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BASLARKEN
—

EDIiTOR

Prof. Dr. Nevres Hiirriyet AYDOGAN

Mugla Sitk1 Kogman Universitesi Tip Dergisi” (Medical Journal of Mugla Sitki Kocman University)
bu say1 ile yaym hayatina basliyor.

Tip fakiiltemizin ilk akademik hakemli dergisini yayinlamanin heyecanini, coskusunu ve gururunu
tagirken, dergimizin bilim diinyasina énemli bir katkida bulunacagina inaniyoruz. Yayn dili Tiirkce ve
Ingilizce olan, Saglik Bilimleri alaninda, klinik ve deneysel ¢alismalar, olgu sunumu, derleme ve
editére mektup tarzinda yazilarm yer alacagi “Mugla Sitki Kogman Universitesi Tip Dergisi”
(Medical Journal of Mugla Sitki Kocman University) elektronik ve basili ortamda yilda ii¢ say1 olarak
¢ikacaktir.

Yayin hayatina baslarken; Mustafa Kemal Atatiirk'iin emaneti bilim ve akilin 1s1ginda hem {ilkemizde
hem de yurtdisinda saygin bir konumda yer almay1 amagliyoruz. Yeni baslangiclar her zaman zordur
ve bol emek ister. Emegini esirgemeyen editor yardimcimz Yrd. Dog. Dr. Gokalp Oner basta olmak
iizere yayilarin hazirlanmasinda ve elestirileriyle katkida bulunan tiim 6gretim iiyelerimize tesekkiir
ediyorum. Bilgi paylastikca biiyiir ve bilimin temeli sorgulamaktir. Katkilariniz, yorumlarimiz 6zellikle
elestirileriniz ile dergimiz daha iyiye ulasacaktir.

“Mugla Sitki Kogman Universitesi Tip Dergisi” (Medical Journal of Mugla Sitki Kocman
University)'nin Universitemiz ve Fakiiltemizin aydinlik gelecegi i¢in alaninda seckin ve aranilan
bilimsel bir dergi olmasi dilegi ile saygilarimla.



YAZARLARA YONERGELER
—

GENEL BILGILER

Mugla Sitkt Kogman Universitesi Tip Dergisi Mugla Sitk1 Kogman Universitesi Tip
Fakiiltesinin siireli yaym organidir. Yilda {i¢ say1 olarak yayimlanir. Dergide, tibbin her dal
ile ilgili prospektif, retrospektif ve deneysel aragtirmalar, olgu sunumu, editére mektuplar ve
derlemeler yayimlanir. Yayimnlanan makalelerde konu ile ilgili en yiiksek etik ve bilimsel
standartlarda olmasi ve ticari kaygilarda olmamasi sart1 gozetilir. Yayin i¢in goénderilen
calismalar; orijinal, bagka bir dergide degerlendirme siirecinde olmayan ve daha dnce
basilmamis olmasi kosullariyla kabul edilir. Dergiye gonderilen makale bigimsel esaslara
uygun ise, editor ve en az yurt ici-yurt dis1 iki danisman incelemesinden gegip gerek
goriildiigii takdirde istenen degisiklikler yazarlar tarafindan yapilip hakemlerce kabul
edildikten sonra yayimlanir.

BILIMSEL SORUMLULUK

Tiim yazarlar ¢aligmaya direkt olarak katkida bulunmalidir. Yazar olarak tanimlanmis tim
kisiler ¢alismay1 planlamal1 veya gerceklestirmeli, calismanin yazilmasinda, gézden
gecirilmesinde ve son halin onaylanmasinda rol almalidir. Bilimsel kriterleri karsilayan bir
metnin ortaya ¢ikmasi tiim yazarlarin sorumlulugudur.

ETIKSEL SORUMLULUK

Insan calismalar ile ilgili tiim makalelerde ‘yazili onamim’ alindigini, calismanin Helsinki
Deklarasyonu’na (World Medical AssociationDeclarationofHelsinki
http://www.wma.net/en/30/publications/10policies/b3/index.html) gore yapildig: ve lokal etik
komite tarafindan onayin alindigin1 bildiren ciimleler mutlaka yer almalidir. Hayvanlar
iizerinde yapilan deneyleri bildirirken yazarlar; labaratuvar hayvanlarinin bakim ve kullanimi
konusunda kurumsal veya ulusal yonergelerin takip edilip edilmedigini mutlaka
bildirmelidiler. Mugla Sitk1 Kogman Universitesi Tip Dergisi yazarlarin ciimlelerinden
sorumlu degildir. Makale bir kez kabul edildikten sonra derginin mali olur ve dergiden izinsiz
olarak baska bir yerde yayinlanamaz.

ISTATISTIKSEL DEGERLENDIRME

Tiim retrospektif, prospektif ve deneysel ¢alisma makaleleri bioistatiksel olarak
degerlendirilmeli ve uygun plan, analiz ve bildirimde bulunmalidir. p degeri yazi i¢inde net
olarak belirtilmelidir (6rn, p=0.014).

YAZIM DILI

Derginin resmi dilleri Tiirk¢e ve Ingilizce’dir. Tiirk¢e metinlerde Tiirk Dil Kurumu’nca
(www.tdk.gov.tr) yaymlanan Tiirk¢e sozliik temel alinmalidir. Gonderilmis makalelerdeki
tiim yazim ve gramer hatalar1 sunulan verileri degistirmeksizin editor tarafindan duzeltilir.
Yazim ve gramer kurallarina metin yazimi yazarlarin sorumlulugundadir.

TELIF HAKKI BILDIRIMI

Telif hakk: devrini bildirmek i¢in kapak mektubunda ‘Bu makalenin telif hakki; caligma,
basim i¢in kabul edilmesi kosuluyla Mugla Sitk1 Kogman Universitesi Tip Dergisi’ne
devredilir’ seklinde belirtilmelidir. Makaleler icin yazarlara herhangi bir licret 6denmez.
YAZI TIPLERI

Derleme: Derlemeler yeni veya tartigmali alanlara 1s1k tutar. Dergi editorii derleme yazimi
icin yazar veya yazarlardan istekte bulunur.

Orijinal makaleler: Orijinal makaleler temel veya klinik ¢alismalar veya klinik denemelerin
sonuglarini bildirir”. Orijinal makaleler 2500 kelime ve 25 kaynaktan fazla olmamalidir.
Olgu Sunumlari: Dergi, tibbin her alanindaki belirgin 6neme haiz olgu sunumlarini yaynlar.
Yazar sayisi 3’1, kaynak sayisi ise %’i gegmemelidir.



http://www.wma.net/en/30/publications/10policies/b3/index.html

Editor’e Mektup: Metin 400 kelimeyi gegmemeli ve kaynak sayisi ise en fazla 3 olmalidir
(kaynaklardan biri hakkinda degerlendirme yapilan yayin olmalidir)

YAZI GONDERIMI

Tiim yazilar elektronik ortamda www.edergi.mu.edu.tr adresi Uzerinden génderilmelidir.
Kapak Mektubu: Kapak mektubu gonderilen makalenin kategorisini, daha dnce baska bir
dergiye gonderilmemis oldugunu, ¢ikar iligkisi bildirimini, yayin hakki devri bildirimini ve
varsa ¢aligmay1 maddi olarak destekleyen kisi ve kurumlarin adlarini icermelidir.

Bashik sayfasi: Bu sayfada caligmanin tam ismi ve kisa baslig1 (karakter sayisi ve bosluklar
toplam1 55’1 gegmemelidir) olmalidir. Katkida bulunanlarin adlarini ve ¢alistiklart kurumlari
listeleyin. Yazigsmalarin yapilacagi yazar (yazisma yazari) belirtilmelidir. Bu yazar yaymin
basim stirecinde dergi editorii ile iletisimde bulunacaktir.

Ozet ve Anahtar Kelimeler: Ozet 250 kelimeyi gegmemelidir. Calismanin amacini, yontemi,
bulgu ve sonuglar1 6zetlemelidir. [laveten 3 adet anahtar kelime alfabetik sirayla verilmelidir.
Giris: Giris boliimii kisa ve agik olarak ¢calismanin amaglarini tartismali, calismanin neden
yapildigina yonelik temel bilgileri icermeli ve hangi hipotezlerin sinandigini bildirmelidir.
Gereg ve Yontemler: Okuyucunun sonuglari yeniden elde edebilmesi igin agik ve net olarak
yontem ve geregleri agiklayin. ilk vurgulamada kullanilan arag ve cihazlarin model
numaralarini, firma ismini ve adresini (sehir, tilke) belirtin. Tiim 6lgtimleri metrik birim
olarak verin. Ilaglarin jenerik adlarmi kullanin.

Sonuglar: Sonuglar mantikl bir sirayla metin, tablo ve goriintiiler kullanilarak sunulmalidir.
Cok 6nemli gozlemlerin altin1 ¢izin veya 6zetleyin. Tablo ve metinleri tekrarlamayn.
Tartisma: Calismanin yeni ve ¢ok 6nemli yonlerine, sonuglarina vurgu yapin. Tartisma
boliimii calismanin en 6nemli bulgusunu kisa ve net bir sekilde icermeli, gézlemlerin
gecerliligi tartisilmali, ayn1 veya benzer konulardaki yayinlarin 1s1ginda bulgular
yorumlanmali ve yapilan ¢alismanin olas1 6nemi belirtilmelidir. Yazarlara, ¢aligmanin esas
bulgularini kisa ve 6zlii bir paragrafla vurgu yapmalar1 6nerilir.

Tesekkiir: Yazarlar arastirmaya katkida bulunan ancak yazar olarak atanmayan kisilere
tesekkiir etmelidir.

Kisaltmalar: Kelime veya s0z dizinini ilk gectigi yerde parantez iginde verilir. TUm metin
boyunca o kisaltma kullanilir.

Tablolar: Metin i¢inde tablolar ardisik olarak numaralandirilmalidir. Her bir tabloya bir
numara ve baslik yazin. Tablolar fotograf veya grafik dosyasi olarak génderilmemelidir.
Kaynaklar: Kaynaklar metin i¢inde alintilanma sirasina uygun olarak dogal sayilar
kullanilarak numaralandirilmali ve ciimlenin sonunda parantez icinde verilmelidir. Yazar
sayisi alt1 veya daha az ise hepsini, yedi veya daha fala ise sadece ilk i¢ ismi yazin ve ‘ve
ark.’1 ilave edin. Dergi isimleri tam olarak verilmelidir. Kaynak ve kisaltilmis dergi adlari
yazimlar1 Index Medicus’a veya asagida verilen 6rneklere uygun olmalidir.

Dergi makaleleri icin 6rnek

Sigel B, Machi J, Beitler JC, Justin JR. Red cell aggregation as a cause of blood-flow
echogenicity. Radiology 1983;148(2):799-802.

Komite veya yazar gruplar icin ornek

The Standard Task Force, American Society of Colon and Rectal Surgeons: Practice
parameters for the treatment of haemorrhoids. Dis Colon Rectum 1993; 36: 1118-20.
Kitaptan konu i¢in 6rnek

Milson JW. Haemorrhoidal disease. In: Beck DE, Wexner S, eds. Fundamentals of Anorectal
Surgery. 1 1992; 192-214. 1a ed. New York: McGraw-Hill

Kitap icin 6rnek

Bateson M, Bouchier I. Clinical Investigation and Function, 2nd edn. Oxford: Blackwell
Scientific Publications Ltd, 1981.
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INSTRUCTIONS FOR AUTHORS
—

GENERAL INFORMATION

Medical Journal of Mugla Sitki Kocman University is a periodical of Medical School of
Mugla Sitki Kocman University. The journal is published quadmonthly. The articles which
could be prospective or retrospective on investigaional studies, case reports, letter to the editor
and reviews of every aspect of medicine are published. The studies should have paramount
ethical and scientific standards as well as no commercial concerns Articles are accepted for
publication on the condition that they are original, are not under consideration by another
journal, or have not been previously published. The studies that are sent to the journal
provided that the study is appropriate for formal principles are evaluated by the editor and two
peer reviewers. The study is published once the approval of the reviewers have been taken.
Hence, the authors should make the necessary changes in accordance with the reviewers
comments.

SCIENTIFIC RESPONSIBILITY

All authors should have contributed to the article directly either academically or scientifically.
All persons designated as authors should plan or perform the study, write the paper or review
the versions, approve the final version. It is the authors’ responsibility to prepare a
manuscript that meets scientific criterias.

ETHICAL RESPONSIBILITY

Manuscripts concerned with human studies must contain statements indicating that informed,
written consent has been obtained, that studies have been performed according to the World
Medical Association Declaration of Helsinki
http://www.wma.net/en/30/publications/10policies/b3/index.html) and that the procedures
have been approved by a local ethics committee. When reporting experiments on animals,
authors should indicate whether the institutional and national guide for the care and use of
laboratory animals was followed.All Authors are responsible for the quality, accuracy, and
ethics of the work.

Medical Journal of Mugla Sitki Kocman University takes no responsibility for the Authors’
statements. The manuscripts, once accepted, become property of the journal and cannot be
published elsewhere without the written permission of the Journal.

STATISTICALLY EVALUATION

All retrospective, prospective and experimental research 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 (e.g. p=0.014).

LANGUAGE

The official languages of the Journal are Turkish and English. Turkish dictionary published
by Turkish Language Institution (www.tdk.gov.tr ) should be predicated on Turkish
manuscripts. All spelling and grammar mistakes in the submitted articles, are corrected by the
editor without changing the data presented. It is the authors’ responsibility to prepare a
manuscript that meets spelling and grammar rules.

COPYRIGHT STATEMENT

A copyright transfer statement indicating that the * The copyright to this article is transferred
to Medical Journal of Mugla Sitki Kocman University and will be effective if and when the
article is accepted for publication” should be sent in the content of cover letter. No payment is
done to authors for their articles.

ARTICLE TYPES




Reviews: The reviews highlight or update new and/or controversial areas. The editor of the
Journal invites author/authors for reviews.

Original articles: Original articles describe the results of basic or clinical studies or clinical
trials. Original articles should not exceed 2500 words and 25 references.

Case Reports: The Journal publishes significant case reports related to the every aspect of
medicine. There would only be 3 author names and the reference number should not exceed 5.
Letter to the Editor: Text should not exceed 400 words, and include no more than 3 references
(one of them should be the commenting article). Letters are selected for their importance,
relevance, and originality; not all letters submitted can be published.

MANUSCRIPT SUBMISSION

All manuscripts must be submitted electronically on the www.edergi.mu.edu.tr

Cover letter: Cover letter should include statements about manuscript category designation,
single-journal submission affirmation, conflict of interest statement, copyright transfer
statement, sources of outside funding, equipments (if so).

Title Page: On the title page provide the complete title and a running title (not to exceed 55
characters and spaces). List each contributor's name and institutional affiliation.
Corresponding Author is the contributor responsible for the manuscript and proofs. This is the
person to whom all correspondence and reprints will be sent. The corresponding author is
responsible for keeping the Editorial Office updated with any change in details until the paper
is published.

Abstract and Key Words: The abstract must not exceed 250 words. It should summarize the
aim of the study and describe the work undertaken, results and conclusions. In addition, you
should list up to three key words in alphabetical order.

Introduction: The Introduction should briefly discuss the objectives of the study and provide
the background information to explain why the study was undertaken, and what hypotheses
were tested.

Materials and Methods: Clearly explain the methods and the materials in detail to allow the
reader to reproduce the results. Equipment and apparatus should cite the make and model
number and the company name and address (town, county, country) at first mention. Give all
measurements in metric units. Use generic names of drugs.

Results: Results must be presented in a logic sequence with text, tables and illustrations.
Underline or summarize only the most important observation. Tables and text should not
duplicate each other.

Discussion: This section should be concise. Emphasize only the new and most important
aspects of the study and their conclusions. The Discussion should include a brief statement of
the principal findings, a discussion of the validity of the observations, a discussion of the
findings in light of other published work dealing with the same or closely related subjects, and
a statement of the possible significance of the work. Authors are encouraged to conclude with
a brief paragraph that highlights the main findings of the study.

Acknowledgements: Authors must acknowledge individuals who do not qualify as Authors
but who contributed to the research. Abbreviations: The abbrevation of a word or word
sequence is given in the first appearance within a bracket after the word or word sequence.
The abbrevation is used through the main text

Tables: Tables should be numbered consecutively within the text. Provide a number and title
for each table. Tables should not be submitted as photographs or graphics files.

Figure and table legends: Cite all tables and figures in the text, numbering them sequentially
as they are cited. Each figure must have a corresponding legend. The legend must be
numbered with a natural number

References: References in the text must be numbered in the order of citation and must be
given with natural numbers within a bracket at the end of the sentence. List all Authors when



six or fewer; when seven or more, list only the first three and add ‘et al’. Journal titles should
be cited in full. The style of references and abbreviated titles of journals must follow that of
Index Medicus or one of the examples illustrated below:

Format for Journal Articles:

Sigel B, Machi J, Beitler JC, Justin JR. Red cell aggregation as a cause of blood-flow
echogenicity. Radiology 1983;148(2):799-802.

Format for Committees and Groups of Authors:

The Standard Task Force, American Society of Colon and Rectal Surgeons: Practice
parameters for the treatment of haemorrhoids. Dis Colon Rectum 1993; 36: 1118-20.
Format for Chapter From a Book:

Milson JW. Haemorrhoidal disease. In: Beck DE, Wexner S, eds. Fundamentals of Anorectal
Surgery. 1 1992; 192-214. 1a ed. New York: McGraw-Hill

Format for Books and Monographs:

Bateson M, Bouchier I. Clinical Investigation and Function, 2nd edn. Oxford: Blackwell
Scientific Publications Ltd, 1981.
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Abstract

Laparoscopic tubal ligation is a common procedure in the sterilization methods. Some methods and drugs applied for postoperative pain after
tubal ligation. The aim of this study was to evaluate the effects of tubal surface (Group 2) or intratubal (Group 3) lidocaine injection on
postoperative pain and ovarian reserve comparing with controlled group (Group 1) after laparoscopic tubal sterilization. Forty five women
(30-45 age) was enrolled in this prospective, randomized, controlled, double blinded, clinical study. Preoperative and third-month
postoperative ovarian reserve tests were compared. There was no difference in demographic characteristics among three groups. Pain scores
(verbal rating score) were lower in the lidocaine superficial and intratubal injection group compared with control group after postoperative 15
and 60 minutes. In hormonal evaluation three months after operation, follicle stimulating hormone (FSH) levels slightly increased in all
groups compared with preoperative values. Total ovarian volume and total antral follicle count which were the ultrasonographic indicators of
ovarian reserve were not different between the groups. Topical lidocaine applied to the fallopian tubes during the laparoscopic tubal
sterilization might decrease postoperative pain without affecting the ovarian reserve.

Key words: Laparoscopy; sterilization; lidocaine; postoperative pain; ovarian reserve.

