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Amac ve Kapsam

Haseki Tip Bulteni, S.B. Haseki Egitim ve Arastirma Hastanesi'nin sreli yayin organi olup, genel tip icerikli, yayin dili Tirkce ve Ingilizce olan,
bagimsiz ve 6nyargisiz hakemlik ilkelerine dayanan uluslararasi periyodik bir dergidir. Haseki Tip Bulteni Mart, Haziran, Eylol, Aralik aylarinda

olmak Uzere yllda dort sayi ckmaktadir.

Haseki Tip Bulteni'nin hedefi uluslararasi duozeyde nitelikli, surekli ve genel tip konusunda 6zgin, periyodik olarak klinik ve bilimsel agidan en
Ust duzeyde orijinal arastirmalari yayinlamaktir. Bununla birlikte egitim ile ilgili temel yenilikleri kapsayan derlemeler, editére mektuplar, olgu

sunumlari da yayinlar.

Haseki Tip BUlteni, Gale/Cengage Learning, Index Copernicus, EBSCO Database, Turkish Medline-National Citation Index, Excerpta
Medica/EMBASE, SCOPUS, Reaxys, Engineering Village, TUBITAK/ULAKBIM Tiirk Tip Dizini, CINAHL, DOAJ ve Tiirkiye Atf Dizini tarafindan

indekslenmektedir.

Acik Erisim Politikas
Dergide agk erisim politikasi  uygulanmaktadir.  Agik  erisim
politikasi  Budapest Open Access Initiative(BOAI)  http://www.

budapestopenaccessinitiative.org/  kurallan  esas  alinarak
uygulanmaktadir.

Aclk Erisim, “lhakem degerlendirmesinden gecmis bilimsel literatron],
internet araciigyla; finansal, yasal ve teknik engeller olmaksizin, serbestce
erisilebilir, okunabilir, indirilebilir, kopyalanabilir, dagtilabilir, basilabilir,
taranabili, tam metinlere baglant verilebilir, dizinlenebilir, yaziima veri
olarak aktarlabilir ve her t0rld yasal amag icin kullanilabilir olmasi“dir.
Cogaltma ve dagitim Uzerindeki tek kistlama yetkisi ve bu alandaki tek
telif hakki rol; kendi ¢alismalarinin butunlogu Uzerinde kontrol sahibi
olabilmeleri, gerektigi gibi taninmalarinin ve alintilanmalarinin saglanmasi

icin, yazarlara verilmelidir.

Abone islemleri

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

Yazisma Adresi

S.B. Haseki Egitim ve Arastirma Hastanesi Haseki Tip Bulteni Sekreterligi
Adnan Adivar Caddesi 34906 Haseki-Aksaray-istanbul-Torkiye

Tel.: +90 212 529 44 00/1133

Faks: +90 212 530 84 23

internet sayfasi: www hasekidergisi.com

E-posta: hasekidergisi@gmail.com

Dergimizde “acid-free” kagit kullanilmaktadir.

Baski izinleri

Baski izinleri icin basvurular dergi ofisine yapiimalidir.
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Reklam

Reklam ile ilgili basvurular dergi editor yardimcisina yapilmalidir
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Aims and Scope

The Medical Bulletin of Haseki is the official scientific journal of the Haseki Training and Research Hospital. It covers subjects on general medicine,
published both in Turkish and English, and is independent, peer-reviewed, international periodical and is published quarterly (March, June,

September and December).

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

The Medical Bulletin of Haseki is indexed in Gale/Cengage Learning, Turkish Medline-National Citation Index, Excerpta Medica/EMBASE,
SCOPUS, Reaxys, Engineering Village, TUBITAK/ULAKBIM, CINAHL, DOAJ, and Turkiye Citation Index databases.
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Yazarlara Bilgi

Haseki Tip Bulteni, genel tip alanlarini ilgilendiren tm konulardaki yazilar yayinlar. Dergide orijinal
makalelerin disinda derleme yazilan, orijinal olgu sunumlari, editore mektuplar, ve kongre/toplanti
duyurular da yayinlanir.

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

Yazilarda Tork Dil Kurumunun Torkge S6zI0gU ve Yazim Kilavuzu temel alinmalidir. Ingilizce yazilan
yazilar 6zellikle desteklenmektedir.

Editor veya yardimeilar tarafindan, etik kurul onayr alinmasi zorunlulugu olan Klinik arasfirmalarda
onay belgesi talep edilecektir. Yazilarin iceriginden ve kaynaklann dogrulugundan yazarlar
sorumludur.

Yazarlar, génderdikleri calismanin baska bir dergide yayinlanmadigi ve/veya yayinlanmak tzere
incelemede olmadigl konusunda garanti vermelidi. Daha 6nceki bilimsel toplantilarda 200
kelimeyi gegmeyen 6zet sunumlarinin yayinlari, durumu belirtilmek kosulu ile kabul edilebilir. Tom
otorler bilimsel katki ve sorumluluklarini bildiren formu doldurarak yayina katiimalidirlar.

Tom yazilar, editér ve ilgili editér yardimeilari ile en az t¢ danisman hakem tarafindan incelenir.
Yazarlar, yayina kabul edilen yazilarda, metinde temel degisiklik yapmamak kaydi ile editor ve
yardimeilarinin dzeltme yapmalarini kabul etmis olmalidirlar.

Makalelerin formati ‘Uniform Requirements for Manuscripts Submitted to Biomedical Journals:
Writing and Editing for Biomedical Publication’ (http://www.icmije.org) kurallarina  gére
duzenlenmelidir.

Anahtar kelimelerin Turkiye Bilim Terimleri (http://www.bilimterimleri.coml'nden segilmelidir.

Genel Kurallar

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

Bu sistem ile foplanan makaleler ICMJE-www.icmije.org, Index Medicus (Medline/PubMed) ve
Ulakbim-Turk Tip Dizini kurallarina uygun olarak sisteme alinmakta ve arsivienmektedir. Yayina
kabul edilmeyen yazilar, sanatsal resimler// harig geriye yollanmaz. Dergide yayinlanmak Uzere
editére gonderilen yazilar A4 sayfasinin bir yizine 12 punto, ¢ift aralikla, arial/times new roman
karakteri ve kenarlarda 2,5 cm bosluk birakilarak yazilmalidir. Kullanilan kisaltmalar yazi igerisinde
ilk gectikleri yerde, parantez icinde, agik olarak yazimal, ézel kisaltmalar yapiimamalidir. Yazi
icindeki 1-10 arasi sayisal veriler yaziyla (Her iki tedavi grubunda, ........ ikinci gun ....J, 10 ve
Ust0 rakamla belirtilmelidir. Ancak, yaninda tanimlayici bir takisi olan 1-10 arasi sayilar rakamla
(... 1yl cmle basindaki rakamlar da (Onbes yasinda bir kiz hasta......) yaziyla yazimalidir.
Yazinin t0mGnin 5000 kelimeden az olmasi gerekmektedir. llk sayfa haric tim yazilann sag Ust
koselerinde sayfa numaralan bulunmalidir. Yazida, konunun anlasimasinda gerekli olan sayida
ve icerikte tablo ve sekil bulunmalidir.

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

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

Bu amacla, bilgilendirilmis onay, hastanin yayinlanacak belirli bir taslagr gormesini gerekfirir.
Eger gerekli degilse hastanin belirleyici detaylan yayinlanmayabilir. Tam bir gizliligi yakalamak
oldukca zordur ancak eger bir siphe varsa, bilgilendirilmis onay alinmalidir. Omegin, hasta
fotograflarinda g6z bolgesini maskelemek, yetersiz bir gizlilik saglanmasidir.

Haseki Tip Bultenine yayinlanmak amaciyla génderilen ve etik kurul onayi alinmasi zorunlulugu
olan deneysel, klinik ve ilag arastirmalan icin uluslararasi anlasmalara ve 2008'de gozden
gegirilmis Helsinki Bildirisine uygun etik kurul onay raporu gereklidir (www.wma.net/e/policy/
b3.htm). Deneysel hayvan calismalarinda ise “Guide for the care and use of laboratory animals
(www.nap.edu/catalog/5140.html) dogrultusunda hayvan haklarini koruduklarnini belirtmeli ve
kurumlarindan etik kurul onay raporu almalidirlar. Etik kurul onayr ve “bilgilendirilmis g6ndlla olur
formu” alindigi arastirmanin “Yéntemler” bélominde belirtilmelidir. Yazarlar, makaleleriyle ilgili
¢ikar ¢atismasi ve maddi destekleri bildirmelidirler.

Orijinal Makaleler

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

Turkge yazllarda, yazinin Ingilizce basligi da mutlaka yer almalidir; yabanci dildeki yayinlarda ise
yazinin Torkge basligr da bulunmalidir. Tdrkge ve Ingilizce anahtar sézcikler ve kisa baslik da baslik
sayfasinda yer almalidr.

Yazarlann isimleri, hangi kurumda calistiklan ve agik adresleri belirfilmelidir. Yazismalarin
yapillacag! yazarn adresi de ayrica agik olarak belirtilmelidir. Yazarlarla ilefisimde 6ncelikle
e-posta adresi ve mobil telefon kullanilacagindan, yazismalarin yapilacagr yozara ait e-posta
adresi ve mobil telefon mutlaka belirtilmelidir. Buna ek olarak sabit telefon ve faks numaralan da
bildirilmelidir.

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

Yine bu sayfada, dergiye goénderilen yazi ile ilgili herhangi bir kurulusun destegi saglanmissa
belirtilmelidir.

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

Ozet Bolimi: Amag, Yontemler, Bulgular, Sonug seklinde alf basliklarla dizenlenir. Derleme, olgu
sunumu ve egifim yazilarinda 6zet b6lumu alt basliklara ayrlmaz. Bunlarda 6zet bolumu, 200
kelimeyi gegmeyecek sekilde amaglar, bulgular ve sonug cimlelerini icermelidir.

Ozet bolominde kaynaklar gésterilmemelidi. Ozet bsluminde kisaltmalardan  mumkin
oldugunca kaginiimalidir. Yapilacak kisaltmalar metindekilerden bagimsiz olarak ele alinmalidir.
3) Metin (Gzetin uzunluguna gére Sayfa 3 veya 4’den baslayarak)

Genel Kurallar bolimine uyunuz.

Metinde Ana Bagliklar Sunlardir: Giris, Yontemler, Bulgular, Tarfisma.

Giris bolumU calismanin mantigi ve konunun gegmisi ile ilgili bilgiler icermelidir. Calismanin
sonuglan giris bolimunde fartisimamalidir.

Yéntem bolimd ¢alismanin tekrar edilebilmesi icin yeterli ayrintilar icermelidir. Kullanilan istatistik
yontemler agik olarak belirtilmelidir.

Bulgular bolumd de calismanin tekrar edilebilmesine yetecek ayrintilan icermelidir.

Tartisma boluminde, elde edilen bulgularin dogru ve ayrintili bir yorumu verilmelidir. Bu bolumde
kullanilacak literattrin, yazarlarin bulgularn ile direkt iliskili olmasina dikkat edilmelidir.

Tesekkur mumkin oldugunca kisa tutulmalidir. Calisma icin bir destek verilmisse bu bolumde s6z
edilmelidir.

Metinde fazla kisaltma kullanmaktan kaginilmalidir. Tm kisaltilacak terimler metinde ilk gecfigi
yerde parantez iginde belirilmelidir. Ozette ve metinde yapilan kisaltmalar birbirinden bagimsiz
olarak ele alinmalidir. Ozet boluminde kisaltmast yapilan kelimeler, metinde ilk gegtigi yerde tekrar
uzun sekilleri ile yazilip kisattiimalidirlar.

4) Kaynaklar: Kaynaklarin gercekliginden yazarlar sorumludur.

Kaynaklar metinde gegis sirasina gére numaralandinimalidir. Kullanilan kaynaklar metinde
parantez icinde belirfilmelidir.

Kisisel gérusmeler, yayinlanmamig veriler ve heniz yayinlanmamig calismalar bu bélimde degil,
metin icinde su sekilde verilmelidir: (isim(ler), yayinlanmamnis veri, 19..).

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

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

b) Kitap: Getzen TE. Health economics: fundamentals of funds. New York: John Wiley & Sons; 1997.
<) Kitap B6limi: Porter RJ, Meldrum BS. Antiepileptic drugs. In: Katzung BG, editor. Basic and
clinical pharmacology. 6th ed. Norwalk, CN: Appleton and Lange; 1995. p. 361-80.

Birden fazla editér varsa: editors.

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

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

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

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

Ozel Bolimler

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

2) Olgu Sunumlan: Nadir gorulen ve dnemli klinik deneyimler sunulmalidir. Giris, olgu ve tartisma
bolumlerini igerir.

3) Editére Mektuplar: Bu dergide yayinlanmis makaleler hakkinda yapilan degerlendirme
yazilandir. Editér gonderilmis mektuplara yanit isteyebilir. Metnin bolumleri yokfur.

Yazisma
Tom yazismalar dergi editérldgunin asagida bulunan posta veya e-posta adresine yapilabilir.

Haseki Tip Bilteni Editorligu

S.B. Haseki Egitim ve Arastirma Hastanesi, Nefroloji Klinigi
Adnan Adivar Caddesi 34906 Haseki-Aksaray-Istanbul-Torkiye
Tel.: +90 212 529 44 00/133

Faks: +90 212 530 84 23

internet Sayfasi: www.hasekidergisi.com

E-posta: hasekidergisi@gmail.com




The Medical Bulletin of Haseki publishes papers on all aspects of general medicine. In addifion
to original articles, review articles, original case reports, letters to the editor and announcements of
congress and meetings are also published. The scientific board guiding the selection of the papers to
be published in the journal consists of elected experts of the journal and if necessary, is selected from
national and international authorities.

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

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

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

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

General Guidelines

Manuscripts are accepted only online and can be submitted electronically through web site (hitp://
hasekitip.dergisi.org) after creating an account. This system allows online submission and review.

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

Articles sent to the editor for publication should be written single-sided on A4 pages, double-spaced
in 12-point, arial/imes, new roman font and with 2.5 cm margins. Abbreviations must be explained
clearly in parentheses in their first instance within the text and custom abbreviations should not be
used. Numbers 110 10 should be given as text (In the two freatment groups ... the second day...) and
numbers 11 or bigger given as numbers. However, numbers 1-10 with a descriptive suffix should be
given with numbers (... 1 year) while numbers that start sentences (Fifteen-year-old female patient ....
should be given as text.

The manuscript should not exceed 5000 words in total. All pages of the manuscript should be
numbered at the top right-hand corner, except for the title page. Papers should include the necessary
number of tables and figures in order to provide better understanding.

The rules for the tile page, references, figures and tables are valid for all types of articles published
inthis journal.

Pafients have a right to privacy. When not essential, idenfifying information, patient names and
photographs should not be published, unless the written informed consent of the patient (parent or
guardian] has been given.

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

For the experimental, clinical and drug studies having the obligation of being approved by ethical
committee and being sent in order to be published in The Medical Bulletin of Haseki, ethical committee
approval report being in accordance with the international agreements with Helsinki Declaration
revised 2008 is required (www.wma.net/e/policy/b3.htm). In experimental animal studies, the authors
should indicate that the procedures followed were in accordance with animal rights (Guide for the care
and use of laboratory animals. www.nap.edu/catalog/5140.html) and they should obtain animal ethics
committee approval. The approval of the ethical committee and the fact that the “informed consent” is
given by the patients should be indicated in the “Methods" section. Authors should declare the conflict
of interest concerning their articles and the financial supports.

Original Articles

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

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

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

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

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

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

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

The references should not be cifed in the summary section. As far as possible, use of abbreviations
are o be avoided. Any abbreviations used must be taken into consideration independently of the
abbreviations used in the fext.

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

Please follow the instructions in “general guidelines.”

The Main Headings of the Text Should be as Follows: Infroduction, Methods, Results, Discussion.

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

“Materials and methods” section should be presented in sufficient details fo permit the repetition of the
work. The statistical methods used should be clearly indicated.

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

The Discussion section should provide a correct and thorough interpretation of the results. The
references should be directly related to the findings of the authors. Acknowledgements should be as
brief as possible. Any support should be acknowledged in this secfion.

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

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

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

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

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

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

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

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

If more than one editor: editors.

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

€) Journal on the Internet: Morse SS. Factors in the emergence of infectious disease. Emerg Infect
Dis [serial online] 1995 1(1):124 screens]. Available from:s URL:http://www/cdc/gov/ncidoc/EID/eid.htm.
Accessed December 25,1999.

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

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

Special Sections

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

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

3) Letters to the Editor: These are views about articles published in this journal. The editor may request
responses to the letters. There are no separate sections in the text.
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For all correspondence with the editorial board, mail or e-mail addresses given below may be used.
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Abstract

Cocukluk ¢agr Uriner sistem tas hastaliginin gérilme sikligr son
yillarda &nemli Slciide artmistir. Uriner sistem taslari metabolik,
genetik ve anatomik bircok risk faktoru ile iliskilidir. Kapsamli bir
metabolik degerlendirme urolitiyazisli tim ¢ocuklar icin gereklidir.
Bu derlemede, cocukluk cagi driner taslarinin patofizyolojisi,
nedenleri, klinik bulgulari, degerlendirme ve ydnetimi anlatilmistir.

Anahtar Sozciikler: Cocukluk c¢adi, Uriner sistem tas hastaligi,
urolitiyazis

The prevalence of childhood urinary stone disease has increased
significantly in recent years. Risk factors for urinary stones include
metabolic disturbances, genetic and anatomical abnormalities.
A comprehensive metabolic evaluation is essential in all children
with urolithiasis. This review describes the pathophysiology,
causes, clinical findings, evaluation, and management of childhood
urolithiasis.

Keywords: Childhood, urinary stone disease, urolithiasis

Giris

Uriner sistem tas hastali§i daha cok eriskin hastaligi
gibi algilanmasina ragmen, bebeklik dénemi dahil tim
cocuklarda rastlanan ve gorilme sikhigr giderek artan
bir hastaliktir. Ultrasonografi kullaniminin yayginlasmasi,
tas konusunda farkindaligin artmasi, hareketsiz yasam,
beslenme aliskanliklarinin - degismesi ve uygunsuz D
vitamini desteg@i bu hastaligin daha sik gérilmesinin ana
nedenleridir (1). Gortntlileme yontemlerindeki yenilikler
asemptomatik olgularin daha erken dénemde taninmasini
sagladigi gibi yanlis veya yalanc tanilara (overdiagnosis)
da neden olmaktadir (2). Ozellikle siit cocuklarinda
bbbreklerin daha hiperekojen gériinimde olmasi, usta
olmayan ellerde yanlislikla tas olarak nitelendirilmesine yol
acmaktadir (3).

Tekrarlama oranlarinin yiksek olmasi ve tani, izlem ve
tedavideki yetersizlikler bébrek kayiplarina varabilen kéti
sonuclar dogurabilmektedir. Cocuk taslarinin énemli bir
kisminda altta yatan metabolik ve anatomik bozukluk s6z
konusudur. Metabolik nedenli etyolojik risk faktorlerinin
belirlenmesi, etkili tedavi ve tekrarlarin Onlenmesi

acgisindan son derece ¢nemlidir. Bu derlemede, cocuklarda
son yillarda gittikce artan siklikla gorilen Uriner sistem
taslarina yaklasim 6zetlenmistir.

Epimediyoloji

Uriner sistem taslarinin sikligi, tipi, icerigi ve Uriner
sistemdeki yeri cografi degisiklikler gosterir. Az gelismis ve
Ozellikle sicak iklim kusagindaki Ulkelerde daha sik gordldr.
Ulkemiz, Balkanlar'dan Hindistan’a uzanan endemik tas
kusaginda yer almaktadir (2).

Radyolojik tani yontemlerindeki gelismeler kiguk
yastaki cocuklarda taniyir oldukca kolaylastirmistir.
Hatta baska nedenlerle yapilan ultrasonografilerde
asemptomatik olgular tesadifen saptanabilir. Bebeklerde
tas daha cok bobreklerde yer alirken, biylk cocuklarda
Ureter taslar &n plandadir. Uriner sistem taslari, 10 yasin
altinda erkeklerde, 10 yasin Uzerinde ise kizlarda daha
siktir. Ailede tas 6yklsinin varligi 6nemlidir ve hastalarin
%12-68'inde Oykinin pozitif oldudu saptanir. Cocuk
hastalarin yaklasik Ucte biri asemptomatiktir ve baska
nedenlerle yapilan ultrasonografide tani alirlar (4,5).
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Etyopatogenez

Uriner sistemde taslar, basit anlatimla tas olusumunu
arttiran ve azaltan faktorlerin dengesinin cesitli fiziksel ve
biyokimyasal nedenlerle bozulmasi sonucu olusur. Aslinda
bu durum idrar kristallerinin bir araya gelerek ¢cokmesi ile
olusan kompleks bir sdrectir. Az sivi alimi, ishal ve sicak
hava nedeniyle ginlik cikarlan idrar miktarinin azligs,
hareketsizlik, idrar akimini bozan anatomik anormallikler,
asidik idrar, idrar yolu enfeksiyonu (IYE), idrar sitrat miktarinin
distkltgu ve tas olusturan iyonlarin (kalsiyum, okzalat, Grik
asit, sistin) idrarda yiksek oranda bulunmasi gibi metabolik
bozukluklar tas olusumunu arttirmaktadir (6,7).

GCocuklarda tas olusumuna zemin hazirlayan bir
diger faktor, hidronefroz, Ureteropelvik bileske darlig
ve vezikoUreteral refli gibi anatomik anomalilerdir. Bu
nedenle, tas saptanan cocuklar anatomik bozukluklar
agisindan incelenmeli ve gerekiyorsa cerrahi dizeltmeler
yapilmalidir. Taslar IYE olusmasina yol acabildigi gibi triner
enfeksiyonlar da tas gelisiminde de rol oynayabilirler (8,9).
Uriner taslarin metabolik ve metabolik olmayan etyolojik
risk faktorleri Tablo 1'de verilmistir.

Metabolik Risk Faktorleri

Gocuklardaki taslarin biylk ¢cogunlugu bir veya daha
fazla metabolik bozukluk sonucu olusurlar. Kalsiyum,
fosfor, okzalat, Urik asit ve sistin gibi solGtlerin idrardaki
konsantrasyonlarinin artisi ve/veya sitrat, magnezyum
ve pirofosfat gibi kristalizasyonun dogal inhibitdrlerinin
idrar konsantrasyonunun dasukluga driner sistemde tas
olusumuna yol acar (5-8).

Eriskinlerde metabolik etyoloji cocuklardaki kadar
sik degildir. Bu nedenle ¢ocuklarin timine metabolik
degerlendirme tavsiye edilirken, eriskinlerde sadece
rekirren tasi olanlara metabolik degerlendirme &nerilir.
Etkili tedavi yOnteminin uygulanmasinda varsa altta
yatan metabolik nedenlerin ortaya cikarilmasi son
derece onemlidir. Metabolik arastirmalar kan ve idrar
analizlerinden olusur. idrarda tas olusumuna zemin
hazirlayan solutlerin miktarlari élctlir. Blylk cocuklarda
24 saatlik idrardaki miktarlari belirlenirken, kigik cocuk
ve bebeklerde spot idrarda her bir solutiin kreatinine orani
ile hesaplanir ve yasa gore normal degerleri ile karsilastirilir
(10). Solit miktalarinin yasa gore normal degerleri Tablo
2'de 6zetlenmistir.

Cocuklarda tas olusumuna yol acan en sik metabolik
neden hiperkalsitridir. Hiperkalsitrinin ortaya ¢ikmasinda
sodyum ve proteinden zengin beslenmenin roli byuktdr.
Bu nedenle hiperkalsitirik hastalara tuz kisitlamasi ve
yasina uygun normal proteinli beslenme onerilir (11,12).
Hiperkalsitrik  cocuklarin  serum  kalsiyum  duzeyleri
genellikle normaldir, az sayida hastada yiksek saptanabilir.
Serum kalsiyum duzeyi normal veya ylksek olan tim

hiperkalsitrili bebekler D vitamini intoksikasyonu ve
hiperparatiroidizm acisindan incelenmelidir.

ikinci metabolik neden hiperokzaliiridir ve primer veya
sekonder kaynakli olabilir. Okzalat bazi aminoasitlerin
karacierde metabolize edilmesi sonucu endojen olarak
olusabildigi gibi; bircok yiyecek ile birlikte disaridan
vlcuda alinir. Karacigerde enzim eksikligi sonucu okzalatin
asiri artisi ile olusan tablo primer hiperokzallri olarak
tanimlanir ve Ug tipi vardir. Tip 1 hiperokzaliri, alanin
gliyoksilat aminotransferaz enziminin eksikligi sonucu
okzalatin glisine dénlisemeyerek vicutta birikimi ile
karakterize bir otozomal resesif genetik bozukluktur.
idrarla okzalat ve glikolat atilimi da artar. Hastaligin siddeti
ve fenotipi, tekrarlayan taslardan 6ltime kadar degiskenlik
gosterebilir. Tip 2 primer hiperokzaldri gliyoksilat redlktaz/
hidroksipirlivat rediktaz eksikligi nedeniyle olusur ve tip
1'e gore daha hafif bir klinik seyir gosterir (13). Tip 3 ise
primer hiperokzallri ise hidroksiprolin metabolik yolaginda
gorev alan 4 hidroksi 2-oksoglutarat aldolaz geninde
defekt sonucu olusur (14).

HiperdrikozUri, tas olusumuna zemin hazirlayan bir
baska nedendir. Urik asit plrin metabolizmasinin son
arinddur ve bodbreklerle atilir. Dlsdk idrar pH'si (<6,0)
Urik asit tasinin olusumu icin en 6nemli risk faktoridar
(15). idiyopatik renal hiperiirikoziiri siklikla kalitsaldir
ve asemptomatik olabilir. Bu hastalarda serum drik asit
dlzeyleri normaldir. Sekonder hiperurikozuri nedenleri
Tablo 1'de yer almaktadir.

Akraba evliliklerinin yaygin oldugu tlkemizde otozomal
resesif kalitilan bir hastalik olan sistintri de sik gordlir.
Sistindiri; sistin, ornitin, arginin ve lizinin renal tibuler
transportunda bozukluga yol acan, SLC3A1 (tip A) veya
SLC7A9 (tip B) genlerinde bozukluktur. Tanisi idrarda
karakteristik altigen yapida olan sistin kristallerinin
gorilmesi, ¢ikarilan tas analizinde sistin tasi gérilmesi ya
da idrarda sistin dlzeyinin yasa gdre normal duzeylerin
Uzerinde bulunmasi ile koyulmaktadir (16).

