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YAZARLARA YONERGELER

GENEL BiLGILER

Ege Klinikleri Tip Dergisi, izmir Hastanelerine Yardim ve Bilimsel
Arastirmalan Tesvik Dernegi'nin sireli yayin organidir. Yilda Ug sayi
olarak yayimlanir. Basim aylari Nisan, Agustos ve Aralik’tir. Dergide,
tibbin her dali ile ilgili prospektif, retrospektif ve deneysel arastirmalar,
olgu sunumu, editére mektuplar ve derlemeler yayinlanir. Yayinlanan
makalelerde konu ile ilgili en ylksek etik ve bilimsel standartlarda
olmasi ve ticari kaygilarda olmamasi sarti gozetilir. Yayin igin génderilen
galismalar; orijinal, bagka bir dergide degerlendirme siirecinde olmayan

ve daha 6nce basilmamis olmasi kosullariyla kabul edilir.

Dergiye gonderilen makale bigimsel esaslara uygun ise, bas editor ve en
az yurt igi-yurt digi iki danisman incelemesinden gegip gerek goruldugu
takdirde istenen degisiklikler yazarlar tarafindan yapilip hakemlerce
kabul edildikten sonra yayimlanir.

BiLIMSEL SORUMLULUK

Tim yazarlar galismaya direkt olarak katkida bulunmalidir. Yazar olarak
tanimlanmis tim kisiler galismayl planlamali veya gergeklestirmeli,
galismanin  yazilmasinda, gozden gegiriimesinde ve son halin
onaylanmasinda rol almalidir. Bilimsel kriterleri karsilayan bir metnin
ortaya ¢ikmasi tiim yazarlarin sorumlulugudur.

ETiKSEL SORUMLULUK

insan calismalari ile ilgili tiim makalelerde ‘yazili onamim’ alindigini,

galismanin Helsinki Deklarasyonu’na

(World Medical Association Declaration of Helsinki

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

gore yapildigi ve lokal etik komite tarafindan onayin alindigini bildiren

cimleler mutlaka yer almalidir.

Etik Kurul Onamlarinin kendisi (Etik Kurul Onam Belgesi) yayinla birlikte

gonderilmelidir.

Hayvanlar Uzerinde yapilan deneyleri bildirirken yazarlar; labaratuvar
hayvanlarinin bakim ve kullanimi konusunda kurumsal veya ulusal

yonergelerin takip edilip edilmedigini mutlaka bildirmelidirler.

Ege Klinikleri Tip Dergisi yazarlarin cimlelerinden sorumlu degildir.
Makale bir kez kabul edildikten sonra derginin mal olur ve dergiden
izinsiz olarak baska bir yerde yayinlanamaz.

iSTATISTiIKSEL DEGERLENDIRME

Tim retrospektif, prospektif ve deneysel g¢alisma makaleleri
bioistatiksel olarak degerlendirilmeli ve uygun plan, analiz ve bildirimde
bulunmalidir. p degeri yazi icinde net olarak belirtiimelidir (6rn,
p=0.014).
YAZIM DiLi

Derginin resmi dilleri Tiirkge ve ingilizce’dir. Tiirkge metinlerde Tiirk Dil
Kurumu’nca (www.tdk.gov.tr)www.tdk.gov.tr yayinlanan Tirkge sézlik
temel alinmahdir. Gonderilmis makalelerdeki tim yazim ve gramer
hatalari sunulan verileri degistirmeksizin editoér tarafindan duzeltilir.

Yazim ve gramer kurallarina metin yazimi yazarlarin sorumlulugundadir.

TELIiF HAKKI BILDIRIMi

Telif hakki devrini bildirmek igin kapak mektubunda ‘Bu makalenin telif hakki;
galisma, basim icin kabul edilmesi kosuluyla Ege Klinikleri Tip Dergisi'ne
devredilir’ seklinde belirtilmelidir. Makaleler igin yazarlara herhangi bir tcret

6denmez.

YAZI TiPLERI

Derleme: Derlemeler yeni veya tartismali alanlara 1gik tutar. Dergi editori
derleme yazimi igin yazar veya yazarlardan istekte bulunur.

Orijinal makaleler: Orijinal makaleler temel veya klinik gahismalar veya klinik
denemelerin sonuglarini bildirir”. Orijinal makaleler 2500 kelime ve 25
kaynaktan fazla olmamalidir.

Olgu Sunumlari: Dergi, tibbin her alanindaki belirgin 6neme haiz olgu
sunumlarini yayinlar. Yazar sayisi 6yi, kaynak sayisi ise 5’i gegmemelidir.
Editor'e Mektup: Metin 400 kelimeyi gegmemeli ve kaynak sayisi ise en fazla
3 olmalidir (kaynaklardan biri hakkinda degerlendirme vyapilan yayin
olmalidir)

YAZI GONDERIMI

Tum vyazilar elektronik ortamda idhdergi@yahoo.com adresine
gonderilmelidir.

Kapak mektubu: Kapak mektubu gonderilen makalenin kategorisini, daha
once baska bir dergiye gonderilmemis oldugunu, ¢ikar iligkisi bildirimini,
yayin hakki devri bildirimini ve varsa galismayr maddi olarak destekleyen kisi
ve kurumlarin adlarini igermelidir.

Baglik sayfasi: Bu sayfada ¢alismanin tam ismi ve kisa bashgi (karakter sayisi
ve bosluklar toplami 55’i gegmemelidir) olmalidir. Katkida bulunanlarin
adlarini ve galistiklari kurumlari listeleyin. Yazismalarin yapilacagl yazar
(yazisma vyazan) belirtilmelidir. Bu yazar yayinin basim sirecinde dergi
editérii ile iletisimde bulunacaktir. Ote yandan tim yazarlarin ORCID
numarasi da eklenilmeli, ORCID numarasi olmayan yazarlar en kisa zamanda
edinmelidir. http://orcid.org adresinden bireysel ORCID igin licretsiz kayit
olusturulabilinir.

Oz ve Anahtar Kelimeler: Ozet 250 kelimeyi gecmemelidir. Calismanin
amacini, yéntemi, bulgu ve sonuglari 6zetlemelidir. ilaveten 3 adet anahtar
kelime alfabetik sirayla verilmelidir.

Giris: Giris bolimiu kisa ve agik olarak ¢alismanin amaglarini tartismali,
¢alismanin neden vyapildigina yodnelik temel bilgileri icermeli ve hangi
hipotezlerin sinandigini bildirmelidir.

Gereg ve yontemler: Okuyucunun sonuglari yeniden elde edebilmesi igin agik
ve net olarak yéntem ve geregleri acgiklayin. ilk vurgulamada kullanilan arag
ve cihazlarin model numaralarini, firma ismini ve adresini (sehir, tlke)
belirtin. Tim 6lgiimleri metrik birim olarak verin. ilaglarin jenerik adlarini

kullanin.
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YAZARLARA YONERGELER

Bulgular: Sonuglar mantikli bir sirayla metin, tablo ve goruntiler
kullanilarak sunulmaldir. Cok 6nemli gozlemlerin altini gizin veya
Ozetleyin. Tablo ve metinleri tekrarlamayin.

Tartigma: Calismanin yeni ve ¢ok 6nemli yonlerine, sonuglarina vurgu
yapin. Tartisma bolimu ¢alismanin en 6nemli bulgusunu kisa ve net bir
sekilde icermeli, gozlemlerin gegerliligi tartisiimal, ayni veya benzer
konulardaki yayinlarin 1siginda bulgular yorumlanmali ve vyapilan
galismanin olasi 6nemi belirtilmelidir. Yazarlara, ¢alismanin esas
bulgularini kisa ve 6zIU bir paragrafla vurgu yapmalari 6nerilir.
Tegsekkiir: Yazarlar arastirmaya katkida bulunan ancak yazar olarak
atanmayan kisilere tesekkir etmelidir.

Kisaltmalar: Kelime veya s6z dizinini ilk gectigi yerde parantez iginde
verilir. Tim metin boyunca o kisaltma kullanilir.

Tablolar: Metin iginde tablolar ardisik olarak numaralandirilmalidir. Her
bir tabloya bir numara ve baslk yazin. Tablolar fotograf veya grafik
dosyasi olarak gonderilmemelidir.

Kaynaklar: Kaynaklar metin icinde alintilanma sirasina uygun olarak
dogal sayilar kullanilarak numaralandirilmali ve ciimlenin sonunda
parantez iginde verilmelidir. “ Uniform Requirements for Manuscript
Submitted to Biomedical Journals” formatini kullanin. Yazar sayisi alti
veya daha az ise hepsini, yedi veya daha fazla ise sadece ilk Gg ismi
yazin ve ‘ve ark.i ilave edin. Dergi isimleri tam olarak verilmelidir.
Kaynak ve kisaltilmis dergi adlari yazimlari Cumulated Index Medicus’a
veya asagida verilen 6rneklere uygun olmalidir.

Dergi makaleleri igin 6rnek

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

Komite veya yazar gruplari icin 6rnek

The Standard Task Force, American Society of Colon and Rectal
Surgeons: Practice parameters for the treatment of haemorrhoids. Dis

Colon Rectum 1993; 36: 1118-20.

Kitaptan konu igin 6rnek

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

Kitap igin ornek
Bateson M, Bouchier I. Clinical Investigation and Function, 2nd edn.

Oxford: Blackwell Scientific Publications Ltd, 1981.
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KLINIK CALISMA / CLINICAL TRIAL
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Tekrarlayan Gebelik Kaybi Cikmazinda Onemli Bir Nokta: D
Vitamini

An Essential Point in Recurrent Pregnancy Loss Dilemma:

Vitamin D
Canan Soyer CALISKAN™ , 0000-0002-9889-5249
Huri GUVEY* , 0000-0002-8603-6981 Oz
Samettin CELIK™ , 0000-0002-6407-1129 Girig: Tekrarlayan gebelik kaybi (TGK) etiyolojisinde birgok patofizyolojik
Burak YASAR", 0000-0003-4070-1867 mekanizma tanimlanmis olsa da vakalarin yarisinin nedeni hala
Bahadir YAZICIOGLU*** , 0000-0003-4397-2769 aydinlatilamamistir. D vitamini saglikh bir gebeligin her agamasinda 6nemli bir
Eda TURE ** * 0000-0003-0124-8721 role sahiptir. Bu nedenle biz de calismamizda TGK etiyolojisinde D vitamininin

Hasan ULUBASOGLU*** , 0000-0001-9157-0612 roliind ortaya koymaya alistik.

Gereg ve Yontem: TGK hikayesi olan 92 gebe ve boyle bir hikayesi olmayan

233 gebe olmak uzere, toplam 325 hasta ¢alismaya dahil edilmistir. Hastalarin

*Kadin Hastaliklari ve Dogum Uzmani, serbest hekim )
J yas, gestasyonel hafta, boy, kilo, viicut kitle indeksi (VKI), gebelik, parite,

* %k Siti H
Samsun Egitim ve Arastirma Hastanesi Kadin Hastaliklari Ve disuk ve yasayan gocuk sayisi ve vitamin D seviyeleri degerlendirildi.

Dogum B&lumi Bulgular: Calisma sonuglarimizda gruplara gére olgularin kilo ve boy élgimleri
**% Samsun Egitim ve Arastirma Hastanesi Aile Hekimligi istatistiksel olarak anlamli farklilik géstermezken (p>0.05); TGK gériilen grubun
BolUimu VKi 8lgtimleri, saghkl gebelik goriilen gruptan daha disiktir (p=0.001). Bunun

yani sira TGK gorilen grubun gebelik sayilari (p=0.040; p<0.05), parite sayilari
(p=0.001; p<0.01) ve dusik sayilari (p=0.004; p<0.01) saglikh gebelik gorilen
gruptan daha vyiksektir. Gruplara gore olgularin yasayan gocuk sayilari
arasinda istatistiksel olarak anlamli farklilik saptanmamistir (p>0.05). Ayrica
o6nemli olarak TGK goriilen grubun D vitamini 6lgiimleri saglikli gebelik gorilen
gruptan daha dusuktir (p=0.001; p<0.01).

Sonug: Ozellikle dogurganlik cagindaki gebelik kaybi dykiisii olan kadinlarin D
vitamini dlzeyleri agisindan taranmasi ve eksikligi olan kisilere replasman
verilmesinin olumsuz TGK’y1 engelleyecegini diisinmekteyiz.

Anahtar Kelimeler: Tekrarlayan gebelik kaybi, vitamin D, imm{in sistem
Abstract

Yazisma Adresi: Huri GUVEY

. Purpose: Although several pathophysiological mechanisms is defined in
Kemalpasa Mahallesi, 165. Sokak, Numara 15/1
ethiology of recurrent pregnancy loss (RPL), still causes of half of the cases

Serdivan/SAKARYA
/ haven’t clarified yet. Vitamin D has essential role in per phases of healthy

Email: huriguvey@gmail.com

pregnancy. Because of this, we aimed to state the role of vitamin D in the
ethiology of RPL.

Material and Methods: : We included our study 92 pregnants having RPL
history and 233 pregnants without RPL history totally 325 patients. Age,
gestational week, height, weight, body mass index, gravida, parity, abortion
and living children count and vitamin D levels of these pregnants were
evaluated retrospectively.

Results: According to our results, while there was no statistically significant
difference between height and weight measurements (p>0.05);BMI
measurements of RPL group was lower than healthy pregnants (p=0.001).
Additionally gravida (p=0.040; p<0.05), parity (p=0.001; p<0.01), and
abortion(p=0.004; p<0.01) counts of RPL group were significantly higher than
Gelig Tarihi: 23/07/2020

Kabul Tarihi:28/08/2020 the patients in control group. Living children count of groups didn’t show

statistically significant difference (p>0.05).
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Tekrarlayan Gebelik Kaybi Clkmazinda Onemli Bir Nokta: D Vitamini

Morover, importantly vitamin D levels of RPL group were statistically
significantly lower than healty pregnants (p=0.001; p<0.01).
Conclusion: We consider that vitamin D screening and replacement of
lacking women that are reproductive aged and history of pregnancy
loss would prevent RPL.

Keywords: Recurrent pregnancy loss, Vitamin D, Immune system

Girig

Gebelik kaybi veya disik klinik olarak gebeligin 20. gestasyonel
haftasini tamamlamadan 6nce kaybi veya gebelik haftasi bilinmiyorsa
400gr altinda fetis veya embriyo kaybi olarak tanimlanir(1).
Tekrarlayan gebelik kaybi (TGK) klinisyenler arasinda gorus farkliligi
olsa da 2 veya daha fazla gebelik kaybi olarak tanimlanir(2). TGK
insidansi %1 ila 2 arasinda degismekte olup kesin insidans
tanimlamadaki farkhlklara bagh olarak bilinmemektedir(3). Primer
TGK daha 6nce 24. gestasyonel haftadan buytk canli gebeligi olmayan
hastalari tanimlarken, sekonder TGK ise 1 veya daha fazla 24 haftadan
blyik canh gebelikten sonra olusan TGK’'yi tanimlar(2).TGK
etyolojisinde uterin anomaliler, endokrin ve metabolik problemler,
genetik anomaliler, edinsel veya konjenital trombofililer ve otoimmn
hastaliklar gibi birgok patolojik mekanizma tanimlanmistir. Ancak
maalesef hastalarin yarisinda altta yatan patolojik mekanizma ortaya
konulamamaktadir(4).

Vitamin D’nin aktif formu kalsiyum ve fosfat dengesinin ve kemik
metabolizmasinin dizenlenmesinde rol oynar(5). Son zamanlarda bu
o6nemli fonksiyonun Gtesinde D vitamininin hormon sekresyonu,
immin modulasyon, hiicre bélinmesi ve farklilagsmasi gibi gérevlerde
de 6nemli rol oynadig tespit edilmistir(6). Bununla birlikte vitamin
D’nin Ureme fizyolojisi Uzerindeki etkileri de yine son yillarda ilgi
konusu olmustur. Gebelikte maternal 1,25 hidroksi vitamin D ve 25
hidroksivitamin D seviyeleri ve vitamin D baglayici protein artar ve
bunlar da plasentadan gegerek fettisiin D vitamini havuzuna katkida
bulunur. Ayrica gebelikte vitamin D etkisiyle adaptif immun sistem
baskilanirken dogal immin sistem aktive olur ve fetlsiin anne
tarafindan reddi engellenmis olur(7). Vitamin D eksikligi diinya
capinda giderek artan bir prevalans géstermektedir ve biylk bir halk
saghigi problemi haline gelmistir(8). Vitamin D  eksikligi
preeklampsi,gestasyonel diyabet, intrauterin gelisme geriligi, maternal
enfeksiyonlar ve erken dogum gibi olumsuz gebelik sonuglariyla
iliskilendirilmistir. Ancak vyapilan g¢alismalar vitamin D’nin bu
patolojilerdeki etiyolojik yonUni ortaya koymakta sinirh kalmistir(9).
Spontan dusuklerin vitamin D eksikligi ile iliskisini ortaya koyan
calismalar literatirde vyer almakla birlikte(10-12)TGK spontan
disukten tamamen farkli bir antite olup ¢ok daha az karsimiza
¢tkmakta ve vitamin D ile tekrarlayan gebelik kaybi arasindaki iligkiyi
gosteren az sayida ¢alisma bulunmaktadir(7). Biz de literatiire katkida
bulunmak adina TGK ve vitamin D degerleri arasindaki iligkiyi

gostermek igin galismamizi planladik.

An Essential Point in Recurrent Pregnancy Loss Dilemma: Vitamin D

Gereg ve Yontemler

Galismaya 2016 Ocak- 2019 Ocak tarihleri arasinda Saglk Bilimleri
Universitesi Samsun Egitim ve Arastirma Hastanesi Kadin Hastaliklari ve
Dogum Bolimi’'ne bagvuran 325 hasta dahil edilmistir. Transvajinal
ultrasonografi ile intakt gebelik kesesi olup fetisiin kalp atimi alinamayan ve
daha 6nce 7-10 hafta arasi ardisik 2 gebelik kaybi olan ve yasayan ¢ocugu
olmayan 92 hasta habitlel abortus grubuna dahil edildi. Bunlardan uterin
anomali, kendinde ve/ veya eginde kromozom anormalligi, tiroid
disfonksiyonu, Toksoplazma, Rubella, Sitomegaloviriis ve Herpes virls
enfeksiyonu, diyabet, hipertansiyon ve otoimmiin hastaligi olanlar, D
vitamini replasmani alanlar galismaya dahil edilmedi. Canl, saghkh gebeligi
olan ve disiik 6ykisii olmayan 233 hasta ise kontrol grubuna dahil edildi.
CGalisma retrospektif vaka kontrol galismasi olarak planlandi. Hastalarin yas,
gestasyonel hafta, boy, kilo, vicut kitle indeksi, gebelik,parite,disik ve
yasayan c¢ocuk sayisi ve vitamin D seviyeleri retrospektif olarak hastane
kayitlarindan elde edildi ve degerlendirildi. 25(OH)vitamin D seviyelerini
olgmek igin ise hastalardan vendz kan 6rnegi alinarak ImmuChrom® column
(IC 3401 rp) kit ile immun kromatografik yontemler kullanilmisti.Vicut kitle
indeksi (VKi) ise kilogram cinsinden agirligin metre cinsinden boy
uzunlugunun karesine oranlanmasiyla hesaplandi.

Arastirmanin yapilmasi igin ve Saglik Bilimleri Universitesi Samsun Egitim ve
Arastirma Hastanesi Tipta Uzmanlik Egitim Kurulunun 25.12.2019 tarih ve
2019/3/14 sayih etik kurul onayi gozetilmistir.

istatistiksel analizler icin NCSS (Number Cruncher Statistical System) 2007
(Kaysville, Utah, USA) programi kullanildi. Calisma verileri degerlendirilirken
tanimlayici istatistiksel metotlar (ortalama, standart sapma, medyan,
frekans, oran, minimum, maksimum) kullanildi. Nicel verilerin normal
dagilima uygunluklari Kolmogorov-Smirnov, Shapiro-Wilk testi ve grafiksel
degerlendirmeler ile sinanmistir. Normal dagilim gosteren nicel verilerin iki
grup karsilastirmalarinda Student t Test, normal dagilim godstermeyen
verilerin iki grup karsilastirmalarinda ise Mann Whitney U testi kullanildi.

Anlamlilik en az p<0.05 dizeyinde degerlendirildi.

Bulgular

CGalisma 325 kadin olgu ile yapilmistir. Olgularin yaslar 17 ile 44 arasinda
degismekte olup, ortalama 28.4615.88 yildir. Tekrarlayan gebelik kaybi olan
grubun yaslari, canh gebelik gorilen gruptan belirgin diizeyde daha ytiksekti
(p=0.001, Tablo 1)

Olgularin  kilo ve boy Olglimleri istatistiksel olarak anlamh farklilik
gostermezken (p>0.05); tekrarlayan gebelik kaybi gériilen grubun VKi
Olgtimleri, canh gebelik gorulen gruptan belirgin olarak daha dustktu
(p=0.010).Bunun yani sira tekrarlayan gebelik kaybi goriilen grubun gebelik
sayilari (p=0.040), parite sayilari (p=0.001) ve duslk sayilari (p=0.004) canli
gebelik gorilen gruptan daha yuksektir. Gruplara gore olgularin yasayan
¢ocuk sayilari arasinda istatistiksel olarak anlamli farklihk saptanmamistir

(p>0.05) (Tablo 1).
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Tablo 1: Demografik Ozelliklerin Gruplar Arasinda Karsilastiriimasi

Toplam Tekrarlayan ~ Canh gebelik p
(n=325) gebelik (n=233)
kavbi(n=92)
Yas yi) Win-Mak T7-22(29) T7-22 (31) T8-22(27) 0,001~
(Medyan)
Ort+Ss 28,46+5,88 30,32+6,65 27,73+5,39
Kilo (kg) Min-Mak 41-110 (68)  41-96 (65) 45-110 (69) 20,069
(Medyan)
Ort+Ss 69,09+12,48  66,93+11,62  69,85+12,71
Boy (m) Min-Mak 14-19(16) 151,8(16) 14-19(16) 20,187
(Medyan)
Ort+Ss 1,59+0,09 1,60+0,05 1,59+0,10
VKI Min-Mak 15,9-42,2(27) 17,1-36,1 15,9-42,2 a0,010*
(kg/m?) (Medyan) (25,8) (27,2)
Ort+Ss 27,41+4,65 26,24+4,49 27,80+4,65
Gebelik Min-Mak 5-19 (10) 5-17 (8) 5-19 (10) a0,001**
haftas1 (Medyan)
Ort+Ss 9,84+2,85 8,43+2,92 10,36+2,65
Gebelik Min-Mak 1-10 (2) 1-7(3) 1-10 (2) b0,040*
sayist (Medyan)
Ort+Ss 2,47+1,66 2,63+1,44 2,41+1,73
Parite sayis1  Min-Mak 0-6 (1) 0-6 (0) 0-6 (1) 50,001**
(Medyan)
Ort+Ss 0,94+1,12 0,71+1,15 1,01+1,10
Diisiik Min-Mak 0-5(0) 0-5 (0) 0-3(0) b0,004**
sayist (Medyan)
Ort+Ss 0,42+0,75 0,61+0,88 0,36+0,69
Yasayan Min-Mak 0-5 (1) 0-5 (1) 0-5 (1) v0,917
cocuk sayis1  (Medyan)
Ort+Ss 0,98+1,08 1,03+1,16 0,97+1,06

aStudent t Test YMann Whitney U Test **p<0.01 p<0.05
BMI: Viicut kitle indeksi  Min: Minimum Mak: Maksimum
Ort: Ortalama  Ss:Standart sapma

Tekrarlayan gebelik kaybi goriilen grubun D vitamini 6lgtimleri canli
gebelik gorilen gruptan anlamli derecede daha dustiktir (p=0.001, Tablo
2).

Tablo 2: Laboratuvar Bulgularinin Gruplar Arasinda Karsilagtiriimasi

Toplam Tekrarlayan Canlt p
(n=325) gebelik gebelik
kaybi(n=92) (n=233)
D Min-Mak _ 4,2-25 (10,7)  4,2-22,7 (8,3) _ 4,2-25 20,00
vitamini(n  (Medyan) (11,7) 1**
/ml
g/m) OrtsSs 11524518  9,61+4,79 12,2445,15

aStudent t Test °Mann Whitney U Test **p<0.01 p<0.05
Min: Minimum Mak: Maksimum Ort: Ortalama Ss:Standart sapma

Tartisma
D vitaminin vicutta kalsiyum ve fosfor metabolizmasi tizerindeki etkileri
yaygin olarak bilinmekle birlikte son zamanlarda kardiyovaskdler sistem ve
immiin sistem (zerindeki etkileri de 6n plana ¢ikmaktadir(7). Ozellikle
immdunolojik etkilerinin gebelikte maternal imm{n tolerans tzerinde etkili
oldugu bilinmektedir. Gebelikte anne ve fetlis arasinda host-antijen
iliskisinin diizenlenmesi 6nemlidir. Gebelikte humoral bagisiklik baskin iken
T helper

ve Natural Killer (NK) hiicrelerinin etkin oldugu hicresel

immdinite baskilanmis durumdadir. T helper 1 sitokinlerinin fazla
salgilanmasinin disuge yol actigi bilinmektedir. Vitamin D implantasyonda
ve Ureme fonksiyonunda 6nemli bir diizenleyici role sahiptir. Vitamin D
eksikligi NK hiicrelerinin sayisinda artisa ve hiicresel immiunitenin baskin

olmasina neden olur(13).

HURIi GUVEY et al.

Bu da preeklampsi, intrauterin gelisme geriligi, gestasyonel diyabet ve dustik
gibi gebelik komplikasyonlarina yol agar(14). Biz de galismamizda D vitamini
seviyelerini TGK olan hasta grubunda kontrol grubuna gore daha diisiik olarak
saptadik.

TGK'nin degisen sitotoksisite ve periferik NK hiicre fonksiyonu ile ilgili
oldugunu gosteren calismalar mevcuttur(15). Periferde artmis NK hiicre
sayisinin gebelikte normal karyotipe sahip olanlarda disik olasiligini artirdigi
gorilmistir(16). Ota ve arkadaglarinin yaptigi 133 TGK olan kadinin dahil
edildigi retrospektif bir calismada, in vitro vitamin D,’in NK hiicre
sitotoksisitesini azalttig, tip 1 sitokinlerin (interferon-gama (IFN-Y)ve timor
nekrotizan faktor alfa (TNF-a)) salgilanmasini baskiladigi ve tip 2 sitokinlerin
(interlokin -10)salinimini artirdigi, yani tip 1 immun yaniti, basaril bir gebelikle
iliskili olan tip 2 immun yanita gevirdigi sonucuna varmiglardir(17).Regulator T
hucreleri(Treg) ve Thelper 17 hicreleri immunolojik fonksiyon bakimindan
birbirine zit olan iki CD4* hiicre turldur. Treg hicreleri immiin supresif etkiye
sahip iken Thelper 17 hiicreleri IL 17 salgilayarak kronik inflamasyonda rol
oynar. Yapilan g¢alismalarda Treg hiicrelerin eksikligi veya Thelper 17
hicrelerinin fazla olmasinin TGK ile iligkili oldugu gosterilmistir(18). Ji ve
arkadaglarinin 2018 yilinda yaptigl 215 TGK olan ve 77 normal gebeligi olan
kadinin dahil edildigi prospektif bir ¢alismada, TGK olan kadinlarda vitamin D
seviyeleri ve Treg hiicreleri / Thelper 17 hiicreleri oranini normal gebeligi olan
gruba gore daha dusik saptamiglardir. TGK grubuna iki ay oral glinlik 20001U
D vitamini replasmanindan sonra tekrar bakildiginda vitamin D seviyeleri ve
Treg hucreleri / Thelper 17 hiicreleri orani normal gebeligi olan gruba gore
daha yiksek olarak saptanmistir(19). Bu g¢alismada D vitamininin immin
sistem Uzerindeki etkileri agikga ortaya konulmustur. Yine benzer sekilde
Abdollahi ve arkadaglarinin yaptigi 20 TGK &ykiisii olan ve 20 saglikl gebe
olmayan kadindan alinan periferik kan orneklerinin degerlendirildigi bir
¢alismada TGK olan grupta Treg hiicre oraninin kontrol grubuna gore daha az,
Thelper 17 oraninin da daha fazla oldugu ve D vitamini tedavisinin ise TGK
grubunda Treg hicre oranini artirdigl gosterilmistir. Bu ¢alismada D vitamini
eksikliginin TGK’ya katkida bulunabilecegi ve gebelik 6ncesi D vitamini
replasmaninin ise TGK'ya karsi koruyucu olabilecegi sonucu g¢ikarilmistir (20).
Shareif ve arkadaglarini yaptigi saglikli gebeligi olan70 (1. grup), erken gebelik
doneminde olup saghkli gebeligi olmayan 70 (2. grup), gebelik kaybi oykisl
olmayan gebe olmayan 70 (3. grup), disik 6yklsu olan ama gebe olmayan 70
kadinin(4. grup) oldugu 280 hastayi iceren prospektif bir ¢alismada D vitamini
ve kalsiyum seviyeleri incelenmistir.En ylksek D vitamini seviyesi 1. grupta
bulunurken en dusik seviye 4. grupta bulunmus ve normal gebeligi olan
grubun D vitamini seviyesi sagliksiz gebeligi olanlara goére anlaml olarak
yuksek bulunmusg ve ayrica gebe olmayan disik 6ykiisii olmayan kadinlarin D
vitamini seviyesi de dusuk 6ykisi olan gebe olmayan kadinlara gére anlamli
olarak yuksek bulunmustur(21). Bu ¢alisma da bizim galisma sonuglarimizi
desteklemektedir.

CGalismamizin retrospektif olmasi limitasyon olusturmaktadir. Galismamizin
retrospektif olmasi nedeniyle, D vitamini seviyesi dusiik saptanmis olan
kadinlarda hangi mekanizma ile tekrarlayan gebelik kaybi oldugu konusuna

aciklik getirilememistir.




Tekrarlayan Gebelik Kaybi Gikmazinda Onemli Bir Nokta: D Vitamini

Sonug

TGK sik gorilmemekle birlikte kadini ve aileyi yipratan, umutsuzluga
surlikleyen ve maalesef olgularin yarisinin da etiyolojisinin bilinmedigi bir
klinik durumdur. Etiyoloji ve tedavi agisindan birgok ¢alismanin ginimuize
kadar yapilageldigi ve ilerleme kaydedildigi goriilmektedir. Son zamanlarda
immdunolojik mekanizmalar ve D vitamini Gzerinde durulmaktadir ve TGK
ile iliskisini ortaya koyan bir¢ok c¢alisma bulunmaktadir. D vitamini
gebeligin olusumundan doguma kadar olan silirecte her asamada klinik
oneme sahiptir. Eksikliginde bir takim gebelik komplikasyonlari

olusmaktadir.

An Essential Point in Recurrent Pregnancy Loss Dilemma: Vitamin D

D vitamini eksikliginin bir halk saghgi problemi olusturdugu giinimiizde
ozellikle dogurganhk gagindaki gebelik kaybi 6ykiisii olan kadinlarin D
vitamini diizeyleri agisindan taranmasi ve eksikligi olan kisilere replasman
verilmesi olumsuz gebelik sonuglarini engelleyecek ve daha saglikli anne
ve bebeklerin oldugu saglkh bir toplum olma yolunda énemli bir adim

olacaktir.
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0z

Amag: Klinigimizde hiperemesis gravidarum nedeniyle yatan ve tedavi edilen
hastalarin maternal ve fetal sonuglarini degerlendirmek

Materyal ve Metod: Hastanemizde dogumu gergeklesen 58 hiperemesis
gravidarumlu hastanin verileri retrospektif olarak degerlendirildi. Hastalarin
demografik, klinik, hormonal ve tam idrar tetkiki parametreleri toplandi.

Bulgular: Yaptigimiz analizlerin sonucunda, hastalarin ilk basvuruda ortalama gebelik
haftasi 9.5 + 2.40 haftaydi. Hastalarin ortalama gebelik 6ncesi agirliklari 67.48 + 8.71
kg, dogum sonrasi agirliklari 75.74 + 11.69 kg ve gebelik stiresince kilo alimlari 8.26 +
4.45 kg olarak tespit edildi. Hastalarin 53.4 % U normal dogum ve % 46.6 si sezaryen
ile dogum yapti. Hiperemesis gravidarumlu hastalarin ortalama dogum haftasi 37.66
+ 1.51 di. Yenidogan bebeklerin ortalama agirliklari 3045.34 + 341.61 gram olarak
bulundu. Yenidogan bebeklerin % 55.17 sinde cinsiyet kiz olarak tespit edildi.
Hastalarin % 27.6 si hiperemesis sikayetlerinin alevlenmesi Gizerine hastaneye tekrar
basvurmak durumunda kaldi. Tim hastalarin ortalama hastanede yatis stresi 2.74 +
1.59 giindii. Hastalarin ortalama TSH seviyeleri 1.15 + 1.01 olarak bulundu. Yaptigimiz
korelasyon analizinde idrarda keton orani ile hastanede yatis sliresi arasinda pozitif
yonli anlamli bir korelasyon tespit edildi. (r=0.402, p=0.002).

Sonug: Hastanemizde hiperemesis gravidarum literartir verileri ile uyumlu olarak
memnun edici sonuglarla tedavi edilmektedir. idrarda keton tespit edilen hastalarin
daha etkin tedavisi, hastanede yatis sliresini azaltmada etkili olabilir.

Anahtar Kelimeler: Hiperemesis gravidarum; keton; dogum agirligi; yatis tekrar;

antiemetik

Abstract

Aim: To document maternal and birth outcomes in patients admitted to an academic
hospital for hyperemesis gravidarum.

Materials and Methods: Data from 58 patients with hyperemesis gravidarum who
gave birth at our hospital were retrospectively analyzed. Demographic, clinical,
hormonal and urinary parameters were documented.

Results:The mean pregnancy week of patients at first admission was 9.5 + 2.40. The
mean pregestational weight, postgestational weight and weight gain of patients
were 67.48 + 8.71, 75.74 + 11.69 and 8.26 + 4.45, respectively. Of the 58 patients,
53.4 % gave parturition by NSVD and 46.6 % gave parturition by C/S. The mean birth
week of HEG patients was 37.66 + 1.51 weeks. The average birth weight of the
patients was 3045.34 + 341.61 grams. 27.6 % of the patients was readmitted to our
hospital due to exacerbation of clinical signs due to hyperemesis gravidarum. 55.17
% (32) of the newborns were female in sex status and 44.83 % (26) of them were

male.
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The mean total hospital stay was 2.74 + 1.59 days in all patients. The
mean TSH levels of all patients was 1.15 = 1.01. In our correlation
analysis, there was a significant positive correlation between ketone
positivity and hospital stay (r=0.402, p=0.002).