Ozet

Laparoskopik tiip ligasyonu siklikla uygulanan bir sterilizasyon yontemidir. Tubal ligasyon sonrasi postoperatif agr1 igin bazi ilaglar ve
metotlar uygulanmustir. Bu ¢aligmanin amaci laparoskopik tubal sterilizasyon sonrasi tubanin yiizeyine (Grup 1) veya intratubal lidokain
(Grup 2) enjeksiyonunun etkisini kontrol grubu ile kiyaslayarak aragtirmaktir. Kirkbes bayan (30-45 yas) bu prospektif, randomize,
kontrollii, ¢ift kor, klinik ¢alismaya dahil edildi. Operasyon éncesi ve operasyondan 3 ay sonrasi ovariyan reserv testleri karsilagtirildi. Ug
grup arasinda demografik 6zelliklerde fark goriilmemistir. Agr skorlar1 (verbal derecelendirme skoru) postoperatif 15 ve 60. dakika lidokain
yiizeysel ve intratubal enjeksiyon grubunda kontrol grubuna gore daha diisiik bulunmustur. Operasyondan {i¢ ay sonrast hormonal
degerlendirmede, folikiil uyarict hormon (FSH) seviyeleri operasyon 6ncesi degerlerle kiyaslandiginda tiim gruplarda hafif artig gostermistir.
Over rezervi belirteglerinden toplam over voliimii ve toplam antral folikiil sayisi gruplar arasinda fark izlenmemistir. Laparoskopik tubal

ligasyon sirasinda fallop tiipiine topikal lidokain uygulanmasi over rezervini etkilemeksizin operasyon sonrasi agriy1 azaltabilmektedir.

Anahtar Kelimeler: Laparoscopi; sterilizasyon; lidokain; postoperatif agri; over reservi.
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Introduction

Laparoscopic sterilization is the most
common surgical method for interval
sterilization due to the advantages of the
outpatient setting and rapid recovery (1).
Tubal ligation is associated with pain after
the operation. Therefore, several local
anesthetics including lidocaine,
bupivacaine, lignocaine, etidocaine were
applied to the fallopian tubes to relieve this
pain (2-4). Application way and the
efficiency of local anesthetics were found
variable in laparoscopic sterilization
method. They were injected into peritonea,
tubal surface, tuba and mesosalpinx (4-7).
All of the authors claimed that the methods
were effective and reduced the
postoperative pain. But, to the best our
knowledge, there was no study to compare
which technigue was more effective and
feasible previously.

Ovarian reserve after tubal sterilization that
local anesthetic was applied for pain was
not investigated in the literature.
Additionally only one preliminary study
was designed to evaluate the effect of
laparoscopic tubal sterilization on ovarian
reserves (8). In this recently published
study, a slight but non-significant change
in the ovarian reserve markers was found
due to reduced utero-ovarian arterial blood
flow in the mesosalpinx, leading to tissue
damage in the ovaries after tubal
sterilization. Currently ovarian reserve
tests were composed of baseline hormone
measurements, such as follicle stimulating
hormone (FSH), estradiol (E2), inhibin B
and anti-Mullerian hormone (AMH);
dynamic tests, such as the clomiphene
citrate challenge and GnRHa tests; and
biophysical tests such as ovarian volume,
ovarian peak stromal blood-flow velocity,
and antral follicle counts (AFC) (9). Even
though, there are multiple ovarian reserve
tests available in clinical use none is ideal
(10).

The aim of this prospective, randomized,
controlled, clinical study was to determine
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the effects of tubal surface and intratubal
lidocaine injection on postoperative pain
and ovarian reserve comparing with
placebo-controlled group after
laparoscopic tubal sterilization.



Material and methods

Fifty-five healthy patients who voluntarily
requested elective surgical sterilization in
2012 and 2013 were enrolled in this
prospective study. The effects of tubal
surface (group 2) intratubal (group 3)
lidocaine injection on postoperative pain
and ovarian reserve compared with
placebo-controlled group (Group 1) after
laparoscopic tubal sterilization. The study
was approved by ethics committee of
Erciyes University, and all women who
gave informed consent for participation
before enrolling in the study.

The inclusion criteria were menstruating
regularly, being sexually active between
the ages of 30 and 45. The exclusion
criteria were smoking, being pregnant,
history of abortion or elective termination,
any drug usage, delivery within the last 3
months, gynecologic disorders (e.g.
endometriosis, pelvic inflammatory
disease, pelvic mass), history of systemic
disease (i.e., hepatic, pulmonary, renal,
hematological or endocrine diseases such
as diabetes mellitus, prolactinoma, thyroid
dysfunction), history of infertility
treatment, previous tubal and/or ovarian
surgery, and perimenopausal symptoms.

Pain was assessed using a 4-point verbal
rating score (VRS) (0 = no pain, 1 =
minimal, 2 = mild, 3 = moderate and 4 =
severe) (11). VRS was measured 15
minutes and 1 hour after the the procedure
by an operator blinded to the groups. The
patients were asked to visit the hospital on
early follicular phase (the 2" to 5™ days of
their menstrual cycle) before the
sterilization procedure and three months
later following sterilization procedure for
the evaluation of the hormonal and
sonographic markers of ovarian reserve.

The women blindly underwent
venipuncture at approximately eight hours
after overnight fasting. Serum samples
were stored at —20°C and assayed for LH,
FSH, and E2. In the same morning of the
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blood tests, the total numbers of antral
follicles measuring 2-10 mm in diameter
were counted by the same operator blinded
to the groups. A 7.5 MHz transvaginal
probe was used in all examinations, and
both ovaries were presented on
transvaginal ultrasound scan. Ovarian
volume was calculated with the equation of
an ellipsoid (0.526 x length x height x
width).

Patients were scheduled for surgery in the
follicular phase of their menstrual cycles.
Under general anesthesia the laparoscope
was inserted and the pelvis was examined
for pelvic pathology. Then a suprapubic 5
mm operative trocar was introduced and
both tubes were grasped with bipolar
forceps approximately 2—-3 cm from the
uterine cornu and placed on tension.
Current was applied with a
Plasmakinetic™ (GYRUS Medical, Maple
Grove, MN, USA) using pulsed bipolar
energy for coagulation until complete
desiccation was understood by an audible
alert and/or visual inspection that electrical
current could no longer be transmitted and
the tube was transected. The tube was then
regrasped, and the cut edges were re-
coagulated. The procedure was repeated on
the opposite side. The groups were
randomized with a computer
randomization system. In the placebo
group (Group 1), normal saline were
administered. In group 2, 5 ml of lidocaine
1 % was dripped on each tube. Five ml of
lidocaine 1 % was injected into each
fallopian tube in group 3. One ml
intramuscular diclofenac (75 mg) were
administered to all of the patients one hour
after the procedure, and the patients were
discharged on the first postoperative day at
the latest.

Numerical variables were presented as
means £ SD. Non-normally distributed
metric variables were analyzed by
Kruskal-Wallis test and Mann-Whitney U
test. After the confirmation of normal
distribution, paired-t tests were used to
compare the values of the groups. p<.05



was considered statistically significant. All
other analyses were performed using the
Statistical Package for the Social Sciences,
version 15.0 (SPSS, Chicago, IL, USA).

Results

All patients were enrolled and completed
the study without any complications and
side effects. There was no statistically
significant demographic difference among
the three groups of patients (Table 1). As
shown in Table 1, the preoperative and
third-month postoperative LH and E2
hormonal levels did not reveal statistically
significant differences between the groups,
but FSH levels slightly increased in all
groups compared with preoperative values.
There was no statistically significant
difference between the groups regarding
the FSH, LH, and E2 levels. Moreover, the
ultrasonographic indicators of ovarian
reserve did not change in terms of total
ovarian volume and total AFC before and
after the sterilization procedure.

According to the VRS, there was a
statistically significant difference between
the study groups and control group (Table
2). Minimal pain feeling rates in
postoperative 15. and 60. minute were
higher in group 2 and 3 comparing with

control group. Furthermore, control group
had higher moderate and severe pain
feeling. Five patients in the control group
required additional analgesia in the form of
1 ml intramuscular diclofenac (75 mg). In
the study, there was no moderate and
severe pain in lidocaine administered
group.

Group 1 Group 2 Group 3

Befor | After Befor | After Befor | After
e proce | e proce | e proce
proce | dure proce | dure proce | dure
dure dure dure

Age | 35.46+4.17° 35.06+4.16% 35.40 +4.08°

Gra | 3.86+1.24° 440+1.12° 426+1.10%

vida

Live | 3.20+0.86% 3.86 £0.83° 3.80+0.94°

birt

hs

FSH | 746+ | 964+ | 813+ | 1042 | 8.00+ | 10.09
1.84% | 2.24° | 2297 | £23° | 2.07% | *

2.0°

LH 960+ | 9.00+ | 966+ | 985+ | 933+ | 9.14+
1.35°% | 1.84% | 1.87% | 2.4° 1.75% | 2.03°

E2 50.86 | 49.78 | 53.86 | 50.07 | 54.93 | 51.57
+ +66° | +7.35 | +8.82

a a

6.36 ° 9.45° 8.49°

AFC | 1026 | 9.78+ | 10.13 | 942+ | 986+ | 9.14+
+ 152 | + 1.15°% | 1.84°% | 0.94°
1.87° 1.45°

ov 653+ | 621+ | 660+ | 635+ | 7.33+ | 742+
155% | 0.89°% | 1.45% | 1.08° | 1.34* | 1.01°

Table 1. Demographic and ovarian reserve characteristics of the
groups.

AFC: Antral follicle counts, OV: ovarian volume, E2: Estradiol
Statistically significant difference is not present in groups
sharing the same letter (P > 0.05). All data sets of power of
performed test with alpha = 0,050: 0,998-1.000.

VRS
Groups Min. 0 1 2 3 4
n (%) n (%) n (%) n (%) n (%)
15. 1(%6 1(%6 6 (%40 5 (%33.3) * 2 (% 13.3)°
Group 1 (%6) (%6) (%40) (%33.3) (%13.3)
(Control)
60. 1 (% 6) 2 (% 13.3) 7 (% 46.7) 4 (% 26.6) ? 1(%6)°
15. 3 (% 20 7(%46.7)° 5 (% 33.3 0(%0 0(%0)
Group 2 (% 20) (% 46.7) (%333) (%0)
(Superficial) 60. 4 (% 26.6) 8 (%53.3)° 3 (% 20) 0(%0) 0(%0)
15. 4 (%26.6 8(%53.3)° 3 (%20 0(%0 0(%0)
Group 3 (% 26.6) (%53.3) (% 20) (%0)
Intratubal
(Intratubal) 60. 5 (% 33.3) 8 (%533)° 2 (% 13.3) 0(%0) 0 (%0)

Table 2. Pain scoring with VRS between the groups.VRS: verbal rating score Min: Minute n: number Statistically significant difference is

not present in groups sharing the same letter (P > 0.05).
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Discussion

The local anesthetic agents to reduce
postoperative pain have been used in many
studies. The previous studies used different
local anesthetics in a different way (4-7).
FSH, LH, E2, OV, and AFC were the
preferential methods for evaluation of
ovarian reserve (12, 13). However, the
postoperative effects of ovarian reserve
were not studied in the literature. To the
best of our knowledge, the current study
was the first study to evaluate the effects of
postoperative ovarian reserve of the
patients that local anesthetics were
administered during laparoscopic
sterilization.

Tubal sterilization destroys not only the
fallopian tube but also the adjacent
vascular structures, such as the tubal
branch or ovarian branch of the uterine
artery in the mesosalpinx, causing an
altered blood supply to the ovaries (14,
15). We hypothesized that additionally
local anesthetic application might increase
the tissue damage and also affect ovarian
supply. In the literature, a recently
published study revealed that sterilization
with laparoscopic tubal bipolar
electrodesiccation and transaction method
did not alter the ovarian reserve (8).
According to the study of Ercan et al.,
ovarian reserve markers did not
significantly change. In another study,
tubal

sterilization by laparoscopic electrocoagula
tion did not cause any decrease

in ovarian reserve tests except an early
postoperative increase in FSH. *® In our
study, FSH levels were slightly elevated,
and this change was shown in all groups
including control group. The current study
showed that local anesthetic administration
did not affect the ovarian reserves in
women who underwent laparoscopic tubal
sterilization.

Several studies have looked at local
anesthesia in conjunction with general
anesthesia for pain relief after laparoscopic
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sterilization (4, 5, 17). It is also an
inexpensive, safe, easy-to-use, and
effective method for pain control after
laparoscopic tubal sterilization (18). In our
study, we administered local anesthetic
both superficial and intratubal. Both of
methods were comparable for
postoperative pain relief. The various
reasons in the previous reports can be
different clinical settings, methodology,
type of anesthesia (under general
anesthesia vs local anesthesia), use of
multimodal analgesia, type and duration of
surgery, amount of dissection and
experience of the surgeon (19). Moreover,
it has been described various techniques
using various drugs in different dosages
and volumes, at different sites and at
different timing of the procedure (20). In
our study, patients sterilized with
laparoscopy under general anesthesia and
lidocaine applied as local anesthetic to the
superficial and intratubal area of the
fallopian tube before sterilization with
electrocautery. Additionally, pain was
found to be worst with tubal rings and
intermediate with spring loaded clips, but
least with electrocautery (21, 22). We used
electrocautery method due to cost factors
and less pain. However, some patients in
control group had severe and intermediate
pain and needed extra analgesia.

In conclusion, this prospective
randomized, double blinded, controlled
study revealed that the local applied
lidocaine significantly reduced
postoperative pain after laparoscopic
sterilization without any change of ovarian
reserve tests comparing with control group.
Further studies should investigate the same
topic with more participants in the long
term.
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MEAN PLATELET VOLUME CHANGES IN SECOND AND THIRD TRIMESTER
OF GESTATION

iLK VE iKiINCI TRIMESTERDE ORTALAMA PLATELET HACMINDEKI
DEGIiSIKLIKLER
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Abstract

Our purpose in this study is to assess MPV levels in the second and third trimester whose increase is known to be a risk factor in
thromboembolic events. This is a retrospective study of 119 pregnant women who followed up at Bursa Sevket Yilmaz Education and
Research Hospital. Sixty- two second trimester, fifty-seven third trimester pregnant women were included in the study and MPV levels were
determined retrospectively. The mean values of MPV were 7.27+1,69 and 7.34+1,71 in the second and third trimester pregnant women,
respectively. MPV levels in the third trimester was significantly higher (p=0.020) than MPV levels in the second trimester. In the third
trimester, significantly higher MPV levels were observed in our study. As complete blood count (CBC) is a cheap, rapid, easily accesible
test, increased MPV levels must be taken into consideration for the potential risk of thromboembolic events and preeclampsia. Further
research studies are required to understand the role of MPV in pregnancy.

Key Words: Mean platelet volume, pregnancy.

Ozet

Bu ¢alismada tromboembolik olaylarda risk faktorii oldugu bilinen MPV (ortalama trombosit hacmi)’nin gebeligin ikinci ve Uglncu
trimesterlerinde seviyelerini degerlendirmek amaglandi. Caligma retrospektif olarak planlandi ve Bursa Sevket Yilmaz Hastanesi
Poliklinigine basvuran 119 gebe (62 gebe 2. Trimester, 57 gebe 3. Trimester) ¢aligmaya dahil edildi. Hastalara 2. ve 3. trimesterde rutin
bakilan tam kan sayimi analizleri degerlendirilerek MPV seviyeleri belirlendi. Calismamizda 3. Trimester MPV degerleri anlamli oranda

yiiksek bulundu. Artmig MPV seviyelerinde gebelikte olusabilecek tromboembolik olay ve preeklampsi riski goz oniinde bulundurulmalidir.

Anahtar Kelimeler: Ortalama trombosit hacmi (MPV), gebelik
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Introduction

Normal pregnancy is characterized by an
increase in platelet aggregation and a
decrease in the number of circulating

platelets with gestation (1). Increased
consumption of platelets in the
uteroplacental  circulation has been

suggested to be the explanation of the
reduction in the number of circulating
platelets. Platelet lifespan declines and the
MPV  increases  minimally  during
pregnancy (2). In pregnancies, as a sign of
platelet function, MPV is more important
than platelet number (3). Mean platelet
volume (MPV), an accurate measure of
platelet size, is considered a marker and
determinant of platelet function. Larger
platelets with higher MPV levels are
hemostatically more reactive and raise
higher amounts of the prothrombotic factor
thromboxane A 2, increasing the tendency
to thrombosis (4, 5).

In the recent years, it has been
presented that MPV increase indicates the
increase of serious inflammatory activity,
such as myocardial infarction, metabolic
syndrome (6) and it can result in an
increased risk of preeclampsia, thrombosis
and cerebrovascular, cardiovascular
diseases (7-10). The hypothesis is that
higher MPV in the third trimester might
be associated with cardiovascular and
thromboembolic complications in
pregnancy.

Material and methods
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Between July 1, 2013 and February 30,
2014, 119 pregnant women (Sixty- two
second trimester, fifty-seven third trimester
pregnant women) admitted to Bursa Sevket
Yilmaz Education and Research Hospital
were included in the study. The patients
who suffer from preeclampsia,
hypertension, diabetes mellitus, immune
thrombosithopenic  purpurae,  anemia,
thrombocytosis, thrombocytopenia,
polycythemia were excluded from the
study. Patients who had taken non-steroid
anti-inflammatories, aspirin, oral anti-
coagulants that may affect platelet count
and functions or the coagulation system
and patients who smoked were excluded
from the study. MPV values between the
second and third trimester were evaluated
by using simple blood cell count that was
checked during routine analysis in the
second and third trimesters. For automatic
blood count EDTA tubes (15% K3 EDTA
0.054 ml/4.5 ml blood) were used. Samples
taken from the antecubital vein were
processed within 30 minutes. Full blood
measurements were done on an automatic
blood count machine (LH 750, Beckman
Coulter, England). Normal MPV values
were accepted as 7.4-12 fL (femtolitre,
pum3) in the laboratories.

Statistical analysis: The data was
analyzed using the Statistical Package for
Social Sciences (SPSS) software version
20. The results were expressed in terms of
mean + standard deviation (SD). A two-
tailed p value <0.05 was regarded as
statistically significant for all comparisons.
T-test was used to compare the different
groups.



Results

The patients included in the study were
divided into two groups according to the
trimester. Group 1 (n:62) consisted of 2"
Trimester healty pregnant women and
Group 2 (n: 57) consisted of 3" Trimester
healthy pregnant women. Distribution of
demographic data of patients according to
trimester was shown in Table 1. The

median age of women in the study was 29
for group 1 and 29 in the group 2. The
median gravida was 3 and 3, respectively.
There was significant difference between
them for trimester (p<0.001). The mean
values of MPV in the Group 1 and Group 2
was 7,27+1,69 and 7,34+1,71, respectively
(p=0.02).

