu bildirmistir.
Ahmed ve ark. Romatoid artrit’li vakalarin biiyiik bir kismimnin
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painDETECT skorlarma dayali olarak néropatik agr1 ozellik-
lerine sahip oldugunu gostermislerdir (9). Bu ¢aligmada Pain-
DETECT skorlar ile Bel agris1 VAS degerleri, BASFI ve CRP
diizeyleri arasinda anlamli diizeyde pozitif korelasyon saptandu.
Yine painDETECT skorlar1 ile BASDAI ve ASQOAL degerleri
arasinda da pozitif yonde iligki oldugu gorildi.

AS’li hastalarda noropatik agri semptomlarinin hasta-
lik aktivitesi, fonksiyonel seviye ve yasam kalitesi ile kore-
lasyonlarini inceleyen ¢ok az ¢aliyma mevcuttur. Tubach ve
ark.nin ¢alismasinda noropatik agrist olan hastalarin; daha
siddetli agriya, daha diisiik fonksiyonel seviyeye ve yasam
kalitesine ve daha yiiksek hastalik aktivitesine sahip oldugu
gosterilmistir (12). Koop ve ark. RAl1 hastalarda agr1 sidde-
ti ile noropatik agr1 skorlar1 arasinda pozitif iliski oldugunu
gostermiglerdir. Yine noropatik 6zellikte agrisi olanlarin ya-
sam kalitelerinin daha diisitk oldugunu goéstermislerdir (13).
Kiilct ve ark.nin ¢alismasinda néropatik agri semptomlar:
herhangi bir demografik 6zellik ile iligkili bulunmamigtir.
Bununla birlikte, painDETECT skorlari, BASDAI, BASFI ve
SE-36 skorlari ile korelasyon saptanmustir (15).

Wu ve ark.na gore noropatik agrisi olan AS’li hastalarin
fiziksel ve mental sagliklar1 néropatik agr1 saptanmayanlara
gore daha kétii olarak bulunmustur (11). Garip ve ark.nin
bulgular1 da AS, RA ve osteoartrit’li hastalarda yiiksek pa-
inDETECT skorlar ile diisiik yasam kalitesi arasinda iligki
oldugu yoniindedir (5).

Bu caligmanin giiglii yani; painDETECT anketi ile klinik
veriler, BASDAI ve BASFI skorlar1 ve yasam kalitesi arasin-
daki korelasyonu gostermesiydi. Clinkii bu durum, AS has-
talarinda agrinin kékeni ve ayrica noropatik agrinin giinlitk
yagam Uzerindeki etkisi hakkinda fikir verebilir. Calismanin
bir diger giicii, ASde agriy: siddetlendirebilecek fibromiyalji,
diabetes mellitus, osteoartrit, radikulopati gibi komorbidite-
leri olan hastalarin diglanmasiydi. Bu ¢alismanin ana kisit-
lilig1 ise hasta sayisinin az olmasiydi. Bir diger kisitlilik ise
hastalarin aldiklar1 tedaviye gore gruplandirilmamis olma-
styd1. AS’li hastalarda noropatik agri, daha biiyiik 6rneklem
boyutlariyla daha fazla ¢alisiimalidir.

Sonug olarak, AS’li hastalarda agrinin noropatik bilese-
ninin oldugu anlagilmaktadir. Yiiksek hastalik aktivitesi ve
siddetli agr1 varliginda, agrinin daha fazla noéropatik karakter
tasidig1 soylenebilir. Buna bagli olarak hastalarin yagam ka-
litelerinde ve fonksiyonel kapasitede azalma gozlenmektedir.
ASli hastalarda bel agrisin1 degerlendirirken ,néropatik agr
komponenti de akilda tutulmalidir. Noropatik agrinin; has-
talik aktivitesi, diisiik fonksiyonel kapasite ve yasam kalitesi
ile iliskisi g6z oniine alindiginda; néropatik agrinin saptanip
tedavi edilmesinin hastanin tedavisine katki saglayacag on-
goriilebilir. Ayrica AS’li hastalarin agir1 tedavisini 6nlemek
icinde noropatik agr1 tedavisi mutlaka yapilmali ve daha son-
ra hastalik aktivitesi yeniden degerlendirilmelidir.

Cikar ¢atismasi ve finansman beyani: Bu ¢alismada ¢i1-
kar gatismasi yoktur ve finansman destegi alinmamastir.

Arastirmacilarin Katki Oram Beyan Ozeti: Yazarlar
makaleye esit katki saglamis olduklarini beyan ederler.
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Kronik Subakromiyal Impingementli Hastalarda Intraoperatif Yapilan
Steroidin Tedaviye Etkisi

Effect of Intra-Operative Steroid on Treatment in Chronic Subacromial Impingement Patients

Vahit YILDIZ!, Kadri YILDIZ?

! Adnan Menderes University School of Medicine, Department of Orthopaedic and Traumatology, Aydin, Turkey
2 Kafkas University School of Medicine, Department of Orthopaedic and Traumatology, Kars, Turkey

Ozet:

Amag: Bu calismanizda kronik subakromiyal impingement sendromlu (KSiS) hastalara operasyon esnasinda subakromiyal bursaya yapilan steroidin ope-
rasyon sonrasi tedaviye etkisini aragtirmay1 amagladik.

Materyal ve Metod: Yas, cinsiyet ve Constant omuz skoru agisindan aralarinda fark bulunmayan toplam 116 hasta ¢alismaya alindi. Operasyon sirasinda
subakromiyal bursaya steroid enjeksiyonu uygulananlar (N:60) ve uygulanmayanlar (N:56) olarak iki gruba ayrildi.. Her iki grubun preoperatif ve postope-
ratif 1., 3. ve 6. ay kontrollerindeki postoperatif Constant skorlar1 6l¢iildii ve istatiksel olarak karsilastirild.

Bulgular: Steroid yapilan grupta preoperatif Constant omuz skoru ortalama 37.83 (+8.14) iken steroid yapilmayan grupta 39.61 (£8.08) idi (P=0.231).
Postoperatif donemde steroid yapilan grupta ortalama Constant skoru birinci ayda 76.88 (+9.27) iken, steroid yapilmayan grupta 78.26 (+10.52) (P=0.447)
idi. Her iki grubun postoperatif dénem tigiincii ve altinc ayda ki ortalama Constant skorlar: karsilastirildiginda istatiksel olarak anlamli bir fark goriilmedi.
(Sirastyla P=0.101, P=0.173).

Sonug: KSIS’li hastalara intraoperatif yapilan steroidin postoperatif dénemde tedaviye herhangi bir katkis1 bulunmamaktadir.

Anahtar kelime: Omuz subakromiyal impingement, Intraoperatif steroid, Artroskopi

Abstract:

Aim: In this study, we aimed to investigate the effect of steroid applied to the subacromial bursa during the operation on the postoperative treatment of
patients with chronic subacromial impingement syndrome (CSIS).

Materials and Methods: A total of 116 patients with no difference in terms of age, gender and Constant shoulder score were included in the study. During
the operation, the group was divided into two groups as those who receive steroid injections into the subacromial bursa (N: 60) and those who did not (N:
56). The preoperative and postoperative Constant scores in the Ist, 3rd and 6th month controls were measured and compared statistically.

Results: The mean preoperative Constant shoulder score was 37.83 (= 8.14) in the steroid treated group, while it was 39.61 (£ 8.08) in the steroid-free group
(P=0.231). In the postoperative period, the mean Constant score was 76.88 (+ 9.27) in the first month in the steroid group, while it was 78.26 (+ 10.52)
(P=0.447) in the steroid-free group. When the mean Constant scores of the two groups in the third and sixth months postoperatively were compared, no
statistically significant difference was found. (P=0.101, p=0.173, respectively).

Conclusions: The steroid administered intraoperatively to patients with CSIS does not contribute to the treatment in the postoperative period.

Keywords: Shoulder subacromial impingement, Intraoperative steroid, Arthroscopy
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GIRIS

Omuzun kronik subakromiyal impingement sendromu
(KSIS) yumugak doku hastaliklari icerisinde ilk siralarda yer
almaktadir. ilk defa 1972 yilinda Neer tarafindan tariflen-
mis ve evrelenmistir. Bu evreleme giiniimiizde halen kismen
kullanilmaktadir. Subakromiyal aralig1 daraltan yapisal ve
fonksiyonel sebepler KSiSe yol agmaktadir. Yapisal sebepler
arasinda; akromiyoklavikular eklem patolojileri, osteofit-
ler, akut veya kronik bursa inflamasyonu, korakoakromiyal
ligamentin kalinlasmasi, akromiyoklavikular eklem patolo-
jileri, proksimal humerus kirig1, akromiyonun yapisal degi-
sikligi (6zellikle Tip 3 —¢engel akromiyon) sayilabilir (1-3).
Son zamanlarda agirlik kazanan goriis, vaskiiler, dejeneratif,
travmatik, mekanik veya anatomik dort etkenin kombine bir
etkilesimle KSIS olusturdugu seklindedir. Bu faktérler birbir-
leriyle iligkilidir ve her biri tendonun zayiflamasina katkida
bulunur (4).

Neer tarafindan 3 patolojik evre halinde siniflandirilan
KSIS, konservatif veya cerrahi metodlar ile tedavi edilir. Evre
1, 6dem ve hemoraji ile karakterizedir. Tedavi konservatif-
tir ve normale donme konusunda iyi bir prognoza sahiptir.
Bu evrede hastalara uygulanan konservatif tedavi segenekle-
ri icinde steroid enjeksiyonu da yer alir. Evre 2, fibrozis ve
tendinit ile karakterizedir. Tedavide ilk segenek yine konser-
vatiftir. Bu evrede konservatif tedaviye 18 ay cevap verme-
mesi durumunda cerrahiye bagvurulabilir. Evre 3 ise kemik

degisiklikleri ve tendon riiptiirleri ile karakterizedir ve teda-
visi cerrahidir (5). Konservatif tedavi genel olarak istirahat,
medikal tedavi ve steroid enjeksiyonu ile olmaktadir. KSiSda
subakromiyal alana lokal steroid enjeksiyonu yaygin olarak
kullanilmaktadir. Ozellikle Evre 1 ve 2 subakromiyal sikisma
sendromunda agrinin azaltilmasinda steroidin basarili oldu-
gu belirtilmektedir (6).

Bu ¢aliymamizda konservatif tedaviden yarar gérmeyen
KSISli hastalara intraoperatif steroid uygulamalarinin pos-
toperatif donemde tedaviye herhangi bir etkisi olup olmadi-
g1n1 arastirmay1 amagladik.

GEREC ve YONTEMLER

2016-2018 yillar1 arasinda KSIS nedeniyle opere edilen
toplam 116 hasta ¢calismaya dahil edildi. Bu ¢alisma Helsinki
Deklerasyonu prensiplerine uygun olarak gerceklestirilmistir.
Tip Fakiiltesi Etik kurulundan onam alind1 ( 2020/167). Ope-
rasyon sirasinda steroid enjeksiyonu yapilanlar (N:60) ve ya-
pimayanlar (N:56) olarak iki gruba ayrildi. Hastalarin hepsi
ayni cerrah (V.Y.) tarafindan sezlong pozisyonunda artrosko-
pik olarak ameliyat edildi. Hastalarin tamamina subakromiyal
dekompresyon yapildi. Subakromiyal bursadaki sivi bosalti-
lip 60 hastaya subakromiyal bursaya steroid enjekte edilirken
(Resim 1). 56 hastaya herhangi bir enjeksiyon yapilmadi.
Hastalarin preoperatif constant omuz skorlari ve takiplerinin
ortalama 1.,3. ve 6. ayinda yapilmis olan postoperatif constant
omuz skorlari incelendi.

Tablo 1. Her iki grubun preoperatif- postoperatif Constant karsilastirilmasi

Steroid Yapilan Grup Steroid Yapilmayan Grup P
Hasta sayis1 (N) 60 56
Preoperatif Constant 37.83(+8.14) 39.61+(8.08) 0.231
Postoperatif 1.ay Constant 76.88(+£9.27) 78.26(£10.52) 0.447
Postoperatif 3.ay Constant 82.45(+8.59 79.80(+8.96) 0.101
Postoperatif 6.ay Constant 88.28(+6.02) 86.50(+8.06) 0.173
* P<0.05 istatiksel olarak anlamli farklilik.

Resim 1. Operasyon esnasinda subakromiyal bursaya steroid enjeksiyonu
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istatistik Analiz

Istatistiksel degerlendirme Statistical Package for the
Social Sciences (SPSS) 20.0 (SPSS Inc., Chicago, IL, ABD)
programiyla yapildi. Kategorik veriler yiizde (oran) olarak;
saysal veriler oran, ortalama ve standart sapma olarak ve-
rildi. Istatiksel olarak normal dagilim gosterip gostermedigi
Kolmogrov testi ile degerlendirildi. Tiim skorlarin normal
dagilim gosterdigi tespit edildi ve paired-samples t testi ile
kargilagtirma yapildi. Istatistiksel anlamlilik diizeyi P < 0.005
olarak kabul edildi.

BULGULAR

Steroid yapilan grupta hastalarin 41’ erkek, 19’u bayan-
d1 ve ortalama yas 59.3 y1l (min 38-max 74) idi. Steroid ya-
pilmayan grupta ise hastalarin 34’ti erkek, 22’si bayandi ve

Histogram
Streroid yapilan

ortalama yas 61.6 yil (min 40-max 71) idi. Hastalar yas ve
cinsiyet agisindan birbirleriyle karsilagtirildiginda istatiksel
olarak anlamli bir fark yoktu (P=1.65). Steroid yapilan grup-
ta preoperatif Constant omuz skoru ortalama 37.83 (+8.14)
iken steroid yapilmayan grupta 39.61 +8.08 idi (P=0.231).
Postoperatif donemde steroid yapilan grupta ortalama Cons-
tant skoru birinci ayda 76.88 £9.27 iken, steroid yapilmayan
grupta 78.26 +10.52 (P=0.447) idi. Postoperatif donemde
steroid yapilan grupta ortalama Constant skoru tilincii ayda
82.45 (£88.59) iken, steroid yapilmayan grupta 79.80 £8.96)
(P=0.101) idi. Postoperatif dénemde steroid yapilan grupta
ortalama Constant skoru altinci ayda 88.28+6.02) iken, ste-
roid yapilmayan grupta 86.50+8.06)(P=0.173) idi. Hastalarin
hi¢ birinde enfeksiyon gozlemlenmedi.

Histogram
Steroid yapilmayan
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Grafik 1. Her iki grubun preoperatif Constant dagilim1
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Grafik 2. Her iki grubun postoperatif Constant dagilim1
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TARTISMA

Kronik omuz impingement sendromu konservatif tedavi-
si iginde steroid enjeksiyonu sik¢a kullanilan bir yéntemdir.
Lokal tedavide ila¢ direkt olarak eklem i¢ine ya da bursaya
veya tendon kilifina yapilir. Lokal tedavi i¢in uzun etkili depo
glukokortikoidlerin mikrokristal soltisyonlar: kullanilir. Gii-
niimiizde intraartikiiler enjeksiyonda en uygun segenek
olarak Triamcinolone hexasetonid gosterilmektedir (7-9).
Steroid enjeksiyonu; belirgin sistemik enfeksiyon, kanama
diyatezi, ciddi eklem destriiksiyonu, anstabil eklem, kontrol
altina alinamamis diyabet, hipertansiyon, eklem protezi ile
enjeksiyon uygulanacak eklemde veya yakininda yumusak
doku ya da kemik tiimorlerinin varliginda kontrendikedir
(10).

Impingement sendromunda konservatif tedavide steroid
kullanilmasinin tedaviyi olumlu etkiledigini bildiren birgok
caligma mevcuttur (11,12). Ancak lokal steroid enjeksiyo-
nundan sonra bazi yan etkiler bildirilmistir. Bunlar; posten-
jeksiyon agrist (%2-5), agirlik binen eklemlerde steroid art-
ropatisi (% 0.8), tendon riptiirii (% 1'den az), ylizde kizarma
(% 1’ den az), benign fakat kozmetik olarak kotii goriilen
deri degisiklikleri (% 1) ve enfeksiyon (% 0.1'den az) seklin-
dedir. Calismalar, lokal steroid enjeksiyondan sonra omuz
rotator manset kaslarinda en az 14 giin siireyle kayda deger
bir zayiflik ortaya ¢ikabilecegini gostermistir. Ek incinmeleri
onlemek icin, enjeksiyonu takiben en az iki hafta boyunca
ilgili giclendirme programlarinin uygulanmasindan kaginil-
masi gerekir. Her bir enjeksiyon en az iki ya da {ig ay ara ile
gerceklestirilmek kaydiyla, maksimum {i¢ enjeksiyon tavsiye
edilmektedir (13).

Konservatif tedavi igin steroid kullanimi halen ¢ok yay-
gin olmakla beraber son zamanlarda cerrahi operasyon son-
rasinda da steroid kullanimi tercih edilmektedir. Kim ve ark.
yaptiklar1 ¢alismada rotator manget nedeniyle opere edilen
hastalara postop 6. haftada yapilan steroidin omuz sertligini
azalttig1 ve hasta memnuniyetini arttirdigini bildirmislerdir
(14). Hagiwara ve ark. artroskopik bir pan-kapsiiler gevset-
meden hemen 6nce ve refrakter donmus omuzlu tiim has-
talarda eklem ici steroid enjeksiyonunun, son takipte agriy
iyilestirdigini bildirmislerdir (15). Bunun yaninda Kew ve
ark. yaptiklar1 ¢alismada ameliyat sonras1 bir ay uygulanan
intraartikiiler kortikosteroid ile postoperatif enfeksiyonlar
arasinda anlamli bir iligki oldugunu bildirmislerdir (16).

Dolkart ve arkadaslar1 yaptiklar: ¢alismada ratlara ankor
stitiir uygulayip steroid enjekte etmisler ve ankor siitiirlerde
ki gerilme kuvvetlerini incelemisler. Steroid enjekte edilen
grupta maksimum mekanik cekme kuvvetinde azalma oldu-
gunu tespit etmisler (17).

Kronik omuz impingement sendromunda konservatif
tedavide ve postoperatif dénemde steroid kullanimu ile ilgili
caligmalar mevcut olmasina ragmen intraoperatif donemde
kullanilan steroid ile ilgili caligma neredeyse hi¢ yoktur. Can-
cienne ve ark. yaptiklar1 bir ¢alismada intraoperatif steroid
enjeksiyonundan kismen bahsetmisler ve omuz artroskopisi

sonrasi postoperatif enfeksiyon i¢in anlamli ve bagimsiz bir
risk faktorii oldugunu belirtmislerdir (18).

Biz bu ¢aligmamizda intraoperatif dénemde yapilan ste-
roidin tedaviye olan etkisini aragtirdik. Intraoperatif dénem-
de yapilan steroid enjeksiyonun kisa donemde steroid enjek-
siyonu yapilmayan hastalara gore olumlu ya da olumsuz bir
etkisi olmadigini tespit ettik. Artroskopi esnasinda subakro-
miyal bursanin yogun bir siviya maruz kalmis olmasindan
dolay1 uygulanan steroidin biiyiik bir kisminin sivi ile bera-
ber subakromiyal bursa disina ¢ikmas intraoperatif yapilan
steroidin etkisiz olmasinin nedeni olabilir.

Sonug olarak, caligmamiza gore her ne kadar kisa donem-
de steroid kullaniminin olumsuz bir etkisi olmasa da hem
uzun dénem muhtemel olumsuz etkileri olabilecegi hem de
kisa donemde olumlu bir etkisi olmadig i¢in intraoperatif
steroidin yapilmamas: gerektigini diisiinmekteyiz.

Cikar ¢atismasi ve finansman beyani: Bu ¢alismada ¢1-
kar ¢atigmasi yoktur ve finansman destegi alinmamustir.

Arastirmacilarin Katki Oram Beyan Ozeti: Yazarlar
makaleye esit katki saglamis olduklarini beyan ederler.
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Pilonoidal Siniis Tedavisinde Modifiye Limberg Flep Uygulamasi Sonuc¢lari
Modified Limberg Flep Application Results in The Treatment of Pilonidal Sinus
Nizamettin KUTLUER!, Nurullah AKSOY?

Elaz1g Fethi Sekin Sehir Hastanesi, Genel Cerrahi Klinigi, Elaz1g, Tiirkiye

Sanliurfa Siverek Devlet Hastanesi, Genel Cerrahi Klinigi, Sanlwurfa, Tiirkiye

Ozet

Amag: Pilonidal siniis daha gok geng erkekleri etkileyen kronik bir hastaliktir. Konservatif tedavi yontemleri tarif edilmis olsa da cerrahi tedavi halen popii-
lerdir. Ozellikle flep yontemleri en gok uygulanan yontemlerdendir. Bu yazida klinigimizde uyguladigimiz Modifiye Limberg Yéntemi ile tedavi ettigimiz
hastalarin bulgularin, literatiir esliginde uzun donem sonuglarini sunmay1 amagladik.

Gerec ve Yontemler: Nisan 2014 ile Ocak 2016 tarihleri arasinda Modifiye Limberg Flep yontemi ile tedavi edilen pilonidal siniis hastalar1 retrospektif
olarak incelendi. Hastalar yas, cinsiyet, ameliyat siiresi, komplikasyonlar, niiks ve takip siiresi a¢isindan degerlendirildi.

Bulgular: Toplam 63 hastanin 51 tanesi erkek 12 tanesi kadindi. Hastalarin yas ortalamasi 26.12 + 5.45 idi. Yas araligi 18 ile 37 arasinda degismekteydi.
Ortalama takip siiresi 33.7 + 3.2 (28-42) ay idi. ki olguda niiks saptandi. Bu oran %3,1 idi. Toplam 4 hastada komplikasyon gelisti (%6,3). Ameliyat siiresi
ortalama 44.3+ 9.4 (36-68) dakika idi.

Sonu¢: Modifiye Limberg metodu, pilonidal siniis hastaliginin cerrahi tedavisinde géz dniinde bulundurulmasi gereken énemli bir cerrahi metoddur. Kabul
edilebilir niiks ve komplikasyon oranlarina sahiptir.

Anahtar Kelimeler: Pilonidal siniis, Limberg, Tedavi

Abstract

Objective: Pilonidal sinus is a chronic disease that mostly affects young men. Although conservative treatment methods have been described, surgical treat-
ment is still popular. Flap methods are the most commonly used methods. In this article, we aimed to present the results of the patients treated in our clinic
with the Modified Limberg Method and the long-term results in the light of the literature.

Material and Methods: Pilonidal sinus patients treated with Modified Limberg Flap between April 2014 and January 2016 were retrospectively analyzed.
Patients were evaluated in terms of age, gender, duration of operation, complications, recurrence and duration of follow-up.

Results: Of the 63 patients, 51 were male and 12 were female. The mean age of the patients was 26.12 + 5.45 years. The range ranged from 18 to 37 years.
The mean follow-up period was 33.7 + 3.2 (28-42) months. Two patients had recurrence. This rate was 3.1%. Complications occurred in 4 patients (6.3%).
The mean operation time was 44.3 + 9.4 (36-68) minutes.

Conclusion: Modified Limberg method is an important surgical method that should be considered in the surgical treatment of pilonidal sinus disease. It has
acceptable relapse and compilation rates.

Keywords: Pilonidal Sinus, Limberg, Treatment
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GIRIS

Pilonidal Siniis Hastalig1 (PSH) 6zellikle geng erkekler-
de goriilen ve en sik sakrokoksigeal bolgede olusan, kisinin
yasamini olumsuz etkileyen tedavi edilebilir bir hastaliktir.
Tedavisinde simdiye kadar bir¢ok cerrahi ve cerrahi olmayan
yontemler tarif edilmistir. Literatiirde bu yontemlerle ilgili
bir¢ok makale mevcut olup, birbirine avantajlari ve dezavan-
tajlar1 irdelenmistir (1,2).

Hastaligin tedavisinde esas 6nemli olan parametreler er-
ken ise doniis, niiks oraninin diisiik olmasi, postoperatif agri-
nin az olmasi, konforun yiiksek olmasi, diisiik komplikasyon
orani ile maliyetin diisiik olmasidir. Pilonidal siniis hasta-
liginin cerrahi tedavisinde flep yontemleri, primer kapama
ve unroofing kiiretaj gibi yontemler vardir. Primer kapama
yiikselen niiks ve komplikasyon oranlar: dolaysi ile nerdeyse
hi¢ uygulanmamaktadir. Flep yontemleri 6zellikle orta hattin
kaydirilmasi, derinlik mesafesinin azaltilmas: gibi avantajlari
ve diisiik niiks oranlar1 nedeni ile daha ¢ok tercih edilmek-
tedir (3-5). Flep teknikleri arasinda Z-plasti, W-plasti, V-Y
ilerletme flebi, Romboid flep, gluteus maksimus miyokuta-
noz flebi, fasyokutandz rotasyon flepleri sayilabilir (6,7).

Biz de bu yazimizda klinigimizde uyguladigimiz Modi-
fiye Limberg Yontemi ile tedavi ettigimiz hastalarin bulgu-
lariny, literatiir esliginde uzun dénem sonuglarini sunmay:
amagladik.

GEREC ve YONTEMLER

Nisan 2014 ile Ocak 2016 tarihleri arasinda PSH nedeni
ile Modifiye Limberg Flep yontemi ile tedavi edilen hastalar
retrospektif olarak incelendi. Veriler bilgisayar kayitlarindan

kisisel ameliyat defterinden, poliklinik kayit sisteminden ve
hasta epikrizlerinden yazildi.

Bu ¢alisma Helsinki Deklerasyonu prensiplerine uygun ola-
rak gerceklestirilmistir. Ameliyat 6ncesi tiim hastalardan gerek-
li onam formlari alind1 ve arsiv incelemesi i¢in hastane yoneti-
minden gerekli izinler alindi. Calismaya verilerine tam olarak
ulagilamayan hastalar, 18 yasindan kiigiik olan hastalar, niiks
olgular, daha 6nce herhangi bir cerrahi dis1 tedavi uygulanmis
hastalar ile akut apse ile bagvuran hastalar dahil edilmedi.

Bu kriterlere uyan toplam 82 hasta bulundu. Ancak 19
hasta caligma digt birakilan kriterlerine uydugu igin calig-
ma 63 hasta tizerinden yapildi. Hastalar yas, cinsiyet, ame-
liyat siiresi, komplikasyonlar, niiks ve takip siiresi agisindan
degerlendirildi. Anestezi yontemi olarak tiim hastalarda ilk
tercih rejyonel anestezi olup, tolere edemeyen, istemeyen ve
bagarili olmadigi durumlarda genel anestezi tercih edildi.
Tiim hastalar ayn1 pozisyonda ameliyat edildi. Ameliyat bol-
gesi temizligi ameliyathanede yapildi ve hastalara profilaktik
antibiyotik verildi.

Limberg Flep yontemi Tardu ve arkadaglarinin tarif ettigi
sekilde yapildi (7). (Resim 1,2 ve 3) Modifiye edilen Lim-
berg Flepte; flebin alt ucunun orta hatta gelmemesi igin siniis
bolgesi eskenar dortgen seklinde, alt kosesi orta hattin sol ya
da sag lateraline gelecek sekilde eksize edildi, ayrica flep ger-
ginligini minumuma indergemek igin flep hazirlanan bolge-
nin st tarafinda kalan cilt-cilt alt: serbestlestirildi. (Resim
1'deki ‘D’ noktasi ile gosterilen kose). Tiim hastalarda rutin
dren kullanildi. Giinlitk drenaj 15 mL altina diigiince dren ¢ge-
kildi. Hastalar dren ¢ekildikten sonra taburcu edildi. Dikigler
10-12. giinlerde alind1. Postop. kanama ya da enfeksiyon ge-
lisen hastalar gerektiginde yara yeri ayirilarak drene edildi.

Resim 1. Eksize edilecek pilonidal siniis bolgesi A, B, C, D harfleri ile koseleri belirtilen eskenar dértgen olarak ve D, E, F

ise eksize edilen kismi kapatacak flep kismini olusturmaktadir.
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Resim 2. Flep hazirlanmis ve D kosesinden de gerginlik azaltilmast igin E, D, F hattini iceren kisim serbestlenip kaydirma
flebi olugturulmustur.

Resim 3. Flep hazirligi bittikten sonra AB kenar1 ile AD kenari, BC kenari ile DE kenari, FE kenar1 DE kenart ile denk gele-
cek sekilde siitiire edilerek birlestirilmistir.
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BULGULAR

Toplam 63 hastanin 51 tanesi erkek 12 tanesi kadindi
Hastalarin yas ortalamasi 26.12 + 5.45 idi. Yas aralig 18 ile
37 arasinda degismekteydi. Ortalama takip siiresi 33.7 £ 3.2
(28-42) ay idi. Toplam 4 hastada komplikasyon gelisti (%6,3).
Iki hastada seroma, iki hastada enfeksiyon gelisti. Enfeksiyon
gelisen hastalar drenaj ve antibiyoterapi ile tedavi edildi.

Iki (%3,1) olguda niiks saptandi. Niiks olan hastalardan
birinde enfeksiyon gelismisti. Diger niiks olan hastanin er-
ken komplikasyonu yoktu. Niikslerden biri 15. ayda digeri ise
21. ayda tekrar basvurdu. Ameliyat siiresi ortalama 44.3+ 9.4
(36-68 dak.). Hastalara ait veriler Tablo 1'de verilmistir.

Tablo 1. Hastalara ait veriler.

Cinsiyet Dagilimi 51E/12K

Yas (y1l) 26,12 + 5,45

Komplikasyon 4 (%6,3)

Niiks 2(%3,1)

Ameliyat Siiresi (dakika) 443+94

Takip stiresi (ay) 33,7 +3,2

TARTISMA malidir. Limberg flep i¢in hi¢ niiks bildirmeyen yazilar oldu-

Pilonidal Sintis Hastalig1 siklikla sakrokoksigeal bélgede
goriilen, kronik enfektif, hastanin konforunu olumsuz etkile-
yen ve ozellikle geng erkeklerde goriilen edinsel bir hastalik-
tir (8). Ideal cerrahi tedavi basit, hastanede kalis siiresi kisa,
niiks oranlar1 diisiik ve hasta uyumunu etkilememelidir. An-
cak, tiim bu beklentilere cevap verebilecek bir cerrahi yon-
tem tlizerinde tam bir uzlasma saglanmamistir. Son yillarda
minimal invaziv yontemler ile tedaviyi savunanlar giderek
artmakta ise de cerrahi tedavi yontemlerinden de vazgegile-
cek gibi durmamaktadir (9,10).