Conclusion: In our hospital, HEG is managed with satisfactory results
parallel to literature. HEG patients with ketonuria should be treated
aggressively to lower duration of hospitalisation.

Keywords: Hyperemesis gravidarum; ketone; birth weight; antiemetic;
readmission

Introduction

During early pregnancy, approximately 80% of pregnant women
experience nausea and vomiting and therefore have to refer to the
hospital 2. Hyperemesis gravidarum (HEG) is a serious condition of
the early pregnancy period that may come across as a life-threatening
condition. HEG is one of the most common reason for the
hospitalization in early pregnancy period. The incidence of HEG varies
between 0.8-3.2% in the literature 34.

HEG is a clinical picture of extreme nausea, vomiting, dehydration,
ketosis, electrolyte and acid-base imbalance, hepatic and renal failure
that can lead to weight loss . Although clinical findings of HEG
typically begins at 4 to 8 weeks of pregnancy and usually ends before
20 weeks gestation, there are rarely permanent cases where the
findings persist throughout pregnancy ©.

The pathological mechanism of HEG has not been fully established
and the view that its etiology is multifactorial is accepted 7. Maternal
endocrine factors (high human chorionic gonadotropin levels,
estradiol (E2), progesterone, placental dysfunction, hyperthroidism
and gastrointestinal disorders), Helicobacter pylori infection,
nutritional deficiensies (wernicke’s encephalopathy), immune system
problems (allogenic rejection of the fetus) and psychological problems
were claimed for pathophysiology of HEG”2.

HEG may be a debilitating disease that can cause worse maternal and
fetal outcomes. In the literarure, a large scale of worse outcomes
were reported such as low birthweight, preterm birth, small-for-
gestation age infants, behavioral disorders, depression and post-
traumatic stress disorders due to HEG 25°.

This study aims to reveal maternal and fetal outcomes in patients with

HEG in our hospital.

Materials and Methods

This retrospective study was approved by the local ethics committee
for clinical research of Mugla Sitki Kocman University, Faculty of
Medicine, Mugla, Turkey. Between January 2017 and December 2019,
data from patients who admitted with HEG were retrospectively
analyzed.

Inclusion criterions were as follows: patients over the age of 18 who

hospitalised due to HEG at the period of their pregnancy.

Maternal and Fetal Outcomes in Women Admitted to Mudla Sitki
Kog¢man University Hospital for Hyperemesis Gravidarum

The exclusion criterions of the study were as follows; the ones below the
age of 18, gave birth at another hospital, given medical treatment but not
hospitalised, with molar or multiple pregnancy, coronary heart disease,
chronic disease using medication, diagnosed or underwent treatment of any
type of malignancy, suspicious adnexial mass, cognitive limitations, and
incomplete records due to missing data or loss to follow-up.

Diagnosis of HEG established as persistent vomiting accompanied by weight
loss of at least 5% of pre- pregnancy body weight and/or ketonuria
unrelated to other causes and requiring hospital admission for severe
vomiting causing dehydration °.

Patients demographic characteristics such as age, gravida, parity, history of
smoking, abortus, pregestational diabetes mellitus and hypertension were
recorded. Patients clinical data such as gestational week at first diagnosis,
pregestational weight, postgestational weight, weight gain, delivery week,
delivery type (normal spontaneous vaginal delivery or cesarean section),
newborn weight, sex of newborn, length of hospital stay, status of re-
hospitalisation and antiemetic choice (metochlopromide / ondansetrone)
were also recorded. TSH levels and complete urine analysis parameters
(ketone, nitrite, leukocyte and protein positivity) were hormonal and
biochemical parameters that we investigated. The necessary information
was obtained from patient files and hospital database. Obstetric
ultrasonographic examinations of all patients were performed by the

experienced obstetricians at our hospital.

Statistical Analysis

Statistical analyses were performed using Statistical Package for the Social
Sciences software, version 23 (SPSS, Inc., Chicago, IL). The data were
expressed as the mean and range for continuous variables, and binary
variables were reported as counts and percentages. Descriptive statistics
were used to summarize baseline characteristics and follow up details.
Spearman rank correlation coefficient was used to evaluate relationships

between numerical variables.

Results

During the study period, 3932 patients gave parturition at obstetrics and
gynecology department of our hospital. Of these patients, 73 (1.85%)
patients admitted to our hospital with HEG. Among those patients, 2 had
molar pregnancy and 2 had multiple pregnancy. Medical records of eleven
patients could not be found and were lost to follow up. A total of 58 patients
with HEG were included.

The baseline descriptive statistics of the patients are listed in Table 1. The
average age of 58 patients with HEG was 29.52 + 5.40 years. The mean
abortus count of patients was 0.48 + 0.79. The mean gravidy and parity of
those patients were 2.05 *+ 1.25 and 0.62 + 0.90, respectively. Of the 58
patients, 8.6 % have smoking, 10.3 % have pregestational diabetes mellitus

and 12.1 % have pregestational hypertension.
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Table 1. Descriptive statistics of patients with HEG

Variable HEG patients
(n=58)
Mean£SD
(Min-max)

Age (years) 29.52 + 5.40 (20-40)

Gravidity (n) 2.05+1.25 (1-5)

Parity (n) 0.62 +0.90 (0-3)
Abortus (n) 0.48 £ 0.79 (0-3)
Smoking n (%) 5(8.6)
Pregestational DM n 6 (10.3)

(%)

Pregestational HT n 7(12.1)

(%)

Abbreviations: SD: Standart deviation, DM: Diabetes mellitus,
HT: Hypertension, HEG : Hyperemesis gravidarum

The clinical characteristics of the patients are listed in Table 2. The
mean pregnancy week of patients at first admission was 9.5 +
2.40. The mean pregestational weight, postgestational weight and
weight gain of patients were 67.48 + 8.71 kg, 75.74 + 11.69 kg and
8.26 + 4.45 kg, respectively. Of the 58 patients, 53.4 % gave
parturition by NSVD and 46.6 % gave parturition by C/S. The mean
birth week of HEG patients was 37.66 + 1.51 weeks. The average
birth weight of the patients was 3045.34 + 341.61 grams. 27.6 % of
the patients was readmitted to our hospital due to exacerbation of
clinical signs due to HEG. 55.17 % (32) of the newborns were
female in sex status and 44.83 % (26) of them were male. The
mean total hospital stay was 2.74 + 1.59 days in all patients.

Hormonal and complete urine analysis parameters were also
showed in table 2. The mean TSH levels of all patients was 1.15 +
1.01. Of the all patients, 89.7 % showed ketone positivity, 37.9 %
showed protein positivity, 13.8% showed nitrite positivity and 53.4
% showed leukocyte positivity in complete urine analysis. In 44.8
% of patients, antiemetic choice was metochlopromide and it was

ondansetrone in 55.2 % of the patients.

Melike Nur AKIN et al.

Table 2. Clinical characteristics of patients with HEG

Variable

HEG patients (n=58)
Mean+SD (Min-max)

Gestational week at first

admission (weeks)

Pregestational weight (kg)
Postgestational weight (kg)

Weight Gain (kg)

Delivery type (%)
NSVD
CIs

Delivery week

Newborn weight

Sex of newborn
male
female
Re-hospitalisation n (%)
Length of hospital Stay
(day)
TSH (ulU/mL)
Antiemetic choice n (%)
Metpamide
Zofran
CUAN (%)
Ketone positivity
Protein positivity
Nitrite positivity

Leukocyte positivity

9.5+ 2.40 (6-17)

67.48 + 8.71 (52-93)
75.74 + 11.69 (55-102)

8.26 + 4.45 (2-18)

31 (53.4)

27 (46.6)

37.66 + 1.51 (33-41)
3045.34 + 341.61

(2480-3800)

26 (44.83%)
32 (55.17%)
16 (27.6)

2.74 + 159 (1-10)

1.15 + 1.01 (0.01-4.45)

26 (44.8%)
32 (55.2%)

52 (89.7%)
22 (37.9%)
8 (13.8%)

31 (53.4%)

Abbreviations:

HEG: Hyperemesis

gravidarum, NSVD: Normal

spontaneous vaginal delivery, C/S: Cesarean section, TSH: Thyroid
stimulating hormone: CUA: Complete urine analysis

In our correlation analysis, we detected a correlation between

hospital stay and ketone positivity in complete urine analysis.

There was a significant positive correlation between ketone

positivity and hospital stay (r=0.402, p=0.002) (Figure 1).
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Figure 1. Ketone positivity showed negative correlation with
hospital stay

Discussion

In this research, we evaluated the patients with HEG who
delivered at our hospital in last three years. The main result of
this study was that increased levels of ketonuria at first
admission led to increased duration of hospitalization due to
HEG. The secondary outcomes in HEG patients were 8.26 kg of
weight gain during pregnancy period, predominance of female
gender in newborns, readmission rate of 27.6%, hospitalization
duration of 2.74 days.

A report released in 2015 stated that pregnancy terminations
were required in many of the patients who did not receive
primary care level support for HEG and did not receive
treatment !, Therefore, early admission to primary care units
and treatment of patients with nausea and vomitting is very
important. Moreover, treatment of patients with prolonged
symptoms of dehydration takes longer and this puts a serious
economic burden. Thanks to the family medicine system in our
country, most of the pregnant women are followed by their
own family doctors and are received primary care. We can say
that this is very important in terms of early diagnosis and
treatment in the region we live in. There are publications
reported HEG incidence as 0.8-3.2% in the literature 34,
According to the data of our hospital in last 3 years, HEG
incidence was found as 1.85% in our region and is in line with
literature. HEG recurrence in literature has been reported at
different rates in many publications. In our study, recurrence

rate was determined as 27.6%.

Maternal and Fetal Outcomes in Women Admitted to Mudla Sitki Kogman
University Hospital for Hyperemesis Gravidarum

Dodds et al. reported that hyperemesis during pregnancy appears to
be associated with adverse neonatal outcomes such as low birth
weight infant, infant small for gestational age, or a preterm delivery
when it is associated with maternal weight gain of less than 7 kg 2.
However, mean maternal weight gain in patients with HEG was 8.26 kg
in our study.

Mean birth weight was 3045 gr and mean delivery week was 38 weeks
of gestation. According to this, maternal weight gain over 7 kg appears
to have a positive effect on fetal outcomes. Our data seems to support
the results of Dodds et al’ study. It is useful to emphasize that maternal
weight gain should be over 7 kg in antenatal follow-up of HEG patients.
Godsey et al reported that repeated admissions to hospital due to HEG
were associated with low birth weight 3. According to our data, the
readmission rate was found to be 27.6%, but no such relationship was
detected in our study. Ketonuria is a marker assessed in the diagnosis
of severe HEG. But today, the link between the degree of ketonuria
and the severity of the disease is not clear . In some studies,
hospitalizations lasting longer than 4 days and increased readmisson
rate may indicate serious HEG >7, However, Tan et al. stated that
there was no relationship between the degree of ketonuria and
duration of hospitalization 7. In contrast, Derbent et al. found that
high levels of ketonuria were associated with increased length of
hospital stay 8. In our correlation analysis, duration of hospitalization
due to HEG was found to be associated with the severity of ketonuria.
In other words, the duration of hospitalization increases as the severity
of ketonuria increases. These findings coincide with the findings in the
study of Derbent et al. We would like to emphasize that more
aggressive and effective treatment and, close follow-up of patients
with severe ketonuria can be effective in reducing duration of hospital
stay. The limitations of our study were the retrospective single center
design and small sampling size with lack of a comparative group. In
future, researches may be planned as in prospective nature design to
evaluate adverse maternal and fetal events, and clinical and prognostic
significance of ketonuria in HEG patients.

Conclusion

HEG is managed with satisfactory results parallel to literature at our
hospital. HEG patients with ketonuria should be treated aggressively to
lower duration of hospitalisation. Therefore, these patients
necessitates careful monitorization and strict follow-up strategies.
However, recommendations favoring the use of more effective follow-
up strategies to lower ketonuria levels in HEG patients should be

supported with researches involving longer follow-up periods and

larger patient series.
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Our Clinical Experience with Intersex Patients

interseksli Hastalarda Klinik Deneyimlerimiz

0z

Amag: Bu calismanin amaci, Cukurova Universitesi Tip Fakiiltesi Cocuk Cerrahisi
Anabilim Dal’'nda 2002-2009 vyillarinda cinsel gelisim bozuklugu tanisi konan
hastalarin tani ve tedavi uygulamalarini degerlendirmektir.

Hastalar ve Yontem: Dosya bilgileri geriye dogru incelenerek, hastalarin basvuru yasi,
basvuru nedeni, fizik muayene bulgulari, tanisi, laboratuvar degerleri, kromozom
analizi sonuglar, ultrasonografi, manyetik rezonans goérintileme, genitogram,
endoskopi bulgulari, gonad biyopsileri, ‘Cinsiyet Arastirma Konseyi’ kararlar ve
cerrahi tedavileri degerlendirmeye alindi.

Bulgular: Toplam 36 hastanin yas ortalamasi 39 aydi. Hastalarin % 66,6’si iki yagindan
kiglktl, en sik basvuru nedeni cinsiyet belirsizligi idi, yaridan fazlasi disi
psédohermafrodit (% 61,1), digerleri erkek psédohermafrodit (% 33,33) ve mikst
gonadal disgenezi (% 5,55) idi. Etiyolojik neden disi psédohermafroditlerin %
95,4’tinde 21-hidroksilaz enzim eksikligiydi. Erkek psédohermafroditlerin % 58,3’liinde
etiyolojik neden belirlenemedi. Genitogram ve endoskopik inceleme ¢ok yararli
gorintl yontemleriydi. Hastalarin % 22,2’sinde ailenin verdiginden farkh bir isim
degisikligine gegildi. Kiz yoniinde dizeltici ameliyat yasi ortalama 44,7 aydi; bu
hastalarin % 47’si iki yas oncesinde ameliyat edildi, 12’sine (% 33,3) tek asamali
kliterovajinoplasti yapildi. Kiz cinsiyet karari verilen 27 hastanin besinde yiiksek tip
vajinal agilim nedeni ile safhali ameliyat gergeklestirilerek 6nce kliteroplasti yapildi,
vajinoplastileri ergenlik dénemine birakildi.

Sonug: Cinsel gelisim bozukluklarinda cinsiyet karari, bir dizi laboratuvar ve goriinti
incelemesinin multidisipliner bir ¢alisma ile gergeklestiriimesi sonucunda, anne ve
baba ile isbirligi icinde verilir. Cerrahinin zamanlamasi konusunda klinik tartismalar
strmekle birlikte, kisa Grogenital sintse ve algak konumlanmis vajina agilimina sahip
hastalarda erken cerrahinin sonuglari olumludur.

Anahtar Kelimeler: Ambigius genitale, cinsel gelisim bozuklugu, interseks, konjenital

adrenal hiperplazi, vajinoplasti.

Abstract

Aim: The present study evaluates the diagnoses and treatment of patients diagnosed
with disorders of sex development between 2002 and 2009 in the Department of
Pediatric Surgery of the Cukurova University Faculty of Medicine.

Patients and Methods: Age at presentation, reason for admission, physical
examination findings, diagnosis, laboratory data, results of chromosome analysis,
ultrasound findings, magnetic resonance imaging results, genitogram, endoscopic
findings, gonadal biopsy results, decision of “Sex Reassignment Council” and surgical
therapies were evaluated retrospectively through a review of patient charts.

Results: The mean age of the total of 36 patients was 39 months. 66.6% of these

patients were, 2 years aged below.
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The most common reason for admission was ambiguous genitalia,
more than half had female pseudohermaphroditism (61.1%), while the
remaining had male pseudohermaphroditism (33.33%) and mixed
gonadal dysgenesis (5.55%). The etiological cause was a 21-
hydroxylase deficiency in 95.4% of the patients with female
pseudohermaphroditism. The etiological cause could not be identified
in 58.3% of the patients with male pseudohermaphroditism.
Genitograms and endoscopic examinations were some of the useful
imaging methods. The first name was changed in 22.2% of the
patients; the mean age at the time of male-to-female sex
reassignment surgery was 44.7 months, and 47% of these patients
underwent surgery before the age of 2, while 12 patients (33.3%)
underwent single-stage cliterovaginoplasty. Of the 27 patients who
were reassigned to the female gender, five underwent two-stage
surgery involving cliterovaginoplasty followed by vaginoplasty in
adolescence due to a high vaginal opening.

Conclusion: Gender reassignment following disorders of sex
development is carried out through a multidisciplinary workup
involving a wide range of laboratory tests and imaging studies, all in
collaboration with the parents. Although the timing of surgery remains
a matter of controversy, the outcomes of early surgery are favorable

in patients with a short urogenital sinus and a low vaginal opening.

Keywords: Ambiguous genitalia, disorders of sex development,

intersex, congenital adrenal hyperplasia, vaginoplasty.

Introduction

The appropriateness, timing and techniques of “corrective” and
“normalizing” genital surgery and “Acceptance of gender into society”
are still a matter of controversy in patients with ambiguous
genitalia(1). The incidence of disorders of sex development (DSD) or
congenital morphological anomalies of the genital organs is 1 in every
250 to 4,500 births or rarer(2). A delay or failure in diagnosis and
treatment can result in loss of life, even during infancy in some
patients, and can develop into a significant psychological, social and
even organic disorder in others(3).

The diagnosis and management of a patient with DSD requires a
multidisciplinary approach, involving the collaboration of a pediatric
surgeon, a pediatric endocrinologist, a pediatric psychiatrist, a genetic
specialist and a forensic medicine specialist in the diagnosis and
management of the patient. These patients requires early diagnosis
and a reassignment of the gender with agreement on the most
appropriate gender of rearing before sexual identity has developed. In
this regard, early surgery is important for the completion of the
psychosocial development of children with DSD(4). That said, there is
a lack of consensus on the optimum timing of surgery for patients with

sexual ambiguity.

interseksli Hastalarda Klinik Deneyimlerimiz

The purpose of surgical treatment in such patients is to reconstruct genital
organs with the appropriate function and appearance, while preserving
fertility if possible. The present study evaluates the diagnosis and treatment
of patients diagnosed with DSD who and underwent a surgical intervention
between 2002 and 2009 in the Department of Pediatric Surgery of the
Cukurova University Faculty of Medicine.

Materials And Method

In the present study, the medical charts of 36 patients aged 0-18 years who
were diagnosed with a disorder of sex development (DSD) and who
underwent surgical therapy between January 1, 2002 and December 31,
2009 in the Department of Pediatric Surgery of the Cukurova University
Faculty of Medicine were reviewed retrospectively. Age at presentation,
reason for admission, physical examination findings, diagnosis, laboratory
data, results of a chromosome analysis, ultrasound findings, magnetic
resonance imaging results, genitogram, endoscopic findings, gonadal biopsy
results, decision of the “Sex Determination Council” and surgical therapies
were evaluated through a retrospective review of the patient charts. The
study protocol was reviewed and approved by the Ethics Committee of the
Gukurova University Faculty of Medicine(30.06.2009/18). The statistical
analyses in the study were performed using the Statistical Package for Social
Sciences, version 20 (IBM Corp., Armonk, NY, USA).

Results

The age range of the patient sample was 3 days—192 months; the mean age
was 39.05 months; the median age was 14.5 months; and the majority of the
patients were aged <2 years (Table 1). The patients evaluated for gender
ambiguity were classified into three groups according to their diagnoses:
female pseudohermaphroditism (FPH), male pseudohermaphroditism (MPH)
and mixed gonadal dysplasia (MGD). Of the entire patient sample, 61.11%
had FPH (Table 1).

Table 1. Ages and diagnoses of the patients at presentation

Measurements Number Percentage
(n) (%)
Age 0-28 days 2 55
29 days-<2 years 22 61.1
>2-<10 years 6 16.6
>10 years 6 16.6
Diagnoses of Patients FPH 22 61.1
MPH 12 333
MGD 2 55
Female 21-hydroxylase deficiency 21 95.5
Pseudohermaphroditism
11-B hydroxylase deficiency 1 45
Male Insufficient virilization 7 58.3
Pseudohermaphroditism
Testicular feminization 4 333
Testicular regression 1 8.3
syndrome

FPH: Female Pseudohermaphroditism MPH: Male Pseudohermaphroditism MGD: Mixed Gonadal
Dysgenesis
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In an evaluation of the age at presentation and the diagnoses, age at
presentation was earlier than 2 years of age in 16 patients with EPH, in six
patients with MPH and in all of the patients with MGD (Table 2).

When the reason for admission was evaluated, 16 patients with FPH
presented with gender ambiguity and six patients presented with vomiting
(Table 2). Of the patients with MPH, 10 presented with gender ambiguity
and two presented with amenorrhea, while two patients with MGD
presented with gender ambiguity. In the entire study group, the most
common reason for admission was the gender ambiguity, accounting for
28 of the 36 patients (77.7%).

In the evaluation of the reasons for FPH, 21 out of 22 patients had a 21-
hydroxylase deficiency and only one patient had an 11-B hydroxylase
deficiency. Of the patients in the MPH group, seven had insufficient
virilization, four had testicular feminization and one had testicular
regression syndrome (vanishing testis) (Table 2).

As an important criterion in gender reassignment, the distribution of
phallic size according to diagnoses and age was evaluated (Table 2). The
phallus length was 1.5-4 cm in patients with FPH and MPH and 2 cm in two
patients with MGD.

A chromosome analysis revealed a 46 XY genotype in all patients with MPH
and a 46 XX genotype in all the patients with FPH. The chromosome
analysis further revealed 90% 46 XY—10% 46 XX genotype and 46XY-45X0
genotype in two patients with MGD, respectively (Table 2).

The gonads were palpable in 10 patients (Table 2). No gonads were
palpable in patients with FPH. The gonads were bilaterally palpable in eight
patients and unilaterally palpable in one patient, and there were no
palpable gonads in three patients with MPH. The gonads were bilaterally
palpable in the scrotum in one patient with MGD, whereas the gonads
were not palpable in the other patient with MGD.

A genitogram was obtained in 35 out of 36 patients, and could not be
obtained in one patient with MPH. The vagina , which is visiualized in 7 out
of 11 patients with MPH, was not visible in three patients and was
inconclusive in one patient (Table 2). A genitogram showed the vagina in
one patient with MGD, whereas the vagina was not visible in the other
patient. All 22 patients with FPH underwent a genitogram, and the vagina

was visible in all patients.
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A total of 35 patients underwent endoscopy, while an endoscopy could
not be performed in one patient with MPH. The vagina was visualized in
17 out of the 22 patients with FPH (Table 2). The cervix could be
visualized in 16 out of the 17 patients with a vagina and the cervix could
not be evaluated in one patient, as the cystoscope could not be
advanced into the vagina. The vagina could not be found on an
endoscopic examination in one out of 11 patients with MPH. The cervix
could not be visualized in seven and could be visualized in two out of the
10 patients with MPH who had a vagina, and the cervix could not be
evaluated in one patient due to inability to advance the cystoscope. The
cervix and vagina could not be visualized in one out of two patients with
MGD, and could not be visualized in the other patient.

When the names given to the patients by the parents were evaluated, 10
patients with FPH had a female name, seven had a male name and five
had a unisex name (Table 2). Of the patients with MPH, six had a female
name, five had a male name and one of them had a unisex name. Of the
two patients with MGD, one had a male name and the other had a
female name.

One patient was assigned to the female gender by the SRC due to the
presence of a 21-hydroxylase deficiency. This patient is currently being
reared as male according to the preference of the parents and the
orientation of the patient (Table 2).

All of the patients with FPH (22 patients) were reassigned to the female
gender, eight of the 12 patients with MPH were reassigned to the male
gender and four were reassigned to the female gender. One out of the
two patients diagnosed with MGD was reassigned to the female gender
and the other to the male gender (Table 2).

Of the total, 17 patients underwent corrective surgery in a female
direction, of which 16 had FPH and one had MGD (Table 2); while 12
patients underwent a cliterovaginoplasty and five underwent
cliteroplasty alone.

Corrective surgery in a male direction was performed in patients with
MPH and MGD (Table 2). The surgical intervention involved cord and

hypospadias repair in five patients, a gonadectomy in three patients and

orchiopexy in one patient.
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The classification of patients with DSD was made according to the
consensus reached in 2006(6). Patients in our series were
grouped under three categories as FPH, MPH and MGD. In a
series of patients reported by Eroglu et al., 81.1% had FPH and
29% had MPH[6,30]. In a series of patients reported by Al-
Maghribi, 53.4% had FPH, whereas this rate was 46.3% in a series
of patients reported by Crawford et al(5). In our series, 61.1% of
the patients had FPH.

Of the patients with FPH in the present study, 95.5% had a 21-
hydroxylase deficiency and 4.5% had an 11B-hydroxylase
deficiency. The most common cause in patients with FPH in
literature is congenital adrenal hyperplasia which is related to a
21-hydroxylase deficiency. In a study by Hrabovszky and Hutson,
the reason for FPH was a 21-hydroxylase deficiency in 90% of the
patients, an 11B-hydroxylase deficiency in 5-8%, and 3p-
hydroxysteroid dehydrogenase deficiency in fewer than 5% of
the patients. Of the patients with FPH reported by Al-Maghrini,
more than 90% had a 21-hydroxylase deficiency and 8% had an
11B-hydroxylase deficiency. In a series of patients with FPH
reported by Farkas et al., 67.4% had a 21-hydroxylase deficiency
and 22.4% had an 11B-hydroxylase deficiency(7). The salt-
wasting form of genital adrenal hyperplasia has particular
importance in the infancy period, and so these patients may
therefore be lost earlier. Patients presenting in the early period
must be investigated for the salt-wasting form of the disorder,
and treatment must be started immediately.

There is no identifiable cause in almost half of the patients with
male pseudohermaphoditism. The cause of the disorder could
not be identified in 58.3% of the patients with MPH in the
present study, and these patients were included in the group of
males with insufficient virilization. Testicular feminization ranks
first (33.3%), followed by vanishing testis (8.3%) in patients with
an identifiable cause. The etiological cause could not be
identified in 65% of a series of 85 patients reported by Golli et
al. in 32.3% of 59 patients with MPH reported by Sircili et al. and
in 14.6% of a series of patients reported by Crawford et al.
Phallus length is an important criterion in the gender
reassignment of patients with MPH, and a decision of the sex of
rearing must be based on the best functional outcomes that can
be obtained from the surgical correction of external genital

organs in either direction.
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When the mean phallus length according to age was compared
with that reported in literature, the mean length was below
average in the neonatal period and above the age of two, and
within normal limits with a mean of 2.08 cm between 29 days and
2 years of age. The development of genital organs was promoted
by testosterone therapy in patients with a small phallus, when
required, meaning that phallus size was not a negative factor in
deciding upon gender reassignment in the male direction.

The genotype of the patient should not be regarded as an absolute
factor in gender reassignment. The most important criterion,
particularly in patients with MPH, is the best functional outcome in
terms of external genital organs that can be obtained in a
particular direction. Patients with female pseudohermaphroditism
must be reared as female, regardless of the degree of
virilization(17). Especially in patients with MPH, external sex
organs may not necessarily match with their genetic sex. Although
a karyotype analysis revealed the 46 XY genotype in four patients
with testicular feminization in the MPH group of our series, these
patients were reassigned to the female gender considering the
development of the external genital organs and their psychosexual
development.

A genitogram and endoscopic examination were used to evaluate
the patients in the present study. Those that regarding genitogram
as an invasive diagnostic method have discarded this procedure as
a non-essential and non-imperative step in the diagnostic process.
For example, in all of the patients reported by Farkas et al. and
Sircili et al. ultrasound was used to evaluate the internal genital
organs, the position of the vagina and the link between the
urogenital sinus in the preoperative period, and in more than half
of the patients reported by Burgu et al(10,26).

A multidisciplinary approach is an indisputable requirement in the
determination of gender identity. The Gender Reassignment
Council established for this purpose in our hospital has gathered
regularly for 25 years to discuss the reassignment of gender in
patients with DSD.

Gender reassignment and the timing of genital surgery in patients
with DSD is still a matter of controversy, with two notions
prevailing in literature. The first notion supports early gender
assignment and the surgical reconstruction of genital organs soon
after birth in order to prevent internal conflicts in the patient and
the acceptance of the patient either as a girl or a boy in the

family(11-13).
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Money and Ehrhardt stated that the ambiguous appearance of the
external sex organs impedes the development of sexual identity, and
those parents may not act lucidly while rearing their child. On the
other hand, Kipnis and Diamond, advocates the delaying of the
surgery to the genital organs until the patient is able to express
his/her sexual identity(11-14).

The avarage age at surgery in the present study was 44.7 months in
patients that underwent corrective surgery in the female direction,
and 47% were operated on before the age of two. The mean age at
the time of surgery was 4.4+3.3 years in a series of patients reported
by Gollu et al. In studies involving only female patients, the mean age
at the time of surgery was reported to be 3.5 years in the study by
Eroglu et al., 83.9 months in the study by Burgu et al. and 3.6 years in
the study by Krege et al.(9-10,15).

underwent

Twelve patients (33.3%) single-stage

cliterovaginoplasty[16,18].  Preferences for a  single-stage
cliterovaginoplasty range between 52.9% and 74% in different
studies(16-18). Previous studies in literature report lower
complication rates with single-stage surgery in the early period(19-
22). Good morphological and functional outcomes were reported
following cliterovaginoplasties performed before the age of two in
88.8% of patients in the study by Lean et al. and in 68% of patients in
the study by Sircili et al. Lesma et al. reported good outcomes in 60
patients that underwent single-stage cliterovaginoplasty(16,26).
Among the patients undergoing single-stage surgery in the study by
Al-Bassam and Gado, only 4% required a repeat vaginoplasty(18).

There is a lack of consensus on the timing of surgery, and evaluating
the outcomes of each technique individually is difficult. Rink and
Adams favor single-stage surgery involving cliteroplasty and
labioplasty in the early period. Farkas et al. stated that good cosmetic
and functional outcomes have been achieved with single-stage
surgery before the age of two, but the consequences of the technique
they employed could not be evaluated, as none of the patients
reached sexual intercourse or childbearing age(24). According to
these authors, vaginoplasty performed before the age of two may
cause vaginal outlet stenosis in childhood, and may therefore

necessitate repeat surgery(25-29).

interseksli Hastalarda Klinik Deneyimlerimiz

None of the patients undergoing single-stage CVP in our series required
additional surgery in the early period, although we were unable to
evaluate the outcomes in terms of sexual intercourse and delivery as none
of the patients in our series have married yet. The study by Crawford et al.
reported that genital surgery in the early period provides acceptable
cosmetic outcomes, vyielding good outcomes in 85% and sufficient
anatomical and cosmetic outcomes in 15% of female patients.
Furthermore, it is stated that appropriate psychological monitoring as part
of the entire management plan minimizes the detrimental effects of early
surgical interventions on sexual development. On an evaluation scale
involving the options of excellent, good, satisfactory and poor, Roll et al.
reported excellent outcomes in 13 out of 19 patients, and good cosmetic
appearance in the remaining six patients(5,25).

In conclusion, gender reassignment in patients with DSD requires the
multidisciplinary evaluation of a wide range of laboratory data and imaging
studies in collaboration with the parents. Despite the ongoing debate on
the timing of surgery, early surgery has been reported to offer good
outcomes in patients with FPH who have a short urogenital sinus and a low
vaginal opening. It is a widely accepted notion that patients with MPH
should undergo surgery in the first year of life. A number of unanswered
questions still remain regarding the long-term psychological and physical

consequences of surgical treatment of sex disorders.
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Perinatal,Postnatal ve de Yenidogan Sonuglarinin Degerlendirilmesi

0z

Amag: Koronavirlis virisi diinya ¢apinda pandemiye neden olarak morbidite ve
mortaliteye neden olmaktadir. Amacimiz hastanemizde Covid-19 pozitif olan
gebeliklerin maternal ve fetal sonuglarini degerlendirmektir.

Gereg ve Yontemler: 15 Mart- 15 Mayis 2020 tarihleri arasinda hastanemizde Covid-
19 teshisi konulan gebelerin maternal, fetal sonug, takip ve tedavileri geriye doniik
olarak incelendi. Hastalara polimeraz zincir reaksiyonu (PCR) teknigi kullanilarak
nazofarengeal sliriinti tanisi kondu.

Bulgular: Hastanemize basvuran gebelerden 13’ PCR testinde Covid-19 pozitif olarak
saptandi. Dort hasta sezaryen ile dogurtuldu (4/13). En yaygin bagvuru sikayetleri
Oksurik (6/13) ve nefes darligi (6/13) olarak saptandi. Bir hastada preeklampsi (1/13)
saptandi, bebeklerin dogum sonrasi takiplerinde normal seyretti. Preeklampsi tanisi
alan hasta sezaryen ile dogurtuldu. Dogum sonrasinda yogun bakim Unitesinde
takipleri yapilan hastanin, mekanik ventilasyon ve endotrakeal entibasyon ihtiyaci
oldu. Hastalarda en yaygin saptanan anormal laboratuvar bulgulari CRP ylkselmesi
(9/13), notrofil yuksekligi (9/13) ve lenfositopeni (5/13) idi. Hastalar dogum sonrasi
ortalama olarak 32.7 giin (27-37) takip edildi. Maternal ve fetal morbidite ve
mortalite saptanmadi.

Sonug: Covid-19 virtstiniin erken donemde fetal ve neonatal komplikasyona neden
olmadigi goruldi. Simdiye kadar klinigimizde alinan tim 6nlemler ve uygulamalarla,
gerek saglik calisanlari, gerek anneler, gerekse fetisler bu virts kaynakh olusacak
hasarlardan korunmus ve siire¢ komplikasyonsuz bir bigimde tamamlanabilmistir.
Ancak ileride yapilacak calismalar uzun vadeli sonuglarin izlenmesine yardimci
olacaktir.

Anahtar Kelimeler: Covid-19, fetal sonug, gebelik sonuglari.

Abstract

Objective: Our aim is to evaluate the maternal and fetal results of pregnancies that
are Covid-19 positive in our hospital.

Materials and Methods: Pregnant women who applied to our hospital between 15
March and 15 May 2020 and were diagnosed with covid-19 were retrospectively
analyzed. The patients were diagnosed with the nasopharyngeal swab using the
polymerase chain reaction (PCR) technique.

Results: Thirteen pregnant were covid-19 positive. Four patients were delivered by
cesarean section (4/13). The most common admission complaints are cough (6/13)
and dyspnea (6/13). Preeclampsia (1/13) were detected, postnatal follow-up of the
babies were normal. 31 week pregnant delivered by cesarean due to preeclampsia.
She needed mechanical ventilation, endotracheal intubation and intensive care unit
treatment. The most common laboratory results of patients were CRP elevation
(9/13), neutrophil elevation (9/13) and lymphocytopenia (5/13). Postnatal follow-up
is normal for 32.7 days (27-37) until 29 April 2020 for both mothers and fetuses.
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Covid-19 and Pregnancy: Evaluation of Perinatal,Postnatal and Fetal Outcome of

Pregnant Woman With Positive Test Results in a Pandemic Hospital

Conclusion: It has been observed that Covid-19 virus does not cause a
fetal and neonatal complication in the early period. So far, all the
precautions and practices taken in our clinic, both healthcare
professionals, mothers and fetuses have been able to complete the
process without being affected by this virus. However, future studies
will be helpful to follow the long-term results.