2" Trimester 3" Trimester P value
n=62 n=57
Age 29,00 29,00 0.101
(21-38) (19-40)
Gravida 3,00 3,00 0.484
(2-5) (2-10)
Parite 1,50 1,00 0.407
(2-3) 1-7
Gestational week 18,50 35,00 <0.001
(15-26) (26-39)

Table 1. Distribution of demographic data of patients according to trimester

P <0.05 was taken as significant. Values are given as median.

Discussion

MPV increase is a risk factor for
cardiovascular complications, intracranial
complications,  low-grade inflammator
disorders prone to arterial and venous

thromboses (7-10). Maconi et al. (11) have
found in PLT and MPV between healty and
nonhealty pregnant women can be helpful in
the differential diagnosis and in the
management of complicated pregnancies.
Jaremo et al. (12) have declared that pre-
eclamptic cases involve lower platelet
numbers and higher MPV  values.
Boriboonhirunsarn et al.(13) have suggested
that high values in MPV are useful in
differentiating severe preeclamptic cases
from normal pregnancy. But Temel et
al.(14) have not seen differences in terms of
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MPV values between severe pre-eclamptic
cases and normal pregnancies. Ahmet et al.
(2) suggested that pregnant women with
high MPV in the second and third trimesters
are at risk of preeclampsia. Gioia et al.(15)
reported that MPV >10fL may be associated
with adverse neonatal outcomes in women
affected by abnormal uterine artery doppler
findings. Increased MPV levels are seen in
cases of diabetes, polycystic ovarian disease,
missed abortus (16-18).

In our study, significantly higher
MPV levels were observed in the third
trimester. It is known that, higher MPV

levels can increase the risk of
thromboembolic  event,  cardiovascular
complications, intracranial complications,
systemic, surgical complications,

preeclampsia and MPV levels might be



used as an independent, prognostic marker
in high risk of pregnant women.

The limitation of our study is its
retrospective design. We agree that it would
better to document the relationship between
these results and the perinatal outcome.
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GENITAL ORGAN ANOMALI PREVALANSI
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Abstract

The aim of the study was to determine the rates of external genital organ anomalies in boys attending the first and second classes of primary
school in Mugla city. The study comprised a total of 285 boys aged 7-9 years who were attending the first and second classes of the 14
primary public schools located in the Centrum of Mugla city. After all required permissions were obtained, all of the students were examined
by inspection and palpation in upstanding position by the same physician within a suitable examination room with an optimal room
temperature, and the anomalies were recorded. Genital pathologies were found in 29 (10,2%) of the children involved in the study. Of all
children 137 (48,1%) were circumcised, while 148 (51,9%) were not circumcised. The most frequently seen anomaly was phymosis that was
observed in 16 (5,6%) of the children. Undescended testis was present in a total of 6 (2,1%) children: 3 of which were located in the right
side and 3 in the left side. In addition, retractile testis was present in 2 (0,7%) of the cases, hypoplasic testis in 1 (0,4%), coronal hypospadias
in 3 (1,1%), embedded penis in 1 (0,4%) and excessive prepicium following circumcision in another one (%0,4) of the cases. According to
the study results the prevalence of external genital anomalies among primary school children were found to be quite high. Most of the
anomalies can be treated by early diagnosis and surgical intervention. Therefore, training health care professionals for the early diagnosis and
treatment of genital anomalies, paying attention to genital examination by all physicians and teaching the public are necessary for prevention

of complications.

Key words: external genitalia, anomaly, prevalence

Ozet

Biz bu ¢alismada, Mugla il merkezi ilkdgretim okullar birinci ve ikinci siniflarda egitim géren ¢ocuklarda dis genital organ anomali sikligim
belirlemeyi amagladik. Bu ¢alisma Mugla il merkezindeki Milli Egitim Bakanligi’na bagl 14 ilkdgretim okulunda birinci ve ikinci siniflarda
okuyan 7-9 yaslarindaki toplam 285 erkek 6grenci tizerinde yapildi. Gerekli izinler alindiktan sonra tiim 6grenciler kendi okullarinda, uygun
bir inceleme odasinda, oda sicakliginda, ayakta ve ayni hekim tarafindan inspeksiyon ve palpasyonla muayene edildi ve genital anomaliler
kaydedildi. Caliymaya dahil edilen ¢ocuklarin 29’unda (%10,2) genital patoloji bulundu. Cocuklarmn 137’si (%48,1) stinnetli, 148’i (%51,9)
ise stinnetsizdi. En sik goriilen anomali fimozis olup 16 gocukta (%5,6) tesbit edildi. Toplam 6 dgrencide (%2,1) inmemis testis saptandi;
bunlarm 370 sol tarafta, 3’i de sag tarafta idi. Ayrica vakalarin 2’sinde (%0,7) retraktil testis, 1’inde (%0,4) hipoplazik testis, 3’Unde (%1,1)
coronal hipospadias, 1’inde (%0,4), gomuk penis ve diger 1’inde de (%0,4) siinnet sonrasi asirt prepisyum mevcuttu. Caligmamizin
sonuglarina gore; ilkokul ¢agindaki erkek ¢ocuklarda eksternal genital anomalilerin goriilme siklig1 oldukea yiiksek bulunmustur. Bunlarin
¢ogu erken tan1 ve cerrahi mudahale ile iyilesebilmektedir. Bu sebeple, genital anomalilerin erken tani ve tedavisi i¢in saglik personelinin
egitilmesi, tUum hekimlerin genital muayeneye 6nem vermesi ve halkin bilinglendirilmesi komplikasyonlarin ortaya ¢ikmasi engellemek

icin gereklidir.

Anaktar Kelimeler: dis genital, anomali, prevalans

Yazisma Adresi: Dr. Hasan Tetiker, Mugla Sitk1 Kogman Universitesi Tip Fakiiltesi, AnatomiAnabilim Dali, Mugla/Tiirkiye
Tel: 0252 211 4841 e-posta: hasantetiker@mu.edu.tr

Not: Bu galisma 3-7 Ekim 2012 tarihlerinde yapilan 1. Ulusal Urolojik Cerrahi Kongresi’nde sozlii olarak sunulmustur.
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Giris

Ulkemizde dis genital organ anomalileri
prevelansi ile ilgili bolgesel calismalar giin

gectikce artmaktadir. Inmemis testis,
hipospadias gibi dig genital organ
anomalilerinin, tam1  ve  tedavisinin

gecikmesi durumunda ortaya c¢ikabilecek
ciddi  sorunlar  diislintildiigiinde, bu
calismalardan elde edilen verilerin dnemi
dikkat cekicidir. Hangi nedenle olursa
olsun tedavilerinin yapilamamasi veya
tedavinin gecikmesi, ¢cocuklarda psikolojik
ve/veya organik bozukluklarin olugsmasina,
uriner sistem patolojileri, yineleyen idrar
yolu enfeksiyonlari, malinite ve
infertiliteye neden olabilmektedir (1).

Biz bu c¢alismada, Mugla il merkezi
ilkogretim  okullar1  birinci  ve ikinci
smiflarda egitim goren ¢ocuklarda dis
genital organ anomali sikligini belirlemeyi
amagladik.

Gereg ve yontemler

Bu c¢alisma Nisan 2011°de Mugla il
merkezindeki Milli Egitim Bakanligi’na
bagh 14 ilkégretim okulunda toplam 285
erkek Ogrenci tlizerinde yapildi. Mugla
Valiligi kanaliyla Mugla 11 Milli Egitim
Midiirligii’nden gerekli izin alindiktan
sonra okul idaresi, 6gretmen, Ogrenci ve
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veliler  bilgilendirilerek  izin  formu
dagitildi. Velilerin izin vermis oldugu
ilkogretim 1. ve 2. smiflarda 6grenim
gormekte olan erkek oOgrenciler kendi
okullarinda, uygun bir inceleme odasinda,
oda sicakliginda, ayakta ve aymi hekim
tarafindan inspeksiyon ve palpasyonla
muayene edildi. Muayene sirasinda
cocuklarda fimozis, inmemis testis,
retraktil testis, hipoplazik  testis,
hipospadias, stinnet  komplikasyonu,
hidrosel ve gomiik penis varligi arastirildi.
Penisi disaridan hi¢ goriilmeyen veya
sadece glans1  goriilen, penil safti
suprapubik yag dokusu icine gOmiilmiis
olanlar gomiik penis olarak degerlendirildi.
Onceden opere olup muayene sirasinda
patoloji saptanmayan cocuklar normal
olarak degerlendirildi.

Genital anormallik saptanan Ogrencilerin
aileleri, tedaviler ve olabilecek istenmeyen
yan etkiler hakkinda bilgilendirildi.

Calismamizin ~ verileri ~ SPSS 14,0
programina yiiklenerek, verilerin
degerlendirilmesinde iki ortalama

arasindaki farkin 6nemlilik testi kullanildi.
Verilerimiz tablolarda aritmetik ortalama (
X )+ standart sapma (S), birey sayisi (n)
ve ytizdesi (%) seklinde belirtilip, istatiksel
anlamlilik p< 0,05 olarak kabul edildi.



Bulgular

Calisma kapsaminda yaglar1 7-9 arasinda
degisen 285 erkek cocuk muayene edildi.
Calismaya dahil edilen ¢ocuklarin 29’unda
(%10,2) genital patoloji bulundu (Tablo 1).
Cocuklarin 137 ’si (%48,1) siinnetli, 148’1
(%51,9) ise stinnetsizdi.

En sik goriilen anomali fimozis olup 16
cocukta (%5,6) tesbit edildi. Toplam 6
ogrencide (%?2,1) inmemis testis saptandi,
bunlarin 3’1 sol tarafta, 3’ii de sag tarafta
idi. Ayrica vakalarin 2’sinde (%0,7)
retraktil testis, 1’inde (%0,4) hipoplazik
testis, 3’unde (%1,1) coronal hipospadias,
1’inde (%0,4), gdbmuk penis mevcuttu.

Hastalik n Yayginlik (%)
Fimozis 16 5,6 (10,8%)
Inmemis testis 6 2,1
Hipospadias 3 11
Retraktil testis 2 0,7
Hipoplazik testis 1 04
Gomiuk penis 1 0,4
Toplam 29 10,2

Tablo 1, Dis genital organ anomalileri ve goriilme siklig1

*slinnetsiz hastalar igindeki oran

Tartisma
Urogenital sistem anomalileri tiim sistem
anomalileri igerisinde en sik karsilagilan

anomalilerdir (2).

Inmemis testis cocukluk cag1 konjenital

anomalileri arasinda stk gdoriilen bir
anomalidir.  Inmemis  testis ileriki
donemlerde infertilite ve malinite gibi
durumlara yol acabilecegi

diisiiniildiiglinde, erken tan1 ve tedavisi
oldukca oOnemlidir (3,4). Calismamizda
inmemis testis oranimni %?2,1 bulduk. Bu
oran Akay ve ark. (5)’nin caligmasinda
%1,85; Altunoluk ve ark. (6)'nin
caligmasinda %1,37, Kayik¢1 ve ark.
(7)’nin ¢calismasinda %1,1, ve Adayener ve
ark. (8)’nin ¢alismasinda ise %0,83 olarak
bildirilmistir.

Calismamizda retraktil testis orani %0,7
olarak bulundu. Altunoluk ve ark. (6) bu
orani %3,1, Belloli ve ark. (9) da %4.7 gibi
yiiksek oranda bulduklar retraktil testisin
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hemen daima testikiiler hipotrofiye eslik
ettigini rapor etmislerdir. Bu yilizden
retraktil testis, skrotum icinde sabit durana
kadar veya en azindan puberte donemine
kadar yillik olarak takip edilmelidir.

Dis  genital organ anomalilerinden
hipospadias, yaklagik 300 dogumda bir
goriilen  dretral  agikligin  penis’in
ventralinde olmas1 ile karakterize bir
konjenital anomalidir. En sik glaniiler,
coronal veya distal penil hipospadias
goriiliir. Ulkemizde yapilan ¢alismalarda
hipospadias goriilme sikligi, Altunoluk ve
ark. (6)’nin calismasinda %1,1, Akay ve
ark. (5)’nin ¢alismasinda %0,45, Kayike1
ve ark. (7)’min ¢alismasinda 0,39 olarak

bildirilmistir. Bizim  calismamizda
hipospadias oranimm1 %1,1 olarak tespit
ettik. ~Bu vakalarin  hepsi  coronal
hipospadias idi. Bu oran literatirle
uyumludur.

GoOmik penis ya da gdbmuli penis, normal
yapida ve boyuttaki bir penis’in suprapubik




yagin i¢ine kismen veya tamamen
gomuilmesidir.  Preplbertal ~ddnemdeki
obez ¢ocuklardaki gomdali penis, kendileri
ve aileleri i¢in ciddi psikolojik sorun
olabilir (10). Caligmamizda gomiilii penis
oranini %0,4 olarak bulduk., Adayener ve
ark. (8) %0,25 olarak bulmuslardir. Bu
oranlar bizim ¢alismamizla uyumludur.

Fimozis, sinnet derisi (prepisium)’un glans
penis  lizerinde  retrakte = olamamasi
durumudur. Bu ise genellikle prepisium
orifisinin darhigindan ileri gelmektedir.
Stinnetsiz 148 6grenci degerlendirildiginde
16 (%10.8) ogrencide fimozis tespit
edilmistir. Kayik¢r ve ark. (7) bu oranm
%1,49, Akay ve ark. (5) ise %1,10 olarak
tesbit etmislerdir. Bizim ¢alismamizda bu

oranin  yiikksek  olmasmin  sebebleri;
birincisi  sadece sunnetsiz  hastalarda
Kaynaklar

1. Koroglu E, Karaaslan Y,

degerlendirilmesi, ikincisi  bdlgemizde
siinnetin  nispeten daha ge¢ yasta
yapilmasindan kaynaklandigin

diisiinliyoruz. Diger serilerde siinnetli olan

cocuk sayisi

bilinmediginden

dolay1

fimozisi olan cocuklarin erken siinnet
olmus olabilecegini, tarama sirasinda

bunun saptanamayacagini ve bu nedenle bu
serilerdeki oranmn diisiik goziikebilecegi
kanisindayiz.
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ADMINISTRATIONS OF PATIENTS UNDER HOMECARE SERVICE IN MUGLA
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MUGLA SITKI KOCMAN UNiVERSITESI EGIiTiM VE ARASTIRMA HASTANESI
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NEDENLERIi VE SAGLANAN HiZMETLERIN BELIiRLENMESI
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Abstract

The purpose of the study is to determine the sociodemographic characteristics, the medical conditions of the patients and type of health care
they have been delivered in Mugla Sitki Kogman University Education and Research Hospita(MSKUERH), Home Care Unit(HCU). This
study is performed in Ministery of Health MSKUERH, HCU in August 2014. This is a descriptive study and 258 patients were participated
in this study. Among 258 patients involved in home care unit, 176 of them(%68,2) were female and 82 (%31,8) were male. Mean age of the
patients was 76,1(min:15, max: 99).%84,1 of the patients were over age 65 years. Cerebrovascular disease was the most common reason for
health care delivery. MSKUERH, HCU supports patients for their health care needs such as physical examination, medical diagnosis and
treatment, medical dressing, bladder cathether application, injection and education and counselling in a multidisciplinary approach.

Key words: elderly, elder health, home-based care

Ozet
Bu arastirmanin amaci, Saglik Bakanhigi Mugla Sitki Kogman Universitesi Egitim ve Arastirma Hastanesi (MSKUEAH), Evde Saglik

Hizmetleri Birimi(ESHB) tarafindan hizmet kapsamina alinan hastalarin sosyodemografik 6zelliklerini, bakim alma nedenleri ve aldiklar
hizmetleri degerlendirmektir. Caligma Agustos 2014 Saglik Bakanligit MSKUEAH, ESHB nde gergeklestirilmistir. Tanimlayici nitelikte bir
calismadir. Calismaya, Agustos 2014 itibarryla birime kayitli 258 hasta dahil edilmistir. ESHB'den bakim alan 258 bireyin 176’s1 (% 68.2)
kadin, 82’si (% 31.8) erkektir. Yas ortalamasi 76,1 (min:15, max: 99) olarak saptanmistir. Bu ¢aligmada ESHB’nden yararlanan bireylerin
%84,1 inin 65 yas ve iizerinde oldugu saptanmustir. Evde saglik hizmetinden yararlanan bireylerin bakim alma nedenleri arasinda ilk sirada
%32,9 (n=85) ile serebrovaskuler hastaliklar yer almaktadirlar. MSKUEAH, ESHB, gerek muayene, tan1 ve tedavi, gerekse pansuman,
sonda uygulamasi, enjeksiyon gibi uygulamalar, egitim ve danigmanlik hizmetleriyle ve multidisipliner bir yaklasimla bireylerin saglk
gereksinimlerini 6nemli bir sekilde karsilamaktadir.

Anahtar kelimeler: evde saglik hizmetleri, yashlar, yash saghgi

Yazisma Adresi: Dr. Nese Yenigeri, Mugla Sitk1 Kogman Universitesi Tip Fakiiltesi, Aile Hekimligi Anabilim Dali, Mugla/Tiirkiye
Tel: 90 252 412 51 68 GSM: 90 533 423 60 44
e-posta: nese_yeniceri@yahoo.com
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Giris

Dogurganlik hizinin azalmasi ve ortalama
yasam beklentisinin artmasiyla birlikte
gelismis ve gelismekte olan iilkelerde yasl
niifus giderek artmaktadir. Diinya niifusu
bugiin 7,2 milyarken 2050 yilinda 9,7
milyar olmasi ongoriilmektedir(1). 2008
Turkiye Nifus ve Saglhk Arastirmasi
sonuglarina  gore, dogurganlik  hizi
diismekte ve 65 yas iistli niifusun orani
artmaktadir(2). Tiirkiye Istatistik Kurumu
verilerine gore 2000 yilinda 65 yas tisti
niifusun oram1 %5,7 iken 2013 yilinda
%7,7 ye c¢ikmistir(3). Yash niifusunun
artmasiyla, kronik hastaliklar, kanser,
serebrovaskuler hastaliklar,
kardiyovaskular hastaliklar ve kanser gibi
kisilerin yasamlarinmi etkileyen bir takim
sorunlar karsimiza ¢ikmaktadir. Kronik
hastaliklardaki artis, sakatlik ve bagimlilik
oranlarint artirmakta, saglik hizmetlerine
olan talebin artmasina ve dolayisiyla
hastanelerde yigilmalar olugsmasina neden
olmakta ve yasli saglhigina yonelik saglik
hizmetleri  sunumunda evde  saglik
hizmetlerinin énemini giderek
artirmaktadir. Evde saglik hizmeti alan
kisilerin bir ¢ogu 65 yas ve tizeridir(4,5).