Cerrahi tedavileri savunan otorler, orta hatta kalan insiz-
yonlardan kag¢inilmas: gerektigini ve intergluteal sulcusun
derinliginin azaltilmasimin amaglanmasi gerektigini vurgu-
lamslardir (7).

Literatiirde cerrahi yontemler icinden en ¢ok uygulanan
flep yontemleri olarak Karydakis ve Limberg flep yontemleri
ve bunlarin modifiye sekilleri ile ilgili bircok ¢alisma mev-
cuttur. Birbirine olan avantajlar1 ve dezavantajlari siirekli
tartigma konusu olmustur. Bu yazimizda sunulan Limberg
Flep yontemi ilk kez 1984 yilinda Azab ve ark. tarafindan
uygulanmustir (7,11). Klasik Limberg yonteminde flebin alt
kenari orta hattin tizerine gelmesi ve bu durumda yara yeri
ayrigmasi, enfeksiyon gibi komplikasyonlarin artmasi nedeni
ile modifiye yontemler tarif edilmistir. Modifiye yontemler-
de amag flebin alt kosesinin orta hattan kurtarilmasidir (9,
12). Otorler bu sayede niiks olasiliginin ve yara ayrigmasinin
daha az oldugunu savunmaktalardir. Bu ¢alismada da niiks
orani %3,1 olup kabul edilebilir bir seviyededir. Yine de bize
gore ideal tedavi yonteminde niiks oranlar1 daha diisiik ol-

gu gibi %10’lara ulasan niiks oranlar1 da bildirilmistir (9,17).

Yakin tarihte yapilan bazi ¢aligmalarda Limberg Flep
yonteminin Karydakis yontemine tercih edilmesi vurgulan-
mustir (13). Ancak Gavriilidis ve ark. tarafindan yapilan bir
meta-analizde ise iki yontem arasinda 6nemli bir farklilik ol-
madig belirtilmistir. Sadece ameliyat siiresinin Karydakis de
7 dakika daha kisa oldugu ve seromanin daha fazla goriildii-
g tespit edilmistir. Ancak analizler bunlarin 6nemli bir fark
olmadigini gostermistir (14). Diger ¢alismalar da Karydakis
yonteminin ameliyat siiresinin daha kisa oldugu bildirilmis-
tir. Limberg Flep yonteminde ortalama ameliyat siirei 37-52
dakika arasinda degismektedir. Bizim calisgmamizda ortala-
ma ameliyat siiresi 44.3 dakika olup literatiir ile uyumludur.
Ancak yine de literatiirde Karydakis yonteminin siiresi daha
kisadir (15,16).

Biz hastalarimizin hepsine dren kullaniyoruz. Ancak li-
teratiirde bu konu da tartigmalidir. Dadac1 ve ark. yapmuis
olduklar: ¢aligmada dren kullaniminin gerekli olmadig: ka-
naatine varmiglardir. (17) Rutin dren kullaniminin niiks iize-
rindeki etkisi tartismalidir. Dren kullanimin istatiksel olarak,
hastanede kalma ve enfeksiyon, hematom gibi komplikas-
yonlarda anlamli olmadig1 da savunulmustur. Gerektiginde
dren kullaniminin ise komplikasyonlar1 azaltabilecegini de
savunanlar vardir (5, 18).

Flep yontemlerinde ¢esitli komplikasyonlar tarif edilmis-
tir. Genel olarak komplikasyon i¢in %12-22 arasinda oranlar
verilmigtir. Calismalarda komplikasyon gelisimi agisindan
yas etkili bir faktor olarak bulunmamistir. Her ne kadar
komplikasyon gelisiminin erkeklerde daha yiiksek oranda
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goriilmekle birlikte istatiksel bir fark saptamamislardir (19).
Olgu sayimiz az olan bu ¢alismada komplikasyon oranimiz
literatiirden biraz asagida olup %6,3 olarak saptandi Bu
komplikasyonlar aslinda min6r komplikasyonlar olup enfek-
siyon olusan bir hastada takibinde niiks gelisti.

Limberg flep tekniginin bize gore en 6nemli avantajla-
rindan biri olusan defekti tam anlamiyla ve gergin olmadan
kapatabilmesidir. Literatiire gore bizim biraz daha farkli ola-
rak flep kaydirdigimiz bolgenin st taraftaki kisminda cilt,
cilt alt1 dekole edilip flebin gerginliginin azaltilmas: hedef-
lenmigtir. Bu islem her ne kadar seroma olusma ihtimalini
arttiracak gibi goriinse de flep koselerinin gerilimsiz sekilde
oturmasi saglanmaktadir. Kar zarar orani baz alindiginda fle-
bin tam oturmasi, gerginligin minumuma indirgenmesi daha
6nem arz etmektedir.

Sonug olarak Modifiye Limberg metodu, pilonoidal siniis
hastaliginin cerrahi tedavisinde g6z éniinde bulundurulmas:
gereken 6nemli bir cerrahi metoddur. Kabul edilebilir niiks
ve komplikasyon oranlarina sahiptir.

Cikar ¢atismasi ve finansman beyani: Bu ¢alismada ¢i1-
kar gatigmasi yoktur ve finansman destegi alinmamustir.

Arastirmacilarmm Katki Oram Beyan Ozeti: Yazarlar
makaleye esit katki saglamis olduklarini beyan ederler.
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Arastirma Makalesi (Research Article)

Kronik Bobrek Yetmezliginde Serum Urik Asit Diizeyleri ve Iliskili Faktorler
Serum Uric Acid Levels and Related Factors in Chronic Kidney Disease
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Ozet

Amag: Piirin metabolizmasinin son firiinii olan irik asit (UA), hipertansiyon, iskemik kalp ve serebrovaskiiler hastaliklar, bazi metabolik sendromlar ve
kronik bobrek yetmezligi (KBY) ile iliskilendirilmistir. Calismamizda, KBY tanis1 alan hastalarda UA diizeylerini l¢gmeyi ve sonuglarin diger faktorlerle
iliskisini gostermeyi amagladik.

Gereg ve Yontemler: KBY tanili 270 hastanin verileri retrospektif olarak tarandi. Hastalar glomerular filtrasyon hizina (GFH) gore iki gruba ayrildi. GFH
>60ml/dk grup 1, GFH <60ml/dk grup 2 olarak adlandirildi. Degerlendirilen diger parametreler; demografik veriler, sistolik-diyastolik kan basinci, ortalama
arter basinct, iire, kreatinin, iirik asit, 16kosit, NLO, CRP, albumin, 24 saatlik idrarda protein ve mikroalbumin atilimidir. iki grup arasinda tiim bu paramet-
reler ve bunlarm UA ile korelasyonunu karsilastirdik.

Bulgular: Yas ve cinsiyet gibi demografik verilerde istatistiksel olarak anlaml1 farklilik saptanmadi. Diyastolik kan basinci iki grup arasinda anlamli olarak
fark gosterdi ancak farkli UA degerlerinde istatistiksel anlamli farklilik izlenmedi. UA degerleri iki grup arasinda anlaml olarak farkli bulundu. Lékosit,
NLO, CRP gibi inflamasyon gostergeleri, proteiniiri ve mikroalbuminiiri degerleri arasinda istatistiksel olarak anlamli fark saptandi.

Sonuc: KBY hastalarinda artmis serum UA seviyeleri proteiniiri, mikroalbiiminiiri, inflamasyon ve diyastolik kan basinci ile dogrudan iliskilidir. Bu neden-
le, serum UA diizeylerinin bu faktorler iizerindeki etkisi goz 6niine alindiginda, ana terapdtik hedeflerimizden biri serum UA diizeylerini diisiirmek olmalidir.

Anahtar Kelimeler: Kronik bobrek yetmezligi, Urik asit, inflamasyon

Abstract

Objective: The end product of purine metabolism, uric acid (UA), excreted mainly by the kidneys through tubular transporters is associated with hyperten-
sion, ischemic heart disease, cerebrovascular disease, metabolic syndrome, gout, chronic and acute kidney disease (CKD). Accumulating evidence suggests
that hyperuricemia is not only a result but also a risk factor for CKD. UA levels are increasing since the early stages of CKD and elevated UA levels are
associated with cardiovascular morbidity and mortality. In this study, we aimed to quantify UA levels in patients diagnosed with CKD and to correlate results
with the other associated factors.

Material and Methods: In this study 270 patients diagnosed with CKD was screened. Two groups assessed; these were the group-1 with the glomerular
filtration rate (¢GFR) 60 ml/minl.73m2 or below and the group-2 with the eGFR above 60 ml/min. Demographic characteristics, systolic-diastolic blood
pressure (SBP, DBP), mean arterial pressure (MAP), urea, creatinine, UA, leukocyte count, neutrophil-lymphocyte ratio (NLR), C-reactive protein (CRP),
albumin, proteinuria and microalbuminuria in 24-hour urine were determined. Between the two groups we compared all these parameters statistically and
their correlation with the serum UA.

Results: Demographic datas such as age and gender was found statistically insignificant. There was significant difference in means of DBP between the
two groups. Mean serum UA showed statistically significant difference. NLR, CRP, albumin, proteinuria and microalbuminuria also showed statistically
significant difference between the two groups.

Conclusion: Increased serum UA levels in CKD patients is directly associated with proteinuria, microalbuminuria, inflammation and DBP. Therefore,
considering the effect of increased the serum UA levels on these factors, our one of the main therapeutic target should aim to decrease the serum UA levels.

Key words: Chronic kidney disease, Uric acid, Inflammation
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INTRODUCTION

Chronic kidney disease (CKD) is an important public
health problem with high morbidity-mortality rate and high
treatment costs. Hypertension, proteinuria and diabetes are
well known risk factors for development and progression of
CKD. Although chronic kidney disease is not reversible the
progression of CKD can be preventable by well identifying
and avoiding risk factors.

The end product of purine metabolism, uric acid (UA),
excreted mainly by the kidneys through tubular transpor-
ters is associated with hypertension, ischemic heart disease,
cerebrovascular disease, metabolic syndrome, gout, chronic
and acute kidney disease. Decrease in the glomerular filtra-
tion rate is accompanied by retention of uric acid. Hyperu-
ricemia has been considered to be associated with adverse
outcomes in CKD due to reduced glomerular filtration rate.
Accumulating evidence suggests that hyperuricemia is not
only a result but also a risk factor for CKD. UA levels are inc-
reasing since the early stages of CKD and elevated UA levels
are associated with cardiovascular morbidity and mortality
(1). The leading cause of cardiovascular morbidity and mor-
tality is the endothelial dysfunction as a result of inflammati-
on which also accelerates atherosclerosis formation. Recently
a close relationship between uric acid and oxidative stress
has been highlighted Several studies have shown the rapid
formation of renal fibrosis in patients with high levels of UA
which leaded more common occurance of end stage renal di-
sease in return (2). In this study, we aimed to investigate the
relationship between serum UA levels and other factors such
as systolic-diastolic blood pressure (SBP, DBP), mean arterial
pressure (MAP), urea, creatinine, uric acid (UA), leukocyte
count, neutrophil-lymphocyte ratio (NLR), C-reactive pro-
tein (CRP), albumin causing adverse events and their contri-
bution to morbidity and mortality in CKD patients.

MATERIAL and METHODS

In our study, 270 CKD patients were screened retrospe-
ctively. The study was planned according to the principles of
the Helsinki Declaration. Ethics Committee of Erzurum Re-
gion Training and Research Hospital approved the study de-
sign. The study group consisted of patients aged 15-65 years,
body mass index <35 kg/m’, eGFR 15-60 ml/min/1.73m’.
Patients do not have diabetes, malignancy, cerebrovascular
disease and acute health problems. Control group was es-
tablished from 91 patients with eGFR values above 60 ml/
min/1.73m”. The eGFR values was calculated by the MDRD
formulation. Two groups were formed according to EGFR;
these were Group I with an eGFR of 60 ml / min or less and
Group IT with an eGFR greater than 60 ml / min. Demog-
raphic parameters of the groups were determined. Demog-
raphic characteristics; systolic-diastolic blood pressure (SBP,
DBP), mean arterial pressure (MAP), urea, creatinine, uric
acid (UA), leukocyte count, neutrophil-lymphocyte ratio

(NLR), C-reactive protein (CRP), albumin in the serum and
urine, microalbuminuria in 24-hour urine. Between the two
groups compared each of the parameters previously mentio-
ned. Additionally we investigated their correlation with the
serum uric acid level. SPSS for Windows version 20 was used
for statistical analysis. Descriptive statistics were summari-
zed as mean * standard deviation or median for continuous
variables. For comparison of collected datas with a reference
probability distribution and two groups with each other, we
applied Kolmogorov - Smirnov testing, Student’s t test was
used to evaluate the differences between the two groups’ data
when the test statistic would follow a normal distribution.
Mann Whitney u test was used for variables that did not
show normal distribution. The chi-squared test was used to
determine whether there is a significant difference between
the expected frequencies and the observed frequencies in one
or more categories. Pearson’s chi-squared test analysed frequ-
ency distribution of variables consistent with a normal dist-
ribution. Spearman correlation test was chosen for abnormal
distribution. p < 0.05 considered as statistically significant.

RESULTS

The mean age of patients in group-1 49.6+10.3 years, the
mean age of the patients in group-2 47.9+13.0 years and there
is no statistically significant difference between groups. 57.8
% of patients in group-1 female, 58.2% of patients in group-2
were women and there was no statistically significant diffe-
rence between groups. Demographic and biochemical values
of the study groups are shown in Table 1.

There was no statistically significant difference between
the mean SBP value of the patients in group-1 and group-2
(p =0.24). Statistically significant difference in mean DBP va-
lues was observed between the two groups (p=0.024). When
group 1 with serum creatinine value of 2.5 + 1.3 mg / dl and
group 2 with creatinine value of 0.8 + 0.2 mg / dl were compa-
red, a statistically significant difference was found (p<0.001).

Mean uric acid value of the patients in group-1 was
6.9+1.3, mean uric acid value of the patients in group-2 was
5.3+1.5 and there was a statistically significant difference
between both groups (p<0.001). Leukocyte count, NLR, CRP,
albumin, proteinuria and microalbuminuria also showed sta-
tistically significant difference between the two groups (p va-
lues respectively 0.004, <0.001, 0.04, <0.001, <0.001, <0.001).

Multiple regression analysis was conducted to identify
the factors significantly associated with the UA. Age (p=0.04,
r=0.16), proteinuria (p<0.01, r=0.4), microalbuminuria
(p<0.01, r=0.62), creatinine (p<0.01, r=0.68), CRP (p<0.01,
r=0.23), NLO (p<0.01, r=0.22), SBP (p<0.01, r=0.23), DBP
(p<0.01, r=0.18), BMI (p< 0.01, r=0.25) showed a positive
linear relationship between UA levels. Only eGFR (p<0.01,
r=-0.57) showed negative linear relationship. UA in multiple
relationships with other parameters shown in Table 2 and
and Figure 1.
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Table 1. Demographic and biochemical values of the study groups

Values Group-1 (eGFR<60 ml/min) Group-2 (eGFR>60 ml/min) p
(n=90) (n=91)
Age (years) 49.6£10.3 47.9£13.0 0.06
Gender (% female) 57.8 58.2 0.95
SBP (mmHg) 130 [IQR:118.75-140] 120 [IQR:120-130] 0.24
DBP (mmHg) 80 [IQR:70-90] 80 [IQR:70-85] 0.024
Creatinine (mg/dl) 2.5+1.3 0.8+0.2 <0.001
Uric Acid (mg/dl) 6.9+1.3 5.3+1.5 <0.001
Leukocyte count (103/pl) 8+2.5 7+1.8 4
NLR * 2.3[IQR:1.7-3.3] 1.8[IQR:1.5-2.4] <0.001
Albtimin (g/dl) * 4.4[IQR:4.2-4.6] 4.6[IQR:4.2-4.8] 0.04
CRP* 0.4[IQR:0.3-0.9] 0.3[IQR:0.2-0.5] <0.001
24 Hours UPE (mg/day) * 706.5 [IQR:148.9-1867] 93.5 [IQR:53.2-156.6] <0.001
24 Hours UAE (mg/day) * 316.3 [IQR:13.7-1200.5] 9.6 [IQR:2.7-47.9] <0.001

SBP; Systolic Blood Pressure, DBP; Diastolic Blood Pressure, leukocyte count; White Blood Cell, NLR; Neutrophil-Lympho-

cyte Ratio, CRP; C-Reactive Protein, UPE; Urinary Protein Excretion, UAE; Urinary Albumin Excretion

*: Data were compared by Mann -Whitney U test. It is expressed as median and IQR.

Table 2. Uric acid in multiple relationships with other parameters

Values p r
Age (years) 0.04 0.16
eGFR (ml/min) <0.01 -0.57
24 Hours UPE (mg/day) <0.01 0.4
24 Hours UAE (mg/day) <0.01 0.62
Creatinine (mg/dl) <0.01 0.68
CRP <0.01 0.23
NLR <0.01 0.22
SBP (mmHg) <0.01 0.23
DBP (mmHg) <0.01 0.18
BMI (kg/m”) <0.01 0.25

eGFR; Glomerular Filtration Rate, SBP; Systolic Blood Pressure, DBP; Diastolic Blood Pressure, NLR; Neutrophil-

Lymphocyte Ratio, CRP; C-Reactive Protein, UPE; Urinary Protein Excretion, UAE; Urinary Albumin Excretion, BMI;

Body Mass Index
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Figure 1. Uric acid in multiple relationships with other parameters

The patients were divided into two groups as those with
UA >7.5 mg / dl and with UA<7.5 mg / dl. There was no sta-
tistically significant difference between the two groups in ter-
ms of age, gender, CRP, SBP and DBP (p>0.05). A statistically

significant difference was detected between the two groups in
terms of creatinine, leukocyte count, NLR, albumin, protein
excretion in 24-hour urine and albumin excretion in 24-hour
urine (p<0.05).

Table 3. Comparison of variables according to uric acid value

UA>7.5mg/dl) (n=44) UA<7.5mg/dl) (n=135) p
Age (years) 47.4+10.7 46.73+11.8 0.736
Gender (% female) 50 60 0.4
SBP (mmHg*) 130 [IQR:120-133.7] 120 [IQR:120-140] 0.459
DBP (mmHg*) 80 [IQR:71.2-90] 80 [IQR:70-90] 0.197
Creatinine* (mg/dl) 2[IQR:1.2-3.4] 1[{IQR:1.5-0.7] <0.001
Leukocyte count (103/pul) 7,04[IQR:5.97-9.86] 7.01[IQR:5.87-8.65] <0.001
NLR* 253[IQR:1.8-3.3] 1.9[IQR:1.5-2.6] <0.001
Albumin* (g/dL) 4.25[IQR:3.95-4.60] 4.4[1QR:4.2-4.7] 0.002
CRP* 0.4[IQR:0.3-0.9] 0.4[IQR:0.2-0.6] 226
24 Hours UPE* (mg/day) 746.4 [IQR:263.35-2116.66] 128.1 [IQR:69.0-621.0] <0.001
24 Hours UAE* (mg/day) 509.05 [IQR:42.47-1714.05] 18.45 [IQR:4.1-176] <0.001
*: Data were compared by Mann -Whitney U test. It is expressed as median and IQR.

DISCUSSION

The increased serum UA level which is also one of the
risk factor for coronary artery disease is caused by decreased
glomerular filtration rate as well as its reduced tubular sec-
retion. The serum UA level rises as a result of renal function
deficiency and it causes progression of disease itself. In our
study, we found statistically significant difference of serum
UA levels between the two groups categorized according to
eGFR. In addition, a statistically significant difference was

observed in the results of leukocyte count, NLR, CRP, albu-
min, protein levels in the blood and micro albumin levels in
24-hour urine.

The oldest mechanism mentioned for kidney damage due
to hyperuricemia is the accumulation of uric acid crystals in
the renal interstitium and causing obstruction in the tubules.
Until now other pathological mechanisms underlying hype-
ruricemia associated kidney damage has been high lightened
in many studies (3).
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In a study in the rat an association between high uric acid
and cardiovascular disease has been reported. Hyperurice-
mia causes glomerular hypertrophy in the rat (4). Mazzali et
al observed in a rat study, following oxonic acid application
an increase in uric acid levels caused kidney damage which
was regressed by enalapril, and L-arginine. This study also
mentioned that increased juxtaglomerular renin secretion
and decreased nitric oxide production cause hypertension
(5). Okeahiala et al in a study with 840 patients reported
that the UA levels were associated with SBP and DBP (6).
Our study detected that serum UA level was associated with
both SBP and DBP. However, no significant difference was
found between blood pressure values in patients with UA>
7.5mg / dl and UA <7.5mg / dl. Studies have shown that uric
acid-lowering treatments have no effect on blood pressure.
In a study carried out with hypertensive patients, Kaewput
W. et al. found that high UA (> 7.5mg / dl) values were as-
sociated with increased CKD stage (7). In the light of these
data, even though hypertensive patients do not have a direct
effect on blood pressure regulation, it is possible to say that
uric acid-lowering therapy prevents CKD progression and
indirectly affects blood pressure control.

Also recent studies have shown that vascular changes
happen in kidney in the presence of hyperuricemia. Ryu et
al in a rat study observed that hyperuricemia resulted decre-
ased expression of e-catherin which has a role in the produc-
tion of NO (8). As a result of disrupted interactions between
renal tubular cells; NO, which increases the renal blood flow,
decreased so that renal damage has developed (9). Elevated
serum uric acid level was associated with microalbuminuria
among non-diabetic and non-hypertensive subjects without
a history of cardiovascular disease or renal dysfunction (10).
In our study, we detected a positive linear correlation betwe-
en serum UA and the microalbuminuria (p<0.01, r=0.62).
Our findings are compatible with the literature

In recent years, NLR, in addition to CRP, has been shown
to be associated with inflammation and is considered an in-
dicator of inflammation. Especially in the cardiovascular di-
seases there are studies showing that it may be used as a prog-
nostic factor associated with inflammation (11). In a study
with non-diabetic 53 patients and 30 healthy subjects, it was
found statistically significant difference between patients and
healthy control group considering factors such as uric acid,
tibrinogen, CRP and NLR. Our study reported a positive re-
lationship between proteinuria, microalbuminuria, serum
uric acid levels and NLR. Spahi¢ et al. observed increased
amounts of CRP and NLR in acute coronary syndrome in a
study of 116 patients, and both values correlated with serum
uric acid level. (12) In our study, the serum uric acid level
showed positive linear relationship with CRP and NLR levels,
we observed statistically significant difference between two
groups according to CRP, NLR and serum UA levels.

In our study, creatinine, 24 hours Urinary Protein Exc-
retion (UAE); 24 hours Urinary Albumin Excretion (UAE)
values were higher in patients with UA> 7.5mg / dl than pa-

tients with UA <7.5mg / dl. In meta-analyses, uric acid-lowe-
ring therapy has been shown to decrease creatinine value
and increase eGFR value (13). These results belong to a small
number of small studies and larger clinical trials are needed.
However, the protective effect of uric acid-lowering treat-
ments on kidney function should not be overlooked.

In our study, we found that body mass index (BMI) was
associated with the serum UA level. In the literature, it has
been mentioned that the risk of developing metabolic synd-
rome is four times higher in patients with high serum UA
levels. (14). Wang and colleagues evaluated the relationship
between the BMI and serum UA levels and identified a posi-
tive linear correlation between the BMI and serum UA (15).
In our study, patients with increased BMI had higher uric
acid values. Our findings are consistent with the literature.

As a conclusion, In our study patients with low eGFR had
significantly higher UA levels than those with high eGFR. A
positive linear relationship has been detected in our study
between uric acid levels and NLR and CRP levels, which
have been shown to be associated with inflammation and at-
herosclerosis in recent years. In light of the knowledge about
hyperuricemia and its consequences, it is necessary and use-
ful to focus on treatment strategies to reduce or prevent se-
rum uric acid increase in any situation that causes chronic
kidney disease.
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Arastirma Makalesi (Research Article)

Cocuklarda Primer Eniirezis Nokturna ile Alerjik ve Solunumsal
Hastaliklarin Birlikteligi

The Association of Primary Enuresis Nocturna with Allergic and Respiratory Diseases in

Children
Gamze AYDIN', Sanem Nemmezi KARACA?, Seda Aybiike SART, Yeltekin DEMIREL?
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Ozet

Amag: Eniirezis; cocukluk ¢aginda alerjik hastaliklardan sonra en sik goriilen kronik hastalik olup, ciddi psikososyal sorunlara yol agabilmektedir. Az sayida
calismada, alerjik hastaliklar ve uykuda solunum bozuklugu ile iliskili olabilecegine dikkat ¢ekilmistir. Bu ¢alismada; hastaneye bagvuran eniiretik ¢ocuk-
larda, primereniirezisnokturna (PEN) ile alerjik hastaliklar ve uykuda solunum bozuklugu iligkisinin arastirilmasi amaglandi.

Gereg ve Yontemler: Vaka kontrol tipinde dizayn edilen bu ¢alismada, PEN tanisi ile hastaneye girisi yapilmis 150 ¢ocuk vaka grubuna dahil edildi. Ardin-
dan aile hekimligi ile cocuk ve ergen ruh sagligi ve hastaliklari polikliniklerine gesitli nedenlerle basvuran ve herhangi bir iiriner sikayeti olmayan benzer
yastaki 150 ¢cocuk kontrol grubu olarak alindi. ‘International Study of AsthmaandAllergies in Childhood (ISAAC)’, ‘Uykuda Solunum Bozuklugu anketi’
ve sosyodemografik verileri sorgulayan veri toplama formu arastirmaci tarafindan aileler ve ¢ocuklarla yiiz yiize goriisiilerek dolduruldu. Veriler SPSS 22.0
programina yiiklendi ve yanilma diizeyi 0,05 kabul edildi.

Bulgular: Calismadaki ¢ocuklarin %52,3"1 erkek, %47,7’si kizd1 ve yas ortalamalart 10,3 + 3,3 yildi. PEN’li olgularin %28,0’ine astimin, %33,3’line alerjik
rinitinve %18,7’sine uykuda solunum bozuklugunun eslik ettigi saptandi. Eniiretik olmayan ¢ocuklarda bu oranlar daha seyrek olup sirastyla %12, %16,7
ve %1,3 idi (p<0,001).

Sonug: Bu c¢alismada PEN’li ¢cocuklarda, alerjik hastaliklar ve uykuda solunum bozukluklari, eniiretik olmayanlara kiyasla istatistiksel agidan anlamli
derecede daha sik gézlendi.

Anahtar Kelimeler: Cocuk, Primer eniirezis nokturna, Alerjik hastaliklar, Uykuda solunum bozuklugu.

Abstract

Objective:Enuresis is the most common chronic disease after allergic diseases in childhood which can lead to serious psychosocial problems. In a small
number of studies, it has been noted that it may be associated with allergic diseases and sleep-breathing disorder. The aim of this studywas to investigate
the relationship between Primary Enuresis Nocturna (PEN) and allergic diseases and sleep breathing disorder in enuretic children admitted to the hospital.

Material and Methods: In this case control study, 150 children who were admitted to the hospital and diagnosed as PEN were included in the case group.
Then, 150 children of similar age who were admittedt o Family Medicine and Child and Adolescent Psychiatry outpatient clinics for various reasons and
did not have any urinary complaints were taken as a control group. The‘International Study of Asthma and Allergies in Childhood (ISAAC)’, ‘The Sleep
Respiratory Disorder Questionnaire’and sociodemographic questionnaire form were filled out by the researcher in face-to-face interviews with children and
parents. Data were uploaded to the SPSS 22.0 program and p value <0.05 was considered as statistically significant.

Results: 52.3% of the children in the study were boys and 47.7% were girls and the average age was 10.3 + 3.3 years. It was found that of children with PEN
were accompanied by 28% asthma, 33.3% allergic rhinitis and 18.7% sleep-breathing disorder. These rates were sparse in non-enuretic children and were
12%, 16.7% and 1.3%, respectively (p<0.001).

Conclusion: In this study, allergic diseases and sleep respiratory disorders were significantly more common in children with PEN compare d to non-enuretic
ones.

Keywords:Children, Primary enuresis nocturna, Allergic diseases, Sleep breathing disorder.
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GIRIS

Eniirezis nokturna (EN) ¢ocukluk ¢aginin en sik karsi-
lagilan tiriner sistem problemlerinden biridir (1). Amerikan
Psikiyatri Toplulugu tarafindan hazirlanan Mental Bozuk-
luklarin Tanisal ve Istatistiksel Kilavuzunda (DSM-V) “bes
yasindan biiyiik ¢ocuklarin, uyku sirasinda tekrarlayici ni-
telikte idrar kagirmasi, bu davranisin en az haftada iki gece
ortaya ¢ikmasi ya da 6nemli iglevsellik alanlarinda (6rnegin
okulda) bozulmaya yol agmast ve bu durumun medikal bir
hastaligin (6rnegin diabetesinsipitus, konviilziyon bozuklu-
gu) fizyopatolojik etkilerine bagli olmamasi” seklinde tanim-
lanmaktadir (2,3).

Bes yasini bitirmis bir ¢ocugun gece idrar kontroliinii
hicbir donemde kazanamamis olmast ‘Primereniirezisnok-
turna (PEN)’ olarak tanimlanirken; ‘Sekonder EN’ diyebil-
mek i¢in ¢ocugun en az 6 aylik bir kuru déneminin olmasi
gerekmektedir. Gece altini 1slatma sikayetine giindiizleri ani
sikigma hissi, stk idrara gitme, giindiiz idrar kagirma, kronik
kabizlik gibi bulgularin eglik etmesi halinde ‘polisemptoma-
tik EN, giin icinde herhangi bir belirtinin eslik etmemesi du-
rumunda ise ‘monosemptomatik EN (MEN)’ olarak isimlen-
dirilmektedir (1).

EN gelisiminde genetik yatkinlik, uyanma bozukluklari,
psikososyal ve gelisimsel faktorlerhormonal faktorler veya
mesane ile iliskili patolojiler gibi bir¢ok faktér arastirilmis ve
cesitli teoriler One siirtilmiis olmasina karsin vakalarin %97-
98’inde organik bir neden olmadig1 gozlenmistir (1). Lite-
ratiirde, uyku bozuklugu, obstruktif uyku apne sendromu,
yiyecek alerjileri ve atopinin, eniirezis ve diger iiriner sistem
hastaliklari ile iligkili olabilecegine dair sinirli sayida ¢alisma
yer almaktadir ve bu konu halen iizerinde tartisilan bir ko-
nudur (4-7).

Bu ¢aligmada PEN ile astim, egzema, alerjik rinit ve uy-
kuda solunum bozukluklar1 birlikteliginin degerlendirilme-
si ve PEN’li ¢ocuklarin demografik verilerinin arastirilmasi
amagland.