Key words: Covid-19, fetal outcome, pregnancy outcome.
Introduction

Covid-19 virus was first identified in China in December 2019 (1). From
there, it spread rapidly all over the world, and on March 11, the World
Health Organization (WHO) recognized this infection as a pandemic
(2). Itis extremely important to develop appropriate policies, to slow
down the epidemic, to carry out consistent, efficient and timely
actions, early diagnosis, early treatment and isolation in the fight
against this virus (3,4).

It is known that there is no vertical transmission in SARS and MERS
viruses and they do not cause congenital infections and
malformations (5,6). However, they were related to abortion, preterm
labor, intrauterine growth retardation (IUGR), disseminated
intravascular coagulation (DIC), need for endotracheal intubation,
need for intensive care unit (ICU), kidney failure and need for dialysis
(7,8).

Our aim in our study is to analyze and evaluate the Covid-19 positive
pregnancies determined in our hospital from the time of admission to

the birth and after.

Materials and Methods

Study plan, features of hospital and pandemic precautions

This was a retrospective cross-sectional study, conducted between
March and May 2020 in a tertiary center, pandemic hospital. 13
pregnant women with Covid-19 were included for the study. The
socio-demographic characteristics, laboratory findings, imaging
results, obstetric and fetal outcomes of the patients were scanned
from hospital database.

Postero-anterior chest radiography (PACG) and Lung computerized
tomography (CT)

In pregnant women with suspicion of Covid-19, the abdomen was
protected by a protective vest, and a chest X-ray was taken (9).Lung
tissue, pleural areas, cardiothoracic ratio, hiluses and diaphragm were
examined. Lung CT examination is planned for those who were
suspected for lung involvement in the chest x-ray; those have clinical
status suggesting pneumonia, and those with significant complaints.
CT indication was decided by the emergency specialist, infectious
diseases specialist and perinatologist, individualised for every patient.
Patients were informed about the procedure and informed consent

was taken from all the patients.

Covid-19 ve Gebelik: Bir Pandemi Hastanesinde Test Sonucu Pozitif Gebelerin
Perinatal,Postnatal ve de Yenidogan Sonuclarinin Dederlendirilmesi

Covid-19 tests and laboratory examinations

Nasopharyngeal swab polymerase chain reaction (PCR) technique was used
for the diagnosis of Covid-19 (10). In all patients, hemogram, biochemistry
and coagulometry tests were routinely evaluated (11). Some tests
(procalcitonin, d-dimer, troponin tests ) were evaluated in cases when
deemed necessary .

Making a birth decision and determining the type of birth

Since being a Covid-19 positive is not considered as a birth indication and
the optimal delivery time is not determined precisely, an individualized
approach has been used in the decision of delivery (1). Again, since it is not
yet known which form of delivery is safe, it was decided with an
individualized approach by considering completely obstetric indications (1).
Management of cesarean section and protection precautions

An N95 mask was applied while the patient was taken to the operating
room. The surgical team was kept in the minimum number. A specialist
doctor, an assistant doctor and a nurse performed the birth with N95 mask,
eye protection, splash resistant gown and gloves (11). Since skin contact and
late clamping of the cord are not particularly recommended ,these
approaches have not been applied (12-14). The newborn was quickly given
to the pediatrician and interventions were done in another room. After the
first evaluation, the newborn transferred to the pediatrics clinic for further

follow-up and examination.

Covid-19 treatment and drug preferences

At the beginning of pandemics hydroxychloroquine, oseltamivir,
azithromycin and ceftriaxone were included as medical treatments for
patients. Yet as experience raises, hydroxychloroquine is not suggested due
to the non-effectiveness and adverse effects. Remdesevir is now being
ordered and investigated for Covid-19, although data is not sufficient, no
fetal toxicity has been reported so far. Also remdesevir was shown to have
activity against SARS and MERS in the literature (15). An individualized
approach was used at the start of treatment and drug selection. Treatment
was determined in line with the common decisions of infectious diseases,

chest diseases, radiology and perinatologists.

Maternal outcomes and fetal outcomes

Possible maternal complications including lung involvement in PACG and /
or lung CT, need for pneumonia, acute respiratory distress syndrome (ARDS),
need for ICU, need for medical ventilation, need extra corporeal membrane
oxygenation (ECMO) and maternal death recorded from hospital database.
In terms of fetal possible complications, birth week, delivery type, weight,
height, gender, preterm delivery, preeclampsia, premature rupture of
membranes (PROM), IUGR, APGAR scores (1st and 5th minutes), fetal
asphyxia findings , neonatal intensive care unit (NICU) need, mechanical
ventilation need, perinatal death, evidence of vertical transmission data

were evaluated.
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Postpartum follow-up

In postpartum period, patients were taken to single isolated rooms and
their medical treatment was continued. The care and observation of the
newborn was done in the pediatrics ward until the treatment of the
mother ended and the test result was negative (1). 'Breast milk was
pumped in regular intervals in order to maintain milk release. However,
breast milk was not given to the newborn baby (1). The patients whose
treatment was completed were discharged as soon as possible. They are
informed about quarantine applications at home. After discharge, their
condition was followed up by calling on the phone.

Results

All patients are under 40 years old. The average age is 27 (20-33), the
average gravida is 2.5 (1-4), the average week of gestation is 30 + 4 (11 + 6
- 40 + 4). 11 are in the third trimester, 1 is in the second trimester and 1 is
in the first trimester. The mode of delivery was cesarean in all pregnant

women (4/4). Two of them are primipara pregnant (Table 1).

Table 1: General findings of patients from admission to childbirth,

maternal and fetal results

Patient 1 Patient 2 Patient 3 Patient 4
Hospitalization date April 3 April 8 April 14 March 26
Date of birth April 3 April 10 April 14 March 28
Time passing (days) - 2 days 2 days 2 days
Age (years) 20 27 23 33
Gravida - parity G2P1 Gl G3 P2 G3P2
Chronic disease None None asthma and None
FMF
Application complaint None Cough Cough Cough
Fever Dispne Dispne
Gestational week 40+4 39+3 36+5 30+4
Ultrasound findings normal Normal Asymmetric 31 weeks
IUGR normal
Non-stress test (NST) findings |Normal Normal Normal Normal
Birth weight (gram) 3200 3110 2470 1560
Length (cm) 53 52 48 41
Gender Female Female Male Female
Birth type C/S C/S C/S C/S
Preterm birth - - 36+5 weeks 30+4 weeks
Preeclampsia (PE) - - - Positive
Preterm prelabor membrane - - - -
rupture (PPROM)
Intrauterine growth restriction |- - Asymmetric -
(IUGR) IUGR
Abortion - - - -
Lung involvement in direct Absent Positive Normal Positive
radiography
Lung involvement in lung CT | Positive Positive Normal Positive
Pneumonia - Positive - Positive
Intensive care unit (ICU) need |- - - Positive
Mechanical ventilation need - - - Positive
Extra corporeal membrane - - - -
oxygenation (ECMO) need
Fetal distress - - - -
APGAR score 1-5 /min 8-9 8-9 8-9 5-7
Neonatal asphyxia - - - -
Neonatal intensive care unit - - - -
(NICU) need
Perinatal death - - - -
= Vertical transmission - - - -
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There was allergic asthma and Familial Mediterranean Fever (FMF) in 1
case and thyroid disease in 1 case. Application complaints cough (6/13),
dyspnea (6/13) and fever (3/13), chest pain (2/13), myalgia (2/13) and
changes in taste and smell (1/13). There is no smoking in any patient.
Fever average is 36.7 C degrees (35.2-38.1). There were no fevers that
persisted, did not respond to treatment, or exceeded 38.1 C degrees.
Mean blood pressure is 110/70 mmHg in arterial measurements (90/50-
145/85). The pulse count is an average of 90 beats/minute (74-145). The
average of oxygen saturations is 98% (93%-99%). The respiratory rate is
20 on average per minute (18-34).

NST is reactive in all pregnant women over 30 weeks. PACG was imaged
in 3 patients. While normal findings were observed in 1 case, mild lung
involvement was found in 2 cases. Lung CT was visualized in 5 patients.
In these, normal findings were observed in 2 cases, while common

involvement findings were found in 3 cases (Figure 1-3).

Figure 1: Lung tomography image of a patient with
subpleural peripheral ground-glass appearance (Ground
glass opacity - GGO)

Figure 2: Lung tomography image of a patient with diffuse
consolidated areas and multiple lobe lung involvement
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Figure 3: Chest x-ray view of a patient with bilateral diffuse
patch-style opacities

Laboratory tests of the patients are indicated in Table 2. The
most common laboratory finding is CRP elevation. There is a
decrease in lymphocyte percentage, an increase in neutrophil
percentage and the neutrophil / lymphocyte ratio was

increased.

Table 2: Laboratory findings of patients

Average |Maximum |Minimum |Number of patients
examined and
evaluation of results

Red blood cells (RBC)|4.1 8.6 32 Low in 4/13 patients
(UIA)

Hemoglobin (gr/dL) 11 12.9 8.9 Low in 5/13 patients
Hematocrit ~ percentage |29 30.7 58 Low in 9/13 patients
(%)

Platelet (x109/mcL) 182 257 112 Low in 2/13 patients
Leukocyte (x109/L) 6.0 12.7 32 Low in 6/13 patients
Lymphocyte percentage | 22.2 30.7 118 Low in 5/13 patients
(%)

Neutrophil ~ percentage |67.9 76.4 58 High in 9/13 patients
(%)

Procalcitonin (ng/mL) 0.37 1.1 0.05 5/5 normal

D-dimer (mg/mL) 1042 2540 958 High in 7/8 patients
C reactive protein|29.6 133 0.2 High in 9/13 patients
(mg/L)

Glucose (mg/dl) 101 151 52 High in 5/12 patients
AST (U/L) 25 75 11 High in 3/13 patients
ALT (U/L) 17 56 6 High in 1/13 patients
LDH (U/L) 299 611 137 High in 5/8 patients
Blood urine 11.8 22 4 11/11 normal
nitrogen(mg/dL)

Creatinine (mg/dL) 0.49 0.69 0.33 11/11 normal
Albumin (g/L) 27 33 24 Low in 11/13 patients
Sodium (mmol/L) 115 139 133 Low in 5/11 patients
Potassium (mmol/L) 3.7 4.4 3.3 Low in 3/11 patients
Chloride (mmol/L) 104 109 102 11/11 normal
Calcium (mg/dl) 8.2 9.2 7.7 Low in 7/10 patients
PT (seconds) 12.7 14.2 11.6 High in 2/11 patients
PTT (seconds) 32.6 37 28.4 11//11 normal

INR value 0.93 1.0 0.86 11/11 normal

Covid-19 ve Gebelik: Bir Pandemi Hastanesinde Test Sonucu Pozitif Gebelerin
Perinatal,Postnatal ve de Yenidogan Sonuclarinin Dederlendirilmesi

Hydroxychloroquine (10/13), azithromycin (5/13) and cephalosporins
(2/13) and oseltamivir (3/13) were used in the drug preference. The
steroid was not used in any patient.

When fetal outcomes are examined; Average birth weight is 2235
grams (1560-3200), average length is 48.25 cm (41-53). The average
APGAR scores of 1.-5. minutes are 7.5 and 8. Their sex is in the form of
3 girls and 1 boy. Morbidity and mortality were not observed in any
newborn.

The mean duration of postpartum maternal and fetal follow-up is 32.7
days (27-37) and there were no complications until April 29, 2020.
Discussion

Covid-19 virus has caused serious morbidity and mortality all over the
world. In the general society, 81% of cases are mild, 14% are serious
and 5% are critical, and the overall mortality rate is 2.3% (16). There
are differences in all these frequencies in pregnant women. In recent
reviews, the low morbidity and mortality rates in pregnant women are
remarkable compared to the general population (17-19). In the
complaints of corona-19 positive pregnancy, high fever is observed as
68%, cough 34%, malaise 13% and dyspnea 12%. The most common
finding in laboratory examination is lymphocytopenia (40/68 cases)
with CRP elevation of 70% (45/64 cases) and 59% in the second row
(17).

Poor prognostic factors, increasing mortality rates were found to be
related to coexistence of chronic diseases such as cardiovascular
disease, lung, kidney diseases and smoking in previous studies (20). We
had only one patient with comorbidities, a 23-year-old woman with
allergic asthma and FMF disease. It is observed that there is an increase
in mortality rates in cases over 50 years old all over the world (21). The
majority of covid-19 positive pregnancy under the age of 40 is
compatible with the low mortality rates. Only one patient had
presented with preeclampsia in 31t pregnancy week. She was
delivered with a cesarean section. The 1st minute and 5th minute
APGAR scores are 5 and 7. PCR result of the baby was negative. It is not
clear whether there is a relationship between Covid-19 and
hypertension. Only one patient of ours had hypertension with Covid-19
diagnosis, future studies are needed to demonstrate the relationship.
Follow-up of vital signs should be done frequently. In case of
respiratory rate over 30 per minute and SaO2 below 93%, disease
prognosis is expected to be worse (11). Only one patient had oxygen
saturation levels below 93% with marked lung involvement in lung CT,
having the highest fever values (38.1°C). As her condition progressed
with monotherapy, she was switched to combined therapy with
hydroxychloroquine, oseltamivir, ceftriaxone and azithromycin.

In a review of Zaigham et al. cesarean delivery rate was 92% and
vaginal delivery rate was 8% (7 cases) (17). There were only three
deaths reported related to Covid-19 infection in pregnancy (17-23).
One intrauterine death and one neonatal death have been reported.

Only six newborns were admitted for ICU (17).
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Positive cases have been reported in a limited number of
newborns, and in these cases no virus has been identified in
amniotic fluid, placenta and milk. The cases were identified at
36th hour and 17th day after delivery. It is believed that these
cases occurred in the postnatal period and were exposed to
transmission as a result of close contact (24).

The treatment algorithm has been established precisely for
pregnant women. Antibiotics have been the most frequently
used (27/27 cases), secondly, antivirals (20/22 cases) and at least
steroids were used (4/28 cases) (11). Since the effectiveness of
chloroquine treatment has been shown in clinical trials,
hydroxychloroquine has been used as the first-line treatment
agent in our clinic. Azithromycin and ceftriaxone, which are
stated to be effective in antibiotic therapy, were used as the
first-choice agents (19). It has been stated before that empirical
treatment can be effective and a condition to be considered in
patients with suspected virus. Empirical use of antimicrobial
therapy was preferred in the patient group in our clinic, whose
test result has not been confirmed yet, but with a high risk of
test positivity.

The mode of delivery is still controversial. It is not possible to
state that vaginal delivery is risky or to express that cesarean
delivery is completely safe. Since it is stated that the virus can
live for 2.7 hours in the simulated aerosol the possibility of
infection through the droplet, such as pain, straining, coughing,
deep inhalation and exhalation, will be maximized (25).
Caesarean delivery was the first choice in our clinic. Cesarean
delivery was also performed in 2 patients without a cesarean
history. It will also be beneficial to have all the necessary
preparations and equipment for cesarean delivery and to plan
and advance the equipment. It has been stated in previous
studies that these procedures may take 30 minutes to be in full
compliance even for emergency cesarean section.

The form of anesthesia to be applied in cesarean remains
uncertain as to whether it is general or regional anesthesia. In
some studies, it is recommended to perform regional anesthesia
if oxygen saturation (Sa02) is 94% and above, and general
anesthesia if Sa02 is below 93% (11). In those who have very
poor maternal status, intubation may be needed, and in this
case, general endotracheal anesthesia is preferred (1). As a
result, applying the individualized approach appropriate to the

patient seems to be the most correct for now.
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Negative pressure rooms; are the rooms that keep the room air at
a lower pressure compared to the external environments and it is
recommended that mothers should be taken to negative pressure
rooms after birth if possible. However, if there is no such room in
the hospital, they can also be taken to single-person rooms, and if
this is not possible, test positive patients can be kept in the
collective rooms (9).

While it is stated in some publications about breastfeeding that it
can be breastfed by taking the necessary precautions some
studies have suggested that it should be waited for 14 days after
birth and given to the mother (14,15). Our opinion on this matter;
the risk of transmission of the virus is 4.6 days on average and the
incubation period can be extended up to a maximum of 14 days,
the virus can be detected for up to 13 days in the stool, for 72
hours on stainless steel surfaces, 24 hours on the plastic and
cardboard surfaces, the risk of transmission continues, the reason
for this is that our practices are not allowed to breastfeed until the
maternal result becomes negative (25).

The long-term consequences of the virus are not yet known. It will
be beneficial to be careful in patient scales in terms of
reinfections, secondary infections, recurrent infections and
relapses. Long-term results need to be determined. For example,
respiratory distress syndrome, bronchopulmonary dysplasia,
gastrointestinal complications, jejunal and ileal perforation,
necrotizing enterocolitis have been observed in two fetuses born
positive with SARS virus. These fetuses were born at 26 and 28
weeks of gestation. It is unclear whether the virus, treatments, or
preterm delivery caused all this (6). Therefore, we think that it will
be beneficial to follow the long-term follow-up of fetuses born
with Covid-19 more carefully.

Conclusion

It has been observed that Covid-19 virus does not cause an
adverse condition in pregnant women and newborns in the early
period. So far, with all precautions and practices taken in our
clinic, healthcare professionals, mother and fetus have been able
to complete the process without being adversely affected by this
virus. Future studies are needed to determine the effects of this
virus in pregnant patients and fetuses.
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Volumetric Evaluation of the Adrenal Glandby Computed Tomography

Bilgisayarli Tomogrdfi ile Adrenal Bezin Hacimsel Degerlendirmesi

Abstract

Objective: Our aim is to measure adrenal gland volumes and to investigate changes
related to variables such as age, gender, body surface area and body mass index
Methods: Non-contrast abdominal CT examinations of 98 women and men of different
ages were examined for adrenal gland volumes (AGV). AGVs of the cases were
measured with an automatic segmentation program. Relationships between age
groups, gender, height, weight, body surface area (BSA), body mass index (BMI) and
AGVs were investigated.

Results: Mean right AGV 3.23 + 1.03 cm3, mean left AGV 3.82 + 1.31 cm3 were
measured. The difference between right and left was statistically significant. There was
no statistically significant difference between men and women in terms of total AGVs.
But, The difference between women and men was statistically significant in AGV
measurements made according to BMI (p<0.05). There was a weak correlation
between total AGV and height (r = 0.20 p = 0.05). There was a moderate correlation
between total AGV and weight (r = 0.43 p <0.001)

Conclusion: AGV information in a relatively healthy population is given with this study.
Although an increase in adrenal gland size has been observed with age, this appears to
be due to the increase in weight with age. We think that weight is an important factor
in adrenal gland volume.

Keywords: Noncontrast enhanced CT, adrenal gland volume, body mass index, body
surface area

0Oz

Amag: Amacimiz bobrek Usti bezi hacimlerini 6lgmek ve yas, cinsiyet, viicut ylizey alani
ve viicut kitle indeksi gibi degiskenlerle ilgili degisiklikleri arastirmaktir.

Yontemler: Farkli yaglardaki 98 kadin ve erkegin kontrastsiz abdominal BT incelemeleri
adrenal bez hacimleri (ABH) agisindan incelendi. Olgularin ABH‘leri otomatik
segmentasyon programi ile 6lglldi. Yas gruplari, cinsiyet, boy, kilo, viicut ylzey alani
(VYA), viicut kitle indeksi (VKi) ve ABH' leri arasindaki iliskiler arastirildi.

Bulgular: Ortalama sag ABH 3,23 + 1,03 cm3, ortalama sol ABH 3,82 + 1,31 cm3 olguld.
Sag ve sol arasindaki fark istatistiksel olarak anlamliydi. Toplam ABH'ler agisindan
erkekler ve kadinlar arasinda istatistiksel olarak anlamli bir fark yoktu. Ancak VKi‘ne
gore yapilan ABH olgtimlerinde kadin ve erkek arasindaki fark istatistiksel olarak
anlamliydi (p<0.05). Toplam ABH ile boy arasinda zayif bir korelasyon vardi (r=0.20 p =
0.05). Toplam ABH ile agirlik arasinda orta derecede bir korelasyon vardi (r = 0.43 p
<0.001)

Sonug: Bu calisma ile nispeten saglikli bir poptilasyonda ABH bilgisi verilmistir. Yasla
birlikte bobrek tsti bezi boyutunda bir artis gozlenmis olsa da, bunun yasla birlikte kilo
artisindan kaynaklandigi gorilmektedir. Adrenal bez hacminde agirligin 6nemli bir
faktor oldugunu dustiniyoruz.

Anahtar Kelimeler: Kontrastsiz BT, adrenal bez hacmi, viicut kitle indeksi, viicut yuzey

alani

29



Volumetric Evaluation of the Adrenal Glandby Computed Tomography

Introduction

The adrenal glands are located superior-medially to the kidneys within
the perirenal space (1). Each one is surrounded by an adipose tissue.
They are well visualized on abdominal computed tomography (CT) or
magnetic resonance imaging (MRI)(2,3). The normal adrenal glands
have an inverted “V” or “Y” shape. Adrenal gland weight was reported
to be approximately 4 grams in the evaluation of surgical materials of
normal individuals (4). The adrenal cortex secretes -cortisol,
aldosterone, and androgen, and the adrenal medulla secretes
epinephrine and norepinephrine. Hormans such as cortisol are
important in situations such as trauma and shock. Low adrenal gland
volume has been associated with higher mortality in the early stage of
septic shock (5).

Many metabolic, infectious, primary and secondary tumoral processes
can affect the adrenal gland(6). These can often cause morphological
and volumetric changes. Body and limb lengths and widths are
traditionally used for adrenal gland measurements (7,8). However,
due to the structure of the gland, it is doubtful how much these
measurements reflect the actual volume. Adrenal gland volumetric
studies are limited (4,9,10,11).

Volumetric assessment of the adrenal gland may be useful, especially
diffuse pathologies such as adrenal gland hypertrophy or atrophy (12).
Therefore, measuring adrenal gland volumes in vivo has a clear clinical
significance. Today, segmentation programs are used successfully in
the evaluation of volume of different pathologies and organs (13,14).
In this study, our aim is to measure adrenal gland volumes (AGV) in a
wide series and to investigate changes related to variables such as
age, gender, body surface area and body mass index.

Materials ve methods

Cohort Selection

This is a retrospective cohort analysis. The records of patients who
applied for urinary stone research in the Department of Radiology
between June 2019 and May 2020 and underwent CT examination
without contrast were reviewed. Patients over 18 years of age with
normal non-contrast enhanced CT (NECT) examination were included
in the study. Patients with adrenal tumors, cases with known
extraadrenal tumors even if no adrenal metastasis was detected,
those with adrenal metabolic disease, hypertensive cases, and those
who underwent surgery for the adrenal region and kidney were not
included in the study. 98 cases meeting the criteria constituted the
study population. The study was approved by the institutional review
board of Mugla Sitki Kogman University, Human Research Ethics
Committee (number:165/2020). The study was conducted in

accordance with the Declaration of Helsinki.
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Cohort characteristics

Fifty (51.02%) of the cases were female and 48 (49.98%) were male. The
average age was 39.14 (range 18-64) years. The average age of women was
38.34 (18-58) and the average age of men was 39.98 (21-64). There was no
significant difference in age between women and men. Both women and
men were divided into three groups according to their ages to investigate
age-related changes. The group between the ages of 18-30 was named 1,
the group between the ages of 31-50 was two, and the age of 51 and over
was called group 3. To evaluate the relationship between AGV and body
surface area (BSA) and body mass index (BMI), corrected AGVs (c-AGV) were
created by proportioning AGVs to BSA and BMI. According to BSA, right AGV
/ BSA, left AGV / BSA, total AGV / BSA variables were created. These
variables for BMI were right AGV / BMI, left AGV / BMI, total AGV / BMI.
Mosteller formulation was used to calculate BSA (15). The formula is as
follows: [Height (cm) x Weight (kg)/3600)%]. Formula [Weight (kg)/ (Height)?
(m2) was used for BMI calculation. Demographic data of the cases are given

in table 1.

Table 1: The characteristics of the patients are summarized in the table.

Female Male
p value

n=50 n=48
Age 38.84 39.98 0.54
Group 1 23.41 23.79 0.76
Group 2 39.42 39.61 0.92
Group 3 55.00 54.56 0.68
Height 165.6 176.60 0.001
Weight 82.32 81.08 0.74
BSA 1.93 1.99 0.14
BMI 30.01 26.00 0.002

BSA: Body surfacearea
BMI: Body massindex

CT protocol

NECT examinations of all cases were done with a 256-detector device
from Siemens Definition Flash (Siemens Medical Solutions, Germany). A
single breath-hold non-contrast sequence was used for the examination.
Examination parameters: Detector collimation was 256x0.6 mm, pitch
1.2, rotation time 0.6 ms, effective tube current 198 mAs, tube voltage
100 kVp and matrix 512x512. After the CT acquisition, 1.5 mm axial and
coronal reconstructions were performed.

Measurement technic

3D SLICER was used to measure the volumes of adrenal glands
(http://www.slicer.org, Surgical Planning Laboratory, Harvard University,
Boston, MA, USA, version 4.10.2). The abdomen NECT examination of the
case to be examined was imported into the 3D slicer. Axial

reconstruction (1.5 mm) were used for measurements.
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Using the segment editor module, a threshold containing adrenal glands
was determined. Apart from these determined adrenals, the density
included vascular structures close to the adrenal gland and tissues such as
liver. But especially in overweight people, the adrenal glands were easily
distinguishable from the fatty tissues around the adrenal. In all cases, both
adrenal glands were examined with the same threshold values (threshold
range was determined between -20 and 200). Then, using the determined
mask, only the adrenal glands were stained manually with the paint effect
(figure 1). The procedure was repeated separately for each adrenal gland.
When the painting was finished, volumes were calculated using the

radiomics module.

Figure 1: The image on the left shows themarking of the axial NECT
adrenal gland. The picture on the right shows 3D reconstruction of the
marked adrenal glands.

Statistical analysis

All statistical analysis were done using SPSS software (IBM SPSS Statistics
20). Independent t test was used to compare parametric group means, and
Mann-Whitney U test was used to compare nonparametric group means.
One-way Anova test was performed to compare the average of more than
two groups. P <0.05 values were considered significant. Pearson
correlation analysis was performed to investigate the relationship
between age and total AGV, c-AGV according to BSA and BMI. Correlation
strength was evaluated as follows: Values between 0.01-0.19 are very
weak or no correlation, weak correlation between 0.20-0.39, medium
correlation between 0.40-0.59, high correlation between 0.60-0.79 and
very high correlation above 0.80.

Results

Right-left AGV comparisons

In 70 patients, the left adrenal gland was larger, and in 28 patients the
right adrenal gland was large. In cases where the left adrenal gland was
large, the left / right ratio was 1.43, whereas in the cases where the right
adrenal gland was large, the right / left ratio was 1.09.

When the whole cohort is evaluated; mean total AGV 7.06 + 2.05 cm3
(range 3.01-13.76 cm3), mean right AGV 3.23 + 1.03 cm3, mean left AGV
3.82 +1.31 cm3 were measured. The difference between right and left was

statistically significant (independent t test, p <0.001).
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Age and gender dependent AGV comparisons

Right AGV 3.13 + 1.04 cm3 and left AGV 3.33 + 1.21 cm3 were measured
in women and the difference was statistically significant (independent t
test, p <0.001). Right AGV 3.34 + 1.02 cm3 and left AGV 4.12 + 1.35 cm3
were measured in males and the difference was statistically significant
(independent t test, p <0.001). There was no statistically significant
difference between men and women in terms of right and total AGVs. In
terms of left AGV, the difference between male and female groups was
statistically significant (independent t test, p <0.05). AGV differences by

gender and age groups are shown in table 2.

Table 2: Adrenal gland volume depending on age group sandgender

Female (n=50) Male (n=48) p value
Right AGV 3.13+£1.04 3.34+1.02 0.30
Group 1 2.60+0.82 2.95+0.77 0.23
Group 2 3.22+0.95 3.56+1.14 0.33
Group 3 3.66+1.16 3.46+1.03 0.63
Left AGV 3.55+1.21 4,12+1.35 0.03
Group 1 3.36+1.25 3.58+0.77 0.55
Group 2 3.34+0.95 4.13+1.28 0.04
Group 3 4.08+1.41 4.57+1.69 0.39
Total AGV 6.68+2.11 7.46+1.92 0.06
Group 1 5.96+1.88 6.53+1.26 0.31
Group 2 6.55+1.73 7.68+2.22 0.09
Group 3 7.74+2.52 8.03+1.87 0.73

AGV: Adrenal gland volume
BSA: Body surface area
BMI: Body mass index

In the evaluation made by adapting the AGV measurements of the
cases according to height and weight: The difference between
women and men was statistically significant in c-AGV measurements
made according to BMI (independent t test, p <0.05). In the
adaptation made according to BSA, there was no statistically

significant difference (table 3).

Table 3: AGVs according to BSA and BMI

Female (n=50) Male (n=48) p value

BSA (cm3)*

Right AGV 1.61+0.48 1.67+0.46 0.56

Left AGV 1.84+0.56 2.06+.64 0.07

Total AGV 3.45+0.95 3.73+0.86 0.13
BMI (mm3)**

Right AGV 106.55+31 128.36+34.26 0.002

Left AGV 121.52+38.12 158.05+47.29 0.001

Total AGV 228.07+64.09 286.41+63.72 0.001

*c-AGVs according to BSA
** c-AGVs according to BMI
AGV: Adrenal gland volume
BSA: Body surface area
BMI: Body mass index
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According to BSA and BMI, c-AGVs were also compared by age groups.
There was a statistically significant difference in c-AGV according to
BSA across the groups (p value 0.005, 0.024, 0.005 and 0.029, 0.127, - e
0.045, respectively) (table 4). According to BMI, there was no statistical 5 i : u s z
difference between the groups in terms of c-AGV (p=0.262, 0.769, = T T B ‘ e
0.636). ' ' -
Table 4: The distribution of age, total, right, left volume, BSA ve BMI Figure 2: The picture on the left shows the scatter plot between total
adrenal glands in according to age groups adrenal gland volume (AGV) and height. The picture on the right shows the
scatter plot between total AGV and height.
18-30 31-50 >51
(n=31) (n=37) (n=30)
Age (years) 23.58+3.3 39.5+5.57 54.77+2.94 raa
AGV (cm?)
Total 6.21+ 1.61° 7.1+£2.03 7.89+2.16 8 - 3
Right 2.75+0.79.¢ 3.38+1.04 3.55+1.07 £ ¥ T
Left 3.46+1.05¢ 3.71+1.17 4.34+ 155
BSA (cm3)*
Total 3.3+ 0.76¢ 3.6+0.88 3.86+1.02 B
Right 1.46 +0.4¢ 1.72+0.45 1.74+05 - 7 “ N ” - # h
Left 18305 1.89+0.54 2.13+0.75 Figure 3: The picture on the left shows the scatter plot between total
BMI (mmd)** adrenal gland volume (AGV) and age. The picture on the right shows the
scatter plot between total AGV and age.
Total 246.67::68.56 260.94+70.11 261.63+72.63
Right 109.75:£36.70 123.6333.03 117.05+33.9
Left 136.92441.26 137.30:43.18 144.57455 59 There was no correlation between age and c-AGV according to BMI (r =
0.056, p = 0.583). Total AGV was moderately correlated with BSA (r =
Data are n of participants, mean * SD. 0.473, p <0.05) and poorly correlated with BMI (r = 0.336, p <0.05) (figure
*c-AGVs according to BSA 4). Percentile values according to age groups are given in table 5.

** c-AGVs according to BMI
AGV: Adrenal gland volume
BSA: Body surface area
BMI: Body mass index

3 P <.01 compared with 2. group (One way ANOVA-Tukey test). - ’ e
b P <.05 compared with 2. group (One way ANOVA-Tukey test). .
¢P <.01 compared with 3. group (One way ANOVA-Tukey test). L

4P <.05 compared with 3. group (One way ANOVA-Tukey test).

Bsa

Correlations -

There was a weak correlation between total AGV and height (r =

0.20 p = 0.05). There was a moderate correlation between total AGV Figure 4: The picture on the left shows the scatter plot between total
adrenal gland volume (AGV) and body surface are (BSA). The picture on
the right shows the scatter plot between total AGV and body surface are
age and total AGV was weak (r = 0.302, p <0.05). Correlation (BSA).

and weight (r = 0.43 p <0.001) (figure 2). The correlation between

between age and c-AGV according to BSA was also weak (r = 0.227,

p <0.05) (figure 3).
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Table 5: Percentile values of total adrenal gland volumes by age groups

ibrahim Onder YENICERi ve Ark.

Table 6: Adrenal gland volumes measured in some series

c-AGV: Corrected AGV

. Total Total
3% 10% 50% 90% 97% Mea Right Left Total
AGV AGV
Study Year N n AGV AGV AGV 3 3
Total AGV (cm3) (cm3)
age
Group 1 3.01 3.86 6.29 8.06 N/A (cm3)  (cm3) (cm3) females males
Group 2 3.60 4.62 7.04 9.81 12,02
Group 3 4.49 5.17 7.79 11.26 NIA.. )
Rubinetal  1q91 10 41 245:07 281208 526 448 6.02
Total BSA c-AGV 4) ’ : ’ ’ i ’ ’
Group1 194 206 3.46 4.22 NIA z’fg‘)”g andal 015 g1 479 426:08 423:07 850:14  N/A NIA
Group 2 1.80 2.48 3.56 477 5.62
Group 3 25 254 380 o 11 NA (Sflh)”e"er“ A 5014 105 362:12 4.84:16 8.46:27 7.4:25  9.15:25
Total BMI c-AGV
our study 2020 98 301 3.23:10 382413 7.06:2.0 6.68:2.1  7.46+1.9
Group 1 95.63 151.07 252.82 338.36 N/A
Group 2 140.41 169,51 252.00 354.03 429.70 N: Number of cases
Group 3 135.56 155.92 253.94 373.33 N/A AGV: Adrenal gland volume

BSA: Body surface area
BMI: Body mass index

Discussion

Measurement of AGV in vivo has clinical significance, especially in the
diagnosis of adrenal hypertrophy and in assessing the mortality risk in the
early period of septic shock (5). In this study, adrenal volumetry was
performed using a relatively healthy cohort without a serious medical
problem. There are several important results in the study. First, there is a
significant and positive correlation between age and AGV. Secondly, while
the difference between genders is minimal in AGV measurements, there
was no significant difference in c-AGVs according to BSA. However, the
difference between women and men was evident in c-AGVs according to
BMI. Thirdly, AGV on the left was larger than right. It was thought that this
might be due to the more tight positioning of the peripheral organs on the
right. While there were generally fat plans around the left adrenal gland,
the right adrenal gland was limited by a large organ such as liver and the
vertebral column. Schneller et al found left adrenal gland larger than right
in their study (11). They measured the mean adrenal gland volume at 4.84
cm3 on the left and 3.62 cm3 on the right. Also, in the studies of Schneller
et al, AGV in men was found to be larger than women. Wang et al
measured AGV on the right as 4.26 cm3 and AGV on the left as 4.23 cm3
(10). The difference between the two sides was not significant. As a result,
they concluded that gender and age did not affect volume. Right-left and
total AGVs in our study were lower than the two studies above. This can
happen for two important reasons. The first is that our cohort is relatively
young. Secondly, we made the measurements on the NECT in the study
and in the other two studies, measurements on contrast CT were
performed. This may have caused a difference in measurements. The
findings in several studies with the most series are summarized in the

table 6.