Evde saglik hizmetlerinin temel
amact, kisilerin kendi evlerinde
olabildigince uzun bir slire bagimsiz, rahat
ve huzurlu bir sekilde yasamalarini
saglamaktir(6). Evde saglik hizmetlerinin
net tanim1 01.02.2010 tarihinde 3895 sayil
“Saglik Bakanliginca Sunulan Evde Saglik
Hizmetlerinin Uygulama Usul ve Esaslari
Hakkinda Yoénerge” ile yapilmustir. Ilgili
yonergede evde saglik hizmeti; “gesitli
hastaliklara bagli olarak evde saglk
hizmeti sunumuna ihtiyact olan bireylere
evinde ve aile ortaminda sosyal psikolojik

danigmanlik hizmetlerini de
kapsayacak sekilde verilen muayene,
tetkik, tahlil, tedavi, tibbi bakim, takip ve

rehabilitasyon hizmeti” olarak
tanimlanmaktadir(7).
Saglik Bakanligt Mugla Sitki

Kogman Universitesi Egitim ve Arastirma
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Hastanesi(SBMSKUEAH) Evde Saghk
Hizmetleri Birimi(ESHB), fiilen Ekim
2010 tarihinde Mugla Devlet Hastanesi
blinyesinde hizmete baslamustir.
Baslangigta Mugla merkez miicavir alan
smirlarinda hizmet veren ESHB, Nisan
2014 tarihinde Mugla ilinin biiyliksehir
olmas1 ve miicavir alan smirlarinin
genislemesiyle birlikte daha genis bir
alanda hizmet vermeye baglamistir.
Nitekim Ocak 2013 ve Ocak 2014 tarihleri
arasinda bir yillik donemde kayitli hasta
sayisinda %24 artis saptanmisken, Ocak
2014 ve Temmuz 2014 tarihleri arasinda

sadece 6 aylik donemde %21 artis
saptanmistir.  Verilen hizmetler; fizik
muayene, kan tetkiklerinin yapilmasi,

gerekli raporlarin diizenlenmesi, ilaglarin
recetelendirilmesi, pansuman, sutur
alinmasi, sonda uygulamasi, enjeksiyon ve
intravendz ilag¢ uygulamalari, lavman
uygulamalari, evde rehabilitasyon
uygulamalar1 ve egitim ve danismanlik
hizmetlerini kapsamaktadir.

Bu aragtirmanin amaci,
SBMSKUEAH, ESHB tarafindan hizmet
kapsamina alman hastalarin

sosyodemografik 6zelliklerini, bakim alma
nedenleri ve aldiklar hizmetleri
degerlendirmektir. Agustos 2014 itibariyle
toplam 258 bireye evde saglik hizmeti
verilmektedir.  Arastirmaya  ESHB'ne
kayith tiim bireyler (n=258) alinmistir.

Gereg ve yontemler

Tanimlayict  tipteki bu  arastirmanin
evrenini,  Agustos 2014  tarihinde
SBMSKUEAH, ESHB’nde kayitl 258 kisi
olusturmaktadir. Aragtirmada herhangi bir
ornekleme yontemine gidilmemis olup

evrenin  tiimii  arasgtirma  kapsamina
alimmustir.
Arastirmanin ~ verileri  evde  saglik

hizmetleri kayitlarinda yer alan bilgilerden
toplanmistir. Arastirmanin degiskenleri son
6 ay icinde evde bakim kapsaminda
sunulan hizmetler, yas,



cinsiyet ve evde bakim hizmeti alma
nedeni olarak belirlenmistir. Arastirmanin
verileri SPSS 20.00 paket programina
aktarilarak sayi, yiizde dagilimlar1 ve
ortalamalar1 alinarak degerlendirilmistir.

Sonuclar

MSKUEAH, ESHB'den bakim alan 258
bireyin 176’s1 (% 68.2) kadin, 82’si (%
31.8) erkektir. Yas ortalamas1 76,1
(min:15, max: 99) olarak saptanmistir. Bu
calismada ESHB’nden yararlanan
bireylerin %84,1 inin 65 yas ve lizerinde
oldugu saptanmistir. (65-74 yas arasi
%14,3 (n=37), 75-84 yas arasi %36,0
(n=93), 85 yas ve lizeri %33,7 (n=87))

Evde saglik hizmetinden yararlanan
bireylerin bakim nedenleri arasinda ilk
sirada %32,9 (n=85) ile serebrovaskuler
hastaliklar yer almaktadirlar. Daha sonra
sirast ile; %30,6 Hipertansiyon, %?20,5
demans, %19,4 kardiyovaskuler
hastaliklar, %15,2 diyabet ve %12,8 diger
norolojik hastaliklar gelmektedir.
ESHB'ne kayitl bireylerin bakim nedenleri
tablo 1 de verilmistir.

Son alti ayda ESHB'den alinan hizmetler
arasinda fizik muayene (1034), tetkikler
icin kan alma (368), yara pansumani (211),
mesane sonda uygulamasi (111) mevcuttur.
Son 6 ayda ESHB’nce yapilan hizmetler
Tablo 2 de gosterilmistir.

Bakim Nedenleri (n=258) Say1 (n) Yuzde %
Serebrovaskuler hastalik 85 32,9
Hipertansiyon 79 30,6
Demans 53 20,5
Kardiyovaskuler hastalik 50 19,4
Diyabet 39 15,1
Diger Norolojik hastaliklar(Parkinson, epilepsi,ALS,MS vs) 33 12,8
Opere kal¢a kinigi 18 7,0
Kanser 13 5,0
Serebral palsi 8 31
Mental retardasyon 3 1,2
Tablo 1. Evde Bakim Hizmeti Alan Yaghlarin Bakim Nedenleri

Hizmetler Say1 (n)
Fizik muayene 1034
Laboratuvar tetkiki 368
Pansuman 211
Mesane sonda uygulamasi 111

Egitim ve danismanhk uygulamalari 59
Intravendz ilag inflizyonu 57
Enjeksiyon 61

Fizik tedavi ve rehabilitasyon uygulamalar 35

Siitur alma 7

Lavman 1

Tablo 2. Son 6 ayda ESHB’nce yapilan hizmetler




Tartisma

Bu calismada, SBMSKUEAH, ESHB
tarafindan  hizmet kapsamimna alinan
hastalarin  sosyodemografik  6zellikleri,
bakim alma nedenleri ve aldiklar
hizmetler kayitlar tizerinden
degerlendirilmistir. Bu calismada
ESHB’nden vyararlanan bireylerin %84,1
inin 65 yas ve iizerinde oldugu
saptanmistir. Bunlarin da biiyiik ¢ogunlugu
75 yas ve iizeridir. Yas arttikca kronik
hastaliklarin ve fonksiyonel islev kaybinin
artmast ve bu yas grubunun daha fazla
hizmet gereksiniminin olmast beklenen bir

durumdur. Yapilan bu c¢alismada
ESHB’nden vyararlanan bireylerin %
68.2’sini kadinlarin olusturdugu

saptanmigtir. Ortalama yasam siiresinin
erkeklerden daha fazla olmasi nedeniyle
evde saglik hizmetlerinden kadinlarin daha
cok yararlandiklar1 bilinmektedir. Diinya
Saglik Orgiiti'ne gore kadinlar  yash
nifusun blyik bir bolimiina
olusturmaktadir. Diinyada 60 yas ve lizeri
nifusta her 100 erkege 123 kadin
diiserken, 80 yas ve iizerinde her 100
erkege 189 kadin diismektedir (8).

Evde saglik hizmeti alma nedenleri
incelendiginde; bakim nedenleri arasinda
ilk sirada serebrovaskuler hastalik tanisi
yer almaktadir. Kronik hastaliklar iginde
yer alan serebrovaskiiler hastalik (SVH)
Olime neden olan hastaliklar arasinda
onemli bir yer tutmaktadir. Tirkiye’de
oliime neden olan ilk 10 hastaligin dagilimi
arastirildiginda serebrovaskiiler hastaliklar
%15 ile ikinci sirada yer almaktadir (9).
Serebrovaskiiler  hastaliklarin, risk
faktorleri, degisen yasam tarzlari ve
beslenme aligkanliklariyla gelecekte ¢ok
daha onemli boyutlar kazanacagi
diistintilmektedir (10).

Evde  saghik  hizmeti  alma
nedenlerine bakildiginda hastalarin 6nemli
bir kisminin hipertansiyon ve
kardiyovaskuler  hastaliklar  nedeniyle
izlendigi goriilmektedir. Ulkemizde
hipertansiyon olduk¢a yaygin bir sorundur.
Eriskin her 3 kisiden 1’inde hipertansiyon
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vardir (11).Yine Turkiye’de 6lime neden
olan ilk 10  hastaligin  dagilimi
arastirildiginda kardiyovaskiiler hastaliklar
%21,7 ile birinci sirada yer almaktadir (9).

ESHB’ne kayith hastalarin %?20,5
inin demans nedeniyle izlendigi
saptanmigtir. Tirkiye'de 70 yas istii bir
orneklemin (s: 1019) tarandig1 arastirmada
demans yayginligi %20, Alzheimer tipi
demansin yayginligi ise %16 olarak
saptanmistir  ve  Ozellikle ileri yas
kadinlarda, diistik egitim diizeyi olanlarda
daha yiiksek bildirilmistir (12).

ESHB’ne kayith hastalarin %7,0
min  kalga kirgr nedeniyle izlendigi
saptanmistir. Kalga kiriklar1 yasli hastayi

fiziksel, psikolojik ve sosyal agidan
olumsuz etkileyen, tedavi ve bakim
maliyeti yliksek olan yaralanmalardir.

Kalga kirigi gelisme olasiligi yasla birlikte
artmakta olup, kalca kirig1 olan 10 hastanin
9'u 65 ve tlzeri yas grubundadir (13).
Operasyon sonrast yasli hastalarin yaklagik
%30 unun uzun siireli bakima gereksinimi
olmakta (13), dolayisiyla bu grup
hastalarda evde saglik hizmetleri daha da
Oonem tagimaktadir.

Bu ¢alismada ESHB nin son 6 ayda
verdigi hizmetler degerlendirilmistir. Fizik
muayene, tetkikler icin kan alma,
pansuman, mesane sonda uygulamalar
gibi uygulamalarin yaninda fizik tedavi ve
rehabilitasyon uygulamalari da
yapilmaktadir. Ozellikle kalga kiriklar1 gibi
uzun sureli yatak istirahati gerektiren
durumlarda fizyoterapi ve rehabilitasyon
yaklagimlar1 bagarili sonuglar vermektedir
(14).

Bu c¢alismada ESHB kayitlarn
incelenerek kayith bireylerin
sosyodemografik  ozellikleri, saglanan
hizmetler ve evde saglik hizmeti alma
nedenleri tanimlanmistir. MSKUEAH,
ESHB, gerek muayene, tan1 ve tedavi,
gerekse  pansuman, sonda uygulamasi,
enjeksiyon gibi uygulamalar, ve egitim ve
danigmanlik hizmetleriyle ve
multidisipliner bir yaklasimla bireylerin
saglik gereksinimlerini 6nemli bir sekilde
karsilamaktadir. ESHB’ne kayith



bireylerin fiziksel ve mental saglik
durumlar1 ile ve hem bireylerin hem de
onlara bakim veren kisilerin psikososyal
gereksinimleryle ilgili daha ayrintili
caligmalara ihtiyag¢ vardir.

TESEKKUR: MSKUEAH Evde Saglik
Birimi'nde c¢alisan Dr. Tahir Ozen,
Abdullah Kalkan, Hiseyin Cakmak, Serhat
Kacar, Sezen Oztirk ve  Zizel
Tezbasaran’a caligmalar1 ve destekleri i¢in
tesekkiir ederiz.
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EFFECTS OF THE USE TEMOZOLAMID iN HIGH GRADE GLIOMA

YUKSEK GRADE’Li GLIAL TUMORLERDE TEMOZOLAMID KULLANIMI

Arsal Acarbas *, Nezih Ozkan 2

1 Mugla Sitkt Kogman Universitesi Tip Fakiiltesi, Beyin ve Sinir Cerrahisi Klinigi, Mugla, Tiirkiye

2 Abant Izzet Baysal Universitesi Tip Fakiiltesi, Beyin ve Sinir Cerrahisi Klinigi, Bolu, Tiirkiye

Abstract

Effects of 'Temozolamid' on high-grade glioma patients results was obtained. "Temozolamid' treatment was started for 20 patients after
radiotherapy who was opereted in Vakif Gureba Hospital Neurosurgery Clinic and histological, clinical, radiological diagnosis confirmed
and the data then backward as analyzed. Survival and progression-free survival was calculated by Kaplan-Meier estimates. Comparing
differences between groups were using the log-rank test (median + CI, confidence interval). Total survival with Kaplan-Meier estimated
according to the Temozolamid Group Median (CI) 11 (11:51 to 10:49) Progression-free survival according to the Kaplan-Meier estimated
median Temozolamid Group (Cl): 9.5 (9.1-11) were found. In our study use of ‘temozolamid' is exactly positive effect on progression-free

survival was seen

Key Words : Anaplastic Astrositom , High Grade Glial Tumors , Survival , Temozolamid

Ozet

Yiiksek grade'li glial timorlii hastalarda ‘Temozolamid' kullanimu ile elde edilen sonuglarin degerlendirilmesi amag edinildi. Vakif Gureba

Hastanesi Beyin Cerrahisi kliniginde opere olan ve histolojik, klinik, radyolojik olarak tanisi dogrulanmis 20 hastaya radyoterapi sonrasi

‘Temozolamid’ tedavisi baslandi ve bu veriler daha sonra geriye yonelik olarak analiz edildi. Sag kalim ve ilerlemesiz sag kalim

hesaplanirken Kaplan-Meier yontemi, gruplar arasinda farklilik karsilastirilirken log-rank test kullanildi (medyan+CI; giivenlik aralig). Total

Sag kalimin Temozolamid grubuna gére Kaplan-Meier ile tahmini medyan (CI) 11 (11.51-10.49) ilerlemesiz sag kalimin Temozolamid

grubuna gore Kaplan-Meier Tahmini Medyan (Cl): 9.5 (9.1-11) bulundu. Calismamizda anlamli sekilde ‘temozolamid’ kullaniminin

progresyonsuz sagkalim iizerinde pozitif yonde etkili oldugunu kesinlikle gostermektedir

Anahtar Kelimeler: Anaplastik Astrositom, Yiiksek Dereceli Glial Tiimér, Sagkalim, Temozolamid
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Giris

Santral sinir sistemi tumdrleri iginde
astrositomalar glial orijinli primer beyin
tiimorlerinin en sik goriilenidir (1).
GBM'de halen gecerli standart tedavi;
genis cerrahi rezeksiyon ve sonrasinda
fraksiyone olarak uygulanan 55-60 Gray
radyoterapidir. Bunlara ek olarak, temelde
nitrozure grubu kemoterapotik ajanlar da
tedaviye eklenebilmektedir (2,3). Santral
sinir sistemi timorleri icinde, ilk 15
yasindaki primer tiimorlerin yaklasik %
40-45’i, erigkin yas grubunda ise %50-60’1
astrositer kokenli timarlerdir. Hemen tim
yas gruplarinda erkeklerde kadinlara gore
hafif bir fazlalik saptanmaktadir.
Astrositomalar glial orijinli primer beyin
tiimorlerinin en sik goriilenidir. Tim
astrositik timorlerin 2/3'si Grade I11,1V
astrositomalardir. Grade LI
astrositomalarin %75'1 supratentoriyal
bolgede lokalizedir. Supratentoriyal
lokalizasyon ¢ocukluk ¢aginda %35
oraninda goriiliir. Kansere bagli 6liimlerin
% 2’sinden gliomalar sorumludur. (1,4)

GBM'de halen gecerli standart tedavi;
hastanin yasi, genel durumu ve timor
yerlesimi goz Oniine alinarak yapilan genis
cerrahi rezeksiyon ve sonrasinda
fraksiyone olarak uygulanan 55-60 Gray
konvansiyonel radyoterapidir. Beyin
tiimorlii hastalarda cerrahi girisim, ana
tedavi yontemidir. Cerrahi, sadece tumor
yiikiinii azaltmakla kalmayip, dogru doku
tanisi ile tedavinin yonlendirilmesine de
yardimei olmaktadir. Ayrica intrakranial
basing diismekte ve norolojik performans
durumunda diizelme saglanmaktadir.
Uygulanacak rezeksiyonun kapsami timor
Ozelliklerine ve lokalizasyonuna gore
cesitlilik gdsterir. Amag; timorii
maksimum ¢ikarmak, normal islevlere
minimal zarar vermek ve hastanin yagam
kalitesini bozmamak olmalidir (5).

Bunlara ek olarak, temelde nitrozure grubu
kemoterapotik ajanlar da tedaviye
eklenebilmektedir. Temozolomid
(Temodal, Temodar; Schering-Plough,
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Kenilworth, NJ), 6zellikle nikseden
gliomalarda etkinlik gostermis olan yeni
bir alkilizan ajandir (6). Temodal iyi SSS
gecisi olan ve oral yararlanimi yiiksek olan
bir ilagtir. Iyi tolere edilir ve énceden
tahmin edilebilen myelotoksik etkisi
vardir. Temodal aktif olarak anaplastik
astrositoma Uzerine etkilidir ve ticari
olarak AA tzerine gegerli bir

preperattir. Temodal'in rekurren malign
glioma Uzerine etkili oral kemoterapik ajan
oldugu da gosterilmistir (7).

Gereg ve yontemler

Vakif Gureba Hastanesi Beyin Cerrahisi
kliniginde opere olan ve histolojik, klinik,
radyolojik olarak tanisi dogrulanmis 20
hastaya radyoterapi sonrasi ‘Temozolamid’
tedavisi baglanmis ve bu veriler daha sonra
geriye yonelik olarak analiz edilmistir.
Yapilan referans incelemelerinde ‘Roger
Stupp MD’ ve arkadaslarmin yaptigi
‘Glioblastoma icin radyoterapi ile es
zamanlt adjuvan temozolomid’ isimli
makale ile karsilastirma yapildi (8). Sag
kalim ve ilerlemesiz sag kalm
hesaplanirken ~ Kaplan-Meier  tahmini,
gruplar arasinda farklilik karsilagtirilirken
log-rank test kullanildi
(medyan+Cl;giivenlik aralig1). Radyoterapi
ve radyoterapi+temozolamid grubuplarinin
degiskenlere  gore karsilastirllmasinda
unpaired two tailed student t test kullanildi.
2007 yilinda Vakif Gureba Hastanesi Etik
Kurulundan onay alind.

Tiimor lokalizasyonu ve sagkalim, niiks ile
sag kalim, tiimor boyutu ile sag kalim
arasindaki iliski lineer regresyon analizi ve
sperman testti uygulanmistir. Istatistik
analizlerin yapilmasinda ve
grafikgizimlerinde Microsoft ofice Excel
2003 ve Graph pad prism 4.0 kullanildz.