Tas olusumunda etkili bir diger faktdr hipositratiridir.
Sitrat, Uriner tas olusumunu &nleyen en 6nemli dogal
inhibitérddr ve iyonize kalsiyumu baglayarak idrarda
kalsiyum satlirasyonunu azaltir. Boylece kalsiyum ile
oksalatin bir araya gelmesini ve kalsiyum fosfat kristallerinin
buylmesini  engeller.  Bu nedenle hipositratirinin
belirlenmesi ve saptanmasi halinde tedaviye sitrat
eklenmesi 6nemlidir (16).

Tanisal Yaklasim

Uriner sistem tasi saptanan her cocukta altta yatan
nedenler titizlikle arastinimali ve bulunan hazirlayici
nedenler ortadan kaldirlmalidir.

Anamnez: Tash bir cocugun aile 6ykusi ve 6zge¢misi
ayrintili incelenmelidir. Aile Oykistnde tas hastaliginin
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Tablo 1. Uriner sistem tas hastaliginda metabolik etyolojik risk faktorleri

Hiperkalsiiri

Normokalsemik hiperkalsitiri

idiopatik hiperklasitiri

Diuretik kullanimi

Bartter sendromu

Meddiller stinger bébrek

Distal renal tubular asidoz

Dent hastaligi

Ailevi hipomagnezemi ve hiperkalsiliri sendromu

Hiperkalsemik hiperkalsiiiri

Primer hiperparatiroidizm
Hipo/Hipertiroidizm

Immobilizasyon

Metastatik kemik hastaligi
Hipervitaminoz D veya A

Adrenal yetmezlik ve steroid fazlaligi
Cushing sendromu

Cocukluk caginin idiopatik hiperkalsemisi

Hiperokzaliiri

Primer hiperokzaliiri
Tip 1
Tip 2
Tip 3

Sekonder hiperokzaliiri
Diyetle okzalatin asiri alinmasi

Malabsorbsiyonu (inflamatuvar barsak hastaligi ve kistik fibrozis)
Barsakta okzalat yikici bakterilerin yoklugu (Oxalobacter formigenes)

Hiperiirikoziiri

Diyetle fazla miktarda pirin alimi (ylksek protein iceren diyet, ketojenik diyet)
Renal tiibuler bozukluklar (herediter renal hiperurisemi, glikojen depo hastaligi tip 1)

myeloproliferatif bozukluklar, timér lizis)
Hiperirikozurik ilaglar

Purin asiri Gretilmesi ile ilgili bozukluklar (HPRT1 eksikligi, fosforibozil pirofosfat aktivitesinde artis, glikojen depo hastalids,

Sistindiri

infantlarda renal tubuler immatiriteye bagli
Herediter sistindri (tip A, tip B ve tip AB)

Ksantiniri

Allopurinol tedavisi
Herediter ksantinlri

Hipositratiiri

Hiperkloremik metabolik asidoz
Potasyum eksikligi
Enfeksiyon

Hipomagneziiri

varligi ve tlrl hastanin degerlendirilmesinde yol gésterici
olabilir. Oykiide prematiirite, vitamin D alimi, kalsiyum
veya fosfordan zengin beslenme, vyineleyen kemik
kiriklari - (hiperparatiroidizm), yasadigi iklim ve cografi
dzellikler, hareketsizlik, IYE, ilac alimi, cesitli hastaliklar
(malabsorbsiyon, kistik ~ fibrozis, miyelodisplazi vb.),
metabolik ve endokrinolojik sorunlar sorgulanmalidir.

GUnluk aldiklart sivi miktari ve c¢ikardiklari idrar miktari
onemlidir.

Belirti ve bulgular: Tasi olan cocuklarda klinigi
etkileyen en 6nemli faktér hastanin yasidir. Blyik cocuk
ve ergenlerde eriskinlere benzer sekilde “klasik” flank agri
ve hematiiri goriliirken, kiiclik cocuk ve bebeklerde IYE ve
6zgln olmayan karin agrilari daha 6n plandadir (17). Tas
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Tablo 2. Cocuklarda idrarda soliit atihmlarinin normal degerleri

Soliitler 24 saatlik idrar Spot idrar (sollt/cr orant)

mol/mol mg/mg
Kalsiyum
Tlm yaslar <0,1T mmol (4 mg)/kg/gln
0-6 ay <2 <0,8
7-12 ay <1,5 <0,6
1-3 yas <1.5 <0,53
3-5 yas <1,1 <0,39
5-7 yas <0,8 <0,28
>7 yas <0,6 <0,21
Okzalat
Tlm yaslar <0,5 mmol (45 mg)/1,73 m2/gln
0-6 ay <0,32-0,36 <0,28-0,26
7-24 ay <0,13-0,17 <0,11-0,14
2-5 yas <0,09-0,1 <0,08
5-14 yas <0,07-0,08 <0,06-0,065
>16 yas <0,04 <0,03
Sitrat
Erkek >1,9 mmol (365 mg)/1,73 m2/giin
Kiz >1,6 mmol (310 mg)/1,73 m2/giin
0-5 yas >0,25 >0,42
>5 yas >0,15 >0,25
Urik asit
Tlm yaslar <486 mmol (815 mg)/1,73 m2/gln
<1 yas <1,5 <2,2
1-3 yas <1,3 <1,9
3-5 yas <1 <1,5
5-10 yas <0,6 <0,9
>10 yas <0,4 <0,6
Sistin
<10 yas <55 pmol (13 mg)/1,73 m2/gun
>10 yas <200 pmol (48 mg)/1,73 m2/gun
Eriskin <250 pmol (60 mg)/1,73 m2/gun
<1 ay <0,085 <0,18
1-6 ay <0,053 <0,11
>6 ay <0,018 <0,038
Magnezyum
>2 yas >0,04 mmol (0,8 mg)/kg/gln >0,63 >0,13
Ksantin 30-90 ug (20-60 umol)/giin
Na/K <2,5
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Uretere yerlesip tikadiginda ve hareket ettiginde belirtiler
meydana gelir. Tikayicl taslar tipik olarak, renal kolik ve/
veya IYE'ye neden olur. Tas, Ureter alt ucuna yerlestiginde
cogunlukla dizlri, ani sikisma ve sik iseme gibi semptomlar
olusur. Mesane boynuna veya Uretraya oturdugunda ise
hasta iseyemez veya damla damla iser (18,19).
Radyolojik degerlendirme: Tas siphesi olan
cocuklarda radyolojik degerlendirmenin amaci, taniy
dogrulamanin yaninda tasin yapisini, lokalizasyonunu ve
uriner obstriiksiyon derecesini belirlemektir. Uriner taslarin
tanisinda genellikle ilk secenek olarak ultrasonografiden

yararlanili. ~ Ultrasonografi  tasin  yerlesim  yerini,
bUydklGgini, tikayic olup olmadigini, obstriksiyon
derecesini, mesane durumunu ve varsa eslik eden

anatomik bozukluklari gdsterir. Radyasyon icermemesi,
invaziv olmamasi ve kolay erisilebilir olmasi nedeniyle tercih
edilir. Uygulayicilar arasinda farkli sonuclar elde edilmesi ve
Uretere disen taslarin bazen gorilememesi bu yéntemin
olumsuzluklaridir (17).

Direkt Uriner sistem grafisi de tas tanisi icin kullanilabilir.
Bu yontemde radyo opak olan kalsiyum ve okzalat taslari
ile yari opak olan struvit ve sistin taslari saptanabilir, ancak
radyollsent olan Urik asit ve ksantin taslari gorilemez. Bir
diger olumsuzlugu ise ¢cocuklarda genelde karinda yaygin
gaz nedeniyle iyi degerlendirilememesidir.

Gecmiste stk kullanilan intravendz  piyelografi,
glnimuzde sadece tas ile birlikte Uriner sistemde
obstriiksiyon veya cift Greter gibi anatomik anomali stiphesi
varsa veya operasyon planlaniyorsa kullanilmaktadir.

Tash cocuklarin blytk cogunlugunda ciddi radyasyon
riski nedeniyle bilgisayarli tomografi (BT) cekmeye gerek
yoktur (20). Ender olarak, tas tanisi kesin degilse, anatomik
bilgi sUpheliyse veya retrorenal kolon siphesi varsa BT
yararl olabilir ve cekilecekse dusik-doz kontrastsiz BT
cekilmelidir.

Laboratuvar degerlendirme: Uriner tas olusumuna
zemin hazirlayan faktérlerin saptanmasi amaciyla serumda
Ure, kreatinin, elektrolitler, kalsiyum, fosfor, alkalen
fosfataz, magnezyum, drik asit ve kan gazi istenmeli,
ayrica tam idrar analizi, idrar kdltlrl, 24 saatlik idrarda
veya spot idrarda kalsiyum, oksalat, sitrat, Urik asit, sistin,
magnezyum, kreatinin  dlzeyleri  degerlendirilmelidir
(2,5,7,10). Cerrahi olarak cikarilan veya hasta tarafindan
disirilen taslarin icerik agisindan mutlaka incelenmelidir.
Bu amacla kimyasal analiz yontemi, X-ray difraksiyon
yontemi ve infrared spektroskopi yontemi kullanilir.

Tedavi

Gocuklardaki Uriner sistem tas hastaliginda Gg temel
tedavi asamasl mevcuttur. Birincisi akut problemlerde acil
tedavi, ikincisi girisimsel cerrahi ile tasin uzaklastirilmasi,
UglincUsl ise izlem ve koruyucu tedavi ile yeni tas
olusumunun engellenmesidir (21).

Acil tedavi; agrinin giderilmesi, iyi hidrasyon saglanmasi
ve varsa Uriner enfeksiyonun tedavi edilmesi esaslarina
dayanir. Tikayic tas varliginda gerekirse perkitan
nefrostomi veya JJ-stent takilarak obstriksiyonun idrar
akiminin devamliligi saglanir (22).

Tasin uzaklastirlmasinda; tasin  buyUklugad, sayis,
yerlesimi ve ek anatomik anomali varligina gére, tas kirma,
endoskopik girisimler, perkitan girisimler, laparoskopik
cerrahi veya acik tas cerrahisi uygulanir. Bu uygulamalar
cocuk Urolojinin konusu olmasi nedeniyle ayrintilarina
girilmeyecektir.

Yeni tanil, kendiliinden dlsen veya cerrahi olarak
uzaklastinlan  tim cocuk Uriner sistem taslari yakindan
izlenmelidir. Taslarin tibbi izlemi (i ana baglik altinda toplanabilir,
genel Onlemler ve oOneriler, tasin dusdrilmesine yardima
tedaviler (medikal eksplilsif tedavi [MET]) ve tas cinsine veya
metabolik bozukluklara 6zgiin medikal tedavi (kemofilaksi).

1. Genel Onlemler ve Konservatif izlem

Cerrahi girisim uygulamaksizin ¢ocuktaki tasin izleme
alinmasidir. Tag, milimetrik boyutta ise ve herhangi bir Griner
sorun c¢lkarmadan duruyorsa ultrasonla takip edilmesi
yeterlidir. Uriner sistem tasi hastaligi olan bir cocugun
konservatif olarak izlenebilmesi icin agri, sik tekrarlayan
Uriner enfeksiyon, obstriiksiyon veya tasa zemin hazirlayan
anatomik bir Griner anomali olmamasi gerekir (22).

Tasin cesidi ne olursa olsun, bol sivi alinmasi tedavinin
ilk basamagini olusturur. Tasin cinsine gdre beslenme yeni
tas olusumunu engelleyen iyi bir yontemdir. Hiperkalsitride
potasyumdan zengin, sodyum icerigi dusik ve yasina
uygun protein diyeti Onerilir. Hiperokzallride okzalat ve
hiperlrikozUride pUrin icerigi dustk gidalar alinmalidir.
Limon ve portakal suyu hipositratiride vyararli olabilir
(21,22).

2. Medikal Eksplilsif Tedavi

Alfa bloker ve kalsiyum kanal blokerleri, Ureter
peristaltizmini bozmadan tasa bagdli meydana gelen
artmis koordinasyonsuz kasiimalari onler. Bdylece, hem
distal Ureter taslarinda hem de tas kirma (extracorporeal
shock wave lithotripsy; ESWL) yontemiyle kirllan bobrek ve
proksimal Ureter tas parcalarinin daha kisa stirede ve daha
fazla dismesini saglar (23). Tamsulosin ve doksazosin gibi
alfa blokerler daha Ustlindir (24,25). Ancak, MET'in cocuk
taslarinda onerilmesi konusunda yeterli veri yoktur ve ¢ok
secici davraniimalidir. Kolik agri ataklari, ciddi hidronefroz,
Ureter ve/veya mesane cerrahisi Oykisu, anatomik Uriner
anomali, vezikoureteral reflii néropatik ve non-néropatik
mesane-sfinkter disfonksiyonlari, bilateral veya non-opak
Ureter taslari ve ditretik kullanilan ¢cocuklarda MET uygun

degildir.

3. Metabolik Bozukluklarin Medikal Tedavisi
(Kemofilaksi)

idranin  alkalinizasyonunu  saglayarak  kalsiyum,

okzalat, Urik asit ve sistin gibi solUtlerin kristalizasyonunu
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azaltmak amaciyla 1-2 ml/kg/gin dozunda potasyum
sitrat solUsyonu kullanilir. Distal renal tbuler asidoz gibi
hiperkalsitriye neden olan durumlarda da metabolik
asidozun duzeltilmesine katkida bulunur.

Distal tUbullerden kalsiyum reabsorbsiyonunu artirirak
idrarla kalsiyum atilimini azaltmak amaciyla klorotiyazid
(10-20 mg/kg/glin; 1-2 dozda) kullanilabilir, 6zellikle
hiperkalsitri ve hiperokzallride etkili olur. Piridoksin
hiperokzallride, allopurinol hiperirikoziride, D-penisilamin
ve tiopronin ise sistintride etkili ilaglardir (21,26).

Sonug

Cocuklarda driner sistem taslarinin klinigi, basvuru
sekli, tani ve tedavileri cocuklara 6zgl 6zellikler nedeniyle
eriskinlerden farklidir. Dogru tanisal degerlendirme ve
uygun tedavi ile Uriner taslara bagl morbidite ve yeni tas
olusumu belirgin sekilde azaltilabilir. Cocuklarda yeni tas
olusumuna zemin hazirlayan metabolik etyolojik nedenler
tdm Uriner tasi olan ¢ocuklarda arastiriimali ve tasin tipine
gore kesinlikle koruyucu metabolik tedavi verilmelidir. Tas
olusumunu veya blylimesini dnlemede en etkili faktorin
bol sivi alimi oldugu unutulmamalidir.
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Abstract

0z

Aim: In the present study, socio-demographic characteristics of
routinely followed primary monosymptomatic enuretic cases and
the success rate of simple behavioral therapy were evaluated.

Methods: Questionnaires that inquire the characteristics of
enuresis were conducted on the children and their families.
The children were motivated and called for regular follow-ups.
Treatment success was evaluated at the end of the first, the third
and the sixth months and the first year. Patients were divided into
two groups as successful or unsuccessful results of treatment.
Features of unsuccessful group were evaluated.

Results: The total success rate was 40% at the end of the first
month, 38% at the end of the third month, 50% at the end of
the sixth month and 54% at the end of the first year. Nightly
fluid consumption and deep sleeping problems were significantly
higher in the group with no treatment success. The number of
introverted patients was higher in the unsuccessful group with
respect to the other group.

Conclusion: Motivation therapy can be offered as a first-step
treatment for children with primary monosymptomatic nocturnal
enuresis, who are within the age group between six and eight
can be motivated for the treatment and do not have an intense
amount of bed-wetting at night.

Keywords: Enuresis nocturna, motivation therapy, primary
monosymptomatic

Giris: Makelemizde primer monosemptomatik enlirezis nedeniyle
dizenli olarak takip edilen olgularin sosyodemografik ¢zellikleri
ve basit davranis tedavisinin basari orani degerlendirilmistir.

Yontemler: Cocuklara aileler ile birlikte entrezisin 6zelliklerini
sorgulayan anket formlar uygulandi. Cocuk motive edilmeye
calisildi. Birinci, Uglincd, altinci ay ve birinci yil sonunda tedavi
basarilari degerlendirildi.

Bulgular: Birinci ay sonundaki tam basari orani %40, Gglinci ay
sonundaki %38, altinci ay sonundaki %50, birinci yil sonundaki
ise %54 idi. Tedavi basarisinin 8,5+2,2 yas grubunda anlamli
olarak daha ylksek oldugu, tedavi basarisi olmayan grupta gece
sivi tiketiminin ve derin uyku problemlerinin anlamli olarak daha
fazla oldugu gorildi. Basarili olamayan grupta icine kapanik
hasta sayisi diger gruba oranla daha fazla idi.

Sonuc: Motivasyon tedavisi yas grubu alti ile sekiz arasinda
olan ve geceleri islatma miktari yogun olmayan, tedavi icin
motive olabilen primer monosemptomatik enlrezis noktirnali
cocuklarda birinci basamak tedavi olarak onerilebilir.

Anahtar Soézciikler: Enlrezis noktlirna, motivasyon tedavisi,
primer monosemptomatik
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Introduction

Primary monosymptomatic nocturnal enuresis refers to
wetting the bed only at night, without any lower urinary
tract symptoms (except for nocturia) and previous bladder
dysfunctions, and unaccompanied by daytime symptoms
(sudden urges to urinate, urinary incontinence during
daytime, frequent urination, chronic constipation and fecal
incontinence) (1). Monosymptomatic nocturnal enuresis is
a symptom rather than a disease, which seriously affects
an important part of the general population. Although
the prevalence of enuresis differs among different
populations, it occurs by 15% around the age of five and
it is spontaneously decreased by 15% each year (2). The
etiology of monosymptomatic nocturnal enuresis and the
underlying physiological factors are heterogeneous (3).
Mainly, it is thought to be multifactorial. Low bladder
capacity and excessive detrusor activity at night, absence
of vasopressin release during night sleep, not sensing
bladder fullness during the sleep and not waking up for
urination at night are the generally accepted common
views (4). A genetic disorder based on the inability to wake
up when bladder is full and a defect in the maturation of
the central nervous system (CNS) are in question (5,6).
The first approach to treating primary nocturnal enuresis is
simple behavioral changes and motivational therapy. Drug
treatment and alarm treatment should be preferred in
older children who feel greater social pressure and whose
self-respect is vulnerable (2). Explaining the disorder to the
family and the child and informing them positively influence
the success of the treatment. It must be emphasized that
this situation is based especially on the late development
of the normal inhibitory control mechanism because of the
late maturation of the CNS, and each year self-recovery
might be possible by average 15% (4). In this article, socio-
demographic characteristics of patients regularly followed
due to primary monosymptomatic enuresis and the success
rate of the simple behavioral therapy were assessed.

Methods

Among patients with primary monosymptomatic
nocturnal enuresis who attended the Pediatric Department
at Bagalar Training and Research Hospital between 1
October 2011 and 31 October 2012, 50 patients, who
had no organic problems, but normal physical examination
findings, urinary ultrasonography and urine examinations
and who had not received treatment previously and who
accepted to participate motivation therapy, were included
in the study together with their families. All patients
underwent a detailed physical examination.

Questionnaires investigating age, gender, family history
of enuresis, frequency of bedwetting at night, intensity of
bedwetting, educational status of the mother, psychological

status of the child, sleeping problems, presence of an
accompanying symptom, amount of fluid intake, number
of times going to toilet per day and the family members’
attitude towards bedwetting at night were completed by
the participants. During the inquiry of the psychological
status, families described their children as introverted, not
having a circle of friends and normal. Nutritional habits
were examined and consequently daily fluid intake was
regulated, excessive fluid intake was restricted as much
as possible in the last two hours before going to bed in
the evening, and suggestions were made about avoiding
caffeine, tea, coffee, coke, carbonated beverages and salty
food consumption after dinner and before going to bed,
necessarily going to toilet before going to bed, taking the
child for urination by waking him/her up two hours after
sleeping, avoiding diapers and enabling him/her to reach
the toilet easily in the night.

The children were asked to note down their wet and
dry nights as a calendar. Moreover, the families were
suggested to treat their child positively instead of giving
punishments, to make the child keep a urination calendar
for the evaluation of the response to the treatment, to
reward the child when she/he wakes up to a dry day,
and enable him/her to actively participate in cleaning the
clothes and bed sheets after bedwetting. A chart, which
can be filled out without the help of the families was
suggested to the children. Small children were asked to
draw a sun for the dry nights and rain or cloud for the
wet nights, older children were asked to keep a written
record. In monthly follow-ups, the families were trained
and asked to be in cooperation with their children and
encourage them to overcome the problem. The families
and the children were referred to a child development
specialist for detailed long sessions after the practices
were explained.

Confidence was inspired in the children through
positive approach during meetings. Fifteen days after the
first session, the patients were invited for a meeting and
once per month following.

The success status at the end of the first, third and
sixth months and the first year was evaluated during
examinations. Compliance with the treatment and the
success of the motivation therapy were assessed at the
end of 6 months and one year of therapy. A 90-100%
decrease in the frequency of nighttime bedwetting was
considered full-response (successful), a 50-90% decrease
was accepted as partial response and a decrease by less
than 50% was considered unsuccessful. Unsuccessful
response is defined as bedwetting for more than two
nights within two weeks in six months after the treatment.

SPSS 22.0 software was used for statistical analyses.
Distribution of the variables was controlled with the
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Kolmogorov-Smirnov test. The Mann-Whitney U-test was
used for the analysis of the quantitative data. The chi-
square test was used in the analysis of the qualitative data
and the Fischer Exact test was used when the requirements
of the chi-square were not provided. The McNemar test
was used in the analysis of the repeated measurements.

Results

The average age of the patients was 9.11+2.4
(range=5-15) years. Characteristics of the subjects are
summarized in Table 1. The families and children were
observed to be quite successful and diligent about compliance
to the treatment. They attended the follow-up visits at the
recommended times and participated in the meetings
regularly. The treatment took one year. At the end of one
year, the therapy was ended; telephone interviews were
held again after 6 months with the families from which full
responses and partial responses were received. Recurrence

Table 1. Features of the patients

Mean % SD:
9.1+2.4
Age (Median: 9;
min: 5 - max:15)
n (%)
Girl 29 (58.0%)
Gender
Boy 21 (42.0%)
Number I 24 48.0%)
of bed-
wetting Il 26 (52.0%)
Bed- Rare 30 (60.0%)
wetting
status Intense 20 (40.0%)
Pri hool .09
Educational rimary schoo! 28 (56.0%)
status of Secon. school 11 (22.0%)
mother .
High school 11 (22.0%)
Normal 28 (56.0%)
Psychology
Introverted 22 (44.0%)
o Normal 23 (46.0%)
Fluid intake :
High 27 (54.0%)
Sleeping No problem 20 (40.0%)
problem Cannot wake up | 30 (60.0%)
Family None 21 (40.0%)
history Present 29 (60.0%)
Punitive 11 (22.0%)
Family Gets angry 22 (44.0%)
Attitude 17 (34.0%
Tolerant (307

SD: Standard deviation

was found in three patients. Recurrence rate was found to
be 8%. The success rates in follow-ups are given in Table 2.

A significant relationship was observed between the
success of treatments and age. The success rate in the group
with the average age of 8.5+£2.2 years was significantly
higher than that in the older age group (p=0.002).
Nighttime bedwetting intensity in the group with low
treatment success was significantly high (p=0.002). The
number of the introverted subjects in the group with no
treatment success was significantly higher (p=0.033). Fluid
consumption in the unsuccessful group was significantly
higher (p=0.010). Sound sleep problem was obviously
higher in the group with no treatment success (p=0.035).
No apparent relationship was determined between the
success rate and other parameters (Table 3).

Discussion

Monosymptomatic nocturnal enuresis is more of a
symptom rather than a disease and is seen commonly. In
studies conducted, its incidence was found to be 11.5-
16.01% (7,8). Enuresis negatively affects the child and
the family. This creates serious stress in the family and
causes loss of self confidence in the child (9). Therefore, it
is a situation which must be treated immediately. Primary
nocturnal enuresis treatment begins with educating the
family and the child. The first-step treatment is the simple
behavioral change and support treatment (2). The family
must be informed that the incidence decreases by 15%
per year after the age of five years (2,4,10). It may take
a long time until the treatment succeeds. Success of the
treatment is assessed as 14 consecutive dry nights within
a 16-week period. A decrease of less than 50% in the
frequency of bedwetting was considered no response,
between 50-90%-partial response and that of above
90% was evaluated as full response (1). The key to the
motivation therapy is to encourage the child, provide
emotional support, eliminate the feeling of guilt and give
responsibility to the child during the treatment (11). In
this treatment, a possible problem is stated about the
compliance with the treatment, because the family is
also within and a part of the treatment (10). A successful
behavioral treatment requires supportive parents, a
motivated child and a 6-month treatment period on
average. Our patients complied with the treatment. Being
organized and compliant during this long treatment
depended on the sufficient motivation in the children and
allocation of sufficient time for the family and the child in
the sessions. A close communication was held with the
patients, and the sessions were held by a child development
specialist. In a study by Pennesi et al. (12) it has been
reported that 60% of 185 children with primary enuresis
reported full response and 11% reported partial response
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Table 2. Success rates of treatment

Treatment Succesful n (%) Partially Succesful n (%) Unsuccesful n (%) Recurrent n (%)
End of first month 20 (40%) 4 (8%) 26 (52%)

End of third month 19 (38%) 5 (10%) 26 (52%)

End of sixth month 25 (50%) 5 (10%) 20 (40%)

End of first year 27 (54%) 4 (8%) 19 (38%) 3 (8%)

Table 3. Factors influencing success

Treatment success-none Treatment success-present
Age Mean * SD: 10.7 2.3 Mean * SD: 8.5 + 2.2 P
edian: 10; min: 8 - max: edian:8; SD: 2.2; min: 5 - max:
9 Medi 10; min: 8 15 Median:8; SD: 2.2; min: 5 14
n (%) n (%) 0.002
Girl 5 (38.5%) 24 (64.9%)
Gender 0.097
Boy 8 (61.5%) 3(35.1%)
Number of bed- | 6 (46.2%) 8 (48.6%) 0577
wetting Il 7 (53.8%) 9 (51.4%) '
_ Rare 3(23.1%) 27 (73.0%)
Bed-wetting status 0.002
Intense 10 (76.9%) 0 (27.0%)
Primary school 9 (69.2%) 9 (51.4%)
Educational status
of erotlher u Secon school 3(23.1%) 8 (21.6%) 0.334
High School 1(7.7%) 10 (27.0%)
Normal 4 (30.8%) 24 (64.9%)
Psychology 0.033
Introverted 9 (69.2%) 13 (35.1%)
o Normal 2 (15.4%) 21 (56.8%)
Fluid intake - 0.010
High 1(84.6%) 6 (43.2%)
} No problem 2 (15.4%) 8 (48.6%)
Sleeping problem 0.035
Cannot wake up | 11 (84.6%) 9 (51.4%)
AaEaiEYig None 2 (15.4%) 7 (45.9%) 0.051
symptom Present 1 (84.6%) 20 (54.1%)
o None 4 (30.8%) 7 (45.9%)
Family history 0.34
Present 9 (69.2%) 20 (54.1%)
Punitive 5 (38.5%) 6 (16.2%)
Family attitude Gets angry 5 (38.5%) 17 (45.9%) 0.234
Tolerant 3 (23.1%) 14 (37.8%)

Mann-Whitney U-test/chi-square test (Fischer test)
SD: Standard deviation

to motivational and behavioral treatment, in 29%, the
treatment failed. In our study, we observed a full success
rate of 50%, partial response rate of 10% at the end of
the 6th month and a full success rate of 54% at the end
of the first year. The results of our study were found to be
similar to the previously reported results. The demographic

10

characteristics of the children and its effect on the success
of the treatment were evaluated during the assessment of
the treatment success in our study. It was observed that
the unsuccessful group had intense urinary incontinence
at night. Under normal conditions, nocturnal antidiuretic
hormone (ADH) release is higher than the daytime and,
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therefore, causes less urination at night. Ritting et al.
(13) indicated in their comparative research that diurnal
rhythm was changed at an indiscernible level, nocturnal
urinary excretion was increased and urine osmolality was
decreased in enuretics. Bladder distention can influence
the nocturnal release of ADH and an increase occurs in
its release. Besides, absence of the night-day cyclic rhythm
is connected to the delay in the development period of
the child rather than being a pathophysiological disorder
(13,14). In some enuretic children, insensitivity, which
resulted from the renal tubules, was asserted against the
ADH without any disorder in the ADH release rhythm
(15). It was observed that our patients with severe urinary
incontinence did not respond to the treatment despite
fluid restriction.