Schneller et al also reported that body weight and gender were the
main determinants for the adrenal size (11). Wang et al also reported
that adrenal gland volumes increased by weight. After applying the
General Linear Model procedure to reduce the effect of weight, they
did not detect a significant difference in left, right or total adrenal
volume by gender (10). As a result of the same model, they did not find
any significant difference in adrenal gland volumes with age. In our
study, we grouped the cases according to ages. A statistical difference
was found between the measurements between group 1 and group 3.
But as age got older, there was a significant increase in weight. For this,
we also tested c-AGV values, which were adapted according to BSA and
BMI. According to BSA, while there are differences in c-AGVs between
age groups, there is no significant difference in c-AGVs according to
BMI between age groups. Similarly, there was a weak correlation
between c-AGV according to BSA and age, while there was no
correlation between c-AGV according to BMI and age. We can think
that AGV is more affected by weight increase since the effect of weight
is more pronounced in BMI than BSA. In support of this, we found a
positive and moderate correlation between total AGV and weight. This
may indicate that the adrenal gland due to weight gain, similar to that
in the liver, also grows due to fat. There are studies in the literature
measuring adrenal gland volume with MRI (16). These studies were
made with relatively small series. It has also been suggested that the
volume can be measured reliably in MRI. However, it has been
reported that motion artifacts can cause problems. We had some
limitations in the study. First, we had to exclude many CT examination
to create a relatively health cohort. With the contribution of the
measurement taking a long time, the number of cases was relatively
limited. Second, we did not compare with adrenal hyperplasias and
atrophies. For this reason, we could not determine a lower or upper
cut-off for AGV. Therefore, the percentile values of the cohort we use

are given.
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In conclusion, adrenal gland volume information in a relatively healthy Ethical statements

population is given with this study. In most cases, the left adrenal gland Compliance with ethical standarts: This study was approved by the
is dominant. Although an increase in adrenal gland size has been Institutional Review Board.

observed with age, this appears to be due to the increase in weight with Funding: There is no grant issue

age. We think that weight is an important factor in adrenal gland The authors declare that there is no conflict of interest.

volume.
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Karsilastiriimasi

0z

Girig: Vulvovajinal enfeksiyonlar kadinlarin profesyonel yardim igin doktora
basvurmalarina yol acan en sik nedenlerdendir. Deneyimli uzmanlar tarafindan
konan dogru tanilar sayesinde kadinlarin zamaninda ve etkili tedavisi saglanmakta,
tani igin harcanan maliyet, uygun olmayan tedaviye bagh yan etkiler ve gereksiz
anksiyete azalmaktadir.

Biz bu galismada, vajinit semptomu tariflemeyen, muayene bulgular vajinit
distindirmeyen hastalardan alinan rutin smear tetkik sonuglarinda inflamasyon
belirtileri seklinde raporlanan hastalarin vajinal kiltiir sonuglarini karsilastirmayi
amagladik.

Gereg ve Yontem: Calisma Kadin Hastaliklari ve Dogum Klinigine basvuran vajinit
yoénlinden asemptomatik olan 500 gonilli kadin hastada yapilmistir. Herhangi bir
vajinit sikayeti bulunmayan, bilinen sistemik bir hastaligi olmayan, menopozal
doénemde olmayan, son 3 ayda OKS kullanim 6ykist bulunmayan, B-hCG negatif olan
hastalar galismaya dahil edilmistir. Hastalarin kimlik bilgileri, yaslari, smear ve vajinal
kultur sonuglari daha sonra istatistiksel olarak degerlendirilmek tzere kaydedilmistir.
Bulgular: 500 gonulli kadin hastanin serviko-vajinal smearleri degerlendirildiginde
352 hastanin smear sonucunda inflamasyon bulgulari saptanmis. Smear sonucunda
inflamasyon bulgular rapor edilen hastalarin 80’inde vajinal kiltirde Ureme
saptanirken 272’sinde saptanmamistir. Smear sonucunda inflamasyon bulgusu
saptanmayan 148 hastanin 16’sinda kiltirde treme olurken 132’inde kiltiurde
lreme saptanmamistir. Smear sonucunda inflamasyon saptanan 352 hastanin
58’inde sitolojik olarak mikroorganizma saptanan hastalarin vajinal kiltir sonuglari
ile karsilastirildigl zaman 25’inde de vajinal kiltiirde Greme saptanmistir.

Sonug: Galismamizda, vajinit yoniinden asemptomatik olan kadinlardan alinan smear
sonuglarinda belirtilen inflamasyon bulgusu ve/veya beraberinde mikrobiyolojik
olarak saptanmis mikroorganizma orani beklenilen 6lglide olmadigi gorilmektedir.
Bunun sebebi olarak da smear tetkiki primer olarak serviksin premalign lezyonlarini
saptamada gelistirilen bir tarama testi olmasina ragmen vajinit yoninden
asemptomatik kadinlarin vajinit tedavisi planlanmasinda goéz ©nine alinmamasi
gerektigi dusuntlmektedir.

Anahtar Kelimeler: Servikal smear, vajinit, bakteriyel vajinosis, trikomonas vajinalis,

kandidiyazis
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ABSTRACT

Introduction:

Vulvovaginal infections is the most common problem among female
patients. In our study, we aimed to compare vaginal culture reports
with the servical smear reports that were reported as inflammatory
signs among women without vaginitis symptoms.

Materials and Methods:

We have included 500 volunteers that applied to our outpatient
clinics without vaginitis signs and symptoms. Identity, age, smear and
vaginal culture reports were collected for statistical evaluation.
Results:

Servical smear results were analyzed as “inflammation signs” in 352 of
500 patients. Eighty of these 352 patients vaginal culture consists of
some microorganisms, and 272 of them had no microorganisms in
vaginal culture. Sixteen patients’ vaginal culture were positive among
the remaining and 132 were negative. Cytologic examination
indicated organisms in 58 patients of 352 patients based on the smear
reports. Twenty five of these 58 patients had participation of different
microorganisms in their vaginal culture.

Conclusion:

The servical smear examination is a screening test developed for
servical lesions. As a result, in our study, the micro organisms
reported through microbiological examination were not in the
expected range when compared with the cytologically examined

smear results among women that didn’t show vaginitis symptoms.

Keywords: Servicalsmear, vaginitis, bacterial vaginosis,
trichomoniasis, candidiasis.

Giris:

Vulvovajinal enfeksiyonlar kadinlarin profesyonel yardim igin doktora
basvurmalarina yol agan en sik nedenlerin basinda gelmektedir.
Vajinal akinti kadinlarda sik gorilen bir problem olup normal vajinal
flora degisikligine bagh olarak gorulmektedir. Deneyimli uzmanlar
tarafindan konulan dogru tanilar sayesinde kadinlarin zamaninda ve
etkili tedavisi saglanmakta, tani i¢in harcanan maliyet, uygun olmayan

tedaviye bagl yan etkiler ve gereksiz anksiyete azalmaktadir.

Vaijinit Yoniinden Asemptomatik Olan Hastalardan Alinan Smear Tetkiki Sonucu
inflamasyon Belirtilen Hastalarin Vajinal Kiiltiir Sonuclarinin Karsilastirimasi

Vajinal flora, endojen ve ekzojen etkenlerle kalitatif ve kantitatif birlesimi
degisebilen endojen bir mikroflora ile karakterizedir. Vajinal floradaki
herhangi bir degisiklik, alt genital yolun 3 klasik patolojisinin (kandidiyazis,
trikomoniyazis, bakteriyel vajinozis) ortaya ¢ikmasinda birincil risk
faktoradir (1,2)

Ozellikle cinsel aktif kadinlarda izlenen ve en sik vajinal akintiya neden olan
enfeksiyonlar bakteriyel vajinozis, vajinal kandidiyazis ve trikomoniyasis’tir
(3). Bu patolojilerin tani ve tedavi segenekleri tamamen otoritelerce
belirlenmis olup, vajinal floranin diger anormal durumlari halen arastiriima
ihtiyaci duymaktadir (4,5)

Serviko vajinal smear tarama testinin asil yapilis amaci serviksin premalign
lezyonlarini tanimlamak ve servikal kanser insidansini azaltmaktir. Ancak,
Bethesda 2001’de yapilan klasifikasyonda belirtildigi Uzere inflamasyon
bulgulari  gosteren preparatlarda opsiyonel olarak organizma da
belirtilebilmektedir. Bu g¢alisma ile, rutin smear tetkik sonuglarinda
inflamasyon varliginin belirtildigi hastalarda alinan vajinal kilttr sonuglari ile

olasi enfeksiyon riskinin degerlendirilmesi amacglanmistir.

Gereg ve Yontem:

Calismaya Agustos 2010 ile Aralik 2010 tarihleri arasinda Ankara Numune
Egitim ve Arastirma Hastanesi, Kadin Hastaliklari ve Dogum Klinigine
basvuran, vajinit yoniinden asemptomatik olan ve muayenede vajinit
diisinilmeyen 500 hasta dahil edildi. Galismanin etik kurul onami Ankara
Numune Egitim ve Arastirma Hastanesi etik kurulundan alinmis olup,
¢alismaya katilan tiim hastalardan yazili onam alindi.

Herhangi bir vajinit sikayeti bulunanlar, bilinen sistemik bir hastaligi olanlar,
postmenopozal kadinlar, son 3 ayda oral kontraseptif veya kortikosteroid
kullanimi olanlar, gebe kadinlar, duzenli vajinal dus uygulayan ve immun
yetmezligi olan kadinlar calisma digi birakildi. Calismaya dahil edilen tim
hastalardan servikal smear ve vajinal kulttr alindi.

Hastalarin demografik 6zellikleri, smear ve vajinal kiltiir sonuglari daha
sonra istatistiksel olarak degerlendirilmek Uzere kaydedildi. Servikal PAP
smear sonucu inflamasyon belirtileri seklinde raporlanan hastalarin vajinal
kaltr sonuglari karsilastirildi. Dogrulanmis enfeksiyonu olan hastalar tedavi
icin klinige cagrilarak uygun sekilde tedavi edildi.

Demografik veriler tek bir jinekolog tarafindan yapilan jinekolojik muayene
ve Ornek toplama islemini takiben uygulanan bilgi formu kullanilarak
toplandi. Servikal smear konvansiyonel metod ile hazirlanmis ve alkol ile
fiske edilmesini takiben papanicolaou teknigi ile boyandi. Servikal smear iki
bagimsiz sitolog tarafindan incelendi. Bakteriyel vajinozis tanisi isaret
hicreleri veya kokobasillerin gériilmesine dayali olarak konuldu. Trikomonas
vajinitinin  tanmisi ise protozoalarin varhigl ile konuldu. Hifa ya da

tomurcuklanmali maya gorilmesi ile de vajinal kandidiazis tanisi konuldu.

37



Kutlu KURT ve Ark. Kutlu KURT et al.

istatistiksel Analizler:

istatistiki anlamlilik igin Statistical Package for Social Sciences (SPSS Smear sonucunda inflamasyon saptanan hasta grubunda vyapilan
software versiyon 17) kullanildi. Verileri karsilastirmada kategorik veriler muayene ile birlikte alinan vajinal kiiltiirlerde Greme saptanan
say! ve ylizde (%) ile belirtilirken, rakamsal veriler aritmetik drneklerde raporlanan patojen mikroorganizmalar icerisinde en sik
ortalamazstandart sapma (minimum-maksimum) seklinde verildi. gardnerelle vajinalis izlenmis olup diger mikroorganizmalarin dagiimi
Kategorik verilerin karsilastiriimasinda ki-kare testi kullanildi. Degiskenlerin tablo2’ de belirtilmistir.

normal dagilima uygunlugu analitik yontemlerle (Kolmogorov-

Smirnov/Shapiro-Wilktestleri) incelendi. iki grubun rakamsal verilerinin

karsilastirilmasi t testi ile degerlendirildi. p<0.05 istatistiksel olarak anlamli Tablo 2: Hastalarln‘k.ultur sonuglarinda raporl:‘:man rIukroorganlzmaIarln
smear sonucundaki inflamasyon durumuna gére dagilimi

kabul edildi.

Smear inflamasyon

Bulgular:

Servikal PAP smear alinan 500 hastanin sonuglari degerlendirildiginde 352 Killtiire gore

POZITIF NEGATIF
(%70.4) hastanin smear sonucunda inflamasyon bulgulari saptanirken; 148 Mikroorganizmalar
hastada (% 29.6) inflamasyon bulgulari izlenmedi.
Smear sonucunda inflamasyon saptanan hastalarin yas ortalamasi 32.2+8.6 Gardnerella Vajinalis 35(%43.75) 9(%56.25)
iken inflamasyon saptanmayan hastalarin yas ortalamasi ise 27.8+6.4 olup
iki grup yas ortalamasi agisindan istatistiki olarak anlaml bulundu (p<0.01). Candida Albicans 28(%35) 1(%6.25)
Smear sonucunda inflamasyon bulgulari rapor edilen 352 hastanin 80
tanesinde (%22.7) vajinal kiiltiirde Gireme saptanirken. 272 (%77.3) hastada Gram negatif basil 10(%12.5) 6(%37.5)
Ureme saptanmadi (Tablo 1). Smear sonucunda inflamasyon bulgusu
saptanmayan 148 (%29.6) hastanin 16 (%10.8) tanesinde kiiltirde treme
. . Trichomonas Vajinalis 4(%5) 0
olurken 132 (%89.2) tanesinde Ureme saptanmadi (Tablo1).
Actinomyces israili 1(%0.125) 0
Bol Lokosit 1(%0.125) 0
Tablo 1: Hastalarin smear sonucundaki inflamasyon durumuna gére kiltir
sonuglari.
Kiiltiir Sonuglar .
Smear sonucunda inflamasyon saptanan 352 hastanin 58 (%16.4)
tanesinde sitolojik olarak mikroorganizma saptanmis (Gardnerella
Smear inflamasyon Ureme var Ureme yok
Y v y Vajinalis; 28, Candida Albicans; 19, Trikomonas Vajinalis; 7,
Actinomyces israili; 4) olup bu hastalarin 25 tanesinde vajinal
POZITIF kiltirde de Greme saptanmistir
80(%22.7) 272 (%77.3)

(n=352) (%70.4) Sitolojik olarak Gardnerella Vajinalis raporlanmis 28 smear
sonucunun vajinal kiltir sonuglarina bakildigi zaman, 15’inde
lreme pozitif, 13’Unde Greme negatif saptanmistir. Sitolojik olarak

NEGATIF Candidial vajinit raporlanmis 19 smear sonucunun vajinal kiltur

16 (%10.8) 132 (%89.2) . P 5 !
(n=148) (%29.6) sonuglarina bakildigi zaman, 8’inde lreme pozitif, 11'inde ireme

negatif saptanmistir.  Sitolojik olarak Trikomonas Vajiniti

raporlanmis 7 smear sonucunun vajinal kiiltir sonuglarina bakildig
zaman, 2’sinde Ureme pozitif, 3’Unde lGreme negatif saptanmis ve
farkh olarak diger iki hastanin vajinal kiltiriinde ise gardnerella
vajinalis iremistir. Sitolojik olarak Actinomyces israili raporlanmis 4
smear sonucunun vajinal kiltir sonuglarina bakildig zaman, vajinal

kilturlerinde Ureme negatif olarak raporlanmigstir.
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Tartisma:

Serviko vajinal smear tarama testinin yapilis amaci serviksin premalign
lezyonlarini tanimlamak ve servikal kanser insidansini azaltmak olup,
GlUnumizde bu sekilde buyik kitle taramalari yaparak premalign
serviks lezyonlari bulunan hastalari saptamak mimkiin olabilmektedir.
Bethesda 2001’de vyapilan klasifikasyonda da belirtildigi Uzere
inflamasyon bulgulari gosteren preparatlarda opsiyonel olarak
organizma da belirtilebilmektedir.

Bu konu ile ilgili olarak literatirde yapilan g¢alismalarda smear
sonuglarindaki inflamasyon bulgularinin hastanin klinigi ile birlikte
degerlendirildiginde faydali olabilecegi gorusu hakimdir.

Bizde ¢alismamizda vajinit yonlinden asemptomatik olan kadinlardan
alinan smear sonuglarinda inflamasyon belirtilen hastalarda, poliklinik
pratiginde vajinal kiltir sonuglari ile olan uyumunu karsilastirmayi
amacladik.

Servikal smear testinde olasi enfeksiyon varligi sitolojik kriterlere gore
genellikle sitologlar tarafindan non-spesifik servisit ve inflamatuar
degisiklikler olarak belirtiimektedir. Smear de inflamasyon oldugunun
belirtilmesi, smearde white blood cell gorildiigi anlamina gelmektedir.
Bu bulgular klinik yaklagimlar icin genellikle agik degildir ve bu
hastalarin yonetimi ig¢in uygun bir yaklasim bulunmamaktadir. Cogu
kadin igin zararsiz olan asemptomatik vajinal enfeksiyonlarin da tedavi
gerektirip gerektirmedigi tartismali olup,bu durumun hastanin klinigi ile
birlikte degerlendirilmesi gerekmektedir. Eger smearde siddetli
inflamasyon  oldugu belirtiimisse  enfeksiyon  gibi nedenler
arastirllmalidir, hastalarda kaltur ve tedavi gerekliligi akilda tutulmalidir
(6). Farkl toplumlarda farkl cinsel davranislar ve farkli risk farktorlerine
bagli olarak bakteriyel vajinozisin prevalansi degismekte olup,
Bakteriyel vajinozisin tespiti igin PAP smear testi %88.2 sensitivitesi,
%98.6 spesifitesi ve %96.8 pozitif prediktif degeri oldugu gosterilmistir
(7). Giacomini ve ark’nin yaptigi ¢alismada PAP smearin bakteriyel
vajinozis tespitindeki sensitivitesi % 89, spesifitesi ise % 90 olarak
bulunmustur. Yaptiklari ¢alismada klinik olarak bakteriyel vajinozis
tanisi almis 145 kadinin Pap smearinda bulunan ipucu hicrelerine
bakmis ve Pap smearin sensitivitesinin % 90, spesifitesinin % 97
oldugunu saptamislardir (7,8).

Trikhomonas vajiniti igin ise PAP smear testinin sensitivite, spesifite ve
pozitif prediktif degeri sirasiyla %98, %96 ve %88 olarak bildirilmistir
(9). Bununla birlikte, trikhomonas enfeksiyonu tanisi olan kadinlarin %

70’ inde Pap smearde siklikla squamoz hiicre ve inflamatuar atipi ile

birliktedir trikhomonasin gosterilebildigi belirtiimistir (10).

Vaijinit Yoniinden Asemptomatik Olan Hastalardan Alinan Smear Tetkiki Sonucu
inflamasyon Belirtilen Hastalarin Vajinal Kiiltiir Sonuclarinin Karsilastirimasi

Hillier ve ark’nin bakteriyel vajinozis tanisinda Pap smearin gram
boyamaya goére daha az spesifik oldugunu, c¢unki Pap smear
degerlendirilmesi i¢in standardize edilmis kriterlerin iginde rutin
kullanima sokulmadigini bildirmektedir. Benzer sekilde bakteriyel
vajinozis tanisinin en iyi sekilde servikal degil, vajinal spesmenlere gore
konulacagini séylemektedirler (11,12).

Bu calismalar gore problem olan Pap smearin bakteriyel vajinozis veya
baska genital enfeksiyonun tanisinda degil, servikal displazi
taramasinda kullaniimak Gzere dizayn edilmis olmasidir. Sonug olarak
patologlar smearde servikal hastaliklara odaklandigindan enfeksiyon
tanisinda smearin sensitivitesi digsmektedir. Klinisyenler insidental
olarak tespit edilen, benign, asemptomatik hastaligl tedavi etmek igin
kadinlari ikna etmekte ve izlemekte guglik cekmektedirler. Bunun
yaninda, ¢ogu kadin igin zararsiz olan asemptomatik hastaligin tedavi
gerektirip gerektirmedigi tartismalidir.

Bizim g¢alismamizda ise vajinit yoninden asemptomatik olan 500
hastanin %70.4’GUnde smear sonucu inflamasyon bulgulari seklinde
raporlanmisti. Bu hastalarin vajinal kiiltir sonuglarina baktigimiz zaman
ise ancak %22.7’sinde kiltlrlerde Greme saptanmistir. Bu oran mevcut
galismalar ile belirli derecede uyumsuzluk géstermektedir. Semptom
gostermeyen 500 hastanin %29.6'sinda ise inflamasyon bulgusu negatif
olarak rapor edilmistir. Bu hasta grubundan aldigimiz vajinal kilturlerin
%10.8’inde lreme olmasina ragmen, %89.1’'inde Greme saptanmamis
olup, bu oranlar kabul edilebilir oranlar olarak gériinmektedir. Bu
durumda smear sonucunda inflamasyon saptanmamis hastalarda
vajinal kiltiirlerinde tireme olmamasi ve vajinit halinin bulunmamasi
olagan durmaktadir.

Ayrica, bizim galismamizda smear sonuglarinda inflamasyon bulgusu
saptanan hasta grubunun yas ortalamasina baktigimizda 32.2 ve
inflamasyon bulgusu saptanmayan grubun yas ortalamasini 27.8 olmasi
ve bu farkin istatistiksel olarak anlamli olmasi, yas ilerledikge vajinit
olasiliginin arttigini bize diistindiirmektedir.

Sonug: Smear sonucunda inflamasyon bulgusu saptanmayanlarda
vajinal kiltirde de treme olasiligl diisiik olmakta ve bu durum sitolojik
incelemenin  klinik muayene ile uyumlu oldugu sonucunu
desteklemektedir. Ancak, vajinit yoninden asemptomatik olan
hastalarin smear sonucunda inflamasyon bulgusu saptananlarda,
hastanin klinigi ile birlikte degerlendirilerek taniya yardimci olabilecegi
distniulmektedir. Bunun sebebi olarak da smear tetkiki primer olarak
serviksin premalign lezyonlarini saptamada gelistirilen bir tarama testi
olmasina ragmen vajinit yoninden asemptomatik kadinlarin vajinit
tedavisi planlanmasinda géz 6niine alinmamasi gerektigi

distnilmektedir
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izole Pons infarktlarinda ilerleyici Defisite Neden Olan Faktérler

The Causes of Progressive Worsening in Isolated Pontine Infarcts

0z

Bir Subat 2019- 1 Subat 2020 tarihleri arasinda SBU Antalya Egitim ve Arastirma
hastanesine bagvuran izole pons infarkti olan hastalar retrospektif olarak tarandi.
Hastalarin demografik ozellikleri, vaskiiler risk faktorleri, klinik laboratuvar ve
nororadyolojik verileri kayit edildi. Potansiyel kardiyoembolik nedenli hastalar veya
embolizmin bilinen diger nedenlerine (diseksiyon vb) bagl infarkti olan hastalar
¢alismaya dahil edilmedi. Hastalar blyik arter hastaligi (BAH), baziler arter dal
hastaligi (BADH), kiictik damar hastaligi (KDH) olmak Gzere etyolojik olarak 3 alt gruba
ayrildi. Tim hastalar ilerleyici defisiti olan ve olmayan olmak uzere iki gruba ayrildi.
Toplam 31 hasta calismaya dahil edildi. Hastalarin yas ortalamasi 61,8 +1,07 (min:41
max: 80) idi. Hastalarin %64,5’i erkekti. Ortalama Ulusal Saglk Enstiti inme Olgegi
(NIHSS) 3,8+ 2,8. Dokuz hastada ilerleyici defisit gozlendi. Yas, cinsiyet, baslangi¢
NIHSS’lari, vaskiler risk faktorleri agisindan istatistiksel olarak anlaml fark
gozlenmedi. Hastalar etyolojik nedene gore gruplandirildiginda 12 hastada BADH
(%38,7), 10 hastada BAH (%32,3), 9 hastada KDH gdzlendi. ilerleyici defisiti olmayan
grupta en fazla BAH (8 hasta) gozlenirken, olan grupta BADH (5 hasta) daha fazla
gozlendi, ancak istatistiksel olarak anlamh degildi. Her iki grup arasinda infarkt
bolgesi ve topografik lokalizasyonu agisindan istatistiksel olarak bir anlamli fark tespit
edilmedi.

Calismamizda izole pons infarkti olan hastalarda ilerleyici defisit orani %29 olarak
bulunmus ancak ilerleyici defisiti 6n gormede anlamli bir risk faktori tespit
edilememistir. Bunun igin prospektif daha genis orneklem buyikligine sahip

¢alismalara ihtiyag vardir.
Anahtar Kelimeler: Pons, pons infarkt, ilerleyici defisit

Abstract

Patients hospitalized in the Antalya Training and Research Hospital between
February 1 2019- February 1 2020 were included in this study. The demographic
information, vasculary risc factors, clinical laborotuary and neuroradiological findings
were noted. Patients with high risk of cardioembolism and other causes of embolism
such as dissection were excluded.Patients were categorised into 3 groups: large
artery disease, basilary artery disease and small vessel disease. The patients were
also cathegorised as having a progressive deficit or not. Thirty-one patients were
included in this study. The mean age was 61,8 £1,07 (min:41 max: 80) and 64.5%
were male. The mean NIHS score was 3,8+ 2,8. Progressive deficit was seen in 9
patients. There was no statistically significant difference for age, gender, initial NIHS
score and vascular risk factors. Ten patients had large artery disease, 12 had basilary

artery disease and 9 had small vessel disease as an etiology.
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The most common cause of non-progressive pontine infarcts was
large vessel disease (in 8 patients), while the most common cause of
progressive pontine infarcts was basilary artery disease (in 5
patients)but the difference was insignificant. Neither the infarct zone
nor the topographical localization differed between the two groups.

Progressive symptomatology was seen in 29% of pontine infarcts in
our study but we could not identify any predictive factors for clinical
progression. Further prospective studies are needed to see whether
there are predicting factors for the clinical progression of pontine

infarcts.
Keywords: Pons, pontine infarction, Progressive deficit

Girig

Akut serebrovaskiler hastaliktan sonra norolojik semptomlarin
kotiilesmesi (ilerleyici defisit-iD), artan mortalite ve daha ciddi
fonksiyonel bozukluklarla iliskilidir [1, 2]. Daha 6nce yapilan galismalar
nérolojik semptomlarin baslangictan 24 saat sonra gelisen iD sikhiginin
% 23,9 ile % 31 arasinda degistigini bildirmistir [3- 6]. ID, infarkt
bolgesindeki fonksiyonun bozulmasi nedeniyle akut serebrovaskiler
hastalik baslangicindan sonra (genellikle baslangigtan itibaren 72 saat
icinde) ortaya cikabilir veya sistemik nedenlerden dolayi gecikebilir
[7]. iD’in altinda yatan klasik mekanizmalar, baziler arterdeki
ateromatoz bir plakta olusan trombdstin ilerlemesini, arteriyel darligin
daralmasini, beyin 6deminin gelismesini, tekrarlayan arterden artere
embolizmi veya kollateral dolagimin basarisizhgini igerir [7- 10].

Pons infarktlar tim iskemik inmelerin vyaklasik % 7'sini ve
vertebrobaziler sistem infarktlarinin yaklasik % 15'ini olusturur [7]. Tek
tarafli pons infarktlari genellikle saf motor inme, ataksik hemiparezi
veya dizartri-beceriksiz el sendromu gibi lakiiner sendromlarla kendini
gosterir [11- 13]. Norolojik semptomlarin kétiilesmesini yansitan iD,
akut pons infarkti olan vakalarda nispeten yaygindir ve iD igin farkli
tani Olgltlerine ve semptomlarin baslamasindan 06nceki zaman
araligina bagh olarak farkh raporlara gére % 14 ila % 35 arasinda
degistigi gosterilmistir [12, 14- 16].

Daha o6nce vyapilan calismalar; klinik bozulmanin blyiuk damar
hastaliginda ve vertebrobaziler dolasim boélgesinde daha sik
saptanmasindan dolayr farkli mekanizmalarin farkli etiyolojik alt
tiplerde ve lezyon yerlerinde klinik bozulmadan sorumlu olabilecegini
diisindlrmustir. Bu baglamda baziler arter aterosklerozunun pons
infarktlarindaki bozulma ile iliskisine bakilmis ve geliskili sonuglar
saptanmistir [13, 17, 18].

Bu nedenle; nororadyolojik goriuntileme kullanarak etyolojik alt
tiplere ayrilan izole pons infarkti olan hastalarda lezyon topografisini
siniflandirarak iD gdsteren pons infarktlarinin  risk faktorlerini

belirlemeyi amagladik.

The Causes of Progressive Worsening in Isolated Pontine Infarcts

Metod

Bir Subat 2019- 1 Subat 2020 tarihleri arasinda Antalya egitim ve arastirma
hastanesi noroloji kliniginde hospitalize edilen hastalar retrospektif olarak
incelendi. Calisma igin Antalya egitim ve arastirma hastanesi etik kurulundan
onam alindi (Karar no:4/7). Tek tarafli izole pons infarkti; difizyon agirhkl
gorintllerde (DAG) pons disinda es zamanli baska bir bolgede infarkt
olmadan, sadece ponsta yer alan infarkt olarak tanimlandi. Bu hastalardan
demografik o©zellikler, vaskiler risk faktorleri, klinik, laboratuvar ve
nororadyolojik veriler toplandi. Koroner arter hastaligi (KAH), sigara
kullanimi ve 6nceki inme 6ykiisi ile ilgili veriler hastalarin tibbi kayitlarindan
elde edildi. Tim hastalara beyin manyetik rezonans goérintileme (MRG)
(DAG dahil) ve bilgisayarli tomografik anjiyografi (BTA) yapildl. Tim
hastalarin elektrokardiyografisi (EKG), transtorasik ekokardiyografi (TTE)
bulgulari incelendi. inme sonrasi ilk 3 ay iginde yapilmis olan 24 saatlik
Holter elektrokardiyografi bulgulari ve etyolojiye yonelik yapilmis diger
arastirmalar kayit edildi. Etyolojik arastirmasi yetersiz olan hastalar ve ayrica
kardiyak veya baska emboli kaynagi olan hastalar ¢alisma disi birakildi.

BTA ve MR gorintileme bulgulari bu konuda uzman bir néroloji hekimi
tarafindan degerlendirildi. infarkt yerine gére tiim hastalar etiyolojik alt
tiplere ayrildi. Hastalar;(i) baziler arterde 2 % 50 liimen gapinda stenoz varsa
buylk arter hastaligl (BAH), (ii) baziler arterde en az % 50 darlik ve potansiyel
nedenler olmadan olusan infarktlar baziler arter dal hastaligi (BADH), (iii) 15
mm den kiiglik, baziler arterde darlik ve potansiyel nedenler olmadan ortaya
cikan infarktlar kiigik damar hastaligi (KDH) olarak Gg¢ gruba ayrildi [19].
Pons infarktlari segmental olarak Ust, orta veya alt bolim ve topografik
lokalizasyonuna gore de anteromedial, anterolateral, tegmental, unilateral,
multiple ve bilateral olmak Uzere kategorize edildi.

Ulusal Saglik Enstiti inme Olgegi (NIHSS) degerlendirildi. Klinik
prezantasyonun ilk 5 giiniinde NIHSS skoru >2 artan hastalar iD olarak
tanimlandi [20]. Tum hastalar iD’i olan ve olmayan olmak iizere iki gruba
ayrildi.

Bulgular

Retrospektif olarak incelenen 84 hasta icinden kriterlere uygun olan toplam
31 hasta ¢alismaya dabhil edildi. Hastalarin yas ortalamasi 61,8 1,07 (min:41
max: 80) idi. Ortalama NIHSS’u 3,8+ 2,8 ve hastalarin %64,5’i erkekti. Dokuz
hastada iD goézlendi. Yas, cinsiyet, baslangic NIHSS’lari, her iki grup arasinda
farkli degildi. HT, DM, koroner arter hastaligi (KAH) hiperlipidemi (HPL),
kronik bobrek hastaligi (KBH) agisindan istatistiksel olarak anlaml fark
gozlenmedi. Laboratuvar sonuglari incelendiginde (kan sekeri, hemogram,
HbA1c, urik asid, kreatin, C-reaktif protein, kolesterol (KOL), dustik dansiteli
protein (LDL), yuksek dansiteli protein (HDL), trigliserid (TG)) her iki grup

arasinda istatistiksel olarak anlaml fark g6zlenmedi.
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Tim hastalar etiyolojik nedene gore gruplandirildiginda 12 hastada BADH
(%38,7), 10 hastada BAH (%32,3), 9 hastada KDH gézlendi. iD olmayan
grupta 8 hasta ile en fazla BAH gozlenirken iD olan grupta 5 hasta ile BADH
daha fazla gozlendi, ancak aradaki fark istatistiksel olarak anlaml degildi.
Lokalizasyon olarak incelendiginde infarktlar en sik orta ponsta goézlenirken
(13 hasta; %41,9) topografik lokalizasyon agisindan en sik anteromedial
bolgede gozlendi (21 hasta; %67,7). Her iki grup arasinda infarkt bolgesi ve
topografik lokalizasyonu agisindan istatistiksel olarak anlamli fark tespit

edilmedi (Tablo 1).