Tedavi algoritmasi olarak; 28 glinde bir
200mg/m2/giin baslangi¢ dozuyla, 5 giin
boyunca giinde bir kez oral uygulama
yapilmasi planlanmistir. Tedavi kabul
edilemeyecek toksite ya da hastalik
progresyonu gosterilene dek en az 8 ay



devami ongoriilmiistiir. Tedavi boyunca
her siklus déneminde yeni doza
baslasmadan hastalar radyolojik olarak
(BBT veya MRG ile) izlenmis. Yan etkiye
kars1 hemogram ve tam kan biyokimyasi
ile kontrol edildiler.

Bulgular

Toplam 20 hasta calismamiza dahil
edilmistir. Calismamiza katilan hastalarin
ortalama yas1 54 ve kadin/erkek oranmi 1/3

durumdaydilar. Ik  kez  saptanan
glioblastomlu olgular 16 hasta %80
oraninda bu ilac1 kullanmaya baslamistir.
Niiks ile gelerek bu ilact kullanan hasta
sayist 4 olup calismamizda bu oran
%20’ye tekabil etmektedir. Hastalarimizda
sag kalim ortalamas1 Kaplan-Meier analizi
ile degerlendirildi. Ortalama sagkalim 11 +
3 ay (%95 CIl 11-21) olarak saptandi.

e 1004 Oksipital
s o0 ——Erkek sipra
E’ 804 =4=Kadin
E 704 Parietal
°
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0
g 304
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0
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olarak izlenmistir. Klinigimize bagvuran
hastalarin bagvuru sirasindaki yakinmalari
goz Oniine alindiginda; en sik yakinma bas
agrist ile 1ilk siradadir. Hastalarimizda
timoriin lokalizasyonu irdelendiginde en
stk olarak frontal yerlesim goze
carpmaktadir. Servisimizde s6z konusu
hastalara uygulanan cerrahi tedavi sekli
karsilastirildiginda; subtotal bosaltim 6n
planda izlenmistir. Hastaneye bagvurma
sirasinda hastalarimizin - %65°1  ayaktan
gezebilen ve kendi islerini godrebilen
Calismamizda erkek hasta sayisi baskin
izlense de survi de fark olmadigi izlendi
(sekil 1). Tiimoriin lokalizasyonu ile iliskili
olarak ortaya istatistiki olarak anlamli
olmasa da  frontal bolge yerlesiminin
survi’de ve progresyonsuz  sagkalimda
pozitif etkisi oldugu diisiincesi agirlik
kazandi (sekil 2).

Survival Functions
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°
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Sekil 2. Tiimér Lokalizasyonu fle Sag
Kalim  Siireleri
Regresyon. Tumdr lokalizasyonu ile
sag kalim siireleri arasinda Spearman r
degeri 0, 05 ( egim= -0.40 + 0.49 % 95
giivenlik aralig1 -0.05 - 0.04 p=0,8483

Sekil 1. Total Sag Kalimin Kadm ve
Erkek Grublarina Goére Kaplan-Meier
ile Radyoterapi
temozolamid ile tedavi goren kadin
hastalarda 6lum erkek
hastalarla  kargilagtirildiginda 0,94
(Guven araligi: %95, 0.6582 - 1.342;
p=0,91; Erkek medyan: 11 Kadin
medyan: 11)
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Sekil 3: Semptomlarina gore ortalama

Lineer sagkalim analizi



Calismamizda en sik goriilen bas agrisi (% hastamizda myelosupresyon izlenmedi
55) diger bulgularla karsilastirildiginda;
progresyonsuz sag kalima pozitif etkisi
oldugu sdylenebilir (sekil 3). [lacin en sik
yan etkisi olarak kusma belirlendi. Hicbir

sag kalim karsilastirmalar1 6zetlenmistir (Tablo 1).

(sekil 4). Tablo 1°de ¢alismamizda salt
radyoterapi alan hastalarla radyoterapi ile
birlikte temodel alan hastalarin

Sikhk Yizde
Yok 4 20
Kusma 15 75
GoOrme 1 5
bozuklugu
total 20 100

Sekil 4 : Yan etki profili

Radyoterapi

Radyoterapi +
Temozolomid

Degisken

(N=286)
deger (% 95 Cl)

(N=20)

Medyan total sag kalim (ay) 12.1 (11.2-13.0) 11 (11.51-10.49) 0.52
6. ayda 84.2 (80.0-88.5) 89.4 (99.9-75.2) 0.54
12. ayda 50.6 (44.7-56.4) 30.4 (42.4-18.4) 0.08
18. ayda 20.9 (16.2-26.6) 24.2 (44.8-3.6) 0.6
24. ayda 10.4 (6.8-14.1) 24.2 (44.8-3.6) 0.07
Medyan ilerlemesiz  sag
kalim (ay) 5.0 (4.2-5.5) 9.5(9.1-11) 0.003**
Tlerlemesiz sag kalim (%)
6. ayda 36.4 (30.8-41.9) 68.7 (46-80.4) 0.003**
12. ayda 9.1(5.8-12.4) 31.2 (8.5-53.9) 0.002**
18. ayda 3.9 (1.6-6.1) 25 (3.8-47.2) 0.008
24. ayda 1.5 (0.1-3.0) 12.5 (28.7-0) 0.002

Tablo 1: Hastalarin sagkalim kiyaslamasi

*p<0.05 istatistiksel olarak anlamli, **p<0.01 ileri derece anlamli olarak kabul edildi.
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Tartisma

Yiksek gradeli astrositomalarda, cerrahi ve
radyoterapi ile 5 yillik sagkalim % 10-
20’den az, anaplastik astrositomalarda
ortalama 27 ay; yuksek gradeli
astrositomalarin % 50’°sinden fazlasini
temsil eden glioblastome multiformeli
olgularda ise, 2 yillik sagkalim % 5’den az
ortalama 8 ay civarindadir (9,10). GBM’de
standart tedavi cerrahi sonrasi radyoterapi
ya da buna kemoterapi eklenmesidir.
GBM’li hastalarda bu uygulama ile median
siirvi 8 aya cikabilir. Bu koti gidisli
hastalikta siirviyi iyilestirmek icin yapilan
aragtirmalar yliksek enerjili radyasyon
hipoksik hiicre sensitizerleri, selektif
intraarterial enfiizyon seklide kombinasyon
kemoterapisi, intersitisyel brakiterapi ve
hipertermi,eksternal radyoterapi ile birlikte
intraoperatif radyoterapi Cooperative Grup
caligmast olan hiperfraksiyonla interstisyel
radyoterapi kombinasyonu ve cerrahi
esnasinda BCNU (lomustin) iceren
polimer implantasyonu metotlarini
kapsamaktadir (11,12,13).

1970’lerden baslayarak GBM tedavisinde
kemoterapotik ajanlar kullanilmaya
baslanmistir. Nitroziire grubu alkilleyici
ilaclar, malign gliomlarin tedavisinde
kullanilan en eski ajanlardir. BCNU en
eski ve halen en etkili olan
kemoterapotiktir, tedaviye cevap orani %
40 civarindadir. Son yillarda, ikinci kusak
alkilleyici ajan olan temozolamid, GBM ve
anaplastik astrositomlarin medikal
tedavisinde denenmeye baglamig ve BCNU
kadar etkili oldugu goriilmiistiir; ve son
donemde radyoterapi sonras1 standart
tedavi protokollerinin i¢ine girmistir
(13,14). Cok merkezli bir ¢aligmada,
rekiiren glioblastoma multiforme tanili 525
hastada temozolamide kullanilmis; 6 ay
progresyonsuz sagkalim % 46 hastada elde
edilmis ve 12 aylik takipte %24 sagkalim
sonucu goriilmiistiir (15).

Baska bir calismada
oligodendroglioma ve

anaplastik
anaplastik

astrositomada niiks sonrasi, ortalama
sagkalim, MRI ile objektif
degerlendirilerek hastalarin % 35’inde
kanitlanmis ve 13,6 ay olarak bildirilmistir

(7).

Temozolomid, oral uygulamadan sonra hizla
emilir ve neredeyse %100k bir
biyoyararlanim gosterir. Ajan, kan-beyin
bariyerini kolayca gecer, ve bildirilen
yaklasik %30-40'lik bir plazma-BOS
orantyla, MSS'de etkili konsantrasyonlara
ulagir (16). Temozolamide’ in diger tek ajan
kemoterapikler ile karsilastirildiginda
hayat kalitesini arttirdig1, progresyonsuz
sagkalimi uzattig1 gibi, total sagkalim
iizerinde de minimal etkili oldugu
gosterilmistir (17). Bizim ¢alismamizda
elde edilen verilerde; kusma %75 oran ile
en sik yan etki olarak 6n plana ¢ikmigtir.
Bu yan etkiyi azaltabilmek amaciyla
hastalarin sabah ilact almadan 30 dakika
once antiemetik kullanmalar1 ve giinliik
dozun hepsini ayn1 6glinde almalari
onerildi. Bu 6nerilerle kusmaya bagli yan
etkiler kontrol altina alind1 ve en sik
goriilen bu yan etkiden dolay1 calismay1
birakan hasta olmadi. Faz I ¢alismalarinda
bilinen en sik rastlanan doz sinirlayici
toksite trombositopeni veya nétropenidir.
Bu yan etki tipik olarak ilk temozolamid
dozundan sonraki 21 ila 28. glnlerde
goriiliir ve planlanan dozun azaltilmasi
veya atlanmasi ile kontrol altina alinabilir.
Bizim ¢alismamizda siklusun her 21.
guninde hemogram kontroll ve sonucu
normal ise yeni siklusun ilacina baglanmasi
planlandi. Yapilan incelemelerimizde
hicbir hastamizda myelosupresyon
izlenmedi.(18)

Temodal kullanimina iligkin veriler bizim
caligmamizda ortalama yasam omrii
acisindan belirgin anlami olan fark
vermemistir. Bununla birlikte ¢alismamiz
tedavi gruplarina gore ilerlemesiz sagkalim
acisindan incelendiginde anlamli sekilde
‘temozolamid’ kullaniminin progresyonsuz
sagkalim iizerinde pozitif yonde etkili
oldugunu gostermektedir.



Kaynaklar

1.Giles GG, Gonzales MF. In: Kaye
HA, Laws ER.(ed). Brain tumors. 2nd
edn. Churchill Livingstone: 2001; 51-
70

2. Chang CH, Horton J, Schoenfeld D,
et al.: Comparison of postoperative
radiotherapy and combined
postoperative radiotherapy and
chemotherapy in the multidisciplinary
management of malignant gliomas: a
joint Radiation Therapy Oncology and
Eastern Cooperative Oncology Group
Study. Cancer 1983; 52(6): 997-1007

3. Levin VA, Silver P, Hannigan J, et
al.: Superiority of post-radiotherapy
adjuvant chemotherapy with CCNU,
procarbazine, and vincristine (PCV)
over BCNU for anaplastic gliomas:
NCOG 6G61 final report. International
Journal of Radiation Oncology,
Biology, Physics 1990;18(2): 321-324

4. Brunner JM. Neuropathology of
Malignant Gliomas. Seminars in
Oncology,) 1994; 21 (2): 126-138.

5. Weingart J, Brem H. Brain Tumors
and Cancers of the Central Nervous
System. Neiderhuber JE. Current
Therapy. Fhirst ED., Decker: Mosby-
Year Book Inc, 1993: 538-546

6. Andrew H. Kaye, Edward R. Laws
JR. Brain Tumors, An Encyclopedic
approach,  Churchill  Livingstone
second edition 2001: 495-532

7. Dinnes J, Cave J, Huang S, et al: A
rapid and systematic review of the
effectiveness of temozolamide for the
treatment of reccurent malignant
glioma. Br J Cancer 2002; 86;501.

8. Roger Stupp, Warren P.
Mason,Martin J. van den Bent ve ark.:
Radiotherapy plus Concomitant and
Adjuvant Temozolomide for
Glioblastoma. The New England
Journal of Medicine 2005; 352:987-996

9.  Sherman CD. UICC Kilinik
onkoloji. 4. Baski, Ankara:
Bagbakanlik Basimevi, 1990.

10. Karadeniz AN, Frazer 1. Eriskin

Yas Oligodendrogliomali Hastalarda
Kombine Tedavi ve Radyoterapi
Sonuglari. Tirk Onkoloji  Dergisi,
1987; 3(1-2) : 605-611.

11. Fontanesi J, Clark WC, Weir A, et
al.: Interstitial iodine 125 and
concomitant cisplatin followed by
hyperfractionated ~ external ~ beam
irradiation for malignant supratentorial
glioma. American Journal of Clinical
Oncology 1993; 16(5): 412-417

12 . Scharfen CO, Sneed PK, Wara
WM, et al.: High activity iodine-125
interstitial  implant  for  gliomas.
International Journal of Radiation
Oncology, Biology, Physics 1992;
24(1): 583-591,

35

13. Levin VA, Silver P, Hannigan J,
et al.: Superiority of post-radiotherapy
adjuvant chemotherapy with CCNU,
procarbazine, and vincristine (PCV)
over BCNU for anaplastic gliomas:
NCOG 6G61 final report. International
Journal of Radiation Oncology,
Biology, Physics 1990; 18(2): 321-324

14. Newlands ES, Foster T, Zaknoen
S. Phase | study of temozolamide
(TMZ) combined with procarbazine

(PCB) in patients with gliomas. Br J
Cancer. 2003; 89(2):248-251

15. Brada M, Hoang-Xuan K,
Rampling R, et al ; Multicenter phase
11 tral of temozolamide in patients with
glioblastoma multiforme at first
relapse. Ann Oncol 2001; 12; 259-262.

16. Roger Stupp, Pierre-Yves Dietrich,
Sandrine Ostermann Kralijevic ve ark.:
Promising Survival for Patients With
Newly Diagnosed Glioblastoma
Multiforme Treated With Concomitant
Radiation Plus Temozolomide
Followed by Adjuvant Temozolomide
Journal of Clinical Oncology, 2002; 20:

1375-1382

17. Yung WK, Albright RT, Olson J, et
al. A phase Il study of temozolamide
vs. procarbazine in patients with
glioblastome multiforme at fist relapse.
Br J Cancer 2000;83;588-592

18. Hammond LAJ. Clin Cancer 1999; 19:
2604-2620



Case Report/Vaka Sunumu
ANEURYSM INVOLVING BIFURCATION OF LEFT MAIN CORONARY ARTERY::

A CASE REPORT
SOL ANA KORONER ARTER BiFURKASYON ANEVRIZMASI

Ibrahim Rencuzogullari®, Cem Sahin?, Ismail Turkay Ozcan®
! Mugla Sitki Kocman University Education and Research Hospital, Division of Cardiology, Mugla
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Abstract

Coronary artery aneurysms (CAA) are rare entities with a reported incidence rate of 0.1% to 5.3% in patients who have undergone coronary
angiography. Atherosclerosis and connective tissue disorders are the main causes of CAA. However, trauma, vasculitis, and congenital and
idiopathic reasons are also known to lead to CAA. Aneurysms usually arise from the proximal and middle segments of the right coronary
artery, with aneurysms of the left main coronary artery being extremely uncommon. Though CAA may be asymptomatic, it can present in
serious clinical manifestations including ruptured aneurysm, distal thrombosis and myocardial infarction. The case in this report is unusual as
it involves bifurcation of the left main coronary artery, a rare localization for CAA. The purpose of this report is to highlight the clinical
picture and treatment options for such patients.

Keywords: Aneurysm, Left Main Coronary Artery, Coronary Angiography.

Ozet

Koroner arter anevrizmalari (CAA) koroner anjiyografi geciren hastalarda % 0.1 ila 5.3 oraninda gériilen nadir bir durumdur. Ateroskleroz
ve bag doku hastaliklart CAA nin baslica nedenleridir. Bununla birlikte, travma, vaskdlit, konjenital ve idiyopatik nedenlerin de CAA’a yol
actig1 bilinmektedir. Anevrizmalar genellikle sag koroner arterin proksimal ve orta kesimlerinden kaynaklanirken, sol ana koroner arter
anevrizmalar1 son derece nadir olarak gortilmektedir. CAA, asemptomatik olabilecegi gibi anevrizma riptlrd, uzak tromboz ve miyokard
infarktlisi gibi ciddi klinik belirtilerle de ortaya ¢ikabilir. Bu vaka bildirimindeki olgu sol ana koroner arter bifurkasyon bolgesinde gorilen
bir anevrizma olmasi nedeniyle nadirdir. Bu olgu sunumuyla, bu tur hastalar icin klinik tablo ve tedavi seceneklerinin vurgulanmasi
amaglanmaktadir.

Anahtar kelimeler: Sol koroner arter anevrizmasi, Koroner anjiografi

Yazisma Adresi: Cem Sahin, Mugla Sitki1 Kocman University, School of Medicine, Department of Internal Medicine, Mugla, Turkey, postal
code: 48000, e-mail: cemsahin@mu.edu.tr Telephone: 0090 532 395 67 38 Fax: 0090 252 2111345 Address : Orhaniye Mahallesi Ismet
Catak Caddesi, Merkez/Mugla
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Introduction

CAA is defined as >1.5-fold dilation of a
coronary segment. Aneurysms involving
coronary arteries are rare entities with a
reported incidence rate of 0.1% to 5.3% in
patients who undergo coronary
angiography in different studies (1, 2).
They are more prevalent among men than
women. Atherosclerosis is the main cause
of CAA in adults, and Kawasaki disease in
children and adolescents. Other causes
include connective tissue disorders -- such
as polyarteritis nodosa, -- systemic lupus
erythematosus, trauma, vasculitis, and
mycotic, congenital and idiopathic reasons
(2, 3). Aneurysms usually arise from
proximal and middle segments of the right
coronary artery (RCA) and, less frequently,
they arise from the left anterior descending
(LAD) and circumflex (CX) arteries. The
left main coronary artery (LMCA) is a rare
localization for CAA, with an incidence of
0.1% (4-5). Despite its rare occurrence,
aneurysms involving LMCA may cause
unfavorable clinical conditions that can
result in death. These include myocardial
infarction, distal thrombosis and the
rupture of an aneurysm (6). Yet, there is no
standardized treatment modality for CAA.
Current approaches vary from conservative
to surgical treatment.

Case report

A 64-year-old man presented to our
clinic with shortness of breath, abnormal
sweating and chest pain during exertion
that was relieved with rest. These
symptoms had been occurring over a 4
month period. His medical history revealed
hypertension, hyperlipidemia and a
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positive family history of coronary artery
disease. Upon physical examination, no
abnormality was detected.
Electrocardiography showed a normal
sinus rhythm (67 bpm) and non-specific

ST-T wave changes; thus, ECG was
considered within normal range. No
abnormality was detected in complete

blood count and biochemical analyses,
inclusive of cardiac enzymes.
Echocardiography revealed mild septal
hypertrophy, grade 1 diastolic dysfunction
and normal left wventricular systolic
function (60% by modified Simpson’s
method). A saccular, aneurysmal lesion
(11.9 x 13.8 mm in size) was detected on
coronary angiography extending from
distal segment of the left main coronary
artery to the left anterior descending and
left circumflex arteries.