Although it has been suggested that sound sleep could
be a factor in children, recent studies have showed that
there was no difference between them and the normal
children, Norgaard et al. (14) have reported in their study
that children with nocturnal enuresis did not sleep more
soundly than their peers, and that urinary incontinence
did not occur during sound sleep or during transition from
one stage of the sleep to another, but occurred randomly
at any stage of the sleep during the night. It has been
reported that these children responded to wake up calls
less than normal children, however, they could wake up
after wetting the bed and there was a developmental
delay in perception of bladder fullness and inhibition of
bladder contractions (16). While sleeping pattern has
been shown to be normal in recent studies, no answer
could be given so far for why enuretics could not wake up
and micturate when their bladders were full like normal
children (17). In the literature, although the sleep pattern
has been reported to be normal, it was observed in our
study that children, who could not wake up, did not
respond to treatment.

Response to treatment was better in the younger age
group, especially below the age of eight. Although age
was not a deterministic factor, there have been studies
indicating that compliance to treatment in younger age
group was better and the success rate was higher (12).
We can explain this situation in our study with the higher
compliance to treatment in the younger age group.

No treatment response was observed in introverted
children. Behavioral problems are not commonly seen in
primary nocturnal enuresis (2). Inferiority complex, feeling
of embarrassment, nervousness, impatience, detachment
from society, timidity and discouragement are frequently
encountered in children with nocturnal enuresis (2). Anxiety
associated with enuresis in the parents affects the children
as well. Behavioral problems are not the causes of primary
monosymptomatic  nocturnal enuresis, but problems
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experienced due to enuresis lead children to become
introverted and cause failure in the treatment. The prevalence
of enuresis is higher in families with low sociocultural levels
in Turkey (7,8,18). The sociocultural level in people in this
study was low; as seen, only 22% of the mothers were high
school graduates and the educational level of the others was
low. It was observed that the educational level of the mother
did not have an effect on the treatment success of enuresis.
Monosymptomatic nocturnal enuresis is encountered 1.5-
2 times more frequently in boys than in girls (19) and as
many as 8% of the boys and 4% of girls continue to have
bedwetting events at 12 years of age, however, only1-3%
still wet their beds by the time they reach adolescence
(4,20). Nocturnal enuresis was observed more frequently in
girls in our study. It was concluded that gender did not have
a different effect on the treatment success.

Family attitudes about the enuretic problem vary. Most
of the time, it causes worry and anxiety which leads to
various social and psychological problems. Behaviors
that reach the limit of expressing anger, threatening and
punishing are observed (2,21). Quite many anger and
punishment approaches were observed in the families of
our patients. It was observed that the reactions of the
family had a negative effect on the treatment success.

Behavioral and motivational therapy has lower
recurrence rates even though it requires longer treatment
durations compared to pharmacological treatment. A
recurrence rate of 5% (more than two nights within two
weeks) after motivational therapy has been reported (22).
In our study, recurrence occurred in 8% of patients at
the end of one year and this is a quite low rate when
compared to the medical treatments (2,4,10).

Conclusion

Motivation therapy can be suggested as a first-step
treatment for children age of between six and eight years
with primary monosymptomatic nocturnal enuresis, who
do not have an intense amount of nighttime bed-wetting
and who can be motivated for the treatment. Interest and
emergent feeling of confidence as well as the compliance
of the family and the child are important for treatment
success. The success rate in our study complies with the
literature in the beginning and in long-term observation,
and the recurrence rate was found to be low.
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Abstract
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Aim: To retrospectively evaluate patients with postpartum
hemorrhage (PPH) and to report the incidence, indication, and
complications of PPH-related hysterectomies.

Methods: We evaluated medical records of patients who received
the diagnosis of in a university-affiliated tertiary care hospital
between February 2013 and September 2014.

Results: A total of 1724 deliveries were included in the study. 36
deliveries (2.08%) were complicated with PPH. PPH was found
to result from the following conditions; uterine atony (n=19),
placenta previa (n=8), vaginal lacerations (n=7), and coagulation
disorders (n=2). A total of 7 patients (19.4%) with PPH, of whom
two had uterine atony and five had placenta previa, underwent
hysterectomy (4.06 per 1000 births). Application of B-Lynch
uterine compression suturing and hypogastric artery ligation did
not stop PPH in two patients with atony after primary caesarean
section. Balloon tamponade was successful in 71.4% of patients
with placenta previa. The most common complication among
hysterectomy patients was admission to intensive care unit.

Conclusion: Despite the improvements in conservative
management strategies, our hysterectomy rate was higher than
the reported literature. We conclude that management options
should be individualized according to diagnosis, hemodynamic
stability of patients and also facilities of the medical centre.

Keywords: Uterine atony, hysterectomy,
postpartum hemorrhage

placenta previa,

Amag: Postpartum kanama (PPK) tanisi alan hastalari retrospektif
olarak degerlendirmek ve PPK'ya bagli histerektomilerin insidans,
endikasyon ve komplikasyonlarini bildirmektir.

Yontemler: Bu calisma Uglncl basamak afiliye Universite
hastanesinde Subat 2013 ve Eylil 2014 arasinda PPK tanisi
alan hastalar tanimlayan retrospektif kesitsel calisma olarak
planlanmistir.

Bulgular: Degerlendirilen 1724 dogum olgusunda 36 (%2,08)
dogum PPK ile komplike olmustur. PPK ile komplike olan
gebeliklerin tanilari; uterin atoni (n=19), plasenta previa (n=8),
vajinal laserasyonlar (n=7), koagilasyon bozukluklaridir (n=2).
PPK ile komplike olan bu 36 gebeligin yedisinde (%19,4)
histerektomi yapilmisti. Bu 1000 dogumda 4,06 oranina denk
gelmektedir. Histerektomi vyapilan gruptaki hastalarda uterin
atoni (n=2) ve plasenta previa (n=5) tanilari mevcuttu. Primer
sezaryen sonrasi uterin atoni gelisen iki hastada B-lynch suttrt ve
hipogastrik arter ligasyonu yapiimis ancak PPK durdurulamayarak
histerektomi yapilmistir. Plasenta previa nedeni ile PPK geciren
hastalarin %71,4'Gnde sadece balon tamponat uygulamasi ile
PPK durdurulmus ve histerektomi yapiimamistir. PPK nedeni ile
histerektomi yapilan hastalarda gorilen en sik komplikasyon
yogun bakima yatis yapilmasidir.

Sonug: Konservatif yonetim stratejilerinin artmasina ragmen
histerektomi  oranimiz  literatlrdeki oranlardan  ylksektir.
Sonu¢ olarak PPK'nin  yonetim sekli hastanin tanisina,
hemodinamik stabilitesine ve mevcut kurumun olanaklarina gore
sekillendirilmelidir.

Anahtar Sozciikler: Uterin atoni, histerektomi, plasenta previa,
postpartum hemoraji
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Introduction

Maternal mortality (MM) is defined as the death of a
woman while pregnant or within 42 days of termination
of pregnancy. According to the Millennium Development
Goals adopted at the 2000 Millennium Summit, one of the
targets was reducing the MM rate (MMR) by three quarters
between 1990 and 2015 (1). Since then, the annual
worldwide number of maternal deaths decreased by 34%
between 1990 and 2008, from 546.000 to 358.000 deaths
decreasing the MMR from 400 to 260 maternal deaths per
100.000 live births (2). In Turkey, MMR decreased from 68
to 23 per 100.000 live births between 1990 and 2008
(2). Since MMR is still considered as a strong indicator of
international development, developing countries strongly
focus on the preventable deaths especially from maternal
causes (3). Direct maternal causes of MM are hemorrhage,
hypertension, thromboembolism, dystocia and infections.
postpartum hemorrhage (PPH) is a potentially preventable
obstetric emergency which may complicate both vaginal
and cesarean deliveries. Maternal mortality incidence due
to PPH ranged between 1% and 5% among all deliveries
(4). Since PPH is preventable, accurate and early diagnosis
is very important in order to initiate attempts to save
maternal lives. PPH is mostly defined as a blood loss of
=500 mL in the 24 hours after a vaginal birth or 21000 mL
after a cesarean delivery. PPH is defined as primary (early)
or secondary (late) depending on the time of hemorrhage.
If PPH occurs within 24 hours following delivery it is called
as primary (early). Secondary or late PPH occurs in 24 hours
to 12 weeks after delivery. Royal College of Obstetricians
and Gynecologists (RCOG) also classifies PPH as minor
(500 to 1000 mLs) or major (>1000 mLs) depending on
the amount of blood loss (5). PPH is diagnosed clinically
as severe uterine bleeding which makes the patient
symptomatic (pallor, weakness, palpitations, syncope,
air hunger) for signs of hypovolemia (hypotension,
tachycardia, oliguria, and decrease in oxygen saturation).
Regardless of the route of delivery, management options
include pharmacological interventions (e.g., oxytocin,
methergine, misoprostol), non-surgical interventions (e.qg.,
uterine massage, iv fluids, balloon tamponade), surgical
interventions (e.g., curettage, repair of lacerations,
hypogastric artery ligation (HAL), focal myometrial
excision, supracervical or total hysterectomy), radiological
interventions (uterine artery balloon or embolization), and
transfusion of blood bank products (packed red blood cells,
platelets, fresh frozen plasma, cryoprecipitate). According
to the policy of our institution, we meticulously register
the performed treatment modalities and postpartum
course of PPH patients in order to generate an ideal first-
line treatment strategy for further cases and to prevent or
reduce mortality from PPH. In this trial, we report our one-
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center experience in management options to stop PPH
and results of the evaluations of patients with PPH-related
hysterectomy.

Methods

This is a retrospective descriptive case series study of
patients diagnosed with PPH who underwent hysterectomy
due to PPH in Mugla Sitki Kogman University Training and
Research Hospital. Ethical approval to perform the study
was obtained from the Ethics Committee of Mugla Sitki
Kogman University. We evaluated the medical records
between February 2013 and September 2014 from hospital
database. The data retrieved were as follows: maternal age,
gestational age at admission, parity, median hemoglobin
level before blood products transfusion, mean hospital
stay, mean transfused blood volume, maternal outcome,
potential risk factors for PPH, experienced procedures
to manage PPH, type of PPH and complications. We
also evaluated the performed management options that
were uterine massage and compression, administration
of uterotonics, balloon tamponade, uterine compression
sutures, uterine artery ligation, HAL and blood products
transfusion.  Supracervical/total  hysterectomy  was
reserved until these conservative managements failed. The
data were analyzed by descriptive statistics.

Results

A total of 1724 deliveries were conducted within this
time period. The total cesarean section (CS) rate was
62.22% whereas primary CS rate was 32.22%. Out of
those deliveries, 36 pregnancies (2.08%) were complicated
with PPH. The diagnosis of the patients complicated with
PPH was as follows: uterine atony (n=19), placenta previa
(n=8), vaginal lacerations (n=7), coagulation disorders
(n=2). The indications for CS in patients with PPH were as
follows: previous CS, fetal macrosomia, and cephalopelvic
disproportion. Only two patients were diagnosed with
late PPH and 34 patients were diagnosed as having early
PPH. Diagnosis and delivery route of the patients at the
time PPH and related hysterectomies are shown in Table 1.
The mean age of the patients with PPH was 27.8+6 years
(range=19-40 years).

Medical and conservative surgical procedures were
successful in 29 PPH patients (80.5%). Immediate repair
of genital lacerations was performed to stop hemorrhage
in vaginal laceration group and none of the patients in
vaginal laceration group (Table 1) underwent laparotomy
or hysterectomy. PPH in two of the patients with
thrombocytopenia (Table 1) responded to thrombocyte
and fresh frozen plasma transfusion. Uterotonics, such
as oxytocin (iv), methylergonovine (im) and misoprostol
(rectal), and uterine fundal massage and transfusion of
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blood products stopped bleeding in 14 atony patients
(73.6%) (Table 1). Vaginal delivery rate in uterine atony
group was 9/19 (47.4%) (Table 1) and only two patients
did not respond to conservative medical interventions and
underwent laparotomy. These two patients were suspected
of having placental mass in the uterus. Attempts for the
removal of these masses under general anesthesia also
failed and hysterectomy was performed after bleeding
started.

Hysterectomy was performed in seven (19.4%) out
of 36 PPH-complicated pregnancies with a rate of 4.06
per 1000 births. The demographics, performed treatment
modalities and postpartum complications of patients
in hysterectomy group are shown in Table 2. The major
reason for hysterectomy was failed attempts to stop
bleeding by conservative methods (Table 2). Relaparotomy
rate in vaginal delivery group was 2/16 (12%) while it
was 2/20 (10%) in CS group. HAL was performed in one
patient with placenta previa in order to decrease bleeding
during hysterectomy and in two patients with uterine
atony occurred after primary CS in order to strengthen
the effects of uterine compression sutures. However,
combination of HAL and B-Lynch uterine compression
sutures failed in reducing PPH, thus, hysterectomy was
performed.

The patients with placenta previa were evaluated
separately (Table 3). In placenta previa group (n=8), one
patient was finally diagnosed as having placenta percreta
during CS and hysterectomy was performed without
attempts for conservative options (Table 3). Except for the
patient with placenta percreta, Bakri balloon tamponade
stopped PPH in five patients (71.4%), HAL alone was able
to stop bleeding in one patient (14.3%) (Table 3) and, in
the remaining one patient, combined HAL and Balloon
tamponade failed in stopping PPH (14.3%).

Discussion

The management of PPH might differ depending
on the cause and on the route of delivery. The most
common cause of PPH is atony which is responsible for
80% of PPHs. Since the great majority of PPH is due to

uterine atony, primary interventions should be targeted
to preserve uterine contractions by uterotonic drugs
and uterine massage. If these firstline conservative
treatment modalities fail to stop PPH, uterine tamponade
either by balloon or packing should be applied. During
these management options, patients should be carefully
evaluated for vital signs and replacement modalities
should not be delayed. If these fail to stop PPH, secondary
interventions, such as uterine artery embolization must be
performed. If uterine atony is unresponsive to conservative
interventions, laparotomy is indicated. During laparotomy,
conservative surgical interventions, such as uterine
tourniquets, aortic compression, selective pelvic arterial
embolization, intra-aortic balloon catheter placement,
uterine artery and utero-ovarian artery ligation, HAL, and
uterine compression sutures should be the first-choice.
Hysterectomy, a non-conservative surgical intervention,
is the last resort for the treatment of atony. In this trial,
we evaluated the above mentioned treatment modalities
that were performed in our patients with PPH and also
the possible factors contributing to the high hysterectomy
rates in our obstetrics and gynecology department. In our
case series, firstline conservative treatment modalities,
such as uterotonics and fundal massage were successful in
14 of 19 (73.6%) uterine atony patients. After failed first-
line treatment modalities, only two patients with uterine
atony, which occurred after vaginal delivery, underwent
laparotomy. These described management approaches
do not have to be ordered in steps as shown in detail in
our case series. If the patient requires prompt control of
hemorrhage, hysterectomy (total or supracervical) should
not be delayed in order to prevent death from hemorrhage.

Our calculated incidence of hysterectomy due to PPH
was 7 in 1724 live births (0.40%) between February 2013
and September 2014. Bakri (6) balloon was designed to
tamponade uterus by applying uterine pressure up to
efficient levels. The balloon can be inflated with a maximum
of 800 c¢m3 sterile water or saline in selected cases with
low-lying placenta or placenta previa. Recommended
volume of Bakri balloon is between 250 cm3 and 500 cm3.
Bakri balloon has also the advantage of directly measuring

Table 2. Hysterectomy group-demographic characteristics of the patients
Diagnosis n (%) cs Hysterectomy NSPD Hysterectomy Total
n (%) after CS n (%) after NSPD hysterectomy
n (%) n (%) n (%)
Uterine atony 19 (52.8) 10 (52.6) 3(30) 9 (47.4) 2 (22.2) 5(26.3)
Placenta praevia 8(22.2) 8 (100) 2 (25) 0 2 (25)
Genital laceration 7 (19.4) 0 7 (100) 0 0
Thrombocytopenia 2 (5.6) 2 (100) 0 0 0
Total 36 (100) 20 (55.6) 5 (25) 16 (44.4) 2 (12.5) 7 (19.4)
NSPD: Normal spontaneous vaginal delivery, CS: Cesarean section
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Table 3. Treatment Modalities in Placenta Praevia
Patients (excluding Placenta Percreta) at the time of
postpartum hemorrhage and related hysterectomies

Treatment n | Primary Previous | Hysterectomy
Modality CS n (%) CSn (%) | n(%)
Balloon 5 | 3(60) 2 (40) 0

HAL 1 0 1 0
Balloon+HAL 1 0 1 1

Total 7 |3(429) |4(7.1) |1

HAL: Hypogastric artery ligation,
CS: Cesarean section

the amount of bleeding. Bakri et al. (6) have reported
effective and non-traumatic use of balloon tamponade
in six patients with cervical pregnancy, low-lying placenta
and placenta previa with PPH. In patients in whom the
Bakri Balloon tamponade was used, the hemorrhage was
refractory to uterotonics and the balloon was inflated up
to 300 cm3. In our placenta previa group, Bakri Balloon
tamponade managed to stop bleeding in five patients.
After balloon tamponade and HAL ligation, uterine
and abdominal layers were closed and the patient was
examined in dorsolithotomy position in order to observe
the amount of hemorrhage. However, hemorrhage could
not be stopped and relaparotomy was finalized with
hysterectomy. Cekmez et al. (7) have reported their
success rate as 70% in their series on insertion of balloon
tamponade for uterine atony and placenta previa. Alouini
et al. (8) have reported 88% success rate of stopping PPH
by applying balloon tamponade in patients with uterine
atony, placenta previa, placental retention and cervical
or vaginal tears. Regarding our preliminary results, more
cases are needed to demonstrate our success rate of
balloon tamponade in PPH.

B-Lynch et al. (9) first introduced uterine compression
sutures, which stopped ongoing hemorrhage, in 1997.
Since then, many compression sutures, such as Cho et al.
suture (10), Hayman et al. (11) suture and Matsubara
et al. (12) (MY) suture for controlling PPH. An average
success rate of hemostasis by compression sutures has
been reported to be 97% in an overview of 11 original
articles (13) and 66% (14) and 75% (15) in other reported
case series. We applied uterine compression sutures in two
patients who underwent hysterectomy. Both patients were
primiparous and were diagnosed as having uterine atony
after primary CS. In these two patients, HAL together with
uterine compression sutures failed to stop hemorrhage.
We did not perform B-Lynch et al. (9) compression sutures
in any patients with placenta previa or multiparous women
with uterine atony.

HAL decreases uterine artery pulse pressure and
increases the success rate in other surgical treatment

17

approaches like Bakri balloon tamponade and uterine
compression sutures to treat PPH. However, HAL together
with balloon tamponade or B-Lynch et al. (9) uterine
compression suture failed to stop PPH while the use of
HAL alone in placenta previa managed to reduce bleeding
and avoid hysterectomy in our case series.

Danisman et al. (16) have reported success rates of 40%
and 25% for Bakri balloon tamponade and B-Lynch uterine
compression sutures, respectively, and demonstrated that
the effectiveness of balloon tamponade was facilitated by
concomitant use of bilateral HAL. Joshi et al. (17) evaluated
84 patients who underwent therapeutic bilateral HAL to
control PPH in 33 patients (39.3%), HAL failed and the
patients underwent hysterectomy. Our conflicting results
might be due to our limited number of the patients and
limited facilities, such as intensive care unit and Bakri
Balloon storage for emergency cases in our hospital.

Hysterectomy should be reserved for PPH patients
resistant to conservative medical and surgical
managements. Danisman et al. (16) evaluated 61 severe
PPH patients and evaluated the efficacy of treatment
modalities in these patients. The overall hysterectomy
rate was 41% (25/61). Kaya et al. (18) evaluated 36
PPH cases of patients with uterine atony refractory to
medical managements who were treated with B-Lynch
compression suture with or without other surgical
procedures. Two out of 36 women (5.5%) underwent
hysterectomy after several surgical procedures failed.
Shamsa et al. (19). evaluated 46.177 births and reported
56 cases of peripartum hysterectomy, a rate of 1.22 per
1000 births. In their retrospective study of data of 10864
women, Cekmez et al. (7) evaluated 32 PPH patients and
have reported seven peripartum hysterectomy cases with
a rate of 0.6 per 1000 births. In our case series, the overall
hysterectomy rate was 19.4% in PPH patients, 4.06 per
1000 births. The rate of peripartum hysterectomy was
higher in our case series than the reported literature. This
might be due to referrals from other hospitals and being
the only referral centre in the district.

According to our report of experiences with PPH-
related hysterectomy cases, despite the improvements
in effective medical and conservative management
strategies, hysterectomy should be an option for PPH in
hospitals with limited facilities.
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Abstract

Aim: Overactive bladder (OAB) is a common and well-known urologic
condition. OAB occurs in both women and men. Diabetes mellitus (DM)
is one of the most common metabolic disorders in the world and the
prevalence of DM in adults has been increasing. Diabetic neuropathy
can induce functional disease of multiple organs, including diabetic
bladder dysfunction (DBD). DBD occurs commonly as a late complication
and DBD is mainly characterized by poor bladder emptying, urinary
retention and overflow incontinence. However, storage symptoms, as
those suggestive for OAB may also affect people with DM. The aim of
this study was to evaluate the prevalence of OAB in people with DM
compared to healthy control subjects.

Methods: We analyzed records of 212 diabetic case and 229
control subjects using the 8-item symptom bother scale of the OAB
questionnaire (OAB-q) (OAB-V8).

Results: Diabetic bladder overactivity was seen in 20.3% of patients
with DM (n=43) and 10.5% of non-diabetic control group (n=24). The
OAB prevalence in patients with DM was approximately two-fold higher
than in control subjects. OAB increased with the duration of diabetes,
glycosylated hemoglobin level and age. There was no significant
difference in sex distribution between the groups. There is an increase
in the prevalence type 2 diabetes in Turkey. DM is a common cause of
reduced bladder sensation in both men and women. In this study, OAB
syndrome in diabetic patients was searched. DBD is characterized by
underactive (flaccid) bladder, voiding difficulty, infrequent voiding and
reduced bladder sensation during urinary storage; bladder underactivity
and urinary retention during urination. OAB in diabetic patients is
characterized by urgency (a compelling and sudden desire to void), with
or without incontinence, usually with urinary frequency and nocturia.

Conclusion: OAB symptoms are more prevalent in diabetic people
than in healthy people. OAB symptoms in DM may be considered as a
predictor of the development of diabetic neuropathy. Thus, controlling
the progression of DM might reduce the incidence of diabetic
neuropathy and other late diabetic complications.

Keywords: Diabetes mellitus, bladder dysfunction, overactive bladder,
symptom questionnaire

Oz

Amac: Bu calismanin amaci toplumumuzdaki diyabetik hastalarda asir
aktif mesane (AAM) prevalansini saglikl kontrol grubuyla karsilastirmali
olarak aragtirmaktir. Diyabetik néropati sonucu mesane islev bozuklugu
dahil coklu organ islevi ile ilgili rahatsizliklar gelisir. Diyabetik mesane
disfonksiyonu (DMD) zayif akimli idrar yapma, mesanede artik idrar
kalmasi ve tasma seklinde inkontinans ile karakterizedir. Bunlarin
yanisira, AAM'yi destekleyen depolama fonksiyon semptomlarinin da
diyabetikleri etkiledigi dustintlmektedir.

Yontemler: Calismamizda AAM-8 sorgulama formu kullanarak 212
diyabetik olgu ve 229 kontrol olgusunun bulgularini degerlendirdik.