Tablo 1: Tim hastalarin demografik 6zellikleri, vaskiler risk faktorleri,
lokalizasyonlari ve etyolojik subtipleri

_ ilerleyen defisiti
llerleyen defisiti

Tum hastalar olan hastalar  p
olmayan hastalar

Yas 61,8 60,5 65 0,40
11 K (%35,5) 7 K (%31,2) 4 K (%44,4)
Cinsiyet 0,68
20 E (%64,5) 15 E (%68,2) 5 E (%55,6)
Segment
Ust 8(%25,8) 6 (%27,3) 2 (%22,2)
Orta 13 (%41,9) 8(%36,4) 5 (%55,6) 0,90
Alt 10 (%32,3) 8(%36,4) 2(%22,2)
Anteromedial 21 (%67,7) 16 (%72,7) 5 (%55,6)
Anterolateral 6 (%19,4) 3(%13,6) 3(%33,3)
Tegmental 4(%13,9) 3(%13,6) 1(%11,1) 0,50

Unilateral multiple - - -

Bilateral - - -

Etyoloji
KDH 9 (%29) 7 (%31,8) 2(%22,2)
BADH 12 (%38,7) 7 (%31,8) 5 (%55,6) 0,88
BAH 10 (%32,3) 8(%36,4) 2(%22,2)

Risk faktorleri

HT 28 (%90.3) 20 (%90.9) 8 (%88.8) 1,00
DM 18 (%58.1) 15 (%68.1) 3 (%33.3) 0,14
KAH 11 (%35,5) 9 (%40.9) 2(%22.2) 0,42
Gegirilmis SVH/GIA 7 (%22.6) 6 (%27.2) 1(%11.1) 0,63
Sigara kullanimi 5(%16.1) 4 (%18.1) 1(%11.1) 1,00
KBH 9 (%29) 6 (%27.2) 3(%33.3) 1,00
HPL 24 (%77.4) 16 (%72.7) 6 (%66.6) 0,63
16 (%51.6) 13 (%59)

Olay 6ncesi

3(%33.3) 0,43

Antiagregan kullanimi

3 (%9.6) 1(%4.5)
Olay 6ncesi
2 0,18
Antilipidemik kullanimi
Gelis NIHSS 3,8 4,4 2,4 0,08

(KDH: kiigiik damar hastaligi, BADH:basiller arter dal hastaligi, BAH: blyik arter hastalig,
HT: hipertansiyon, DM: diabetes mellitus, KAH: koroner arter hastalig, SVH:
serebrovaskiiler hastalik, GiA: gegici iskemik atak, HPL: hiperlipidemi, KBH: kronik bébrek
hastaligi)
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Tartisma

Calismamizda, izole pons infarkti geciren hastalarin % 29’unda ID
gozlendi. Benzer sekilde dizayn edilen, 2017 de Gokeel ve ark
tarafindan yapilan calismada iD orani %19.2 olarak tespit edilirken,
norolojik ilerlemenin tanimi igin farkl kriterler kullanan bagka
¢alismalarda pons infarkti olan hastalarda bu oran % 10-60 arasinda
bildirilmistir [7, 21].

Calismamiz BADH'nin izole pons infarklarinda en sik gorilen alt tip
oldugunu dogrulamistir (17, 19). BADH igin, buylk kalibreli penetran
arterlerin agzindaki ateromatdz lezyonlardan kaynaklanan azalmig
perflizyon, ateromatdz bir lezyondan trombis yayilmasi ve yakin
komsu pontin dallarinda rekirrens bildirilmesi norolojik ilerlemenin
mekanizmasi olarak diislinilmustir [12, 22]. Ancak literatlrden farkli
olarak bizim calismamizda bu alt tip iD ile iligkili bulunmamistir[13,
17]. 2012’de Oh ve ark tarafindan yapilan ¢alismada alt pons
lezyonlarinin pons infarktlarinda ID ile iliskili oldugu gdstermesine
karsin, kiigiik bir 6érneklem buytkligine sahip baska bir ¢alismada,
lezyonun progresyonu ve rostrokaudal yerlesimi arasinda bir iligki
saptanmamistir [17, 21]. Bizim ¢alismamizda néroradyolojik bulgulara
gore gruplandirilan etiyolojik alt tiplerde infarkt lokalizasyonu en sik
orta segment ve anteromedial bolgede goézlenmis, ancak inme alt
tipleri, infarkt lokalizasyonu ve infarktin bulundugu segment
acisindan degerlendirildiginde Gokgel ve ark.’nin yaptiklari ¢alismaya
benzer sekilde iD ile arasinda bir iliski tespit edilememistir [21].

Cok yaslh hastalarin oldugu, laktner infarktlarin klinik sendromlarini,
risk faktorlerini ve lokasyonlarini karsilastiran bir ¢alismada, pons
lokalizasyonunda yer alan infarktlar % 9- 20.5 arasinda saptanmasina
karsin, pons infarktlarinda yapilan diger ¢alismalarda hastalarin gok
yash olmadigi gosterilmistir [17, 21, 23]. Bizim g¢alismamizda da
benzer olarak yas ortalamasi 61,8 olarak saptanmistir

iD olan hastalarda kadin cinsiyetin hormonlara bagh olarak daha sik
oldugu one silirilmis olsa da galismamizda cinsiyet agisindan
degerlendirildiginde; erkek orani daha sikti (%64,5) ve cinsiyet ile iD
arasinda iliski saptanmamisti [24].

Kronik hipertansiyon ve muhtemelen diyabet ve hiperviskozite,
mikrovaskdler islevi ve kan akisini bozar. Bu, mikro damar sisteminin
iskemik  bolgelere kollateral dolasim saglama potansiyelini
muhtemelen azaltir. Dolagim, ya emboli gegisi (arinma potansiyeli
anlamina gelir) ya da yeterli kan akisi saglayan kollateral dolagim ile
iyilestirilir. Bu nedenle ilerleme, buylk olasilikla azalmis perflizyon ve
/ veya iskemik bolgelere yeterli kollateral kan akisinin hizli geligimi
icin azalmis potansiyel ile agiklanmaktadir [25]. Oh ve ark’nin
yaptiklari galismada akut pons infarktli olgularda HT varliginin iD ile
iliskili oldugunu gostermislerdir. Ancak biz vaskiler risk faktorleri

icinde en sik gézlenen HT’nun iD ile iliskisini gdsteremedik [17].
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Akut inmeden sonra progresif bir seyir, arter igi trombistin Orneklem bilyiikligi kiigiik diizeyde olan bu ¢alisma retrospektif olarak

yayllmasina  bagl olarak iskemik 6demin uzamasi ile de dizayn edilmis bir g¢alismadir. Bu durum c¢alismamiza kisitlamalar

agiklanabilir [26]. Caplan, progresif inme geciren hastalarin getirmektedir. Literatiire benzer sekilde néroradyolojik olarak etiyolojik

aspirin veya trombosit yapismasini ve agregasyonunu azaltan gruplara ayrilmis olsa da hastalarin ¢ogunda bozulmadan sonra tekrar

diger ajanlarla tedavi edilmesini Onermistir [27]. Bununla MRG yapilmamistir ve gériintileme calismalarinda progresyonun

birlikte, antikoagiilan ajanlarin veya aspirinin ilerleyen veya nedeni belirgin degildi

dalgalanan inme seyri Uzerindeki etkileri tartismalidir [11, 17]. Sonug olarak; bu ¢alisma da iD’in sik gézlendigi pons infarktlarinda iD’i

Calismamizda, 1D olmayan grupta her ne kadar hastalik én gérmede anlamli bir risk faktérii tespit edilememistir. Ancak izole

baglamadan dnce antiagregan kullanimi daha fazla saptanmis pons infarktlarinda nispeten yaygin gériilen ID’i éngérmek agisindan

olsa da ID ile arasinda istatistiksel olarak anlamli bir iliski tespit prospektif daha fazla rneklem biyiikligine sahip calismalara ihtiyag

edilemedi. vardr.
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Gebeligin Neden Oldugu Hipertansiyon Olgularinda Tani, Tedavi Protokolleri,
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Oz
Amag: Bizim bu galismadaki amacimiz; gebeligin neden oldugu hipertansiyon tanisi
ile hastanemizde takip, tedavi ettigimiz olgularin maternal, fetal klinik izlem
sonuglarini, maternal, fetal komplikasyonlari ve prognozlarini bildirmektir.
Gereg ve Yontemler: 01.04.2002 — 01.07.2003 tarihleri arasinda istanbul Zeynep
Kamil Hastanesi Kadin ve Gocuk Hastaliklan Egitim ve Arastirma Hastanesinde
gebeligin neden oldugu hipertansiyon tanisi konan gebeler ¢alisma kapsamina alindi.
* Mugla Sitki Kogman Universitesi Tip Fakiltesi Kadin Gebeligin neden oldugu hipertansiyon hastalaripreeklampsi, agir preeklampsi,
Hastaliklari Dogum AD,Mugla, eklampsi , HELLP olarak ana gruplara ayrildi.Tum hastalarin tedavi protokolleri,
dogum sekilleri, bebek dogum agirliklari, maternal-fetal komplikasyonlar kayid edildi.
Hipertansif gebe gruplar arasindaki farklar istatistiksel olarak analiz edildi. P <0,05
degeri istatistiksel olarak anlamh kabul edildi.
Bulgular: Nisan 2002- Temmuz 2003 tarihleri arasinda gebeligin neden oldugu
hipertansiyon tanisi konan 750 gebe incelendi. Hastalarin %48.5’i preeklampsi,
%35.5'i agir preeklampsi, %9.9’u HELLP, %6.1’i eklamptik hastaydi.Gebeligin neden
oldugu hipertansiyon hastalarinin siddetli olan gruplarini olusturan hastalar daha
gencti ve tani konan gebelik haftasi daha erken olarak saptandi(p<0.05). Siddetli
preeklampsi hastalarinda dogum sekli olarak siklikla sezaryen uygulandi. Siddetli
olmayan grupta vajinal dogum orani siddetli gruptan ileri dercede anlaml olarak
yiiksekti(p=0.001). Olimlerin en sik nedeni prematiireydi, 24-28 gebelik haftalari
arasinda dogum yapan olgularin %70.7 si erken neonatal dénemde 6ldu. Eklamptik
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preeklampsinin siddetidir. Antenatal gebelik takiplerinin, dizenli ve kaliteli bir
dizeyde yapilmasi, erken tani ve uygun yonetim hem perinatal hem de maternal
mortalite ve morbiditeyi olumlu yonde etkileyecektir.
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Abstract

Goal: Our aim in this study; Tore port the maternal and fetal clinical follow-up
results, maternal and fetal complications and prognoses of the cases we treated in
our hospital with the diagnosis of hypertension caused by pregnancy.

Material and Methods: Pregnant women diagnosed with pregnancy-induced
hypertension at Istanbul Zeynep Kamil Hospital Obstetrics and Pediatrics Training

andResearchHospitalbetween01.04.2002 - 01.07.2003 wereincluded in the study.
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Gebeligin Neden Oldugu Hipertansiyon Olqularinda Tani, Tedavi Protokolleri,
Maternal- Fetal Klinik izlem Sonuclari, Komplikasyonlar ve Prognoz

Hypertension patients caused by pregnancy were divided into main
groups as preeclampsia, severe preeclampsia, eclampsia, and HELLP.
Treatment protocols, delivery types, baby birth weights, and
maternal-fetalcomplications of all patients were recorded. Differences
between hypertensive pregnant groups were analyzed statistically. A
p value of <0.05 was considered statistically significant.

Results: 750 pregnant women diagnosed with pregnancy-induced
hypertension between April 2002 and July 2003 were studied. 48.5%
of the patients were preeclampsia, 35.5% severe preeclampsia, 9.9%
HELLP, 6.1% eclamptic patients. Patients in the severe group of
hypertension patients caused by pregnancy were younger and the
week of gestation diagnosed was found to be earlier (p <0.05).
Cesarean section was frequently applied as the delivery method in
patients with severe preeclampsia. In the non-severe group, the rate
of vaginal delivery was significantly higher than the severe group (p =
0.001). The most common cause of deaths was premature, 70.7% of
the cases who gave birth between 24-28 weeks of gestation died in
the early neonatal period. Of the eclamptic patients, 71.8% (n = 33)
had ante partum and 28.2% (n = 13) had convulsions with in the first
48 hours postpartum. One maternal death occurred due to severe
preeclapsia, disseminated intravascular coagulopathy and cerebral
hemorrhage.

Conclusion: The most important factor determining perinatal-
maternal morbidity and mortality is the severity of preeclampsia.
Regular and high quality antenatal pregnancy follow-ups, early
diagnosis and appropriate management will positively affect both
perinatal and maternal mortality and morbidity.

Keywords:Preeclampsia, HELLP, Eclampsia.

Girig

Gebeligin neden oldugu hipertansiyon, kanama, enfeksiyon ile birlikte
maternalmorbidite ve mortalitenin en sik nedenlerinden biridir.
Gebeligin neden oldugu hipertansiyon etiyolojisi tam olarak
bilinmeyen, bir¢ok belirti ve bulgunun toplandigi kompleks bir
semptomlar bitiini olarak kabul edilir. Bu nedenle hastaliga bir isim
bulmakta zorlaniimistir. Baslica kullanilan isimler: preeklampsi,
toksemi, gestoz, toksikoz, gestasyonel hipertansiyon, proteinlrik
hipertansiyondur(1).Preeklampsi, gebeligin 20. haftasindan sonra
ortaya ¢ikan denovo hipertansiyon ve proteiniri (>300 mg/giin); veya
maternal organ disfonksiyonu (bobrek yetmezligi, karaciger tutulumu
dahil, norolojik veya hematolojik komplikasyonlar); veya
uteroplasentaldisfonksiyon (potansiyel fetal blyime kisitlamasina

neden olur) bunlardan birinin eklenmesiyle tani alir.

Diagnosis, Treatment Protocols in Pregnancy Caused Hypertension Cases,
Maternal-Fetal Clinical Follow-up Results, Complication sand Prognosis

Hipertansiyon, 20.gebelik haftasindan sonra veya erken post partum
donemde en az 5 dakika dinlendikten sonra 4 saat arayla elde edilen iki kan
basinci degerinin, 140/90 mmHg'nin Ustline ¢ikmasi veya 20.gebelik
haftasindan 6nce 6lgilen kan basinci degerinden sistolik 30mmHg veya daha
yuksek, diyastolik 15mmHg veya daha yiiksek olglilmesi hipertansiyon olarak
kabul edilmektedir(2). Gebeligin neden oldugu hipertansiyon yalniz insan
tirtine 6zgu bir hastaliktir, ¢ogunlukla nullipar kadinlarda gelisir, sosyo
ekonomik durum, irksal farkhliklarla sikligi degismekle birlikte gebeliklerin
%7-10'unda gorulur. Diger risk faktorleri: Cogul gebelikler, 6nceki bir
hamilelikte preeklampsi, kronik hipertansiyon, pregestasyonel diyabet,
gestasyonel diyabet, trombofili, sistemik lupus eritematoz, obesite, anti
fosfolipid antikor sendromu, 35 yasinda veya daha biyik anne yasi, bobrek
hastaligl, yardimci Greme teknolojisi ile gebe kalinmasidir(3).

Gebeligin neden oldugu hipertansiyon; utero plesantal dolagim dahil olmak
lizere birgok organ sisteminde gelisen patolojik damar lezyonlar ve
vazospazm ile mikrovaskiiler yataktaki koagullasyon sisteminin aktivasyonu,
artmisg trombosit aktivasyonu ve buna bagh trombosit tiiketimi ile birlikte
gorilmektedir(4). Moderm tiptaki gelismelere ragmen sistemik bir hastalik
olan gebeligin neden oldugu hipertansiyon maternal morbidite ve
mortalitenin 6nemli bir sebebidir.Hastalik ayni zamanda prematdrite, oligo
hidramnios, dekolman plasenta, intrauterin gelisim kisithligi sebebi olmasi
nedeni ile fetal morbidite ve mortaliteyi artirir. Hastaligin siddeti maternal,
fetal morbidite ve mortaliteyi etkileyen temel faktér olmakla birlikte; erken
tani, hastanin takip, tedavi edildigi merkezin bilgi, tecriibe birikimi, teknik
yeterliligi de prognozda ¢ok 6nemlidir(5).

Bizim bu ¢alismadaki amacimiz; gebeligin neden oldugu hipertansiyon tanisi
ile hastanemizde takip, tedavi ettigimiz olgularin maternal, fetal klinik izlem

sonuglarini, maternal, fetal komplikasyonlari ve prognozlarini bildirmektir.

Materyal Yontem

01.04.2002 — 01.07.2003 tarihleri arasinda istanbul Zeynep Kamil Hastanesi
Kadin ve Gocuk Hastaliklari Egitim ve Arastirma Hastanesi Dogum Kliniginde
gebeligin neden oldugu hipertansiyon tanisi konarak takip, tedavi edilen tim
gebeler calisma kapsamina alindi. Galismamiza 10 Mart 2002 tarihinde
istanbul Zeynep Kamil Hastanesi Bashekimi ve sefler kurulunun etik onayi
alinarak baslanmis tez galismasidir. Bu tez galismasi prospektif olarak toplam
750 gebenin degerlendirildigi tez calismasidir. Tim gebelerin anamnezi
alindi, fizik ve pelvik muayenesi yapildi.Ultrason ve laboratuvar degerleri
kayit edildi. Diyastolik kan basicinin 4 saat arayla 6lgiminde 90mmHg’dan
yuksek bulunmasi veya dnceden tansiyonu bilinen, sistolik kan basincinda
30mmHg, diastolik kan basincinda 15mmHg veya daha fazla artis kayidedilen
veya daha 6nce kan basincini bilmeyen gebelerde 20. gebelik haftasindan
sonra 140/90mmHg veya daha yiksek bir kan basincinin saptanmasi
hipertansiyon olarak kabul edildi. Tim olgular hastaligin agirligni saptamak

ve maternal fetal degerlendirmeyi yapabilmek amaci ile hospitalize edildi.
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Olgular asagidaki kriterlere gore gebeligin neden oldugu hipertansiyon
hastalari preeklampsi, agir preeklampsi, eklampsi , HELLP olarak ana
gruplara ayrildi(6).

l.Gestasyonel hipertansion: Tansiyon arteriyel 140/90-160/100 mmHg
arasinda, proteiniri<0.3g/dl, end organ hasar bulgusu olmayan,
puerperiumdan sonra kan basinci normale dénen hastalar.

Il. Gebeligin neden oldugu hipertansion:

Preeklampsi: Diastolik kan basinci 90-100mm/Hg arasinda, sistolik kan
basinci 140-160mmHg arasinda, 24 saatlik idrarda >0.3g/It proteinuri
varligi olan hastalar.

Agir preeklampsi: Antihipertansif tedavinin baglanmadigi durumda, gebe
yatak istirahatinde iken 4 saat ara ile yapilan iki 6lgimde sistolik kan
basincinin =2 160 mmHg yada diyastolik kan basincinin 2110 mmHg olmasi,
trombositopeni olmasi (trombosit sayisi < 100.000/mikrolitre),karaciger
fonksiyonlarinin bozulmasi(Karaciger enzimlerinin kan dizeylerinin normal
sinirlarin iki kat Uzerine ¢ikmasi), baska bir tani ile agiklanamayan
suregelen siddetli sag Ust kadran agrisinin varligi yada tedaviye yanit
vermeyen epigastrik agrinin olmasi veya her ikisinin birlikte olmasi,
progressif bobrek yetmezliginin olmasi (Serum kreatinin
konsantrasyonunun >1,1 mg/dL olmasi yada baska bir bdbrek hastaliginin
yoklugunda serum kreatinin konsantrasyonunun iki kat artmasi), pulmoner
6dem, yeni baslayan serebral ve gérme bozukluklarinin olmasi.

11l. Kronik hipertansiyon: Daha 6nce bilinen hipertansiyonu olan ya da 20.
Gebelik haftasindan 6énce en az 2 kez <140/90mmHg tansiyon aretriyalin
6lgimu veya puerperium sonrasi hipertansiyonu devam edenler.
IV:Siiperempozepreeklampsi: Kronik hipertansiyona preeklampsinin eslik
ettigi durumlar.

V. Eklampsi: Yukardaki klinik durumlardan herhangi birine konviilziyonun
eklendigi durumlardir.

VI. HELLP: Trombositopeni:100.000 /mm?3'in altinda, artmis AST,ALT : 70
U/L veya (izeri, artmis LDH seviyesi: 600 U/L veya (izeri, artmis biluribin
seviyesi :1.2 mg/ dl veya lzeri.

Hastanemizde takip ettigimiz preeklamptik gebelerden>37 haftalik tani
alanlara  dogum karan verildi.<37 hafta gebelere yakin izlem
planlandi.Preeklampsi tanisiyla birlikte erken dogum tehditi ya da erken
dogum eylemi tanisi konanlarda tokolitik ajan olarak MgSO4(Magnesium
sulfat) tercih edildi.

Agir preeklampsi, HELLP tanisi alan hastalara profilaktik MgSO4 baslandi ve
tedaviye postpartum 24 saat devam edildi. Bu hastalardan gebelik haftalar
34.hafta ve Uzerinde olanlarin gebelikleri 24 saat iginde sonlandirildi,
gebelik haftalari 32-34 hafta arasinda olanlarin steroid tedavisi bittikten
sonra gebelikleri 24 saat iginde sonlandirildi, gebelik haftalari 28-32
haftalar arasinda olanlarin tedavi sekli izlem silresince hastanin verdigi

klinik cevaba gore ayarlandi. Ekspektan vyaklasim yerine agresif

yaklasim(hemen dogum) 6n planda tutuldu.

Eren AKBABA

Konviilsiyon profilaksisi gerektiginde 6 gr iv (20 dakika da) yukleme
dozundan sonra iv olarak saatte 2 gr MgS04 perfiizyonu uygulandi (Sibai
protokoli). MgS04 dozu body mass index ya da gebelik haftasindan
bagimsizdi. MgS04 tedavisi alanlar entoksikasyon yontnden biling
durumu, dakika solunum sayisi, patella refleksi varligiintra uretral
kateter uygulanarak saatlik idrar ¢ikisi, 6 saattara ile kan magnezyum
dlzeyi bakilarak izlendi.

Antihipertansif olarak, Nifedipinl0mg (30-120mg/giin/po), atenolol
50mg (50mg/giin/po) veya alfa metlidopa 250mg(500-2000mg/giin/po)
kullanildi.

Eklampsi tanisi almis hastalara terapstik amagh MgS04 basland. ilk 24
saat icersinde gebelik sonlandindirildi. Postpartum 24 saat magnesyum
stlfat tedavisine devam edildi.

Gebeligin neden oldugu hipertansiyon tanili tim hastalarda dogum sekli
olarak oncelikle vajinal dogum tercih edildi. Travayda olmayan gebelere
vajinal dogum igin %1'lik oksitosinile indiiksiyon uygulandi, 24 haftalik ve
altindaki dogum yaptirilacak gebelerle intrauterin 6li fetislerde serviks
olgunlagmasi igin vajinal misoprostol kullanildi.

Tim yenidoganlar ¢ocuk hekimi tarafindan degerlendirildi. Perinatal
sonuglar agisindan 1.ve 5.dakika apgar degerleri, dogum sekli ve kilolari,
yenidogan yogun bakim tnitesinde takip gerekliligi ve sliresi kaydedildi.
Dogum agirhgina bakilmaksizin 37. gebelik haftasi altindaki olgular
preterm dogum olarak tanimlandi.

Veriler, Statistical Package for Social Science (SPSS) 20.0 for Windows
(SPSS Inc, Chicago, lllinois, USA) kullanilarak analiz edildi. Verilerin
normal dagilima uygunlugunu degerlendirmek igin Shapiro-Wilk ve
Kolmogorov-Smirnov testleri kullanildi. Strekli veriler ortalama +
standart sapma ve kategorik veriler sayi ve yizde olarak sunuldu. Normal
dagilima sahip parametrelerin gruplar arasi karsilastirmalarinda Student t
testi, normal dagilim gostermeyenler igin Mann Whitney U testi
kullanildi. Niteliksel verilerin karsilastiriimasinda Ki-Kare testi ve Fisher
Exact Chi-Square testi kullanildi. Calismadan elde edilen verilerin
istatistiksel anlamhlik dizeyi "p" degeri ile yorumlandi. P <0,05 degeri

istatistiksel olarak anlamli kabul edildi.

Bulgular

Nisan 2002- Temmuz 2003 tarihleri arasinda gebeligin neden oldugu
hipertansiyon tanisi konan 750 gebe incelendi.

Hastalarin gruplara goére dagilimi Tablo.1 de belirtilmistir. Gebelign
neden oldugu hipertansiyon tanisi alan hastalarin yarisindan fazlasini

n=386(%51.5) siddetli olan gruplar olusturmaktadir.

Tablol1. Gebeligin neden oldugu hipertansiyon alt gruplarmm dagilim:

Preeklampsi, n(%) 364 (%48.5)
Agir Preeklampsi, n(%) 266 (%35.5)
HELLP, n(%) 74(%9.9)
Eklampsi, n(%) 46(%6.1)
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Gebeligin neden oldugu hipertansiyon tanisi konan hastalarin gruplara
gore demografik ozellikleri Tablo 2 de belirtildi.Gebeligin neden oldugu
hipertansiyon hastalarinin siddetli olan gruplarini olusturan hastalar
daha gengcti ve tani konan gebelik haftasi daha erken olarak saptandi.
Ayrica siddetli PE hastalarinda dogum sekli olarak siklikla sezaryen
uygulandi. Siddetli olmayan grupta vajinal dogum orani siddetli gruptan

ileri dercede anlamli olarak yuksekti.

Tablo 2. Gruplarin genel demografik 6zellikleri

Preeklampsi Agir PE HELLP Eklampsi p
(PE)

Yas(y1l) 25.145.8 23.245. 23.2+3.8 21.6+3.8 p>0.0
1 5

Parite, n 1.940.5 1.1+0.8 1.3+0.6 0.4+0.6 p=0.0
3

Tekil gebelik, n(%) 345(94.8) 255(95. 72(98.6) 43(95.6) p>0.0
9) 5

Cogul gebelik, n(%) 19(5.2) 11(4.1) 1(1.4) 2(4.4) p>0.0
5

Gebelik haftast 35.5+2.9 31.5+4. 32.6+3.5 31.1+3.1 p=0.0
1 3

Vajinal dogum n,% 219(80.2) 67(25.3 17(23) 3(6.5) p=0.0
) 01

Sezaryen n,% 54(19.8) 198(74. 57(77) 43(93.5) p=0.0
7) 01

Degerler ortalama + standart sapma, say1 ve (%) olarak ifade edildi.

Preeklampsi tanisi konup takip sirasinda klinik ve laboratuvar olarak

siddetli forma donus yapan hastalarin dagilimi Tablo 3. de belirtildi.

Tablo 3. Preeklampsiden siddetli forma doniis yapan hastalarin dagilimu.

Preeklampsi (n=364)

Agir PE HELLP Eklampsi Toplam

n (%) 31(7.5) 16(4.2) 1(0.2) 48(13.1)

Diagnosis, Treatment Protocols in Pregnancy Caused Hypertension Cases,
Maternal-Fetal Clinical Follow-up Results, Complication sand Prognosis

Gebeligin neden oldugu hipertansiyon hastalarinin baglca fetal
sonuglari Tablo 4 de 6zetlendi. Siddetli hipertansiyon grubunda fetal
sonuglar daha olumsuzdu. 24-28 gebelik haftalari arasinda dogum
yapan olgularin %70.7 si erken neonatal dénemde 61dii.29-32 gebelik
haftasi arasindaki bebeklerin %10.7’si ,>32. gebelik haftasinda dogum
yapanlarin % 0.7’de erken dénem fetal 6liim gerceklesti. Olimlerin en
stk nedeni prematiireydi. Olen fetiislerin %95.5 ‘inin fetal dogum

agirligr <1000 gramdi.

Tablo 4. Hipertansif gebelerin fetal sonuglari ve komplikasyonlar.

Preeklampsi Agir PE HELLP Eklam p
psi
Intrauterin  gelisim 7(1.9) 61(22.9) 4(5.4) 11(23) p=0.0
geriligi (IUGR), "% 01
Oligohidramnios, 15(4.1) 103(38.8) 6(8.1) 5(10.9) p=0.0
n% 3
Ortalama bebek 3028+500.4 19134366 1904471 161146 p=0.0
dogum  agirhiklart 9 17 1
(gsd)
Yenidogan  yogun 7(1.9) 49(18.4) 11(14.9) 11(28.9) p=0.0
bakim ihtiyaci, n% 1
Respiratuardistress 5(1.4) 35(13.1) 8(10.8) 10(21.7) p=0.0
sendrom(RDS)n% 1
Sepsisn% 3(0.8) 9(3.3) 7(9.5) 2(4.4) p=0.0
2

Perinatalmortaliten( 8(2) 19(7) 5(6) 5(10) p=0.0
yiizbinde) 2
Intrauterin Slim 0 15(5.2) 6(8.1) 1(2.2) n's
tanisi olan
hipertansifgebe n%
Travay  takibinde 1(03) 4(1.5) 1(1.3) 0 n/s
fetal 6lim

Gebeligin neden oldugu hipertansiyon tanisi alan hastalarda gelisen
maternal komplikasyonlarin baslicalari Tablo. 5’ de 6zetlendi.En sik
komplikasyon dekolman plasenta idi.8 hasta daha donanimli erigkin
yogun bakimi olan merkeze sevk edildi bunlardan 3 U agir
preeklampsi, 5’i HELLP taniliydi. Ayrica bu 8 hastanin 4’tidissemine
intravaskiiler koagiilasyon (DiK) ,1 hasta akut bobrek yetmezligi
(ABY), 1 hasta pulmoner 6dem, 2 hasta pulmoner tromboemboli

tanihydi.
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Tablo 5. Maternal komplikasyonlar.

Preekla Agir HEL Ekla p
mpsi PE LP mpsi

Dekolman plasenta, 11(3) 18(7.8 7(12. 4(8.8 p=0.
n% ) 6) ) 04
Akut bobrek 3(0.8) 19(7) 6(8.1) 0 n/s
yetmezligi, n%

Dissemineintravaskiil 0 3(1.3) 2(3.6) 0 n/'s
erkoagiilasyon (DIK)

Sezeryanhisterektomi 0 2(0.8) 1(1.8) 0 nls
Materanalmortalite 0 1 0 0 n/s

Eklamptik hastalarin  %71.8(n=33)'i antepartum, %28.2(n=13)’i
postpartum ilk 48 saat iginde konvilziyon gegirdi. Postpartum>48.
saatte higbir hasta konvilzliyon gegirmedi. Postpartum konvilziiyon
gegiren 13 hastadan 8(%61.5)'i hem antepartum hem postpartum
5(%38.5) hasta yalniz postpartum konvilziiyonu oldu. Konvilziiyon,
hastalarin 19(%41.3)'da hastane disinda, 27(58.7) de hastanede
gerceklesti. Hastane icinde konvilziiyon gegiren hastalarin tamami
MgSO04 aliyordu.

Tartisma ve Sonug

Bir Ulkenin perinatal mortalite orani(PMO) o (lkenin gelismisligini
yansitmaktadir ayni zamanda perinatal mortalite antenatal,
intrapartum ve neonatal bakimin etkinligini o6lgen o6nemli bir
gostergesidir(7). Oliim nedenlelerinin siniflamasi basit, uygulanabilir
olmali, 6lim nedenlerini net olarak ortaya koyabilmeli ve PMO'i
azalticl tedbirlerin alinmasinda yol gosterici olmalidir. Geri kalmis ve
gelismekte olan ulkelerde PMO’nin hala yiksek olmasinin 6nde gelen
nedenlerinden birinin gebeligin neden oldugu hipertansiyon ve
prematurite oldugunu ifade etmistir. Gebeligin neden oldugu
hipertansiyon gruplarinin siddetli olan formlarinda PMO belirgin daha
yuksektir(p<0.05).Gebelikte hipertansif bozukluklarin siniflanmasi,
hastaligin prognozunun belirlenmesi, ylkselmis kan basincinin ve
gebeligin yonetimi, maternal ve fetal riskin tespiti agisindan son
derece 6nemlidir. Anne ve fetus lizerine etkisi gbz 6nline alindiginda
kronik hipertansiyon, gebeligin gegici hipertansiyonu az siddetli grubu
olusturur, agir preeklampsi, gebeligin  agirlastirdigi  kronik
hipertansiyon, HELLP ve eklampsi benzer olumsuz etkiye sahip olup,
ayni klinik yaklagim iginde ele alinmalidir.

Xu Xiog ve ark. gebeligin neden oldugu hipertansiyon oranini %9
olarak bularak; tim olgularin %75 kismina preeklampsi, %19.4'1iik
kismina agir preeklampsi ve %5.5’ine eklampsi tanisi koymusglardir(8).
Biz calismamizda istanbul Zeynep Kamil hastanesinde prospektif 750
hastay! degerlendirdik ve preeklampsi (%48.5), agir preeklampsi
(%35.5), HELLP(%9.9), eklampsi(%6.1) oranlarini saptadik. Siddetli
preeklampsi grubunda olan hasta oranimiz yiksekti, hastanemizin
refere 3. basamak olmasi nedeni ile genel populasyondaki orani

yansitmayabilir.
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Gebeligin neden oldugu hipertansiyon, nulliparlarda, multiparlara gore 6-8
kat daha sik gorilmektedir. Calismamizda gebeligin neden oldugu
hipertansif olgularin %48.3'u nullipar, %30,9'u primipar, %20.8'i multipardi.
Hastalarimizin %85.3’t 30 yasin altindaydi.

HELLP sendrom tanili hastalar genellikle kotl obstetrik dykiye sahip ve
nispeten vyaslh, ¢ogunlukla termdendnce (<37 gebelik haftasi)
gorulmektedir. HELLP tanili hastalarkapsayan bir ¢alismada, olgularin
gebelik haftalari incelendignde %71 inin 36. gebelik haftasi ve altinda
%29nun 37.gebelik haftasi ve tzerinde oldugu bulunmustur(9). Sibaive ark.
HELLP sendrornlu 442 gebenin %82 sinin 36. ve altindaki gebelik haftasinda
oldugunu bildirmistir. Bizim yaptigimiz ¢alismada gebelik haftalar dikkate
alindiginda HELLP olgularinin % 80.4 U 37. gebelik haftasinin altinda
oldugunu saptadik.

Eklamptik konvilziyon antepartum, intrapartum ve postpartum donemde
meydana gelebilir. Gebeligin son trimestirinde gorilme siklig artmigtir.
Geg postpartum eklampsi tanimini Sibai ve ark.bebek ve plasentanin
dogumundan sonraki 48 saat igersinde gelisen konvilziiyon ile komplike
olmus gebeligin neden oldugu hipertansiyon olarak tanimlamistir(10).
Lubrasky ve ark.eklampsi vakalarinin %2’sinin postpartum olustugunu ,
tiim postpartum eklampsi vakalarinin% 56'sini ge¢ postpartum eklampsi
olgularinin olusturdugunu ve geg¢ postpartum eklampsinin tim eklampsi
olgularinin %16 si oldugunu bildirmislerdir(11). Kinigimizde takip ettigimiz
46 eklamptik olgudan 33(%71.8)'lG antepartum, 13(%28.2)'li postpartum
konvilziyon gegirdi. .Postpartum konviilziyonlarin tamami ilk 48 saat
icersinde gergeklesti.