GEREC ve YONTEMLER

Vaka kontrol tipi kesitsel tarzdaki bu ¢aligma Tiirkiyenin
i¢ kesimlerinde Sivas'ta yiiriitildii. Bu calisma Helsinki Dekle-
rasyonu prensiplerine uygun olarak gerceklestirilmistir. Calis-
ma icin Cumhuriyet Universitesi Tip Fakiiltesi Girisimsel Ol-
mayan Klinik Aragtirmalar Etik Kurulu'ndan 30.04.2018 tarih
ve 2018-04/46 karar numarasi ile gerekli etik kurul onay1 alin-
di. Ayrica Cumbhuriyet Universitesi Bilimsel Arastirma Proje-
leri (CUBAP) tarafindan T-803 proje numarast ile desteklendi.

Calismada vaka grubunun evrenini; hastanemize 01
Ocak 2013 ve 30 Eyliil 2018 tarihleri arasinda ayaktan basvu-
rarak primereniirezis tanisi alan 5-18 yas grubu tiim ¢ocuklar
olusturmaktaydi. Ornekleme retrospektif kayitlar araciligiyla
01 Ocak 2013- 31 Mays 2018 tarihleri arasinda ‘Organik ol-
mayan eniirezis (ICD-10 kodu ile F 98.0) tanili hastalar ile
prospektif olarak 01 Haziran- 30 Eyliil 2018 tarihleri arasin-
da ayni taniy: alan ¢ocuklar dahil edildi. Retrospektif olarak
caligmaya alinan ¢ocuklarin isim listesi ve telefon numarala-

rina hastane bilgi islem servisinden ulagildi. Hastalar telefon
ile aranarak PEN tanilar1 teyit edilen 163 ¢ocuk aile hekim-
ligi poliklinigine davet edildi. Aragtirmaya katilmay1 kabul
eden 82’si ¢alismaya alindi.Prospektif olarak ¢ocuk ve ergen
ruh saghgi ve hastaliklar: ile aile hekimligi polikliniklerine
bagvuran ve PEN tanisi olan 68 ¢ocuk da ¢alismaya dahil edi-
lerek toplam 150 ¢ocuk vaka grubu olarak alindi.

Vaka grubunun belli olmasmnin ardindan, ayni polikli-
niklere tiriner sistem yakinmasi diginda herhangi bir nedenle
bagvuran benzer yas vecinsiyetteki 150 ¢ocuk kontrol grubu
olarak belirlendi.

Sekonder eniirezisliler, EN etiyolojisinde yer alabilen
herhangi bir organik hastalig1 (serebral palsi, diyabetes insi-
pidus, néromuskiiler hastalik, anatomik anormallik, mesane
disfonksiyonu, sistemik hastalik vs.) olanlar, ¢aligmaya katil-
maya goniilli olmayanlar, anket sorularini cevaplamak iste-
meyen veya yarida birakan goniilliiler ¢alisma dis1 birakildi.

Calismaya dahil edilen tim ¢ocuklara ve ebeveynlerine
¢alisma hakkinda bilgi verilerek, aydinlatilmis onam form-
lar1 imzalatildi. Ug boliimden olusan toplam 70 soruluk veri
formu ayni arastirmact tarafindan yiiz yiize gortisme teknigi
ile dolduruldu. ik bsliimde aragtirmacilar tarafindan lite-
ratiir derlemesi sonucu olugturulan, inkontinans etkileyen
faktorleri ve sosyodemografik verileri iceren 24 soru yer
almaktaydi.Bu sorular ile gocuk ve aileyle ilgili genel bilgi-
ler, ¢ocugun yasi, cinsiyeti, medikal problem &ykiisii, gece
kabuslarinin varligy, eniirezis agisindan aile 6ykiisii, gegirilen
operasyonlar, herhangi bir stres faktoriiniin olup olmadig: ve
sosyodemografik veriler 6grenildi.

Ikinci boliimde; farkli cografik bolgelerde astim, alerjik
rinit ve egzema prevalansinin, agirliginin ve olasi etiyolojisi-
nin aragtirilmast amaciyla uluslararas: gecerliligi kanitlanmis
olan ISAAC anketi kullanildi. Tiirkiyede benzer amagla ya-
pilan ¢alismalarda bu anket uygulanmis ve gegerliligi kabul
edilmistir (8,9). ISAAC anketinde;

v" Yagam boyu veya son 12 ayda wheezing mevcudiye-
ti ile birlikte USYE iliskisiz geceleri kuru éksiiriik,

v Son 12 ayda egzersiz iligkili wheezing,

v Son 12 ayda rekiirrenwheezingtarifleyen olgular as-
tim olarak tanimlandi.

Diger atopik hastaliklar ise olgularn ISAAC anket so-
rularina vermis olduklar: yanitlara gore asagida gosterildigi
gibi siniflandirildr:

v" USYE iliskisiz hapsirik, burun akintis1 veya tikanik-
l1g1 ifade eden olgular; alerjik rinit,

v Alerjik burun semptomlarina gozlerde kaginti-su-
lanma eslik eden olgular; alerjik rinokonjonktivit,

v' Viicudunda gelip gegici kagintili, kizarik dokiinti
tanimlayan olgular; atopik dermatit olarak kabul edildi.

Ugiincii boliimde; yine uluslararast gegerliligi kanitlan-
mis olan uykuda solunum bozuklugu anketi (USBT) yer
almaktaydi. Tirkee gecerlilik ve giivenilirlik ¢alismasi 2007
yilinda Oner P. ve arkadaglar: tarafindan yapilan USBT an-
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ketinde; cocugun genel olarak uykusunu, uykudaki solunum
hareketlerini ve dikkat eksikligi hiperaktivite semptomlarini
sorgulayan 22 soru bulunmaktaydi. Ankete gore 8 ve tizerin-
deki soruya pozitif yanit verilmesi uykuda solunum bozuklu-
gu olarak kabul edildi (10).

Istatistik Analiz: Calismadan elde edilen veriler
SPSS 22.0 programina yiiklenerek verilerin degerlendiril-
mesinde parametrik test varsayimlar1 yerine getirildiginde
(Kolmogorov Smirnov) bagimsiz gruplarda iki ortalama ara-
sindaki farkin 6nemlilik testi, sayimla elde edilmis verilerin
degerlendirilmesinde 2x2 ve ¢ok gozlii diizenlerde ki kare
testi, fisher kesin ki kare testleri kullanildi. 2x2 diizenlerde
onemlilik karar1 verildiginde ODSS orani hesapland1 ve %95

giiven aralig1 icinde yer alan minimum- maksimum degerler
verildi. Tim analizlerde yanilma diizeyi 0,05 alindu.

BULGULAR

Caligmaya PEN’i olan ve olmayan esit sayida toplam 300
¢ocuk alindi.Vaka grubundaki ¢ocuklarin %57,3ii (n:86) er-
kek iken; kontrol grubunun %47,3’d (n:71) erkekti.Vaka ve
kontrol gruplarinin yas ortalamalar1 sirasiyla 10,3£3,4 ve
10,3£3,3 yil olarak hesaplandi. Gruplar cinsiyet ve yas da-

gilimlar1 agisindan benzerdi (sirasiyla p,=0,083, p2=0,986)
(Grafik 1).
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Grafik 1. Gruplarin yasa gore dagilimlari.

Her iki grupta PEN disinda ek bir tibbi patolojinin eslik
etme sikliklar1 benzerdi (sirastyla n : 132, n,: 131, p=0,861).
Eslik eden hastaliklar arasinda ailevi akdeniz atesi, epilepsi,
hipotiroidi, IgA eksikligi ve idiopatik trombositopenik pur-
pura yer almaktaydi.

Vaka ve kontrol gruplarinda ebeveynlerin yas ortalamala-
rinin sirastyla anneler i¢in 35,8+5,9, 36,8+6,3 ve babalar i¢in
39,5+6,1 ile 41,1+7,0 oldugu gozlendi. Anne yas ortalamala-
r1 agisindan gruplar benzer iken; babalarin yas ortalamalar:
acisindan bakildiginda gruplar arasindaki farklilik 6nemli idi
ve vaka grubundaki babalarin daha geng yasta olduklar: tes-
pit edildi (sirastyla p,=0,145, p,=0,038).

Anne ve babalarin ¢alisma durumlari (sirastyla p,=0,582,
p,=0,579) ve egitim seviyeleri (sirastyla p,=0,626, p,=0,143)
acisindan gruplar benzerdi. Gruplar arasinda gelir diizeyi
acisindan istatistiksel olarak anlamli fark yoktu (p=0,325).

Her iki grupta evde yasayan toplam birey sayilar1 benzer-
di. Ortalama hane halk: birey say1s1 vaka grubunda 4,88+1,29
iken; kontrol grubunda 4,87+1,34 kisi idi (p=0,930).

PEN’li ¢ocuklarin %49,0'u (n:73) ve kontrol grubunun
%38,7’si (n:58) ilk cocuktu ve iki grup arasindaki fark is-
tatistiksel agidan 6nemli degildi (p=0,357). Ayrica PEN’li
grubun %30,2’sinin (n:45) ikinci, %14,8’inin (n:22) d¢iinci,
%3,4’intin (n:5) doérdincii ve %2,7’sinin (n:4) besinci ¢ocuk
oldugu 6grenildi.

Kontrol grubundaki bireylerin %12,7’si (n:19) ailesinde
eniirezis oykiisii ifade ederken; vaka grubunda bu oran %58
(n:87) idi (x>=85,31, p=0,001). Vaka grubunda entirezis dy-
kiisii en sik ¢ekirdek aile disindaki bireylerde (%26); daha az
siklikla babalarda (%18), annelerde (%10,7) ve kardeglerde
(%3,3) belirtilmistir.

Vaka grubunda yer alan ¢ocuklarin %74’tintin (n:111)
ve kontrol grubundakilerin %77’sinin (n:116) herhangi bir
operasyon Oykiisiiniin olmadig 6grenildi (p=0,638). Ancak
gecirilen operasyonlar arasinda siklikla tonsillektomi ve ade-
noidektomi yer almaktaydi.

Eniiretik ¢ocuklarin stresli yasam olaylarr ile karsilagmis
olma siklig: istatistiksel olarak anlaml seviyede daha fazla
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gozlendi (x*=18,56, p=0,017). Aile i¢i sorunlar, bosanma,
taginma veokul degisimi oykiisii vaka grubunda daha sikt1.

Vaka grubunda EN sebebiyle alinan tedaviler sorgulan-
diginda; %26’siin (n:39) desmopressin asetat (minirin®),
%2’sinin (n:3) imipramin hidrokloriir (tofranil®), %14’ Gintn
(n:21) oksibutinin (iiropan®) kullandigi, %10,7’sinin (n:16)

davranis¢1 yontemleri uyguladigi ve %47,3’tiniin (n:71) her-
hangi bir tedavi almadig1 belirlendi.

PEN’li ¢ocuklarda USBT nin pozitif olma orani %18,7
iken; kontrol grubunda %1,3 saptandi. Vaka ve kontrol grup-
lar arasinda 6lgek puanlar: agisindan gozlenen farklilik an-
laml1 bulundu (x*=25,03, p=0,001) (Tablo 1) .

Tablo 1. Gruplar arasinda Uykuda Solunum Bozuklugu Testi puan dagilimi.

Gruplar

USBT Puan Vaka Gr. Kontrol Gr. Sonug

n (%) n (%)
>8 28 (18,7) 2(1,3)
<8 122 (81,3) 148 (98,7) X*=25,03

p=0,001*

Toplam 150 (100) 150 (100)
(*p<0,05 istatistiksel olarak 6nemli)

USBT o6lgeginde gruplar arasinda anlaml farklilik yara-
tan semptomlar Tablo 2 ve 3’te 6zetlendi. Anketin so-
nunda yer alan, dikkat eksikligi hiperaktivite bozuklugun-
dan siiphelendiren semptomlar agisindan gruplar arasindaki
farklilik anlamli bulundu (p<0,05). ISAAC anketi kullanila-

Tablo 2. Uykuda Solunum Bozuklugu Testi- 1.

rak yapilan degerlendirmede; astim ve alerjik rinit gozlen-
mesi acisindan gruplar arasindaki farklilik istatistiksel acidan
anlamli iken (sirastyla p =0,001, p,=0,001); egzema ve aler-
jik rinokonjonktivit gozlenme sikliklar1 benzerdi (sirasiyla
p,=0,327, p,=0,356) (Tablo 4) .

Vaka Gr. Kontrol Gr. OR Sonug¢
USBT semptomlar: n (%) n (%) (%95 CI)
Genellikle Horlama
Evet 42 (28) 23 (15,3) 2,14 X?=7,09
Hayir 108 (72) 127 (84,7) (1,21-3,79) p=0,008+
Bilmiyorum - -
Yiiksek sesle horlama
Evet 16 (10,7) 6 (4) 2,86 X?=4,90
Hayir 134 (89,3) 144 (96) (1,08-7,53) p=0,027*
Bilmiyorum - -
Nefes almakta zorluk ¢ekme
Evet 17 (11,3) 8(5,3) X?=7,86
Hayir 129 (86,0) 142 (94,7) p=0,020*
Bilmiyorum 4(27) -
Sabah agiz kurulugu
Evet 37 (24,7) 17 (11,3) X?=18,72
Hayir 99 (66,0) 130 (86,7) p=0,001*
Bilmiyorum 14 (9,3) 3(2)
Sabahlarn dinlenmemis uyanma
Evet 32(21,3) 10 (6,7) X?=15,08
Hayir 118 (78,7) 138 (92) p=0,001*
Bilmiyorum = 2(1,3)
Giindiiz uyuklama
Evet 12 (8) 3(2) 4.26 X?*=5,68
Hayir 138 (92) 147 (98) (1,17-15,42) p=0,020*
Bilmiyorum - -
Sabahlar: uyandirmak gii¢ mii?
Evet 44 (29.3) 24 (16) 2.17 X?=7,60
Hayir 106 (70.7) 126 (84) (1,24-3,81) p=0,006*
Bilmiyorum - -
(*p<0.05 istatistiksel olarak 6nemli, OR: Odds ratio, CI: Confidence interval)
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Tablo 3. Uykuda Solunum Bozuklugu Testi- 2.

USBT semptomlar: Vaka Gr. Kontrol Gr. OR %95 CI Sonug¢

n (%) n (%)
Kendisiyle konusurken
dinlemiyormus gibi goriinme 32(21,3) 9(6) 4,24 18952095 X?=14,94
Evet 118 (78,7) 141 (94) p=0,001*
Hayir = =
Bilmiyorum
Gorev ve etkinlikleri
diizenlemekte zorlanma 25(16,7) 3(2) X?*=19,91
Evet 125 (83,3) 146 (97,3) p=0,001*
Hayir = 1(0,7)
Bilmiyorum
Dikkati kolayca dagilir
Evet 46 (30,7) 24 (16) X*=10,22
Hayir 103 (68,7) 126 (84) p=0,006*
Bilmiyorum 1(0,6) =
Eli ayag kipir kipir
Evet 26 (17,3) 9(6) 3,28 1,48-7,27 X*=8,31
Hayir 124 (82,7) 141 (94) p=0,002*
Bilmiyorum - =
Siirekli hareket etme
Evet 23 (15,3) 7 (4,7) X*=10,37
Hayir 127 (84,7) 142 (94,7) p=0,006*
Bilmiyorum - 1(0,7)
Baskalariin soziinii kesme
Evet 27(18) 5(3,3) 6,36 2,38-17,03 X*=16,93
Hayir 123(82) 145(96,7) p=0,001*
Bilmiyorum = =
*p<0.05 istatistiksel olarak 6nemli, OR: Odds ratio, CI: Confidence interval)

ISAAC anketinde yer alan ve gruplar arasinda farklilik
yaratan alerjik rinit ile astim semptomlar1 Tablo 5’de 6zet-
lendi. Egzema semptomlart ile iligkili olarak ankette yer alan
sorular acisindan gruplar arasinda istatistiksel olarak anlaml
farklilik g6zlenmedi (p> 0,05).

Yapilan lojistik regresyon analizinde; PEN ile astim, uy-
kuda solunum bozuklugu ve eniirezis aile oykiisii arasinda
anlamli iligki saptandi (Tablo 6) .
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Tablo 4. Gruplarin atopik hastaliklar agisindan karsilastirilmasi.

ISAAC anketi Vaka Gr. Kontrol Gr. OR p degeri
% % (%95 CI)

Astim

Var 28,0 12,0 2,85 0,001*

Yok 72,0 88,0 (1,55-5,23)

Alerjik Rinit

Var 33,3 16,7 255 0,001*

Yok 66,7 83,3 (1,44-4,32)

Egzema

Var 16,7 12,7 0,327

Yok 83,3 87,3

Alerjik Rinokonjonktivit

Var 12,7 9,3 0,356

Yok 87,3 90,7

(*p<0.05 istatistiksel olarak 6nemli, OR: Odds ratio, CI: Confidence interval)

Tablo 5. ISAAC anket

Vaka Gr. Kontrol Gr. OR p degeri
n (%) n (%) (%95 CI)
Astim semptomlarina gore gruplarin degerlendirilmesi.
Wheezing oykiisii
Var 36 (24) 17 (11,3) 2,47 0,004*
Yok 114 (76) 133 (88,7) (1,31-4,63)

Son 12 ayda enfeksiyondan bagimsiz

geceleri kuru oksiiriik 13 (8,7) 4(2,7) 3,46 0,025%
Var 137 (91,3) 146 (97,3) (1,10-10,88)
Yok

Herhangi bir zamanda astim oykiisii
Var 16 (10,7) 6 (4) 2,86 0,027*
Yok 134 (89,3) 144 (96) (1,08-7,53)

Alerjik rinit semptomlarindan

Grip olmadan gelisen hapsirma,

burun akintisi, burun tikanikhg: 50 (33,3) 25(16,7) 2,50 0,001*
Var 100 (66,7) 125 (83,3) (1,44-4,32)
Yok

(*p<0.05 istatistiksel olarak 6nemli, OR: Odds ratio, CI: Confidence interval)
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Tablo 6. Eniirezis nokturna'l vakalarin lojistik regresyon analizi sonugclari.

Degisken B p degeri %95 CI

Astim -0,855 0,001* 0,21-0,85
USB -2,004 0,012* 0,28-0,64
Entirezis aile oykiisii -0,952 0,016* 0,27-0,53
(*p<0,05 istatistiksel olarak 6nemli, CI: Confidence interval).

TARTISMA

EN; binlerce yildan beri bilinmesine ve olduk¢a yaygin
bir ¢ocukluk ¢ag1 sorunu olmasina karsin etiyopatogenezi
halen tartigmalidir. Bu ¢alisma ile etiyopatogenezde alerjik
ve solunumsal hastaliklar ile PEN’in olas1 birlikteligi aydinla-
tilmaya ¢calisiimistir.

Literatiirde EN ile cinsiyet iliskisi incelendiginde fark-
It sonuglara rastlanmaktadir. (11-13). Serel ve arkadaslari
Tiirkiyede eniirezis sikliginin, erkek ¢ocuklarinda (%14,3),
kizlara (%7,6) oranla daha yiiksek oldugunu belirtmislerdir
(14). Caligmamizda tilke geneli ile uyumlu olarak vaka gru-
bunda erkek ¢ocuklarin ¢ogunlukta olduklar: gozlendi. Enii-
rezis sikliginin yas ile birlikte arttig1; cocuklarin %14,0’intin
7 yasin altinda, %41,3’tinlin 7-10 yas arasinda ve %44,7’sinin
10 yasin iizerinde oldugu gozlendi. Ulkemizde ve diinyada
cesitli tilkelerde yapilan ¢alismalarda yas ile birlikte eniirezis
sikliginin azalma egiliminde oldugu bildirilmektedir (15,16).
Orneklemimizin hastaneye bagvuran ¢ocuklardan olugmasi
bu farkliliga yol agmus olabilir.

Eniirezis etiyolojisinde suglanan etkenlerin basinda po-
zitif aile hikayesi gelmektedir. Her iki ebeveynin 6ykiisiinde
eniirezis olmasi durumunda insidans %77,0, tek bir ebeveyn-
de olmas1 durumunda insidans %44,0 ve her ikisinde de enii-
rezis olmamasi durumunda ise %15,0’tir (17-19).Anne, baba
ya da kardeslerin iki veya daha fazlasinda eniirezis oykiisii
varsa idrar kontroliiniin normal ¢ocuklara gore bir buguk yil
daha ge¢ kazanildig1 gosterilmistir (20). Bir bagka ¢alismada
eniiretik cocuklarin aile 6ykiisii degerlendirilmis ve eniirezi-
sin aile bireyleri arasinda en sik kardeslerde (%30,0) pozitif
oldugu, bunu babalarin (%11,4) ve annelerin (%10,7) izledigi
gozlenmigtir (14).

Bizim ¢alismamizda da literatiirle uyumlu olarak PEN’li
grupta annede %10,7, babada %18,0 ve diger birinci derece
akrabalarda %26,0 eniirezis 6ykiisii bulundugu saptand: ve
kontrol grubu ile aradaki fark istatistiksel acidan anlaml
idi. Yapilan lojistik regresyon analizinde de ailede EN oykii-
sti olmasmnin PEN riskini artirdig1 saptandi. Calismamizda
diger akrabalarda gozlenme sikliginin gekirdek aile iiyele-
rinden fazla olmasi ebeveynlerin utandiklari, ENyi gizle-
me egiliminde olduklar1 seklinde yorumlanabilir. Nitekim
tilkemizde modern eniirezis tedavisi i¢in doktora bagvurma
orani %17,2 ile %33,0 arasinda degismektedir (15,21,22). Bu
oranlar Amerika Birlesik Devletleri ve irlanda‘da %28,0, Yeni
Zelandada %48,0’lere ulasmaktadir (23). Calismamizda enii-

retik gocuklarin %58,0’inin herhangi bir tedavi yontemi kul-
lanmadigini ifade etmesi bu durumu destekler nitelikteydi.
Normal gelisimsel siirecin bir parcasi olarak degerlendirildi-
i 6grenildi.

Cocuklarda uykuda solunum bozukluklarinin prevalansi
9%1,2-5,7 arasinda degismekte olup, intermitan ve habitiiel
horlamadan siddetli obstriiktif uyku apnesine kadar genis
spektrumdadir (24,25). Genellikle gz ard1 edilir ve tanilana-
mayabilir. Ancak MENileobstriiktif uyku apnesi ve Gist hava
yolu tikanikliginin siddeti arasinda anlaml bir iliski oldugu-
nu gosteren ¢alismalar bulunmaktadir (oddsratio: 5,29). Bu
caligmalarda obstriiktif uyku apnesinin uyarilma, mesane
basinci veya iiriner hormon sekresyonu tizerindeki etkilerin-
den kaynaklanabilecegi vurgulanmistir(26,27).

Ust solunum yolu rahatsizliklari ile eniirezis arasindaki
iligkiyi arastiran 2018 yilina ait bir derlemede, 890 hastay:
iceren toplam 18 ¢aligma incelenmis; tonsillektomi yapilan
ve uykuda solunum bozuklugu olan 2-19 yas arast PEN’li
¢ocuklarin %50,0sinde ameliyat sonrasinda 3. ayda PEN'de
tam diizelme goriilmiistiir (28). Bir bagka ¢aligmada; pediat-
rik nefroloji poliklinigine basvuran 5-15 yas arasindaki EN
tanili 70 ve EN’si olmayan 30 ¢ocuk kulak burun bogaz po-
likliniginde ayn1 hekim tarafindan degerlendirilmis; EN ile
adenoid vejetasyon arasinda anlamli bir iliski bulunmamaigtir
(29). Uzun ve arkadaglar1 hem adenoid hipertrofisi bulunan
hem de nokturnal eniirezisi olan ¢ocuklarin uyku bozukluk-
larini daha sik deneyimlediklerini gostermislerdir (30).

Bizim ¢aligmamizda literatiirdeki bir¢ok ¢alismanin ak-
sine PEN’li grubun %7,4’inde tonsillektomi ve/veya ade-
noidektomi dykiisii bulunurken; kontrol grubunda bu oran
%9,4’tii. Ayrica vaka grubunda operasyon sonrasi entireziste
diizelme tarifleyen hastaya rastlanmada.

Uyku derinliginin ¢ocuklarda EN icin bir risk faktorii
olabilecegi ileri stiriilmiis olmasina karsin son yillarda ya-
pilan ¢alismalarda normal ¢ocuklarla aralarinda fark olma-
dig1 saptanmustir. Norgaard ve arkadaslary; EN’li ¢ocuklarin
uykularimin eniiretik olmayanlardan daha derin olmadigini,
idrar kagirmanin derin uykuda ya da uykunun bir evresin-
den digerine gecis fazinda degil, rastlantisal bir sekilde gece
boyunca herhangi bir asamada ortaya ¢iktigini bildirmisler-
dir (31). Cohen ve arkadaslar1 32 EN’li ve 94 saglikli gocukta
aktigrafi ve uyku ginliigii araciligiyla uykuda solunum bo-
zuklugunu aragtirmig; kontrol grubuna kiyasla EN’li grupta
uykuda solunum bozuklugunu daha sik bulmuglardir (32).
Yunanistanda 5-14 yas aras1 ¢cocuklar1 kapsayan bir ¢aligma-
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da eniirezis, horlamayan grupta %2,0 iken; habitiiel horlayan
grupta %7,4 oraninda gozlenmistir (33).

On vyas ve tizerindeki PEN’li ¢ocuklarm 6nemli bir kis-
minda dikkat eksikligi hiperaktivite bozuklugu (DEHB) ile
iligkili semptomlar gézlenmistir. DEHB tanisi alan 6 yas ve
tizerindeki ¢ocuklarin ise yaklasik %30,0'unda PEN saptan-
mustir (20). Ertan ve arkadaslart MEN’li olgularda dikkat ek-
sikligi puanlarini kontrol grubuna kiyasla anlamli diizeyde
yiiksek bulmuslar ancak hiperaktivite puanlar1 agisindan bir
anlamlilik saptamamuglardir (34).

Bizim ¢aliymamizda da; uykuda solunum bozuklugunu
sorgulayan anket puanlar1 agisindan gruplar arasindaki fark-
lilik literatiirle uyumlu bir sekilde anlamli bulundu. Yapilan
lojistik regresyon analizi de uykuda solunum bozuklugunun,
PEN agisindan anlamli bir risk faktorii olabilecegini destek-
ledi. Anketin son bélimiinde yer alan DEHBden stiphelendi-
ren tiim semptomlar PEN’li grupta anlamli diizeyde yiiksek
bulundu. Genellikle ve yiiksek sesle horlama, kontrol gru-
bunda %19,3 iken; vaka grubunda %38,7 idi ve aradaki fark
istatistiksel acidan 6nemliydi. Bu sonuglar 1s1¢inda EN’nin
uykuda solunum bozuklugu olanlarda oksijen satiirasyonun-
da diisme ile iligkisini aragtiran detayli aragtirmalarin plan-
lanmasi ve bu konunun netlestirilmesi 6nerilebilir.

Calismamizda eniirezis ile astim ve atopik hastaliklar
arasindaki iliski de degerlendirilmistir. Bray 1931 yilinda, as-
timli ¢cocuklarda alerjik inhalanlar ve gidalardan kaginmanin
hem eniirezis hem astimi iyilestirdigini, bu nedenle eniirezi-
sin alerjik bir kokeni olabilecegini bildirmistir (35). Solunum
sistemi ile gastrointestinal sistemin, diiz kaslar1 araciligiyla
alerjenlerden daha fazla etkilenmis olabilecegi, mesane diiz
kasinin da benzer sekilde etkilenebilecegi ve spazmlar ile
fonksiyonel kapasitesinin azalarak eniirezise yol agabilecegi
belirtilmistir (36,37).

Tiirkiyede yapilan kesitsel tipteki bir vaka kontrol ¢a-
lismasinda, EN ac¢isindan olast risk faktorlerini belirlemek
amaciyla 6-14 yas arasindaki 506 astim tanili ve 380 astimi
olmayan ¢ocuk karsilastirilmig; astimli ¢ocuklarda EN pre-
valansi daha yiiksek bulunmustur (astimli ¢ocuklarda %26,
kontrol grubunda %11,5; p: 0,001). Lojistik regresyon ana-
lizinde, pozitif polen duyarlilig1 (p: 0,027 OR: 1,94), alerjik
rinit (p = 0,032 OR: 2,36) ve yiiksek eozinofil sayis1 (p = 0,004
OR: 1,40), astimli cocuklarda EN i¢in bagimsiz risk faktorleri
olarak belirlenmistir (38).

Danimarkada ti¢iincti basamaga sevk edilen tedaviye di-
rengli 7-16 yas arast 298 eniiretik ¢ocuk tizerinde yapilan bir
incelemede, eniiretik ¢ocuklarda astim ve kanitlanmis alerji
oOykiisiiniin kontrol grubuna kiyasla anlamli derecede daha
sik goriildiigii bildirilmistir (39). Yiiz bes eniiretik gocuk iize-
rinde yapilan ¢alismada; eniiretik erkek ¢ocuklarda saman
nezlesi, iirtiker, yiyecek alerjisi, ilag alerjisi ve siite karg1 into-
leransin istatistiksel olarak anlamli diizeyde daha sik goriil-
diigli saptanmustir. Ayni ¢alismada eniiretik kiz ¢ocuklarda
egzemanin kontrol grubuna gore anlamli olarak daha sik g6-
rildigh belirtilmistir (36). Mungan ve arkadaslari entirezisli

hastalarda eozinofilikkatyonik protein diizeylerinin kontrol
grubuna kiyasla 3-4 kat daha fazla oldugunu ve 10 farklh
gida tiiri arasinda soya fasulyesi ile findik alerjisinin daha
sik gozlendigini saptamiglardir. Calismada, izoflavonlardan
zengin soya fasulyesi ile beslenmenin idrarda bu maddenin
konsantrasyonunu arttirdigini, mesane duvarina yapistigini,
sonug olarak mesanenin fonksiyonel kapasitesini azalttigini
ve detrusorinstabilitesine neden oldugunu 6ne siirmiisler-
dir. Ayrica, diyetteki alerjenlerin ortadan kaldirilmasiyla bu
sorunlarin iyilestigini bildirmislerdir (5). Tayvanda 5-18 yas
aras1 8616 ¢ocuk {lizerinde yiiriitiilen vaka kontrol tipi bir
caligmada, alerjik hastaliklar ve uykuda solunum bozukluk-
larmin ¢ocukluk ¢ag1 nokturnalentirezisi ile iliskili oldugu
bulunmustur (40).