Bulgular: Diyabetik AAM olgularin %20,3'linde (n=43), saglikli kontrol
grubunda ise olgularin %10,5'inde (n=24) AAM saptanmistir. Bu
bulgulara gore diyabetiklerde anlamli derecede yliksek oranda AAM
bulunmustur. Yine bulgularimiza gére, AAM oranindaki artma diyabet
hastaliginin sresi, glikozile hemoglobin dizeyi ve yas ile dogrudan
ilgilidir. Calismada her iki grup arasinda cinsiyet dagiliminda énemli
fark bulunmamistir. Son yillarda Tirkiye'de diabetes mellitus prevalansi
artmistir ve diyabet hastaligi, hem kadinda hem de erkekte azalmig
mesane duyusunun sik gérlen bir nedenidir. DMD, genellikle yetersiz
detrusor aktivitesi, iseme zorlugu, sik idrara gitme, depolama ve isemede
azalmis idrar duyusu ile karakterizedir. Diyabetiklerin yaklasik %80‘inde
degisen derecelerde iseme islev bozuklugu vardir. Diyabetik AAM ise,
idrar kagirma ile birlikte veya kagirmasiz ani ve engellenemeyen iseme
gereksinimi, idrara sik gitme, nokturi ile karakterizedir.

Sonug: Calismamizdaki bulgular, diyabetiklerde saglikli kisilere oranla
AAM bulgular gérilme sikliginin daha baskin oranda oldugu savini
desteklemektedir. Bu diyabetik AAM semptomlari diyabetik néropati
gelisecedinin 6n habercisi olabilir. Bu nedenle, diyabetin ilerlemesinin
bilingli  kontolli ile diyabetik noéropatinin ve diger ge¢ diyabetik
komplikasyonlarin oraninin azaltilmasi séz konusu olabilir.

Anahtar Sézciikler: Diabetes mellitus, mesane disfonksiyonu, asir
aktif mesane, sorgulama formu
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Introduction

Diabetes mellitus (DM) is a disease of abnormal
glucose metabolism caused by an absolute or relative
deficiency of insulin. Chronic nature of DM causes a
negative impact on the patient’s quality of life (Qol).
Generally, the injurious effects of hyperglycemia are
accompanied by characteristic long-term microvascular
complications (diabetic nephropathy, neuropathy, and
retinopathy) and macrovascular complications (peripheral
arterial disease, coronary artery disease, and stroke) and,
subsequently, numerous urological complications (1,2).
The most bothersome lower urinary tract symptoms
(LUTS) are polyuria and urinary frequency associated
with osmotic diuresis and excess fluid intake due to
hyperglycemia, and metabolic disturbance. Patients
with DM of sufficient duration are vulnerable to late
complications, which cause serious morbidity. The most
common lower urinary tract complication due to DM is
classically diabetic bladder dysfunction (DBD) described as
reduced sensation, increased capacity and poor bladder
emptying. DBD is established in at least 89 years after
the diagnosis of type 2 DM. DBD is not a life-threatening
disorder. However, it substantially affects QoL (3). LUTS
are found in approximately 80% of people diagnosed with
DM and classified into storage and voiding problems (4).
Overactive bladder (OAB) syndrome is a condition that
there is a frequent urge to urinate during the day and
night and urinary urgency with or without incontinence.
Urgency is the key symptom. Urgency incontinence is
the most bothersome symptom of OAB and is reported
in around 40% of women and 20% of men with OAB
symptoms. Recent studies have shown the presence of
OAB syndrome in a significant number of diabetic patients.
The prevalence of OAB in individuals older than 18 years of
age is approximately 16.5% (5,6). In the practice of modern
medicine, disease-specific query forms can be used for
diagnostic purposes and evaluation of therapeutic results.
The validity and reliability-proven inquiry form provides
the opportunity to better understand the perception and
ratings. It also provides standardization in the scientific
work. OAB questionnaire and OAB symptom scores had
been validated as a reliable instrument for assessing OAB
all over the world. In this study, a claim-based analysis by
8-item symptom bother scale of the OAB questionnaire
(OAB-q) (OAB-V8) was used to evaluate comparative
existence of the prevalence of OAB in a population with
and without diabetes (7,8).

Methods

This prevalence case-control study was approved by the
local ethics committee. Diagnosis of DM was considered
the inclusion criteria for the first group. From January to
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June 2014, 212 age- and sex-matched subjects (101 female
and 111 male), who attended our outpatient clinics, were
eventually diagnosed with type 2 DM according to the
recommendations of the American Diabetes Association
(9,10). Two hundred and twenty nine age- and sex-
matched participants (123 female and 106 male), who
had undergone health checkup in the family medicine
department, were included in the study as a control group.
All the subjects were aged 40 years and older and were
informed about the study protocol. Written informed
consent was obtained from all participants. OAB can be
diagnosed on the basis of subjective symptoms instead of
urodynamic testing (6). The presence of OAB was assessed
using the Turkish version of the OAB-V8 consisting of eight
guestions each of which can be graded by the patient on
a 6-point scale ranging from 0 to 5; 0 (never), 1 (few), 2
(sometimes), 3 (quite a few), 4 (usually), and 5 (always).
Thus, the lowest total score is 0 and highest total score is
40 with scores of higher than 11 indicating OAB (8).

The component symptoms of OAB, urgency and urge
urinary incontinence were defined as one or more episodes
per week, nocturia was defined as two or more episodes
per night, and daytime frequency was defined as eight or
more episodes per day. Each OAB component symptom
was referred to the one-month time period before the
filing date of the questionnaire. The most powerful
guestions were ‘bothersome urgency’ and ‘compelling and
sudden desire to void’ (11,12). Urinalysis, fasting glucose
and glycosylated hemoglobin (HbA1c) were also assessed.
The collected laboratory data were analyzed within the 4
months before the survey. Incidentally, diabetic patients
with active urinary tract infection (UTI) were excluded
from our study because of exacerbation of pre-existing
LUTS. Furthermore, patients with spinal cord injury, acute
neurogenic disorders or end-stage renal disease were also
excluded from the study. The demographic and clinical
data including age, sex, diabetes duration and HbA1c level
were assessed through the comprehensive medical data.

Statistical Analysis

For all statistical tests, NCSS (Number Cruncher
Statistical System) 2007 &PASS (Power Analysis and Sample
Size) 2008 Statistical Software (Utah, USA) was used. All
data for categorical variables were expressed as means
with standard deviation (SD) for continuous variables or
percentages, frequency, ratios, minimum, maximum. In
the comparisons between two groups, the mean values of
the continuous variables were compared using Student’s
ttests. In the case of abnormally distributed variables,
the Mann-Whitney U test was used. Pearson’s chi-square
test and Yates' continuity correction were used for
comparison of qualitative data. The relationship between
the parameters was compared by Spearman’s correlation
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coefficient. The results were considered statistically
significant when the p-values were defined as p<0.01 and
p<0.05, respectively.

Results

A total of 441 subjects (224 female and 217 male)
participated in the studies referred from urology,
endocrinology and family health clinics over the period
January 2014-July 2014. The demographic and clinical data
are Table 1.

A total of 212 diabetic patients (101 female and 111
male) with a mean age of 60.57 (+9.90) years and 229
control subjects (123 female and 106 male) with a mean
age of 59.08 (£11.13) years were included the study. The
mean age of the diabetic group was almost the same with
that of control group (p=0.01). There was no significant
difference in gender distribution between the two groups
(p>0.05). Based on the OAB-V8 scores, 43 (20.3%) diabetic
cases and 24 (10.5%) control subjects were classified as
having OAB syndrome (Figure 1, 2).

DM patients had a significantly higher proportion of
OAB than the control group (p=0.004; p<0.01). OAB-V8
scores in diabetics and in controls were 11.77 (+8.4)
and 7.23 (£6.21), respectively. In addition, OAB-V8
scores were found to be significantly higher in diabetic
patients than in control subjects (p=0.001 and p<0.01,
respectively). Of the 67 diabetic OAB patients, 35 (81.4%)
had urge incontinence (wet OAB) and 8 (18.6%) had dry
OAB (without urgency incontinence). Of the 24 control
subjects with OAB, 12 (50%) had urge incontinence and
12 (50%) had dry OAB. The number of patients with urge
incontinence was statistically significantly higher in DM
group than in control group (p=0.016 and p<0.01).

There was no significant difference in terms of age
between subjects with OAB and non-OAB (p>0.05).
However, OAB syndrome was more common in females
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Figure 1. Distribution of overactive bladder cases
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Figure 2. Rates of overactive bladder in patient and control groups
DM: Diabetes mellitus

Table 1. Characteristics and demographics of diabetes mellitus and control groups
Total (n=441) DM (n=212) Control (n=229) p
Age Min-Max 40.00-86.00 40.00-86.00 40.00-86.00 a0.01
Mean £ SD 59.70+11.03 60.57+9.90 59.08+11.13
OAB-V8 score Min-Max 0.00-40.00 1.00-40.00 0.00-37.00 b<0.001**
Mean + SD 9.41+7.68 11.77+8.40 7.23£6.21
Median 8 9 6
n (%) n (%) n (%)
Gender Female 224 (50.8) 101 (47.6) 123 (53.7) €0.203
Male 217 (49.2) 111 (52.4) 106 (46.3)
OAB-positive rate 67 (15.2) 43 (20.3) 24 (10.5) €0.004**
Urge Wet 47 (70.1) 35 (81.4) 12 (50.0) d0.016*
Dry 20 (29.9) 8 (18.6) 12 (50.0)
aStudent's t test, PMann Whitney U test, “Pearson chi square test, 4Yates’ continuity correction test
DI\F;ITOD-?aLetes mellitus, OAB: Overactive bladder, SD: Standard deviation
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than in males (p=0.004, p<0.01). OAB syndrome with DM
was found to be statistically significantly more frequent
in female diabetic patients (27 subjects, 26.7%) than
male diabetic patients (16 subjects, 14.4%) (p=0.040,
p<0.01). The incidence of OAB in healthy females was
also found to be significantly higher than in healthy males
(p=0.046, p<0.05). The median duration of DM in OAB
group and in non-OAB group was 15.70+6.70 years and
11.00+6.31years, respectively. The duration of DM was
significantly positively correlated with the OAB syndrome
in OAB group compared to non-OAB group (p=0.001,
p<0.01). The mean HbA1c level in diabetics with OAB and
non-OAB was 8.60+2.05% and 7.74+149%, respectively.

When compared with non-OAB group, higher HbA1c level
in OAB group was found to be statistically significantly
correlated with OAB scores (p=0.011, p<0.05) (Table 2).

Discussion

DM is a chronic and serious health problem worldwide.
People with diabetes in high-income countries are
predominantly over the age of 50 while those in low- and
middle-income countries are mostly under the age of 50.
DM prevalence is rapidly increasing as a result of aging,
urbanization and associated lifestyle modifications. DM
and diabetic complications will continue to be a large
burden especially in low- and middle-income countries

Table 2. Demographics and clinical characteristics of the patients with and without overactive bladder syndrome

Total subjects (n=441) Non-OAB OAB group p
group (n=374) (n=67)

Age Min-Max 40-86 40-84 a0.289
Mean + SD 57.97£11.09 59.52+10.64

Gender Female; n (%) 179 (79.9) 45 (20.1) €0.004**
Male; n (%) 195 (89.9) 22 (10.1)

Control group (n=229) Non-OAB (n=205) OAB group (n=24)

Age Min-Max 40-86 40-80 a0.891
Mean + SD 60.12+11.21 59.79+10.58

Gender Female; n (%) 105 (85.4) 18 (14.6) d0.046*
Male; n (%) 100 (94.3) 6 (5.7)

DM group (n=212) Non-OAB (n=169) OAB group (n=43) p

Age Min-Max 40-86 44-84 a0.662
Mean + SD 61.42+9.94 62.16+9.84

Gender Female; n (%) 74 (73.3) 27 (26.7) d0.040*
Male; n (%) 95 (85.6) 16 (14.4)

Disease duration Min-Max 2 to 31 6 to 35 b<0.001**
Mean + SD 11.00+6.31 15.70+6.70
Median 10 15

HbA1c Min-Max 5.40-14.00 5.80-14.70 bp.011*
Mean + SD 7.74+1.49 8.60+2.05
Median 7.5 8.1

aStudent’s t test bMann Whitney U dYates' continuity test
test correction

*p<0.05 **0<0.01

DM: Diabetes mellitus, OAB: Overactive bladder, SD: Standard deviation, HbA1c: Hemoglobin Alc
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and coupled with the comparatively slow development of
health systems. In 2013, 382 million people had DM in
the world; this number is expected to rise to 592 million
by 2035 (13).

With the worldwide rise in the prevalence of obesity
and type 2 DM, it is important to understand the
abnormalities in carbohydrate metabolism and insulin
action. Carbohydrate metabolism in men is regulated
by insulin secretion from pancreatic B-cells and glucose
disposal by insulin-sensitive tissues. Insulin facilitates
glucose utilization. Any defects in insulin action predispose
an individual to type 2 DM (insulin resistance syndrome.
Adiposity, both subcutaneous, and visceral, has been
proposed to contribute to insulin resistance eventually
leading to type 2 DM. Bladder dysfunction is a common
complication of diabetic peripheral and autonomic
neuropathy. Death rates from cardiovascular disease are
about 1.7 times higher among diabetic adults than among
non diabetic adults. Multiple cerebral infarction and
stroke due to diabetic cerebral vasculopathy may be late-
onset complications and can lead to a loss of the brain’s
inhibitory influence on the spino-bulbo-spinal micturition
reflex. The anteromedial frontal cortex is thought to be
the center for micturition, since lesions of this area lead to
detrusor overactivity (DO) (14). Diabetes was the seventh
leading cause of death in the United States in 2010.
North America is the region with the prevalence of DM
of 7.9% in the adult population (15). Chang et al. (16)
have reported that the prevalence of type 2 DM among
adults was 6.8% in Taiwan. A cross-sectional survey, The
Turkish Epidemiology Survey of diabetes, Hypertension,
Obesity and Endocrine Disease (TURDEP II) conducted in
15 January 2010-11 June 2010, comprising a nationally
representative sample of 26.499 adult Turkish people
(aged =20 years) showed that the prevalence of DM was
16.5% (new 7.5%) in Turkey. Compared to TURDEP |
study performed in 1997-1998, the rate of increase for
diabetes was 90%, impaired glucose tolerance-106%,
and obesity was 40% 12 years after the first survey and
the prevalence of DM has by now reached epidemic
proportions in Turkey (17). Late-onset complications of
DM are also important health issues in Turkey. Lower
urinary complications of DM are progressive conditions.
Microvascular complications associated with DM might
damage the innervations of the bladder, alter detrusor
muscle function, or cause urothelial dysfunction, and may
cause retinopathy and peripheral neuropathy. Diabetic
patients have frequently increased bladder capacity and
reduced detrusor contractility as an urodynamic finding.
Furthermore, more than 25% of diabetic patients will
develop debilitating and costly urological complications
such as recurrent UTls or antibiotic-resistant asymptomatic
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bacteriuria (18,19). The aim of this study was to evaluate
the prevalence of OAB in the Turkish population with DM
in comparison with healthy control subjects and to explore
factors related with the presence of OAB. Traditionally,
DBD has been described as decreased sensation,
increased bladder capacity, and poor emptying. DBD might
be a part of manifestation of diabetic polyneuropathy.
The presentation of OAB syndrome in diabetic patients
remains controversial. OAB syndrome is first described by
Paul Abrams in 1997 and first formulated in early 2001
by the Standardization Subcommittee of the International
Continence Society (6). The etiology of diabetic OAB is still
not well-recognized, but the genesis of OAB in diabetes
has been thought to develop with the central or/and
peripheral nerve damage; for example, DO as a result of
diabetic cerebral vasculopathy or/and increased bladder
sensation because of peripheral nerve irritation (20,21).
On the other hand, peripheral nerve damage in diabetic
cerebral vasculopathy with decreased bladder capacity
and presence of mimic OAB (22). Metabolic syndrome
can be an etiologic pathway for the onset of OAB (23,24).
Fayyad et al. (25) documented bothersome LUTS in 40
% of the women patients with DM. In this study, OAB
syndrome associated with DM was estimated to be more
frequent in women subjects than men (26.7% and 14.4%,
respectively). McGrother et al. (26) have concluded that
poor lifestyle factors, such as low physical activity and high
energy intake causally linked to DM and obesity might
contribute to the onset of OAB. Gomez et al. (27) stated
that DO was the most dominant urodynamic finding in
patients with DM and serious cerebral infarctions due to
cerebral vasculopathy have been proposed to be the most
probable cause. Liu et al. (28) have reported that HbA1c
levels were similar between patients with DM with and
without OAB. However, Chiu et al. (29) found that HbA1c
levels increased the risk of OAB in patients with type 2 DM
like in our study. The onset of geriatric OAB was shown
in approximately 20-40% of elderly people. The overall
prevalence of OAB in the United States was reported to
be similar between men and women (16.0% and 16.9%,
respectively) in a study published in 2003 (30). In their
study including 1.359 consecutive diabetic patients, Liu
et al. (28) found that the prevalence of OAB was 20.1%
in women and 24.8% in men. Another survey of 3962
type 2 diabetic women carried out by Lawrence et al. (31)
showed that OAB affected 21.4% of diabetic patients
compared to only 12.5% of non-diabetic subjects. In
another research, recognition of DBD with uroflowmetry
and Post Void Residual (PVR) screening has revealed 22%
type 2 diabetic women with DBD (32).

The appearance and the increased incidence of OAB
syndrome in DM was found to be positively correlated
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with the duration of disease. OAB was significantly more
common in diabetics compared to non-diabetic controls.
OAB is a highly prevalent disorder with considerable impact
on health-related Qol. Urinary incontinence is a serious
health problem with an increasing prevalence in both
genders in the elderly. OAB is an important issue given its
high prevalence (33,34). Interestingly, the presence of wet
OAB increases the risk and severity of erectile dysfunction
(ED) and ED also influences well-being and QoL of the men
(35). OAB is an important therapeutic target in patients
with DM. Diabetic OAB can be managed by behavioral
modification and drug therapy, both of which have been
shown to be effective (36). The aim of this study was also
to demonstrate the prevalence of urge incontinence in
diabetic patients and to contribute to efforts aiming to
improve their QoL by treating OAB.

There are some limitations in this study. First, the
patients were classified only according to the data
obtained using the questionnaire. OAB diagnosis was
estimated with only self-administered OABQg-8V measures
without a voiding diary or urodynamic observation tests.
These patients were recruited from the diabetes unit
and health care control unit and were not referred to
urodynamic assessment for ethical reasons. On the other
hand, since OAB is a symptom-based diagnosis, it would
be sufficient to use validated OAB questionnaires (8).
Second, it was only a hospital-based cross-sectional study
involving a period of short follow-up of diabetic patients.
Voiding diary, flow assessment, and PVR urine test could
be applied in selected patients. Third, most of the patients
in this study had DM for a long period and were elderly.
These two variables might have affected the results of
this study. There was a lack of more detailed community-
based information about distal symmetric polyneuropathy.
Further research are needed to demonstrate risk factors
for and a causal link between DM and OAB.

Conclusion

We assume that, the data acquired in this study
confirmed that OAB symptoms are more frequent in
diabetic individuals than in healthy people. DM disease
duration, higher HbA1clevels and age showed a statistically
positive correlation with OABg-V8 scores. In conclusion,
OAB symptoms in DM may be considered a predictor of
development of diabetic neuropathy. Thus, controlling the
progression of DM might reduce the incidence of diabetic
neuropathy and other late diabetic complications.
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Abstract

Amag: Bu calismada D-dimer’'in pnémonili hastalarda hastane
yatis streleri, radyolojik bulgular ve laboratuvar tetkikleri ile iliskisi
arastirildi.

Yoéntemler: Pndmoni tanisiyla yatirilarak izlenen yas ortalamasi
4,2+4,7 yil (2-16 yil) olan 31'i (%66) erkek 16'si (%36) kiz
olmak Uzere 47 cocuk calismaya alindi. Hastalar hastanede
kalis surelerine ve akciger radyografi bulgularina gére gruplara
ayrildi. D-dimer ve diger laboratuvar bulgular gruplar arasinda
karsilastiriidr.

Bulgular: Serum D-dimer degerleri pndmonili ¢ocuklarda
1333,5+1364,4 ng/mL bulundu. Yatis siiresine gdre gruplar
arasinda D-dimer, I6kosit sayisi, eritrosit sedimantasyon hizi (ESH)
ve C-reaktif protein (CRP) diizeyleri agisindan istatistiksel olarak
anlamli farklilik bulunmadi (p>0,05). Radyolojik bulgulara gére
gruplar arasinda D-dimer agisindan anlamli farklilik yoktu. Lober
pndmoni olan grupta diger iki gruba gére yas, notrofil orani, ESH
ve fibrinojen; yalniz interstisyel pnédmoni olan gruba gére de CRP
istatistiksel olarak anlamli yiksek bulundu. D-dimer ve lokosit
sayisi agisindan gruplar arasinda farkliik bulunamadi (p>0,05).
D-dimer dlzeyleri yas ile negatif yonde, ESH, CRP ve fibrinojen ile
pozitif yonde iliskili bulundu.

Sonuc: Calismamizda pndémonili olgularda D-dimer duzeyleri
ylksek bulundu. Ancak D-dimer diizeylerinin pnémonili hastalarin
izlenmesinde kullanilabilmesi icin daha fazla sayida hasta iceren
kontrolll calismalara ihtiyag vardir.

Anahtar Sézcikler: D-dimer, fibrinojen, pnémoni, akut faz
reaktani

Aim: The aim of this study was to investigate the relationship
of plasma D-dimer levels with duration of hospitalization and
radiological and laboratory findings in patients with pneumonia.

Methods: Forty-seven patients with pneumonia (31 boys and
16 girls, mean age: 4.2+4.7 years) were included in the study.
The patients were divided into two groups according to duration
of hospitalization and three groups according to radiological
findings. D-dimer and other laboratory findings were compared
between the groups.

Results: The mean serum D-dimer level was 1333.5+1364.4
ng/L. There was no statistically significant difference in D-dimer,
leukocyte, erythrocyte sedimentation rate (ESR) and C-reactive
protein (CRP) between the groups divided according to duration
of hospitalization. In addition, there was no statistically difference
in D-dimer levels between the groups divided according to
radiological findings. Age, percentage of neutrophils, ESR and
fibrinogen levels were higher in patients with lobar pneumonia
when compared with the other groups and CRP level was
higher in lobar pneumonia group when compared to interstitial
pneumonia group. D-dimer levels were negatively correlated with
age and positively correlated with ESR, CRR and fibrinogen.

Conclusion: In our study, D-dimer levels were high in patient
with pneumonia. Further studies with a larger number of patients
are necessary to determine the role of D-dimer levels as an acute-
phase reactant in patients with pneumonia.

Keywords:
reactant

D-dimer, fibrinogen, pneumonia, acute-phase
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Giris

Pnémoni 6zellikle gelismekte olan (lkelerde bes yas
alti cocuklarin en 6nemli saglk sorunudur (1). Dinya
Saglk Orgliti'niin 2014 yili raporuna gdre 1981 yilinda
dort milyon olan pnémoni nedeni ile 6limler 2013 yilinda
bir milyona dismus olmasina ragmen bes yas altindaki
cocuk Slimlerinin nedeni olarak ilk siralarda yer almaya
devam etmektedir (2). Pnémoni ayirici tanisi ve izleminde
0zgll olmayan konak savunma parametreleri (akut faz
reaktanlar) kullanilir. Klinikte en cok kullanilan akut faz
reaktanlari: Kan |6kosit sayisi, eritrosit sedimantasyon hizi
(ESH), serum C-reaktif protein (CRP) ve serum prokalsitonin
dulzeyleridir. (3,4). Pnédmonide tanida ve prognozda degerli
olabilecek daha spesifik yeni belirtecler arastirimakta olup
bunlardan biri de plazma D-dimerleridir.

Plazma D-dimerleri endojen fibrinolitik sistemin fibrini
yikmasi ile olusur. Fibrinojen ve fibrinden tlreyen fibrin
degradasyon drlnlerinin - tersine  D-dimerler  spesifik
capraz bagl fibrin tlrevleri olup koagullasyon aktivitesini
glnidmuUzde en iyi gsteren laboratuvar belirtecleridir (5,6).
D-dimer seviyeleri fibrinin olustugu ve plazmin tarafindan
yikildigi her durumda artar. Akut koroner yetmezlik,
periferik damar hastaliklari, derin ven trombozu, pulmoner
emboli, akut inme, gebelik, orak hicreli anemi, hemolitik
krizler, malignite, cerrahi, konjestif kalp yetersizligi, kronik
bobrek yetersizligi gibi durumlarda D-dimer seviyeleri
yUkselir (6).

Literatlrde eriskin  pndmonili hastalarda D-Dimer
dlzeylerini arastiran sinirli sayida calisma olmasina karsin
cocuklarda yoktur. Bu calisma ile pnémoni nedeniyle
klinigimize yatirilan ¢ocuklarin izleminde serum D-dimer
ddzeyinin yerini ve standart akut faz reaktanlari ile iliskisini
belirlemeyi amacladik.

Yontemler

GCalisma Haseki Egitim ve Arastirma Hastanesi, Cocuk
Saghg ve Hastaliklari Klinigi'nde pndmoni tanisiyla yatisi
yapilan 47 hastada gerceklestirildi. Pihtilasma ve kanama
bozuklugu, hemolitik anemi, dissemine intravaskdler
koagllasyon, kronik renal yetmezlik, kalp yetmezIigi,
vaskulit, ve malignitesi olan hastalar calismaya alinmadi.
GCalismaya Haseki Egitim ve Arastirma Hastanesi Etik
Kurulu'ndan onay alindiktan sonra baslandi.

Her hastanin demografik o&zellikleri, fizik muayene
bulgulari ve laboratuvar testleri kaydedildi. Baslangig
akciger grafileri degerlendirildi. Hastalar hastanede yatis
sUrelerine gore yedi gln ve alti ile yedi gin Ustd olmak
Uzere iki gruba; radyolojik bulgularina gére de lober,
bronkopnémoni ve interstisyel pnédmoni olmak Uzere g
gruba ayrildr.