Gebeligin neden oldugu hipertansiyon, sezaryen oranim atirir ve hastaligin
siddeti arttikga sezaryen dogum oraninin arttigl literatirlerde
belirtilmektedir. Xu-iong ve ark. sezaryen dogum oranim preeklampside
%44.3, agir preeklampside %73.3 olarak bulmuglardir(8). Steven ve
arkpreeklamptik gebelerde sezaryen oranini %63.7, Blackwell ve ark. agir
preeklamptiklerde %49, Sibai ve ark. 442 HELLP sendromu olgusunda bu
orani %42 olarak bulmuglardir(12-14). GCalismamizda gebelik nedenli
hipertansif hastalarin ortalama sezaryen orani %46.9, gruplara gore
sezaryen oranlar ise preeklampside %19 , agir preeklampside %74.7 ,
HELLP'li olgularda %77, eklamptik olgularda %93.5 olarak bulunmustur.
Siddetli preeklampsi grubunda literatirle benzer sekilde sezaryen orani
belirgin yiiksektir(p<0.05).

Ulkemizde yapilmis c¢alismalarda tiim anne dliimleri icinde gebeligin
hipertansif hastaligina bagh maternal mortalite orani ¢ok farkli olarak
bildiriimektedir. Yinede gebeligin neden oldugu hipertansiyonun materna
Imortalitedeki orani %25 diizeyindedir. Olgularin yaklasik yarisi serebral
kanama, %25’i kardiyo pulmoner nedenler, %25’i renal yetersizlik,
koagllopati, hemoraji, sepsis nedeni ile kaybedilir. Pritchard ve ark. 245
eklamptik hastada yalnizca bir maternal 6lum bildirmislerdir(15). Bizim

olgularimiz iginde 1 maternal 6lim oldu.
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Maternal 6lim olan hastamiz; 29. gebelik haftasinda agir preeklampsi,
HELLP tanisi ile hastanenize yatirildi. Gebelik ilk 24 saat iginde sezaryan
operasyonu ile sonlandirildi.Dissemine intra vaskiler kogilasyon
gelisen hastanin intra uterin kanamasi kontrol altina alinamadi ve
hastaya total abdominal histerektomi uygulandi. HELLP tablosu
agirlasan, andri gelisen donaniml hasta erigskin yogun bakim servisi
olan bir hastaneye sevk edildi. Postpartum 1. glininde ex
oldu.Gebeligin neden oldugu hipertansiyonda maternal morbiditenin
baslica nedenlerinden olan dekolman plasenta, dissemine intravaskiler
koagilasyon(DIC), pulmoner o6dem, bobrek yetmezligi, postpartum
psikoz ve kanamadir. Hastaligin siddeti arttikga maternal morbiditede
artis gortlmektedir(16). Sibai ve ark. DIC trombositopeni, dusuk
fibrinojen seviyesi (300 mg/dl nin alti) ve fibrin yikim Grlnlerinin (FDP)
40 mg/ dl'den vyiiksek olmasi olarak tanimlamaktadir(17). DiC in
yayginhgl onemli prognostik faktordir. Clnki peripartum dénemde
hayati tehdit edici maternal komplikasyonlarin gériilme sikligi, DiC
tablosunun agirhig! ile paralellik gostermektedir. Karaciger, akciger,
beyin, bobrek gibi organ sistemlerindeki yaygin hasar; bu hastalardaki
fulminan DIC tablosunun takipgisi olarak gériilmektedir(18).

Gebelikteki hipertansiyon ile prematurite ve IUGR arasindaki yakin iligki
birgok literattirde belirtiimektedir. Mertz 1275 gebelik ve hipertansiyon
serisinde %15 prematirite, %23 dusiuk dogum agirig saptamis, bu
oranlarin normal populasyondan 2 kat fazla oldugunu bildirmistir.
Preeklampsi siddeti arttikca 1UGR ve prematirite olgulari siddeti artma
egilimindedir.(19). Ulkemizde vyapilan ¢alismalarda gebelik nedenli
hipertansif  hastalarda prematirite orani  %45-55.4 arasinda
bildirlmistir. Caismamizda ortalama %54.8prematiirite orani saptadik.
Gebelik nedenli hipertansiyon siddeti arttikga 6l0 dogum oraninin
arttigi bilinmektedir. Ozellikle agir preeklampsi, HELLP sendromu ve
eklampsi olgularinda gebeligin daha fazla devam etmesinin fetusa
saglayacagi katkilar yaninda, yapilan konservatif tedaviler ile beklemek
ayni zamanda fetusun O6lum riskini artirdigindan, bu gebeliklerde
dogumun saglanmasi anne ve fetus igin secilecek en uygun ¢6ziim

olarak karsimiza ¢cikmaktadir(17).

Diagnosis, Treatment Protocols in Pregnancy Caused Hypertension Cases,
Maternal-Fetal Clinical Follow-up Results, Complication sand Prognosis

Douglas ve Redman hipertansif gebelerin perinatal  sonuglarini
inceledikleri cahismalarinda 14 6li dogum (%3.4) ve 16 (%3.8) neonatal
olumbildirdiler(20). Bizim ¢alismamizda gebelign neden oldugu
hipertansif olgulardaki 6li dogum oranini%3.1olarak saptadik.
Tim dinyada oldugu gibi (lkemizde de gebeligin neden oldugu
hipertansiyon anne ve bebek climlerinm en sik nedenlerinden biridir.
Klingimizde gebeligin neden oldugu hipertansiyon goérilme siklig
%5.8'dir. Bunun ¢ogunlugunu az siddetli preeklampsi olgulari
olusturmaktadir. Preeklampsi siddeti arttikca (eklampsi, HELLP)
perinatal mortalite ve morbidite artrmaktadir. Hastalarimizin hemen
hemen yarisini nullipar olgular olusturmaktadir ve ¢ogu 30 yasindan
ktglktir. Perinatal-matemal morbidite ve mortaliteyi belirleyen en
onemli etken preeklampsinin agirligidir. Hentiz 6ngérmesi tam olarak
mumkin olmayan bu hastalik grubunun 6nlenmesi igin; gebe kalmadan
once kisilerin saghk kontrollerinin yapilmasi, gebe kalanlarin ise
antenatal gebelik takiplerinin, diizenli ve kaliteli bir diizeyde yapilmasi,
erken tani ve uygun yonetim hem perinatal hem de maternal mortalite

ve morbiditeyi olumlu yénde etkileyecektir.

Tesekkiir: Tez konumu Dbelirleyen Klinik  Sefim:Op.Dr.Vedat
Dayicioglu’na, tez danismanim Op.Dr.Bllent Tandogan’a ve tim

galisma arkadaglarima tesekkdr edirim.
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Geriatrik Yas Grubunda Osteoporoz Bilgi ve Farkindalik Diizeyi

Knowledge Levels and Awareness of Osteoporosis in the Geriatric Age Group

Amag:Calismamizin amaci, geriatrik kadinlarda Osteoporoz (OP) farkindalik ve bilgi

dizeyini degerlendirmektir.

Gereg ve Yontem:Kesitsel ve prospektif olarak planlanan ¢alismaya 65 yas Usti, anket
sorularini cevaplayabilecek kognitif diizeye sahip, 50 postmenopozal kadin dahil
edildi. Katihmcilarin sosyo-demografik 6zellikleri kaydedilerek, Osteoporoz Bilgi testi
(OBT), Osteoporoz Saglik inang 6lgegi (0SIO) dolduruldu. OP bilgisine yénelik sorular
sorularak, risk faktorleri degerlendirildi.

Bulgular:Yas ortalamasi 71.18+ 4.8 olan hastalarin, OBTsonucunda total skor
ortalamasi 12.1 olup, egzersiz bilgisi daha disik saptanmistir. OSIO skorlarina
bakildiginda duyarlilik ve kalsiyum faydalari alt baslik puanlari daha dusik
bulunmustur. Ayrica OBT total skor ile yas arasinda negatif yonde, OBT total skor ile
egitim duzeyi, sut Urlin kullanimi, egzersiz arasinda pozitif yonde istatistiksel olarak
anlamli korelasyon saptanmistir.

Sonug: Galismamiz geriatrik kadinlarin OP farkindalik diizeyini géstermesi agisindan
kiymetlidir. Ozellikle ileri yas ve egitim diizeyinin disik olmasi geriatrik yas
grubundaki kadinlarda, OP bilgi ve farkindaligini olumsuz etkilemektedir. Geriatrik
bireyler icin OP hakkinda egitim programlari olusturulmali, diyet ve ozellikle de

egzersizin faydalari hakkinda hastalar bilgilendirilmelidir.

Anahtar Kelimeler:Osteoporoz, geriatri, farkindalik, kadin

Abstract

Objective:The aim of our study is to evaluate the awareness and knowledge of

osteoporosis (OP) in geriatric women.

Materials and Methods: Fifty postmenopausal female patients over 65 years of age
and having a cognitive level to answer the questionnaire were included in this cross-
sectional and prospective study. The socio-demographic characteristics of the
participants were recorded and the Osteoporosis Knowledge Test (OkT) and the
Osteoporosis Health Belief Scale (OHBS) were completed. Risk factors were

evaluated by asking questions about OP information.
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Results: Of the patients whose average age was 71.18 + 4.8, 58% did
not exercise at all. As a result of the OKT, the mean total score was
12.1, and exercise knowledge was found to be lower. When OHBS
scores were examined, sensitivity and calcium benefits subtitle scores
were found to be lower. In addition, a statistically significant
correlation was found between OKT total score and age in a negative
direction, and between OBT total score and education level, milk and

dairy use, exercise in a positive direction.

Conclusion: Our study is valuable in showing the OP awareness level
and deficiencies of geriatric women. Especially the elderly age and
low level of education negatively affect the knowledge and awareness
of OP among women in the geriatric age group. Training programs
about OP should be created for geriatric individuals, and patients
should be informed about the benefits of diet and especially exercise.

Keywords: Osteoporosis, geriatric, awareness, female

Girig

Osteoporoz (OP), kemik kitlesindeki azalma ile birlikte mikromimari
yapinin bozulmasi, kirik riskindeki artisla seyreden bir kemik
hastaligidir (1). OP, tim etnik kokenlerden o6zellikle ileri yastaki kadin
ve erkekleri etkileyebilen yaygin bir hastaliktir (1). ileri yas, yetersiz
beslenme, sedanter yasam, ek hastalik varligi, ilag kullanimi, sigara,
alkol ve fazla miktarda kahve tiketimi OP’a yatkinligi artirabilir (2).

Postmenapozal dénemde Ostrojen Uretimindeki dusts, kemik
dongusundeki bozukluk ve kemik kaybindaki artistan sorumlu
tutulabilir (3). OP tanili kadinlarin ¢ogu asemptomatiktir ve birgok
hasta minor travma ile meydana gelen kirik sonucunda tani almaktadir
(4).

Osteoporoz, ortalama yasam siresinin uzamasi sonucu artan yasl
nifus ile birlikte klinik, ekonomik ve sosyal etkileri olan 6nemli bir
kiresel saglik sorunu haline gelmektedir (5). Ayrica OP ile birlikte kalga
kirik insidansindaki artis da tedavi maliyetlerini ylkseltmektedir (5).
Kirilganhk kirigi sonucu olusan artmis morbidite, mortalite, yuksek
maliyet de g6z 6nlne alindiginda, OP riski tasiyan hastalarin erken
tani ve hastalik ile ilgili bilinglendirilmesi buyik 6neme sahiptir. Kemik
saghigi bilgisi ve aktif yasam tarzi OP’un kontrol altinda tutulmasinda
ana etkenler olmasina ragmen, dinya capinda bu dizeyinde
yetersizlik bildirilmistir(6). OP hakkinda bilgisi olmayan birgok kisi
dizenli osteoprotektif davraniglarda bulunmaz (7). Bu nedenle risk
grubundaki bu hastalarin korunmasi amaciyla yeterli toplum taramasi

ve bilgilendirme yapiimalidir.

Knowledge Levels and Awarenessof Osteoporosis in the Geriatric Age Group

Osteoporoz ile ilgili bilgi ve farkindalik dizeyini geriatrik popilasyon
tizerinde degerlendiren galisma sayisi ¢cok azdir (8). Bu galismada geriatrik
hastalarda OP hakkindaki bilgi ve farkindalik dlzeyini degerlendirmek

amaglanmistir.

Materyal- Metod

Katiimcilar

Kesitsel ve prospektif olarak planlanan galismaya Eylul- Ekim 2020’de
hastanemiz Fiziksel Tip ve Rehabilitasyon polikliniginde takip ve tedavi
edilmekte olan, 65 yas Ustli, anket sorularini cevaplayabilecek kognitif
diizeye sahip, 50 postmenopozal kadin hasta dahil edildi. Calismaya 65 yas
alti ve anket sorularini yanitlayamayacak mental geriligi olan hastalar dahil

edilmedi.

Calisma protokoll Universitemiz klinik arastirmalar etik kurulu tarafindan
onaylandi (Karar no: 951/ 17.09.2020). Helsinki Deklarasyonu prensiplerine
uygun olarak yapilan c¢alismamizda, tim hastalar calisma hakkinda

bilgilendirilerek bilgilendirilmis onam formlari alindi.

Degerlendirmeler

Calismaya dahil edilen katilicimlarin demografik bilgileri (yas, meslek, egitim
durumu, medeni durum kaydedildikten sonra, boy (cm) ve kilo (kg) dlguimleri
yapildi ve vicut kitle indeksleri hesaplandi. Uygulanan anket ile kemik
sagligina etki edebilecek beslenme 6zellikleri (alkol, kahve ve sit tiiketimi),
egzersiz yapma durumlari, kendisinde OP 6ykusu, kendisi ve ailesinde kirik
oykust gibi OP risk faktorleri sorgulandi. Hastalarin OP hakkindaki bilgi ve
farkindalik duizeylerini degerlendirmek amaciyla Osteoporoz Bilgi Testi (OBT)

ve Osteoporoz Saglik inang Olcegi (0SiO) kullanildi.

Osteoporoz Bilgi Testi

OP hakkinda bilgi diizeyini 6lgmek amaciyla, Kim ve ark. tarafindan 24 ¢oktan
se¢meli soru sekilde 1991 yilinda olusturulmustur (9). Egzersiz yapma ve
aktivite dlzeyi, OP’den korunmak igin uygulanan diyet ile ilgili sorularin yer
aldigi olcegin gegerlik ve guvenirligi, Kilig ve Erci tarafindan gosterilmistir
(10). OBT’nin iki alt 6lgcegi vardir:

1)Osteoporoz Egzersiz Bilgisi: 1., 2., 3., 4., 5., 6., 7., 8., 9., 10., 11., 12,, 13,,
14., 15., 16. maddelerini,

2) Osteoporoz Kalsiyum Bilgi Testi: 1., 2., 3., 4., 5., 6., 7., 8., 9., 10., 11,, 12.,
13.,14.,15.,16.,17.,18.,19,, 20., 21,, 22., 23., 24. maddelerini kapsar.
Ondan 24’e kadar olan her soru igin bir tanesi dogru cevap olup, 1 puan
olarak degerlendirilen, dort segenek vardir. Egzersiz 6lgegi kismi toplam
puani 0-16 puan ve kalsiyum 6lgegi kismi toplam puani 0-17 puan arasinda

olan testin total skoru 0-24 puan arasindadir.
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Osteoporoz Saglik inanc Olcegi

Kisilerin OP hakkindaki saglk inanglarini 6lgmek igin Kim ve ark. tarafindan
gelistirilmis bir 6lgektir (11). 42 maddeden olusan 6lgegin Tirkge gecerlilik
ve glivenilirligi Kilig ve Erci tarafindan yapilmistir (10). Duyarhhk algisi,
ciddiyet algisi, egzersiz faydalari, kalsiyum alinmasinin faydalari, egzersiz
engelleri, kalsiyum alinmasinin engelleri ve saglik motivasyonu seklinde 7
alt baslik igermektedir. Alti maddeden olusan her bir alt grupta, her madde
1-5 puan (kesinlikle katilmiyorum 1 puan, katilmiyorum 2 puan, kararsizim
3 puan, katiiyorum 4 puan, tamamen katiiyorum 5 puan) arasinda
puanlanmaktadir. En yiksek 30, en dusik 6 puan alinabilmektedir. Alt
gruplar igin alinan puanlar diistik (6-11), orta-diisiik (12-16), notral (17-19),
orta-ylksek (20-24) ve yuksek (25-30) olarak kategorize edilmektedir (12).

istatistiksel Analiz

istatistiksel degerlendirme SPSS (Statistical Pack age for the Social

Sciences) v.20.0 programi ile vyapildi. Elde edilen verilerin
degerlendiriimesinde sirekli degiskenler ortalama + standart sapma
degerleri ile, kategorik degiskenler frekans ve ilgili yizde degerleri ile
sunulmustur.  Surekli  degiskenler arasindaki iliskiler Spearman’in
korelasyon testi kullanilarak degerlendirildi.

Bulgular

Yas ortalamasi 71.18% 4.8 yil olan hastalarin demografik 6zellikleri tablo

1’de verilmistir.

Elif Umay ALTAS etal.

Sadece %34 U OP igin kontrol amagli hastaneye basvurmus, 23 hasta da
OP tanisi almisti. Hastalarin 7’sinde (%14) kirik dykist varken, 23’tGnln
(%46) ailesinde OP’a bagli kirik vardi. Hastalarin yarisi glinde 1-3 fincan
kahve tuketiyor ve %58’ hi¢ egzersiz yapmiyordu. Katilimcilarin OP risk

faktorleri tablo 2'de 6zetlenmistir.

Tablo 2. Katilimcilarin osteoporoz risk faktorleri
n (%)
Kirik oykiisti
Var 7 (14)
Yok 43 (86)
Ailede OP bagh kirik
Var 23 (46)
Yok 27 (54)
Alkol tiiketimi
0 kez /hafta 44 (88)
1-3 kez /hafta 6 (12)
4 kezden fazla /hafta 0
Kahve tiiketimi
0 fincan /giin 19 (38)
1-3 fincan /giin 25 (50)
4 fincan Ustu /gln 6 (12)
Siit Griinleri tiiketimi
0 porsiyon /glin 9 (18)
1-3 porsiyon /gilin 27 (54)
>3 porsiyon /giin 14 (28)
Egzersiz
Yapmiyor 29 (58)
< 1giin /hafta 15(30)
1-2 guin /hafta 5 (10)
3 giin/hafta 1 (2)
Ortalama * SS
Menapoz yas! 47.22 +5.31
Ek hastalik sayisi 2.1+1.35
Ortalama #+ SS: Ortalama + standart sapma, OP: Osteoporoz

Osteoporoz Bilgi testi sonucunda egzersiz bilgisi daha duigiik saptandi.

Osteoporoz Saglik inang 6lcegi skorlarina bakildiginda duyarlilik ve

Tablo 1. Katimcilarin sosyo-demografik 6zellikleri
Ortalama * SS
Yas (yil) 71.18+4.8
Kilo (kg) 73.32+14.63
Boy (cm) 156.58 + 6.05
VKi (kg/m?)
n (%)
Medeni durumu
Evli 33(66)
Dul 17 (34)
Egitim durumu
Okuma-yazma yok 12 (24)
ilk-ortaokul 31(62)
Lise 3 (6)
Universite 4 (8)
Meslek
Emekli 9 (18)
Ev hanimi 41(82)
OP hastaligi var mi 6§renmek igin
Poliklinige basvuran 17 (34)
Poliklinige basvurmayan 33 (66)
OP tanisi
Var 23 (46)
Yok 27 (54)
Ortalama * SS: Ortalama * standart sapma, VKi: Viicut kitle indeks, OP:
Osteoporoz

kalsiyum faydalari alt bashk puanlari daha dusik bulundu. Egzersiz

engelleri puani da kalsiyum engelleri puan ortalamasindan daha

yuksekti. (Tablo 3).

Tablo 3. Katiimcilarin osteoporoz bilgi testi ve osteoporoz saglik inang
6lgegi total ve alt grup ortalamalari

OrtalamazStandart (min-max)
Sapma
OBT egzersiz bilgisi 7.84+2.69 5-12
OBT kalsiyum bilgisi 9+2.62 5-13
OBT total 12.1+4.05 7-19
0Si0 duyarlilik 18.98+4.26 13-26
0SI0 ciddiyet 20.12+4.10 14-26
0SIO0 egzersiz 20.02+3.83 13-26
faydalari
0SI0 kalsiyum 19.66+3.79 12-26
faydalari
0SIO0 egzersiz 18.26+3.04 12-23
engelleri
0SI0 kalsiyum 15.22+2.32 12-19
engelleri
0SI0 saghk 21.22+3.70 15-27
motivasyonu
0SIO0 total 133.48+ 14.54 110- 157

OBT: Osteoporoz bilgi testi, 0SIO: Osteoporoz saglik inang dlcegi
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Geriatrik Yas Grubunda Osteoporoz Bilgi ve Farkindalik Diizeyi

Ayrica OBT total skor ile yas arasinda negatif yonde zayif derecede, OBT
total skor ile egitim diizeyi arasinda pozitif yonde orta derecede, OBT
total skor ile sut Grin kullanimi arasinda pozitif yonde zayif derecede,
OBT total skor ile egzersiz arasinda pozitif yonde orta derecede

istatistiksel olarak anlamli korelasyon saptandi (Tablo 4).

Tablo 4: Osteoporoz Bilgi Testinin risk faktorleri ile korelasyonu

r p
OBT total skor-yas -0.415 0.003
OBT total skor-egitim diizeyi 0.597 <0.001
OBT total skor-siit Griin 0.445 0.001
kullanimi
OBT total skor-egzersiz 0.748 <0.001

Spearman’s korelasyon test

Tartisma

Calismamizin sonuglarina gore, 6zellikle ileri yas ve egitim dlzeyinin
diisik olmasi geriatrik yas grubundaki kadinlarda, OP bilgi ve
farkindaligini olumsuz etkilemektedir. Osteoporoz hakkindaki bilgi ve
farkindalik  diizeyi  artirilarak, hastaliga  bagh  gelisecek
komplikasyonlar da onlenebilir (13). Geng vyaslarda olusturulan
farkindalik kemik saghginin korunmasi sonucu hastaligi engellese de,
ileri yasta komplikasyonlarin 6nlenmesi agisindan toplumun bilgi
diizeyi artinlmalidir. Ayrica ekonomik yiikiin azaltiimasi icin saghk
harcamalarinda kullanilan kaynaklarin biyltk kisminin  koruyucu
onlemlere ayrilmasi gerekmektedir. OP tedavisi uzun ve maliyetli
oldugundan calismamiz ileri yastaki bireylerin bilgi ve farkindahgini
belirlemek agisindan 6nemlidir.

Literatiirde genellikle OP bilgi diizeyi arastirmacilar tarafindan risk
faktorlerini  sorgulamaya  yonelik  olusturulan  anketler ile
sorgulanmistir (6, 14). Az sayida ¢alismada anketlerin yani sira OBT ve
0SiO gibi uluslararasi gegerliligi kanitlanmis dlcekler kullanilmistir (15,
16). Bilgimiz dahilinde galismamiz geriatrik poptilasyonda anketlerin
yani sira OBT ve OSIiO gibi 6lgeklerle OP bilgi ve farkindalgini
degerlendiren ilk g¢alismadir. Osteoporoz agisindan risk faktorleri
kisinin egitim durumu, beslenme aliskanlklari ve yasam tarzindan
etkilenmektedir (14). Bu nedenle dlkeler koruyucu saglik politikalarini
toplumlarin inanis ve bilgi diizeyine gore gelistirmelidir. Ozisler ve ark.
geriatrik popllasyonda OP farkindaligini olusturduklari anket ile
degerlendirerek, kadin ve erkek katilimcilar arasinda fark olmaksizin
%88 oraninda farkindalik saptamiglardir (17). Ayrica yiksek egitim
diizeyi ve kentte yasamanin bilgi ve farkindaligi olumlu etkiledigini

belirtmislerdir. Yine literatiirde egitim ile farkindalik arasindaki iligkiyi

pozitif korele olarak gosteren galismalar bulunmaktadir (14, 18).

Knowledge Levels and Awarenessof Osteoporosis in the Geriatric Age Group

Biz de galismamizda literatiirle uyumlu olarak egitim diizeyi arttik¢a
bilgi ve farkindaligin arttigini gosterdik. Ulkemiz sartlarinda geriatrik
popilasyonda yiliksekogrenim oranlar disik oldugundan, bireyler
gorsel ve isitsel programlarla OP hakkinda bilgilendirilmelidirler.

Yas ile farkindalk arasinda iliski olmadigini belirten yayinlar olsa da
(17, 19), Gemalmaz ve ark. (20), Kurt ve ark. (21) artan yasla birlikte
farkindaligin azaldigini bildirmislerdir. Biz de galismamizda yas arttikca
bilgi ve farkindalik diizeyinde azalma oldugunu gosterdik. Yasla birlikte
artan denge bozukluklar, disme sayisi ve komplikasyonlar nedeniyle
artan morbidite ve mortalite oranlarinin azaltilabilmesi igin hastalarin
farkindaliklarinin artirilmasi énemlidir.

Osteoporoz Bilgi Testi kullanarak bilgi diizeyini 6lgen Akyol ve ark. yas
ortalamasi 38.12 olan postmenapozal hasta gruplarinda OBT total skor
15.74 (22), Altin ve ark. yas ortalamasi 36.1 olan katilimcilarinda ise
OBT total skoru 12.5 olarak bildirmislerdir (23). Bizim galismamizda ise
12.1 olan OBT total skor ortalamasi, ¢alisma popilasyonumuzun
geriatrik bireylerden olusmasina baglanmistir.

Osteoporoz farkindaligini degerlendirdigimiz diger bir 0Olgek olan
0Si0’nin alt 8lgek puanlari Akyol ve ark.nin ¢aligmasi ile uyumlu olsa da
(22), bizim g¢alismamizda 6zellikle egzersiz ve kalsiyum alt basliklarinin
puanlari belirgin disliktd. Ayrica ¢alismamizda st ve sit drlnlerini
fazla tlketen ve egzersiz yapan bireylerde farkindahgin yiiksek
oldugunu bulduk. Chan ve ark. bilgi dizeyi ylksek olan hastalarin
egzersiz ve kalsiyum alimiyla daha ilgili olduklarini gésterdiler (5). Park
ve ark. OP farkindalik egitimi verdikten sonra hastalarin kalsiyum alimi
ve egzersiz dizeylerinin arttigini belirtmislerdir (24). Calismamizda OP
onleyici uygulamalarin katiimcilar tarafindan dizenli yapiimadigi
belirlendi. Katilimcilardan sadece %2 si yeterli egzersiz yapiyor, %28’
yeterli st Grind tiketiyordu. Kalga kingi gibi mortalitesi yiiksek olan
komplikasyonlardan korumak amaciyla geriatrik poptlasyonun OP
hakkinda  bilgilendiriimesi ve uygun beslenme ile egzersiz
programlarina yonlendirilmesi gerektigi kanaatindeyiz.

CGalismamizda bazi kisitliliklar vardir. Az sayida katilimcidan olugsmasi ve
kesitsel olmasi nedeniyle sonuglarimizin toplum igin genellestirilmesi
uygun degildir. Cok merkezli, prospektif, fazla katihmci ile yapilan
galismalar ile genel sonuglar elde edilebilir. Diger bir limitasyonumuz
ise sadece kadin katihmc dahil edilmesidir. Fakat literatiirde cinsiyet
arasinda fark olmadigini belirten galismalar da bulunmaktadir (17).
Bilgimiz dahilinde gegerliligi kanitlanmis anketlerle tilkemizde geriatrik
popilasyonda farkindalgi sorgulayan ilk galisma olma 6zelligini tasiyan
galismamizin sonuglarina gore geriatrik kadin popilasyonun OP bilgi ve
farkindaliginin diisiik oldugunu soéyleyebiliriz. Bu durumda geriatrik
kadin populasyonumuza diizenli egzersizin kemik saghg igin gerekliligi
Ogretilmelidir. Gorsel basinda kalsiyum ve egzersiz faydalarinin
vurgulanip, kisi bazli egzersiz regetesi icin hekimlere yonlendirilmesi

gerekmektedir.
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Kolon Kanserli Hastalarda Tiimér Lokalizasyonunun Prognostik Degeri

Prognostic Value of Tumor Localization in Patients With Colon Cancer

0z

Girig: Glincel galismalar, sol ve sag tarafli kolon kanserlerinin farkli klinik ve biyolojik
ozellikler sergiledigini gostermektedir. Hastalarin demografik, kalitimsal ve gevresel
ozellikleri incelenmesine ragmen, bu durumun nedenine yo6nelik kesin bir veri
bulunamamig ve timorin biyolojik davranigina bagli olabilecegi varsayilmistir.

Biz de bu galismamizda, farkli lokalizasyondaki kolon kanserleri arasindaki farklari
gostermeyi, bu farkliliklarin nedenini arastirmayi, prognoz ve sagkalim tzerindeki
etkilerini degerlendirmeyi amagladik.

Gereg ve Yontemler: 493 kolon kanseri olgusu iki gruba ayrildi: Grup 1 (sag taraf kolon
kanseri) ve Grup 2 (sol taraf kolon kanseri).

Hastalarin dosyalari retrospektif olarak gozden gegirilerek, demografik 6zellikler, bagvuru
sikayeti, timor lokalizasyonu, lenf bezlerinin sayisi, hastalik evresi, hastanede yatis
suresi, hastaliksiz ve genel sagkalim oranlari degerlendirildi.

Bulgular: Grup 1’de 200 ve Grup 2’de 293 olmak lizere galismaya alinan 493 hastanin
%61.5'i erkek ve ortalama hasta yasl 68.4 + 14.7 yil idi. Baglica basvuru semptomlari
kanama ve konstipasyondu. Gruplar arasi cinsiyet ve basvuru semptomlari agisindan
istatistiksel anlamli farklilik mevcut iken, yas dagilimi agisindan farklilik yok idi.

Gruplar arasi histolojik ve morfolojik farkhliklar degerlendirildiginde ise, timor histolojisi,
operasyon kosulu, morbidite ve hastaliksiz sagkalim oranlari istatistiksel anlamli farklilik
olusturmakta idi.

Sonug: Bizim ¢alismamiza gore; sol kolon timérlerinde erkek poptlasyon ve morbidite
orani daha yiksek iken, sag kolon tlimoérlerinde koti histolojik tip mevcudiyeti daha
fazladir.

Anahtar Kelimeler: Kolon kanseri, lokalizasyon, prognoz.

Abstract

Aim: Recent reports have shown that the left and right sided colon cancers display
different clinical and biological features. Although the demographics, hereditary and
environmental characteristics of cases have been researched, the cause of this condition
is still unclear, assuming that this may be dependent to biological feature of the tumor.
In this study, we aimed to show the differences between CRCs with different
localizations, to investigate the cause of these differences, and to evaluate their effects
on prognosis and survival.

Material and methods: 493 CC cases were divided into two groups: Group 1 (right sided
colon cancer-RCC) and Group 2 (left sided colon cancer-LCC).

Demographics, chief complaints, localization of the tumors, number of the lymph nodes
removed, stages, hospitalization time, disease-free and overall survival were assessed

retrospectively by reviewing the medical records.
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Results: Of the 493 patients included in the study, 200 in Group 1 and
293 in Group 2, 61.5% were male and the mean age was 68.4 + 14.7
years. The most common complaints were bleeding and constipation.
While there was a statistically significant difference between the
groups in terms of gender and complaints, there was no difference in
age distribution.

When histological and morphological differences between the groups
were evaluated, tumor histology, surgical condition, morbidity and
disease-free survival rates were found to be statistically different.
Conclusion: According to our study; while the rates of male
population and morbidity were higher in left colon tumors, the
incidence of poor histological type was higher in right colon tumors.
Keywords: Colon cancer, localization, prognos.

Introduction

Colorectal cancer is one of the most commonly diagnosed cancers and
the fourth most common cause of cancer related death worldwide [1].
Since the right and left colons have different embryonic origins, right
colon which arises from midgut receives its main blood supply via
superior mesenteric artery and left colon which arises from the
hindgut receives its main blood supply via inferior mesenteric artery.
There are significant differences in epidemiological, clinical features,
clinical presentation, histopathology, genetic mutations and survival
rates between the proximal and distal colon cancers [2, 3].

Previous studies reported RCCs’ charecteristics as older age, more
often female, more often poorly differentiated, higher incidence of
comorbidities, more advanced stages and larger tumor size [4, 5].Also,
most studies demonstrated poorer survival rates in RCC compared to
LCC[6, 7].Despite all these studies, the reason why the right and left
sided colon cancers have different clinical and biological
characteristics is still unclear.

In this study, we aimed to show the differences between CCs with
different localizations, to investigate the cause of these differences,

and to evaluate their effects on prognosis and survival.

Materials and Methods

The study protocol was approved by the institutional Ethics
Committee (Number: 31829978-050.01.04-E.1700074680). A written
informed consent was obtained from each patient. The study was
conducted in accordance with the principles of the Declaration of
Helsinki.

Patients: The patients were divided into two groups: The patients
with right sided colon tumor (RCC) (Group 1) and left sided colon
tumor (LCC) (Group 2).RCC included tumors in the caecum, ascending
colon and transverse colon. LCC included tumors in the splenic

flexure, descending colon and sigmoid colon.

Prognostic Value of Tumor Localization in Patients With Colon Cancer

The inclusion criterias were (1) patients with pathologically confirmed CC, (2)
patients who had undergone curative surgical resection, and (3) epithelial
malignancies (Adeno and Squamous Carcinoma). We excluded patients who
had (1) benign tumors, (2) metastatic patients (3) synchronous tumors (4)
patients treated with only endoscopic interventions (Endoscopic
Submucosal Dissection - ESD) (5) non-epithelial malignancies (Lymphoma,
etc) (6) appendiceal carcinoma, rectal and anal tumors.

Disease staging was performed according to the fifth edition of the
American Joint Committee on Cancer’s (AJCC) TNM classification. The
patients’ demographic and clinicopathological characteristics were collected
from a medical data platform by trained staff who used standardized data
collection and quality-control procedures.

The following parameters were analyzed for all patients: age at diagnosis,
sex, tumor localization, tumor differentiation, TNM stage, histological
subtype, carcinoembryonic  antigen  (CEA) (mean: <2.5ng/ml)
level,lymphovascular-neural invasion and presence of mucinous subtype.
Follow-up:

Follow-up data were collected from the follow-up platform of ourhospital.
Overall survival (OS) was defined as the time from the initial surgical
resection until death for any reason. Disease-free survival (DFS) was defined
as the time from the initial surgical resection to recurrence or metastasis of
CRC. The median duration of follow-up for all participants was 31.3 months
(range: 0.1-85.7 months).

Statistics analysis:

For discrete and continuous variables, descriptive statistics (mean, Standard
deviation, n and percentile) were given. In addition, the homogeneity of the
variances, which is one of the prerequisites of parametric tests, was checked
through Levene’s test. The assumption of normality was tested via the
Shapiro-Wilk test.

Chi-square test was used for determining the relationships between two
discrete variables. When the expected sources were less than 20%, values
were determined through the Monte Carlo Simulation Method in order to
include such sources in analysis. Survival analysis for using the Kaplan-Meier
method, the comparison of the variables of the survival times of the factors
between the categories was evaluated by the Log Rank Mantel Cox test.