Tiirkiyede yiritillen PARFAIT (ThePrevalenceAnd Risk
Factors of Allergies in Turkey) ¢calismasinda ortalama preva-
lans astim igin %13,4 (%8,4- %18,4), alerjik rinit icin % 17,3
(%-12,8-%26,7) olarak belirlenmistir. PEN’i olan ¢ocuklarda
astim (%28,0) ve alerjik rinit (%33,0) prevalansinin daha sik
oldugu, lojistik regresyon analizi sonucunda ise atopik hasta-
liklardan sadece astimin PEN i¢in bir risk faktorii olabilecegi
bildirilmigtir (41). Caligmamizda ISAAC anketi kullanilarak
gruplar degerlendirildiginde; astim ve alerjik rinitinPEN’li
¢ocuklarda kontrol grubuna kiyasla anlaml diizeyde daha
sik oldugu goriildii. Ancak egzema ve alerjik rinokonjonkti-
vit agisindan anlaml bir farklilik bulunmada.

Sonug olarak, Bu ¢alismada PEN’li ¢ocuklarin uykuda
solunum bozuklugu, astim ve alerjik rinit ac¢isindan potan-
siyel olarak riskli olduklar1 sonucuna varilmistir.Bu birlikte-
ligin altinda yatan nedenlerin netlestirilebilmesi igin pato-
fizyolojik ¢alismalara ihtiyag duyulmaktadir. Arastirmanin
bir anket ¢aligmasi olarak dizayn edilmis olmasi nedeniyle,
sonuglarin giivenilirligi ve netligi acisindan klinik ¢alismalar
kadar giigli kanitlar ortaya konulamamistir. Bu durum aras-
tirmanin zayif yonlerinden biri olarak degerlendirilebilir.
Ancak elde edilen sonuglar ve dikkat ¢ekilmek istenen nok-
talar goze alindiginda bireysel, toplumsal ve bilimsel katkisi-
nin dnemli oldugu diisiiniilmektedir. Ailelerin ve ¢ocuklarla
ilgilenen hekimlerin bu konuda bilin¢lendirilmesi, entiretik
¢ocuklarin astim ve solunumsal hastaliklar agisindan deger-
lendirilmesinin saglanmasi ve alerjen gidalardan uzak tutul-
masi onerilebilir. Ailede EN 6ykiisiiniin ve stresli yasam olay-
larnin 6nemi bu ¢alisma ile de desteklenmistir. Ayrica tiim
diinyada ¢ocuklarda siklig1 giderek artan alerjik ve solunum-
sal hastaliklarin tek basina dahi biyomedikal yiikii olduk¢a
fazladir. Eniirezisin eklenmesi bu ¢ocuklari psikolojik a¢idan
da hassas hale getirebilmekte ve gelecek nesillere goriinenin
otesinde etki edebilmektedir. Bu nedenle stresli yagsam olay-
lar1 ile karsilasmis eniiretik bireylerin, koruyucu hekimlik
adina, ebeveyn olmadan 6nce bireysel psikoterapilerle des-
teklenmesinin, ¢ocuklarin entiretik olmalar1 tizerine etkisi
yapilacak prospektif caligmalar aracilifiyla arastirilmalidir.

TesekKiir: Degerli bilimsel ve teknik katkilarindan do-
lay1 Prof. Dr. Levent Cankorkmaz’a tegekkiir ediyoruz.
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Cikar Catismasi ve Finans Durumu: Bu ¢alisma Cum-

huriyet Universitesi Bilimsel Arastirma Projeleri (CUBAP)
tarafindan T-803 proje numarast ile desteklenmistir. Yazarla-
rin herhangi bir ¢ikar ¢atismasi bulunmamaktadur.

Arastirmacilarin Katki Oram Beyan Ozeti: Yazarlar

makaleye esit katki saglamis olduklarini beyan ederler.
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Arastirma Makalesi (Research Article)

Eriskin Kalp Cerrahisinde, ABO ve Rh Kan Gruplarimnin Inotropik Ajan
Kullanimi Uzerine Etkileri

Effects of ABO and Rh Blood Groups on Inotropic Agent Use in Adult Cardiac Surgery
Yavuz ORAK', Adem DOGANER?

! Kahramanmaras Sutcu Imam University Faculty of Medicine, Department of Anesthesiology and Reanimation, Kahramanmaras, Turkey

2 Kahramanmaras Sutcu Imam University Faculty of Medicine, Department of Biostatistics and Medical Informatics, Kahramanmaras, Turkey

Amag: Bu ¢aligmanin amaci, eriskin kalp cerrahisinde farkli kan gruplarinda inotropik ajanlarin intraoperatif ve postoperatif kullaniminin arastirilmasidir.

Gerec ve Yontemler: 15 Haziran 2017 ve 15 Kasim 2019 tarihleri arasinda kardiyopulmoner bypass (CPB) uygulanan hastalarin hastane bilgi yonetim
sistemi kayitlarini ve dosyalarini retrospektif olarak inceledik. Hastalarin yasi, cinsiyeti, kan grubu, tanisi, indiiksiyonda fentanil ve demizolam kullanimi,
CPB zamani, kros klemp zamani, ameliyat siiresi, intraoperatif ve postoperatif inotropik ajan kullanimi, postoperatif entiibasyon siiresi ve yogun bakim
yatis giin siiresini arastirdik.

Bulgular: ABO ve RH kan gruplari arasinda indiiksiyonda fentanil ve demizolam kullanimi, CPB zamani, kros klemp zamani, postoperatif entiibasyon
zamani, yogun bakim hastanede yatig giinii ve ameliyat siiresi agisindan fark yoktu. Postoperatif dopamin kullanimi kan grubu A, B ve O’da intraoperatif
kullanima gore daha yiiksekti (p=0.001, p=0.014, p=0.001). Postoperatif norepinefrin kullanimi1 A, B ve O kan gruplar1 arasinda intraoperatif kullanima
gore daha yiiksekti (p=0.001,p=0.025,p=0.002). Postoperatif nitrogliserin kullanimi kan grubu O’da intraoperatif kullanima gore daha yiiksekti (p=0.034).
Postoperatif dopamin, norepinefrin ve nitrogliserin kullanimi Rh (+) grubunda intraoperatif kullanima gore daha yiiksekti (p=0.001, p=0.001,p=0.011). Rh
(-) grubunda, postoperatif norepinefrin kullanimi intraoperatif kullanima gore daha yiiksekti (p=0.004). Rh (+) grubunda intraoperatif nitrogliserin kullanimi
Rh (-) grubuna gore daha yiiksekti (p=0.042).

Sonug¢: Calismamizda ABO ve Rh kan gruplarinda inotropik ajan kullanimi farklilik gosterdi.
Anahtar Kelimeler: ABO, Rh, inotropik ajan, Eriskin kalp cerrahisi

Abstract

Objective: The objective of this study was to investigate the intraoperative and postoperative use of inotropic agents in different blood groups in adult
cardiac surgery.

Material and Methods: We retrospectively analyzed the hospital information management system records and files of patients who underwent cardio-
pulmonary bypass (CPB) between June 15, 2017 and November 15, 2019.We evaluated the patients’ age, sex, blood group, diagnosis, use of fentanyl and
demizolam in induction, CPB time, cross-clamp time, operation time, use of intraoperative and postoperative inotropic agents, postoperative intubation
period, and day of intensive care hospitalization.

Results: There was no difference between the ABO and Rh blood groups in terms of use of fentanyl and demizolam in induction, CPB time, cross-clamp
time, postoperative intubation time, day of intensive care hospitalization and duration of surgery. Postoperative dopamine use was higher in blood groups
A, B, and O than its intraoperative use (p=0.001,p=0.014,p=0.001).Postoperative norepinephrine use was higher among A,B, and O blood groups than its
intraoperative use (p=0.001,p=0.025,p=0.002). Postoperative nitroglycerin use was higher in blood group O than its intraoperative use (p=0.034).The use of
postoperative dopamine, norepinephrine, and nitroglycerin was higher in the Rh (+) group as compared to intraoperative use (p= 0.001,p=0.001,p=0.011).
Postoperative norepinephrine use was higher in the Rh (—) group than in its intraoperative use (0.004).The use of intraoperative nitroglycerin in the Rh (+)
group was higher as compared to the Rh(-) group (p=0.042).

Conclusion: Our study found that the use of inotropic agents was different in ABO and Rh blood groups.
Key words: ABO, Rh, inotropic agents, adult cardiac surgery
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INTRODUCTION

There may be differences in ABO and Rh blood groups
in people because of their ethnicity and geography (1). Ac-
cording to the presence of antigens on the surface of eryth-
rocytes, blood groups are divided into different groups (2).
The ABO system is characterized by complex carbohydrate
molecules with A, B, and H antigens, whereas the O allele
does not encode a transferase enzyme (3). The antigens be-
longing to the ABO blood groups are found on the surface of
erythrocytes and platelets; vascular epithelium cells; intesti-
nal, cervical, and mammary gland; epithelium cells; plasma;
saliva; urine; milk; and feces. The presence of Rh D antigen
on erythrocytes causes individuals to be classified ‘Rh posi-
tive, whereas its absence causes the individuals to be classi-
fied as Rh negative (4). The prevalence of ABO alleles varies
among different populations. Researchers have observed a
relationship between some diseases and different genotypes
of ABO blood groups (5). In addition, research works have
most frequently reported cardiovascular diseases, gastroduo-
denal diseases, tumors, and infections in different genotypes
of ABO blood groups (6-8).

The first hours of patient care in the intensive care unit
after cardiac surgery is a very crucial period because different
hemodynamic changes may occur in this time. Therefore, he-
modynamic monitoring, administration of inotropic drugs
and vasopressors are critical check points during the assess-
ment of perioperative cardiovascular function. Inotropes and
vasopressors are the cornerstones of hemodynamic therapy.
Inotropic agents are used in 30-50% of patients to improve
their heart performance after open heart surgery and cardio-
pulmonary bypass (9-11).

The purpose of this study was to investigate the intraope-
rative and postoperative use of inotropic agents in different
blood groups in adult cardiac surgery.

MATERIAL and METHODS

The study was planned according to the principles of the
Helsinki Declaration. The Ethics Committee granted their
approval for this study protocol on March 18, 2020 (2020/06-
01). We performed our study on 192 patients who were extu-
bated within 24 hours of cardiopulmonary bypass (CPB) sur-
gery between June 15, 2017-November 15, 2019 in Depart-
mant of Anesthesiolgy, Faculty of Medicine, Kahramanmaras
Sutcu Imam University. Further, we retrospectively analyzed
the hospital information management system records and fi-
les of these patients who underwent CPB. We evaluated the
patients’ age, sex, body mass index (BMI), blood group, di-
agnosis, use of fentanyl and demizolam in induction, CPB
time, cross-clamp time, operation time, use of intraoperative
and postoperative inotropic agents, postoperative intubation
period, and day of intensive care hospitalization.

We aimed to investigate the effects of ABO and Rh blood
groups on inotropic agent use in adult cardiac surgery.

Statistical Analysis

We employed the Shapiro-Wilk test to examine the suita-
bility of the data for normal distribution. Further, we used the
Kruskal-Wallis H test for analyzing the comparisons among
the four blood groups in the non-normally distributed va-
riables. We used Mann-Whitney U test for the comparison
of two groups, and performed Wilcoxon test to compare the
parameters before and after the surgery. P <0.05 was conside-
red statistically significant for this study. We used IBM SPSS
version 22 program to evaluate the data of this study.

Table 1. Demographic structures of the patients and surgery

Age Median (Q1-Q3) 62 (50-69)
BMI Median (Q1-Q3) 26 (24.0-29.3)
Sex Female n (%) 79 (41.10)
Male n (%) 113 (58.9)
Surgery Aortic aneurysm n (%) 9(4.7)
Aortic stenosis n (%) 1(0.5)
ASD n (%) 15 (7.8)
Atrial myxoma n (%) 1(0.5)
AVR n (%) 15 (7.8)
AVR+MVR n (%) 11 (5.8)
AVR+TVR n (%) 1(0.5)
CABG n (%) 103 (53.6)
CABG+AVR n (%) 3(2.0)
CABG+MVR n (%) 6(3.1)
CABG+TVR n (%) 1(0.5)
MVR n (%) 16 (8.3)
MVR+TVR n (%) 5(2.6)
TVR n (%) 3(1.6)
VSD n (%) 2 (1.0)
ASD, atrial septal defect; AVR, aortic valve replacement; MVR, mitral valve replacement; CABG, coroner artery bypass graft; TVR,
tricuspid valve replacement; VSD, ventricular septal defect
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RESULTS

The mean age of the patients was 62 years, and the mean
BMI was 26. Our study had 79 (41.10%) female and 113
(58.90 %) male patients (Table 1).

Most of the patients had blood group A (84, 43.8 %).
There were higher number of patients with RH (+) (174,

90.6 %) than RH (-) (Table 2). We found that there was
no difference among the ABO blood groups in terms of use
of fentanyl and demizolam, CPB duration, cross-clamp time,
postoperative intubation time, intensive care hospitalization
time, and operation time (Table 3).

Table 2. Distribution of blood groups

N %
Blood groups A 84 43.8
B 32 16.7
AB 11 5.7
0 65 33.9
RH RH (+) 174 90.6
RH (-) 18 9.4

Table 3. Clinical parameters according to ABO blood groups

Blood groups

A (n=84) B (n=32) AB (n=11) O (n=65)

Median Q1 Q3 Median Q1 Q3 Median Q1 Q3 Median Q1 Q3 P
Fentanyl 250 200 350 250 200 350 250 200 300 |300 250 1362.5 |0.48
induction
(mcg)
Demizolam 4 3 5 4 3 5 4 3 5 400 3 4 0.64
induction
(mg)
CPB time 104 82 138 109 84 150 93 66 148 |99 83.5 130 0.59
(min)
CCT time 65.5 43 104 60 44 |95 50 32 73 |60 44 835 0.44
(min)
ET (min) 390 300 600 360 300 1600 360 285 1720 |390 300 480 0.91
ICDT 3 3 4.5 4 3 5 3 3 4 4 3 5 0.55
OT (min) 255 220 290 230 210 1240 220 192 285 | 240 210 300 0.12
Kruskal-Wallis H test; a:0,05; CPB, cardio pulmonary bypass; CCT, cross-clamp time; ET, extubation time; ICDT, intensive
care day time; OT, operation time.

Postoperative dopamine use was higher in blood groups
A, B, and O than its intraoperative use (p = 0.001, p = 0.014,
and p = 0.001, respectively). Postoperative norepinephrine
use was higher in blood groups A, B, and O than its intraope-

rative use (p = 0.001, p = 0.025, and p = 0.002, respectively).
Postoperative nitroglycerin use was higher in blood group O
as compared to its intraoperative use (p = 0.034) (Table 4).
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Table 4. Intraoperative and postoperative comparisons of inotropic agents (mg) used according to blood groups

Blood groups

A (n=84) B (n=32) AB (n=11) 0 (n=65)

Median Q1 Q3 Median Q1 Q3 Median Q1 Q3 Median Q1 Q3 P
Intraoperative | 28.00 12.00 44.00 29.04 12.00 41.30 |11.80 6.00 |24.00 24.00 16.00 40.00 0.287¢
dopamine
Postoperative 61.15 14.400 | 144.000 39.550 |18.600 |90.450 |23.200 .00 111.000 [42.150 20.900 |92.250 0.273*
dopamine
p° 0.001"* 0.014"* 0.327° 0.001"*
Intraoperative  |.300 .060 .720 .190 .054 .500 225 .120 |.480 .280 .080 .678 0.919¢
norepinephrine
Postoperative 3.150 .000 24.000 |.306 .000 12.700 | 1.560 .000 13.500 |.240 .000 14.800 |0.324*
norepinephrine
p 0.001°* 0.025°* 0,051° 0.002"*
Intraoperative |.00 .00 .00 .00 .00 .00 .00 .00 |.00 .00 .00 .00 0.646°
dobutamine
Postoperative .00 .00 .00 .00 .00 .00 .00 .00 |.00 .00 .00 .00 0.097¢
dobutamine
P 0.181° 0.500° 0.317° 0.484°
Intraoperative |.00 .00 .00 .00 .00 .00 .00 .00 |.00 .00 .00 .00 0.698*
epinephrine
Postoperative .0 .0 .0 .0 .0 .0 0 0 .0 0 0 0 0.270*
epinephrine
p 1.00° 1.00° 0.317° 0.715"
Intraoperative | 3.00 1.50 5.50 2.50 1.25 4.35 2.50 1.00 4.00 3.80 2.20 6.60 0.184°
nitroglycerin
Postoperative 1.00 .00 15.80 |.00 .00 17.60 | 1.50 .00 7.80 4.55 .00 16.25 [0.530°
nitroglycerin
p 0.315° 0.107° 0.407° 0.034"*
‘Kruskal-Wallis H test; "Wilcoxon test;a:0,05;* Statistically significant difference.

There was no difference among RH blood groups in ter-
ms of use of fentanyl and demizolam, CPB time, cross-clamp
time, postoperative intubation time, intensive care hospitali-
zation time, and operation time (Table 5).

The use of postoperative dopamine, norepinephrine, and
nitroglycerine was higher in the Rh(+) group than their int-
raoperative use (p = 0.001, p = 0.001, and p = 0.011, respe-
ctively). Postoperative norepinephrine use was higher in the
Rh (-) group than in its intraoperative use (0.004). The use of
intraoperative nitroglycerin in the Rh (+) group was higher
than in the Rh (-) group (p = 0.042) (Table 6).

DISCUSSION

Our study demonstrated that postoperative use of dopa-
mine and norepinephrine was higher in blood groups A, B,
and O than its intraoperative use. Postoperative use of nit-
roglycerin was higher in blood group O than its intraoperati-
ve use. Postoperative uses of dopamine, norepinephrine, and
nitroglycerin was higher in the Rh (+) blood group than in
intraoperative use. Postoperative norepinephrine use was hi-
gher in the Rh (-) blood group than in its intraoperative use.

Intraoperative nitroglycerin use was more in Rh (+) blood
group than in Rh (-) blood group.

Although different studies have been conducted about
the blood group, as far as we know, our study is the first one
in the literature to demonstrate the use of intraoperative and
postoperative inotropic agents of different blood groups in
adult cardiac surgery. A study that was conducted to deter-
mine the anesthetic effects of propofol among blood groups
demonstrated that the measured values of mean arterial pres-
sure and heart rate were higher in the patients with blood
group B. Moreover, the bispectral index values were higher
in patients with blood group A (12). Another study showed
that after the placement of left ventricular assist device, there
was no significant difference in blood transfusions between
blood group O and non-O blood group in the intraoperative
and postoperative periods between 7 and 90 days. In addi-
tion, there was no significant difference in the hematocrit
values during the implantation of chest tube in the first 24
hours or within the first 48 hours after surgery (3). A Nordic
cohort study that was conducted on patients with acute type
A aortic dissection demonstrated there was no association
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Table 5. Clinical parameters according to Rh groups

Rh

Rh (+) (n=174) Rh (-) (n=18)

Median Q1 Q3 Median Q1 Q3 p
Fentanyl induction 250.00 200.00 350.00 275.00 200.00 425.00 0.773
(mcg)
Demizolam induction 4.00 3.00 5.00 4.00 3.00 4.00 0.721
(mg)
CPB time (min) 101.00 82.00 133.00 127.50 88.00 181.00 0.080
CCT (min) 60.00 43.00 90.00 74.00 49.00 147.00 0.095
ET (min) 390.00 300.00 540.00 360.00 300.00 420.00 0.399
ICDT 3.50 3.00 5.00 3.00 3.00 4.00 0.365
OT (min) 240 210 285 284 210 330 0,113
Mann-Whitney U test; CPB, cardio pulmonary bypass; CCT, cross-clamp time; ET, extubation time; ICDT, intensive care
day time; OT, operation time

Table 6. Intraoperative and postoperative comparison of inotropic agents used according to Rh blood groups

Rh

Rh (+) (n=174) Rh (-) (n=18)

Median Q1 Q3 Median Q1 Q3 P
Intraoperative dopamine 24.00 12.00 40.00 34.00 21.00 43.50 0.215°
Postoperative dopamine (mg) |43.400 14.400 126.000 48.150 21.900 140.000 0.750°
p 0.001"* 0.148"°
Intraoperative norepinephrine |.280 .080 .645 290 .090 .745 0.720*
(mg)
Postoperative norepinephrine |.800 .000 16.900 2.400 .360 13.500 0.334*
(mg)
p 0.001" * 0.004" *
Intraoperative dobutamine .00 .00 .00 .00 .00 .00 0.277°
Postoperative dobutamine .00 .00 .00 .00 .00 .00 0.904°
(mg)
p 0.249° 0.180°
Intraoperative epinephrine .00 .00 .00 .00 .00 .00 0.411*
Postoperative epinephrine(mg) | .00 .00 .00 .00 .00 .00 0.263°
p 0.735" 0.317°
Intraoperative nitroglycerin | 3.16 1.61 5.55 2.00 .00 3.39 0.042° *
(mg)
Postoperative nitroglycerin 2.15 .00 16.40 1.00 .00 9.00 0.558*
(mg)
p 0.011° * 0.363"°
‘“Mann-Whitney U test; "Wilcoxon test; a:0,05;* Statistically significant difference.

among surgical incidence, postoperative complications, and
survival among the ABO blood groups (13). Komatsu et al,
showed that there was no increase in postoperative blood
loss in blood group O, and less erythrocytes (RBC) transfusi-
ons were required intraoperatively in blood group O than the
non-O blood group (14). Contrary to this study, Mazzeffi et
al, showed that in 111 patients who underwent extracorpo-

real membrane oxygenation, erythrocytes (RBC) transfusion
in individuals with blood group O needed a higher rate of
transfusion than non-O blood group individuals (15). Pa-
tients with blood group O were more likely to develop blee-
ding complications (16).

It is known that dopaminergic and noradrenergic sys-
tems play vital roles in addiction, drug abuse, impulsivity,
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and socially unacceptable behavior (17-18). Some studies
have showed that subjects with blood group O have pro-
duced more norepinephrine than subjects with other ABO
blood groups (17). A study that investigated the correlation
between blood groups and opioid addiction revealed that
there was a relationship between D2 receptors and psycho-
active substance dependence. Moreover, this study showed
that the frequency of the A1A1 genotype was significantly
higher among people with opium addiction (19). Another
study that investigated the relationship between psychiatric
disorders and ABO blood groups showed an patients belon-
ging the blood group AB have an increased tendency to de-
velop psychiatric disorders (5). Rinieris et al, pointed out that
there is a negative relationship between blood group A and
bipolar affective disorder (20). Another study found a relati-
onship between blood group A and unipolar depression (21).
A different study found difference in the incidence of cancer
in different blood groups (22). A group of researchers found
reduction in the risk of esophageal carcinoma (EC) in indi-
viduals with blood group O (23). Patients with blood group
B had a higher risk of developing EC. However, there was
no significant relationship between individuals with blood
groups A and AB (24). Another study reported a positive re-
lationship between blood group A and the risk of pancreatic
cancer (25).

In December 2019, there was an outbreak of an unknown
pneumonia epidemic in Wuhan, Hubei Province, China.
Chinese scientists have confirmed that this outbreak was
caused by a new virus. The World Health Organization na-
med this disease as coronavirus disease 2019 (2019-nCoV or
SARS-CoV-2 or COVID-19) (26). In this new COVID 19,
blood group A was associated with an increased risk for infe-
ction, whereas blood group O was associated with a reduced
risk (27).

Limitations of our study: The different number of cases
in the blood groups and the retrospective nature of this study
constitute the two major limitations of our study.

As a conclusion, It has been observed in studies that some
diseases occur more frequently in different blood groups. The
uses of blood transfusion and inotropic agents are very com-
mon in CPB surgeries. In our study, we observed a difference
in the use of inotropic agents in ABO and Rh blood groups.
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Arastirma Makalesi (Research Article)

Postmenopozal Vulvovajinal Atrofi Saptanan Kadinlarda Fraksiyonel CO2
Lazer (Femilift™) Tedavisinin Etkinligi: Turkiye’den Tek Bir Merkezin On
Sonuclan

The Efficacy of Fractional CO: Laser (Femilift™) Treatment in Postmenopausal Females with
Vulvovaginal Atrophy: Preliminary Results From A Single Center in Turkey

Zeyneb BAKACAK

Department of Obstetrics and Gynecology, Jinest Klinik, Kahramanmaras, Turkey.
Ozet

Amag: Etyolojisinde hipodstrojenemi olan Vulvovajinal atrofiye (VVA) bagl gelisen vajinal laksite, kuruluk, disparoni, kasinti, yanma, idrar kagirma gibi
semptomlar postmenopozal kadnlar arasinda sik goriilen ve yasam kalitesini azaltan durumlardir. Bu ¢alismamizda bu olgularda uyguladigimiz CO: lazer
tedavisinin etkinligini ve bu tiir tedaviyle ilgili olas1 yan etkileri degerlendirmeyi amagladik.

Gereg¢ ve Yontemler: 48-72 yaslar1 arasinda VVA sikayetleri olan ve buna yo6nelik 4-6 hafta ara ile toplam 3 seans CO: lazer tedavisi uyguladigimiz 30
hastanin klinik muayene ve tedavi kayitlari retrospektif olarak incelenmistir. Tiim hastalarin ilk lazer seansindan once ve son seanstan 4 hafta sonra VVA
semptomlar1 gorsel analog skala (VAS) kullanilarak degerlendirilmistir.

Bulgular: Olgularin VVA semptomlar1 olarak kuruluk, agrili cinsel iliski, vajinal yanma, kasint1 ve vajinal introitus agris1 agisindan VAS skorlar1 degerlen-
dirildiginde her 5 semptom igin de tedavi sonrasi skorlarda istatistiksel olarak anlamli diizeyde diisiisler tespit edilmistir.

Sonug: VVA sikayetleri olan ileri yas olgulara yonelik yapilan CO: lazer tedavisi sikayetlerde kayda deger oranda yan etki goriilmeden anlamli diizeyde
azalma saglar. Boylece uzun siireli lokal 6strojen kremleri kullanmak istemeyen ve meme ve genital jinekolojik kanser ge¢misi olup lokal dstrojen kullan-
mas1 kontrendike olan hastalarda giivenilir bir alternatif olabilir.

Anahtar Kelimeler: Vulvovajinal atrofi, CO:2 lazer tedavisi, Hipodstrojenemi, Postmenopozal kadmlar

Abstract

Objective: Symptoms, such as vaginal laxity, dryness, dyspareunia, itching, burning, and urine leakage, associated with vulvovaginal atrophy (VVA) with
hypo-osteogenesis etiology, are frequently seen in postmenopausal females, and they diminish quality of life. This study aimed to evaluate the efficacy of
CO:2 laser treatment in these cases and to evaluate the potential side-effects related to this type of treatment.

Material and Methods: A retrospective examination was made of the clinical examination and treatment records of 30 patients, aged 48—72 years, who
presented with VVA complaints and underwent COz laser treatment for a total of three sessions at intervals of 4-6 weeks. The VVA symptoms of all the
patients were evaluated using a Visual Analog Scale (VAS) before the first laser session and 4 weeks after the final session.

Results: The VVA symptoms of dryness, painful sexual relations, vaginal burning, itching, and vaginal introitus pain were evaluated with VAS scores; a
statistically significant reduction was determined in all five symptoms after CO, laser treatment.

Conclusion: A significant reduction was obtained in the VVA complaints with no significant side-effects following the application of CO, laser treatment for
VVA cases in the postmenopausal females. Thus, this treatment can be considered to a reliable alternative for patients who do not wish to use local estrogen
creams long-term, those with a history of breast or gynecological cancer, and those with contra-indications for the use of local estrogen.

Keywords: Vulvovaginal atrophy, CO, laser treatment, Hypo-oestrogenemia, Postmenopausal females

Yazisma Adresi: Zeynep BAKACAK, Jinest Klinigi, Kahramanmaras, Tiirkiye, Telefon: +90 532 5512142, Mail: zeynebbakacak46@gmail.com
ORCID No: 0000-0002-6746-0939

Gelis tarihi: 10 Eylil 2020

Kabul tarihi: 14 Eylil 2020

DOI:10.17517/ksutfd. 793032

KSU Medical Journal 2021;16(1) : 96-100 m KSU Tip Fak Der 2021;16(1): 96-100



BAKACAK Z.

INTRODUCTION

Conditions, such as menopausal genitourinary syndrome
and vulvovaginal atrophy (VVA), are frequently seen in me-
nopausal females (1). Both structural and functional changes
occur due to a decrease in estrogen in the vulva and vagina,
including thinning of epithelial tissue, decreased elasticity of
the vaginal walls, a significant increase in pH, proliferation
of pathogenic bacteria, and an increased risk of infections.
Women in this age group may present with one or more cli-
nical symptoms, such as vaginal laxity (71%), dryness (83%),
dyspareunia (42%), itching (26%), burning (14%), urine le-
akage (30%), infections (17%), vaginal introitus pain (11%),
and recurrent bleeding (15%) (2).

Over time, vaginal atrophy can worsen and quality of life
may be negatively affected, with 75% of women reporting a
significant worsening in quality of life (3). Distancing from
their social network has been reported by 13% of women
with vaginal atrophy, loss of confidence has been reported
by 26% of these women, and greater difficulty in sexual in-
tercourse has been reported by 40% of these women (3, 4).

There are different treatments for urogenital syndrome
and especially for VVA. Although vaginal estrogen is the
gold standard treatment for atrophy, it is contraindicated in
estrogen-sensitive women with a history of breast or gyne-
cological cancer. Selective estrogen receptor modulators that
have an effect on the vaginal wall, vaginal lubricants, and
hyaluronic acid-based creams are other widely-used treat-
ments (5).

In the past 10 years, CO2 laser treatment has been used
as a new, non-hormonal approachapproved by the US Food
and Drug Administration (FDA) for the prevention and tre-
atment of VVA. Fractional CO: laser treatment re-stimulates
collagen and extracellular matrix synthesis. The micro-ab-
lative effect of fractional CO: laser treatment stimulates the
interaction of heat shock proteins that activate fibroblasts for
the production of other extracellular matrix components,
such as proteoglycans and glycosaminoglycans (6). Of the
factors stimulating angiogenic activity with the effect of the
CO:2 laser, there is an increase in transforming growth factor
beta (TGF-B) and epidermal growth factor (EGF) (7).

The renewal process associated with the laser light be-
gins within 48-72 hours (early phase) after laser treatment;
in the progressive phase, which occursin the next 30 days,
collagen and extracellular matrix production begins. After
approximately 40 days, collagen fibers and new elastic fibers
are combined in the remodeling stage (8). Thus, repair and
renewal occur in the vaginal mucosa and in the connecti-
ve tissue surrounding the mucosa; consequently, the VVA
symptoms can be decreased.