In addition, non-critical stenosis was
detected in the left anterior descending
(50%) and right main coronary (30%)
arteries (Fig. 1A-1B-1C).
Ventriculography performed in the same
session was considered within normal
range. The patient’s symptoms improved
after treatment with acetylsalicylic acid

(100 mg), metoprolol (50 mg),and
atorvastatin(20 mg) and a decision was
made to discharge him with the

recommendation of medical therapy. At
the 3-month follow-up examination, the
patient was found to be doing well. At the
5- month follow-up examination, the
patient presented with poor but improved
exercise capacity and no angina attacks at
rest. At the 7-month  follow-up
examination, the patient was doing well
and had no compliant.



Figure: Angiographic view of left coronary system

Figure 1A: Left anterior, oblique, cranial angiographic view of left coronary system

Figure 1B: Right caudal angiographic view of left coronary system

Figure 1C: Right cranial angiographic view of left coronary system.

Discussion

Most CAA present as incidental
findings, with rare cases of aneurysms
involving LMCA. Such patients may have
a broad clinical spectrum of conditions
from asymptomatic disease to acute
coronary syndromes, resulting in death.
Abnormal flow within an aneurysm
predisposes patients to the primary
complication of myocardial ischemia or
infarction. (7).

Rupture of a CAA is exceedingly
rare (6) as CAA is extremely rare
conditions. This makes conducting large,
randomized, clinical trials a challenge. As
a result, the decision making process for
optimal management of LMCA aneurysms
must be based on anecdotal reports, single
case reports and small series. Treatment is
determined by the experience and expertise
of the clinician and the clinical findings in
an individual patient. Treatment generally
falls into two modalities. The first is
conservative therapy (e.g. anticoagulant
agents, anti-platelet agents, and statins)
aiming to achieve anticoagulation and anti-
aggregation  for the prevention of
complications. The other s surgical
therapy (isolation, resection,
thrombectomy, coronary artery
reconstruction, and coronary artery bypass
grafting). Surgical ligation is not generally
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indicated but should be considered for
large aneurysms with evidence of recurrent
thrombosis and embolization (6). Surgery
is the first treatment of choice for CAA in
settings of acute coronary syndromes (8).
Surgery is also indicated in cases of
progressive LMCA enlargement. Patients
not managed surgically should be
monitored at regular intervals (9).
Regardless of the treatment modality

employed, regular clinical and
hemodynamic evaluations are
recommended to prevent unfavorable

clinical outcomes.

The patient in this case report
complained of chest pain and dyspnea. His
echocardiography showed no segmental
wall hypokinesia and his cardiac enzymes
were within normal ranges. Consequently,
acute coronary syndrome was excluded.
Coronary angiography showed non-critical
lesions, TIMI-3 flow and CAA without
associated fistula. There was no finding of
hemodynamic instability. Poor exercise
capacity was blamed for chest pain in this
case, with CAA as an incidental finding.

In patient with CAA and acute
coronary syndrome initial therapy with
aspirin, clopidogrel, statin and
anticoagulation is recommended. Patients
with the following should be considered
for revascularization; TIMI 0 or 1 flow in



the aneurysmal vessel, patients with
recurrent angina or ischemia, sustained
ventricular tachycardia or hemodynamic
instability including sustained hypotension.
If these findings are not present during the
initial ~ presentation a  conservative
management strategy is recommended
(10).

As the patient was stable, medical therapy
-- including antiplatelet, statin and b-bloker
-- was chosen. Although anticoagulant
therapy is recommended for patients with
giant CAA, our patient refused
anticoagulant therapy, because of the risks
of bleeding.

In this case report, a rare
localization of coronary artery aneurism

has been presented. Although aneurysms
may cause unfavorable clinical conditions
including death, they can be silent as seen
in the patient in our report.Although
surgery is the preferred therapy in patients
who have significant coronary artery
lesions, concomitant valvular disease,
fistulas, etc., medical therapy is an option
for stable patients. As our patient had no
history of any of these conditions, medical
therapy was initiated.

Atherosclerosis is the main cause of
CAA in adults. Likewise, based on test
results and observations, it is our belief
that the etiology of this patient’s aneurysm
was atherosclerosis.
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Case Report/Vaka Sunumu
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REPORTS
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Abstract

Adenomatoid tumors are benign, slowly growing tumors which are thought to have a mesothelial origin and usually located in the
paratesticular region. However, the rarity of these lesion can lead to problems in differential diagnosis with other testicular tumors when the
tumor is seen in different locations. Adenomatoid tumors can be seen in extratesticular regions such as uterus and omentum. Histologically
these lesinos were characterized with small tubular or glandular structures lined by flattened epithelium surrounded by lymphocytic
infiltration. However, the wide range of histological changes may lead the pathologist use immunohistochemical studies in addition to
conventional light microscopic evaluation. Immunohistochemical panels showing mesothelial origin combined with a cytokeratin antibody
can be used for diagnosing these tumors. Vascular markers, for tumors with more vascular appearance, and inhibin can be added for
differentiating from sex cord tumors especially when the tumor is located in the tunica albuginea.

Key words: Adenomatoid tumor, paratesticular region, benign tumor, testis

Ozet

Adenomatoid tiimorler mezotelyal kokenli ve yavas biiyliyen, iyi huylu tiimorler olup ¢ogunlukla paratestikiiler yerlesimli olarak karsimiza
¢ikmaktadir. Bu tlimorler nadir goriilmeleri dolayisiyla, dzellikle farkl lokalizasyonlarda yerlestiklerinde, diger testikiiler tiimorlerle ayirici
tanida problemlere neden olabilirler. Ekstratestikiiler yerlesimli lezyonlar seklinde de siklikla uterus veya omentum gibi lokalizasyonlarda da
goriilebilmektedirler. Histolojik olarak basik bir epitelle doseli kiigiik tiibiiler veya glandiiler yapilar ¢evresinde lenfositik infiltrasyon varligi
ile karakterizedir. Histolojik goriiniimiindeki ¢esitlilik patologlari 151k mikroskopik incelemeye ek olarak immunohistokimyasal ¢aligmalar
yapmaya yonlendirebilmektedir. Immunohistokimyasal panelde lezyonun kékenini ortaya koyacak mezotelyal belirleyicilere ek olarak bir
sitokeratin antikoru kullanilmalidir. Vaskiiler yapilara benzerligin dikkat ¢ekici oldugu olgularda vaskiiler belirleyiciler uygulanmasi
gerekebilir. Ozellikle tunika albuginea yerlesimli lezyonlarda sex cord tiimorlerinden ayird etmek amaciyla inhibin panele eklenmelidir.

Anahtar sozcikler: Adenomatoid timar, paratestikiler bolge, benign tumor, testis

Yazisma Adresi: Dr. Yelda Dere, Mugla Sitki Kogman Universitesi Tip Fakiiltesi, Patoloji Anabilim Dali, Mugla/Tiirkiye Tel: 0252 211
5169 e-posta: yeldadere@mu.edu.tr
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Introduction

Adenomatoid tumors are rare but
the most common benign, slowly growing
tumors of the paratesticular region. This
entity forms 30% of all paratesticular
tumors and is seen in 3-5th decades of life
(1). Adenomatoid tumors which thought to
have a mesothelial origin, usually locates
in epididymis and can be diagnosed
radiologically in this region however,
atypical localizations and presentations
may cause diagnostic problems (2). Herein
we report two cases of adenomatoid
tumors located around epididymis in
paratesticular localization.

Case reports

Case 1:

46 year-old male patient with a 5-6 years
painless mass in left testis applied to our
Urology Clinic. In medical history, an
operation for left inguinal hernia,
hypertension and chronic obstructive
pulmonary disease were noted. In physical
examination, a mass of 2x1,5 cm was
found and confirmed by USG and MRI as
a solid, 17x16 mm mass located in
posterolateral paratesticular region of left
testis. All of the laboratory tests were in
normal limits except the rise of LDH
(lactate dehydrogenase) measured as 355
IU/ml. The patient went on excision and
macroscopically an encapsulated mass of
3.5x3x2 cm with a gray-white cut surface
was sent to our laboratory. In microscopic
examination small tubular structures lined
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by flattened cuboidal cells surrounded by
lymphocytic infiltration were detected

(Figure 1) . Immunohistochemical study
revealed the expression of calretinin and
cytokeratin(CK) 116 and negativity for
CD31.

Case nol: Small tubuler
structures  surrounded with  scattered
lymphocytes, HE, x40, x100, x200, X400
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tumoral cells, DAB, x400

Case 2:

28 year old male patient applied to
our Urology Clinic with a painless mass in
the left testis palpable on physical
examination. The patient mentioned that he
detected the mass a few years ago in
milimeters but it grew larger. All of the
laboratory tests were in normal range and
radiological examination report from
another centre showed a mass of 2 cm in
the left testis. The excisional biopsy was
performed and a mass with an irregular
surface was sent to our laboratory. The
mass was measured as 2,5x2x2 cm in size
and had a white nodular cut surface. In
microscopic examination numerous tubular
and gland like structures within a slightly
fibrotic stroma with a few lymphocytic
aggregates (Figure 3).
Immunohistochemically the neoplastic
cells showed positive expression of
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calretinin and cytokeratin 116 (Figure 3
and 4).

Discussion

Adenomatoid  tumors  usually
located paratesticular region are the most
common benign and slowly growing tumor
of this localization (1). However,
diagnostic problems may occur when the
tumor is seen in different locations. For
example, especially for tumors located in
tunica albuginea, differential diagnosis
should include sex cord stromal tumors or
other mesencymal tumors even
mesothelioma (3,4). Our cases were
located around the epididymis as usual
localization however many different even
extratesticular locations such as uterus,
omentum, pancreas were reported in the
literature (5,6,7).

Adenomatoid tumors have a unique
but sometimes challenging histological
appearance  with  tubular,  glandular
structures, gland-like spaces and cyst
formation [6]. Because of this wide range
of histological changes,
immunohistochemical studies can be
performed in addition to conventional light
microscopic evaluation (8).

Normal levels of AFP, B-HCG,
LDH and CEA also can be used in
excluding a malignant testicular tumor (9).
Our case 1 had a high level of LDH
resembling of malignant testicular tumor
but the normal levels of AFP and B-HCG
with the typical localization and the
characteristic  histological  appearance
helped us to exclude the doubt of a
malignant tumor in this case. Also as
known, many different reasons such as
chronic diseases can cause a rise of LDH.
The patient’s history of chronic obstructive
pulmonary disease can be an explanation
for the high level of LDH (10).

Immunohistochemical panels
showing mesothelial origin such as
calretinin and HBME-1 combined with a
cytokeratin antibody (CK AE1-AE3,
CK116, CK5/6) can be used in these
tumors’ differantial diagnosis. In cases



with  histologically = more  vascular
appearance CD31, CD34 and Factor VIII
can be added to this panel in addition to
inhibin for differentiating from sex cord
tumors especially when the tumor is
located in the tunica albuginea (11-12).
Similar with the literature our cases
showed diffuse expression of calretinin and
CK116 with negativity for CD31.

In conclusion, adenomatoid tumors
should be kept in mind especially in
differential diagnosis of paratesticular
lesions. In cases of atypical localizations
and different histological appearances,
immunohistochemical studies can be
helpful in diagnosing and showing the
mesothelial origin of the tumor.
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Case Report/Vaka Sunumu
ATRIAL FIBRILLATION FOLLOWING A WASP STING: A CASE REPORT

YABAN ARISI SOKMASINA BAGLI GELIiSEN ATRiYAL FiBRILASYON: OLGU
SUNUMU

Nuri Kose!, Fatih Akin?, ibrahim Altun®

"Mugla Ozel Yiicelen Hastanesi, Kardiyoloji Klinigi, Mugla, Tiirkiye
*Mugla Sitki Kogman Universitesi Tip Fakiiltesi, Kardiyoloji Anabilim Dali, Mugla, Tiirkiye

Abstract

Wasp stings have long been known to be associated with a variety of local and systemic reactions including tachyarrhythmias in humans.
These reactions range from mild erythema and oedema at the envenomation site to a number of potentially severe systemic effects including
fatal anaphylaxis. Atrial fibrillation is the most common arrhythmia treated in clinical practice. Atrial fibrillation after a wasp sting is a rare
condition. The arrhythmogenic mechanism of wasp venom is not full understood. In this paper, we report a 57 years old woman who
developed atrial fibrillation after a single wasp sting in the absence of anaphylaxis.

Key words: Bee, wasp, venom, atrial fibrillation

Ozet

Yaban aris1 sokmalari insanlarda tasiaritmileri de igeren degisik lokal ve sistemik reaksiyonlarla iliskisi uzun zamandir bilinmektedir. Bu
reaksiyonlar sokulan yerde hafif eritem ve 6demden birgok potansiyel ciddi sistemik etkileri iceren dlimcul anaflaksiye kadar degisir.
Atriyal fibrilasyon klinik pratikte tedavi edilen en yaygin aritmidir. Bir yaban aris1 sokmasi sonrasinda atriyal fibrilasyon geligsmesi nadir bir
durumdur. Yaban arist zehirinin aritmojenik mekanizmasi tam olarak bilinmemektedir. Bu yazida, tek bir yaban aris1 sokmasi sonucu,
anaflaksi olmaksizin atriyal fibrilasyon gelisen 57 yasinda bir kadin hastay1 sunuyoruz.

Anahtar kelimeler: Ari, yaban arisi, zehir, atriyal fibrilasyon
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Giris

Insanlarin  degisik ar1 tiirleri tarafindan
sokulmasi sik rastlanilan bir durumdur. Ari
sokmasina bagl lokal allerjik
reaksiyonlardan anaflaktik soka kadar
degisebilen farkli klintk  tablolar
olusabilmektedir. Ar1 sokmasma bagh
miyokard infarktis, aritmiler  ve
elektokardiyografik  degisiklikler  gibi
kardiyak  komplikasyonlar izlenebilir.
Nadiren atriyal fibrilasyon veya atriyal
flatter olusabilir. Tibbi literatiirde, yaban
arisi, esek aris1 veya bal arist sokmasina
baglh az sayida atriyal fibrilasyon veya
atriyal flatter olgusu bildirilmistir (1,2).
Bu yazida, 57 yasinda saglikli bir kadin
hastada yaban aris1 sokmasina bagl gelisen
atriyal fibrilasyon olgusunu sunuyoruz.

Olgu sunumu

57 yasinda kadin hasta acil servise alti
saattir devam eden ¢arpint1 sikayeti ile
bagvurdu. Hasta sag 6n kolundan bir yaban

aris1  tarafindan sokulmasindan onbes
dakika  sonra  carpinti  sikayetinin
basladigim1 ifade ediyordu (Sekil 1).

Hastanin iskemik veya romatizmal kalp
hastaligi, hipertansiyon, diyabetes mellitus,
anjina, carpinti ve allerji Oyklsu yoktu.
Herhangi bir ilag kullanmiyordu. Kronik
obstriiktif akciger hastalig1 ve
hipertroidizm bulgular1 yoktu. Hastanin
yapilan fizik muayenesinde kalp tepe atimi
85/dakika ve aritmik, tansiyon arteriyel
120/70 mmHg, solunum 16/dakika, oda
havasinda oksijen saturasyonu %95 ve
atesi yoktu. Aritmi haricinde
kardiyovaskiiler =~ sistem ve  akciger
muayenesi normaldi. Hastanin sag 6n kol
dorsal yiiziinde yaban arisinin soktugu
bogede 0,5 cm®lik alanda hafif sislik,
kizariklilk  ve  hassasiyet  mevcuttu.
Elektrokardiyografide  ventrikiil — hizi
83/dakika olan atriyal fibrilasyon izlendi
(Sekil 2). Hastanin posteroanteriyor
akciger grafisi normaldi. Transtorasik
ekokardiyografi incelemesinde kalp
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bosluklar1 ve duvar kalinliklar, kapak
yapilar1 ve sol ventrikiil fonksiyonlari
normaldi. Baslangi¢ ve 6 saat sonra bakilan
CK-MB ve kardiyak Troponin T degerleri
normal bulundu. Tiroid, bobrek, karaciger
fonksiyon testleri ve elektrolitleri iceren
rutin biyokimya testleri ve tam kan sayimi
normaldi. Hastaya antikoagulan tedavi
olarak subkutan diisiik molekiil agirlikli
heparin basland1. Intravenéz amiodaron
inflizyonu ile farmakolojik
kardiyoversiyon uygulandi ve sekiz saat
sonra sinus ritmi saglandi (Sekil 3).
Hastanin iki yillik takibinde herhangi bir
ila¢ tedavisi almaksizin atriyal fibrilasyon
atag1 izlenmedi.

Sekil 1. Hastayr sokan yaban arisinin bir benzeri olan Vespoidea
iist familyasina ait bir yaban aris1 6rnegi.
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Sekil 2. Bagvuru elektrokardiyografisinde saptanan atriyal
fibrilasyon.



Tartisma

Insanlar igin tehlikeli olan arilar ve yaban
arilarinin  tamami Hymenoptera denilen
zarkanathlar takimindandir.

Hymenoptera UGyeleri temel olarak iki
gruba ayrilir. Insan icin allerjik zehirleri
olanlar Apocrita alt takimdadir. Arilar,
yaban arilari, ilek arilari, 6riimcek arilari,
parazitoid arilar gibi gruplar bu alt takimda
incelenir. Zehirleri insanlar icin en fazla
tehlike olusturan gruplar Apoidea st
familyas1 yani gercek arilar (bee),
Vespoidea iist familyas1 yani yaban arilar
(wasp),  Sphecoidea  Ust  familyasi
(Sphecoid wasp) ve Pompilidae familyasi
yani Oriimcek arilar1 (Spider wasp) olarak
Ozetlenebilir. Bu gruplarin her biri kendine
0zgii yapilara ve zehir igeriklerine sahiptir.
Yalnizca disi arilarin ignesi bulunur. Ar ve
yaban arilarinin  bazilari tek basina
yasarken digerleri sosyal ya da yari-sosyal
yasar (3).