Hastalarin basvuru aninda alinan tam kan sayimi,
ESH, CRR rutin biyokimyasal ve mikrobiyolojik tetkikleri
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kaydedildi. Biyokimyasal analizler Abott C-16000 kimya
analizoriinde, hemogram tam otomatik Pentra DX 120
kan sayim cihazi ile, sedimentasyon orijinal Westergren
metoduna uygun Linear Therma tam otomatik
sedimentasyon cihazi ile calisildi. D-dimer icin antekubital
venden 1,8 ml sitrath tlpe alinan kan &rnekleri 4000
rom’de 15 dakika santriflij edildikten sonra enzim linked
fluoresan assey (ELFA) metoduyla VIDAS cihazinda calisildi
(bioMérieux SA, Marcy I'Etoile, France). D-dimer icin pozitif
cut-off degeri 2500 ng/mL olarak kabul edildi.

istatistiksel analiz icin SPSS 15.0 for Windows programi
kullanildi. Tanimlayicr istatistikler; kategorik degiskenler icin
sayl ve ylzde, sayisal degiskenler icin ortalama, standart
sapma olarak verildi. Bagimsiz iki grup arasi karsilastirmalar
sayisal degiskenler normal dagilim kosulunu sagladigi
kosulda Student-t testi, saglamadigi kosulda Mann Whitney
U testi ile yapildi. Bagimsiz sayisal degiskenler ikiden cok grup
karsilastirmalari normal dagdilim kosulu saglandiginda One
Way Anova testi ile normal dagilim kosulu saglanmadiginda
Kruskal Wallis testi ile yapildi. Alt grup analizleri parametrik
test Tukey testi ile nonparametrik testte Mann Whitney
U testi ile yapilip Bonferroni dizeltmesi ile yorumlandi.
Sayisal degiskenler arasi iliskiler parametrik test kosulu
saglanamadigindan  Spearman Korelasyon Analizi ile
incelendi. Kategorik degiskenlerin gruplar arasindaki oranlari
ki-kare analiziile test edildi. istatistiksel alfa anlamlilik seviyesi
p<0,05 olarak kabul edildi.

Bulgular

Otuz biri erkek (%66) ve 16'sI kiz (%34) olan pnémonili
hastalarin yas ortalamasi 4,2+4,7 yildi. Calismaya alinan
47 hastanin demografik 6zellikleri ve laboratuvar degerleri
Tablo 1'de gosterilmistir. Hastalarin beyaz kire degerleri
11578,7+8860,7/mm3, serum CRP degerleri 59,7+78,5
mg/L, ESH degerleri 33,3+19,8 mm/saat ve serum D-dimer
degerleri 1333,5+1803,63 (112-8839,56) ng/mL olarak
bulundu. Ortalama serum D-dimer dizeyleri 500 ng/mL
olarak verilen cut-off degerinin iki buguk kati kadar yiksek
bulunmustur.

Galisma grubundaki cocuklarin Gglinde (%6,4) yodun
bakim ihtiyaci gordldd. Ortalama yogun bakimda kalma
slresi 1,3%0,6 olup ¢ocuklarin ikisi bir gin, biri de iki gln
yogun bakimda kalmistir (Tablo 1). Cocuklarin Uciinde
(%6,4) kan kiltirinde Greme go6rildd, bunlarin ikisi
Alfa Hemolitik Steroptokok, biri Stafilokok Epidermidis
Uremesiydi (Tablo 1).

Hastalarin ortalama yatis suresi 6,8+2,8 glin olup
32'si (%68,1) yedi gun ve alt, 157 (%31,9) yedi
gln Ustl yatinlarak izlenmistir. Radyolojik bulgulari
degerlendirildiginde c¢ocuklarin 14'Gnde (%29,8) lober,
20'sinde (%42,6) bronkopulmoner, 13'lUnde (%27,7)
intersisyel pndmoni saptanmistir (Tablo 1).
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Tedavi siresine gore olusturulan gruplar arasinda
yas, cinsiyet, l0kosit sayisi, ESH, CRR D-dimer, fibrinojen
degerleri ve radyolojik bulgular istatistiksel olarak anlamli
farklihk gdstermedi (p>0,05). Yodun bakim ihtiyaci yedi
glinden uzun yatan cocuklarda anlamli olarak yutksekti
(p=0,028) (Tablo 2).

Radyolojik bulgulara goére ayrilan gruplar arasinda
D-dimer dizeyleri acgisindan istatistiksel olarak anlamli
farklihk goérilmedi (p>0,05) (Tablo 3). Ancak lober pndmoni
olan grupta diger iki gruba gore yas, nétrofil orani, ESH
ve fibrinojen anlamli olarak yuksekti (p=0,007, p=0,002,
p=0,006 ve p<0,001 sirasi ile). Yine lober pndmoni olan
grupta interstisyel pnédmoni olan gruba gére CRP dizeyleri
istatistiksel olarak artmis bulundu (p=0,016) (Tablo 3).

Pnémonili  olgularda; D-dimer ile hastane vyatis
sUresi, notrofil orani, l6kosit ve trombosit sayisi arasinda
istatistiksel olarak anlamli iliski gortlmezken (p>0,05)
yas ile negatif yonde anlamli bir iliski gorildd (p=0,006).
Ayrica D-dimer dlzeyleri ile ESH, CRP ve fibrinojen arasinda
pozitif yonde anlamli bir iliski saptandi (p<0,001) (Tablo 4).

Tablo 1. Pnémonili hastalarin demografik, klinik ve
laboratuvar verileri

Ozellikler Pnémoni
z(l\a}liggts)lama + SD 42447
Cinsiyet n (%) Erkek 31 (66,0)
Kiz 16 (34,0)
PA Akciger n (%) Lober 14 (29,8)
Bronkopulmoner 20 (42,6)
interstisiyel 13 (27,7)
-
Yatis stiresi n (%) 7 gin ve alti 32 (68,1)
7 giin Usti 15 (31,9
:czg;)n bakim ihtiyaci 3(6,4)
Yogun bakim stire
Ortalama + SD 1,3+0,6
(Median)
rl?a([’w/ol)(ulturu Ureme 3(6,4)
Lékosit 103/mm3 11,5+8,8
Trombosit 103/mm3 367,1+156,1
Notrofil orani % 51,9+24,4
Sae;jtimentasyon mm/ 33,319,8
CRP mg/L 59,7+78,5
Fibrinojen 461,8+196,2
D-dimer 1333,5+1364,4

PA: Posterior anterior, SD: Standart deviasyon, CRP: C-reaktif protein
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Tartisma

Pnémoni, akciger parankiminin mikroorganizmalarla
invazyonu ve pulmoner dokunun ekstdatif
konsolidasyonudur (5). Pnémoni olgularinda gelisen
vaskiler konjesyon, alveoller icerisinde fibrin birikimine
neden olabilmektedir. Fibrinolitik sistemin aktivasyonu ile
alveol bosluklari icerisinde biriken fibrinin yikildigi ve fibrin
yikim Urnd olan D-dimerin serumda ytkseldigi bildirilmistir
(5,7). Ayrica pnoémonili olgularda mikroorganizmalarin
bakteri duvari fragmanlarinin ya da gram negatif olanlarin
endotoksinlerinin de fibrinolitik sistemin aktivasyonunu
tetikledigi  dUstndlmektedir (7). Literatlrde eriskin
pnémonili olgularda D-dimer dizeylerini arastiran sinirli
sayida calismaya rastlanirken bizim bilgilerimize gore
cocuklarda yapilmis hicbir calisma yoktur. Calismamizda
pnémonili cocuklarda serum D-dimer dizeyleri hastane
yatis sUrelerine ve radyolojik bulgularina gére karsilastiriimis
ek olarak da D-dimer dulzeyleri ve standart akut faz
reaktanlari arasindaki iliski arastiriimistir.

Eriskin pnémonili hastalarda yapilan ¢alismalarin blyik
kisminda pndémoni agdirlik skorlari ya da mortalite hizlari
ile D-dimer diizeyleri arasindaki iliski calisimistir. Ozellikle
yogun bakimda tedavi goren pndmonili hastalarda agirlik
skorlari ve mortalite hizlari ile D-dimer dizeyleri arasinda
anlamli iliskiler gd&sterilmistir. Ribelles ve ark.'nin (8)
calismasinda D-dimer duzeyleri ile hastane mortalitesi
arasinda pozitif yénde iliski oldugu saptanmistir. Hastane
ici mortalite oraninin yiksek (%12,6) olarak bulundugu
calismada sagkalim gdstermeyenlerde ortalama D-dimer
dlzeyi 378612646 ng/ml iken, sagkalim gdsterenlerde
1609+1808 ng/ml olarak bulunmustur (8). Shorr ve ark.
(9) pndémoni nedeni ile yogun bakim Unitesine yatirilan 14
eriskin hastanin dokuzunda D-dimer duzeylerini ylksek
olarak saptamislardir.

Michelin ve ark.’nin (10) calismalarinda ise D-dimer
duzeyleri kontrol grubunda 48 pg/L, pnédmonili grupta 244
ug/L, plevral eflzyon ve pnémonili grupta 751, ampiyemli
grupta 2003 ug/L bulunmus ve komplikasyonun siddetine
gore artma egiliminde olmustur.

Chalmers ve ark. (11) mekanik ventilatér gereken
pnémonili hastalarin bronkoalveolar sivi érneklerinde non
komplike pnémonili hastalara gore daha yiksek D-dimer
duzeyleri saptadiklarini belirtmislerdir.

Ozellikle akut respiratuvar distres sendromu (ARDS)
gelisen pnomonili  hastalarda D-dimer daha ylksek
olup hastaligin siddetiyle orantili olarak progresif artis
gostermekteydi. Bazi pndmonili hastalarda ARDS gelismesi
bu hastalardaki intraalvoelar fibrin birikiminin digerlerine
gore daha yaygin ve kalici olmasina baglanmistir (11).
Nastasijevic Borovac ve ark. (12) calismalarinda pnémonili
yasl hastalarda D-dimer dizeylerinin mortalite riski ve
hastaligin agirlik skorlari ile anlamli korelasyon gésterdidini
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bildirmislerdir. Yine bir baska calismada toplumdan
kazanilmis pnédmonili hastalarda D-dimer dizeyleri ylksek
bulunmustur. Ayrica artmis D-dimer dizeylerinin hastaligin
mortalitesi ve komplikasyonlari ile iliskili oldugu ve 500
pg/L altindaki degerlerde komplikasyon riskinin dnemli
oranda azaldigi gosterilmistir (13).

Galismamizda pnémonili olgularda ortalama D-dimer
dlzeyleri normal sinirlarin olduk¢a Ustlinde bulundu.
Hasta grubumuz ¢ogunlukla hafif ve orta dizeyde agirlikta
hastalardan olusmaktaydi. Yalniz ¢ hasta bir ile iki gin

arasinda yogun bakimda kalmiglardi ve bu sayi istatistiksel
karsilastirma yapmak icin yeterli degildi. Bu nedenle
pnomonili hastalari yatis sirelerine gére yedi giin ve alti,
yedi glin Ustl olmak tzere iki grupta degerlendirdik. Ancak
D-dimer dizeyleri acisindan daha uzun yatan hastalar ile
diger grup arasinda anlamli farklilik yoktu. Yogun bakim
ihtiyaci gosteren hastalarin tgl de yedi glin Ustlinde yatan
grup icerisindeydi.

Literatlrde bir ka¢ calismada D-dimer duzeyleri ile
pnoémonili hastalarin radyolojik bulgulari ve akciger tutulum

Tablo 2. Pnémonili cocuklarin demografik, klinik ve laboratuvar verilerinin hastane yatis siirelerine gére karsilastiriimasi

Ozellikler 7 giin ve alti 7 giin Ustii p
Yas (Yil) Ortalama + SD 3,6£3,9 5,7+5,9 0,438
Cinsiyet Erkek n (%) 20 (62,5) 11(73,3) 0,465
Kiz n (%) 12 (37,5) 4(26,7)
Akciger grafisi Lober 9 (28,1) 5(33,3) 0,725
n (%) Bronkopnémoni 15 (46,9) 5(33,3)
interstisyel 8 (25,0) 5(33,3)
Yogun bakim ihtiyaci n (%) 0(0,0) 3 (20) 0,028
Hemoglobin g/dL 11,441,2 10,8+2,0 0,176
Hematokrit % 33,8+4,0 32,7+4,9 0,415
Lokosit 103/mm3 11,509+9,799 11,726+6,730 0,479
Trombosit 103/mm3 373,8+171,6 352,7+121,0 0,900
Notrofil orani % 47,9+24,3 31,8+21,7 0,075
Sedimentasyon mm/saat 31,6+19,5 36,8+20,7 0,343
CRP mg/dL 53,6+76,8 72,7£83,3 0,247
Fibrinojen mg/dL 451,9+207,4 485,5+172,0 0,382
D-dimer ng/L 1094,4+820,4 1843,5+£2053,5 0,235

SD: Standart deviasyon, CRP: C-reaktif protein

Tablo 3. Pnémonili cocuklarin demografik, klinik ve laboratuvar verilerinin radyolojik bulgularina gére karsilastiriimasi

Ozellikler Lober Bronkopnémoni interstisyel p

Yas (yil) Ortalama + SD 7,6£5,5 3,344,2 2,142,1 0,007
Erkek n (%) 11 (78,6) 13 (65,0) 7 (53,8) 0,429
Kiz n (%) 3(21,4) 7 (35,0) 6 (46,2)

Yatis stiresi Ortalama + SD 7,3%1,8 6,3+2,3 7,142 0,379
Yogun bakim ihtiyaci n (%) 1(7,1) 1(5,0) 1(7,7) 1,000
Lokosit 103/mm3 15,1£13,3 10,0+6,3 10,0+4,7 0,943
Trombosit 103/mm3 384,6+182,0 345,6+172,5 381,4+95,9 0,795
Notrofil orani % 70,5+24,5 49,1£21,0 36,0+15,7 0,002*
ESH mm/saat 47,6+21,0 26,8+17,5 27,8£14,0 0,006*
CRP mg/dL 103,1+84,7 56,7+84,7 17,6£19,1 0,016**
Fibrinojen 643,1+£185,5 337,6+112,2 431,0£151,4 <0,001*
D-Dimer 1384,1+832,8 1568,8+1911,5 916,9+562,1 0,336

*Lober pnémoni ve diger iki grup arasinda, **Lober pnémoni ve interstisyel pnédmoni arasinda

SD: Standart deviasyon, ESH: Eritrosit sedimantasyon hizi, CRP: C-reaktif protein
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Tablo 4. Pnémonili cocuklarda D-dimer diizeylerinin
yas, yatis siiresi ve akut faz reaktanlari ile iliskisi

rho P
Yas (Yil) Ortalama + SD -0,312 0,006
Yatis sUresi 0,259 0,078
Lékosit 103/mm3 0,150 0,197
Trombosit 103/mm3 0,022 0,850
Notrofil orani% 0,048 0,680
Sedimentasyon mm/saat 0,658 <0,001
CRP mg/dL 0,581 <0,001
Fibrinojen 0,424 <0,001
CRP: C-reaktif protein, SD: Standart deviasyon

tipleri arasindaki iliski arastiriimistir. Levi ve ark.'nin (14)
calismasinda D-dimer dlzeylerinin alveoler veya intersitisyel
pnomonisi olan hastalarda bronkopn&monisi olanlara gére
daha yiksek oldugu saptanmistir. Yine Giinther ve ark. (15)
pndmonili hastalari alveoler, interstisyel ve bronkopnémoni
olarak ¢ grupta incelemis olup bronkoalveolar lavaj
sivisinda D-dimer duizeyleri alveoler ve interstisyel pndmoni
grubunda daha yiksek bulunmustur.

Galismamizda diger c¢alismalarin  aksine posterior
anterior akciger grafisine gore siniflandirmis oldugumuz
pnoémoni  subgruplart  arasinda  (lober, interstisyel,
bronkopulmoner) D-dimer dlctimlerinde istatistiksel olarak
anlamli farkliik g&rdlmemistir (p>0,05). Ancak standart
akut faz reaktanlari (I6kosit, ESH ve CRP) lober pndmoni
grubunda istatistiksel olarak daha yuksekti.

Langstrom ve ark. (16) pndmonili olgularda D-dimer
dizeyleriile CRP arasinda, Ribelles ve ark. (8) I6kositoz, CRP
yUksekligi ve bakteriyemi arasinda korelasyon oldugunu
gostermislerdir Levi ve ark.'nin (14) calismasinda benzer
bir iliski gosterilemedi. Calismamizda ilk iki calisma ile
uyumlu olarak D-dimer diizeyleri ile ESH, CRP ve fibrinojen
arasinda anlamli bir iliski gosterdik ve akut faz reaktani
olarak yararli olacagi kanisina vardik. D-dimer dizeylerinin
yogun bakimda izlenen eriskin pndmonili hastalarda
hastaligin ciddiyetini gésteren bir marker olarak CRP'den
daha anlamli oldugu bildirilmistir (17).

D-dimer dUlzeyleri ve pndmoni tanisi alan hastalarin
taburcu sonrasi prognozlari arasindaki iliski hakkinda
glnlimdizde fazla bir bilgi yoktur. Bu konudaki ilk
arastirma Yende ve ark. (18) tarafindan yapiimistir.
Amerika Birlesik Devletleri'nde yirmi sekiz merkezi igine
alan bu genis kapsamli calismada pndmoni nedeni ile
hastanede yatirilarak izlenen hastalarda taburcu sonrasi
ilk bir yil icinde kardiovaskiler nedenle 6lim oraninin
anlamli olarak artmis oldugu gdsterilmistir. On sekiz yas
Ustl eriskin hastalarda yapilan calismadaki hastalarin
blylik cogunlugunda pndmoni agir degildi ve ortalama
yatis slreleri yedi glndl. Hastalarin hicbirinde bilinen
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bir kardiyovaskdiler ya da kronik hastalik yoktu. Sonuglar
taburculuk aninda ortalama iki kat yiksek olan D-dimer
duzeylerinin hastada subklinik olarak var olan bir kardiyak
patolojiyi acida ¢ikarmasina baglandi.

Sonucg

Galismamizda pndmonili olgularda D-dimer diizeyleri
artmis  bulundu. Ancak D-dimer duzeylerinin vyalniz
akut donemdeki bulgular ile iliskilendirilmesinin yeterli
olmadigini taburcu sonrasi prognoza etkisini arastiran
uzun sureli calismalara gereksinim oldugu kanisindayiz.
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0z Abstract
Amac: Prostat biyopsi ve radikal prostatektomi Orneklerinin Aim: To evaluate the concordance between the Gleason Scores
Gleason skorlari (GS) arasindaki uyumu degerlendirmektir. (GS) of prostate biopsy and radical prostatectomy specimens.
Yéntemler: Haseki Egitim ve Arastirma Hastanesi, Uroloji Methods: Prostate biopsy was performed in 1135 patients
Klinigi'nde 2008 ile 2012 yillari arasinda prostat kanseri 6n with the suspicion of prostate cancer in our clinic between
tanisiyla 1135 hastaya prostat biyopsisi yapildi. Bu hastalardan 2008 and 2012. A total of 366 patients were diagnosed with
366'sina prostat kanseri tanisi konuldu. Radikal prostatektomi prostate cancer. Radical prostatectomy was performed in 73 of
operasyonu 73 hastaya yapildi ve bu hastalarin biyopsi ve these patients and GS of pathology specimens were included in
prostatektomi orneklerinden elde edilen GS'si karsilastirildi. this study for comparison. The patients were divided into three
Hastalar D’amico siniflamasina gére disik, orta, ylksek risk groups (low intermediate- and high-risk patients) according to
olmak Uzere 3 sinifa ayrildi. the D'amico risk classification for prostate cancer.
Bulgular: Hastalarin yas ortalamasi 64,2+6,1 (aralik: 54-73) idi. Results: The median age of the patients was 64.2+6.1 years (54-
Hastalarin serum prostat spesifik antijen seviyeleri ortalamasi 73). The mean prostate specific antigen level was 20.34 ng/mL
20,34 ng/mL olarak bulundu. Hastalarin core biyopsi sayisi and the mean biopsy core number was 12+0.58. A statistically
ortalamasi 12+0,58 idi. Hastalarin %65,7'sinde biyopsi sonrasi ve significant concordance was detected between the GS of biopsy
radikal prostatektomi sonrasi GS'nin degerlerinin uyumlu oldugu specimens and radical prostatectomy materials in 65.7% of
goruldl ve istatiksel olarak anlamli oldugu saptandi (p<0,01). patients (p<0.01). There were 40 patients in the low-risk group,
Biyopsi sonrasi yapilan degderlendirmede dusuk risk grubunda however, 8 (20%) of them were identified to be intermediate-risk
olan 40 hastanin radikal prostatektomi sonrasinda gercekte patients and one (2.5%) was found to be a high-risk patient after
sekizinin (%20) orta risk grubunda, birinin de (%2,5) ylksek risk radical prostatectomy.
grubunda oldugu gordldd. Conclusion: Concordance between the GS of prostate biopsy
Sonug: Hastalara dogru tedavi yaklasimini belirlemede biyopsi ve and radical prostatectomy materials are important for selection
prostatektomi sonrasindaki GS arasindaki uyum énemlidir. of the appropriate treatment.
Anahtar Sozciikler: Adenokanser, radikal prostatektomi, Keywords: Adenocancer, radical prostatectomy, transrectal
transrektal biyopsi biopsy

Yazisma Adresi/Address for Correspondence: Faruk Ozgér

Haseki Egitim ve Arastirma Hastanesi, Uroloji Klinigi, istanbul, Tiirkiye

Tel.: +90 536 728 63 12 E-posta: md.farukozgor@yahoo.com

Gelis Tarihi/Received: 10 Mart 2015 Kabul Tarihi/Accepted: 12 Temmuz 2015

32



Ozgor ve ark., Prostat Kanserinde Gleason Skorlamasi

Giris

Prostat kanseri erkeklerde en sik gorilen solid organ
timdriddr ve erkek popllasyonunda kansere bagli
olimlerde ilk siralarda yer alir (1). Prostat spesifik antijen
(PSA) vylksekligi ve sUpheli rektal muayene bulgulari
ile olusan 6n tani sonrasi yapilan doku O&rneklemesi
sonucu prostat kanseri tanisi konulur (2). Prostat kanseri
tedavisinde secilecek yéontemi belirlemede hastanin yasi,
komorbiditeleri, hastanin beklentileri, prostat biyopsisinde
alinan materyalde timérin yayginligi ve gleason skoru
(GS) 6nemli rol oynamaktadir (3,4).

Gleason derecelendirme sistemi prostatin glanduler
yapilarindaki  farklilasmanin  histopatolojik  olarak
degerlendiriimesine dayanir ve ilk kez 1966 yilinda Donald
Gleason tarafindan tanimlanmisir (5). Bu deg@erlendirme,
biyopsi 6rneklerinde en sik saptanan birinci ve ikinci
GS'nin toplanmasiyla yapilir. Kolay ve pratik bir siniflama
olmakla beraber prostat biyopsisi ve radikal prostatektomi
Ornekleri arasinda GS'nin farkli olarak degerlendirilmesi
bazi hastalarda kuratif tedavilerin gecikmesine yol acarken

bazi hastalarin ise fazladan tedavi alabilmesine yol
acabilmektedir (6,7).
Bu calismada biyopsi ve radikal prostatektomi

orneklerinin GS'leri arasindaki uyumu degerlendirmeye
calistik. Ayrica D'Amico siniflamasini kullanarak hastalarin
risk gruplarini prostat biyopsisi ve radikal prostatektomi
orneklerine gore siniflayarak karsilastirdik.

Yontemler

Klinigimizde 2008 ile 2012 yillari arasinda prostat
kanseri 6n tanisiyla prostat biyopsisi yapilan 1135 hastanin
dosyasi geriye donik olarak incelendi. Bu hastalardan
366'sinin prostat kanseri tanisi aldigr gorildi. Radikal
prostatektomi operasyonu yapilan 73 hastanin biyopsi
ve radikal prostatektomi drneklerinden elde edilen GS'ler
ile hastalarin D’Amico siniflamasina goére disik, orta,
yUksek risk olmak Gzere 3 sinifa ayrildi. Ayrica hastalar
prostatektomi sonrasi GS'leri karsilastirildi.

Hastalardan biyopsi alinma kriterleri PSA yUksekligi
ve/veya rektal tusede stpheli bulgu saptanmasi olarak
belirlendi. Hastalara biyopsiden bir gin &nce oral
siprofloksasin (gtinde iki kez, 500 mg) baslandi. Biyopsi
sabahi barsak temizligi icin lavman vyapildi. Tanisal
biyopsilerinde iki hastadan 10, 69 hastadan 12, bir
hastadan 16 kadrandan transrektal ultrason esliginde
ornek alindi ve patolojik degerlendirmeleri yapildi. Biyopsi
oncesinde neo adjuvan tedavi alan hastalar ve prostat
cerrahisi geciren hastalar calisma disi birakildi.

istatistiksel hesaplamalarda SPSS 16.0 bilgisayar
yaziimindan faydalanildi. Degerler sayi, ortalama, standart
sapma ve yuzde olarak belirtilirken karsilastirmalarda ki-
kare testi kullanildi.

Bulgular

Hastalarin yas ortalamasi 64,2+6,1 (aralik: 54-73) ve
ortalama serum PSA seviyesi 20,34 ng/mL (aralik: 1, 2-100)
olarak bulundu. Hastalardan alinan biyopsi kor ortalamasi
1240,58 idi. Biyopsi sonrasi GS 3+3 olan 60 hastanin
41'inde radikal prostatektomi sonrasi GS uyumlu iken, 12
hastada 3+4, 2 hastada 3+5, 2 hastada 4+4, bir hastada
4+5 bulundu ve bir hastanin patolojisi ylksek dereceli, bir
hastanin ise patolojisi benign olarak saptandi. Biyopsi sonrasi
GS 3+4 olan 11 hastanin altisinda radikal prostatektomi
sonrasi GS uyumlu iken iki hastada 3+3, bir hastada 4+3,
bir hastada 4+4, bir hastada 4+5 bulundu. Biyopsi sonrasi
GS 4+3 olan bir hastada radikal prostatektomi sonrasi GS
uyumlu bulundu. Biyopsi sonrasi GS 4+4 olan bir hastanin
radikal prostatektomi sonrasi GS 4+5 bulundu. Hastalarin
%65,7'sinde biyopsi sonrasi ve radikal prostatektomi sonrasi
GS degerlerinin uyumlu oldugu goruldu ve istatiksel olarak
anlamli oldugu saptandi (Tablo 1).