The present study aimed to determine the efficacy of CO:
laser treatment in postmenopausalfemales with clinical fin-
dings and symptoms of VVA, and to evaluate the possible
side-effects of this type of treatment.

MATERIAL and METHODS

The study was planned according to the principles of the
Helsinki Declaration. Approval for the study was granted by
the local Ethics Committee. A retrospective examination was
made of the clinical examination and treatment records of 30
patients, aged 65-77 years, who presented with VVA comp-
laints, such as vaginal burning, pain, itching, painful sexual
intercourse, and vaginal dryness, and who underwent CO:
laser treatment. If urinary or vaginal infections were deter-
mined, they were addressed with medical treatment before
the CO: laser treatment began.

The VVA symptoms (dryness, painful sexual intercourse,
vaginal burning, itching, and vaginal introitus pain) of all the
patients were evaluated using a Visual Analog Scale (VAS)
before the first laser session and 4 weeks after the final ses-
sion. The patients were instructed to indicate the intensity of
the symptoms with VAS scoring on a scale of 0 to 10, where
0=no discomfort and 10 = maximum discomfort.

Informed consent was obtained from all the patients. Th-
ree CO: laser treatment sessions were administered using a
FemiLift CO2 laser (Alma Laser, Caesarea, Israel) with mic-
ro-ablative COz2 laser energy (30-Watt Dot power, 1000 pm
Dot spacing). The laser treatment was applied to the vagina
three times during each treatment session. After each full
rotation of the probe, it was turned and withdrawn 1 cm to
ensure application of the treatment to the entire vaginal ca-
nal. No unbearable pain was reported by any patient. Each
treatment session lasted approximately 15 mins. Following
the procedures, the patients were advised to avoid sexual
intercourse for 1 week. The same protocol was applied in
the second and third sessions, which were administered at
4-6-week intervals. No creams or vaginal lubricants were re-
commended during or after the laser sessions. None of the
patients required local anesthesia. The patients were instru-
cted to report any bleeding, discharge, or pain in the period
following the treatment.

Statistical Analysis: Data obtained in the study were
analyzed statistically using IBM SPSS for Windows, vn 22.0
software (IBM Corporation, Armonk, NY, USA). Quantitati-
ve data were stated as mediantstandard deviation (SD) and
median + interquartile range (IQR) values. In the variance
analysis of repeated measurements, the Repeated Measures
ANOVA with Bonferroni test was used, and in the compari-
sons of the paired groups, Tukey’s Honestly Significant Diffe-
rence (HSD) test was used. A value of p<0.05 was accepted as
statistically significant.
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RESULTS

The demographic data of the 30 patients in the study, such
as age, age at menopause, and natural or surgical menopause,
are shown in Table 1. In the evaluation of the VAS scores
before the first laser session and 4 weeks after the final laser
session, a statistically significant decrease was found in the

scores after treatment for all five VVA symptoms: dryness,
painful sexual intercourse, vaginal burning, itching, and va-
ginal introitus pain (p<0.001, for all) (Table 2, Figure 1).
In the evaluation of side-effects, 10 patients reported vaginal
discharge at a level giving discomfort starting a few days after
the procedure.

Table 1. Demographic characteristics of the patients

Patients enrolled 30

Median age (Years) 57(54-67)
Median age of menopause (Years) 47.7 +£6.34
Parity 3.76 £3.12
Patients with natural menopause (%) 27/30 (90 %)
Patients with surgically menopause (%) 3/30 (10 %)

Table 2. Symptoms pre- and post-treatment

Pre-treatment VAS score Post-treatment VAS score P value

after two sessions
Vaginal burning 6,1 1,3 <0.001
Pain at the vaginal orifice 8 2,9 <0.001
Itching 6,7 1,5 <0.001
Dyspareunia 8,7 3,5 <0.001
Dryness 8,1 2,9 <0.001

Pre- and post-treatment symptoms

L T N T o T I - T L I

Vaginzal burning Painatthe wvaginal

orifice

Itching

Cyspareunia

B Pre-trestment M Post-treatment

Figure 1. VVA symptoms before and after CO, laser treatment.
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DISCUSSION

The results of this study showed CO: laser treatment sig-
nificantly reduced all the VVA symptoms. The micro-ablative
fraction CO: laser uses water in the tissue as a chromophore
to create heat in the genital mucosa, and this heat induces
the formation and remodeling of collagen and elastin. The
heat also increases neovascularization in the vaginal wall and
stimulates some tissue growth factors. Consequently, vaginal
epithelial thickening starts in the first month of treatment,
and in the connective tissue below the epithelium, formati-
on of papillae entering the epithelium begins. The increasing
angiogenesis in epithelial cells provides an increase in gly-
cogens.

Increasing glycogen results in decreased pH and an incre-
ased number of Lactobacillus vaginalis. The increasing sub-
mucosal vascularity results in an increase in the collagen and
elastin fibers in this region. All these changes eliminate clini-
cally pale and friable mucosa, and vaginal laxity is replaced
by a tightened vagina. The lost vaginal rugation is re-formed,
lubrication increases, pH decreases, and the vaginal micro-
biota normalize. Thus, symptoms, such as vaginal dryness,
dyspareunia, itching, burning, urine leakage, infections, and
vaginal introitus pain, are relieved (9, 10).

Almost all the studies in the literature on CO:2 laser treat-
ment for VVA complaints are case-control studies. To evalu-
ate the efficacy of treatment, three different methods, histo-
pathological examinations (11), physician assessments (12-
14), and subjective patient reports (15, 16), have been applied
in these studies. In a study by Samuels and Garcia, vaginal
biopsies were obtained from postmenopausal women before
treatment and 3 months and 6 months after three sessions
of treatment for histopathological examination to evaluate
treatment success. In the third month, increased collagen
and elastin, thicker mucosal epithelium, and a better degree
of surface maturation were observed in all patients. In the
sixth month, an increase in submucosal vascularity and the
amount of collagen and fibrin fibers in the submucosal tissue
was seen (11).

We developed a task that assessed treatment success th-
rough physician assessments, Athanasiou et al. determined
an increase in vaginal pH acidity and an increase from 30%
to 79% in Lactobacillus vaginalis in the vaginal flora (12),
whereas Sokol et al. reported no change in vaginal pH (13).
Bercopi et al. examined the effect of vaginal CO: laser tre-
atment on vaginal immunity; they reported an increase in
vaginal cytokines and growth factors interleukin (IL)-18,
leukemia inhibitory factor (LIF), and macrophage colony sti-
mulating factorM-CSF and a decrease in pro-inflammatory
and inflammatory factors IL-1ra, IL-2, IL-7, IL-9, IL-13, eo-
taxin, GM-CSE, and regulated on activation, normal T cell
expressed and secreted (RANTES) after treatment (14).

As in the current study, subjective patient reports have
most often been used to evaluate treatment success. To-
var-Huamini et al. (15) and Behnia-Willison et al. (16) eva-

luated VVA-related genitourinary symptoms on a 10-point
VAS, which was also used in the current study. Following
three sessions of treatment, significant improvements were
determined in both genitourinary symptoms and sexual fun-
ctions. The only randomized, double-blinded, placebo-cont-
rolled study of VVA symptoms in the literature was publis-
hed in 2018 by Cruz et al. (17). In that study, 45 patients were
randomly separated into three groups (15 patients in each):
a laser treatment only group, a laser+ local estrogen group,
and a local estrogen only group. The Vaginal Health Index
(VHI), VAS, Female Sexual Function Index, and Maturation
Value of Meisels were used to evaluate the treatment results.
Significant improvements in symptoms were determined in
all three study groups in the evaluations conducted 8 weeks
and 20 weeks after treatment. It was concluded that laser tre-
atment is a reliable and effective treatment option in patients
with these types of symptoms for whom estrogen use is cont-
raindicated.

In the literature related to fractional CO: laser treatment,
vaginal discharge (16), urinary system infections (14, 18),
dysuria (11), burning sensation (18, 19), and adverse effects
related to the placement and movement of the probe (14)
have been reported. However, these adverse effects have been
reported at very low rates, and some patients have recove-
red in a short time with medical treatment and some only
required short-term follow-up. In the current series, the only
adverse effect observed was vaginal discharge caused by the
shedding of epithelial cells from the vaginal mucosa and the
accompanying exudate, which was part of the regeneration
process. This condition recovered spontaneously in all cases
within approximately 1 week without application of any me-
dical treatment.

This study had some limitations. The primary limitation
was its retrospective design, as it was not a prospective study
with a control group. Another limitation was that there was
no histopathological examination of the histological changes
in the vaginal walls to show vaginal improvement after treat-
ment. Vaginal pH as another marker of response to treatment
was not measured, and the change in the amount of Lacto-
bacillus vaginalis was not investigated. Finally, no long-term
results were reported for any of the patients. However, this
study only aimed to present the preliminary results of VVA
cases in which CO: laser treatment was used.

In conclusion, a significant reduction in the VVA comp-
laints was achieved, with no significant side-effects, following
the application of CO:2 laser treatment for VVA cases in the
postmenopausal females. Therefore, laser treatment can be
used as a reliable alternative for patients who do not wish to
use local estrogen creams long-term, those with a history of
breast or gynecological cancer, and those with contraindica-
tions for the use of local estrogen.
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Egitim Diizeyi Kisirhikta Destekleyici Tedavi Yontemini Belirleyen ve
Etkileyen Bir Faktordiir

Education Level is a Factor That Determines and Affects The Supportive Treatment Method in
Infertility
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Ozet

Amag: Bu caligmada infertil hastalarin destekleyici tedavi yontemlerine bakisini, neler kullandiklarini ve bunlarin egitim diizeylerine bilgiye nasil erisdikle-
rini aragtirmay1 planladik. Literatiirde bu konuda bilgi eksigi oldugu, hastalarin net bilgileri olmadanbu tedavileri kullandigini diisiindiik. Bu sekilde hastalari
tedavi konusunda daha iyi aydinlatarak infertil hastalardaki basar1 sansimizi arttirmay1 planladik.

Gereg ve Yontemler: Bu caligma Kahramanmaras Siitgii imam Universitesi Tip Fakiiltesi Kadin Hastaliklar1 ve Dogum ABD tiip bebek iinitesine bagvuran
farkl1 yas, sosyo-ekonomik diizey ve demografik 6zelliklere sahip 300 hastay: igeren yiizyiize yapilmis kesitsel bir anket ¢alismasidir.

Bulgular: Katilimcilarin ¢gogu 20-30 yaslari arasinda idi ve ¢ogunun destek tedavileri hakkinda hicbir bilgisi yoktu. Egitim eviyesi arttik¢a, doktordan 6g-
renme seviyesinin, internet, medya ve diger iletisim araglari ile bilgiye ulasimin arttigin1 sogan suyu zencefil, karabas otu, kullanimin azaldigini, probiyotik,
aloe vera kullanimin arttigini gozlemledik.

Sonug: Infertil hastalaringocuk istemi igin aldiklari tedavilerde tibbi tedavinin yani sira destek tedavileri arama ihtiyaci duyduklar ve egitim diizeyi diisiik
olanlarda hastanin yakin gevrelerinin etkili oldugu, egitim seviyesi arttikcada kitle iletisim araglarinin bilgiye ulasmada etkili olduklarini gdzlemledik.

Anahtar Kelimeler: Fitoterapi, Bitkisel tedaviler, Tamamlayici tedaviler, Infertilite
Abstract

Objective: In this study, we planned to investigate the view of infertile patients to supportive treatment methods and their use according to their education
level and how they access information. We thouht that there was a lack of information on this subject in the literature and that patients used these treatment
wiyhout clear information

Material and Methods: It is a cross-sectional survey survey involving 300 patients of different ages, socio-economic levels and demographics who applied
to kahramanmaras siitciiimam university IVF unit.

Results: Most of the participants were between the ages of 20-30 and the majority of the illiterates had no information on support treatment, but they recei-
ved the most information from the doctors. We found that as the level of education increases, the level of knowledge increases, and the level of learning from
doctors as well as the internet, media and communication tools increases. The use of onion juice, chaste grass, ginger, karabas grass decreased as the level
of education increased, while the use of probiotics and aloe-vera increased as the level of education increased proportionally. Manipulative and body-based
treatments (massage, etc.), body-mind therapy (hypnosis, relaxation, etc.) as supportive treatment methods were found to increase as the level of education
increased proportionally.

Conclusion: We have concluded that infertile patients feel the need to seek support treatments as well as medical treatment and when deciding which treat-
ment to choose, the near environment, relatives are effective in those with low education levels, and the internet and mass media are more used as education
levels increase

Keywords: Phytotherapy, Infertility, Herbal Medicine, Complementary Therapies
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INTRODUCTION

Infertility is a condition in which women under the age
of 35 are unable to conceive for at least one year despite
non-protective sexual intercourse (1). It is colloquially called
‘infertility, meaning inefficiency. The instinct to ensure the
survival of the generation is the most basic instinct found in
all living things, reproductive function gains great significan-
ce and infertility is a major health problem in all societies (2).
In our country, the inability to have children is interpreted as
a lack of women and therefore women are under more pres-
sure (3).

Infertility is known to be caused by many anatomical,
physiological and psychological reasons, but it affects part-
ners equally regardless of the cause (1). For couples, infer-
tility is a chronic stress factor, the extended diagnosis and
treatment period also contributes to the stress is known (4).
Couples remain under peer pressure, and are forced to share
their special problems with their families and their close en-
vironment, and even they are beginning to move away from
each other (5). It is known to cause mood disorders such as
loss of self-confidence, feeling of guilt and deficiency, depres-
sion, anxiety, despair in spouses (6). Infertility is not actually
a disease, but it is a serious social problem that directly affects
partners and society (5).

Since infertility treatment is a very complex and long-
term treatment, it is thought that individuals should be sup-
ported psychologically (5). Since it is so effective, spouses
can refer to alternative treatment methods as well as medical
treatment in order to find a solution (7). As alternative treat-
ment method they are experimenting with supportive treat-
ment methods where the plants are used (8).

It is known that the frequency of supportive treatment in
infertility varies according between countries (9). However,
in recent years it is known that in many developing and in-
dustrialised countries the frequency of use of supportive tre-
atment aspects has increased (10). Our aim in this study is to
determine the frequency of the use of supportive treatment
methods of women admitted to our center due to infertility
and its relationship with educational levels.

MATERIAL and METHODS

The study was planned according to the principles of the
Helsinki Declaration. The study was approved by the Kahra-
manmaras Sutcu Imam University Medical Faculty Faculty
of Medicine Ethics Committee at 07.03.2018 with the appro-
val number 89621. This study is a cross-sectional survey, was
carred out Kahramanmaras Sutcu Imam University Medical
Faculty IVF init, implemented on the infertility patients
with different demographic characteristics and agree to par-
ticipate the survey in which they answered a face to face qu-
estionnaire that was set by us. Patients were randomly sele-

cted. During the research phase, 20 minutes is given to each
participant to answer the questions prepared by us face to
face. The study consisted of 300 patients randomly selected
from different age group socio-demographic levels and edu-
cational levels. Patients who do not want to participate in the
study were excluded from the study. The questionnaire was
prepared to include 35 questions in a multiple choice style.
The questions and the answers were read to the patiets and
they were asked that which answer was elegant.

Statistical Analysis: Statistical parameters of categorical
variables were expressed with frequency (n) and ratio (%) in
the evaluation of the data. The frequency distribution rela-
tionship of groups according to variables was examined by
Chi-square test and the Fisher exact test. A p value of <0.05
was considered as statistically significant. Statistical analysis
was performed using SPSS version 22.0 software (IBM SPSS
for Windows version 22, IBM Corporation, Armonk, New
York, United States).

RESULTS

The majority of applicants were found to be between 20
and 30 years old, university educated, the majority did not
work and did not have children (Table 1).

It was found that while the majority of illiterates did not
have information about the supportive treatment, they re-
ceived the most information from doctors about this topic.

(Table 2).

With 0.05 Chi-square value, this relationship is statisti-
cally significant.

We found that as the level of education increases, the le-
vel of knowledge increases, and the level of learning from
doctors as well as the internet, media and communication
tools increases. For the effectiveness of supportive treatment
methods, it was found that while the majority of the illite-
rate had no idea, the number of those who thought useful
and partially useful increased as education level increased

(Table 3).

With 0.05 Chi-square value. This relationship is statisti-
cally significant

The difference in the distribution of thoughts on the effe-
ctiveness of supportive treatment methods according to the
level of education was found statistically significant.

The use of onion juice, chaste grass, ginger, karabas grass
decreased as the level of education increased, while the use
of probiotics and aloe-vera increased as the level of educa-
tion increased proportionally. Manipulative and body-based
treatments (massage, etc.), body-mind therapy (hypnosis, re-
laxation, etc.) as supportive treatment methods were found
to increase as the level of education increased proportionally

(Table 4).
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Table 1. Socio-demographic characteristics of the participants

Age under 20 years 18 5.5
20-30 years 112 345
30-40 years 96 29.5
40-50 years 62 19.1
over 50 years of age 37 11.4
Educational Level Iliterate 6 1.8
Primary school 78 24
Secondary school 45 13.8
High school 72 222
University 102 31.2
Postgraduate 22 6.8
Employment status Employed 137 422
Unemployed 188 57.8
Number of children No 173 53.2
1 57 17.5
2 67 20.6
3 and more 28 8.6

Table 2. The relationship between education level and where they get information about the supportive

treatment.

Where did you get Educational Level
information about the Illiterate | Primary Secondary  High school | University | Postgraduate
supportive treatment? Rehool school

% N % n % N % n | % n | % P
I have no information 3 50 15 19,2 |9 20 10 13,9 |21 |20,6 3 13,6 0,084
Doctor 2 333 |23 29,5 |15 333 17 23,6 |22 (21,6 |2 9,1
Internet 0 |00 3 3,8 4 8,9 15 20,8 |21 |20,6 |6 |273
Media channel (TV, 0 |00 14 17,9 |3 6,7 12 16,7 12 11,8 6 27,3
newspaper, internet)
Through the person 1 16,7 |17 21,8 |11 24.4 17 235 |18 17,6 |4 18,2
(relatives, friends, etc.)
Through herbalist 0 |00 0 0,0 1 2,2 0 00 2 |20 1 |45
Through other people who 0 | 0,0 6 7,7 2 4,4 1 1,4 6 5,9 0 0,0
have the same disease
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Table 3. The relationship between education level and where they get information about the supportive

treatment.

What are your thoughts Educational Level

on the effectiveness of  Tlliterate | Primary school | Secondary | High school  university @ Postgraduate
supportive treatment sdheall

TGHIEEE n % |n % |n % N % N |% n |% |P
Helpful 1 16,7 |27 34,6 16 356 27 37,5 36 1353 |6 27,3 10,001*
Unhelpful 0 0,0 8 10,3 0 0,0 2 2,8 2 2,0 2 9,1

Partly helpful 0 0,0 19 24,4 13 28,9 32 44,4 45 44,1 11 50

partly unhelpful 1 16,7 |2 2,6 0 0,0 2 2,8 1 1,0 1 4,5

I have no idea 4 66,7 |22 28,2 16 35,6 9 12,5 18 17,6 2 9,1

Table 4. The relationship between education level and using the supportive treatment methods

Which supportive treatment Educational Level
method have you used before? Illiterate | Primary  Secondary | High school | University | Postgraduate
school | school
n % N % |n % N % |N % n % p

onion juice I used 2 /33,3 43 551 18 |40 28 38,9 130 29,4 |3 |13,6 0,002*
Neverused |4 66,7 35 44,9 27 60 44 61,1 72 70,6 |19 86,4

Probiotics I used 000 |2 26 |1 2/ 4 56 |8 78 |6 27,3 0,001*
Never used 6 100 76 97,4 44 97,8 68 94,4 194 92,2 |16|72,7

Aloe Vera I used 0 00 1 1,3 1 2/ 3 42 |6 59 |4 |18,2 0,029*
Never used 6 100 |77 (98,7 |44 97,8 69 95,8 196 94,1 18 81,8

Karabas grass I used 1 /16,7 10 12,8 1 W) 3 4,2 |2 2,0 |2 |91 0,025%
Neverused |5 83,3 68 87,2 44 978 69 95,8 |100 |98 20 90,9

Chaste grass I used 21333 |6 7,7 |5 11,1 2 2,8 |2 2,0 0 0,0 0,003*
Neverused |4 66,7 72 92,3 40 889 70 97,2 1100 |98 22100

Ginger I used 00,0 8 10,3 4 8,9 12 16,7 |32 31,4 |9 40,9 0,001*
kullanmadim |6 100 (70 89,7 41 91,1 60 833 70 68,6 13591

Manipulative I used 0 00 0 |00 (O 0,0 0 0,0 |2 2,0 |4 |18.2 0,001*

and body-based

treatments Never used 6 100 78 |100 |45 100 72 100 |10 98 18 81,8

(massage etc.)

Body-mind I used 000 0 00 0 00 0 00 |2 120 |3 136 0,001*

therapy (hypnosis

relaxation etc.) Never used 6 100 78 |100 |45 100 72 100 |10 98 19 | 86,4

With 0.05 Chi-square value, this relations is statistically
significant. The distributional difference in the of onion juice
was found significant to the level of education. The distri-
butional difference in probiotic use was found significant to
the level of education. According to the education level, the
distributional difference in the use of aloe —vera was found
significant. The distributional difference in the use of black
grass was found significant according to the level of educati-
on. According to the education level, the distributional level
in the use of herb was found significant.

The distributional difference in the use of gingerwas
found significant according to the level of education. The
difference in the distribution of the use of manipulative and
body-basements treatments according to the level of educati-
on was found statistically significant.

The distributional difference in the use of body mind

therapy appcations according to the level of education was
found statistically significant.
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DISCUSSION

We found that the use of supportive treatment metho-
ds varies according to the level of education. It was found
that while the majority of illiterates did not have information
about the supportive treatment, they received the most infor-
mation from doctors about this topic. We found that as the
level of education increases, the level of knowledge increases,
and the level of learning from doctors as well as the internet,
media and communication tools increases. For the effecti-
veness of supportive treatment methods, it was found that
while the majority of the illiterate had no idea, the number
of those who thought useful and partially useful increased as
education level increased.

The use of onion juice, chaste grass, ginger, karabas grass
decreased as the level of education increased, while the use
of probiotics and aloe-vera increased as the level of educa-
tion increased proportionally. Manipulative and body-based
treatments (massage, etc.), body-mind therapy (hypnosis, re-
laxation, etc.) as supportive treatment methods were found
to increase as the level of education increased proportionally.

The effect of educational level in accessing information
about supportive treatment:

Having knowledge about this issue plays an important
role in the application of supportive treatment In this study,
we found that those with low levels of education had low le-
vels of knowledge. They received more information from do-
ctors, but as the level of education increased, the percentage
of information gathering from the internet and media sour-
ces increased. However, a study conducted in our country
found that the use of media sources such as television to ac-
cess information is more common and could not be shown
to be related to the level of education. Another study with
infertile women showed that the majority of women who
used supportive therapy learned these methods from their
families, relatives and friends (51,4%), while very few people
used them on the recommendation of a doctor (2.2%), but
the relationship with their level of education is not known
(11). Another study did not find a relationship between the
method of use of supportive therapy and the level of educa-
tion (12). However, another study found that women with
low levels of education often use supportive therapy methods
more often (13). When the literature is examined, it is seen
that the data between access to information and the level of
education is limited, but it suggests that this issue is impor-
tant. Sociocultural characteristics, geographical region diffe-
rences are important factors in accessing and using informa-
tion (14). In this study, the decrease in access to information
from a doctor, i.e. from a healthcare organization, in inverse
proportion to the level of education, is due to the fact that
they can easily access information without contacting the he-
althcare organization and easily at any time.

Biology-based treatments (plants, pharmacological, bio-
logical interventions etc.)

These applications include food, vitamins, minerals, etc.

In which natural substances are present. The use of plants
for various purposes dates back as far as human history (15).
Since ancient times in Anatolia, plants have been used for va-
rious purposes (16), Mandragora species known as “mand-
rake root” in Turkish is known to be one of the oldest plants
used in infertility treatment (17).

It is known that the use of herbal therapies in infertility
and many other diseases is widespread and has increased in
recent years due to the fact that they are easy to reach, low
cost and less risk of side effects (10). In the study of infertile
women in our country, it was shown that 27,3% of women
tried a traditional practice, the majority of them using her-
bal mixtures (17). Another study showed that the majority
of those who preferred herbal therapy were couples with low
income and education levels (18). It was shown in the study
that women who reported using a vegetable-derived mixtu-
re for infertility treatment commonly used onion juice (9).
Onion juice cure is one of the most used herbal therapies not
only in infertility but also in other gynecologic diseases and it
was shown in the study conducted in our country (19). In
this study, we found that plants such as onion juice, chaste
grass, ginger, karabas grass were used more in those with low
educational levels and this study supports these studies and
shows that the information we call folk medicine, which is
transmitted by word of mouth among the public, which is
easy to reach and cheap, which is not based on scientific fa-
cts, still remains valid.

Studies have shown that probiotics have positive effects
on lipid metabolism due to their cholesterol-lowering effe-
cts (20). Hypercholesterolemia can cause male infertility by
increasing lipid peroxide levels and causing morphological
changes in the sperm cell (21). The positive effects of probi-
otics on the seminal microbiome have been shown in recent
studies where they can be considered among supportive tre-
atment agents especially in male infertility due to their antih-
yperlipidemic effects (22). Studies on the use of probiotics to
support vaginal microbiota in women have gained popularity
(23). In our study, the increased use of probiotics by those
with a high level of education confirms that they use infor-
mation based on scientific evidence rather than information
transmitted by word of mouth.

Herbal therapies are also widely used in cancer patients
and a study has shown that cancer cases with high educati-
onal levels, prone to mental problems, prefer herbal therapy
more (24). Another study showed that women between the
ages of 18-39 are more likely to prefer herbal tearapia because
of obesity problems (10). Obesity as well as in infertile per-
sons is a chronic disease that may also have negative effect
on a person’s entire life, that leads to mental, and social prob-
lems, obese individuals also shows to use trend of alternative
treatment methods (25). In obesity with lifestyle changes is a
long-term and difficult process to achieve results, such treat-
ments are preferred with the idea of getting results in a shor-
ter time (26). In cases that require chronic, long-term treat-
ment such as infertility, obesity, cancer, people are also trying

KSU Medical Journal 2021;16(1) : 101-107

105

KSU Tip Fak Der 2021;16(1): 101-107



TOK et al.

alternative treatment methods and trying to find a source of
hope. It is observed that herbal therapies continue to be used
as the most easily accessible therapies.

Manipulative and body-based treatments (massage, exer-
cise, hydrotherapy, reflexology) use;

We found that those using this type of alternative tre-
atment increased as their level of education increased pro-
portionally. Yoga is one type of exercise based on Indian
philosophy and depended upon regulating brain and body
chemistry with flexibility movements (27). Six weeks of yoga
therapy has been shown to have a positive effect on fertility
by reducing the level of anxiety and depression in individuals
receiving infertility treatment (28). Another study found that
3 months of yoga therapy reduced stress scores in infertile
women applying for in vitro fertilization (IVF) therapy (29).
Stress is known to have a detrimental effect on fertility and
it has been concluded that reducing stress has a beneficial
effect on IVF patients (30).

Hydrotherapy is supportive and rehabilitative applicati-
ons made with fresh water at 20 °C level and is also included
in the scope of health tourism (31). Hydrotherapy performed
for 1 hour a day in addition to physical therapy in patients
with juvenile rheumatoid arthritis has been shown to achieve
successful results (32). In a study conducted in pregnant wo-
men with obesity, it has been shown that hydrotherapy can
be used as a method of coping with stres (33). It was also
shown that hydrotherapy method was used to reduce birth
pain by increasing relaxation in pregnant women, to improve
the process during birth pain and to minimize the need for
drug anesthesia (34). Although the literature on the use of
hydrotherapy in infertility treatment is limited, it can be con-
sidered that it can be used to reduce stress factor in infertile
people. The use of hydrotherapy is increasing in those who
apply to us with high levels of education.

Reflexology is defined as an alternative medicine appro-
ach that direct local pressure applied to the special points or
areas called as ‘reflex area’ which are associated with somatic
areas on the hands, feet and ears. Reflexology is believed to
reduce stress, regulate blood circulation, regulate the body’s
physiological balance (35). The foot reflexology in primipars
reduce birth pain (36) there are studies that proved the hand
reflexology reduce stress in coronary angiography patients
(37) a recent study found that most of the infertile women
use herbal therapies, and also it was determined that the ref-
lexology was used in a little portion as 6% in UK (38). Simi-
larly, in our study, it is observed that the rate of reflexology
use is low and that individuals with higher education levels
use it. Although it is thought that the use of manipulative and
body-based treatments is lower due to their high costs, they
are not easily accessible, literature information on this subje-
ct appears to be limited.

The power of our study is a survey conducted by same
physician asking questions in the form of questions and
answers. The limitation of our study is that it is a questionna-

ire study in which complementary therapies used by patients
in the pasta re questiones. Most of studies on this subject are
retrospective or case-control. There is a need for randomized
controlled studies with case series.

As a conclusion, Since infertility treatment is a long-term
and stressful process, we have concluded that regardless of
the level of education, individuals feel to need support treat-
ments as well as medical treatment. When deciding the tre-
atment method, the near environment, relatives are effective
in those with low education level, while the level of education
increases the internet, mass media is used more and thus it
shows information access is not limited to the near environ-
ment. Since the frequency of receiving information from the
doctor is inversely proportional to the level of education, it
shows that they can easily obtain information from the in-
ternet and the media without reaching a healthcare organi-
zation. It is seen that methods that are easy to reach and use,
such as herbal therapies, do not require costs, are more wi-
dely used. In this article, we think that it will be light for tre-
atment of infertility. They need informaton about infertility
and supportive treatment.
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Olgu Sunumu (Case Report)

Intragastrik Obezite Balonu’nun Karanlik Yollarda Gizemli Kaybolusu: iki
Olgu ve Literatiiriin Gozden Gegirilmesi

Intragastric Obesity Balloon's Mysterious Vanishing in the Dark Alleys: Two Cases and Review
of the Literature

Sezgin BARUTCU, Abdullah Emre YILDIRIM, Bugra Tolga KONDUK

Division of Gastroenterology, Faculty of Medicine, University of Gaziantep, Gaziantep, Turkey.