Ar sokmasina bagli solunum yetersizligi,
karaciger fonksiyon bozuklugu,
hipertansiyon ve miyokardiyal hasarlanma,
koma, akut bobrek yetersizligi, kanama,
aritmi ve 6lim gibi degisik klinik tablolar
olusabilmektedir ~ (4). Yaban  arisi
sokmasinin neden oldugu aritmojenik
mekanizma tam olarak bilinmemesine
ragmen vagal yolla atriyal refrakterligin
kisalmasi, ar1 zehirinin direk toksik etkisi
veya ar1 sokmasina cevap olarak insan
viicudundan katekolamin salgilanmasi gibi
mekanizmalar etkili olabilir (1,2,5). Yaban
aris1 zehiri mellitin, hyaliironidaz, apamin,
bradikinin, histamin, serotonin, dopamin,
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Sekil 3. Amiodaron inflizyonu sonrast normal siniis ritmini

gosteren elektrokardiyografi.

noradrenalin, ve fosfolipaz A gibi bircok
farmakolojik aktif madde icerir (6).
Hayvan deneyleri bu maddelerin atriyal ve
ventrikiiler tasiaritmilere sebep oldugunu
gostermigtir (7). Ayrica yaban arisi
zehirinde apompilidotoxin  (a-PMTX)
isimli, voltaj duyarli sodyum kanallarinin
inaktivasyonunu  bloke eden  veya
yavaglatan bir nérotoksin saptanmuistir (8).

Atriyal fibrilasyon altta yatan kalp hastalig
olanlarda sik rastlanan bir aritmidir ve
insidans1 yasla artar. Atriyal fibrilasyon
aritmi ile iligskili hastane yatiglarinin
yaklagik  %33’lnii  olusturur.  Atriyal
fibrilasyon inme riskinde yaklagik bes kat
ve tim sebepli mortalite riskinde yaklagik
iki kez artig ile iligkilidir (9). Bizim
sundugumuz vaka herhangi bir kardiyak
veya sistemik hastalig1 olmayan saglikli bir
kadin hastada tek bir yaban aris1 tarafindan

sokulmast  sonucu  gelisen  atriyal
fibrilasyon olgusudur. Biz bu olguda
amiodaron inflzyonu ile sinds ritmi

sagladik ve takibinde sorunsuzdu. Bu tiir
olgularda amiodaron, propafenon veya

flekainid  gibi  antiraritmik  ajanlarla
medikal kardiyoversiyon denenebilir veya
dogrudan  elektriksel  kardiyoversiyon

uygulanabilir (1,2,5,10).

Sonug olarak yaban arisi sokmasi sonucu
lokal reaksiyonlardan anaflaktik sok ve
Olime kadar degisen ciddi sistemik
reaksiyonlar geligebilir. Nadiren atriyal
fibrilasyon gibi tasiaritmiler olusabilir.
Yaban aris1  sokmas: sonucu atriyal
fibrilasyonun gelisebilecegi goz Oniinde
bulundurulmalidir.



Kaynaklar

1. Fisher BA, Antonios TF. Atrial
flutter following a wasp sting. J
Postgrad Med 2003; 49(3): 254-5.

2. Ferrari S, Pietroiusti A, Galanti A,
Compagnucci M, Fontana L.
Paroxysmal atrial fibrillation after
insect sting. J Allergy Clin Immunol
1996; 98(4): 759-61.

3. Aytekin AM. Arilar ve yaban arilari.
Astim Allerji Immiinoloji 2006;4(1):5-
9.

4. Nittner-Marszalska M, Malolepszy J,
Mlynarczewski A, Niedziolka A. Toxic
reaction induced by Hymenoptera
stings. Pol Arch Med Wewn
1998;100(3):252-6.

5. Law DA, Beto RJ, Dulaney J, Jain
AC, Lobban JH, Schmidt SB. Atrial
flutter and fibrillation following bee
stings. Am J Cardiol 1997; 80(9): 1255.
6. Vetter RS, Visscher PK. Bites and
stings of  medically important
venomous arthropods. Int J Dermatol
1998; 37(7): 481-96.

7. Tisdale JE, Patel RV, Webb CR,
Borzak S, Zarowitz BJ. Proarrhythmic
effects of intravenous vasopressors.
Ann Pharmacother 1995; 29(3): 269-
81.

8. Sahara Y, Gotoh M, Konno K, Miwa
A, Tsubokawa H, Robinson HP, et al.
A new class of neurotoxin from wasp

47

venom slows inactivation of sodium
current. Eur J Neurosci
2000;12(6):1961-70.

9. Roger VL, Go AS, Lloyd-Jones DM,
Adams RJ, Berry JD, Brown TM, et al.
Heart disease and stroke statistics-2011
update: a report from the American
Heart Association. Circulation.
2011;123(4):e18-e209.

10. Okutucu S, Sabanov C,
Abdulhayoglu E, Aksu NM, Erbil B,
Aytemir K, et al. A rare cause of atrial
fibrillation: a European hornet sting.
Anadolu Kardiyol Derg.
2011;11(6):559-60.


http://www.ncbi.nlm.nih.gov/pubmed?term=Nittner-Marszalska%20M%5BAuthor%5D&cauthor=true&cauthor_uid=10335030
http://www.ncbi.nlm.nih.gov/pubmed?term=Ma%C5%82olepszy%20J%5BAuthor%5D&cauthor=true&cauthor_uid=10335030
http://www.ncbi.nlm.nih.gov/pubmed?term=M%C5%82ynarczewski%20A%5BAuthor%5D&cauthor=true&cauthor_uid=10335030
http://www.ncbi.nlm.nih.gov/pubmed?term=Niedzi%C3%B3%C5%82ka%20A%5BAuthor%5D&cauthor=true&cauthor_uid=10335030
http://www.ncbi.nlm.nih.gov/pubmed/21160056
http://www.ncbi.nlm.nih.gov/pubmed?term=Okutucu%20S%5BAuthor%5D&cauthor=true&cauthor_uid=21827996
http://www.ncbi.nlm.nih.gov/pubmed?term=Sabanov%20C%5BAuthor%5D&cauthor=true&cauthor_uid=21827996
http://www.ncbi.nlm.nih.gov/pubmed?term=Abdulhayo%C4%9Flu%20E%5BAuthor%5D&cauthor=true&cauthor_uid=21827996
http://www.ncbi.nlm.nih.gov/pubmed?term=Aksu%20NM%5BAuthor%5D&cauthor=true&cauthor_uid=21827996
http://www.ncbi.nlm.nih.gov/pubmed?term=Erbil%20B%5BAuthor%5D&cauthor=true&cauthor_uid=21827996
http://www.ncbi.nlm.nih.gov/pubmed?term=Aytemir%20K%5BAuthor%5D&cauthor=true&cauthor_uid=21827996
http://www.ncbi.nlm.nih.gov/pubmed?term=Ozkutlu%20H%5BAuthor%5D&cauthor=true&cauthor_uid=21827996
http://www.ncbi.nlm.nih.gov/pubmed/?term=Sercan+Okutucu%2C+Cingiz+%C5%9Eabanov%2C+Enis+Abdulhayo%C4%9Flu

Case Report/Vaka Sunumu

OVERTLY MANIFESTED DIABETIC KETOACIDOSIS AFTER TREATMENT OF
CYSTIC INSULINOMA

KIiSTIK INSULINOMA TEDAVIiSi SONRASI ORTAYA CIKAN DiYABETIK
KETOASIDOZ
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Abstract

The coexistence of insulinoma and diabetes is rare and has been reported in diabetic patients whose hypoglycemic symptoms
were explained by the presence of insulinoma. Furthermore, in non-diabetic insulinoma patients, diabetes and transient diabetes has been
reported postoperatively. But post operative new onset diabetes presented with diabetic ketoacidosis (DKA) is extraordinary rare. We report
a case in which insulinoma surgery led to DKA which is the most common acute hyperglycemic complication of diabetes. Although surgical
treatment of insulinoma has been reported to cause diabetes mellitus, the present case suggests that it may cause acute complications without
previous history of diabetes mellitus.

Key words: Insulinoma, Diabetes Mellitus, Diabetic Ketoacidosis

Ozet

Insiilinoma ve diyabetin ayn1 hastada birlikteligi nadirdir ve hipoglisemik semptomlar1 insiilinoma varligi ile agiklanabilmis
diyabetik hastalarda ropor edilmistir. Ek olarak, non-diabetik insiilinoma hastalarinda postoperatif donemde diyabet ve gegici diyabet ropor
edilmistir. Ancak postoperatif donemde diyabetik ketoasidoz ile presente olan yeni tani diyabet olduk¢a nadir bir durumdur. Bu raporda bir
insiilinoma cerrahisinin, diyabetin en sik hiperglisemik komplikasyonu olan DKA’a yol agtig1 bir olguyu sunmaktayiz. Her ne kadar
insiilinomanin cerrahi tedavisinin diyabete yol a¢tig1 bidirilmisse de, bu olgu sunumu, bu durumun, daha 6nce diyabet Gykiisii olmayan
hastalarda, diyabetin akut komplikasyonlarina da yol agabilecegini ortaya koymaktadir.

Anahtar kelimeler: Insiilinoma, Diyabetis Mellitus, Diyabetik Ketoasidoz
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Introduction

Insulinoma is the most common cause of
endogenous hyperinsulinemic
hypoglycemia in adults. While its
incidence is estimated at four per one
million person-years (1), the coincidence
of insulinoma and diabetes is an extremely
rare event limited to only a few reports (2).
Here, we report case of a patient who was
diagnosed with diabetic ketoacidosis
within 13 days after simple enucleation of
insulinoma.

Case report

A seventy one year old caucasian man was
admitted to our clinic due to intermittent
general weakness, cold sweating, chilling,
abdominal pain and decreased mental
status. He has had these symptoms for
nearly one year. Admission labs revealed
hypoglycemia with a plasma glucose level
of 2.2 mmol/L. These symptoms were
relieved after intravascular administration
of glucose solution. A 72-h prolonged
fasting test was done. At the sixth hour of
the fasting hypoglycemia symptoms were
occurred. While the symptoms were
present, laboratory findings revealed a low
blood glucose level (1.6-2.8 mmol/L), and
high insulin/c-peptide levels (40-55
pulU/mL and 5.0 ng/mL respectively.).
Endocrine examinations to exclude other
causes of hypoglycemia, such as
hypopituitarism and adrenal insufficiency,
were normal. He had no history of diabetes
mellitus. Abdominal computed
tomography (CT) scan was done and
demonstrated approximately 15x25 mm,
hypodense, cystic mass in the head of the
pancreas (Figure 1).
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Figure 1. Abdominal computed tomographic (CT) scan was
done and demonstrated approximately 15x25 mm, hypodense,
cystic mass in the head of the pancreas.

Pathologic diagnosis was consistent with
insulinoma. On the 4th postoperative day,
intravenously injected 10% dextrose
solution was stopped. On the 13th
postoperative day, fasting plasma glucose,
insulin, and C-peptide levels were 24.5
mmol/L, 14.9 uU/mL, and 2.3 ng/mL,
respectively. His urine ketone was 100
mg/dL. He had mild acidosis. He had no
symptoms of pancreatic exocrine
insufficiency; however, hyperglycemia
persisted even after recovery from surgery.
The patient subsequently developed overt
diabetes. The patient was admitted to the
ICU for new-onset diabetes mellitus with
diabetic ketoacidosis. Shortly after
initiation of saline and regular insulin drip,
his blood glucose decreased below 16.6
mmol/ L. Premixed insulin (70% NPH and
30% regular) 36 U/day was initiated and he
had not any further hypoglycemic events.
His current HbAlc is 8.1 %.

Discussion

Hypoglycemia is a common clinical entity,
most frequently due to a complication of
treatment for diabetes (3). Insulinoma is
the most common cause of organic
hyperinsulinemic hypoglycemia. Diagnosis
of insulinoma could be difficult if the
functional activity is incomplete, possibly
leading to blunted symptoms of
hypoglycemia and failure of laboratory
investigations to provide evidence of
hyperinsulinemia (4).



Pancreatic endocrine tumors are rare
lesions, with a reported incidence of four
cases per 1 million patients a year (1). Of
these lesions, insulinomas are the most
common. It is well-known that most cystic
pancreatic lesions are pseudocysts or
retention cysts following an inflammatory,
traumatic, obstructive or infective problem
(5). Reports of cystic endocrine tumors of
the pancreas are uncommon in clinical
practice, rating from 0.7 to 3.4% of all
pancreatic cystic neoplasms (6). Eighty to
ninety percent of insulinomas are <2 cm in
size and the lesions are distributed equally
throughout the head, body and tail of the
pancreas (7). Thus, localization diagnosis
before operation is important. A
ultrasonography, CT, endoscopic
ultrasonography, percutaneous transhepatic
portal vein sampling selective intra-arterial
pancreatic stimulation and also
somatostatin receptor scintigraphy have
been used for tumor localization. Recently
it is told that the adenomas that cannot be
showed with any other techniques could
determine some new techniques like dual
phase helical CT (8).

Surgery is recommended therapy in
insulinomas as the tumors are often soliter
and related to benign adenomas. For small
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Review/Derleme

NOVEL ORAL ANTICOAGULANTS IN ATRIAL FIBRILLATION: IS IT THE
BEGINNING OF THE END OF WARFARIN?

ATRIAL FIBRILASYON TEDAVISINDE YENi ORAL ANTIKOAGULAN
ILACLAR: VARFARIN DEVRI SONA MI ERiYOR?

Ozcan Basaranl, Volkan Doganl, Murat Biteker*

1 Mugla Universitesi Egitim ve Arastirma Hastanesi, Kardiyoloji Klinigi, Mugla

Abstract

Atrial fibrillation (AF) is the most common cardiac arrhythmia seen in clinical practice. The incidence of this arrhythmia increases with age
and the most devastating complication is acute ischaemic stroke. Anticoagulant and antiplatelet agents are used for the prevention of
thromboembolism and AF related stroke. Vitamin K antagonists have been used for this indication for a long time but they have several
limitations such as drug interactions, narrow therapeutic window, drug-food interactions, need for close INR (international normalized ratio)
measurements. Novel oral anticoagulant agents (NOAC) are shown to be non-inferior to warfarin in the prevention of thromboembolism and
even have better safety profile. The appropriate use of NOACs would lead to an improvement in the management of stroke prevention in

patients with AF.

Key Words: Atrial Fibrillation, oral anticoagulants, warfarin

Ozet

Atrial fibrilasyon (AF) en sik rastlanan aritmidir. Yaslanan populasyonla birlikte insidansi artan bu aritminin en énemli komplikasyonu
iskemik inmedir. Iskemik inme profilaksisinde antiplatelet ve antikoagiilan tedaviler yogun olarak kullanilmaktadir. Bu amagla uzun stiredir
kullanilan vitamin K antagonistleri (VKA) ilag-ilag etkilesimi, dar terapétik aralik, ilag-gida etkilesimi, sik1 INR (international normalized
ratio) takibi gerektirmesi gibi bircok dezavantaja sahiptirler. Bu alanda gelistirilen yeni oral antikoagilanlar (YOAK) varfarinin olumsuz yan
etkilerinin birgoguna sahip degildirler ve yapilan galismalarda en az varfarin kadar etkili olduklarini, giivenlik sonlanim noktalarinda ise
genel olarak varfarinden daha iyi olduklarini ispatlamislardir. YOAK ’larin dikkatli, kilavuzlara uygun kullanimi AF hastalarinda inme

profilaksisinde 6nemli gelismeler saglayacaktir.

Anahtar Kelimeler: Atrial fibrilasyon, oral antikoagulanlar, varfarin
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Giris

AF genel populasyonun %1-2 sinde
goriilen, en sik rastlanilan kardiyak
aritmidir (1). Ayrica prevelansi da yasla
birlikte artmaktadir. Genel populasyonun
yaslaniyor olmasi bu ritm bozuklugunun
morbidite ve mortlalitesinde artisa yol
acmaktadir. AF’ye bagli morbidite ve
mortalitenin en 6nemli sebebi AF-inme
iliskisidir. Bir hastada AF varlig1 iskemik
inme riskinin 4-5 kat artigina yol
acmaktadir (2). Bu riski azaltmak i¢in
antiagregan ve antikoagulan tedaviler uzun
stiredir bilinen standart tedavi
yontemleridir. Doksanli yillarda yapilan
SPAF (Stroke Prevention in Atrial
Fibrillation) ¢alismalarinda oral
antikoagiilan tedavinin antiagregan
tedaviye iistiin olabilecegi belirtilmistir. Bu
caligmalarin sonucunda oral antikoagiilan
tedaviden (OAK) elde edilecek yararin
ozellikle yuksek riskli hastlarda belirgin
oldugu ortaya ¢cikmistir (3). Bu durum AF
si olup inme gecirme riski yiksek olan
hastalarin belirlenmesi i¢in risk skorlarinin
ortaya ¢ikmasina yol agmistir. CHADS,
risk skoru bu amacla kullanilan bir risk
skorudur ve kilavuzlar da bu risk skorunun
kullanilarak yiiksek riskli hastalarin
saptanmasini ve oral antikoagiilan tedavi
verilmesini 6nermislerdir. Bu arada
antiagregan tedavi ile antikoagilan
tedaviyi karsilastiran ¢alismalar devam
etmis ve antikoagiilan tedavinin iistiinligi
net bir sekilde ortaya konmustur (4). Bir
meta-analizde AF si olan 1000 hastaya bir
yil OAK vermekle aspirine gore 23
iskemik inme 6nlenirken 9 major
kanamaya yol ag¢ildig1 saptanmistir (5). Bir
baska meta-analize 28.044 hastanin yer
aldig1 29 calisma dahil edilmis ve
varfarinin inme riskini %60, antitrombosit
ilaclarin %20 oraninda azalttig1 ortaya
konmustur. Bu ¢aligma sonucunda
varfarinin yaklasik %40 oraninda
antitrombosit ilaglardan daha etkin oldugu
sonucuna varilmistir (6). Giincel Amerika
ve Avrupa AF kilavuzlarinda, inme risk
skoru olarak CHA,DS,VASc, kanama risk
skoru olarak HAS-BLED kullanilmasi
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onerilmistir (Tablo-1) (1,7).
CHA,DS,VASCc skoru >2 olan hastalarda
OAK verilmesi Onerilirken, skor 1 olan
hastalarda OAK, antiagregan veya hic
tedavi verilmeyebilecegi, skorun 0 oldugu
hastalarda ise antikoaguilan veya
antiagregan tedavi verilmeyebilecegi
belirtilmistir. HAS-BLED kanama risk
skorunun ise >3 olan hastalarda daha
dikkatli olunmasi gerektigi belirtilmistir
1,7).
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Sekil 1. Koagiilasyon Kaskadi ve Oral Antikoagiilanlarmn Etki
Ettikleri Yerler

Tablo -1. CHA,DS,VASc ve HAS-BLED risk skorlar1

HAS-BLED

H = Hipertansiyon (>160 mmHg) 1

A, = Anormal KC 1/Bébrek Fonksiyonlart 1-2

S = Inme

B = Kanama Oykiisii ve Anemi

L = Labil INR (TTR<%60)

NI

E =Yas > 65

VKA ile iliskili Sorunlar

Vitamin K antagonistleri koagulasyon
kaskadindaki faktor II, VII, IX ve X’u
inhinbe ederek etki gosterirler ve sitokrom
P450 enzim kompleksi tarafindan
metabolize edilirler. VKA’lerinin
yarilanma omiirleri uzundur, bu nedenle
etkileri ge¢ baslar. Bircok ilag ve gida ile
etkilesimleri vardir ve terapotik araliklar
dardir. Bu nedenle hastalarin terapotik
aralikta tutulmalar1 zordur, bu da tedavi
maliyetini arttirir. Ayrica terapdtik aralikta
gecirilen siire %65 in altinda oldugunda
antiplatelet ajanlara olan Gsttnluklerini




kaybederler (8). VKA kullanan hastalarda
INR 2-3 araliginda tutulmalidir. INR 2 nin
altindaysa inme, 4 {in lizerindeyse kanama
komplikasyonu artmaktadir (9-10). VKA
tedavisi tiim bu nedenlerden dolay1
yeterince kullanilamamaktadir. Isvegte
yapilan bir kayit ¢aligmasi, varfarinin
sekonder profilakside kullaniminin inme
gecirdikten sonraki ikinci yi1lda %45 e
kadar diistiigiinii gostermektedir (11).
Ulkemizde yapilan ¢ok merkezli bir kayit
calismasinda ise VKA kullaniminin non-
valvuler AF hastalarinda %40 oraninda
oldugu ve bu hastalarin da ancak %37
sinde efektif INR degerlerinin
saglanabildigi gosterilmistir (12).