The data were evaluated via SPPS 20 (IBM Corp. Released 2011. IBM SPSS
Statistics for Windows, Version 20.0. Armonk, NY: IBM Corp.). p<0.05 and

p<0.01 were taken as significance levels.

Results

Of the 493 patients, 303 (61.5%) patients were male and 190 (38.5%)
patients were female. The mean patient age was 68.4 14.7 years (range, 21-
96 years) and more than 86.9% of patients were in the 50-83 age range. The
most common symptom was rectal bleeding and/or anemia (42.7%) and it
was followed by constipation or obstruction (40%) and abdominal mass

(6.5%). Demographic and clinical characteristics of patients are given in
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Table 1. Accordingly, there was a statistically significant difference

between the groups in terms of sex and chief complaint while there

was no difference in age distribution.

Table 1: Demographic and clinicopathological features of patients

with colon cancer.

All patients ~ Group 1 Group 2 p value
n:493 n:200 n:293
(40.6%0) (59.4%)

Gender (n, %)
Male 303 (61.5) 111 (55.5) 192 (65.5) <0.05
Female 190 (38.5) 89 (44.5) 101 (34.5)
Age (y) (n, %)
<50 65 (13.1) 33(16.5) 32(10.9) 0.286
51- 65 184 (37.4) 65(32.5) 119 (40.6)
66- 75 139 (28.2) 56 (28) 83 (28.3)
>75 105 (21.3) 46 (23) 59 (20.1)
Presenting complaint-(n, %)
Bleeding and/or anemia 211 (42.7) 136 (68) 75 (25.6) <0.05
Constipation or 197 (40) 34 (17) 163 (55.6)
obstruction
Abdominal mass 32 (6.5) 11 (5.5) 21(7.2)
Asymptomatic 53 (10.8) 19 (9.5) 34 (11.6)

Of the 493 carcinomas, 200 (40.6%) lesions were distributed in the right
colon (Group 1), while 293 (59.4%) were left-sided (Group 2). The

distribution of tumor localization is given in Table 2. According to this

study, the most common localizations of the tumors were ascending colon

in Group 1 and sigmoid colon in Group 2.

Table 2: Tumor localization of patients.

Nihan ACAR etal.

Table 3: Compare of histological features of patients with colon

cancer.

Group 1 Group 2 p value
n:200 (40,6%) n:293 (59.4%)

T stage (n, %)

T1 12 (6) 19 (6.5) 0.841
T2 12 (6) 23(7.8)

T3 131 (65.5) 195 (66.6)

T4 45 (22.5) 56 (19.1)

Harvest lymph node 19 (7- 47) 16.5 (6- 39)

(mean) (n)

N stage (n, %)

NO 112 (56) 165 (56.3) 0.511
N1 52 (26) 88 (30)

N2 36 (18) 40 (13.7)

Grade (n, %)

1 16 (8) 25 (8.5) 0.195
1 93 (46.5) 134 (45.7)

1 91 (45.5) 134 (45.7)

Histological type

Well 23 (11.5) 44 (15) <0.05
Moderately 113 (56.5) 206 (70.3)

Poorly 64 (32) 43 (14.7)
Lymphovascular invasion 67 (33.5) 102 (34.8) 0.378
(n, %)

Neuralinvasion (n, %) 34 (17) 56 (19.1) 0.268
Mucinose component 38(19) 60 (20.5) 0.245
(n, %)

Operating condition (n, %)

Emergency 25 (12.5) 76 (25.9) <0.05
Electively 175 (87.5) 217 (74.1)
Hospitalization time 10.14+6.31 11.05+6.99 0.384
(mean)

Morbidity (n, %) 17 (8.5) 48 (16.4) <0.05
Recurrence and/or 38(19) 31 (10) <0.05

|
metastasis (n, %) ’

Group 1 p Group 2 p

n: 200 (40.6%) valu n: 293 (59.4%) valu
e e

Caecum 61 (30.5) <0.0 | Splenic flexure 63 (21.5) <0.0

(n, %) 5 (n, %) 5

Ascending colon 111 (55.5) Descending colon 87(29.7)

(n, %) (n, %)

Transverse colon 28 (14) Sigmoid colon 143 (48.8)

(n, %) (n, %)

Histological and morphological differences between the groups are given

in Table 3.

and 45,7% (n=225) had stage Il disease. When histological types
were assessed, 13.5% (n=67) of the tumors were well
differentiated, 64.8% (n=319) of the tumors were moderately
differentiated and 21.7% (n=107) were poorly differentiated. Well
differentiation was more frequent in LCCs while poor
differentiation was in RCCs. There were not significant differences
between the groups presence of lymphovascular-neural invasion,
presence of mucinose component and duration of hospital stay.

Vast majority of the patients underwent elective surgery (79.5%).
The most common tumor localization of the emergency surgeries
was left colon (75.3%). Postoperative complications, most notably
anastomotic leakage and wound infection, were mostly observed
in the LCCs (16.4%) and consequently the longest hospital stay
belonged to group 2 (11.05 + 6.99). There were not significant

differences between the groups duration of hospital stay.
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The median duration of follow-up for all participants was 31.3 months
(range: 0.1-85.7 months). The recurrence and/or metastasis rate of
14% (n: 69) was observed during the patient follow-up and the majority
(n=38) of these recurrent cases were RCC.

Kaplan-Meier survival curves revealed that there was no significant
difference between the overall survival and tumor localization(Figure
1).

Figure: Kaplan—Meier survival analyses of tumor localization.
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Discussion

In this trial, we aimed to investigate whether tumor location had
prognostic significance in patients who underwent curative surgery. In
our study, we found that primary tumor localization had effect on DFS
but had no effect OS. Patients with RCC had higher rates of recurrence
and/ or metastasis than LCC.

There are studies investigating the differences in demographic, clinical
and tumoral factors between patients with right and left side colon
cancer [7 -10].

In many studies, large tumor size, high grade, poor differentiation,
lymphovascular invasion positivity and presence of mucinous
component were found more frequently in the RCC’s and these
features have affected the prognosis poorly [5, 7].

Historically, the incidence of LCC is higher than RCC, according to AJCC
(American Joint Committee on Cancer) recent reports, LCRC (51%) is
more common than RCC (42%) in USA [11]. Also, Cheng et al reported
that the incidence of RCC is higher in women than men [12].

Advanced age is a risk factor for all localizations of CRCs, but RCCs were
seen in older age compared to LCCs. According to statistical data of our
country, the incidence of CRC was 24.4/100.000 in males and
15.3/100.000 in females and LCC’s were reported to be more frequent
[13]. In our study, the LCC’s and male population were significantly
higher. In addition to patient characteristics, there are also studies
reporting significant differences between RCCs and LCCs in terms of

tumor stage at the time of diagnosis.

Prognostic Value of Tumor Localization in Patients With Colon Cancer

RCCs have more advanced stage disease at the time of diagnosis [14].
Localization also has a significant impact on symptomatology. Right sided
colon tumors usually present with vague symptoms such as anemia and
weight loss, while LCCs present with more manifest symptoms such as rectal
bleeding and alteration in bowel habit. Advanced stage, larger tumors,
invasive tumor border, presence of vascular invasion and mucinous subtype
were more common among RCCs, while LCCs mostly presented with annular
and polypoid tumors [3, 15 16]. According to our study, although there was
no difference in tumor stage between RCC and LCC, it was observed that
RCC patients presented with bleeding and/or anemia and LCC patients with
constipation or obstruction complaints.In addition, poorly histological type
was more common in RCC patients, whereas lymphovascular invasion,
neural invasion and mucinous subtype status were independent of tumor
localization.

Surgical resection of non-metastatic CRC remains the most suitable
treatment option for both RCC and LCRC. However, short-term outcomes
between RCC and LCRC remain controversial. Lower complication rates,
shorter hospital stay, lower morbidity and lower incidence of surgical site
infections after surgery for RCC were reported in some previous studies [17],
while RCC and LCC were also found to have similar postoperative outcomes
except surgical site infections in some other studies [18]. Similar to latter
results, no difference was found in anastomotic leak rate or mortality
between RCC and LCC in a study by Lee et al [19]. In our study, major causes
of postoperative complications were anastomotic leak/ GIS complication,
abdominal abscess, surgical site infection, pneumonia, sepsis, pulmonary
failure, venous thromboembolism, gastrointestinal bleeding and
hemorrhage. These complications were more frequent in LCC. But there was
no statistical difference between the patients in terms of hospitalization
time. There are many studies investigating disease-free and overall survival
differences between RCC and LCC[6, 20- 23]. In a study by Benedix et al.,
RCCs were reported to have poorer OS rate due to larger tumor size,
although distant metastasis was more common in LCCs [20]. Similarly,
Meguid et al. used the SEER database of over 70,000 patients to
demonstrate a 5% lower survival in RCC compared to LCRC [21]. Other
authors have found similar results, reporting a better overall survival in LCRC
[6, 22]. On the contrary to all these data, SEER study from 2011
demonstrated no difference in OS between RCC and LCC at all stages except
Stage Ill disease in which LCC had better survival compared to RCC [7]. Our
results which were also consistent with SEER study showed that recurrence
and/or metastasis were more common in RCC, while there was no
significant difference in terms of OS.

Conclusion: Gender and histological type were found to be independent risk
factors in terms of tumor localization and these factors affected the
prognosis adversely in RCCs. Nevertheless, further studies are required to
clarify the the effect of tumor localization on prognosis.
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Cocuk Acil Serviste Ozkiyim Girisimi Nedeniyle Degerlendirilen Hastalarin

Geriye Déniik incelenmesi: Tek Merkez Deneyimi

A Retrospective Examination of Patients Evaluated for Suicide Attempt in the

Pediatric Emergency Department: A Single Center Experience

Amag: Bireyin duygusal ve iletisimsel sikintilarinin yansimasi olan 6zkiyim, en 6nemli
psikiyatrik acildir. Bu ¢alismada, genis bir bolgeye hizmet veren bir Universite
hastanesi ¢ocuk acil kliniginde 6zkiyim nedeniyle tedavi edilmis cocuk ve ergenlerin
psikososyodemografik 6zellikleri ile tehlike etmenlerinin degerlendirilmesi, bunlarin
Dikkat Eksikligi ve Hiperaktivite Bozuklugu ile iligkisinin belirlenmesi amaglandi.
Sonuglarin planlanan klinik uygulamalara katki saglamasi hedeflendi.

Yoéntem: Bes yillik sirede ¢ocuk acil servise 6zkiyim nedeniyle getirilmis, cocuk ve
ergen ruh saghgi ve hastaliklari hekimlerince degerlendirilmis ardindan da en az bir
kez ayni poliklinige basvurusu olan 18 yas alti 374 gocuk ve ergenin elektronik-arsiv
tibbi dosya kayitlari geriye doniik olarak incelendi. Hastalarin sosyodemografik ve
klinik o6zellikleri, tetikleyici faktorleri, izleminde almis oldugu ruhsal hastalik tanilari
incelendi. Hastalarin tanilari; Dikkat Eksikligi ve Hiperaktivite Bozuklugu (DEHB), Zeka
Geriligi, Duygu Durum Bozuklugu (DDB), Travma Sonrasi Stres Bozuklugu, Obsesif
Kompulsif Bozukluk (OKB) ve diger Kaygi Bozukluklari ve Digerleri seklinde gruplandi.
Veri analizi SPSS programinin 15. versiyonu kullanilarak yapildi.

Bulgular: Calismaya dahil edilen 350 hastanin 295’i (%84.5) kiz ve ortalama yaslari
15.2+1.5/yil idi. Hastalarin 62’sinde (%17.7) herhangi bir ruhsal bozukluk
belirlenmezken, %54,9’u Dikkat Eksikligi Hiper Aktivite Bozuklugu tanisi aldi.
Hastalarin 94’tnde (%26.9) tek bir ruhsal bozukluk saptandi, 169’unda iki, 13’Gnde
(%3.7) ise Ug ya da daha fazla tani belirlendi.

Sonuglar: Ozkiyim risk faktorlerine sahip ¢ocuk ve ergenin &énceden taninmasi,
onlemlerin alinmasi esasdir. Cocuk acil servislere 6zkiyim girisimi nedeniyle getirilen
hastalar; ilk ve acil yardimi yapildiktan sonra ¢ocuk ve ergen psikiyatri bolimince
degerlendirilmeli ve takibe alinmalidir.

Bu makale daha 6nce poster bildiri olarak, ”Ulusal XIll. Ulusal Cocuk Acil Tip ve Yogun

Bakim Kongresi” nde sunulmustur.

Anahtar Kelimeler: Ozkiyim, Cocuk Acil, Dikkat Eksikligi ve Hiperaktivite Bozuklugu
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Cocuk Acil Serviste Ozkiyim Girisimi Nedeniyle Dederlendirilen Hastalarin Geriye

Déniik incelenmesi: Tek Merkez Deneyimi

Abstract

Objective: Suicide, which is a reflection of the emotional and
communicative problems of the individual, is the most important
psychiatric emergency. In this study, it was aimed to evaluate the
psychosiodemographic characteristics and danger factors of children
and adolescents treated for suicide in a university hospital pediatric
emergency clinic serving a wide region, and to determine their
relationship with Attention Deficit and Hyperactivity Disorder. It was
aimed that the results would contribute to the planned clinical
applications.

Method: Electronic-archive medical file records of 374 children and
adolescents under the age of 18 who were brought to the pediatric
emergency department for suicide in a five-year period, who were
evaluated by the physicians of child and adolescent mental health and
diseases, and then applied to the same polyclinic at least once was
viewed as. The sociodemographic and clinical characteristics of the
patients, triggering factors, and diagnoses of mental illness during
follow-up were examined. Patients' diagnoses, they were grouped as
Attention Deficit and Hyperactivity Disorder, Mental Retardation,
Mood Disorder, Post Traumatic Stress Disorder, Obsessive Compulsive
Disorder and other Anxiety Disorders and Others. Data analysis was
performed using the 15th version of the SPSS program.

Results: Of the 350 patients included in the study, 295 (84.5%) were
girls and their mean age was 15.2 + 1.5 / year. While no mental
disorder was found in 62 of the patients (17.7%), 54.9% were
diagnosed with Attention Deficit Hyper Activity Disorder. A single
mental disorder was found in 94 of the patients (26.9%), two
diagnoses in 169 of the patients and three or more diagnoses in 13
(3.7%) of the patients.

Conclusions: It is essential to recognize children and adolescents with
suicide risk factors in advance and to take precautions. Patients
brought to pediatric emergency services due to suicide attempt, after
the first and emergency aid is provided, the child and adolescent
psychiatry department should be evaluated and followed up.
Keywords: Suicide, Pediatric Emergency, Attention Deficit and
Hyperactivity Disorder.

Girig

Bireyin duygusal ve iletisimsel sikintilarinin yansimasi olan 6zkiyim, en
onemli psikiyatrik acildir. Kendine zarar verici bu davranis 6limle
sonuglanmadiginda 6zkiyim girisimi olarak adlandiriimaktadir (1,2).
Diinyada ¢ocuk ve adolesanlarda dzkiyim insidansinin 3,2-11/100000
oldugu, adolesanlarin %29,9 6zkiyim disiincesine sahip, %9,7 6zkiyim
girisiminde bulundugu bildirilmistir (1,3-6). Ozkiyimin Diinya genelinde
15-29 yas arasi ergen ve geng eriskinlerde 6lim nedenlerinin %8.5’ini
kapsadigi, trafik kazalarindan sonra 6lim nedenleri arasinda ikinci
sirada yer aldigi ayrica 6zkiyim girisimlerinin tamamlanmis 6zkiyimdan

20 kat daha sik oldugu bilinmektedir (5,6).

A Retrospective Examination of Patients Evaluated for Suicide Attempt in the
Pediatric Emergency Department: A Single Center Experience

Tiirkiye istatistik kurumu verilerine gére lilkemizde 2018 yilinda 3161 kisinin
6zkiyim nedeniyle yasamini kaybettigi, 2002-2018 déneminde her sene
ortalama 2963, her ay 246, her giin 8 kisinin 6zkiyimi oldugu bildirilmistir (7).
Literatiirde; gocuk ve ergenlerde 6zkiyim girisimi; gocuk-ebeveyn iliskisindeki
sorunlar, dlsiuk sosyoekonomik diizey, olumsuz akran iligkileri, okul
basarisizhgl, fiziksel ya da cinsel istismar gibi psikososyal etmenlerle
iliskilendirilmis, suregte kisinin 6zdegerini yitirmis oldugu belirtilmistir.
Ergenlerde 6zkiyim girisimi ve Dikkat Eksikligi ve Hiperaktivite Bozuklugu
(DEHB) birlikteliginin oldukca sik goruldugu vurgulanmistir (8,9). Ayrica
ergenlik doneminde madde kétiye kullanimi, kronik hastalik, ruhsal travma
olusturabilen bir olay ve daha 6nce 6zkiyim girisiminde bulunmus olmanin
riskleri arttirdigi belirtilmistir (4,8,9).

Bu ¢alismada; genis bir bolgeye hizmet veren bir Giniversite hastanesi gocuk
acil kliniginde ozkiyim nedeniyle tedavi edilmis g¢ocuk ve ergenlerin
psikososyodemografik 6zellikleri ile tehlike etmenlerinin degerlendirilmesi,
ayrica bunlarin Dikkat Eksikligi ve Hiperaktivite Bozuklugu ile iliskisinin
belirlenmesi amaglandi. Sonuglarin planlanan klinik uygulamalara katki
saglamasi hedeflendi.

Yontem ve Gereg

Cukurova Universitesi Tip Fakiiltesi Cocuk Acil klinigine Ocak 2010-Eyliil 2015
tarihlerini kapsayan bes yillik dénemde 6zkiyim nedeniyle getirilmis, acil
serviste ya da tedavisinin strdigu yatakli serviste cocuk ve ergen ruh saghgi
ve hastaliklari hekimleri tarafindan ardindan da en az bir kez cocuk ve ergen
ruh sagligi ve hastaliklari polikliniginde degerlendirilmis 18 yas alti 374 ¢ocuk
ve ergenin elektronik-arsiv tibbi dosya kayitlari geriye donik olarak
incelendi. Bunlardan 22 olgu poliklinik kontroltine hi¢ gelmemis olmasi ya da
dosyada yetersiz bilgi bulunmasi nedeniyle galismadan cikarildi. Ayrica
¢alisma siiresinde 2 hasta tamamlanmis 6zkiyim- exitus ile sonuglanmisti.
Hastalara ait yas, cinsiyet, gelisim basamaklari, kronik hastaliklar, kendinde
ve ailesinde var olan psikopatolojik durumlar, uyku, istah sorunu, televizyon-
internet kullanimi, aile, okul ve akran iligkileri bilgilerini iceren
sosyodemografik ve klinik 6zellikler gibi tetikleyici faktorler incelendi. Ayrica
kaginci 6zkiyim girisimi oldugu, 6zkiyim yontemi, ailede 6zkiyim 6ykisi gibi
6zkiyim niteligi, cocuk-ebeveyn ya da esler arasinda siddet olup olmadigi,
izleminde almis oldugu ruhsal hastalik tanisi, varsa baslanmis ilag tedavileri
incelendi. Hastalarin tanilari; Dikkat Eksikligi ve Hiperaktivite Bozuklugu
(DEHB), Zeka Geriligi, Duygu Durum Bozuklugu (DDB), Travma Sonrasi Stres
Bozuklugu, Obsesif Kompulsif Bozukluk (OKB) ve diger Kaygi Bozukluklari ve
digerleri seklinde gruplandi. Erigskin acil bélimiinde degerlendirilmis 18 yas
sty hastalar ile kayit bilgilerine ulasilamayan, yetersiz ulasilan hastalar
¢alisma digi birakildi. Veri analizi SPSS programinin 15. versiyonu kullanilarak
yapildi. Kategorik verileri tanimlamak igin ¢apraz tablolar ve ki-kare testi
kullanildi. Istatistiksel anlamlilik diizeyi p<0.05 olarak kabul edildi. Arastirma
dncesi Gukurova Universitesi Girisimsel Olmayan Klinik Arastirmalar Etik

Kurulu’ndan onay alindi (Toplanti Sayisi: 44, No:14, Tarih:03.07.2015).
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Bulgular

Bes yillik donemde 6zkiyim girisimi nedeniyle degerlendirilen 350 hastanin
295’i (%84.5) kiz ve ortalama yaglar 15.2+1.5/yil idi. Yas ortalamalarinda
cinsiyetler arasinda (kiz:15.4+1.4/yil) (erkek: 15.4+1.7/yil) farkhhk yoktu
(p>0.05). Cinsiyetler arasinda aile tipi, ailede alinmis ruhsal bozukluk tanisi,
motor gelisim basamaklari, glinlik televizyon ve internet kullanim siresi,
ders basarisi ve akran iligskilerinde sorun yasanma yoninden istatistiksel
olarak anlamli farkhhk saptanmadi (p>0,05).

Calismay! tamamlayan 350 hastadan 12’sinin (%3.4) ruhsal tani igin yeterli
degerlendirmeleri yoktu, bu hastalar tanilarla ilgili analizlere dahil
edilmedi. Hastalarin 62’sinde (%17.7) herhangi bir ruhsal bozukluk
belirlenmedi. Aldiklari tanilara bakildiginda; ¢ogunlugunun DEHB oldugu
gorildl. Tablo.1’de hastalarin tanilarinin dagilimi gosterilmistir. Hastalarin
94’Unde (%26.9) tek bir ruhsal bozukluk tanisi saptanirken, 169’unda es

zamanli iki tani, 13’tUinde (%3.7) ise Ui¢ ya da daha fazla tani belirlendi.

Tablo1. Hastalarin tanilarinin dagilimi

Tani n %
DEHB 192 54,9
DDB 62 17,7
Zeka geriligi 17 4,8
Travma sonrasi stres 25 7,1
bozuklugu

OKB 8 2,2
Diger Kaygi bozukluklari 8 2,2
Diger 57 16,2
Psikiyatrik bozukluk tanisi 62 17,7
almayan

DEHB tanili ergenlerin daha gok fiziksel istismara maruz kaldigi belirlendi.
DEHB tanisi almayan ergenlerle karsilastirildiklarinda, DEHB’li ergenlerin
Ozkiyim girisimi sirasinda asiri dozda ilag alma yontemini tercih etme,
o6zkiyim girisimini yakinlarina kendisinin haber verme ve tetikleyici
nedene sahip olma sikhiginin anlamli bigimde daha fazla oldugu saptandi.
DEHB tanisi alan ve almayan gruplarin karsilastinldigi analizlerin
sonuglari Tablo 2’de gosterilmistir. Ayrica analiz sonuglarina gore, ikincil
kazang oranlari, girisimden sonra pismanlik yasamalari ve olasi yeniden
girisim riskine sahip olmalari arasinda istatistiksel olarak anlamli farkhhk

yoktu (p>0,05).

Ozlem Tolu KENDIR et al.

Tablo 2. DEHB tanisi alan ve almayan gruplarin karsilastiriimasi.

DEHB
Var Yok Toplam p
25
Fiziksel istismar dykiisi 54 (28.3) 79 (23.8) 0.026
(17.7)
Ozkiyim  Yéntemi- ilag 136
188 (97.9) 324 (95.9) 0.024
kullanma (93.2)
71
Tedavi Onerilen 139 (72.4) 210 (62.1) 0.0001
(48.6)
100
Kendi haber veren 155 (81.2) 255 (75.9) 0.010
(69.0)
131
Tetikleyici Etmen 190 (99.0) 321(95.0) 0.0001
(89.7)

Hastalarin 74’tnun birden fazla 6zkiyim girisimi vardi. Tekrarlayan
Ozkiyim girisimi olanlarin digerlerine kiyasla anlaml sekilde daha fazla
fiziksel istismara maruz kaldiklar, okul basarilarinin da orta ve alt
dizeyde oldugu belirlendi (p:0,01- p:0,004). Bu gruplar arasinda
pargalanmis, ¢ekirdek ya da genis aile tipine sahip olma, akran sorunu
yasama ve motor gelisim yoniinde farklihk yoktu (p>0,05). Ayrica
tekrarlayan girisimi olanlarin %43,4’Gnitin 6zkiyim girisimini kendisinin
séylemedigi, etrafinca anlasilmis oldugu belirlendi. ilk 6zkiyim girisimi
olanlarin % 81,9'u ise girisimi kendileri sdylemisti.

ilk psikiyatrik degerlendirmeleri sirasinda; pismanlik yasayanlarin
o6nemli kisminin 6nceden psikiyatrik tanilari olmadigi (%84,4) goruldu,
takiplerinde %54,9’'unun DEHB tanisi aldigi belirlendi. Pismanlik
yasayanlarin; digerleri ile karsilastirildiginda ebeveyn egitimi ve isi,
parcalanmis aile yasami, cekirdek-genis aile tipinde yasama, ailede
Ozkiyim girisimi Oykusti ve motor gelisim basamaklarinda farklihk
yoktu (p>0,05). Fiziksel istismara maruz kalmayanlarin ve akran iligki
sorunu yasamayanlarin istatistiksel olarak anlamli sekilde pismanhk

yasadig gorildiu (p<0,05).
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Déniik incelenmesi: Tek Merkez Deneyimi

Tartisma

Genis bir bolgeye hizmet veren bir Universite hastanesinde ylrutilmus
bu ¢alisma; Ozkiyim girisimi olan ¢ocuk ve ergenlerin ruhsal
durumlarinin ayrintili degerlendirilmesi, acil hekimleri ile cocuk ergen
ruh saghgl ve hastaliklari hekimlerinin bittincil yaklagiminin énemini
ortaya koymaktadir. Artmis tetikleyici nedenlerin varlig), durtusel
eylemlerle iligkili olabilir, genellikle istenmeyen sonuglara yol agar ve
karar verme sirecini bozar. Bu biligsel egilimin en 6limcul etkisi, stresli
bir durumdan ani bir kagis olarak 6zkiyimi segmek olabilir.
Calismamizda 6zkiyim girisimi literatiir ile uyumlu olarak adolesan yas
grubunda ve kizlarda daha ¢oktu, tamamlanmis 6zkiyim ile sonuglanan
iki hastamiz da yine literatir ile uyumlu sekilde erkekti (10-12).

Ozkiyim egilimi olan eriskinlerde psikiyatrik bozuklugun sik oldugu
distinulmekle beraber, calismalarda ¢ocuklarda eslik eden psikiyatrik
bozuklugun %30-60 oldugu bildirilmistir (10,12,13).  Hastalarimiz
arasinda psikopatoloji distinilmeyen hastalar azinhkta idi. Dikkat gekici
bu durum; son yillarda gocuk ve ergenlerde ruhsal problemlerin
artmakta oldugunu, farkindaligin yaratilarak gerekli 6nlemlerin alinmasi
gerektigini distindlirmektedir. Tani alan hastalarimiz arasinda en sik
DEHB oldugunu tespit ettik. Bu sonug; ergenlerde DEHB ile 6zkiyim
davranigi arasinda 6nemli bir iliski oldugunu dustndlren bulgular
desteklemektedir (14-17). Galismalarda o6zkiyim girisimine DEHB
semptomlarinin yaninda gocuk-ergen ile ebeveyn arasindaki ¢atisma,
kisinin sosyal izolasyon hali, benlik saygisini yitirmesi, anti sosyal
davranis bozukluklari ve eslik eden major depresyon, istismar gibi
komorbidite durumu ile travmalarin da o6nemli rol oynayabildigi
vurgulanmistir (15-18). Fakat halen DEHB ile Ozkiyim arasindaki
dogrudan mi ya da tetikleyici faktorler araciligiyla mi oldugu net
degildir. Calismamizda da DEHB olanlarin istismara maruziyeti ve
tetikleyici etmenlerinin fazla oldugunu gordik. Bu durumda birinci
basamak destek saglayan psikiyatristler kadar gocuk hekimleri ve ¢ocuk
acil servis ¢alisanlarinin  da artan 6zkiyim riskleri konusunda
farkindaligin artirilmasi son derece 6nemlidir. Farkindaligin artigi ile
eslik eden hastaliklarin yani sira DEHB'nin de erken tespiti ve
tedavisinin saglanmasi 6zkiyim girisimlerini azaltabilir ve prognozu
o6nemli 6lglde iyilestirebilir.

Literatiirde aileden ayrilma, ebeveynlerin bosanmasi ve madde kétiye
kullaniminin da tamamlanmis 6zkiyim ile iliskili oldugu, aile ile zayif
baglari olan gocuk ve ergenlerin de 6liimcil olmayan girisimleri oldugu
ayrica daha o6nce ozkiyim girisimi olan hastalarin eylemi yineleme
sikhginin daha fazla oldugu belirtilmistir. (18,19). Birden fazla 6zkiyim
girisimi olan hastalarimizin basta fiziksel olmak Uzere istismara daha
fazla maruz kalmalari ve okul basarilarinin disik olmasi dikkat gekici
idi. Bu; istismar ve okul basarisizliginin bireyin 6zbenligine yikici etki

yapabilmesi ile dogrudan iliskili olabilir.

A Retrospective Examination of Patients Evaluated for Suicide Attempt in the
Pediatric Emergency Department: A Single Center Experience

Literatiirde de benzer sekilde okul basari ve motivasyonunda eksikligi
olan ¢ocuk ve ergenlerin 6zkiyim eylemine daha yakin olabildikleri
belirtilmistir (10,19,20). DEHB tanisinin ergen ve ¢ocuklarda akademik
basariyi 6nemli olgiide etkileyebildigi bilinmektedir. Standart puantaj
ve rekabet Uzerine kurulu egitim sistemi yerine ¢ocuk ve ergenlerin
yeteneklerinin kesfedilebilecegi, var olma algisinin desteklenecegi
egitim programlarinin gelistirilmesi planlanacak 6nlemlerin temeline
katki saglayabilir.

Calismalarla  DEHB’lilerde  yurltiict  islev  sorunlari  oldugu
bildirilmektedir. Kisinin yasam kalitesi ve islevsellig§inde bozulmasinda
yuritiict islevselligin 6nemi belirgindir. Yiratlci islevler ile DEHB
belirtileri arasindaki iliskiler yasa gére farkllik gésterebilir (21). Ozellikle
yanit inhibisyonu, planlama, sirdirilen dikkat, biligsel esneklik ve
galisma bellegi alanlarinda diisiik performans gosterdikleri bildirilmistir
(22,23). DEHB’de ¢ekirdek belirtilerin olusmasinda rol oynayan
yuritiict islev sorunlarinin ayni zamanda 6zkiyim davranigi gelisimine
de neden oldugunu gosteren veriler mevcuttur (24-26).
Hastalarimizdan 6zkiyim girisimi ardindan pismanlik yasayanlarin
istismara maruz kalmamis ve akran sorunu yagamamis olmalari da bu
yas grubunda yine predispozan faktorlerin dnemini yansitmaktadir.
Diger yandan pismanlik yasayanlarin 0Ozkiyim girisimi sirasinda
psikiyatrik tanilarinin olmamasi, izleminde 6nemli oranda DEHB tanisi

almig olmalari dirti kontrollerinin yetersizligini distindiirmektedir.

Sonug

Ozkiyim risk faktérlerine sahip gocuk ve ergenin énceden taninmasi,
onlemlerin alinmasi esas olandir. Cocuk acil servislere 6zkiyim girigimi
nedeniyle getirilen hastalar; ilk ve acil yardimi yapildiktan sonra gocuk
ve ergen psikiyatri bolimiince degerlendirilmeli ve takibe alinmalidir.
Kisithlik

Retrospektif tasarlanmasi nedeniyle tani degerlendirmelerinde
yapilandiriimis, standardize bir 6lgege tabi tutulmadan, muayene eden
doktorun subjektif gozlemine dayali olmasi g¢alismanin temel
kisithhklarindan  biridir.  Hastalarin  daha objektif yontemlerle
degerlendirildigi calismalara ihtiyag vardir. Calismanin érneklemi yas ve
cinsiyet agisindan esit dagilim gostermedigi saptanmistir, bu da evreni
temsil etmesindeki diger kisithliklardan birisi olabilir. Ayrica hastalarin
kontrol muayenelerine gelmeme oranlarinin yiiksek olmasi, hastalarin
takip ve tedavi sureciyle ilgili daha ayrintili bilgiye sahip olamamamiz
risk etmenlerinin kisa ve uzun vadede etkilerini tartismamizi
engellemektedir.  Ayrica, genetik, mevsimsel degisiklikler, yasam
kosullari gibi gevresel etmenler sonucunda strese verilen yanit kisiye
gore degiskenlik gosterebileceginden, drneklemin daha genis tutulmasi

ve bu farkliliklarin g6z 6niinde bulundurulmasi gerekmektedir.
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Over Seréz Tiimérlerinin Alt Tiplerinde Radyolojik Bulgularin Karsilastiriimasi

Comparison of Radiologic Findings in Subtypes of Ovarian Serous Tumours

6z

Amag: Over serdz neoplazileri, epitelyal over neoplazileri arasinda en sik gorilen tip
olup benign, borderline ve malign alt tiplerine ayrilir. Bu galismanin amaci, over seréz
neoplazisi alt tiplerine ait radyolojik bulgulari karsilastirarak birbirinden ayirt
edebilmek igin kullanilabilecek radyolojik bulgulari tanimlamaktir.

Gere¢ ve Yontem: Bu retrospektif calismada, hastanemizde 2012 — 2019 vyillari
arasinda histopatolojik olarak benign, borderline ve malign over ser6z timaoria tanisi
almis olan ve preoperatif donemde bilgisayarli tomografi (BT) ve/veya manyetik
rezonans (MR) incelemeleri bulunan olgular galismaya dahil edildi. Hastanin yasl,
tlimorin lokalizasyonu, boyutu, baskin komponenti, kistik timdrlerde duvar ve septa
kalinliklari, mural noddl, infiltratif patern, kanama, peritoneal yayilim, peritoneal sivi
varhigi alt tipler arasinda karsilastirildi.

Bulgular: Calismaya 6’si benign, 15’i borderline ve 35’i malign olmak tzere 56 timor
dahil edildi. Borderline timor olgularn diger tiplere gére daha gengti. Malign tipin
bilateralitesi borderline tipe gore fazlaydi. Benign ve borderline tipler malign tipe
gore daha fazla kistik komponent igeriyordu. Malign timorlerde duvar ve septa
kalinliklari daha fazlaydi. Mural noddl, borderline ve malign tiplerde benign tipe gére
anlaml olarak daha sik bulundu. infiltratif patern yalnizca malign tipte izlendi.
Peritoneal yayillim malign tipte borderline tipe gore anlamli olarak daha fazlaydi.
Sonug: Seroz over tiimorlerinde literatiire benzer bicimde gérece geng yas borderline
tip, kalin duvar ve septa varlig, solid komponent baskinligi, infiltratif patern ve
peritoneal yayilim malign tip, mural nodil varligi ise borderline ve malign tiplerde
gorilmektedir. Radyolojik goriintileme, over serdz tiimorlerinin tanisi, alt tiplerinin
preoperatif donemde ayirt edilmesi agisindan énemlidir.