Ozet

Obezite ile iliskili morbidite ve mortalite Hipokrat doneminden beri bilinmektedir. Obezite diinya ¢apinda salgin boyutuna ulasmis ve son zamanlarda daha
ciddi bir tibbi, sosyal ve ekonomik sorun haline gelmistir. Yagsam tarz1 degisikligi ve farmakoterapinin sinirlt bir yarari vardir. Bariatrik cerrahi, uzun siireli
kilo azaltmanin etkili bir yontemi olup asir1 kilonun yasami tehdit eden komplikasyonlarini da azaltmaktadir. Daha az invaziv, daha giivenli ve daha ucuz
endoskopik tedaviler cerrahiye alternatif olabilir. Intragastrik obezite balonu, bu amagla diinya capinda uygulanan popiiler bir yontemdir. Patlamis balonun
yer degistirmesine bagl bagirsak tikanikligi, bu prosediiriin nadir fakat hayati tehdit eden bir komplikasyonudur.

Anahtar Kelimeler: Sonmiis balon, Intragastrik balon komplikasyonu, Luminal obezite tedavisi

Abstract

The morbidity and mortality associated with obesity have been known since the time of Hippocrates. Obesity has reached epidemic proportions worldwide
and becomes a more serious medical, social, and economic problem recently. Lifestyle modification and pharmacotherapy have limited benefit. Bariatric
surgery is an effective method of durable weight reduction with risks of life treating complications. Less invasive, safer and cheaper endoscopic therapies
may be an alternative to surgery. The intragastric obesity balloon is a popular tool performed worldwide Intestinal obstruction due to migration of deflated
balloon is a rare but life-threatening complication of this procedure.

Key words: Deflated balloon, Luminal obesity treatment, Intragastric balloon complication
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INTRODUCTION

Obesity is becoming more prevalent cause of chronic he-
alth problems including impaired quality of life, decreased
life expectancy, and increased financial pressure on health-
care systems throughout the world. The prevalence of obesity
has increased dramatically over the past thirty years, and is
now approaching 35% in men and 40% in women.(1) Many
strategies have been developed to promote weight loss inc-
luding lifestyle modifications, medications, and restrictive
and/or malabsorptive surgical techniques; however a few
of them are effective and permanent. Intragastric balloons
(IGB) are temporary, reversible, free-floating, space-occup-
ying devices which are placed endoscopically into the sto-
mach and inflated either with air or more commonly with
saline to decrease the free volume of stomach and provide
an early satiety sensation which are used mainly to obtain
initial weight reduction in the super-obese patients prior to
bariatric surgery and in morbidly obese patients who are not
fit for surgery (2). Also IGB therapy may fill the gap between
weight loss drugs and surgery. However, most of the patients
can safely lose weight without complications or with minimal
complications with this treatment method (3). Although it
is a safe method, many complications related to IGB can be
seen. These are obstruction due to the movement of the IGB,
gastroesophageal reflux with severe esophagitis and upper
gastro-intestinal bleeding, especially during balloon inserti-
on or removal (4). Intestinal obstruction due to migration of
deflated balloon is a rare but life-threatening complication of
the procedure. Here we present two cases of spontaneous He-
liosphere® intragastric obesity balloons’ (Helioscopie, Vien-
ne, France) deflation and pass gastrointestinal tract without
major complication.

CASE-1

A 46-year-old woman was admitted to our obesity clinic
with complaints of weight regain after placement of IB. Ac-
cording to our records, an air-filled Heliosphere Bag® Intra-
gastric Balloon (HIB) had been introduced in her stomach
for morbid obesity 11 months ago. HIB is a device which
has 720 cm” of volume, 11cm in diameter and less than 30
grams in weight. Tolerance was very good, limited only to
some dyspeptic symptoms during the first day after inserti-
on. She initially had lost a significant amount of weight after
the procedure, exactly 26 kilograms, for the first six months
which lead to a decline of 8.57 kg/m” in body mass index de-
tected during routine control. The abdominal x-ray control
after procedure showed the presence of the HIB in her sto-
mach. We recommended that HIB should have been remo-
ved approximately six months after the placement because
of the risk of spontaneous balloon deflation which may have
resulted in migration. Despite all warnings she had postpo-

ned HIB removal because of continuing to lose weight. At the
11th month of the procedure, she was admitted to outpatient
clinic, complained that weight loss had stopped, and on the
contrary she started to gain weight in the last month. In this
period no complaints indicating intestinal obstruction were
exist. Her past medical history was significant only for diabe-
tes mellitus controlled with oral anti diabetics, and psychiat-
ric disorder with anxiety.

She underwent an esophagogastroduodenoscopy (EGD)
with intention to remove the HIP. However at the time of the
EGD, it was noted that the HIB was no longer present. An ur-
gent abdominal X-ray also did not show the HIB. Computed
tomography of the abdomen was performed to determine the
location of the HIB and abdomen Computed tomography
was normal. Endoscopic and radiological findings suggested
that the balloon had passed through the gastrointestinal tract
by natural ways in the stool without causing any complaints.
Interestingly the patient was not aware of this incident and
she complained only for intermittent constipation.

CASE-2

A 36-year-old woman was admitted to our outpatient
clinic to obtain information about endoscopic therapies for
obesity. She had no history of chronic diseases and surgery.
She also had tried lifestyle modifications and diets for a
couple of times but she could not lose weight. On admissi-
on, her body mass index was nearly 39 kg/m? and her upper
gastrointestinal endoscopy was totally normal. After initial
assessment, HIB was introduced in stomach. HIB inflated to
600 cm” of volume, and 10 cm in diameter. In the following
week abdominal x-ray control showed that the inflated ballo-
on was intact in the stomach, and we had planned to remove
balloon six months after as recommended by the manufac-
turer. After the first week, patient continued to come to cli-
nic controls monthly. In the first three months, she lost 13
kilograms. After the first three months, weight loss slowed
down to two kilograms monthly and the patient was lost to
follow-up. At the 8th month of procedure she admitted to
our clinic to have her balloon removed. She told us that her
weight loss stopped after 5 months, she has been regaining
weight since then, and had no complaints except for weight
gain. She underwent EGD with intention to remove the HIB
but as in first patient the balloon was not detected in the sto-
mach. An urgent abdominal CT was performed but again the
balloon was not detected. Hence, we thought that the balloon
had passed through the gastrointestinal tract without causing
complaints. Similar to the first case, this patient also had not
noticed the balloon in her stool.

The changes of body mass index and weights of both pa-
tients during the follow-up period were summarized in Fi-
gure 1.
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Figure 1. The changes of body mass index and weights of both patients during the follow-up period

Table 1. Advantages and disadvantages of most used two type balloons in worldwide.

Heliosphere® Bag balloon BIB® balloon

Advantage Weights only 30gr (lighter) Very low complication rate
Better tolerance in early period Easy removal

Disadvantage Spontaneous partial deflation rate high Heavier (700gr)
Difficult removal Digestive intolerance
Absence of leakage marker (methylene blue) Early removal requirements
About 45% more expensive in Turkey

DISCUSSION (Garren-Edwards, Ballobes, Taylor and Wilson-Cook bal-

Bariatric surgical procedures are the most effective and
enduring treatment for morbid obesity but are associated
significant complications. Operative therapies are not suitab-
le for all obese patients or are not well accepted by all ope-
ration candidates. There is a growing need for less-invasive
procedures as effective as surgery. A less invasive endolumi-
nal method for the treatment of obesity, namely intragastric
obesity balloons, can be an option for this group of patients.
Endoscopic IGB can be performed for obese patients who re-
ject bariatric surgery, morbidly obese (BMI>40), superobese
patients (BMI>50) in preparation for bariatric operations
and patients with BMI between 30 and 35 with other comor-
bidities (5,6)

The first air-filled balloons placed intragastrically for
weight loss were introduced in the 1980s. Early devices

loons) had sharp edges and because of structural and pla-
cement difficulties, they had excessive failure and comp-
lication rates (7). In recent years a silicone saline-filled
balloon “BioEnterics intragastric balloon (BIB®)” and a
new air-filled intragastric balloon, the HIB was introdu-
ced, respectively. More recent models of the intragastric
balloons have demonstrated a very low complication rate,
and satisfactory outcomes as a result of better design, en-
doscopic insertion under direct vision, and easy removabi-
lity (8). These devices follow the proposed criteria for ideal
intragastric balloons while they have their own advantages
and disadvantages (Table 1). Both of them seem to ac-
hieve good results concerning weight loss although some
worrisome data about their safety has been reported in case
reports.
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Reported complications include esophagitis, esophageal
erosions, gastroesophageal reflux, nausea, vomiting, abdo-
minal discomfort, dehydration, hypokalemia, peptic ulcers,
gastric perforation, balloon rupture and gastric obstructi-
on. Approximately 7% of patients are intolerant to IB. In a
large case series and a meta-analysis complication rates are
reported as follows; esophagitis (1.27%), gastric perforati-
on (0.21%), gastric outlet obstruction (0.76%), gastric ulcer
(0.2%), balloon rupture (0.36%) and death (0.07%) (9,10).

Significant complications connected with IB implantati-
on such as intestinal obstruction, and perforation are rarely
observed 0.2% (11). Over the years, many intestinal obstruc-
tion cases due to spontaneous deflation with migration of the
balloon into the small bowel were reported in the literature
(12).

The common presenting symptoms of these cases are
crampy abdominal pain, nausea, and acute onset vomiting.
In a case of migration several ways would be followed; obser-
vation till to evacuation of the balloon, endoscopic removal
or surgical interventions. Intestinal obstruction risk is signi-
ficantly higher when balloons are left in place longer than the
recommended period (13). In the majority of cases, patients
were inserted with BIB. Only few HIB cases were reported
which caused intestinal obstruction and require surgical en-
terostomy under laparotomy or laparoscopy (14). In litera-
ture search, at the time of removal HIB were not found in
the stomach in three cases, and as our patients abdominal
x-rays and CT scan were negative. It was concluded that they
had passed in the stool without causing any complaints and
clinical findings as in our case (8, 15).

Intestinal obstruction and perforation requiring surgery
are extremely rare complications of IB. Complications repor-
ted in the literature with BIB are more than with other ballo-
ons. The reason for why complications requiring surgery are
reported more may be explained by the longstanding usage
of BIB. It has been suggested as the experience with HIB inc-
reased over years, high spontaneous partial deflation rate is
a disadvantage, and important risk for migration. This fact
indicates that the HIB probably has inadequate resistance to
acidity. Despite this overt disadvantage, the good news is that
self-deflations without migration which may lead to surgical
intervention rarely occur. HIB has a double-layer structure
with a polyurethane reservoir, and an external silicone enve-
lope. Thus self-deflated balloon cannot migrate beyond the
pylorus. This would be the possible mechanism.

Patients with self-deflated balloon may not always be as
lucky as our cases. Risk of migration, intestinal obstruction,
and life-threatening complications always could exist. Unlike
BIB, HIB does not have a leakage marker such as methylene
blue, thus self deflation may not be recognized instantane-
ously. Nevertheless, during follow-up weight regain may be
a clue for partial self-deflation, and early intervention may
prevent life-threatening complications.
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Olgu Sunumu (Case Report)

Torakoabdominal Anevrizmanin Cardiatis Cok Katmanh Akis Modiilatorii
ile Tedavisi

Treatment of a Thoracoabdominal Aneurysm with the Cardiatis Multilayer Flow Modulator
Caglar OZMEN!, Arzu SHAHVERENOVA?, Mustafa DEMIRTAS!
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Ozet

Torakoabdominal aort anevrizmalarmin perkiitan tedavisi son yillarda giderek daha fazla kullanilan bir tedavi yontemi olarak kargimiza ¢ikmaktadir. Bu bag-
lamda, Cardiatis ¢ok katmanl1 akis modiilator stentleri kullaniminin 6ne ¢iktig1 géze ¢arpmaktadir. Cardiatis ¢ok katmanli akis modiilatorii ile tedavi edilen
torakoabdominal aort anevrizmali olgumuzu sunuyoruz. 78 yasinda kadin hasta karin agris sikayeti ile hastaneye basvurdu. Bilgisayarli tomografide (BT)
en genis yeri 50 mm ¢apinda olan abdominal aort anevrizmasi saptandi. Hasta cerrahiyi reddettigi igin hastanin Cardiatis ile tedavi edilmesine karar verildi.
Anjiyografik goriintiileme altinda, 16x40, 16x80 ve 16x80 mm’lik li¢ Cardiatis ¢cok katmanli stent arka arkaya distal torasik aorttan 1 cm’lik bir over-lap
olacak sekilde implante edildi. Kontrol anjiyografisinde stentin iyi bir pozisyonda oldugu ve anevrizmal segmentin tamamen kapatildig1 goriildii. BT tarama-
sinda, 6 ay ve 24 ay takip siirecinden sonra anevrizmanin geriledigi goriildii. Cardiatisin karmasik anevrizmalar i¢in kullanimi, etkinlik ve giivenilirligi tam
olarak aydinlatilmadig siirece tartisma konusu olmaya devam edecektir. Sonug olarak, hastamizin basarili ve hayat kurtarici tedavisine ragmen, karmagsik
anevrizmalar i¢in akig yonelimli stent kullanimi sadece tedavi alternatifi olmayan karmasik anatomili vakalarla sinirlandirilmalidir.

Anahtar Kelimeler: Cardiatis ¢ok katmanl akis modiilatorii, Endovaskiiler tedavi, Karmagik anevrizmalar

Abstract

Percutaneous treatment of thoracoabdominal aortic aneurysms have been increasingly used in recent years as a treatment method. The Cardiatis multilayer
flow modulator (CMFM) stents have been used for aneurysms treatment. We present a case with the Cardiatis multilayer flow modulator in treatment of
thoracoabdominal aortic aneurysms. A 78-year-old female patient applied to our hospital with abdominal pain. A computed tomography scan showed an
aneurysm of the abdominal aorta with a maximal diameter of S0 mm. The patient refused open surgery, so we decided to treat the patient with Cardiatis. In
an angiography, 16x40, 16x80 and 16x80 mm three Cardiatis multilayer stent were consecutively inserted with an overlap of 1 cm from the distal thoracic
aorta. At control angiography a suitable position of the stent was observed and the aneurysmal segment was completely closed. A CT scan showed regression
of the aneurysm with developing partial thrombus after the 6 month and 24 month follow-up process. The use of CMFM for complex aneurysms will stay
as a matter of debate unless their safety and efficacy will be unraveled. In conclusion, even though the treatment of our patient has been succesful, the use of
flow-diverting stents for difficult anatomical aneurysms should only be evaluated in cases with limited treatment options.

Keywords: Cardiatis multilayer flow modulator, Complex aneurysms, Endovascular therapy
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INTRODUCTION

Thoracoabdominal aortic aneurysms (TAAA) if untrea-
ted, the aneurysms may grow larger and cause death due to
rupture (1). The main goal when treating TAAA is to prevent
rupture and death (2). Percutaneous treatment methods have
been increasingly used since they are shown to shorten the
duration of intensive care and hospitalization and have lower
rates of mortality and morbidity (3,4).

Flow-diverting stents have been developed to decrease
flow rate in the aneurysm sac and establish thrombosis while
preserve flow in the branch vessels and main artery. The Car-
diatis multilayer flow modulator (CMFM) is a self-expan-
ding, bare, and twisted wire tube of metallic cobalt alloy wire
built in multiple interconnecting layers (5). Due to the absen-
ce of fenestrations or branches, there is no need for additio-
nal intervention of side branches, which might save radiation

vulnarability, contrast amount, time, and costs (6). Recently,
studies have been published about the promising treatment
of the CMFM in juxtarenal aneurysms, visceral, peripheral,
and complex TAAA (7). Our knowledge about the efficacy
and the pretreatment with CMFM for aortic aneurysms are
still insufficient. We present the case of TAAA treatmented
with CMFM.

CASE PRESENTATION

A 78-year-old female patient, with a medical history of
dyslipidemia and diabetes mellitus and was applied to our
hospital with abdominal pain. A computerized tomography
(CT) scan showed an aneurysm of the aorta, starting from
the proximal segment of the abdominal aorta and extending
pre-celiac trunk, with a maximal diameter of 50 mm (Figu-

re 1).

Figure 1. CT scan showed an aneurysm, starting from the proximal abdominal aorta and extending pre- celiac trunk
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The patient refused open surgery, so we agreed on appl-
ying the patient a flow-diverting stent to maintain blood flow
from the visceral arteries and decrease pressure from the
aneurysm. A written informed consent form was obtained
from the patient.

Percutaneous puncture of the right femoral artery was
performed under local anesthesia, and then a 9-F sheath
was deployed. The angiography showed voluminous thora-

coabdominal aneurysms: aneurysms of the descending and
suprarenal aorta. Then a 16x40, 16x80 and 16x80 mm three
Cardiatis multilayer stent (Cardiatis SA, Isnes, Belgium) was
placed successively with an overlap of 1 cm from the distal
thoracic aorta to the infrarenal artery segment. At control
angiography a suitable position of the stent was observed and
the aneurysmal segment was completely closed (Figure 2).

Figure 2. Angiography showed a good position of the stent. Aneurysmal segment was completely closed.

The treatment lasted less than 55 minutes, and the sheath
was removed after the end of 4 hours. The patient was disc-
harged on postoperative day 2 with clopidogrel and acetyl-
salicylic acid medication. Six months after CMFM implan-
tation, CT scan showed that the flow in the aneurysm and
overstented branch arteries were preserved (Figure 3).

A CT scan showed regression of the aneurysm with deve-
loping partial thrombus after the 24 month follow-up process

(Figure 4).
DISCUSSION

A number of randomized studies have proven that tho-
racic endovascular aortic repair (TEVAR) and endovascular
aortic repair (EVAR) in patients with proper aortic anatomy
is reliable (8-11). Complex aneurysms are not suitable for
“classical” TEVAR or EVAR procedures, but may be approp-

riate with flow-diverting stents. In our case, after stent imp-
lantation, the aneurysm has stabilized, indicating that the
stent immediately decreased the pressure in the aneurysm.
But a portion of the aneurysmatic segment continued in the
middle part of the stent. During the follow-up, kidney fun-
ction was preserved and the side branches remained patent.

The CMFM is a braided metal tube that is interconnected
in multiple layers. Several randomized studies have proven
how the flow-modulating principle of the multilayer stent
functions based on both there are collaterals and whether
or not the configuration of the aneurysm (12-14). Recently,
multiple studies have been published about the CMFM but
the majority is case reports includes the treatment of visceral
and renal artery aneurysms, with only short-term follow-up
(15,16). In the largest series so far, Ruffino and co-workers 5
at 12 different centers treated 19 patients with true visceral
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Figure 3. Six months after CMFM implantation, CT scan showed that the flow in the aneurysm and overstented branch

arteries were preserved.

Figure 4. A CT scan showed regression of the aneurysm with developing partial thrombus after the 24 month follow-up

process

aneurysms successfully, but 2 stent thromboses occurred wit-
hin 1 month. At 6 months, the stent patency and aneurysm
sac thrombosis rates were 87.5%. Preoperative sizing and
planning, as well as the procedure itself, can and should be
optimized before unrestrained release takes place. Besides,
stent-related complications (e.g., component separation, th-
rombosis, and migration) may develop, although these ris-
ks may be limited due to the tube configuration and large
diameters. The experience of a selected group of experts in

overcoming the learning curve and possible stent-related
complications is of most importance.

In conclusion, the use of the CMFM can be a simple and
useful technique to treat complex TAAA. The successful tre-
atment of complex aneurysm with the flow-diverting stents
are limited only in cases without treatment options.
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Olgu Sunumu (Case Report)

Bevasizumab’a iyi Cevap Veren, Radyoterapi ve Temozolomid Tedavisine
Yanitsiz Bir Eriskin Spinal Kord Astrositomu: Olgu Sunumu ve Literatiir
Derlemesi

Radiotherapy and Temozolomide Non-Responsive Adult Spinal Cord Astrocytoma with a Good
Response to Bevacizumab: A Case Report and Literature Review
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Ozet

Spinal kord astrositomlarinin (SKA) goriilme siklig1 ¢ok diisiiktiir ve bu insidans azlig1 nedeniyle bu timoérlerin yonetimi zordur. Bu vakada, rekiirren SKA’l1
bir hastada, radyoterapi (RT) ve temozolomid (TMZ) dahil olmak tizere dnceki tedavilerden fayda gérmeyen bir hastada bevasizumab ile goriilen iyi yaniti
bildirmekteyiz. Bevasizumab, yiiksek dereceli gliomlarda yaygin olarak kullanilan ve SKA’lar i¢in umut vaat eden bir anjiyogjenez inhibitoriidiir, ancak
SKA’larda bevasizumab kullanimi hakkinda smirli veri bulunmaktadir. Bu yazida, diisiik dereceli SKA’l1 bir vakada bevasizumab ile tama yakin cevap
bildirerek literatiire dnemli bir katki eklemekteyiz.

Anahtar kelimeler: Bevasizumab, Temozolomid, Spinal kord astrositomu, Radyoterapi

Abstract

The incidence of spinal cord astrocytomas (SCAs) is very low and therefore, management of these tumors are challenging due to this paucity. In this report,
a patient with a recurrent SCA was successfully treated with bevacizumab after failing to previous therapies including radiotherapy (RT) and temozolomide
(TMZ). Bevacizumab is an angiogenesis inhibitor that is widely used in high grade gliomas and shows promise for SCAs but there is limited data about the
usage of bevacizumab in SCAs. We herein add an important contribution to the literature by reporting a nearly total response to bevacizumab in a patient
with low grade SCA.

Keywords: Bevacizumab, Temozolomide, Spinal cord astrocytoma, Radiotherapy
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INTRODUCTION

Intramedullary spinal cord tumors (IMSCTs) are rarely
seen tumors which account for 2-4% of central nervous sys-
tem tumors. Spinal cord astrocytomas (SCAs) compromise
only 30 to 40% of them with the remaining most common
ones are ependymomas, and then rarely hemangioblastomas,
gangliogliomas, germinomas, primary central nervous sys-
tem (CNS) lymphomas, melanomas and metastasis from a
primary malignancy (1). SCAs are difficult to manage due
to low incidence rates and limited number of studies in the
literature. Most SCAs are low grade (WHO grade II) but they
are mostly infiltrative in nature (2). Maximal safe surgical
resection is the only curative treatment option but total rese-
ction was reported as a difficult procedure (3). Observation
is appropriate in totally resected tumors, while in subtotaly
resected and recurrent tumors, the role of adjuvant radiothe-
rapy (RT) and chemotherapy (CT) is not clear (1,4,5).

Here, we describe a patient with an inoperable recurrent
SCA, who showed progression after radiotherapy and temo-
zolomide (TMZ) treatment but surprisingly showed a good
treatment response to bevacizumab. While addressing this
case, we reviewed the literature for the evidence based role of
chemotherapy in the treatment of SCAs.

CASE PRESENTATION

A 44-year-old woman presented with back and leg pain in
July 2012, started 15 months ago and progressed for 6 months.
Thoracolomber magnetic resonance imaging (MRI) showed
an intradural intramedullary 19x16.8x10 mm mass located
at T12-L1 level obstructing the spinal canal and compres-
sing the spinal cord, which was hyperintense in T1 weighted
images, hypointense in T2 weighted images, without cont-
rast enhancement in postcontrast series. In her neurologic
examination, she had normal muscle strength on the upper
extremities but she had left sided leg weakness 1+/5 on the
left lower limb. Her reflexes were intact and she had no bowel
and bladder incontinence. Total laminectomy was performed
at T11-L1 level and the mass was resected totally with neuro-
navigation method. Pathology examination showed diffuse
astrocytoma WHO grade 2. Postoperative MRI showed no
residual mass and adjuvant radiotherapy and chemotherapy
were not given. After 5 years of follow up in November 2017,
patient presented with bilateral lower extremity weakness
and at this time, MRI of whole spine showed dural noduler
enhancement and contrast enhanced lesions in T12-L1-L2,
T5 and also at T9 vertebra level (Figure 1A).

Figure 1. T1 contrast enhanced sagittal magnetic resonance imagings of thoracal region of the patient. A) At the T5 vertebra
level 8x7 mm homogenously contrast enhanced intramedullary lesion (shown with an arrow) and dural heterogeneous cont-
rast enhancement from T5 to L2 level, seen before radiotherapy (RT) and temozolomide (TMZ). B) Same lesion 9x8 mm and
an increase in the contrast enhancement, after RT and TMZ therapy C) Regression of the tumors of the patient after 14 cycles
of bevacizumab therapy which shows loss of contrast enhancement of the lesions.
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Figure 3. T1 contrast enhanced sagittal magnetic resonance imagines of thoracolomber region of the patient. A) Recurrent
heterogeneously contrast enhanced lesion at the level of T12-L5 obliterating the thecal sac, before radiotherapy (RT) and
temozolomide (TMZ). B) Same lesion with an increase in lesion size after RT and TMZ therapy C) Nearly total response of
the tumor after 14 cycles of bevacizumab therapy with loss of contrast enhancement of the tumor

To exclude metastatic disease whole body was scanned
with tomography and did not show any other lesions. Beca-
use lesion was considered inoperable, whole spinal cord ra-
diotherapy was given between November 2017 and January
2018 with a radiotherapy dose of 48.6 Gy given in 27 fracti-
ons (Figure 2).

After radiotherapy, 3 cycles of temozolomide chemothe-
rapy was given and MRI was performed to assess treatment
response. Whole spinal MRI showed an increase in the lesion

size located at T12-L2 level. Due to progression, irinotekan
(125 mg/m’, every two weeks) and bevacizumab (10 mg/m®,
every two weeks) chemotherapy started in May 2018. Irino-
tecan had to be stopped due to toxicity after 3 cycles, bevaci-
zumab was continued alone and after 4 months of treatment,
MRI showed regression and loss of contrast enhancement in
all of the lesions (Figure 3). The patient stabilized after 14
cycles of bevacizumab treatment with progression free survi-
val duration of 13-months.
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DISCUSSION

The standart treatment of newly diagnosed SCAs is gross
total or subtotal safe resection. For low grade tumors, after
gross total resection, observation is done, and if there’s subto-
tal resection, local radiotherapy is often prefered. If there’s a
high grade tumor, clinicians usually extrapolate the intracra-
nial glial tumor therapy results and surgery, radiotherapy and
chemotherapy decision can be made (6,7). SCAs are highly
fatal tumors and low-grade tumors (WHO grade I and II)
also may recur and result in death (8).

The efficacy of chemotherapy is the least studied topic
in the literature and after recurrence, there is no standart
therapy for recurrent and radiotherapy resistant SCAs. Che-
motherapy agents like lomustine, carboplatin, vincristine,
and ‘eight in one’ chemotherapy have been used in children
which showed limited effectiveness (9-12). Temozolomide
is the most commonly used agent in the reported series. A
retrospective study determining the role of temozolomide
for recurrent low grade spinal cord adult gliomas, revealed
that the overall median time to tumor progression was 14.5
months and the median survival time was 23 months (13,14).
In another study, temozolomide was given for recurrent high
grade spinal cord glioma patients. Overall median time to
progression was 6.6 months and the median survival time
was 16.6 months (15). In the biggest patient number study
including 83 patients with spinal astrocytomas, chemothe-
rapy was administered to 41.8% of the patients (TMZ was
the most commonly administered chemotherapeutic agent)
and showed improved progression free survival in infiltra-
tive astrocytomas (4). In our case, the tumor did not show
any response and progressed after radiotherapy and temo-
zolomide chemotherapy. Based on the data of irinotecan and
bevacizumab treatment in high grade glial tumors in adults,
patient received irinotecan (340 mg/m’) and bevacizumab
(10 mg/kg) in every two weeks and after 12 weeks tumor reg-
ression was observed both clinically and radiologically.

In a retrospective study investigating the role of TMZ or
bevacizumab in spinal cord high grade glioma after recur-
rence, median overall survival time were 16.6 months for
temozolamide and 22.8 months for bevacizumab (16). The
efficacy of bevacizumab for recurrent spinal cord glioblas-
toma was reported in a small cohort of adults (n=6), who
had all failed prior therapy including surgery and TMZ-ba-
sed chemoradiotherapy and radiotherapy. This study showed
a median survival of 9 months (17). In a recent study with
the biggest number of cases in the literature, bevacizumab
used as a single agent in the treatment of recurrent and refra-
ctory pediatric low grade glioma and showed 80% objective
response rate (12 of 15 patients showed radiologic response)
(18). In our case, a good treatment response with bevacizu-
mab was seen in a SCA. Although, it was a low grade SCA in
the first presentation, it may transform into a high grade gli-
oma in its recurrence and this may explain the good response
with bevacizumab in a patient with known low grade SCA.

But, in addition, an in vitro study showed that combining
TMZ with bevacizumab significantly reduced tumor mass
and increased apoptosis of tumor cells in spinal cord which
also can be an evidence for the usage of bevacizumab in SCAs
(19). Therefore, bevacizumab may be a treatment option for
SCAs with no alternative options.

As a conclusion, limited data about bevacizumab shows
promising results in SCAs. Also, in our case, we report a par-
tial response to bevacizumab in a patient with low grade SCA
but further large studies are needed for combined and effec-
tive therapies to increase the role of chemotherapy treatment
in SCAs.
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Olgu Sunumu (Case Report)

Appendikiiler Miisinoz Kistadenom ve Peritoneal Adenomiisinozis
Peritoneal Adenomusinozis and Appendicular Mucinous Cystadenoma
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Ozet

Klinigimize siddetli karmn agrisi, ates, bulanti, kusma sikayetleri ile bagvuran 41 yasinda erkek hastada; operasyon 6ncesi tanisal amacla yapilan Ultrasonog-
rafi ve Bilgisayarli Tomografi (BT)’de; karin igerisinde yer yer kistik kitleler, apendiks ¢apinda biiyiime izlendi. Bazi kanser belirteglerinin yiiksek bulundu-
§u hastaya yapilan laparoskopide; batin igerisinde yaygin kistler, dilate apendiks, karacigerde subkapsiiler kist goriildii. Laparoskopik olarak apendektomi
yapildi. Peritondan biyopsi i¢in 6rnekler alindi. Patolojik inceleme sonucunda; peritoneal adenomiisinozis ve apendiks miisindz kistadenom tanist konuldu.
Operasyondan 1 ay sonra kanser belirtegleri normal diizeye geriledi.