Yeni Oral Antikoagulanlar

VKA kullaniminda karsilagilan sorunlar,
koagiilasyon kaskadinin farkli yerlerinden
etki edecek, ilag-gida etkilesimi az olan,
daha kestirilebilir antikoagulan etkiye
sahip yeni oral antikoagiilan ilaglarin
gelistirilmesine yol agmistir. Bu ilaglardan
ilki olan dabigatran direkt trombin
inhibitoridudr. Rivaroksaban, apiksaban ve
edoksaban ise faktor Xa inhibitorleridir
(Sekil 1). Bu ilaglardan dabigatran,
rivaroksaban ve apiksaban klinik
kullanima girmislerdir. Ulkemizde ise
25.07.2014 tarihli giincel Saglik Uygulama
Tebliginde: “1- Prospektisunde belirtilen
risk faktorlerinden bir ya da daha fazlasina
sahip, non-valvuleratriyal fibrilasyonlu
hastalarda (ekokardiyografi ile romatizmal
kapak hastalig1 veya ciddi mitral kapak
hastalig1 olmadig1 gosterilen veya protez
kapak hastalig1 olmayan); a) En az 2 ay
siire ile varfarin kullanilmasindan sonra en
az birer hafta ara ile yapilan son 5 dl¢iimiin
en az Ugunde varfarin ile hedeflenen INR
degerinin 2-3 arasinda tutulamadigi
durumlarda varfarin kesilerek dabigatran
veya rivaroksaban veya apiksaban
tedavisine gegilebilir. b) Varfarin tedavisi
altinda iken serebrovaskiiler olay
gecirenlerde dogrudan dabigatran veya
rivaroksaban veya apiksaban tedavisine
gecilebilir. 2- Yukarida tanimlanan
durumlarin belirtildigi; en az birinin

kardiyoloji uzman hekimi olmasi
kosuluyla, kardiyoloji, i¢ hastaliklari,
gogiis hastaliklari, kalp damar cerrahisi ve
noroloji uzman hekimlerinden en az
ticlinlin bulundugu 6 ay siireli saglik kurulu
raporuna dayanilarak bu uzman
hekimlerince recete edilmesi halinde bedeli
odenir.” denilmektedir. YOAK’lar VKA
larla karsilastirildiklarinda sabit doz
kullanimi, monitorizasyon gerektirmemesi,
ilag etkilesiminin az olmasi gibi avantajlara
sahiptirler.

Dabigatran

Dabigatran (Pradaxa) oral yolla alinan bir
oOn ilactir. Yarilanma omri 11-15 saattir ve
%380 1 renal yolla atilir. Dabigatranin non-
valvuler AF hastalarindaki etkinligi RE-
LY calismasi ile degerlendirilmistir (13).
Calismada 18.113 hasta dabigatran 110mg,
dabigatran 150 mg (kendi arasinda ¢ift kor)
ve agik etiketli varfarin tedavisi olmak
iizere 3 gruba randomize edilmislerdir.
Calisma sonucunda sistemik embolizm ve
inme oranlar1 varfarin i¢in yilda %1.69,
dabigatran 110 mg icin yilda %1.53 (RR:
0.91, %95 GA 0.74-1.11 p<0.001
noninferiorite igin), dabigatran 150 mg igin
yilda %1.11 (RR: 0.66, %95 GA 0.53-0.82
superiorite i¢in) saptanmistir. Major
kanama oranlari ise varfarin i¢in yilda
%3.36, dabigatran 110 grubunda %2.71
(p=0.003) ve dabigatran 150 mg grubunda
yilda %3.11 (p=0.31) olarak saptanmustir.
Hemorajik inme oranlar ise varfarin
grubunda yilda %0.38, dabigatran 110 mg
grubunda %0.12 (p<0.001), dabigatran 150
mg grubunda ise %0.1 olarak saptanmistir
(p<0.001). Mortalite oranlar1 ise varfarin,
dabigatran 110, 150 i¢in sirastyla %4.13,
%3.75 (p=0.13), %3.64 (p=0.051) olarak
saptanmistir. Calismaya mekanik protez
kapak hastalari, kreatinin klirensi 30ml/dk
altinda olan hastalar dahil edilmemistir.
Calismada, dabigatran alanlarda en belirgin
yan etki %11 oraninda goriilen dispepsi
sikayeti olmustur. RE-LY caligmasi
sonrasinda Amerikada FDA (Food and
Drug Administration) dabigatrani 150 mg
giinde 2 kez olarak onaylamis ayrica



kreatinin klirensi 15-30 ml/dk olanlar i¢in
75 mg giinde 2 kez kullanilabilecegini
belirtmistir. Buna uygun olarak kilavuzda
CHA,DS,VASc skoru >2 olan AF
hastalarinda varfarin sinif 1A, dabigatran
ise smif 1B endikasyonla verilmesi
Onerilmistir (7). Avrupa kilavuzunda ise
CHA,DS,VASc skoru >2 olan AF
hastalarindasinif 1A endikasyonla varfarin
veya YOAK baglanilmasi onerilmistir.
Avrupa’da Amerika’dan farkli olarak
dabigatran 150 ve 110 mg olarak iki
formda onaylanmis ve 110 mg
kullaniminin >80 yas, es zamanli
verapamil kullananlar, HAS-BLED skoru
>3 olanlar ve kreatinin klirensi 30-49
ml/dk arasinda olanlarla sinirlanmasi
gerektigi belirtilmistir (1).

Rivaroksaban

Rivaroksaban (Xarelto) ilk gelistirilen oral
faktor Xa inhibitoriidiir. Atiliminin tigte
biri idrar ile direkt, geri kalan tcte ikisi ise
karacigerde metabolize olarak olmaktadir.
Rivaroksabanin biyoyararlanimini
arttirmak i¢in yiyeceklerle birlikte alinmasi
onerilmektedir. Rivaroksabanin varfarinle
karsilagtirildigi randomize ¢ift kor
ROCKET-AF ¢alismasinda 14.143 hastaya
randomize olarak rivaroksaban 20 mg
gunde bir kez (kreatinin klirensi 30-49
ml/dk arasindaysa 15 mg) veya varfarin
verilmistir. Caligma sonucunda sistemik
embolizm ve inmeden olusan primer
sonlanim noktasinda rivaroksaban ile yillik
%1.7, varfarin ile yillik %2.2 (RR:0.79
%95 GA 0.66-0.96 p<0.001) olay orant
goriilmiis ve rivaroksaban varfarine gore
noninferior olarak saptanmistir. Major
kanama oranlar1 her iki grupta benzer
bulunmakla birlikte intrakraniyal (%0.5,
%0.7 p=0.02) ve fatal (%0.2, %0.5
p=0.003) kanama oranlar1 rivaroksaban
grubunda daha diisiik bulunmustur (14).
Bu caligma sonrasinda rivaroksaban
Amerikan kilavuzunda sinif 1B 6neri ile
CHA,DS,VASc skoru >2 olan AF
hastalarinda 20 mg giinde bir kez dozunda
onerilmistir (7). Amerika kilavuzu
kreatinin Klirensi 15-50 ml/dk olan
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hastalarda 15 mg/glin dozunu 6nerirken,
Avrupa kilavuzu klirensi 30-50 ml/dk veya
HAS-BLED >3 olan hastalara 15 mg/giin
dozunu 6nermektedir (1,7).

Apiksaban

Apiksaban (Eliquis) Sosyal Givenlik
Kurumu tarafindan onaylanan tigiincii
YOAK olup rivaroksaban gibi bir oral
faktor Xa inhibitoriddr. Apiksaban %25
oraninda bobreklerden %75 oraninda
karacigerden atilmaktadir. 18.201 hastanin
alindigt ARISTOTLE adli randomize, ¢ift
kor, cok merkezli ¢alismada apiksaban
varfarinle karsilagtirilmistir. Inme ve
sistemik embolizmden olusan primer
sonlanim noktasinda apiksaban grubunda
yilda %1.27, varfarin grubunda ise %1.6
olay siklig1 goriilmiistiir (RR:0.79, %95
GA 0.66-0.95 p<0.001 noninferiorite,
p=0.01 superiorite). Hemorajik inme
oranlar1 karsilastirildiginda ise apiksaban
grubunda %0.24 e karsilik varfarin
grubunda %0.47 yillik olay insidans1
saptanmistir (RR:0.51 %95 GA 0.35-0.75
p<0.001). Iskemik inme oranlarinda ise bir
fark saptanmamistir (15). Apiksabanin
varfarin kullanamayan hastalarda aspirinle
karsilastirildigi randomize ¢ift kor
AVERROES calismasina 5599 hasta
alinmig ve ¢alisma apiksaban lehine
sonuclar elde edilmesi nedeniyle erken
sonlandirilmigtir. Calisma sonucunda
birincil sonlanim noktasina ulasim
apiksaban ile yillik %1.4 aspirin ile %3.7
olarak saptanmistir (RR:0.45 %95 GA
0.32-0.62 p<0.001). Major kanama ve
intrakranyal kanama oranlari ise iki grup
arasinda benzer bulunmustur (16).
Apiksabanin kullanimi1 5 mg giinde 2 kez
olarak hem Amerika hem de Avrupa
kilavuzlar tarafindan onerilmektedir (1,7).
Kreatinin degeri 1.5 mg/dl iizeri, <60 kg ve
>80 yas kriterlerinden ikisinin bulunmasi
durumunda ise dozun 2.5 mg glinde iki kez
olarak duzenlenmesi 6nerilmektedir.

Edoksaban



Edoksaban AF de kullanimi1 heniiz
onaylanmamus oral faktor Xa
inhibitoridiir. Atiliminin %50’si renal
yolla olmaktadir. 21.105 hastanin
degerlendirildigi ENGAGE AF-TIMI 48,
cift kor, randomize ¢alismasinda hastalar
varfarin, 30 mg veya 60 mg edoksaban
giinde bir kez dozlarina randomize
edilmiglerdir. Calisma sonucunda primer
sonlanim noktasina ulagim varfarin i¢in
%1.50, edoksaban yuksek doz igin %1.18
(varfarine kiyasla RR: 0.79 %97.5 GA
0.63-0.99 p<0.001 noniferiorite igin) ve
edoksaban diisiik doz i¢in %1.61 (varfarine
kiyasla RR:1.07 %97.5 GA 0.87-1.31
p=0.005) olarak saptanmistir. Major
kanama oranlar1 ise varfarin, yiiksek ve
diisiik doz edoksaban i¢in sirastyla %3.43,
%2.75, %1.61 olarak saptanmistir ve
edoksabanin her iki dozu varfarinden daha
giivenli bulunmustur (17). Calismada
kreatinin klirensi 30-50 ml/dk olanlar, <60
kg olan hastalar ve verapamil veya kinidin
kullanan hastalarin dozu yar1 yariya
azaltilmistir. Edoksaban da yakin zamanda
onay alarak klinik kullanima girecek gibi
gorinmektedir.

D, = Ilag/Alkol Alimi 1-2
(ASA/Klopidogrel/NSAI)

Toplam puan maksimum 9

1- Kronik KC Hastalig1 (Siroz) 2-
Kronik Diyaliz

- Serum Bilirubin >2-3 kat ve

Bobrek Transplantasyonu

- Serum SGOT/SGPT/ALP>3kat

- Serum Cr > 200 mmol/l (2.3 mg/dl)

CHA;DS,;VASC

C = Kalp yetmezligi/LVEF

H = Hipertansiyon

A=Yas>75

D =DM

S = inme/GIA

V = Vaskiiler hastalik

A =Yas 65-74

NN

Sc = Cinsiyet (Kadin)

©

Toplam puan maksimum

Sonug

Varfarin, AF’si olan hastalarin inmeden
korunmasinda uzun yillar kullanilmig ve
etkinligi kanitlanmais bir ilagtir. Ancak
varfarin kullanimindaki zorluklar

55

nedeniyle AF si olup oral antikoagdilan
kullanmasi gereken hastalarin ancak %50
si bu ilact kullanmaktadir. YOAK ’lar ile
yapilan ¢aligsmalarda etkinligin en az
varfarin kadar oldugu, giivenlik verilerinin
ise varfarinden daha iyi oldugu
gosterilmistir (Tablo 2). Ancak bu yeni
ilaclar ile ilgili dikkat edilmesi gereken
birkag nokta vardir. Oncelikle higbir
calismaya kreatinin klirensi 30 ml/dk
altinda olan hastalar dahil edilmemistir.
Dolayisiyla bu hasta grubunda varfarin
hala ilk se¢enek ilactir. Kreatinin klirensi
30-50 ml/dk olan hastalarda ise doz
ayarlamasi ve en az yilda bir kez plazma
kreatinin duizeyinin kontrol edilmesi
onerilmektedir. Mekanik protez kapak
hastalarinda da YOAK larin kullanimi
onerilmemektedir. Mekanik protez kapak
hastalarinda, dabigatranin varfarin ile
karsilastirildigi RE-ALIGN ¢alismasinda,
dabigatranda varfarine gére belirgin oranda
artan kanama ve tromboembolik olaylar
nedeniyle calisma erken sonlandirilmistir
(18). Ayrica dabigatranla yapilan RE-LY
caligmasina hemodinamik énemi olmayan
kapak hastalart alinmis, buna kargilik
rivaroksaban, apiksaban ve edoksaban
caligmalarinda orta-ciddi derecede mitral
darlig1 haricindeki AF hastalar1 ¢alismalara
dahil edilmistir. Bu nedenle orta-ciddi
derecede mitral darlig1 olan hastalarda da
YOAK kullanimina iligkin veri yoktur. >80
yas hastalarda da doz ayarlamasi yapilmasi
ve daha yakin gézlem Onerilmektedir. Cok
zayif (<50kg) ve asir1 kilolu (>110 kg)
hastalarda YOAK larin giivenlik ve
etkinligine dair yeterli veri yoktur.
Dabigatranin gastrointestinal yan etkilerini
azaltmak icin yemekle birlikte alinmasi,
rivaroksabanin ise biyoyararlanimini
arttirmak i¢in yine yemekle birlikte
alinmasi onerilmektedir. OAK baslanan
hastalarda antihipertansif tedavi iyi
diizenlenmeli, ¢ok gerekli olmadik¢a non-
steroid antiinflamatuar kullanimindan
kaginilmal1 ve 6zel endikasyonlar disinda
antiplatelet tedavi ilave edilmemelidir.
Inme, kanama &ykiisii ve anemisi olan
hastalarda takipler dikkatli yapilmali ve



gerekirse doz ayarlamasi yapilmalidir.

Sonug olarak YOAK lar dikkatli ve
kilavuzlara uygun bir kullanim ile AF

hastalarinda, iskemik inme profilaksisinde

cok onemli bir yol katedilmesini
saglayacaklardir. Giinlimiizde protez kapak

hastalar1, mitral darlig1 olan hastalar ve

bobrek fonksiyon bozuklugu olan hastalar
disindaki AF hastalarinin ¢ok biiyiik bir
kisminda VKA degil YOAK ilaglar 6n

planda tercih edilmektedirler.

Dabigatran (RE-LY) Rivaroksaban Apiksaban Edoksaban (ENGAGE
(ROCKET-AF) (ARISTOTLE) TIMI-AF 48)
ilac ozellikleri
Mekanizma Direkt Trombin Inhibitérii | Direkt Faktor Xa Direkt Faktor Xa Direkt Faktor Xa
inhibitori inhibitori inhibitori
Yar1 6miir, saat 12-17 5-13 9-14 9-10
Atithm %80 bobreklerle 2/3 karaciger 1/3 bobrek %25 bobrek %75 fekal %50 bobreklerle
Doz 150 mg b.i.d 20mgo.d 5mgb.i.d 60 mg o.d
Bobrek Yetersizliginde 110 mg b.i.d 15mgo.d 25mgb.id 30mgod
doz
Calisma ozellikleri
Hasta sayis1 18.111 14.264 18.201 21.105
Izlem siiresi, y1l 2 1.9 1.8 2.8
Temel Hasta Ozellikleri
Yas, yil (ortalama) 72 73 70 72
CHADS; ,ortalama 2.1 3.5 2.1 2.8
TTR, % (ortalama) 64 55 62 68.4

Sonugclar

Etkinlik sonlanim noktasi

Inme veya sistemik

embolizm

Inme veya sistemik

embolizm

Inme veya sistemik

embolizm

Inme veya sistemik

embolizm

Giivenlik sonlanim

noktast

Major kanama

Major kanama

Major kanama

Major kanama

Rolatif Risk (%95 GA)

Etkinlik: 0.66 (0.53-0.82)
Givenlik:0.93 (0.81-1.07)
150 mg b.i.d: Etkinlik: 1
Giivenlik:

110 mg b.i.d:

Etkinlik: &

Giivenlik: 1

Etkinlik: 0.88 (0.75-1.03)
Giivenlik:1.03 (0.96-1.11)
Etkinlik: <

Giivenlik: <>

Etkinlik: 0.80 (0.67-0.95)
Givenlik:0.69 (0.60-0.80)
Etkinlik: 1

Giivenlik: 1

Etkinlik: 0.88 (0.75-1.02)
Giivenlik:0.80 (0.71-0.90)
Etkinlik: <>

Giivenlik: 1
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Tablo-2. Kapak hastaligina bagli olmayan AF’de inmenin 6nlenmesi igin yeni antikoagiilanlar ile varfarini karsilastiran klinik ¢aligmalarin

Ozeti. TTR: Time in Therapeutic Range (INR degerinin 2-3 araliginda kalma yiizdesi) «>: Fark yok 1: Olumlu yonde fark var.
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