Biyopsi sonrasi yapilan degerlendirmede dusuk risk
grubunda olan 40 hastanin gergekte sekizinin (%20) orta
risk grubunda, birinin de (%2,5) yuksek risk grubunda
oldugu gorildi (Tablo 2). Biyopsinin risk gruplarini
belirlemedeki sensitivite ve spesifisitesi Tablo 3'de
gosterilmistir. Ayrica rektal biyopsi patolojileri ile post

Tablo 1. Biyopsi ve radikal prostatektomi 6rneklerinde Gleason skorlari karsilastiriimasi
Radikal prostatektomi Toplam
Biyopsi 3+3 3+4 3+5 4+3 4+4 4+5 BPH BPH+
HPIN
3+3 | %68,3 (41) | %20(12) %3,3(2) | %0 (0) %3,3(2) | %1,7(1) | %1,7(1) | %1,7(1) | %100 (60)
3+4 | %182 (2) | %54,5(6) | %0 (0) %9,1(1) | %9,1(1) | %9,1 (1) | %0(0) | %0(0) | %100 (11)
4+3 | %0 (0) %0 (0) %0 (0) %100 (1) | %0 (0) %0 (0) %0 (0) | %0 (0) | %100 (1)
4+4 | %0 (0) %0 (0) %0 (0) %0 (0) %0 (0) %100 (1) | %0 (0) %0 (0) %100 (1)
Toplam %58,9 (43) | %24,7 (18) | %2,7 (2) | %2,7(2) | %41 (3) | %4,1(3) | %1.4(1) | %1,4(1) | %100 (73)
HPIN: Yiiksek dereceli (high grade) prostat intraepitelyal neoplazi, BPH: Benign prostat hiperplazisi
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operatif patolojiler arasinda uyumluluk ve uyumsuzluk
saptanan hastalar arasinda ortalama vyas, ortalama
preoperatif PSA degeri, ortalama alinan kor sayisi ve
ortalama adenokanser saptanan kor sayilari arasinda
istatistiksel olarak anlamli farklilik saptanmadi.

Tartisma

Gleason degerlendirmesi prostat kanserinin
prognozunu belirlemede 6nemli ve pratik bir skorlama
sistemidir (8). Bununla beraber biyopsi ve prostatektomi
ornekleri ile Gleason degeri arasinda tam bir uyum
olmadigi cesitli serilerde belirtilmistir (9). Biyopsi ve radikal
prostatektomiden elde edilen uyumsuzluk; drnekleri farkli
patologlarin degerlendirmesi, Gleason skorunun 6-8 gibi
dar bir aralikta tanimlanabilmesi gibi nedenlere baglanmistir
(10,11). Literatirde uyumun %28-68 arasinda degistigi
bildirilmistir (12,13). Bu calismada biyopsi 6rnekleri ve
radikal prostatektomi Ornekleri incelendiginde uyumun
%65,7 oldugu bulunmustur.

Biyopsi ve prostatektomi GS arasindaki farkliligin
biyopsinin  hangi yontemle alindigina (transperineal,
transrektal, transuretral) bagl olabilecegi dne strllmustur
(14). Ozellikle transiiretral yolla elde edilen drneklerde
bu farkliigin daha fazla oldugu belirtilmistir (15,16). Bu
calismada ise her olguda transrektal yontem kullanilarak
biyopsi alinmistir. Ayrica biyopsi sayisinin GS'leri arasindaki
uyuma etkilerini inceleyen Thickman ve ark.'nin (17)
calismasinda dort veya bes adet alinmasinin uyumu en Ust
dizeye cikardigi gosterilmistir. Bu ¢alismada hastalardan
=10 adet biyopsi 6rnedi alinmistir.

Literatlrde biyopsi ve prostatektomi sonrasi GS'ler
arasinda %60-70'e varan uyumsuzluk bildirilmistir. Bu
uyumsuzluk, biyopsi sonrasi GS degerlerinde daha duisuk
derecelendirme yapiimis olmasindan kaynaklanmaktadir
(5,8,10).Koksalveark.'nin (13) 134 biyopsive prostatektomi
orneklerinin - GS’lerini  karsilastirdidi  calismada %45
uyumlu, biyopsi érneklerinde %45'inde dlstk, %10'unda
yUksek derecelendirme yapildigi saptanmistir. Rajinikanth
ve ark.'nin (9) ise 1363 olguyu iceren calismalarinda
biyopsi ve prostatektomi &rneklerindeki GS %59'unda
uyumlu iken, biyopsi 6rneklerinde %32’sinde dustk,
%9'unda ylksek derecelendirme yapilmistir. Bu ¢alismada
biyopsi ve prostatektomi oOrneklerinde GS %65,8'inde
uyumlu iken, biyopsi orneklerinde %28,8'inde dusuk,
%2,7'sinde yuksek derecelendirme yapiimistir ve %2,7
olguda ise biyopside GS 3+3 olarak degerlendirilmisken
prostatektomide benign patoloji bulunmustur.

Biyopsi ile elde edilen GS hastaya uygulanacak tedavi
seciminde ve hastanin prognozunu belirlemede énemli bir
parametredir. Biyopside ylksek evreleme gereginden fazla
tedavi uygulanmasina sebep olabilirken, daha sik gorllen
duslk evreleme ise kuratif bir tedavi seceneklerinin
tercih edilmesine engel olabilir Ek olarak GS yuksek
olup biyopside dustik saptanmasi durumunda hastalarin
aktif izleme alinmasi prognozu kétu etkileyebilir (4,17).
D’'Amico ve ark. (18) yaptigi siniflamada biyopsi GS'ye
skoruna gore dustk riskli olan hastalarin aslinda %20’sinin
orta riskli, %2,5'inin ise ylUksek riskli oldugu bu calismada
gosterilmistir. Bu da hekimin sececegi tedavi yonteminde
eksik kalabilecegi sonucunu ortaya koymaktadir.

Tablo 3. Biyopsinin risk gruplarini belirlemedeki Calismanin yetersizlikleri olarak calismanin
sensitivite ve spesifisitesi L . . Lo -
retrospektif dizayni ve dahil edilen hasta sayisi gorilebilir.
LR Spesifisite Ayrica biyopsinin farkli hekimlerce yapiimasi sonuglari
Dustik risk grubunda %93,8 %75,6 etkileyebilecek diger bir parametredir. Son olarak bu
Orta risk grubunda %69.2 %93.6 calisma sadece prostat biyopsi ve radikal prostatektomi
- , sonrasindaki GS ve D’Amico risk siniflamasina odaklanmis,
Yiksek risk grubunda %84,6 %98,3 .
hastalar aldiklari tedaviler ve prognozlari agisindan
Genel %83,1 %90,5 incelenmemistir.
Tablo 2. D'Amico siniflamasina gore biyopsi ve prostatektomi sonrasi degerlendirmede diisiik, orta ve yiiksek riskli
hastalarin dagilimlari
D’Amico siniflamasi prostatektomi sonrasi Toplam
Diisuk risk Orta risk Yiiksek risk Benign
D’Amico Duisiik risk %75 (30) %20 (8) %2,5 (1) %2,5 (1) %100 (40)
siniflamasi
prostat Orta risk %9,5 (2) %85,7 (18) %4,8 (1) %0 (0) %100 (21)
biyopsisi
B i Yiksek risk %0 (0) %0 (0) %91,7 (11) %8,3 (1) %100 (12)
Toplam %43,8 (32) %35,6 (26) %17,8 (13) %2,7 (2) %100 (73)
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Sonug

Prostat kanseri tanisi alan hastalarda GS’nin dogru
olarak hesaplanmasi hastaya onerilecek ve uygulanacak
tedavi secenegini etkileyecektir. Hekimlerin daha saglikli
kararlar verebilmeleri icin, biyopsi sonrasinda patoloji

sonuclarini - degerlendirirken GS'de  %40'lara  varacak
oranda hata pay olasiligini géz oninde bulundurmalari
gerekir.

Etik

Etik Kurul Onayi: Calismamizin retrospektif yapisindan
dolayl etik kurul onayina gerek duyulmamistir. Hasta
Onayi: Alinmistir. Hakem Degerlendirmesi: Editorler kurulu
tarafindan degerlendirilmistir.
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Abstract

Amag: Calismamiz hemoglobin A4 (HbA.) ile serum 25-hidroksi
vitamin duzeyleri arasindaki iliskiyi incelemek ve cinsiyete bagl
olasi farkliliklari arastirmak icin planland.

Yoéntemler: Bu calismada 660 erkek, 3015 kadin olmak Uzere
toplam 3675 kisinin aglik kan glukozu, HbA;., parathormon
ve 25-hidroksi vitamin D degerleri retrospektif olarak incelendi.
Galismamiza dahil edilen kisiler cinsiyetlerine gére iki, HbA;.
diizeylerine gore; prediyabetli, diyabetli ve kontrolstz diyabetli
olarak Ug¢ gruba ayrildi (HbAq. dizeyleri sirasiyla, %5,7-6,4,
%6,5-8,0 ve >%8,1). Diyabet 6ykist olmayan ve HbA ;. diizeyleri
%4,0-5,6 olan bireyler kontrol grubunu olusturdu.

Bulgular: Kontrolsliz diyabetli kadin hasta grubunda 25-hidroksi
vitamin D duzeyleri anlaml distk saptanirken (p<0,001),
erkeklerde hicbir grupta fark gézlenmedi. Kadinlardaki 25-hidroksi
vitamin D dUzeylerindeki dlsme egiliminin prediyabet dénem
olan HbA;. degeri %5,8'de basladigi gdzlendi. Parathormon
duzeyleri agisindan gruplar arasinda anlamli bir fark bulunmadi.
Sonug: HbA'nin yani sira 25-hidroksi vitamin D diizeylerinin de
arastiriimasi Ozellikle diyabetli kadin hastalarin izleminde dikkate
alinmalidir.

Anahtar Sézciikler: Diyabet, Hemoglobin A;. 25-hidroksi
vitamin D, parathormon

Aim: The aim of this study was to evaluate the relationship
between hemoglobin A (HbA;.) and 25-hydroxyvitamin D levels
and to investigate the difference in this relationship between
genders.

Methods: In this study, we retrospectively evaluated fasting blood
glucose, HbA{., 25-hydroxyvitamin D and parathyroid hormone
levels in 3675 subjects (660 male, 3015 female). The subjects were
divided into two groups according to sex and into three groups
according to HbA;. levels as pre-diabetics (5.7-6.4%), diabetics
(6.5-8.0%) and uncontrolled diabetics (>8.1%). Individuals with
an HbA,. value between 4.0% and 5.6% who had no history of
diabetes mellitus constituted the control group.

Results: Significantly low levels of 25-hydroxyvitamin D were
detected in female uncontrolled diabetics (p<0.001). However, no
difference found in males between the groups A downward trend
in 25-hydroxyvitamin D levels was observed to start in prediabetes
period. There was no significant difference in parathyroid hormone
levels between the groups.

Conclusion: In addition to HbA;. levels, 25-hydroxyvitamin D
levels should be investigated and considered especially in follow-up
of diabetic female patients.

Keywords: Diabetes, hemoglobin Aj. 25-hydroxyvitamin D,
parathyroid hormone
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Giris

Diyabet, instlin hormonunun eksikligi veya etkisizligi
sonucu ortaya ¢ikan endokrin bir hastaliktir. Tm diinyada
ve Tlrkiye'de %710'u asan siklikta gortlir ve olgularin
%90-95ini tip 2 diyabet, %5-10"unu tip 1 diyabet ve %2-
3'Un0 ise diger diyabet formlari olusturur (1).

Diyabetli hastalarda doku hasarinin  proteinlerin
nonenzimatik glikozilasyonundan kaynaklandig
distintlmektedir. Bu hastalikta bazi proteinler glukoz
ile baglanir ve anormal fiziksel ozellikler gosterirler (2-
4). Dolasimda kaldiklari uzun sire boyunca, eritrosit
icindeki hemoglobinde cesitli yapisal dedisiklikler olabilir.
Bunlardan en 6nemlisi nonenzimatik glikozilasyondur (5) ve
hemoglobin A (HbA1c) olarak adlandirilir. HbA;. olusma
hizi, eritrositlerin dolasimda bulundugu 2-3 ay boyunca
maruz kalinan kan glukoz dizeyini gosterir (6). Diyabet
tanisinda, izleminde ve komplikasyonlarinin éngorisinde
Amerikan Klinik Endokrinologlari Dernegi'nin yayinladig
kriterler kullanilmaktadir (7).

Bir 6n hormon olan D vitamininin hayvansal kaynakli
kolekalsiferol (vitamin D3) ve bitkisel kaynakli ergokalsiferol
(vitamin D2) olmak Uzere iki 6ncllu vardir (8). D vitamini
yag hicrelerinde depo edilir ve gerektiginde dolasima
salini. Dolasimda D vitamini, vitamin D baglayici protein
ile karacigere tasinir. Karacigerde 25-hidroksilaz enzimi ile
25-hidroksi vitamin D olusur. 25-hidroksi vitamin D, D vitamini
alimi ve endojen yapimini gésterir. Clink{ 25-hidroksi vitamin
D dolagimdaki baslica D vitamini formudur ve yar émri 2-3
haftadir (9). Olusan 25-hidroksi vitamin D bobrekte 1-alfa
hidroksilaz enzimi ile aktif metabolit olan 1,25-dihidroksi
vitamin D'ye donusmektedir. 1,25-dihidroksi vitamin D
gucll  antiproliferatif, prodiferansiyatif, proapoptotik ve
immunomoddlator etki gdsterir (10). 1,25-dihidroksi vitamin D
yeterli dlizeye ulastiginda bébrekte 24, 25-dihidroksi vitamin
D olusmakta ve ardindan katabolize edilmektedir (11).

Kalsiyum metabolizmasinin yaninda insllin seviyesinin
dizenlenmesinde 25-hidroksi vitamin D énemli rol oynar
ve seker metabolizmasini destekler (10). Populasyon
calismalari 25-hidroksi vitamin D seviyesi yiksek bireylerde
diyabet riskinin azaldigini gostermektedir (12). 25-hidroksi
vitamin D yetersizliginin insdlin direncini arttirdigi, insilin
dretimini azalttigr gorilmusttr (13). Pankreasta insdilin
sekresyonunun normal bir sekilde yapilabilmesi icin
1,25-dihidroksi vitamin D formunun gerekli oldugu ratlarda
kanitlanmigtir(14). 1,25-dihidroksivitamin D formu pankreas
B hicreleri fonksiyonunu direkt olarak etkilemektedir (14).
Gebelikte ve erken bebeklik ddnemindeki 25-hidroksi
vitamin D eksikligi iskelet sistemi disinda bircok kronik
hastaligin ortaya ¢ikmasina neden olabilir. Finlandiya'da
yapilan bir calismada gebelikte 25-hidroksi vitamin D alan
ve almayan annelerin ¢ocuklarinda tip 1 diyabet insidansi
arastirimis ve 25-hidroksi vitamin D alimi sonucu insidans
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cok daha dusuk bulunmustur (15). Tip 2 diyabetli hastalara
bir ay boyunca gunlik 1332 IU kolekalsiferol verilmesi
ile instlin yanitinda artma ve insulin direncinde dizelme
saptanmistir (16). Calismamizda diyabet izlem belirteci
olan HbA. ile 25-hidroksi vitamin D degerleri arasindaki
iliskiyi inceledik. Bu iliskinin kadin ve erkek cinsiyetleri
arasinda farkl olup olmadigini arastirdik.

Yontemler

Bu calismada toplam 3675 kisinin verileri retrospektif
olarak degerlendirildi. Ag¢lk kan glukozu, HbA;,
parathormon ve 25-hidroksi vitamin D duzeyleri icin kan
ornedi en az 8 saatlik aglk sonrasinda alindi. Aclik kan
glukozu fotometrik (Hekzokinaz) yontem ile (Roche Cobas
8000 Roche Diagnostics, Mannheim, Germany), HbA1c
dizeyi ylUksek performansli affinite kromatografisi yontemi
ile (Trinity Biotech Premier HB9210, Trinity Biotech Plc,
irlanda), 25-hidroksi vitamin D diizeyi yiilksek performansli
sivi kromatografi kitle spektrometri yontemi ile (Zivak
ONH-100A, Zivak Teknoloji, Kocaeli, Turkiye) olctldd.
25-hidroksi vitamin D icin yetmezlik sinir <25 nmol/L
(10 ng/mL) olarak alindi. 25-hidroksi vitamin D dizeyini
etkileyebilecek ila¢c kullanimi olan hastalar ve rikets,
osteomalasi tanisi almis hastalar calismaya alinmadi.
HbA;. dizeylerine gbére dort grup olusturuldu; kontrol
grubu (1. grup): Diyabet 6ykisi olmayan bireyler, 2. grup:
Prediyabetli bireyler, 3. grup: Diyabetli bireyler, 4.grup:
Kontrolsliz diyabetli bireyler. Bu gruplarin HbA1c dizeyleri
siraslyla %4,0-5,6; %5,7-6,4; %6,5-8,0 ve >%8,1 idi (17).

istatistiksel degerlendirmeler SPSS 17.0 istatistik
paket programi kullanilarak yapildi. HbA1c diizeyine gore
ayrilan gruplar ile 25-hidroksi vitamin D ve parathormon
dizeyleri arasindaki karsilastirmalar One-Way Anova
testi kullanilarak degerlendirildi. 25-hidroksi vitamin D
diizeyleri ile HbA7. dizeyleri arasindaki iliskiyi ortaya
koymak icin Spearman korelasyon testi kullanildi. Sonuglar
%95'lik glven araliginda, anlamlilik p<0,05 dizeyinde
degerlendirildi.

Bulgular

Galismaya dosyalari dahil edilen 3675 kisinin 660°1 erkek
(%18) 3015i kadindi (%82). Tim hastalarin yas ortalamasi
53,7+14,6 yil olup gruplar arasi anlaml bir fark yoktu
(p>0,05).

Galismadaki kisilerin %34'Un0 kontrol grubu (1. grup),
%33'Unl prediyabetli hastalar (2. grup), diyabetli hastalar
(3. grup) ve %13'UnU kontrolsiz diyabetli hastalar (4.
grup) olusturmaktaydi (Tablo 1). Calismamiza dahil edilen
gruplarda 25-hidroksi vitamin D ve parathormon dizey
degisimleri incelendi. Gruplar arasinda parathormon
dizeyleri agisindan bir fark bulunmadi (Sekil 1). 25-hidroksi
vitamin D duzeylerinde ise prediyabetli hastalarda baslayan
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ve kontrolstiz diyabette anlamli olan bir azalma goézlendi
(Sekil 2). Bu azalma cinsiyete gore ayrilip incelendiginde
anlamli duslstn erkeklerden degil (p<0,05) kadinlardan
kaynaklandigr  gordldi  (Sekil  3). Kadinlarda HbA1c
degerlerine gore detayll bir inceleme vyapildiginda ise
25-hidroksi vitamin D diizeylerindeki dismenin HbA; - degeri
%5,8 olan prediyabet evrenin basinda basladigi gérildu
(Sekil 4).

Tartisma

Galismamizda kontrol, prediyabet, diyabet ve kontrolsiiz
diyabet hastasi olarak ayrilan dort grupta 25-hidroksi vitamin
D dlzeyleri karsilastinldiginda 3. grupta 25-hidroksi vitamin D
duzeyinin azalmaya basladigi, kontrolstiz diyabet grubunda
ise 25-hidroksi vitamin D dizeyi ortalamasinin (13,7+10,3
ng/mL) anlamli derecede distk oldugu saptandi (p<0,05).
Johns Hopkins Tip Fakdltesi'nde yayinlanan bir arastirmaya
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Sekil 1. Gruplar arasi parathormon (pg/mL) diizeyleri (Gruplar arasi:
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Sekil 2. HbA. degerlerine gore ayrilan 4 grup arasindaki iliskiyi
belirlemek amaciyla uygulanan tek yénli varyans analizi (ANOVA)
sonuclari
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gore tip 2 diyabetli hastalarin %91'inde 25-hidroksi vitamin
D'nin eksik (15 ng/dL altinda) veya yetersiz (15-30 ng/mL)
oldugu tespit edilmistir (18). Calismamizda parathormondan
bagimsiz olarak bu iliskinin oldugu gdzlemlendi. Kadin ve
erkek hastalarda aclik kan glukoz dtizeyleri ile HbA . dlzeyleri
arasinda anlamli bir iliski bulunmustur (sirasiyla 0,845 ve
0,765) ve 25-hidroksi vitamin D'nin glukoz ile korelasyonu
HbA1c ile korelasyonuna benzerlik gdsterdigi bulunmustur.
Ancak anlik glukoz duzeyleri degisebildigi icin daha stabil
olmasi ve HbA;nin diyabetlilerde glisemik kontroli
gostermesi ile birlikte diyabet komplikasyon gelisme riskini
ve diyabet bakiminin kalitesini yansittigi kabul edildiginden
HbA1. dizeyleri gruplama da degerlendirmeye alinmistir
(19). Calismamizda parathormondan bagimsiz olarak bu
iliskinin oldugu gdzlemlendi.

Literatrde 25-hidroksi vitamin D yeterli oldugunda
diyabetli hastalarda glisemik kontroliin daha iyi saglandig
ve 25-hidroksi vitamin D ile HbA;. dlzeyleri arasinda ters
oranti oldugu bildirilmistir (18). Calismamizda, bu iliskinin,
kontrol grubunda degil glukoz regilasyonunun bozulmaya
basladigi  prediyabetli hasta grupunda ortaya cktd
gozlemlendi (Sekil 2).

25-hidroksi vitamin D'deki bu dustsin cinsiyete gére farkli
olup olmadigina yonelik incelememizde ise anlamli diisistin
diyabet tanisi almis kadin hastalarda oldugu gorildd. Bunun
Uzerine diyabetli kadin hastalardaki 25-hidroksi vitamin
D'deki diUstsin prediyabet mi yoksa diyabet dénemde mi
basladigini anlamak icin Sekil 4'te gorildigu gibi ayrintil
olarak HbA1c ile 25-hidroksi vitamin D duzeyleri karsilastirildi.
Diyabetli kadin hastalarin HbA . diizeyi %5,8 ve daha yiksek
degerlere ¢iktikca 25-hidroksi vitamin D dizeyinin distigu
goruldi. Bu disUstn HbAq. degerleri arttikca anlamli hale
geldigi gorildi (HbA1c >%9, p=0,031). Ayni iliski erkek
hastalarda gozlemlenmedi (Sekil 5).
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Sekil 3. Cinsiyete gore gruplar arasi 25-hidroksi vitamin D dUzeyleri.
Erkeklerin olusturdugu grupta gruplar arasi p>0,05; kadinlarin
olusturdugu grupta 4. grup ile diger gruplar arasi p<0,001
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Sekil 4. Kadin hastalarda 25-hidroksi vitamin D dUzeyleri ile HbA;.
degerleri arasindaki iliskiyi belirlemek amaciyla uygulanan tek yonli

varyans analizi (ANOVA) sonuglari
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Sekil 5. Erkek hastalarda 25-hidroksi vitamin D duzeyleri ile HbA;.
degerleri arasindaki iliskiyi belirlemek amaciyla uygulanan tek yénli
varyans analizi (ANOVA) sonuglari

Tablo 1. Gruplara ait demografik ve laboratuvar verileri
1. Grup 2. Grup 3. Grup 4. Grup
(Kontrol) (Prediyabetli) (Diyabetli) (Kontrolsiiz diyabetli)
Olgu Sayisi 1247 1190 776 462
Yas (yil) (Ort£SS) 45,7£15,4 57,1£13,2 59,8+12,5 58,3+12,1
Cinsiyet (E/K) 241/1006 210/980 114/662 95/357
Glukoz (mg/dL) (Ort£SS) 88,1£13,4 100,5+19,8* 137,5+36,8* 209,5+78,7*
Parathormon (pg/mL) (Ort+£SS) 47,1£11,4 51,2+£10,7 47,8+9,8 54,6£10,5
HbA 1 (%) (Ort£SS) 5,310,2 5,9+0,2* 7,1£0,4* 9,8+1,6*
25-hidroksi vitamin D (ng/mL) (Ort£SS) 16,9£14,1 18,7£17,2 17,3151 13,7+£10,3*
E: Erkek, K: Kadin, Ort: Ortalama, SS: Standart sapma
*: Konrol grubu ile kiyaslandiginda, p<0,05

Targher ve ark. (20), 25-hidroksi vitamin D eksikligi olan
diyabetli hastalarin HbAq. dizeylerinin yiksek oldugunu
bildirmislerdir.  Bu iliskinin  mekanizmasi, diyabette D
vitamininin beta hiicre fonksiyonunun iyilesmesi tzerine olan
etkisi olarak aciklanmistir (21). Biz de bu calismalarla uyumlu
olarak diyabetli kadin hastalarda HbA1. degeri arttikca D
vitamin duzeyinin distiddnu saptadik. Hyppdnen ve ark.
(15) yaklasik 30 yil stiren tip 1 diabetes mellitus tanisi almis
bebekleri degerlendiren calismalarinda; bebeklere bir yasina
kadar dizenli olarak 25-hidroksi vitamin D verildigi ve bu
bebeklerde ileride tip 1 diyabet gelismesinin %80 oraninda
azaldigi bildirilmistir.

Sonucg

Kadinlarda 25-hidroksi vitamin D élcimundn, eksikligin
asikar olarak ortaya c¢ikmasini beklemeden distsun
basladigini  gdzlemledigimiz  prediyabet  déneminde
Onemsenmesi gerektidi, vitamin D seviyelerinin takibinin
onemli oldugu ve eksikligi belirlenen prediyabetli kadin
hastalarda Vitamin D replasmaninin diyabete gidisi
yavaslatabilecegi kanaatine variimistir.
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A Rare Case of Renal Leiomyoma Treated with

Laparoscopic Partial Nephrectomy
Laparoskopik Parsiyel Nefrektomi ile Tedavi Edilen Nadir Bir Renal

Leiomyoma Olgusu

Fatih Akbulut, Murat Sahan, Burak Ucpinar, Metin Savun, Faruk Ozgdr, Burak Arslan,
AbdUlmuttalip Simsek, Ahmet Yal¢in Berberoglu, Murat Baykal, Murat Binbay
Haseki Traning and Research Hospital, Clinic of Urology, istanbul, Turkey

Abstract

Renal leiomyomas mas are rare and benign tumors. It is not possible
to differentiate between renal leiomyomas and other malignant
renal tumors with imaging methods; the diagnosis is established
only with histopathological examination. Herein, we present a case
of renal leiomyoma which was treated with laparoscopic partial
nephrectomy with the prediagnosis of renal cell carcinoma.