Anahtar kelimeler: Miisinoz kistadenom, Appendekiiler mukosel, Psddomiksoma peritonei

Abstract

A 41-year-old male patient who presented to our clinic with the complaints of severe abdominal pain, fever, nausea and vomiting; Ultrasonography and Com-
puted Tomography (CT) performed for diagnostic purposes before the operation; cystic masses observed in abdominal cavity and appendix diameter increa-
sed. Some cancer markers increased on blood analysis and mucoid fluid in the abdomen, mucus-filled cysts, dilated appendix, subcapsular cysts in the liver
was observed in laparoscopy. Laparoscopic appendectomy were performed and biopsy was taken from the abdomen wall. Peritoneal adenomiisinozis and
appendicular mucinous cystadenoma was diagnosed in pathological examination. Cancer markers decreased to a normal levels, 1 month after the operation

Keywords: Mucinous cystadenoma, Appendecular mucocele, Pseudomyxoma peritonei
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GIRIS

Apendekiiler miisindz kist adenomlar nadir goriilen
hastaliklardir. Apendiks miisindz kistadenomu, apendiks
mukoselinin en sik goriilen formudur. Hastada farkl: klinik
durumlarla kendini belli edebilir. Operasyon oncesi nadiren
tani alabilir. Apendektomi yapilan olgularin patolojik ince-
lemesinde % 0.2-0.3 oraninda miisinéz kistadenom tanisina
rastlanmaktadir (1). Miisinéz kist adenomlarin patogenezi
bilinmemektedir. En sik 40-50 yaslarinda ve kadinlarda daha
sik gorilmektedir. Belirtiler genellikle; araliklarla devam
eden karin agris1 veya barsak pasajinin engellenmesine bagl
olarak kolik agrilar1 tarzinda olmaktadir.

OLGU SUNUMU

Hasta 41 yasinda erkek hastadir. Karinda yaygin agr1, bu-
lanti, kusma, rahat gaz-gaita ¢tkaramama sikayetleri ile has-
tanemize bagvurdu. Fizik muayenede palpasyonda karinda
yaygin hassasiyet mevcuttu.

Hastanin yapilan kan tetkiklerinde: beyaz kiire sayisinda
artis (WBC:13.3), baz1 kanser belirteclerinde artis (AFP:4.27
ng/mL, CA-125:109.0 U/mL, CA-15-3:17.26 U/mL, CA-19-
9:151.4 U/mL, CEA: 8.61 ng/mL) tespit edildi.

Hastaya yapilan batin ultrasonografisinde; kolon seg-
mentleri yogun gazli, batin igerisinde yer yer hipoekoik, yer
yer hiperekoik kistik kitle gortintiileri, sag alt kadranda apen-
diks lojuna uyan bélgede barsak anslar1 arasinda yogun ige-
rikli koleksiyon izlenmistir.

Bilgisayarli tomografi (BT)de; karaciger sag lob anterior-
da subkapsiiler yaklasik 27x20 mm boyutlarinda sivi dansi-
tesinde eko veren bir alan, mezenterde yaygin omental kistik
imajlar, apendiks duvarinda 6dem ve ¢apinda artis izlendi
(Sekil 1-3) . Laparoskopide batinda yaygin kistik kitleler
tespit edildi. Apendiks 6demli, hiperemik olarak goriildi
(Sekil 4-6).

Apendektomi yapildi. Omental kist duvarlarindan biyop-
siler alindi. Yapilan histopatolojik incelemeler sonucunda:
peritoneal adenomiisinozis, apendikste miisinoz kistadenom
tanis1 konuldu.

Hastada postoperatif dénemde barsak fonksiyonlarinin
normale dénmesi gecikse de, 20. giinde tamamen normale
dondii. Operasyondan yaklasik bir ay sonra alinan kan 6r-
neklerinde kanser belirtegleri normal diizeylerine geriledi.
Hasta postoperatif 55. giinde taburcu edildi. Bu bilgiler hasta
onami aliarak paylasilmistir.

Sekil 1-6. Miisinézadenom periton implantlar: (1), sag diafragmatik ve periton komsulugunda peritonitis karsinomotoza
benzeri goriintii (2), sagda morison posunda 6 cm gapli yogun igerikli kistik tiimér gériintiisii (3), karacigerde subkapsiiler

yogun icerikli metastaz goriintiisii (4), yaygin miisinoz tiimér implantasyonu sonrasi omental kek gériiniimii (5), karaciger
ve safra kesesi komgulugunda yogun icerikli mukosel(6).
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TARTISMA

Apendikste ortaya ¢ikan mukoseller; %63 olguda miisi-
noz kistadenom, %25 olguda mukozal hiperplazi, %11 ol-
guda miisinoz kistadenokarsinom, %1 olguda ise retansiyon
kisti olarak tespit edilmistir (2).

Miisinéz kistik adenomlar, miisindz epitelden koken
alan, benign seyreden kistik tiimorlerdir.

Farkli lokalizasyonlarda ortaya ¢ikabilir ve genellikle her
biri farkl: bir hastalik olarak degerlendirilirler (3,4). Ronnett
ve arkadaglar1 1995 yilinda psddomiksoma peritonei olgu-
larin: tanisal olarak ti¢ farkli kategoriye ayirmiglardir: Ade-
nomalar-dissemine peritoneal adenomiisinosis-(DPAM),
karsinoma-peritoneal miisindz karsinomatosis-(PMCA) ve
intermediate olgular (5).

Olgumuzda da histopatolojik incelemede sitolojik atipi ve
mitotik aktivite ¢ok az izlenmistir.

Apendiks miisinéz adenomlar1 klinik olarak genellikle
apandisit belirti ve bulgular1 verir (1).

Sag alt kadranda agri, diskilama aligkanliginda degisiklik-
ler, kolik tarzinda karin agrilari, palpasyonda karinda hassa-
siyet, ele gelen kitle olabilir.

Olgumuzda ortaya ¢ikan yaygin peritonit bulgulari; apen-
diks miisinoz kistadenomun perforasyonuna bagli olarak or-
taya ¢ikan peritonit ve peritonda yaygin miisinoz kitlelerin
(pseudomiksoma peritonei) irritasyonu ile agiklanabilir.

Yine hastamizda kitlelere bagli olarak barsak pasajinin
engellenmesi ile subileus belirti ve bulgular1 ortaya ¢ikmigtir.

Olgumuzda ilk sikayetlerin baslamasindan sonra has-
taneye basvurana kadar gegen siire; olduk¢a uzun bir siire
oldugundan, yaygin peritonit belirti ve bulgular1 6n plana
¢ikmistir. Yine gerek batin igerisindeki kitleler gerekse yay-
gin peritonite bagl olarak barsak pasaji engellenmis, subileus
belirti ve bulgularina yol agmigtir.

Apendiks ve yaygin peritoneal miisinoz kistadenomun-
da; ultrasonografik goriintiiler farkl: sekilde ortaya ¢ikabilir.
Bu durum genellikle kist sivilarinin kapsamu ile iliskilidir. Saf
kistik lezyonlarin varlig1 durumunda anekoik siv1 gériintiile-
ri ortaya ¢ikabilecegi gibi, kompleks hiperekoik kitle goriin-
titleri de tespit edilebilir (1,6).

Olgumuzda; ultrasonografide batin igerisinde agirlikh
olarak kistik kitle gortintiileri veren imajlar elde edilmistir.
BT'de yaygin peritoneal miisinoz kistadenomlarda karinda
kistik iyi kapstile kitle gortintiileri ortaya ¢ikar (7). Appen-
diks miisinoz kistadenomlar1 da ayni sekilde iyi kapsiile kis-
tik kitle goriintiisii verir. Bazen kist duvarinda kalsifikasyon-
lar tespit edilir (1,6,7).

Olgumuzda elde edilen ultrasonografi, BT ve laparosko-

pik goriintiiler, preoperatif alinan kan 6rneklerinde kanser
belirte¢lerinin yiiksekligi, olgunun malign olma ihtimalini

de digtindiirmiistiir. Abdominal laparoskopik inceleme es-
nasinda apendiksin ileri derecede 6demli ve hiperemik gorii-
niimil; apendektomi yapilmasini gerekli kilmistir. Yazarlarin
ortak goriisi; bu tiir olgularda apendektominin laparoskopik
veya acik ameliyatla da yapilabilecegi yoniindedir (1,8). An-
cak oOzellikle ileus gibi komplikasyonlarin gelistigi olgularda
acik ameliyatin tercih edilmesinin daha uygun olacagini dii-
sinmekteyiz. Bizim olgumuzda tam olarak ileus gelismedigi
i¢in, apendektomi ve peritoneal biyopsiler, laparoskopik ola-
rak gerceklestirilmistir. Ovarial, apendekiiler veya kolorektal
kokenli kistadenomlarda kanda CEA diizeyleri yiikselebilir
(9,10).

Winder ve arkadaslar1 yaptiklar1 bir ¢alismada preopera-
tif CEA diizeylerinin yiiksekligi ile hastanin prognozu ara-
sinda istatistiksel olarak anlamli bir iligki bulmuslardir (9).

Appendiks kistadenomlarda, apendiksin ¢ok dikkatli
eksizyonu biiyiik 6nem tagimaktadir. Aksi takdirde, kistin
karin igerisinde patlamasi pseudomiksoma peritonei tablo-
sunun gelismesine yol acacaktir. Bizim olgumuzda ortaya ¢1-
kan pseudomiksoma peritonei tablosunun muhtemel nede-
ni; hastanin hastaneye ge¢ bagvurmas sebebiyle, apendiksin
spontan perforasyonudur.

Ancak hastadan alinan biyopsi materyali ve apendiksin
histopatolojik incelemesinde malign bulgulara rastlanmama-
sina ragmen, karin icerisinde yaygin kistik lezyonlarin goriil-
mesi, agiklanmast zor bir durumdur.

Appendiks kistadenom ve buna bagli pseudomiksoma
peritonei olgulari, siklikla perfore apandisite bagl yaygin
peritonit ile karistirilabilir. Ayirici tanida; ultrasonografi,
BT, kolonoskopi ve laparoskopi biiyiik 6nem tagir. Kanser
belirteglerinin yiiksekligi, her zaman olgunun malign oldu-
gu anlamina gelmez.Bu olgularda pseudomiksoma peritonei
gelismemesi i¢in ister agik ister laparoskopik yontemle olsun
apendektomi esnasinda kistin yirtilmamasina ¢ok dikkat
edilmelidir.

Cikar Catismasi ve Finansman Beyani: Bu ¢aligmada
¢ikar catigmasi yoktur. Finansman destegi alinmamustir.

Arastirmacilarin Katki Orami Beyan Ozeti: Yazarlar
makaleye esit katki saglamis olduklarini beyan ederler.
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Olgu Sunumu (Case Report)

Koroid Neovaskiiller Membranh Bir Hastada Makiila Deliginin Spontan
Kapanmasi

Spontaneous Closure of Macular Hole in A Patient with Choroidal Neovascular Membrane

Selma URFALIOGLU, Mete GULER, Ismail EVGIN

Kahramanmaras Sutcu Imam University School of Medicine, Department of Ophthalmology, Kahramanmaras, Turkey

Ozet

Tam kalinlikta makiila deliginin kendiliginden kapanmasi nadir bir olaydir ve genellikle cerrahi gerekir. Yetmisbir yasinda kadin hasta, yasa bagli makiila
dejenerasyonu (YBMD) tanisi ile takip edilmekteydi. Dort yil once ani gérme diisiisiinden sikayet etmisti. Gorme keskinlikleri sag ve sol gozde sirasiyla
0.05 ve 1.0 idi. Optik koherens tomografi muayenesinde sag géziinde tam kalinlikta makiila deligi ve kuru tip YBMD saptandi. izlem sirasinda kuru tip
YBMD’nin yas tipe degistigi ve koroid neovaskiiler membran(KNVM)’n gelistigi belirlendi. Makula deligi kendiliginden kapanmis ve aktif KNVM ve
epiretinal membrana ragmen gérme keskinligi artmisti. Koroid neovaskiiler membran makiiler deligin kapanmasini kolaylastirabilir ve ameliyattan 6nce

kendiliginden kapanma i¢in gbzlem bu iki kombine patolojiye sahip hastalar i¢in bir secenek olabilir.

Anahtar Kelimeler:Koroid neovaskiiler membran, Makiiler delik, Optik koherens tomografi

Abstract

Spontaneous closure of a full thickness macular hole is a rare event and usually surgery is needed. A 71 year-old-woman had been followed with the diag-
nosis of age related macular degeneration (AMD). Four years ago she had complained with sudden vision drop. Visual acuities were 0.05 and 1.0 in right
and in left eyes, respectively. On optical coherence tomography examination full thickness macular hole and dry type AMD were detected in her right eye.
During follow up it was determined that dry type AMD had changed to wet form and choroidal neovascular membrane (CNVM) had developed. The macular
hole had spontenously closed and visual acuity increased despite active CNVM and epiretinal membrane.Choroidal neovascular membrane may facilitate
macular hole closure and observation for spontenous closure before surgery may be an option for patients that have these two combined pathologies.

Keywords:Choroidal neovascular membrane, Macular hole, Optical coherence tomography
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INTRODUCTION

Macular hole (MH) is a generally round-shaped neuro-
sensory defect in the foveal region that includes vertically all
layers of the retina.It causes painless central vision loss and
metamorphopsia in patients. Spontaneous closure of a full
thickness MH is a rare event and usually surgery is needed
(1). Here we present spontaneous closure of macular hole in
a patient with choroidal neovascular membrane (CNVM).

CASE PRESENTATION

A 7lyear-old-woman had been followed with the diag-
nosis of age related macular degeneration (AMD). Visual
acuities were 0.2 in the right eye and 1.0 in the left eye. She
had active CNVM (Figure 1) and intravitreal ranibizumab

regimen was applied and CNVM was treated. Her left eye
was normal (Figure 2). Four years ago she had complained
with sudden vision drop. Visual acuities were 0.05 and 1.0 in
right and in left eyes, respectively. On OCT examination full
thickness MH and dry type AMD were detected in her right
eye (Figure 3) and surgery was suggested, but the patient
denied surgery. During the follow-up MH gradually enlarged
to 800 micrometers in diameter, an epiretinal membrane was
detected and vision dropped to counting fingers (CF) from
1 meter distance (Figure 4). Ten months ago it was deter-
mined that dry type AMD had changed to wet form again
and CNVM had developed. The MH had spontenously clo-
sed and visual acuity increased to CF from 2 meters despite
active CNVM and epiretinal membrane (Figure 5). Intra-
vitreal ranibizumab treatment was started again for CNVM.

Figure 1. Spectral domain optical coherence tomography image demonstrates a small choroidal neovascular membrane
and minimal pigment epithelial detachment.

Figure 2. Normal findings in the left eye in spectral domain optical coherence tomography image.

Figure 3. A small choroidal neovascular membrane and full thickness macular hole is seen in spectral domain optical co-

herence tomography image.

Figure 4. A large macular hole and choroidal neovascular membrane is seen in spectral domain optical coherence tomog-

raphy image.

Figure 5. Spectral domain optical coherence tomography image of the right eye shows enlarged and active choroidal neo-
vascular membrane, epiretinal membrane and spontenous closure of MH.
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DISCUSSION

Several reports have been reported about spontenous clo-
sure of macular hole (2-4). On the other hand reports about
spontaneous closure of a full-thickness macular hole in pa-
tients with CNVM are very rare (5,6). Antero-posterior tra-
ction forces that created by vitreous and tangential tractions
on the surface of the retina are the most extensively accepted
mechanisms regarding the pathogenesis of MH (6). The aims
of vitrectomy surgery in MH are to remove these abnormal
traction forces at the vitreo-macular interface and to pro-
mote glial proliferation. In our case, spontaneous closure of
the MH may be caused by two possible mechanisms. CNVM
may have caused buckle effect under the fovea with its mass,
thus facilitated the bridging the edges of the MH closer to
each other and promoted healing. Adjunctive agents such as
growth factors, autologous platelets introduced into the envi-
ronment by serum leaking from active CNVM may also have
stimulated adjacent glial proliferation and facilitated closure
(5).In a study Figuero and coworkers used autologous plate-
let-rich plasma as adjuvant to pars plana vitrectomy with in-
ternal limiting membrane peeling in the treatment of highly
myopic macular holes and obtained complete closure in all
patients (7). These two mechanisms might have also worked
in combination.

In conclusion, choroidal neovascular membrane may fa-
cilitate MH closure and observation for spontenous closure
before surgery may be an option for patients that have these
two combined pathologies.
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Olgu Sunumu (Case Report)

Trigeminal Trofik Sendrom: Nazal Ulserin Nadir Bir Sebebi
Trigeminal Trophic Syndrome : A rare cause of nasal ulcer

Hilal Semra HANCER

Denizli Devlet Hastanesi, Deri ve Zithrevi Hastaliklar Klinigi, Denizli, Tiirkiye

Ozet

Trigeminal trofik sendrom, trigeminal sinirin duyu dallarinda meydana gelen hasar sonucunda ortaya ¢ikan nadir goriilen bir durumdur. Bas-boyun bélgesine
lokalize kronik {ilserler ile karakterizedir. Literatiirde herpes zoster enfeksiyonu ve serebrovaskiiler olay sonrasinda gelisen vakalar bildirilmistir. Gereksiz
tedavilerden kaginilmasi i¢in erken tani 6nemlidir. Burada, burunda nazal kanatta yarim ay seklinde {ilseri olan 67 yasinda erkek hasta sunularak trigeminal
trofik sendrom ile nazal ilser sebepleri tartisilacaktir.

Anahtar Kelimeler: Fasiyal parestezi, Nazal tilser, Trigeminal trofik sendrom

Abstract

Trigeminal trophic syndrome is a rare condition that occurs as a result of damage to the sensory branches of the trigeminal nerve. It is characterized by ch-
ronic ulcers localized in the head and neck region. In the literature, cases developed after herpes zoster infection and after cerebrovascular disease have been
reported. Early diagnosis is import and to avoid unnecessary treatments. Here, a 67-year-old male patient with a crescent shaped ulceration on the nasal ala
is presented, and the causes of trigeminal trophic syndrome and nasal ulcers will be discussed.

Keywords: Facial paresthesias, Nasal ulcer, Trigeminal trophic syndrome
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GIRIS

Trigeminal trofik sendrom ( TTS ), trigeminal sinirin da-
giliminda nadir olarak gériilen bir dermatoz olarak ilk kez
1933 yilinda tanimlanmugtir (1). Klasik triad: tek tarafl fa-
siyal anestezi, parestezi ve ala nazi yerlesimli iilserdir. Ulser,
sacli deri, alin, yanak, dudak, damak, cene gibi trigeminal
sinirin innerve ettigi diger bolgelerde de goriilebilir (2). Ayi-
ric1 tanida laysmanya, herpes enfeksiyonlari, tiberkiiloz, lep-
ra gibi enfeksiyoz durumlar, skuaméz hiicreli kanser, bazal
hiicreli kanser gibi maligniteler, wegener graniilomatozisi,
pyoderma gangrenozum, dermatitis artefakta diisiiniilme-
lidir. Bu makalede serebrovaskiiler olay sonrasinda burun
kanadinda ilser gelisen 67 yasindaki erkek hasta sunularak
nadir bir hastalik olan TTS gozden gegirilecektir.

OLGU SUNUMU

67 yasindaki bir erkek hasta yaklagik bir yildan beri bur-
nun sag tarafinda bulunan yara sebebiyle poliklinige bagvur-
du (Resim 1). Hasta lezyonda kasinma, agr1 gibi herhangi
bir semptom bulunmadigini; fakat rahatsizlik hissi oldugu-
nu ifade etti. Hastanin 6zge¢misinden yaklagik alt1 y1l once
serebrovaskiiler infarktiis gecirdigi ve o déonemde sag tara-
finda hemipleji gelistigi 6grenildi. Hasta 6nceleri burnun
sag tarafinda uyusma karincalanma gibi bir hissin oldugunu
ve kanatinca rahatladigini belirtti. Zaman icerisinde lezyon
tizerindeki pullanmalar1 kopardig: i¢in o bolgede yarim ay
seklinde yara olustugunu ifade etti. Hasta daha onceleri fu-
sidik asit, mupirosin gibi topikal antibiyotikler ile gesitli oral
antibiyotikler kullanmig; fakat fayda gérmemis.

Resim 1. Tedavi oncesinde sag ala nazi iizerinde agrisiz kresent seklinde iilser.

Fizik muayenede sag nazal kanatta yaklagik 6x8 mm ¢a-
pinda, kresent seklinde {ilser saptand: (Resim 1). Lezyon
palpasyon ile hassas degildi. Kiirdan ve pamuklu ¢ubuk yar-
dimuyla yapilan yiizeyel duyu muayenesinde iilser ¢evresinde
daha belirgin olmak iizere yiiziin sag tarafinda agr1 ve hafif
dokunma duyusu azalmistr. Ayni bolgede 1s1 duyusu, sicak
ve soguk su iceren cam tiipler yardimiyla yapildi ve sol tarafa
gore azalmis oldugu goriildi. Hastanin hemogram, biyokim-

ya, sedimentasyon, CRP degerleri normaldi. Hastada hepatit
B, hepatit C, HIV saptanmadi, VDRL (-) idi. Ulserden alinan
kiltiir sonucunda mikrobiyal iireme olmadi. Giemsa boyama
ile yapilan mikroskobik incelemede laysmanya amastigotlar:
goriilmedi. Biyopsi sonucunda ise non-spesifik dermatit bul-
gulari ile iilserasyon bulgular: saptandi, grantilomatoz degi-
siklikler ile vaskiilit gorilmedi.

Hastanin alt1 y1l dnce serebral infarktiis gegirmesi sonu-
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cunda yiiziiniin sag kisminda tek tarafli duyu kaybi ve pa-
restezi bulunmasi, trigeminal sinir dagiliminda unilateral
yerlesimli iilser olmasi sebebiyle, hastaya TTS tanis1 koyul-
du. Hastaya parestezi i¢in karbamazepin 200 mg 2x1 bagland:
ve {ilseri kagimamasi, ovmamasi anlatildi. Hastanin alt1 aylik
takibinde tilser skar formasyonu ile iyilesti.

*Burada sunulan hastaya gerekli bilgilendirme yapilmig
olup yazili onam formu alinmigtir.

TARTISMA

Trigeminal trofik sendrom, besinci kranial sinirin inerve
ettigi yerlerde anestezi, parestezi ve ala nazi lateralinde yarim
ay seklindeki iilserasyonla karakterizedir. ilk kez Loveman
ve McKenzie tarafindan birbirinden bagimsiz olarak 1933
yilinda tanimlanmistir (1). TTS herhangi bir yas grubunda
olusabilir; on dort aylik bir infant ile 94 yasindaki bir hastada
gelisen TTS olgulari belirtilmistir (2). Literatiirde 2012 yilina
kadar bildirilmis olan 184 vaka bulunmaktadir. Kadinlarda
erkeklerden yaklasik iki kat daha fazla goriilmektedir (3).

Trigeminal trofik sendromun patogenezi tam olarak bi-
linmemekle birlikte trigeminal sinir ve dallarindaki hasar
sonrasinda olustugu gosterilmistir. Bildirilen vakalarin ¢o-
gunlugunda Gasserian gangliyon (trigeminal sinirin duyusal
gangliyonu) ablasyonu 6ykiisit bulunmaktadir (4). Sawada
ve arkadaslarinin yaptig1 bir ¢alismada TTSnin hastalarin
%30unda trigeminal ablasyon, %30’unda serebrovaskiiler
olay, %21’inde ise cerrahi komplikasyonlar (astrositoma,
akustik néroma, hematom bogaltilmasi) sonucunda ortaya
ciktigr gorilmistiir. Travma, herpes zoster sonrasi ve lepra
ile tetiklenen vakalarda tespit edilmistir (5). Bu olguda, se-
rebrovaskiiler infarktiis sonucunda TTS gelismistir. Hastalar-
da hasarli trigeminal sinirin innerve ettigi alanlarda gelisen
kasinma, yanma, batma hissine yanit olarak self mutilasyon
gelisir. Bunun sonucunda bu alanlara lokalize tilser olusumu
meydana gelir. Trigeminal sinir hasari ile nérotropik tlserin
olusmas! arasindaki zaman birka¢ giin ile otuz yil arasinda
degismektedir (1). Buradaki hastada iilser, serebrovaskiiler
olaydan yaklasik bes yil sonra gelismistir.

Agri, kagint, yanma, gidiklanma gibi hisler TTS’li has-
talarda, travmatize bolgede tekrarlayan kasima, ovalama,
koparma gibi davranislara sebep olur. Ala nazide yarim ay
seklinde tlser, TTSnin karakteristik lezyonudur. Burun
ucu korunurken, ala nazide kompulsif davraniglarin sonu-
cu olarak dlser gelisimi karakteristiktir. TTSde ¢ogunlukla
burun ucunun korunmasimnin sebebi burun sirtinin nervus
oftalmikus’un bir dali olan anterior etmoidal sinirin medi-
al nazal dali ile innerve olmasidir (4). Besinci kranial sinir
olan nervus trigeminus motor ve duyusal gorevi olan mikst
tipte bir sinirdir. Ug periferik dali vardir: oftalmik, maxillar
ve mandibular. Burun sirti, kornea, alin, skalpin bir kismini
oftalmik sinir inerve ederken, yanaklar, iist dudak, st digler
ve ala nazileri maxillar sinir inerve eder (6).

Bildirilen vakalarin ¢ogunlugunda iilser, ala nazi yer-
lesimlidir; fakat yanak, preaurikiiler bolge, ist dudak,

alin, ¢ene, periorbital bolge gibi alanlarin tutuldugu olgu-
lar da mevcuttur. Olgularin %57’sinde lezyonlar sag tarafa,
%41’inde ise sol tarafa yerlesmistir. Bilateral tutulum oldukg¢a
nadirdir (5). Buradaki olguda da lezyon sag taraf yerlesim-
liydi.

Trigeminal trofik sendromun tanisy; klinik bulgular, has-
tanin medikal dykiisii ve histopatolojik olarak diger hasta-
liklarin dislanmasi ile koyulur. Tam kan sayimi, karaciger
ve bobrek fonksiyon testleri, antiniikleer antikor, romatoid
faktor, periniikleer ile sitoplazmik antindtrofil sitoplazmik
antikor degerleri normaldir (3). Hastalarin biiyiik ¢ogunlu-
gunda TTSi tetikleyen serebrovaskiiler olay ya da gegirilmis
bas boyun cerrahisi dykiisii bulunmaktadir. Herhangi bir te-
tikleyici faktoriin bildirilmedigi durumlarda olas: trigeminal
sinir hasarina veya distorsiyonuna sebep olabilecek menen-
gioma gibi hastaliklarin dislanmasi i¢in magnetik rezonans
goriintilleme yapilmalidir (7). Histopatolojik bulgular spe-
sifik degildir. Kronik {ilserasyon ile hafif derece inflamatu-
ar infiltrasyon goriilir (4). Burada sunulan olguda lezyon,
serebrovaskiiler olay sonrasinda yiizde ortaya ¢ikan pares-
tezi ile tetiklenmistir. Yapilan laboratuvar tetkikleri normal
olarak bulunmus olup, yara kiltiiriinden mikroorganizma
tiretilememistir. Histopatolojik incelemede ise graniilomatoz
degisiklikler, malignite bulgulari, vaskiilit gortilmemistir.

Ayiric1 tanida birgok hastalik bulunmaktadir. Eritem-
li, kurutlu, kolay kanayan lezyonlarin olmasi sebebiyle TTS
bazal hiicreli kanser, skuamoéz hiicreli kanser, lenfoma, sar-
kom ile karigtirilabilir. Biyopside atipik, malign hiicrelerin
gortilmemesi ile neoplastik durumlardan ayrilir (3).Herpes
enfeksiyonlarinda agri ile vezikiiller 6n plandadir. Herpetik
lezyonlardan ayrimda tzanck yayma 6nemli bir tan1 aracidir.
Herpes enfeksiyonlarinda hem tzanck yaymada hem biyop-
side multiniikleer dev hiicreler goriiliir. Nazal iilserler ayrica
sifiliz, lepra, tiberkiiloz, leishmania ve derin mikoz enfeksi-
yonlarinda goriilebilir (4). Kronik nazal iilseri olan hastalar-
da VDRL diizeyine bakilmalidir. Lezyondan giemsa boyama
yapmak laysmanyadan ayrimi icin gerekmektedir. Enfeksiy6z
hastaliklardan ayrimda biyopsi de olduk¢a faydalidir. Nazal
tilserden alinan biyopside graniilomatdz inflamasyon goriil-
diiginde sarkoidoz, tiiberkiiloz, wegener graniilomatozisi
ve crohn hastali1 diistiniilmelidir. Pyoderma gangrenosum
lezyonlar1 da TTS ile karisabilir. Pyoderma gangrenozumda
lezyonlar nadiren ytize yerlesir ve olduk¢a agrilidir (3). Has-
talarda genellikle hematolojik malignite, inflamatuar barsak
hastalig1 6ykiisii bulunur. TTS siklikla dermatitis artefakta ile
karigir. Dermatitis artefaktada etiyolojide norolojik hastalik
oykiisti yoktur, yiizde duyu muayenesi normaldir. Lezyon-
lar dermatomal bir dagilim gostermez ve hastalar lezyonu
koparinca rahatlar. Dermatitis artefaktali hastalar genellikle
lezyonu kendilerinin yaptigini inkar ederler (8). Dermatitis
artefaktali hastalarin aksine bu olguda, hasta rahatsizlik his-
si duydugu i¢in lezyonun oldugu bolge ile oynadigini, bazen
kopardigini soyledi. Ayni zamanda bu olguda lezyon tarafin-
da duyu kayb: bulunmaktaydi.
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Trigeminal trofik sendrom,tedavisi gii¢ bir hastalik olup,
multidisipliner bir yaklasim gerektirir. Tedavide ilk adim
hastalardaki self-mutilasyonun o6nlenmesidir. Bu amagla
hastalara tirnaklarinin kisa tutulmasi, parmak tizerine yu-
musak bandaj yapilmasi, eldiven giyilmesi soylenebilir (9).
Tekrarlayan kompulsif davranislar devam ediyorsa psikiyatri
konstiltasyonu 6nerilmelidir. Sekonder enfeksiyonlarin 6n-
lenmesi igin lokal yara bakimi yapilmasi, topikal ve sistemik
antibiyotik kullanilmasi gerekir (10). Noropatik kasintinin
da eslik ettigi bir olguda topikal takrolimus ile gabapentin ile
birlikte kullanilmis ve olumlu sonu¢ alinmustir (5). Termop-
lastik pansuman ile giizel sonug alinan vakalar bildirilmistir
(11). Yara ortiileri ile hem yara kapatilarak tekrarlayan kom-
pilsif davraniglar onlenir ve de yara iyilegsmesi hizlandirilir
(12). Literatiirde transkiitanoz elektrik stimiilasyon ile tedavi
edilen bir olgu bulunmaktadir. Transkiitanoz elektrik stimii-
lasyonunun lokal kan akimini arttirarak ilser iyilesmesine
katkida bulundugu diistiniilmektedir (13). Trigeminal sinir
hasar1 onarilmadig i¢in fasiyal iilserler tedavi edilse de iler-
leyen donemlerde rekiirrens gelisebilir. Trigeminal nevralji
tedavisinde amitriptilin, pregabalin, lamotirijin, fenitoin,
baklofen, botulinum toksin, gabapentin, okskarbazepin ve
karbamazepin gibi ilaglar kullanilmistir (14). Son zamanlar-
da gabapentin ile karbamazepin TTS tedavisinde ilk segenek
olarak degerlendirilmektedir (5). Karbamazepin, voltaja ba-
gimli sodyum kanallarini inhibe ederek, néron membranla-
rinin uyarilabilirlik esigini yiikseltir. Gliniimiizde trigeminal
nevralji tedavisinde eslikarbazepin, viksatrijin, flupirtin gibi
yeni ajanlar kullanilmaya baglanmistir (14). Bu ilaglar di-
rengli TTS olgularinda alternatif olarak diisiiniilebilir. Lokal
ve sistemik tedaviye yanit vermeyen, sik tekrarlayan olgular-
da cerrahi tedavi tercih edilir (15).