Keywords: Renal leiomyoma, laparoscopy, partial nephrecyomy

0Oz

Renal leiomyomalar nadir gorllen benign timérlerdendir. Renal
leiomyomalari diger malign timérlerden gérintileme yontemleri
ile ayirt etmek mimkin degildir ve sadece histopatolojik
degerlendirme ile tani konmaktadir. Bu olguda, renal hcreli
karsinom 6n tanisi ile laparoskopik parsiyel nefrektomi yapilan
renal leyomyom olgusunu sunacagiz.

Anahtar Sézciikler: Bobrek leiomyoma, laparoskopi, parsiyel
nefrektomi

Introduction

Renal leiomyomas are rare benign tumors originating
from smooth muscle cells. They usually originate from
smooth muscle cells of the renal capsule and, less
commonly, from the renal pelvis and blood vessels (1).
Although renal leiomyomas are seen in 4% to 5.5% of
autopsy specimens, its clinical incidence is very low (2-4).
They are usually asymptomatic and detected incidentally.
The most common clinical symptom is a palpable mass
with or without flank pain, also hematuria can be seen
at presentation (5). Radiological imaging, especially
magnetic resonance angiography helps differentiate
renal leiomyomas from other malignant lesions, but
definitive diagnosis is established only by histopathological
examination. Herein, we report a case of leiomyoma in a
56-year-old woman who presented with flank pain and
diagnosed with renal cell carcinoma on imaging.

Case Report

A 56-year-old woman without a history of previous
abdominal surgery presented with left flank pain for
two months. Urine and blood test results were within
normal limits. On abdominal examination, there was
no palpable mass, costovertebral angle tenderness or
signs of peritoneal irritation. An exophytic mass in the
left kidney was detected by abdominal ultrasound.
Magnetic resonance imaging revealed an exophytic,
contrast enhancing, 5x4.5 cm renal mass, which had
solid components and was located in the posterior upper
pole of the left kidney. This mass was reported as renal
cell carcinoma. There was no vascular involvement and
retroperitoneal or pelvic lymphadenopathies (Figure 1).
Laparoscopic partial nephrectomy was performed through
a transperitoneal approach using two 11 mm and two
5 mm trocars. The tumor was arising from the renal
capsule and resected with zero ischemia. The parenchymal

Address for Correspondence/Yazisma Adresi: Fatih Akbulut
Haseki Traning and Research Hospital, Clinic of Urology, istanbul, Turkey
Phone: +90 505 686 19 36 E-mail: drfakbulut@hotmail.com

Received/Gelis Tarihi: 01 October 20154 Accepted/Kabul Tarihi: 07 October 2015

The Medical Bulletin of Haseki Training and Research Hospital,
published by Galenos Publishing.

Haseki Tip Blteni,

Galenos Yayinevi tarafindan basiimistir.



Akbulut et al., A Rare Renal Leiomyoma Case

Figure 2. Microscopic features of leiomyoma, A) Histological

aspect of leiomyoma hematoxylin and eosin stain (x100)
B) Immunohistochemical staining for desmin in smooth muscle cells
(x40). C) Tumor cells staining strongly positive for smooth muscle
actin (x100)
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repair was accomplished with V-loc suture (Covidien,
MansSeld, Massachusetts, USA) and postoperative course
was uneventful. Total operation time was 150 minutes and
intraoperative bleeding was about 100 ml.

On macroscopic examination of the specimen, the tumor
was solid, well circumscribed and thinly encapsulated, which
appeared to arise from the renal capsule, and the size of
the tumor was 8x5.5x5.5 cm. On microscopic examination,
the tumor indicated fascicles of long spindle cells. There
was no hemorrhage, cellular atypia, necrosis or significant
mitotic activity. The immunohistochemical study was positive
for actin and desmin, negative for CD117 and CD34 and
the Ki-67 labelling index was very low (Figure 2). The final
pathology was renal leiomyoma. There were no metastases
or local recurrence in her follow-up.

Discussion

Leiomyomas are benign mesenchymal neoplasms
originating from smooth muscle cells. They were first
described by Virchow in 1854 (6). Although leiomyomas
frequently originate from the uterus, they can involve any
organ of the genitourinary tract, especially kidneys, and
originate from smooth muscle cells of the renal capsule,
pelvis, calices and blood vessels (7,8).

Renal leiomyomas are seen in 4% to 5.5% of autopsy
specimens, but their clinical incidence is very low due to its
asymptomatic presentation (2-4). The most common clinical
symptom is a palpable mass with or without flank pain, also
hematuria can be seen at presentation (5). Symptomatic
patients are more commonly seen between second and
fifth decades. The average size of tumors is 12.3 cm and the
biggest tumor has been detected was measuring 57.5 cm
in diameter. On the other hand, incidental lesions without
any symptoms are usually seen in older age group and the
average size of those lesions are lower than 5 mm (9,10). In
our case, the patient had left flank pain and the tumor size
was 5 ¢cm in longest diameter.

Although renal leiomyomas are defined as benign
renal tumors, it is impossible to distinguish leiomyoma
from leiomyosarcoma, clinically. If the patient presents
with gross hematuria and rapid weight loss, we should
first consider leiomyosarcoma instead of leiomyoma. On
imaging, leiomyomas do not have any specific characteristics
that could differentiate them from other renal masses.
There are three main differentials: exophytic renal cell
carcinoma, oncocytoma and angiomyolipoma (AML). In
renal cell carcinoma, distortion of the renal parenchyma,
areas of hemorrhage and necrosis with evidence of vascular
invasion are usually seen. Oncocytoma is described as being
homogeneous and hypervascular, with a central stellate
scar on computed tomography. In AML cases, of fatty the
presence tissue within the tumor is described (11). Like
renal cell carcinoma, these masses are enhancing, soft tissue
density lesions. However, these lesions’ density (45 HU) is
lower than that of hypernephromas (65-80 HU) due to their
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smooth muscle component. In differential diagnosis, core
needle biopsy can be considered at preoperative process,
but the biopsy results usually cannot reveal the accurate
diagnosis due to inadequate biopsy material (11). In our
case, magnetic resonance imaging revealed an exophytic,
contrast-enhancing, 5x4.5 cm solid renal mass. It was located
in the upper pole of the left kidney and extended posteriorly.
This mass was reported as renal cell carcinoma. There
was no vascular involvement and retroperitoneal or pelvic
lymphadenopathies.

On macroscopic examination, renal leiomyomas are solid,
red or white in color, well-circumscribed and encapsulated
tumors with a whorled cut surface. It has elastic consistency
due to its muscle and collagen components. Hemorrhage
and calcification areas can be seen on the specimen. On
microscopic examination, the tumor displays fascicles of long
spindle cells, cigarshaped nuclei and eosinophilic cytoplasm.
Histologically, there is no significant nuclear pleomorphism,
cellular atypia, tumor necrosis or mitotic activity. In
immunohistochemical analysis, leiomyomas are positive for
actin, myosin, desmin, vimentin, laminin and type IV collagen
and negative for low molecular weight cytokeratins such as
BDK and AE1 (11).

The histological differential diagnosis of leiomyoma
consists of other benign and malignant renal masses (12,13).
Differentiation of leiomyosarcomas from leiomyomas
is difficult with imaging. Differentiation is possible only
with histopathological examination that the presence of
nuclear pleomorphism, mitoses and necrosis are typical for
leiomyosarcoma. AMLs of the kidney are composed of a
variable mixture of mature fat, thick-walled blood vessels
and smooth muscle, but in many cases only a smooth muscle
component is the most represented on histology. AMLs
have a co-expression of melanocytic marker (HMB-45 and
Melan-A) and smooth muscle markers. Lack of co-expression
of melanocytic markers and lack of fat tissues is important for
differentiating leiomyoma from AML (14).

Laparoscopic partial nephrectomy has become the
treatment of choice in exophytic small renal masses in
patients with a normal contralateral kidney. Laparoscopic
partial nephrectomy offers the advantages of less operative
time, decreased operative blood loss, better cosmetic results
and a shorter hospital stay. Oncological results of radical
nephrectomy are similar to that of partial nephrectomy for
single and small tumors (<4 cm) of the kidney (15). In this
presentation, we performed laparoscopic partial nephrectomy
for an exophytic and 5 cm sized renal mass.

Renal leiomyomas are rare benign tumors originating
from smooth muscle cells. On imaging, leiomyomas do not
present any specific characteristics that could differentiate
them from other renal masses. For this reason, many patients
undergo nephrectomy. Their definitive diagnosis is possible
only by histopathological examination. Laparoscopic partial
nephrectomy should be considered for smaller or exophytic
masses.
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Van Der Knaap Hastaligi Olan U¢ Kardes
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0Oz

Van der Knaap Hastaligi, cok ender goérilen, otozomal resesif
gecisli bir megalensefalik |6koensefalopatidir. Hastalik, MLC1
ve 2 mutasyonlari sonucunda gelisir. En sik basvuru nedeni
makrosefalidir. Tani, klinik ve radyolojik bulgularin varliginda,
MLC1 ve MLC2A mutasyonlarinin gosterilmesi ile kesin olarak
konur. Ug yas dokuz aylik erkek hasta, sag inguinal herni nedeniyle
opere edildi. Muayenesinde ayrica makrosefali, ataksi ve motor
gerilik oldugu belirlendi. Beyin manyetik rezonans gériintiilemede
MLC kistler saptandi. Bu bulgular Van der Knaap Hastaligi ile
uyumlu idi. Hastanin anne ve babasi arasinda ikinci derece
akrabalik mevcuttu. Hastaya ve benzer nérolojik bulgulari olan iki
kardesine (23 yas erkek ve 19 yas kiz) genetik inceleme yapildi ve
MLC1 gen mutasyonu saptandi. Ender gérilen bu hastaligin g
kardeste birden mevcut olmasi oldukca ilgingtir. Bu olgular, akraba
evliliklerinin yogun oldugu Ulkemizde genetik danismanin dnemini
bir kez daha ortaya koymustur.

Anahtar Sozciikler: Van der Knaap hastalidi, inguinal herni,
genetik danisma

Abstract

Megalencephalic leukoencephalopathy with subcortical cysts, also
known as van der Knaap disease, is a rare autosomal recessive
disease. The disease develops as a consequence of mutations in the
genes MLC1 and MLC2. A three years and nine months old male
patient was operated for right inguinal hernia. Physical examination
revealed macrocephalia, ataxia and mental retardation. Magnetic
resonance imaging of the brain demonstrated megalencephalic
leukoencephalopathy and subcortical cysts. These findings were
consistent with the diagnosis of van der Knaap disease. The patient
was born to consanguineous parents. Two siblings of the patient
(brother aged 23 years and sister aged 19 years), who showed
similar neurological features, underwent genetic investigation
and MLC1 gene mutation was detected. The presenceof this rare
disease was quite interesting. These cases point out that genetic
counseling is of importance in our country where consanguineous
marriage is common.

Keywords: Van der Knaap disease, inguinal hernia, genetic
counselling

Giris

Van der Knaap hastaligi, cok nadir gortlen, makrosefali
ile karakterize ilerleyici bir noérodejeneratif hastaliktr.
Hastalik ilk kez 1995 yilinda tanimlanmistir ve otozomal
resesif gecisli olmasi nedeniyle akraba evliliklerinin yaygin
oldugu dogu toplumlarinda daha fazla goérdlir (7).
Erken cocukluk doneminde normal ya da normale yakin
psikomotor gelisme olmasina ragmen, daha sonrasinda
epileptik ndbetler ve ataksik yirlyls ortaya ¢ikmaktadir.

Beyin manyetik rezonans gérintlilemede (MRG) yaygin
beyaz cevher tutulumu ve 6n temporal bélgelerde daha
belirgin olmak Uzere subkortikal kistler ve yaygin 6dem
gorulir. Tipik klinik ve radyolojik bulgularin varliginda
tani  konulabilmektedir. Ancak, kesin tani, siklikla
22g13.33 kromozomal bdlgede bulunan megalensefalik
|6koensefalopati ile subkortikal kistler 1 (MLC1) ve daha
nadiren MLC2 mutasyonlarinin gésterilmesi ile konur (2-4).
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Olgu

Uc yas dokuz aylik erkek hasta sad kasikta sislik sikayeti
ile getirildi. Anne ve babasi amca cocuklari olan ailenin,
altina cocugu olarak 3550 gr adirliginda ve sezeryan
dodum ile miadinda dogmus. Ozgecmisinde iki yasinda
yUrimeye basladigi ve halen dengesiz yirtdigu belirtildi.
Muayenesinde inguinal herni saptandi ve makrosefalik
gorindmuU yaninda ataksik yGrtylsa dikkat cekici idi. Tarti
16980gr (50-75p), boy 104 cm (50-75p) ve bas cevresi
57cm (>97p) idi. Prenatal ve natal 6ykusinde &zellik
yoktu. Anamnezinden konusma ve yiriime fonksiyonlarini
kaybetmis sadece oturabilen ve destekle ayakta durabilen,
23 yasinda bir erkek kardesinin ve yardimla yurdyebilen
ve sadece achdini ifade edebilecek kadar konusabilen
19 yasinda bir kiz kardesinin oldugu belirlendi (Resim
1, 2). Hastamiz ve bu iki kardesinin kronik tekrarlayici
konvdlziyonlar nedeniyle pediatrik nérolojiden izlenmekte
olduklari ve anti epileptik ila¢c kullandiklari &grenildi.
Hastaya beyin MRG vyapildi ve beyaz cevherde yaygin
T2A'da hiperintens ve 0zellikle frontal lobta belirgin
kistik dejeneratif alanlar izlendi (Resim 3, 4). Hastamizin
iki kardesinin daha 06nce c¢ekilen MRG'lerinde benzer
bulgularin oldugu &grenildi. Hastaya yUksek ligasyon ile
inguinal herni onarimi yapildi. Hastada ameliyat sirasi ve
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Resim 1. Hastamizin 19 yasindaki ablasi
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sonrasinda  komplikasyon gelismedi. Uc¢ kardeste Van
der Knaap hastaligina spesifik MLC1 geninde homozigot
mutasyon saptandi. Ayrica 23 yasindaki erkek kardes, Tip
1 diabetes mellitus tanisi ile pediatrik endokrinolojiden
takipli idi.

Tartisma

Van der Knaap hastaligi, cok ender gorilen otozomal
resesif Ozellikli bir l6koensefalopatidir. En sk basvuru
nedeni genellikle infantil dénemde baslayan makrosefali

i

Resim 3. Beyin manyetik rezonans sagittal kesitte, hemisfer beyaz
cevherde kistik olusumlar FLAIR gorlntilerde periventrikiler
ve lobar beyaz maddede, korpus kallosumu da icerecek sekilde,
bilateral, simetrik sinyal yogunlugunda artis gorilmekte. U-lifleri
etkilenmemis
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Resim 4. Beyin manyetik rezonans koronal kesitte, hemisfer beyaz
cevherde kistik olusumlar

olmasina ragmen, erken ¢ocukluk déneminde psikomotor
gelisim normal ya da normale yakindir. Beyin MRG'lerinde
erken dénemde tipik bulgulara rastlansa da psikomotor
gerilik, spastisite, ataksi, koreatetoz, motor gerilik ve nébet
gibi norolojik bulgular ilerleyen donemde ortaya cikar ve
ilerleyici bir seyir gosterir. Diger I0kodistrofilerden farkli
olarak Van der Knaap hastaliginda, beyaz cevher ciddi bir
sekilde etkilenmesine ragmen psikomotor hasar cok daha
yavas olarak ilerlemektedir (3).

Bu hastaligi olan bireylerde tani, genellikle yaygin

subkortikal kistlere tipik klinik bulgularin eslik etmesi ile
konulmaktadir. Olgumuzda da oldudu gibi, subkortikal
kistler siklikla, serebral hemisferlerin 6n temporal ve
frontoparietal bélgelerinde gorilmektedir (5).
Ayiricl tanida, beyin MRG'de beyaz cevher tutulumuyla
beraber megalensefali ve nérolojik bulgularin  eslik
ettigi hastaliklar olan Canavan hastaligi, Alexander
hastaligl, glutarik asidiri, gangliozidoz (GM1 ve GM2)
dastndlmelidir (6). Kesin tani klinik ve metabolik testlerin
yaninda 22. kromozomdaki spesifik MLCT ve MLC2
mutasyonlarinin gosterilmesi ile konulur. Bizim hastalarimiz
da spesifik MLC1 mutasyonunun gosteriimesi ile kesin
tanilar konulmustur.

Diger lizozomal dlzensizliklerle beraber
mukopolisakkaridoz ve Menkes hastaliginda da normal
nifusa gore daha sk fittk gorGldigu bildirilmistir (7,8).
inguinal herninin Van der Knaap hastaliginda da normale
gore daha sk gorilip gorilmedigine dair net bilgi
yoktur. Ayni tanili iki blylk kardesinin 6zgecmislerinde

herni  olmamasi bunun bir koinsidans olabilecegini
dislndirmektedir.
Hastalarimizin anne babasi arasinda ikinci derece

akraba evliligi mevcuttu ve Ug ¢ocuklarinda akraba evliligi
ile iliskili ciddi noérodejeneratif hastalik vardi. Bu olgular,
akraba evliliklerinin bu derece sik oldugu llkemizde halen
genetik danismanlik hizmetinin yeterince verilemedigini
veya toplumun akraba evliliklerinin doguracadi sonuclari
yeterince dnemsemedigini bir kez daha ortaya koymustur.
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Sonucg

Makrosefali ile birlikte ilerleyici gelisme geriligi bulunan
ve anne babasi akraba olan hastalarin ayirici tanisinda
Van der Knaap hastali§i dustndlmelidir. Akraba evliligi
olan bir ailenin ¢ocugunda bu hastaligin saptanmasi,
annenin sonraki gebeliklerinde intrauterin tani ve
genetik danismanin verilmesini zorunlu kilmaktadir. Bu
olgular, akraba evliliklerinin sik goérildagt Glkemizde
genetik danismanlik hizmetlerinin daha da yayginlasmasi
gerektigini vurgulamak amaciyla sunulmustur.
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Abstract

Dekolman plasenta sonrasi uterin atoni nedeniyle bilateral uterin
arter ligasyonuna ilaveten B-Lynch kompresyon sitlird uygulanan,
postoperatif donemde uterus laserasyonuna bagli hematom
gelisen olguyu sunarak, Ozellikle Couveliare uteruslu hastalarda
B-Lynch sttlrtnln glvenirliligini tartismay amacladik.

Anahtar Sozciikler: B-Lynch, kompresyon sitirl, couvelaire
uterus atoni

In this paper, we aimed to discuss the reliability of B-Lynch suture,
especially in patients with Couveliare uterus, and to present a
patient who underwent bilateral uterine artery ligation in addition
to B-Lynch compression suture for uterine atony resulting from
abruptio placentae and developed retroperitoneal hematoma due
to uterine laceration in the postpartum period.

Keywords: B-Lynch, compression suture, couvelaire uterus atony

Giris

Uterin atoni, gerek sezaryen gerekse normal dogum
sonrasi gorulen anne hayatini tehdit eden bir durumdur.
En 6nemli nedenleri multiparite, iri fetus, cogul gebelik,
uzamis travay, ileri anne yasi ve dekolman plasentadir.
Dekolman plasenta dogumlarda %0,92 oraninda
bildirilmistir, hemorajik sok (%19,4), Couvelaire uterus
(%16,5) ve dissemine intravaskiler koagilasyonu (%5,8)
iceren maternal komplikasyonlara katki saglar (1). Atoni
yonetiminde acil histerektomi hem fertilite kaybina hem de
normal histerektomilere gére 25 kat daha fazla morbiditeye
neden olmaktadir (2). Uterus koruyucu ydéntemlerden
uterin devaskdilarizasyon (uterin arter, hipogastrik arter
ligasyonlari), iyi secilmis olgularda ise embolizasyon ile
uterin kan akiminin durdurulmasi genellikle ilk tercih edilen
yontemler olsa da bazen bu yontemlerin yetersiz kaldig
durumlarda, 6zellikle son dénemde glindeme gelmis olan
uterin kompresyon sitirleri ve balon tamponat kombine

olarak kullaniimaktadir. Uterin kompresyon suturlerinden
B-Lynch ilk olarak 1997 yilinda ayni adi tasiyan klinisyen
tarafindan tanimlanmis olup, kolay uygulanabilirliligi ve
glvenilirligi pek cok derleme, olgu taktimi ve olgu serisi
ile gosterilmis olsa da ozellikle koagulasyon bozuklugu ve
couvelaire uterus olan olgularda guvenilirligi konusunda
Ozellesmis veri bulunmamaktadir (3).

Dekolman plasenta sonrasi uterin atoni nedeniyle
bilateral uterin arter ligasyonuna ilaveten B-Lynch
kompresyon sUtlrl uygulanan, postoperative donemde
uterus laserasyonuna bagli hematom gelisen 40 yasinda
sekundipar olguyu sunarak, 6zellikle Couveliare uteruslu
hastalarda B-Lynch sutdrdndn  glvenirliligini tartismayi
amacladik.

Olgu

Kirk yasinda gravida 2, parite 1, dnceki dogumunu
normal vajinal yolla yapan 36 haftalk gebe, dekolman
plasenta nedeniyle dis merkezde sezaryen ile 0-3 apgarli,
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2900 gr bebek dogurtulmustu, %70-80 oraninda dekole
olmus plasenta ve couvelaire uterus saptanmisti. Sezaryen
sirasinda uterin atoni saptanmasi Uzerine medikal tedavi
ve uterin masaj ile yanit alinamayinca; bilateral uterin arter
ligasyonu ve B-Lynch sutirasyonu yapilmisti. Postoperatif
kan transflzyonu planlanan hastada 1 Unite eritrosit
sUspansiyonu (ES) sonrasi tranflizyona bagl akciger
hasart gelismesi Uzerine yodun bakim endikasyonu
konularak merkezimize refere edildi. Hastaya yogun bakim
Unitesinde transflzyon igin cross match yapildi. Bu esnada
30 Unite 0 Rh pozitif ES kroslanmasina ragmen 4 Unite
kros uyumu saptandi. Hematoloji konsiltasyonu sonrasi
hastada subgrub uyusmazligl oldugu distndldd. ki
Unite ES ve 2 Unite taze donmus plazma sonrasi hastanin
vajinal kanamasinin artmasi Uzerine postoperatif 10.
saatte tarafimizdan konsdltasyon istendi. Hastanin yogun
bakimda yapilan muayenesinde TA: 40/20 mmHg, nabiz:
155/dk, ates: 36,5 °C, batin i¢i diren 400 cc hemorajik,
vajinal toplam 1000 cc, son bir saat icinde 500 cc
kanama saptandi. Yapilan transvajinal ultrasonografisinde
rektovajinal alandan paraservikal alana uzanan 10 cm'lik
hematom izlendi. Batinda serbest sivi saptanmadi.
Hastanin yogun bakima kabullinde; hematokrit (Hct):
19,5, hemoglobin (Hb): 4,8, platelet (PIt): 130.000,
beyaz kire (WBC): 17.000, protrombin zamani (PT):
19,7 sn (normal aralik: 10,5-13,5), aktive edilmis parsiyel
tromboplastin zamani (APTT): 45 sn (normal aralk: 21-
36), INR: 1,77 (normal aralik: 0,85-1,15), d-dimer: 14300
ng/ml (normal <500 ng/ml), karaciger ve bobrek testleri
ve tam idrar tetkiki normal idi. Kan subgrup uyusmazligi
sebebiyle yogun bakima kabuliinden itibaren 2 Unite kan
transflizyonu yapilabilen hastada sonrasinda Hct: 15,2,
Hb: 4,6, Plt: 33000, WBC: 12300 olmasi Uzerine vajinal
kanama ve uterin hematom nedeniyle laparotomi karari
alindi. Eskiinsizyon yerinden girilerek yapilan explorasyonda
batin icinde kan saptanmadi. Uterus orta hatta, Couvelaire
gorinimde, B-Lynch stlrld atilmis olarak izlendi. Sol
retroperitoneal alanda 10 cm, laterale uzanan ayrica
rektovajinal alanda da 5 cm hematom izlendi. Hematom
bosaltildiginda uterus sol servikovajinal bileskenin B-Lynch
sUtlrd tarafindan kesilmis oldugu ve aktif kanadigi izlendi.
Aktif kanama nedeniyle bilateral hipogastrik arter baglandi
ve histerektomi yapildi. Operasyon bitiminde TA: 70/40
mmHg, Nb: 116/dk idi, hastanin batinina, sfak altina ve
deri altina birer adet diren konuldu. Toplamda 7 Unite ES,
7 Unite TDP ve 8 Unite trombosit sUspansiyonu takilan
hastanin postoperatif ikinci saatteki kan degerleri; Hct:
22,4, Hb: 7,1, Plt: 59.000, WBC: 22.000 olarak bulundu.
Batin ici diren toplam 600 cc hemorajik geldi. Koagulasyon
parametreleri normal olarak saptandi. Postoperatif
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takiplerinde 4 Unite ilave ES takilan hasta klinik, kan ve
koagllasyon parametreleri normale doénerek salah ile
taburcu edildi.

Tartisma

Uterin  kompresyon suturlerinin - 1997°de  B-Lynch
tarafindan literatlre girmesi ile birlikte uterin atoninin
cerrahi yonetimi dinya ¢apinda deg@ismis durumdadir ve
uygulamanin kolayli§i nedeniyle uterin atoni tedavisinde
bircok klinisyen tarafindan tercih edilmektedir (3,4).

B-Lynch sutir tekniginde ilk sttlr hastanin sol tarafindan
sezaryen/histerotomi insizyonunun 3 cm alt kismina
girilerek uterus boslugundan gegirilip, Ust insizyonun 3 ¢cm
Uzerinden ¢ikarilir. Bu uterusun yan sinirindan 4 cm'’lik bir
yere karsilik gelir. SGtur uterusun tepesinden arkaya dogru
devam ettirilir. Fundus seviyesindeyken dik ya da dike yakin
bir konumda ve tuba c¢ikis noktasinin 4 cm uzakligindan
gegirili. Uterusun basi altina alinmasini saglamak icin
sUtlr kaydirlarak sikistirilir. Uterus arka duvarinda uterus
insizyonuyla ayni yatay plan ve sakrouterin bagin uterusa
tutundugu yerden sUtlr gegilir. SUtir son durumda
arka duvarda yatay pozisyondadir. Fundusta igne uterus
bosluguna arka duvar tarafindan girer ve sitlr uterus 6n
ylziine dogru déner. igne daha dénce sol tarafta yapildigs
gibi tekrar uterusa batirilir, yan duvara 4 cm uzakliktan
Ust insizyonun 3 c¢m Uzerinden uterus boslugu icinde alt
insizyonun 3 cm altina yonlendirilerek gikarilir. Asistan
kompresyonuyla sitlr strekli ¢ekilerek ameliyatin sonuna
kadar basi ve gerginligin kesintiye ugramamasi saglanir. Alt
segmentteki uterus insizyonu kapatildiktan sonra sttlrin
iki ucu da gergince tutulur ve etkin gerginlik elde edilince
kadar sikilip ¢ift dGgim atilir.