Sonug olarak, Trigeminal trofik sendrom, trigeminal si-
nir hasar1 olusan bolgeye lokalize unilateral anestezi, pareste-
zi ve ilser ile karakterize olan nadir bir durumdur. Ala nazi
lateralinde kresentrik iilser ile karakterize olsa da, skalp, alin,
yanak, Gist dudak etkilenebilir. Ayric1 tanida malignensiler,
enfeksiyonlar, vaskiilitler, grantilomat6z hastaliklar bulun-
maktadir. Her ne kadar sik goriilen bir durum olmasa da
dermatologlarin 6zellikle nazal iilser ayirici tanisinda diigiin-
mesi gerekmektedir.

Cikar Catismasi ve Finansman Beyami: Bu ¢alismada
¢ikar catigmasi yoktur. Finansman destegi alinmamastir.

Arastirmacilarin Katki Oram Beyan Ozeti: Yazarlar
makaleye esit katki saglamis olduklarini beyan ederler.
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Olgu Sunumu (Case Reports)

Plasenta Perkretanin Neden Oldugu Yogun Vajinal Kanama Sonucu Gelisen
Maternal Morbitide ve Near Miss Olgusu

A Case of Maternal Morbidity and Near Miss Resulting From Massive Vajinal Bleeding Due
to Placenta Percreta

Kadir GUZIN, Alev OZER, Inci HANSU

Kahramanmaras Siitgii imam Universitesi Tip Fakiiltesi Kadin Hastaliklari ve Dogum Anabilim Dal1, Kahramanmaras, Tiirkiye

Ozet

Diinya saglik orgiitiiniin tanimlamasina gore gebelik veya postpartum donemde yasami tehdit edecek diizeyde obstetrik komplikasyon gelisen ancak tesadii-
fen veya saglik kuruluslarinda saglanan iyi bakim sayesinde kurtulup yasayan olgular neredeyse kaybedilecek (near-miss) olarak adlandirilmaktadir. Plasen-
tal yapisma anomalileri, uterin riiptiir, ablasyo plasenta gibi nedenlere bagli olarak olusan obstetrik kanamalar, siddetli preeklampsi, eklampsi, hipertansif
ensefalopati maternal near-miss morbidite nedenleri arasinda yer almaktadir. Plasenta perkreta, asir1 kan kaybina neden olarak maternal morbidite ve mor-
taliteyi belirgin bir sekilde artiran plasental yapisma anomalisidir. Tedavisinde hemodinamik olarak stabil hastalarda fertilite koruma amaciyla konservatif
yaklagimlar sinirli olarak uygulansa da tedavi sekli genellikle histerektomidir. Plasenta perkreta olgularinda multidisipliner yaklagimla maternal mortalite
azaltilabilir. Masif vajinal kanamaya bagli hipovolemik sok ve asidoz tablosuyla 3. basamak referans bir hastanenin obstetri klinigine bagvuran, acil sezaryen
histerektomi ve bilateral hipogastrik arter ligasyonu cerrahisi ve yogun kan iiriinleri replasmani ile 6liimden donen (near-miss) plasenta perkreta olgusunun
sunulmasi amaglanmistir.

Anahtar Kelimeler: Plasenta previa, Plasenta perkreta, Sezaryen histerektomi
Abstract

According to the definition of the World Health Organization, cases that develop life-threatening obstetric complications during pregnancy or postpartum
period, but survive by chance or thanks to good care provided by health institutions, are called near-miss. Severe preeclampsia, eclampsia, hypertensive
encephalopathy, obstetric hemorrhages including placental adhesion anomalies, uterine rupture, ablation placenta are listed among the causes of maternal
near-miss morbidity. Placenta percreta is a placental adhesion anomaly that significantly increases maternal morbidity and mortality by causing excessive
blood loss. Although conservative approaches are limited for the purpose of preserving fertility in hemodynamically stable patients, treatment is generally
hysterectomy. In cases of placenta percreta, maternal mortality can be reduced by multidisciplinary approach. It is aimed to present the case of placenta
percreta that returned from death with emergency cesarean hysterectomy and bilateral hypogastric artery ligation surgery and intensive blood product rep-
lacement, who admitted obstetrics clinic of a tertiary referral hospital with a picture of hypovolemic shock and acidosis due to massive vaginal bleeding.

Keywords: Placenta previa, Placenta percreta, Cesarean hysterectomy
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GIRIS

Plasenta previa, plasentanin internal servikal osa yakin
yerlestigi veya internal osu kismen ya da tamamen kapattig:
bir plasenta implantasyon anomalisi olup insidans1 %0.3-0.5
olarak bildirilmistir (1). Plasenta previanin 6nemli kompli-
kasyonlarindan biri de duruma plasenta kreatanin eslik et-
mesidir. Ozellikle son yillarda sezaryen seksiyo ile dogum
oranlarinin artisina bagl olarak plasenta previave plasen-
ta kreta insidansi artmaktadir (2). Plasenta kreata, desidua
bazalisin Nitabuch tabakasinin yetersizligi veya yokluguna
bagl olarak plasentanin uterus duvarina degisen dereceler-
de invazyonu sonucu olusan ve 6nemli obstetrik komplikas-
yonlara neden olabilen bir plasentasyon anomalisidir (3).
Plasental adezyon anormalliklerinin en az goriilen alt tipi
olan plasenta perkretada plasentanin tiim uterus duvari ve
komsu organlara invazyonu vardir. Son dénemlerde insidan-
s1artmakla birlikte yaklagik olarak 189/100000dir (4). Gerek
plasenta previa gerekse plasenta previaya eslik eden perkreta
maternal perinatal morbidite ve mortalitesi yiiksek olan, ha-
yat1 tehdit edecek olglide maternal kanamaya ve buna bagh
multiorgan yetmezligine ve hatta 6liim gibi ciddi komplikas-
yonlara yol acabilen durumlardur.

Sosyoekonomik diizeyi gelismis toplumlarda peripartum
acil histerektomi, en sik plasentasyon anomalisi nedeniy-
le uygulanmaktadir (4,5). Gebelik siirecinde, dogumda ve
dogum sonrasi 42. giine kadar olan donemde yagami tehdit
edecek diizeyde obstetrik komplikasyon gelisen ancak tesa-
diifen veya saglik kuruluslarinda saglanan iyi bakim sayesin-
de kurtulup yasayan hastalar Diinya Saghk Orgiitii (DSO)
tarafindan neredeyse kaybedilecek (near-miss) hasta olarak
tanimlanmustir (6). Maternal near-miss morbidite nedenleri
arasinda ektopik gebelik, ablasyo plasenta, uterin ruptiir, pla-
senta kreta gibi nedenlerle olusan obstetrik kanamalar, sid-
detli preeklampsi, eklampsi, hipertansif ensefalopati, akut so-
lunum sikintis1 sendromu, sepsis gibi nedenler yer almakta-
dir (7-10). Nearmiss tanisi retrospektif olarak koyulmaktadir
ve DSO tarafindan tanimlanmus kriterler bulunmaktaysa da
altin standart tani kriterleri yoktur. Yogun bakim tinitesinde
takibi gereken, kan transfiizyonu yapilan, acil histerektomi
yapilan gebeler, near-miss olarak kabul edilmektedir (6,7).

Bu olguda; aktif vajinal kanamanin neden oldugu hipo-
volemik sok ve asidoz nedeniyle nedeniyle neredeyse hayati-
n1 kaybedecek (near-miss) olan, plasenta perkreta nedeniyle
acil peripartum histerektomi yapilan, multidisipliner yakla-
simla bagarili bir sekilde tedavi edilen olgunun literatiir tara-
masi esliginde sunulmasi amaglanmistir.

OLGU SUNUMU

Eslik eden kronik bir hastaligi bulunmayan, 33 yasin-
da, gravida:4, parite:2 abortus:1 olan ve gecirilmis 2 sezar-
yen seksiyo oykiisii bulunan hasta, aktif vajinal kanama ve
plasenta previa totalis 6n tanisiyla Kahramanmaras Siit¢l
Imam {iniversitesi Tip Fakiiltesi Kadin Hastaliklar1 ve Do-

gum Klinigine kabul edildi. Son adet tarihini hatirlamayan
hastanin yapilan ultrasonografisinde 31 hafta ile uyumlu tek
canli fetiis izlendi. Hastanin ykiisiinden gebelik takiplerin-
de plasenta previa totalis tanis1 koyuldugu ancak plasental
yapigsma anomalisine ait herhangi bir tan1 koyulmadig1 6g-
renildi. Klinigimizde yapilan ultrasonografik incelemede
plasentanin servikal osu tamamen kapatmasi, plasentada ¢ok
sayida lakiiner alanlar goriilmesi ve uterus-mesane sinirimin
goriinmemesi nedeniyle plasenta previa totalis ve plasental
yapisma anomalisi 6n tanisi koyuldu. Hastanin hipotansif,
takipneik, tagikardik olmasi, soluk goriiniimii, masif vajinal
kanamasi olmasi nedeniyle hipovolemik sok tanisi koyulup
swv1 replasmani baglanarak ve acil kan transfiizyonu i¢in kan
merkezinden istemler yapilarak acil operasyon karar1 alindu.

Genel anestezi uygulamas: sonrasinda gobek alti medi-
an ve gobek iistii median insizyonla batina girildi. Eksplo-
rasyonda plasentanin uterus alt segment 6n duvarda seroza-
ya kadar ilerledigi ve mesaneyi invaze ettigi izlendi. Plasental
kesiden kaginmak amaciyla uterus fundusa klasik vertikal
kesi yapildi. Bir adet canli 1420 gr agirliginda bebek 6/8 AP-
GAR ile dogurtuldu. introperatif yapilan kan gazi analizinde
asidozda oldugu saptanan hastanin kan degerleri su sekil-
deydi: pH:7.04 Hb:11.8g/dL PIt:125000, D-dimer 80ng/mL,
fibrinojen 49 mg/dL. Bu bulgularla yaygin intravaskiiler ko-
agulasyon (dissemine intravaskiiler koagiilasyon, DIK) tanist
koyulan hastaya intraoperatif 5 {inite eritrosit stispansiyonu,
3 Unite taze donmus plazma, 1 {inite afarez, 2 finite fibrino-
jen replasmani yapildi. Mesane iizerinde plasental invazyo-
nun goriilmesi ve plasentanin spontan ayrilmamasi nede-
niyle plasenta perkreta tanisi koyularak histerektomi karari
alind1. Plasenta yerinde birakilarak uterus kapatildi (Sekil
1) . Plasentanin mesaneye yiizeye invazyonu olan bélgede
mesane tizerindeki damarlar hemoklipsle kapatildiktan son-
ra mesane uterustan disseke edildi. Takiben total abdominal
histerektomi ve bilateral salpenjektomi yapild1 (Sekil 2).
Mesane kubbesinde saptanan 1 cnr’lik hasar onarildi. Mesane
gevresi ve retroperitoneal alanlardan sizinti tarzinda kana-
malarin suturasyon ve elektrokoagulasyona ragmen devam
etmesi Uizerine bilateral hipogastrik arter ligasyonu yapildi.
Pelvise bir adet dren yerlestirilerek operasyona son verildi.
Hasta postoperatif donemde yogun bakim iinitesinde takibe
alind1. Postoperatif donemde hemogram degerlerinde diisii-
siin devam etmesi nedeniyle aralikli olarak 8 iinite eritrosit
slispansiyonu, 4 {inite taze donmus plazma 2 iinite afarez ve
1 uinite fibrinojen verildi. Postoperatif takip boyunca pulmo-
ner tromboemboli profilaksisini saglamak amaciyla diisiik
molekiiler agirlikli heparin uygulamasi yapildi. Olgu, posto-
peratif 3. giinde ekstiibe edilerek serviste takibe alindi. DSO
kriterlerine gore olgumuza neredeyse kaybedilecek hasta
(near-miss) tanisi koyuldu. Takiplerinde genel durumu iyi
olan olgu, postoperatif 6. giinde taburcu edildi. Mesane son-
das1 10 giin tutulduktan sonra ¢ikarildi. Takiplerde herhangi
bir tiriner komplikasyon gelismedi.
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TARTISMA

Plasenta previa ve perkreta, ciddi maternal ve fetal komp-
likasyonlara yol agabilen, % 2-7 oraninda maternal mortalite
ile sonuglanan bir durumdur (4). Plasenta perkreta ile pla-
senta previa arasinda yakin iligki bulunmakta olup previa,
perkreta i¢in 6nemli bir risk faktoriidiir. Plasental yapigma
anormalliklerinin tanisinin gebelik takipleri sirasinda ko-
yulmus olmasi, preoperatif donemde olasi komplikasyonlara
hazirlikli olmak agisindan ve bu olgularin dogumlarinin bu
konuda yeterli tecriibe ve donanima sahip saglik merkezle-
rinde gerceklestirilmesi bakimindan hayati éneme sahiptir
(4). Ayrica antenatal donemde plasental adezyon anormal-
liklerinin 6ntanisinin koyulmas; hastalarin peripartum his-
terektomi, kan transfiizyonu gereksinimi, yogun bakim tini-
tesinde takip gereksinimi gibi muhtemel siire¢ler hakkinda
bilgilendirilmeleri agisindan da ¢ok énemlidir. Ozellikle 6y-
kiistinde gegirilmis sezaryen seksiyo, myomektomi, metrop-
lasti gibi nedenlerle uterin skar1 olan her gebe plasenta-miyo-
metrium iligkisi agisindan detayl olarak incelenmelidir (8).
Bizim olgumuzda antenatal donemde plasenta perkreta 6n
tanist koyulmamustir. Plasenta previa ve plasental invazyon
anomalilerinin tanisinin konulmas: i¢in kullanilan yontem-
ler arasinda; trans abdominal ve transvajinal ultrasonografi,
renkli doppler sonografi ve magnetik rezonans (MR) goriin-
tilleme yer almaktadir. Ultrasonografik olarak retroplasental
myometriumun normal hipoekoik zonunun kaybi, uterus
serozasi ile mesane arasindaki hiperekojenitenin incelme-
si, plasentada tiirbiilan akim gosteren lakiinler ve kesintiye
ugramasi komsu organlara 6zellikle de mesaneye invazyonu
diistindiiren fokal egzofitik kitlenin varligi tanida yardimci
olabilir. Plasentanin posterior duvara yerlesimi gibi abdo-
minal olarak degerlendirilemeyen durumlarda transvajinal
ultrasonografi kullanilabilir. Tanida giiglik yaganan olgular-
da invazyonun derecesini ve diger organlarla olan iligkisini
belirlemek amaciyla magnetik rezonans goriintiileme kulla-
nilabilir (3,4).

Plasenta perkreta yonetiminde; hastanin hemodinamik
durumu ve fertilitesinin korunmak istenmesi gibi durumlar
g6z ontinde bulundurularak metotreksat uygulanmasi, ute-
rin ve hipogastrik arter ligasyonu, uterin arter embolizasyo-
nu, uterin packing, B-lynch siitiir konulmasi gibi konservatif
yaklagimlar mevcutsa da histerektomi plasenta perkreta yo-
netiminde yillardir en ¢ok uygulanan geleneksel yontemdir.
Bizim olgumugz aktif vajinal kanamaya bagli hipovolemik sok
tablosunda oldugundan ve plasenta uterusun alt segmentinin
tamamini ve mesaneyi yogun bir sekilde invaze ettiginden
konzervatif tedavi se¢eneginin kullanilmasi miimkiin degil-
di. Bu nedenle hastada acil peripartum histerektomi karari
aldik.

Acil periparum histerektomilerden sik goriilen kompli-
kasyonlar arasinda hipovolemik sok ve {iriner sistem yara-
lanmalari yer almaktadir (9-11). Bizim sundugumuz olgu da
hipovolemik sok tablosuyla bagvurmustur. Ayrica yogun ka-

namaya bagli olarak hastanin DIK tablosunda oldugu gériil-
miistiir. DIK’te tedavide en énemli adimlardan bir tanesi alta
yatan nedenin diizeltilmesidir (12). Bizim hastamizda hig
zaman kaybetmeden acil histerektomi yapilarak DiKe ne-
den olan yogun kanamanin durdurulmas: ve buna ek olarak
kan ve kan triinleri replasmanin yapilmasi hayat kurtarici
olmustur. Histerektomi sirasinda titizlikle mesane uterustan
reddedilmis olmasina ragmen, plasentanin mesane duvarina
olan invazyonu nedeniyle olgumuzda mesane kubbesinde 1
cm'lik bir alanda yaralanma olmugstur. Bu yaralanma intrao-
peratif olarak farkedilip onarilmis ve postoperatif donemde
herhangi bir komplikasyon gelismemistir.

Gebelik déneminde, dogumda ya da postpartum dénem-
de neredeyse 6lmek iizere olan, ancak yasatilan kadinlar ile
ilgili galismalar diinyada obstetrik bakimin ve anne sagligi-
nin 6nemli bir gostergesi olarak kabul edilmeye baglanmigtr.
DSO tarafindan maternal morbidite ve mortalite iligkili ola-
rak yakin zamanda bildirilen bir derlemeye gore neredeyse
kaybedilecek (near-miss) anne prevalansi diinyada %0.4-8
arasinda degismektedir (11). Bizim sundugumuz olgu, hipo-
volemik sok ve asidoz tablosuyla bagvurmasi, gerek intraope-
ratif gerekse postoperatif donemde yogun kan transfiizyonu
yapilmasi ve yogun bakim iinitesinde takip edilmesi gerek-
tigi icin DSO kriterlerine gore neredeyse kaybedilecek (ne-
ar-miss) anne olarak kabul edilmigtir.

Plasenta perkreta i¢in risk faktorii tagiyan gebelerin an-
tenatal donemde plasenta yapisma anomalileri agisindan
dikkatli degerlendirilmeleri 6nemlidir (12). Neredeyse kay-
bedilecek hasta mortaliteye dogru hizla yol alan hastadir. Bu
olgularda erken tani, yeterli preoperatif hazirlik ve periope-
ratif donemde ilgili branslarla multidisipliner yaklasimlar,
obstetrik bakim hizmeti sunan ekibin yeterli donanim, egi-
tim ve tecriibeye sahip olmasi maternal morbidite ve morta-
litenin engellenmesinde 6nemli etkenlerdir.

Cikar Catismasi ve Finansman Beyani: Bu ¢aligmada
¢ikar catismasi yoktur. Finansman destegi alinmamugtir.

Arastirmacilarin Katki Oram Beyan Ozeti: Yazarlar
makaleye esit katki saglamig olduklarini beyan ederler.
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Olgu Sunumu (Case Report)

Iliopsoas Apsesi ile Prezente Olan Retrogekal Perfore Apandisit: Vaka
Sunumu

Retrocecal Perforated Appendicitis Presenting with Iliopsoas Abscess: A Case Report
Hiiseyin CETIN, Mehmet Fatih EKICI, Ali Cihat YILDIRIM, Sezgin ZEREN, Faik YAYLAK, Mustafa Cem ALGIN

T. C. Saglik Bakanligi, KSBU Evliya Celebi Egitim Arastirma Hastanesi Genel Cerrahi Klinigi, Kiitahya, Tiirkiye

Ozet

Perfore akut apandisit sonrast komplike olan karin i¢i apse olusumu iyi bilinmektedir. Bununla birlikte, bu apselerin iliopsoas kasina lokalizasyonu nadirdir
ve tan1 ve tedavisi genellikle problemlidir ve gecikir. Bu yazida, 10 giindiir devam eden sag inguinal ve lomber agr1 yakinmast ile hastaneye yatirilan 59
yasinda bir hastay1 sunuyoruz. Karm tomografisi ve MR ile iliopsoas apsesi tanisi alan hastada perkiitan apse drenaji basarisiz oldu. Daha sonra hastada
akut karin tablosu gelisti. Ultrasonografi ile retrogekal apandisit teshisi kondu. Acil laparotomi ve retroperitoneal apse drenaji yapildi. Perfore retrocekal
apandisit bazen karin agrisina neden olmadan retroperitoneal apse ile ortaya ¢ikabilir. Bu nedenle, retroperitoneal enfeksiyonu diisiindiiren semptomlari olan
hastalarda, perfore apandisitten ciddi oranda stiphelenmek gerekir.

Anahtar Kelimeler: {liopsoas apse, Akut karin, Retrogekal apandisit

Abstract

Intraabdominal abscess formation complicating perforated acute appendicitis are well known. However, localization of these abscesses to the iliopsoas
muscle is rare and its diagnosis and treatment is usually problematic and delayed. In this article, we present a 59-year-old patient who was hospitalized
with the complaint of right inguinal and lumbar pain, which has been going on for 10 days. Percutaneous abscess drainage failed after the diagnosis of
iliopsoas abscess by abdominal tomography and MRI. Subsequently, the patient developed acute abdomen; He was diagnosed with retrocecal appendicitis
on ultrasonography. Emergency laparotomy and retroperitoneal abscess drainage was performed. Perforated retrocecal appendicitis can sometimes occur
with retroperitoneal abscess without causing abdominal pain. Therefore, in patients with symptoms suggestive of retroperitoneal infection, it is necessary to
seriously suspect perforated appendicitis.

Keywords: Iliopsoas abscess, Acute abdomen, Retroceceal appendicitis
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GIRIS

[liopsoas apsesi primer veya sekonder olarak siniflandiri-
labilir. Primer iliopsoas apseleri, enfeksiy6z ajanin hematojen
veya lenfatik yolla yayilmas: nedeniyle olusur. Tiim vakalarin
yaklasik % 30>u primer nedenlerle olusur (1). iliopsoas apse-
lerinde goriintilleme yontemlerinden 6zellikle tomografinin
tanida katkus1 yiiksektir. Goriintiileme yontemlerine ragmen
apse kokeni bilinmeyebilir ve sadece intraoperatif donemde
tanist konabilir. Iliopsoas apselerinin énemli kismi komsu
organ (idrar yollari, gastrointestinal sistem, vb.) enfeksiyo-
nuna sekonder gelismektedir. Vakalarin yarisindan fazlasin-
da atipik sikayetler ile klinik tablo olusturur (2). Bu yiizden
iliopsoas apselerini degerlendirirken 6zellikle retrogekal akut
apandisit ile ilgili bulgularin varlig1 mutlaka sorgulanmalidir.
Akut apandisite sekonder psoas apselerinde mortalite orani
%19 olarak bildirilmistir (3). Bu olguda iliopsoas apsesi ile
prezente olan retrogekal perfore apandisit olgusunu sunmayi
amagladik.

OLGU SUNUMU

59 yasindaki erkek hasta yaklagik 10 giindiir devam
eden sag inguinal ve sag gluteal bolgedeki agris1 nedeniyle
acil servise bagvurdu. Hipertansiyon disinda ek hastalig1 bu-
lunmayan hastanin sag inguinal ve gluteal bolgede hipere-
misi, hassasiyeti mevcuttu, defans, rebound tespit edilmedi,
barsak sesleri dogaldi, akut batin tablosu yoktu. Ates 38.5 ©
C olctldi. Kan tetkiklerinde 16kosit: 16650/mm® ve CRP:

437.40 mg/L idi. Tam idrar tahlilinde sadece 16kosit yogun-
lugu mevcuttu. Hastaya kontrastl tim batin tomografi ve
kontrastl alt batin MR ¢ekildi. Tiim batin tomografisinde
sagda psoas kasi igerisinde transvers c¢aplar1 6x5 cm 0l¢ii-
len icerisinde apse diisiindiiren hava dansitelerinin izlendigi
kalin duvarli koleksiyon mevcuttu (Resim 1A), intraperi-
toneal patoloji(akut apandisit) raporlanmadi. MRda ise sag
iliopsoas kasinda T'1 agirlikli serilerde hipointens, T2 agirlik-
I1 serilerde hiperintens apse ile uyumlu gériiniimiin olmasi
(Resim 1B) iizerine interne edildi. Imipenem monohidrat
ve klindamisin fosfat antibiyoterapileri basland1 ve ayni giin
girisimsel radyoloji tarafindan drenaj katateriyle apse kolek-
siyonu drene edildi ancak yogun koleksiyon nedeni ile islem
basarili olmadi, ponksiyonla 80 cc civar: piiriilan materyal
aspire edildi. Kiltiir antibiyogram ¢aligildi, ancak kiltir so-
nuglar1 sonu¢lanmadan hastanin takibi esnasinda hastaneye
yatisinin 2. glintinde karin agris1 gelisti. Yapilan kontrol ka-
rin muayenesinde sag alt kadranda defans ve rebound pozitif
olarak degerlendirildi. Kontrol ultrasonografisinde appen-
diks retrogekal goriiniimde idi ve appendiks cap: yaklasik
olarak 9 mm ve cevre dokularda kirlilik goriildii. Orta hat
insizyon ile batina girildi, sag alt kadranda retrogekal apan-
disit hali ve retroperitoneal yapigikliklar ile retroperitoneal
apse odag1 mevcuttu, appendektomi ve iliopsoas apse drenaji
yapildi. Takiplerinde ultrasonografi ile apse koleksiyonunun
gerilemesi tespit edildi. Postoperatif 23. giinde komplikas-
yonsuz taburcu edildi.
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Resim 1A. Aksiyel tomografi kesitinde sag psoas kasi igerisinde 60x50 mm boyutlarinda hava dansiteleri igeren apse for-

masyonu ve kas anterior komsulugundaki yag planlarinda inflamasyon lehine dansite artiglar: izlenmektedir.

KSU Medical Journal 2021;16(1) : 138-141

139

KSU Tip Fak Der 2021;16(1): 138-141



CETIN ve ark.

Resim 1B. Yag baskili aksiyel MR T1AGde sag psoas kasinda apse formasyonu ve kas fasyasinda lineer kontrastlanmalar

izlenmektedir.

TARTISMA

Apandisit, yetiskinlerde ve gocuklarda goriilen en sik
akut batin nedenidir. Erkeklerde insidans % 8.6 iken kadin-
larda % 6.7dir (4). Apandisitin en sik goriilen komplikasyo-
nu ise perforasyondur. Intraperitoneal apse, ileus, peritonit
ve sepsis komplikasyonlar1 arasindadir (4). Akut apandisitin
nadir olarak goriilen bir komplikasyonu olan iliopsoas apsesi
ise genellikle komsu yapilardan lokal enfeksiyona veya enf-
lamatuar siirece sekonder olarak ortaya ¢ikabilir ( 5). Akut
apandisit, divertikiilit, Crohn hastaligi, kolorektal karsinom
ve rektal travma gibi bazi durumlar sekonder iliopsoas abse-
sine neden olabilir (6). Glinimiizde primer iliopsoas absesi
ise 6zellikle immiin yetmezligi (AIDS, alkolikler), Diabetes
Mellitus, ileri yasli, Pott hastalig1 olan hastalarda teshis edil-
mektedir ve en sik goriilen ana patojen etken Staphylococcus
aureusdur (7,8). Primer iliopsoas apsesi hastalarinda uygun
tedavi ile daha iyi prognoz gostermekle beraber mortalite
%2,5-18,9 civarinda bildirilmistir (8). {liopsoas apselerinin
gastrointestinal sistemden kaynakli etyolojik nedenleri ara-
sinda 1. sirada Crohn hastalig1 (%60) 2. sirada ise apandisit
(%16) gelir (2). Iliopsoas apsesi inguinal, gluteal ve lomber
agriya, 1s1 artigina ve kizarikliga neden olabilir. Muayene bul-
gusu olarak agri1 olan bolgelerde palpasyonda hassasiyet ola-
bilir (8). Akut apandisitte oldugu gibi iliopsoas apselerinde
de 16kosit ve C-reaktif protein yiiksekligi olabilir. Iliopsoas
apselerinin goriintiileme yontemi olarak tomografi ve MR
tan1 koydurucudur. Tomografi goriintiilemesinde en yaygin

bulgu: apse odagini alani iceren ipsilateral psoas kasinin ge-
niglemesidir (9). Otowa ve arkadaslarinin ¢alismasinda iliop-
soas apsesi bulunan akut apandisit hastasinda laparoskopik
yaklasim ile apandektomi ve drenaj vakas: belirtilmekle be-
raber cerrahi yaklasimda 6nemli olan genel kural enfeksiyon
sebebinin ortadan kaldirilmasi ve apsenin yeterli drenajinin
saglanmasidir (3). Bizim vakamizda ilk basvuruda iliopsoas
apsesine yapilan minimal invazif drenaj islemine ragmen en-
feksiyon kaynagina yonelik kesin tanida gecikme nedeni ile
genis spektrum antibiyoterapiye ragmen klinikte degisiklige
sebep olmamuistir. Kontrol ultrasonogratide retrogekal perfo-
re apandisitten stiphelenilmis ve laparatomi ile apandektomi
ve drenaj ile tedavide yol alinabilmistir.

Sonug olarak; iliopsaos apsesi yaygin gériilmeyen genel-
likle bagka hastaliklara sekonder olusan ve klinigi ile baska
hastaliklarla karigabilen nadir bir patolojidir. Her zaman
aywricinin tanida akilda tutulmas: anamnez ve fizik muaye-
ne ile birlikte goriintilleme yontemlerinin degerlendirilerek
ele alinmasi gerekmektedir. Komplike retrogekal apandisit
olgularinda iliopsoas apsesinin nadir de olsa gelisebilecegi ve
ilk tanida iliopsoas apsesi siiphesi ile degerlendirilen hasta-
larda mutlaka retrogekal apandisit yoniinden degerlendirme
gerekebilecegi akilda tutulmalidir. Iliopsoas apsesine yonelik
tedavinin planlanmasinin yani sira enfeksiyon kaynaginin
degerlendirilerek netlestirilmesi mortalite ve morbiditede
diisiis saglayacaktir.
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Cikar Catismasi ve Finansman Beyani: Bu ¢alisgmada

¢ikar catigmasi yoktur. Finansman destegi alinmamustir.

Arastirmacilarin Katki Orami Beyan Ozeti: Yazarlar

makaleye esit katki saglamis olduklarini beyan ederler.
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