B-Lynch sitdrdnln uterus koruyucu cerrahi olmasi
ve nisbeten hizli ve kolay uygulanabilmesi nedeniyle
de glnUmize kadar bir ¢ok obstetrisyen tarafindan
uygulanmaktadir. Dlnya capindaki bu yaygin kullanimina
ragmen basarisinin  yaninda komplikasyon oranlarini
degerlendiren ¢ok az calisma vardir. B-Lynch sitdrdnin
literatlrdeki basari oranlari %61-100 olarak verilmektedir
(3,5-8). Kayem ve ark. (8) iki yiiz on bir hastada yaptiklari
calismalarinda kompresyon suturleri sonrasi %25 hastada,
Riyami ve ark. (9) %8 oraninda histerektomi gerekliligi
bildirmektedir. Uterus kompresyon sutlrine bagdl kisa
dénem higbir komplikasyon gézlenmezken uzun dénemde
bir hastada bir sonraki gebeliginde 32 haftada uterin riptdr,
bir hastada bir sonraki gebeliginde sezaryen sirasinda
myometrial duvarda defekt saptandidi belirtilmektedir
(10).

Kaoiean sezaryen sonrasi atoni nedeniyle B-Lynch
sUtlr uyguladidi 24 olguluk serisinde bir hastada (%4)
histerektomi gerekliligi bildirmektedir (11).

Literatrde B-Lynch sltlrasyonu sonrasi uterin nekroz
ve pyometri, alt uterin segmentin anterior duvarinda
postoperatif altina ayda erozyona baglh kiclk bir
bozukluk, uterusta iskemik nekroz olgu sunumlari seklinde
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bildirilmistir  (12-15). Ayrica literatlirde uterin = sinesi
ve pelvik adezyonlar bildiriimistir (16,17). GUnimuze
kadar literatlirde B-Lynch sutirl sonrasi erken dénemde
laserasyona bagli hematom ve histerektomi gerekliligi
bildirilmemistir.

Bu olguda dekolman plasenta sonrasi uterin atoniye
bagdl medikal tedaviye yanit vermeyen postpartum kanama
olgusunda uterin arter ligasyonu ve B-Lynch sitlrasyonu
sonrasi sltlre bagl servikovajinal alanda meydana
gelen laserasyona bagll paraservikal ve rektovajinal
hematom nedeniyle bilateral uterin arter ligasyonu ve
histerektomi gerekmekteydi. Bu laserasyonu hastamizda
var olan couvelaire uterus varliginin kolaylastirdigini,
ayrica dekolman plasentaya bagll gelisen koagulasyon
bozuklugunun hematom gelisimine katki sagladigini
distnmekteyiz.

Sonug

Ozellikle dekolmana bagl gelisen curvelliare uterus ve
koagllasyon bozuklugu varliginda B-Lynch sttlrasyonunun
daha kolay laserasyon ve kanamaya neden olabilecegi g6z
onunde bulundurulmalidir.
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Abstract

Atipik kizamik, daha 6nce 61U kizamik asisi ile asilanmis bireylerin
kizamik virusu ile karsilasmasiyla veya nadiren de canli asiya bagl
olarak ortaya ¢ikan, tipik kizamiktan farkli bir klinik tablo olarak
tanimlanmistir. Bu ¢alismada daha 6nce kizamik agisi ile asilanma
OykUsu olan, yiiksek ates, avug ici ve ayak tabanindan baslayan
makilopapuler dokintl ve akciger tutulumu ile bagvuran erigkin
bir atipik kizamik olgusu sunulmustur. ilk kez 1970'li yillarda daha
cok cocuklarda bildirilen atipik kizamik, asilanma Oykusu olsa bile,
ates yuksekligi, atipik doékintd ve pndmoni ile basvuran eriskin
hastalarda da ayirici tanida dustnulmelidir.

Anahtar Sozciikler: Atipik kizamik, pnémoni, dokinti

Atypical measles has been described in persons who were exposed
to wild measles virus several years after they were immunized with
killed measles vaccine. Occasionally, it can be caused by live measles
vaccines also. It is a clinical picture different from typical measles.
In this report, an adult patient with a history of immunization, who
presented with high fever, maculopapular rash starting at the palms
and soles, and pneumonia, is presented. Atypical measles that was
first reported in the 1970s in mostly kids should be considered
for differential diagnosis in adult cases presenting with high fever,
atypical rash and pneumonia even if patients have a history of
immunization.

Keywords: Atypical measles, pneumonia, exanthem

Giris

Atipik kizamik, 1970'li yillarda daha ¢ok ¢ocuklarda
bildirilmis ve o6nceden 6lu kizamik asisi ile asilanmis
bireylerin kizamik virlsi ile karsilasmasiyla ortaya c¢ikan,
tipik kizamiktan farkli bir klinik tablo olarak tanimlanmistir.
Hastallk ates, bas agrisi, miyalji, konjuktivit ve prodrom
doneminin ardindan ortaya ¢kan dokdntiler ile
karakterizedir. Tipik kizamiktan farkl olarak dokintdler
periferden baslar, santrale yayilir. El ayasi ve ayak tabaninda
gorulebilir. Makulopapiler dokiuntllere bazen vezikdl,
Urtiker, petesi ve purpura eslik edebilir. Atipik kizamik,
farkli karakterde olabilen dokintil, ates ve bazen de
akciger tutulumunun eslik etmesiyle eriskin hastada taniyi
glglestirmektedir (1,2).

Bu calismada yetiskin bir hastada gorilen atipik kizamik
olgusu sunulmus, konuya hekimlerin yeniden dikkatinin
cekilmesi amaclanmistir.

Olgu

Oykiisiinde astim bulunan 36 yasinda kadin hasta,
halsizlik, ates ylUksekligi, 6kslrlk, vicutta yaygin dékinti
ve vajinal akinti sikayetiyle klinigimize basvurdu. Hastaneye
basvurusundan on giin 6nce halsizlik, gdzlerde yanma ve
batma, ates yuksekligi, bundan bir giin sonra, énce avug
icinden baglayan, sonra tim viicuda yayilan makulopapdler
tarzda dokiintd, kuru oksdrlk ve nefes darligr yakinmalari
baslamisti. Cevresinde dokintili hastalik gecirme oykisi
yoktu. Cocukluk asilarinin asi programina uygun yapildigi
ogrenildi. Bir haftadir ismini hatirlamadigi bir antibiyotik
kullaniyordu. Do&kuntiler 6ncesinde kullandigi bir ilag
yoktu.

Fizik muayenede; ates: 38 °C, nabizz 90 atim/dk
ve ritmik, tansiyon arteryel: 100/60 mmHg, solunum
sayisi: 40/dakika olan hastanin bilinci agk ve koopere
idi. Tim vicudunda basmakla solan, yer yer birlesme
egilimi gosteren kirmizi makilopaptler dékintuler, ayak
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tabaninda petesiyal dékuntiler, agiz icinde enantem
ve beyaz plaklar saptandi (Resim 1, 2). Solunum sistemi
muayenesinde bilateral yaygin ronkls ve dispne tespit
edildi. Diger sistem muayeneleri dogaldi. Laboratuvar
incelemelerinde; I6kosit sayisi: 11.010/mm3 (%86 notrofil,
%9,7 lenfosit, %2 bazofil, %2 monosit), trombosit sayisi:
144.000/mm3, hemoglobin: 11,7 g/dl, AST: 125 1U/ml,
ALT: 29 IU/ml, LDH: 439 IU/ml, eritrosit sedimentasyon
hiz: 85 mm/saat, Creaktif protein: 27,4 mg/dl idi.
Enzyme linked immunosorbent assay (ELISA) ile yapilan
serolojik incelemede anti-HIV antikor pozitif saptand,
ancak Western blot anti-HIV dogrulama testi negatif
idi. Polimeraz zincirleme tepkimesi ile HIV RNA negatif
bulundu.

Solunum sikintisi ve 6kslrik yakinmasi olan hastanin
postero-anterior akciger grafisinde intertisyel isaretlerde
belirginlesme izlendi. Toraks bilgisayarli tomografide;
mediastende en blyuginin kisa ¢apt 6 mm olan artmis
sayida lenf nodlari ve her iki akcigerde, daha cok Ust
zonlari tutan ¢ok sayida noduler opasiteler saptandi.

idrar ve kan kiltirinde treme olmadi. Vajinal akinti
yakinmasi olan hastanin vajinal strlntl 6rnegi kiltlrinde
Candida albicans Uredi, flukonazol 150 mg/giln tedavisi
Ug gun sure ile verildi.

Serolojik incelemede kizamik IgM ve IgG antikorlari
pozitif saptandi. Yatisinin ikinci gininde atesi distd,
prodiktif olmayan 6ksuriik yakinmasi devam etti. Solunum
sikintisi, 6ksurtk yakinmasi ve dokintilerin gerilemesiyle
klinik durumu dizelen hasta, yatisinin sekizinci giiniinde
taburcu edildi. Taburculugundan sonraki altinci ayda

_—

Resim 1. Ayak tabaninda petesiyal dékinttler

Resim 2. Yizde birlesme egilimi gosteren makulopapuler dokinti

yapllan serolojik incelemede kizamik 1gG antikor pozitif,
kizamik IgM antikor negatif saptandi. Hastada herhangi
bir komplikasyon gézlenmedi.

Tartisma

Kizamik  ¢odunlukla c¢ocukluk caginda gorilen,
dokintull bir enfeksiyon hastaligidir. Hastalik yiksek ates,
Oksurlk, burun akintisi ve konjonktivit ile baslar. Prodrom
déneminin ardindan sentrifugal yayilan makuilopapuler
dokintl ortaya cikar. Koplik lekesi olarak adlandirilan
hastaliga 6zgul enantem, dokuntilerin baslangicindan bir-
iki glin 6nce, yanak mukozasinda alt molar disler hizasinda
gorlir ve genellikle 12-18 saat icinde hizla kaybolur (1).

Etken Paramyxoviridia ailesinden, Morbilli  viris
cinsinde yer alan, sadece insanlarda hastalik yapan
kizamik virGstdur. VirUs, akut ve cok bulasici bir enfeksiyon
tablosuna yol acar (1,2).

Kizamigin bu tipik tablosundan farkli olarak kendini
gosteren atipik kizamik ilk kez 1965 yilinda tanimlanmistir.
Daha 6nce 6lu kizamik asisi ile asilananlarin virls ile temasi
sonucu ortaya ¢ikar. Rauh ve Schmidt (3) iki-dort yil kadar
once 61U kizamik asisi uygulanmis cocuklarda; yiksek ates,
atipik dokinti ve pnémoni ile seyreden alisik olunmayan
bir kizamik tipi ile karsilasildigini bildirmisler, sonrasinda
benzer raporlar literatire girmistir (4,5). Olgumuzda
ylUksek ates, avug icinden baslayip tim vicuda yayilan
makdilopapuler dokinti ve pndmoni atipik kizamik tanisini
ddstnduren bulgulardi.

inaktif kizamik asisi Amerika Birlesik Devletleri'nde
1963 yilinda kullanim onayr almis, 1967 vyilinda bu
asinin uygulandigi kisilerde atipik kizamik sendromuyla
karsilasildigindan  kullanimdan  kaldirnlmistir  (1,2). Her
ne kadar atipik kizamik sendromu 6li kizamik asisinin
uygulandigi kisilerde goérilmisse de, canl kizamik asis
uygulanmis kisilerde de ortaya ¢iktigr bildirilmistir (6-8).
Ulkemizde kizamik asilamasi 1970'li yillarda baslamistir.
Asl takviminde 6nceleri tek doz uygulanan kizamik asisi,
1998 yilindan itibaren dokuz aylik iken yapilan asiya ek
olarak ilkégretim birinci sinifta da rapel doz yapilmaya
baslanmistir (9). Cocukluk asilari tam olan olgumuza da
tek doz kizamik asisi uygulandidi distnulmektedir. Atipik
kizamik sendromunun patogenezinde; kizamik virlstne
karsi kismi immunize olan hastada, bu virlise karsi gelisen
bir hipersensitivitenin s6z konusu olduguna inaniimaktadir
(1). Olgumuzda dokuzuncu ayda uygulanan tek doz canli
kizamik asisi ile saglanan kismi imminizasyonun, eriskin
yasta vahsi tip virls ile tekrar karsilasildiginda atipik
kizamik tablosuna neden olabilecegi dustnilebilir. Klinik
tablonun olusmasinda hiicresel immunitenin mi, humoral
immdunitenin miyoksa her iki mekanizmanin birlikte mi etkili
oldugu halen tartismalidir (1). Baslangigta saptanamayacak
kadar dusuk antikor titresi olan bu hastalarda, atipik
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kizamik tablosu sonrasinda asiri derecede yiksek antikor
titresi olusmustur (6rnek: 1/100 000). Atipik kizamigin
tekrarladigina dair bir bilgi mevcut degildir (1,2).

inkiibasyon siresi tipik kizamik ile benzerdir.
Dokuntuler tipik kizamiktan farkli olarak periferden baslar,
makuUlopapuler, vezikiler, Urtikeryal, hemorajik veya
multiform karakterde olabilir. Bizim olgumuzda oldugu gibi
ates ve farkl karakterde dokintd sikayetleri ile basvuran
hastada, atipik kizamik, sucicedi, kayalik daglar hummasi,
kizil, sifiliz, Henoch-schénlein purpurasi ve ilag erlipsiyonu
ayirici tanida distnulmelidir (2).

Atipik kizamik genellikle daha agir seyirlidir ve nadir de
olsa 6lum bildirilmistir (1). Cogunlukla akciger tutulumuna
bagli solunum sikintisi gorillir. Bazi hastalarda akciger
grafisinde noduler lezyonlar ve plevral eflizyon saptanabilir.
Noddller lezyonlar uzun slre hatta yillarca sebat edebilir
(10,11).  Hastamizdaki radyolojik  gdrlntilemelerde
de nodiler lezyonlar ve mediastinal lenfadenopati
saptanmistir.

Atipik kizamik olgularinda kizamik virlst izole
edilememisti.  Tanida  serolojik  yontemler  tercih
edilmektedir. Kizamik antikorlar dokiintiden sonraki bir ile
Uglinct glinde ELISA ile saptanabilir. Tek serum 6rnegdinde
IgM tipi antikor pozitifligi veya akut ve konvelsan dénemde
alinan serum drneklerinde dort kat ya da daha fazla titre
artisi tani koydurucudur (1,2). Olgumuzda atipik kizamik
tanisi; klinik bulgular, cocukluk caginda kizamik asisi ile
asilanma 6ykusu ve hasta serumunda kizamik IgM antikoru
pozitifligi ile konulmustur.

Eriskinde kizamik asisi ile asilanma Oykisu olsa bile,
ylksek ates, atipik dokintl ve akciger tutulumu ile
basvuran her hastada, ayirici tanida atipik kizamik da akla
getirilmelidir. Olgumuzda canli asi ile tek doz asilanma
Oyklsu olmasi, atipik kizamigin ortaya c¢ikmasinda kismi
immdnizasyonun neden olabilecegini duistndirmektedir.
Bir diger neden, kizamik asisinin saklanmasi, transportu
ve son kullaniciya ulasmasina kadar gecen slrede soguk
zincir sartlarinin saglanamamasi olabilir.

Etik
Hasta  Onayi:  Retrospektif  calisma,  Hakem
Degerlendirmesi: Editorler kurulu tarafindan

degerlendirilmistir.
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To What Extent Can Adolescent Scoliosis Be Improved

in Four Weeks?

Adolesan Skolyoz Dért Haftada Ne Kadar lyilestirilebilir?

Mehmet Agirman, ilknur Saral, Oguz Durmus, Ali Akin Ugras*, Engin Cakar
[stanbul Medipol University Faculty of Medicine, Department of Physical Medicine and Rehabilitation, Istanbul, Turkey

*[stanbul Medipol University Faculty of Medicine, Department of Orthopedics and Traumatology, istanbul, Turkey

Abstract

Scoliosis is a condition that leads to severe disability and an
impaired cosmetic appearance in adolescence. This article presents
x-ray images of a patient with adolescent idiopathic scoliosis
(AIS) in whom the pain and posture improved dramatically over
four weeks, emphasizing the importance of physical therapy. A
13-year-old male was admitted because of posture deformity and
mild back and lower back pain. He was being followed with the
diagnosis of scoliosis for two years and specific exercises were
proposed for scoliosis. On physical examination, we observed
paravertebral muscle spasm and significant asymmetry of the
thoracolumbar region. Neurological examination and laboratory
tests were normal. X-ray showed arcuate thoracolumbar scoliosis
(cobb angle: 24°) with a leftward convexity. Electrical stimulation
was applied to the convex and concave sides for 30 minutes,
five times a week for four weeks and an exercise program was
performed under the supervision of a therapist. The stimulation
amplitude was the maximum stimulation intensity with which
the patient was comfortable. Analgesic and myorelaxant drugs
were not required, and no brace was used. After the treatment,
significant improvements were observed in the patient’s posture
and radiography (cobb angle: 10°). This work demonstrates that
well-planned physical therapy is a rapid and effective option for
treating AlS.

Keywords: Electric stimulation, exercise therapy, scoliosis

0Oz

Skolyoz, adolesan donemde agir 6zirlllige ve kozmetik bozukluga
neden olabilen bir durumdur. Bu yazida fizik tedavi uygulamalarinin
Onemini vurgulamak icin, adolesan idiyopatik skolyozu olan ve
dort haftada belirgin iyilesme gdsteren bir olgu grafileri ile birlikte
sunulmustur. On (g yasindaki erkek hastamizin durus bozuklugu ve
hafif bel agrisi sikayeti bulunmaktaydi. Hastamiz iki yildir skolyoz
tanisiyla takip edilmekteydi ve hastaya skolyoza &zel egzersizler
Onerilmisti. Fizik muayenede paravertebral kas spazmi ve belirgin
torakolomber asimetrisi vardi. Norolojik muayene ve laboratuvar
testleri normaldi. X-ray grafisinde konveksitesi sola bakan
torakolomber skolyozu (cobb agisi: 24°) tespit edildi. Hastaya
haftada bes gln, dort hafta boyunca elektrik stimlasyonu
(konveks ve konkav tarafa es zamanli olarak 30 dakika stre ile)
ve terapist esliginde egzersiz programi uygulandi. Stimdlasyonun
amplitidl hastanin rahatsizlk duymayacagi maksimum uyari
siddetindeydi. Analjezik ve miyorelaksan ila¢ ihtiyaci olmadi ve
breys kullaniimadi. Tedavi sonunda yapilan degerlendirmede
hastanin postiriinde ve radyografisinde belirgin diizelme elde
edildi (cobb agisi: 10°). Sonug olarak, bu olgu iyi planlanmis fizik
tedavi programinin adolesan idiyopatik skolyoz tedavisinde hizli ve
etkin bir secenek oldugunu gdstermektedir.

Anahtar Soézciikler: Elektrik stimdlasyonu, egzersiz tedavisi,
skolyoz
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Introduction

Scoliosis is a condition that leads to severe disability
and an impaired cosmetic appearance in adolescence if
not treated early. Medications, physical therapy, and braces
have been suggested for the treatment of scoliosis, except
in those with severe scoliosis, but there is no consensus on
the optimal treatment. This article presents x-ray images
of a patient with adolescent idiopathic scoliosis (AIS) in
whom the pain and posture improved dramatically over
four weeks, emphasizing the importance of physical
therapy.

Case

A 13-year-old male was admitted because of
posture deformity and mild back and lower back pain.
His deformity had been present for two years and had
increased progressively in intensity. He was being followed
with the diagnosis of scoliosis for two years and specific
exercises were proposed for scoliosis. The pain was non-
inflammatory in nature. He had no history of trauma,
comorbidities, or drug use. On physical examination, we
observed paravertebral muscle spasm and significant
asymmetry of the thoracolumbar region. The Adam'’s
forward bend test was positive. The leg lengths were
equal. The neurological examination and laboratory tests
were normal. The standing anteroposterior (AP) x-ray of
the entire spine showed an arcuate thoracolumbar scoliosis
with a leftward convexity. The cobb angle was 24° (Figure
a). Electrical stimulation was applied five times a week
for four weeks to the convex side using the following
parameters: warming-up (frequency: 5 Hz, ramp-up
time: 1.5s, phase duration: 5 min, ramp-down time: 2s),
contraction (frequency: 40 Hz, ramp-up time: 1.5s, phase
duration: 5 s, ramp-down time: 0.75s), active resting
(frequency: 4 Hz, ramp-up: time 0.5s, phase duration: 10
s, ramp-down time: 0.5s), and cooling-down (frequency:
3 Hz, ramp-up time: 1.5s, phase duration: 10 min, ramp-
down time: 3s). It was also applied simultaneously to the
concave side at 1 Hz for 30 min. The stimulation amplitude
was the maximum stimulation intensity with which the
patient was comfortable. After the stimulation, an exercise
program, consisting of myofascial relaxation, derotation of
the scoliotic spine, and lumbar stabilization exercises, was
performed under the supervision of a therapist. Analgesic
and myorelaxant drugs were not required, and no brace
was used. After the treatment, significant improvements
were observed in the patient’s posture. The cobb angle was
10° at the end of the treatment (Figure b). Continuation of
the exercise program and follow-up were recommended.

Discussion

Scoliosis is defined as lateral deviation of the vertical
line of the spine to the right or left by more than 10°
measured using the cobb angle. The most common type is
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AlIS, which is frequently seen in 10-16-year-olds and more
frequently in girls (1). X-ray imaging is the gold standard
method for the diagnosis of idiopathic scoliosis. Advanced
imaging is required in the presence of unusual findings
(e.g. uncommon curvature pattern, pain, trunk stiffness,
and neurological findings) (2). Early management of
adolescent scoliosis reduces the possible subsequent
development of a disability. The main treatment objectives
are to stop the progression of the spinal curve and
reverse, if possible, decrease the spinal pain intensity,
preserve respiratory function, and to improve the cosmetic
appearance via posture correction. Surgical correction is
required in cases with a cobb angle of >45°. It is claimed
that a conservative approach, including exercise, a brace,
and physical therapy is sufficient in 90% of scoliosis patients
(3-5). Other than improvement in quality of life, exercises
provide increased neuromotor control, strength, postural
recovery, and increased respiratory function (6,7). Various
types of exercises have been proposed for AIS. During the
last few years, specific exercises have been investigated
by researchers. Schroth exercise which was proposed by
Schroth et al. is based on three-dimensional sensorimotor
and kinesthetic principles. These exercises primarily aim to
reduce the scoliotic curve with the realignment of trunk
segments, correction of the scoliotic breathing patterns
and postural perception, and mirror control. Weiss et al.

Figure A-B) Anteroposterior scoliosis x-rays before treatment shows
thoracic scoliosis with a leftward convexity and no anomalies such
as hemi-vertebrae or vertebral fusion. In b, after the four weeks
treatment, significant improvement in the vertical spinal line was
observed
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(8) have suggested that minimum four weeks of Schroth
exercises with supervised program could reduce incidence
of progression in curvature with an improvement of 70%
in treatment group versus 44% in control group (mean age
13, mean curve 29,59). “Lyon school exercises” also aims
to create awareness of scoliosis which based on intrinsic
self-correction by the auto-elongation exercises. The
scientific exercises approach to scoliosis, which is another
three-dimensional auto-correction method, was originated
from the Lyon approach (6). Other methods, such as
functional individual therapy of scoliosis, Dobosiewicz
method physiotherapy for idiopathic scoliosis, control
spine deformation, extend shortened muscles and support
the weak segments with the sensorimotor-kinesthetic
approach and postural reflex activation (3). In the light of
the current literature, we are yet not able to describe the
best exercise protocol for scoliosis treatment.

In the scoliotic spine, the muscles located on the
convex side are more active than those on the concave
side, which are weaker than the trunk muscles of the
normal population. The activity of the superficial and
deep muscles can be increased by stimulating the
paraspinal region (9,10). There are very few studies in
the literature on electrical stimulation in patients with
scoliosis. In biomechanical models, electrical stimulation
has similar corrective effect on the spine as bracing and
postural control alone (11). Curtin and Lowery (12) have
suggested that activation of superficial and deep muscles
stimulating may be effective in reducing spinal curvature
in a computerized biomechanical modeling. Eckerson
and Axelgaard (13) has recommended lateral electrical
surface stimulation for mild to moderate scoliotic curves
in patients with progressive idiopathic scoliosis. In a
meta-analysis of the efficacy of non-operative treatments
of a total of 1910 patients, it was found that the most
efficacious treatment was bracing 23 hours daily. In
this meta-analysis, electrostimulation success rate was
lower than only observation (14). On the other hand,
Anciaux et al. (15) treated 28 patients with AIS with
transcutaneous stimulation of paravertebral muscles.
They applied a stimulation with a surface stimulator with
a frequency of 100 Hz, a pulse width of 0.2 msc and a
duty cycle of 4/6 sec (on/off). At the end of the study,
arrest in progression of the curvature was achieved in
56.6% of cases, and curvature regressed in 16.6% of
cases. There is no consensus and a sufficient number of
studies on the efficacy of stimulation in scoliosis. However,
scoliosis-specific exercises are recommended as the first-
step treatment (16). Exercise treatments that should
be individualized for each patient reduce the need for
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bracing, radiographic curve and normalizes balance and
coordination in scoliosis patients (17). Therefore, we
started exercise therapy simultaneously with electrical
stimulation.

In our case, the curve angle decreased after physical
therapy. Generally, paraspinal muscles spasms and pain
can lead to non-structural scoliosis, however, with the
treatment of these conditions, scoliosis can be improved.
Our success in treatment may be associated with recovery
in pain and spasm. However, patient’'s complaints
continued for two years despite the exercises and it is
difficult to distinguish between these two situations. With
this presentation, we aimed to emphasize and remind
the electrical stimulation applications in scoliosis. We
assume that this work demonstrates that well-planned
physical therapy is a rapid and effective option for treating
adolescent-type scoliosis.
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