Anahtar Kelimeler: Bilgisayarli tomografi; manyetik rezonans gorintiileme; over
serdz timori

Abstract

Aim: Ovarian serous neoplasms are the most common type among epithelial ovarian
neoplasms and are divided into benign, borderline and malignant subtypes. The aim
of this study is to compare the radiological findings of ovarian serous neoplasia
subtypes and define the radiological findings that can be used to distinguish them
from each other.

Material and Methods : In this retrospective study, patients who were
histopathologically diagnosed as benign, borderline and malignant ovarian serous
tumors in our hospital between 2012 and 2019, and who had preoperative computed
tomography (CT) and / or magnetic resonance (MR) examinations were included in
the study. The age of the patient, location, size, dominant component of the tumor,
wall and septa thickness in cystic tumors, mural nodule, infiltrative pattern, bleeding,
peritoneal invasion, and presence of peritoneal fluid were compared among

subtypes.
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Results

Fifty-six tumors, 6 benign, 15 borderline and 35 malignant, were
included in the study. Borderline tumor cases were younger than
other types. Bilaterality of the malignant type was higher than that of
the borderline type. Benign and borderline types contained more
cystic components than malignant types. Wall and septa thicknesses
were greater in malignant tumors. Mural nodules were found
significantly more common in borderline and malign types than
benign types. Infiltrative pattern was observed only in malign type.
Peritoneal spread was significantly higher in malignant type than
borderline type.

Conclusion

Similar to the literature, in serous ovarian tumors, relatively young
age is seen in borderline type, thick wall and septa, solid component
predominance, infiltrative pattern and peritoneal spread are seen in
malign type. Mural nodules can be present in both borderline and
malign types. Radiological imaging is important in terms of diagnosis
of ovarian serous tumors and differentiation of subtypes in the
preoperative period.

Keywords: Computed tomography; magnetic resonance imaging;
ovarian serous tumor

GiRiS

Over ser06z neoplazileri, epitelyal over neoplazileri arasinda en sik
gorilen tip olup benign, borderline ve malign alt tiplerine ayrilir (1).
Hastaligin seyri ve cerrahi yontemlerinin planlanmasi biytk 6lglde alt
tipe bagimlidir. Bu nedenle preoperatif donemde benign- malign
neoplazi ayriminin radyolojik yontemler ile yapilmasi oldukga
o6nemlidir (2). Bu galismanin amaci, over serdz neoplazisi alt tiplerini
birbirinden ayirt edebilmek igin kullanilabilecek bilgisayarli tomografi
(BT) ve manyetik rezonans gorintileme (MRG) ozelliklerini
tanimlamaktir.

GEREC ve YONTEM

Bu calisma Helsinki Deklarasyonuna uygun olarak yapildi ve Katip
Celebi Universitesi Girisimsel Olmayan Klinik Arastirmalar Etik Kurulu
tarafindan onaylandi. Retrospektif tasarimi nedeni ile bilgilendirilmis
onamdan feragat edildi. Hastanemizin veritabani over benign ve over
malign neoplazmi International classification of diseases (ICD) kodlari
ile tarandi. 2012 — 2019 vyillari arasinda PACS arsivinde preoperatif
dénemde bilgisayarli tomografi (BT) ve/veya manyetik rezonans (MR)
incelemeleri bulunan, histopatolojik olarak overseréz timori tanili
olgular calismaya dahil edildi. BT incelemeleri multidedektor BT
cihazinda (Somatom Definition AS 128 slice, Siemens Medical Systems,
Erlangen, Germany) intravendz kontrast madde enjeksiyonu sonrasi
portal vendz fazda 3 mm kalinliktaki transvers kesitler ile yapildi. MR
incelemeleri 1.5T MR cihazinda (GE Optima MR360, GE Healthcare,
Boston, USA), supin pozisyonda alt abdomene yonelik sekanslar

yapildi (Tablo 1).

Comparison of RadiologicFindings in Subtypes of OvarianSerousTumours

Tablo 1: Alt abdomen MR Gériintiileme Parametreleri

Sekans TR TE (msn) FOV (mm) | Matriks Kesit NEX

(msn) kalinhg:

(mm)

FSET1 620 12 260 288x224 5 2
aksiyel
TSET2 5286 140 260 288x224 5 2
aksiyel
TSE T2 sagital 3622 143 280 288x224 5 2
Yag baskih T2 5625 140 260 288x224 5 2
aksiyel
Prekontrast 5.1 2.4 260 320x224 3.6 1
LAVA aksiyel
Postkontrast 5.1 2.4 260 320x224 3.6 1
LAVA aksiyel
Postkontrast 41 1.9 280 256x192 3.6 1
LAVA sagital
Postkontrast 3.9 1.8 380 256x192 3.6 1
LAVA
koronal

Goruntiler abdominal radyoloji konusunda 9 yil deneyimli bir uzman
radyolog ve bir radyoloji uzmanhk 6grencisi tarafindan degerlendirildi.
Timorler benign, borderline ve malign olmak Ulzere {g tipe ayrildi. Her
tipte hastalarin yaslari kaydedildi. Her iki yéntem igin ortak goriintiileme
bulgular oldugundan tiimérin lokalizasyonu (unilateral/bilateral), en
genis ¢ap olarak boyutu, baskin komponenti (kistik/solid), kistik
timorlerde duvar ve septa kalinliklari (<3 mm ince/>3 mm kalin), mural
nodil (3 cm’den kiguk papiller yapi), infiltratif patern, peritoneal yayihm
ve peritoneal sivi varligi hem BT hem MRG ile, kanama ise MRG ile (T1
yuksek sinyal igerigi) degerlendirildi. Radyolojik bulgular timor alt tipleri
arasinda karsilastirildi.

istatistiksel Yontem

Veriler IBM SPSS Statistics Standard Concurrent User V 25 (IBM
Corp.,Armonk, New York, ABD) istatistik paket programinda
degerlendirildi. Yas ve en genis ¢ap degiskenlerine ait verilerin dagilimi
ShapiroWilk normallik testi ve Q-Q grafikleri ile degerlendirildi. Tipler
arasi karsilastirmalar yas degiskeni igin tek yonll varyans analizi, en genis
¢ap i¢in Kruskal-Wallis analizi ile yapildi. Yas degiskeni icin tipler arasi
¢oklu karsilastirmalar Duncan testi ile degerlendirildi. Kategorik
degiskenlerin karsilastiriimasinda Pearson kikare testinin exact yontemi
kullanildi. Kikare testinde iliski bulunmasi durumunda kategorilerde
tipler arasi farklilik Bonferroni diizeltmeli iki Oran z testi ile belirlendi.

p<0.05 degeri istatistiksel olarak anlaml kabul edildi.
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BULGULAR

CGalismaya 56 timor dahil edildi. Tumorlerin 6’si benign, 15’i borderline ve
35’'i malign’di. Benign grupta 2 olgu BT, 2 olgu MRG, 2 olgu her iki
yontemle, borderline grupta 5 olgu BT, 6 olgu MRG, 4 olgu her iki
yontemle, malign grupta 26 olgu BT, 5 olgu MRG, 4 olgu ise her iki
yontemle degerlendirildi. Histopatolojik olarak benign gruptaki timorlerin
3’0 benign ser6z tumor, 2’si seréz kistadenofibrom, biri seréz papiller
kistadenom, borderline gruptaki timorlerin 12’si borderline ser6z timor,
2’si borderline ser6z kistadenofibrom, biri borderline ser6z papiller timor,
malign gruptaki tiimorlerin 32’si ylksek dereceli malign ser6z timor, 3'u
ise dustk dereceli malign ser6z tiimor tanisi aldi. Olgularin yas ortalamasi
siraslyla 57,5+16,4, 44,2+13,1 ve 56,4+12,4 olup borderline timor tipinin
yas ortalamasi diger iki tipe gore daha dusukti (p=0,011). Tumor boyutu
benign tipte 94,0 mm (50,0-119,0), borderline tipte 78,0 mm (68,0-106,0)
ve malign tipte 99,0 mm (70,0-132,0) olarak bulundu ve gruplar arasinda
boyut agisindan anlamh farkhlk saptanmadi (p=0,497). Malign timorlerin
bilateralitesi (%54,3) borderline tiimorlere gore (%13,3) anlamli olarak
daha fazlaydi (p=0,019). Kistik komponent baskinligi benign (%100) ve
borderline (%80) tiplerde malign tipe(%48,6) gore daha fazlaydi (p=0,012).
Duvar kalinliklari agisindan benign ve borderline tipler arasinda anlamli
fark saptanmazken (her iki tipin %83,3’tinde ince duvar) malign timaorlerin
tamaminda duvar kalin olarak izlendi (p<0,001). ince septa varligi benign
(%83,3) ve malign tipler (%11,8) arasinda anlamli olarak farklydi (p=0,005).
Mural nodul, borderline (%83,3) ve malign (%94,1) tiplerde benign tipe
(%16,7) gére anlamli olarak daha sik bulundu (p=0,001). infiltratif patern
benign ve borderline tiplerde izlenmezken malign tipte %28,6 oraninda
saptandi (p=0,028). Peritoneal yayilim malign tipte (%71,4) benign (%0) ve
borderline (%13,3) tiplere gére anlamh olarak daha fazlaydi (p<0,001).
Lezyon i¢i kanama ve peritoneal sivi varligi agisindan alt tipler arasinda
anlamli farkhlik saptanmadi (Tablo 2).

Tablo 2: Over ser6z tumor alt tiplerinin yas ve radyolojik bulgularinin

kargilastiniimasi

Benign Borderline Malign p
n=6 n=15 n=35
+¢ + a2 '+ b +: a
Yas (Ortsss) 57,5£16,4 44,2413,1 56,4+12,4 0011
Boyut (mm) 94,0 (50,0-119,0) 78,0 (68,0-106,0) 99,0(70,0-132,0) 0.497
Lokalizasyon Bilateral 2(333)® 2(13,3) 19 (54,3)
Unilateral 4(66,7) 13(86,7) 16 (45,7) 0,019
Baskin komponent Kistik 6(100)2 12 (80,0)2 17 (48,6)
0,012
Solid 0(0,0) 3(20,0) 18 (51,4)
Duvar kalinhg: ince 5(83,3)2 10 (83,3)2 0(0,0)°
<0,001
Kalin 1(16,7) 2(16,7) 17 (100)
Septa kalinhg ince 5(83,3) 6 (50,02 2(11,8)
Kalin 1(16,7)* 3(25,0* 13(76,4) 0,005
Yok 0(0,0) 3(25,0) 2(11,8)
Mural nodiil Var 1(16,7)2 10(83,3)" 16 (94,1)°
0,001
Yok 5(83,3) 2(16,7) 1(5,9)
infiltratif patern Var 0(0,0)2 0(0,0)2 10 (28,6)
0,028
Yok 6 (100) 15 (100) 25 (71,4)
Kanama Var 3(75,0) 4(40,0) 2(22,2)
0,256
Yok 1(25,0) 6 (60,0) 7(77,8)
Peritoneal yayihm Var 0(0,0)2 2(13,3)2 25 (71,4)°
<0,001
Yok 6(100,0) 13 (86,7) 10 (28,6)
Peritoneal siv1 Var 1(16,7) 4(26,7) 19 (54,3)
0,089
Yok 5 (83,3) 11(73,3) 16 (45,7)
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Bu bulgulara gore benign serdz timorler unilateral veya bilateral
yerlesim gosterebilen, nadiren mural nodil igerebilen ince duvarl,
ince septali kistik kitleler olup ¢evresel infiltrasyon ya da peritoneal

yayilim géstermedikleri saptanmistir (Resim 1 ve 2).

Resim 1: Benign ser6z over timori.74 yasinda olguya ait (a) BT, (b)
T2A sagital, (c) prekontrast T1A, (d) postkontrast T1A aksiyel MRG
kesitlerinde sag adneksial alanda, iyi sinirl, ince duvarli, homojen
icyapida, sivi intensite/sinyaline sahip, septa ya da solid komponent
icermeyen, kontrastlanmayan, unilokile kistik kitle (c ve d, oklar)
izlenmektedir.

Resim 2: Ser6z papiller kistadenom tanili benign ser6z over
timori.60 yasinda olguya ait (a) T2A aksiyel (b) T2A sagital, (c)
prekontrast T1A, (d) postkontrast T1A (e) ¢ikartmal postkontrast T1A
aksiyel MRG kesitlerinde sag overde, ince duvarl, ince septal solid
mural nodil ve limene uzanan papiller gikintilar igceren (oklar),
kontrastlanmayan, multilokiile kistik kitle izlenmektedir.

Borderline ser6z tiimorler daha ¢ok unilateral yerlesimli, ince duvarli,
ince veya kalin septali, siklikla mural nodil icerebilen, cevresel
infiltrasyon géstermeyen ancak nadiren peritoneal yayillim yapabilen

tiimorler olarak izlenmektedir (Resim 3).
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Resim 3: Borderline serdz over timori.47 yasindaki olguya ait aksiyel
(a, b) ve koronal reformat (c) BT kesitlerinde, pelvik peritoneal kaviteyi
tamamen dolduran, mural noduller (oklar) igeren, ince duvarli, kalin
septali (ok baglari) multilokule kistik kitle izlenmektedir.

Malign serdz timorler ise siklikla bilateral yerlesimli, kalin duvarli, kalin
septali, siklikla mural nodil igeren, baskin komponenti solid olan,
infiltratif paternde bliylime gosteren tiimérler olup peritoneal yayilim

stk gortlmektedir (Resim 4).

Resim 4: Yuksek dereceli malign ser6z over timori. 52 yasindaki
olguya ait T2A aksiyel (a), sagital (b), prekontrast (c) ve postkontrast
(d) T1A aksiyel MR kesitlerinde, kontrastlanan solid komponentler
iceren (yildiz), kalin duvarli, kalin septali (oklar) multilokle kistik kitle
izlenmektedir.

Over ser6z timor alt tiplerinin radyolojik gorintileme 6zellikleri
Tablo 3’ de verilmistir.

Tablo 3: Over ser6z tiimor alt tiplerinin radyolojik goériintiileme
ozellikleri

Benign Borderline Malign

n=6 n=15 n=35
Lokalizasyon Unilateral Unilateral Bilateral

Bilateral

Baskin komponent Kistik Kistik Solid
Duvar kalinhg ince ince Kaln
Septa kalinhg: ince Ince/Kalin Kalin
Mural nodiil Daha nadir Sik Sik
infiltratif patern Yok Yok Var
Peritoneal yayilim Yok Nadir Sik

Comparison of RadiologicFindings in Subtypes of OvarianSerousTumours

TARTISMA

Bilgisayarli tomografi, epitelial over kanserli olgularin ilk radyolojik
degerlendirmesinde rutin olarak kullanilan bir gériintiileme yontemidir
(3). BT de over tumorlerinin alt tiplerine ait temel goruntileme
ozellikleri degerlendirilerek kitlelerin karakterizasyonu
yapilabilmektedir (2). Ornegin BT’de serdz over kanseri solid, solid-
kistik ya da kompleks igerikli kistik bir kitle olarak izlenir. Lenf nodu
kalsifikasyonu, peritoneal implantlar, kistik kitle icerisinde papiller
uzanimlar ve solid bir kitlede nekroz bulunmasi maligniteyi disiindiren
ve serdz over kanserini benign timorlerden ayirt etmeye yardimci olan
karakteristik ozelliklerdir (4). MRG, radyasyon igermemesi ve yumusak
doku ¢ozlnirliglinin BT'den yiksek olmasi nedeni ile degerli bir
gorintileme yodntemidir. Ayrica MRG, ultrason veya BT’ de goriilen
belirsiz over kitlelerinin degerlendiriimesinde %83’e varan tanisal
dogruluk oranlarina sahiptir. Maligniteye ait MRG 06zellikleri BT’ dekilere
benzerdir (5). Overin benign serdz tumdorleri olarak da adlandirilan,
oldukga sik goriilen ve serdz sivi iceren serdz kistadenomlar, BT’ de ve
MRG’ de ince diizglin duvarli, homojen igyapida, ince septa icerebilen,
endo ya da ekzokistik vejetasyonlari bulunmayan unilokiler veya
multilokuler kistler seklinde izlenirler (6,7). Bu tumorler radyolojik
olarak fizyolojik kistler ya da nadiren matir kistik teratomlar taklit
edebilirler. Overde yer alan tamamen kistik igerikli bir timorde, duvar
kalinhginin 3 mm’den az olmasi, asit ve peritoneal yayillim veya
lenfadenopati gibi invaziv bulgularin eslik etmemesi benign epitelial
timorleri diistinduren radyolojik bulgulardir (2). Bu galismada 6 benign
serdz timorin tamaminin kistik ozellikte ve 5 tanesinin (%83,3) ince
duvarli ve ince septali olmasi, higbirinde infiltratif patern ya da
peritoneal yayillim bulgularinin olmamasi literatlr verileri ile benzer
bulunmustur. Over benign serdz timorlerinde boyut genellikle 10
cm’den kiglk olmakla birlikte oldukga degiskendir. Literatiirdeki bir
olgu serisinde serdz kistadenom boyutlarinin 25 cm’ye ulasabildigi
gosterilmistir (8). Bu calismada da ortalama timor boyutu 94 mm (50-
119) olarak saptanmis olup borderline ve malign tipler arasinda anlamh
farkhhk bulunmadigindan yalnizca boyutun benignite kriteri olarak
kullanilamayacagini distinmekteyiz. Benign serdz timorlerde %50’ye
varan oranlarda boyutlari genellikle 5 mm’den kiglik olan papiller
gikintilar bulunabilmektedir (9). Galismamizda patolojik olarak ser6z
papiller kistadenom tanisi alan bir benign seréz timoér duvarinda
izlenen mural nodilin bir papiller gikintiya ait oldugu gorilmastir.
Virgilio ve ark.’nin yaptig1 ve benign serdz timér grubunda yer alan
ancak stromal proliferasyon iceren serdz kistadenofibromlarin
ultrasonografi bulgularinin incelendigi bir calismada, bu tiimérlerin
bilateral olabilecegi, unilokiler veya multilokller olup solid
komponentler ve kist sivisinin farkli ekojeniteler icerebilecegi
bildirilmistir (10). Calismamizda benign grupta yer alan seroz
kistadenofibrom tanili 2 timorden bir tanesi bilateral olup kalin duvarl

ve septali idi.
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Digeri ise MRG’ de kanama ile uyumlu T1 hiperintensite icermekteydi.
Peritoneal sivi izlenen bir olguda ise peritoneal yayilim ya da timorde
nedeni ile sivinin ozellikte oldugu

riptir olmamasi reaksiyonel

dUsuntlmistir. Borderline over timorleri, epitelial over timorlerinin
ara kategorisinde yer alan, histolojik olarak hiicresel proliferasyon ve
orta dereceli nikleer atipi igermekle birlikte stromal invazyon
gostermeyen timorlerdir (11). Epitelial over timérlerinin %15-20'sini
olustururlar. Bu grubun en sik gorilen histolojik alt tipi ise serdz
borderline tiimérlerdir (3). Malignite potansiyellerinin diisiik olmasi ve
dogurganlik cagindaki geng¢ kadinlarda gorilmeleri nedeni ile genellikle
fertilite koruyucu cerrahi yontemler ile tedavi edilirler (12). Literatur
verileri ile uyumlu olarak bu galismadaki borderline timor tipinin yas
ortalamasi diger iki tipe gore anlamli olarak daha disiik bulunmustur.
Yapilan galismalarda seréz borderline timérlerde ortalama boyut 72,6 ve
92 mm olarak bildirilmistir (11,13). Calismamizda bu timorlerde
ortalama boyut 78,0 mm (68,0-106,0) olup diger alt tipler ile arasinda
anlaml farklilik saptanmamigstir. Bent ve ark. bu timorlerin MRG’ de bir
ya da daha fazla malignite bulgusu gosterdigini saptamiglar ve timorleri,
papiller gikintilar igceren unilokiler kistler, duvarda veya septada papiller
cikintilar iceren septal kistler, intrakistik plak seklinde kalinlagmalar
iceren ince ya da kalin duvarli multiseptali kistler ve kontrastlanan
ekzofitik papiller gikintilar iceren baskin komponenti solid olan kitleler
seklinde dort grupta siniflandirmiglardir (11). Bir baska ¢alismada ise
kistik veya predominant kistik Ozellikte olduklar bildirilmistir (3).
Calismamizda literatiir verilerine benzer sekilde borderline tipin malign
tipe gore daha fazla oranda kistik komponentler igerdigi saptanmistir. Bu
timorler unilateral veya bilateral yerlesim gosterebilmektedir (11,13).
halinde

olmalari metastatik

MRG

Bilateral primer veya ayriminin

yapilamamasi, ile saptanamayan kiglk timodr odaklarinin
histopatolojik olarak saptanmasi bu tiimérlerin senkron ya da metakron
hastalikla iligkili olabilecegini dusundirmektedir (13). Bu galismada
borderline tiimoér tipinde bilateralite malign tipe gore anlaml olarak
disuk olmakla birlikte 2 (%13,3) olguda saptanmistir. Calismamizda
mural nodil olarak tanimlanan papiller g¢ikintilar disik malignite
potansiyeline sahip olan epitelial tiimodrlerde bol miktarda
gorilmektedir. invaziv karsinomlarda da papiller gikintilar siklikla
gorulmekle birlikte solid komponent daha baskindir (14). BT ve MRG ile
yapilan bir ¢alismada papiller gikintilar borderline over timoérlerinde
%67, malign timorlerde %38 oraninda saptanmigtir (15). Calismamizda
mural nodul varligi, borderline ve malign alt tiplerde esit oranda (%83,3)
gorilmesi nedeni ile bu gruplar arasinda ayirt ettirici olmamisg ancak
benign-borderline veya benign-malign timor ayriminda kullanilabilecek
bir parametre oldugu sonucuna varilmistir. Seréz borderline over
tiimorlerinin %30’unda non-invaziv ya da invaziv peritoneal implantlar
gorulebilmektedir (16). Bu tumor tipi icin prognostik Gnemi olan
implantlar BT ile tanimlanabilmektedir ve bu nedenle BT timor
olarak

karakterizasyonundan ¢ok evreleme ve

kullanilmaktadir (17,18).

takip yontemi

Sebnem KARASU et al.

Calismamizda 2 (%13,3) borderline timorin BT incelemelerinde izlenen

serozal ve omental implantlarin histopatolojik incelemede birinde
noninvaziv, digerinde ise invaziv Ozellikte olduklari gorilmis ve bu oran
malign tipe gore anlamli olarak diisik bulunmustur. Borderline ve malign
serdz over tUmorlerinde peritoneal kavitede benzer miktarlarda asit
bulunabildiginden asit varligi borderline tiimor olasiligini tahmin etmek igin
guvenilir bir gosterge degildir (14). Caismamizda da peritoneal sivi malign
tipte daha fazla izlenmekle birlikte alt tipler arasinda anlamh farkhhk
saptanmamistir. Seréz borderline timorler ile disiik dereceli seroz
karsinomun radyolojik o6zelliklerinin karsilastirildigi bir ¢alismada seroz
borderline timérlerin unilateral, dizgiin konturlu, kistik veya predominant
kistik olduklari ve malign timorlere gore daha az oranda mural nodil
icerdikleri, peritoneal yayihmin daha nadir oldugu saptanmis, duvar kalinlig,
septa kalinhigr ve asit varligi agisindan iki timor tipi arasinda fark
bulunmamistir (3). Baska bir g¢alismada MRG’ de, borderline ser6z
timorlerde disik dereceli malign timorlere gore septal yapilar daha ince ve
solid komponentler daha kuguk olarak izlenmistir (19). Zhao ve ark. ise kistik
ve solid komponentler arasinda keskin bir sinir bulunmasi, kanama, nekroz
ve cevresel infiltrasyon yoklugunun serdz borderline timérleri invaziv
maligniteden ayirt etmede kullanilabilecek gorintileme o6zellikleri olarak
tanimlamiglardir (20). Bu galismada borderline timorlerde literatiire benzer
sekilde malign tipe gore septa kalinhgi agisindan anlaml fark saptanmazken,
literatuirden farkli olarak borderline tipte kist duvarlarinin daha ince oldugu
bulunmus, kanama agisindan ise anlamli farklilik saptanmamistir. Bir over
timorinin 4 cm’den daha buylk boyutlu olmasi, kistik timorde kaln
diizensiz duvar, kalin septa ve papiller gikintilar bulunmasi, timérin
tamamen solid ya da baskin komponentinin solid olmasi, nekroz veya
kalsifikasyon igermesi, kontrastlanma, infiltratif patern, peritoneal yayilim
bulgularinin eglik etmesi, asit ve lenfadenopati varligi maligniteyi
digunduren goruntuleme 6zellikleridir (2,3,21). Tanaka ve ark. Seroz
karsinomlarin diger malign over tiimorlerine gére daha kiglk boyutlu ve
siklikla bilateral oldugunu bildirmiglerdir (22). Ancak over boyutlari normal
ya da hafifge blylimis olsa bile peritoneal yayilm olduk¢a hizh
gelismektedir (23). Ser6z karsinomlar distk ve yuksek dereceli alt tiplerine
ayrilmaktadir (24).Dustk dereceli ser6z karsinomlarin ser6z borderline
timorlerden, oOzellikle de ylzey papiller formundan gelistigi
distinilmektedir. Bu nedenle bu iki timor tipinin gorintlileme bulgulari
birbirine oldukga benzemektedir (25). Calismamizda literatiir verilerine
benzer sekilde malign serdz timorlerin borderline timorlere goére daha fazla
bilateral oldugu, daha fazla oranda solid komponent ve mural nodiil igerdigi,
tamaminin kalin duvarli ve g¢ogunlugunun kalin septal oldugu, peritoneal
yayllimin daha fazla oranda eslik ettigi saptanmistir. infiltratif patern ise
yalnizca malign grupta izlenmistir.

Sonug olarak serdz over tiimérlerinde gorece geng yas borderline tip, kalin
duvar ve septa varligi, solid komponent baskinligi, infiltratif patern ve
peritoneal yayilim malign tip, mural nodil varligi ise borderline ve malign
tiplerde goérilmektedir. BT ve MRG over ser6z timorlerinin tanisi ve alt
tiplerinin preoperatif donemde ayirt edilmesi agisindan yararli gérintileme

yontemleridir.
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Oz

Amag: Erkek meme kanseri tim erkek kanserlerinin% 1'inden daha azindan sorumlu
olsa da prognozu koétl seyretmektedir. Erkek meme kanseri nadir oldugu igin
hastalikla ilgili bilgiler sinirhdir. Bu galismada erkek meme kanseri vakalarinin klinik,
patolojik 6zelliklerini ve klinik deneyimlerini sunmayi amagladik.

Gere¢ ve Yontem: Ocak 2011-Kasim 2020 tarihleri arasinda klinigimizde meme
kanseri nedeniyle cerrahi tedavi goren erkek hastalar c¢alismaya dahil edildi.
Hastalarin klinik ve patolojik verileri, cerrahi tedavi prosedirleri ve genel sagkalim
verileri geriye donlk olarak analiz edildi.

Bulgular: Calismaya dahil edilen toplam 16 hastanin medyan yas ortalamasi 63,6
yildi. invazif duktal karsinom (% 87.5) en sik gériilen histolojik tipti. Sadece bir hasta
triple negatifti. En sik gorilen tip luminal A (% 50) ve en sik gorllen evre 1A (% 31.3)
idi. Sekiz hastaya (% 87,5) modifiye radikal mastektomi yapildi. Aksiller lenf nodu
metastazi 8 hastada tespit edildi. En yaygin patolojik evre 1A (% 31,3) idi. Dort hasta
neoadjuvan tedavi aldi ve 9 hasta adjuvan tedavi aldi. Yine 9 hasta postoperatif
radyoterapi almisti. Medyan takip stiresi 15 hasta icin 54 aydir (en az 6 - en gok 118
ay). Takip sirasinda 3 (% 18,8) hasta oldu. Bes yillik sagkalim orani% 78.6 olarak
bulundu.

Sonug: Erkek meme kanserlerinin tedavisi ile ilgili bilgiler sinirhdir. Kabul edilebilir
hayatta kalma sureleri multimodal tedavi yaklagimlar ile saglanir. Bu hormonal
pozitif timoér grubunda hormonoterapiler 6n plana ¢ikmaktadir. Erkek meme kanseri
icin spesifik bir tedavi protokolii belirlemek igin farkl merkezlerden gelen veriler
derlenmeli ve gozden gegirilmelidir.

Anahtar Kelimeler: Erkek meme kanseri, Mastektomi, Hormonoterapi

Abstract

Aim: Even though male breast cancer is responsible for less than 1% of all male
cancers, its prognosis proceeds as poor. Since male breast cancer is rare, information
about the disease is limited. In this study, we aimed to present the clinical,
pathological features and clinical experiences of male breast cancer cases.

Method: Male patients who underwent surgical treatment for breast cancer in the
clinic between January 2011 and November 2020 were included in the study. Clinical
and pathological data, surgical treatment procedures and overall survival data of the
patients were analyzed retrospectively.

Results:The median mean age of a total of 16 patients included in the study was 63.6
years. Invasive ductal carcinoma (87.5%) was the most common histological type.
Only one patient was triple negative. The most common type was luminal A (50%)
and the most common was stage 1A (31.3%). Modified radical mastectomy was

performed in 8 patients (87.5%).
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Axillary lymph node metastasis was detected in 8 patients. The most
common pathological stage was 1A (31.3%). 4 patients received
neoadjuvant therapy and 9 patients received adjuvant therapy. Again,
9 patients had received postoperative radiotherapy. Median follow-
up period is 54 months (min 6 - max 118 months) for 15 patients.
During the follow-up, 3 (18.8%) patients died. The 5-year survival rate
was found to be 78.6%.

Conclusion:Information about the treatment of male breast cancers is
limited. Acceptable survival times are provided with multimodal
treatment approaches. Hormonotherapies come to the fore in this
hormonally positive tumor group. Data from different centers should
be compiled and reviewed to determine a specific treatment protocol
for male breast cancer.

Keywords: Male breast cancer, Mastectomy, Hormonotherapy
Introduction

Male breast cancer (MBC) is a rare disease that affects 1 in 100,000
men and accounts for approximately 1% of all breast cancer (1).
According to Turkish data of International Cancer Records Association,
0.37% of all types of cancer seen in men in Turkey is constituted of
breast cancer (2).

Most breast cancer risk factors in men are related to disturbances in
estrogen and androgen balance, suggesting that male breast cancers
may be related to hormones as in women. The predominant subtypes
of invasive carcinoma in men are 80% infiltrative ductal casinoma and
5% papillary carcinoma. Lobular carcinoma is much less common than
in women and accounts for 1% of all cases. Rare types of medullary,
tubular, mucinous, and squamous carcinomas have all been reported
in men (3,4).

MBC is similar to female breast cancer in many ways, but there are
important differences. MBC tends to occur in older ages, with more
frequent lymph node metastases and higher estrogen receptor
positivity compared to female breast cancer. Risk factors for MBC are
also slightly different. Unlike female breast cancer, MBC is more likely
to occur in a BRCA2 mutation setting rather than a BRCA1 mutation.
Additionally, low androgen status is a known risk factor for MBC (5,6).
Since breast cancer is seen rarely in men, less emphasis has been
placed on it with respect to breast cancer in women, and there are
not enough studies. Because of the relative rarity of MBC, prospective
randomized studies are lacking, and the management of MBC is based
on retrospective series or data from women. Surgical, systemic and
radiotherapy treatment of men with breast cancer is similar to
approaches for women and is related to the stage of the disease.
However, due to the low awareness of breast cancer in male patients,
there are delays in diagnosis, which is associated with a poor

prognosis in men (7,8).

Erkek Meme Kanseri Tek Merkez Deneyimi: Klinik Ozelliklerin ve Onkolojik
Sonuglarin Analizi

In this study, we aimed to review the clinical and pathological
characteristics, treatment models and results of patients who underwent
surgical treatment for male breast cancer in our clinic in the light of the
literature and to increase awareness of breast cancer in male patients.
Method

The study was started after the ethics committee approval was obtained
from Adana City Training and Research Hospital (IRB no: 18.11.2020 /
70/1136). Patients who underwent surgical treatment for breast cancer
in the clinic between January 2011 and November 2020 were included in
the study. Patients under 18 and whose data were not available were
excluded from the study. Patients were analyzed retrospectively from
the data set created using oncology records, pathology forms, electronic
files and nurse observation forms. Patients who needed to complete the
missing data were called and informed.

Patients' age, tumor location, axillary examination findings,
histopathological features of the tumor, clinical stage, surgical method,
postoperative surgical complications, oncologic treatment procedures
and overall survival data were analyzed retrospectively.

History of all patients were analyzed, physical examination and
sonography were made and trucut diagnosis was made. Hormone
receptor (ER, PR), HER2 / neu and Ki-67 positivity were evaluated using
immunohistochemistry (IHC). Molecular sub-types were evaluated
under 4 groups being: luminal A (OR or PR positive + HER-2 negative),
luminal B (OR or PR positive, HER 2 +), triple negative (ER, PR and HER-2
negative) and HER-2 positive (HER-2 groups; OR and PR negative, HER-2
+) and cases were analyzed accordingly (9).

Both clinical and pathological staging of the patients were done. Staging
was recorded according to American Joint Committee on Cancer (AJCC)
2017 staging criteria. Neoadjuvant chemotherapy was given to patients
with T4 and > N2 disease. Preoperative metastasis screening was
performed in all patients. Female breast cancer treatment protocols
were based on adjuvant chemotherapy, hormonotherapy and
radiotherapy indications.

Statistical Analysis

IBM SPSS Statistics for Windows, version 24 (IBM Corp., Armonk, N.Y.,
USA) package program was used for statistical analysis of the data.
Categorical measurements were summarized as numbers and
percentages, and continuous measurements as mean and standard
deviation (median and minimum-maximum where necessary). Kaplan-
Meier analysis and Log Rank tests were used in the survival analysis.
Results

Sixteen patients participated in our study. The mean age was 68 years,
and the tumor location was equal in the right and left breast. Palpable
axillary lymph nodes were detected in 6 patients. Invasive ductal

carcinoma (87.5%) was the most common histological type.
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Only one patient was triple negative and two patients were HER-2positive
and the in other patients hormone receptors were positive. The most
common type was luminal A (50%) and the most common stage was 1A
(31.3%). One patient was initially metastatic. Clinical and Histopathological
Characteristics is shown in table 1.

Modified radical mastectomy was performed in (87.5%) of the patients.
Axillary lymph node metastasis was detected in 8 patients. The most
common postoperative complication was lymphedema (12.5%). The most
common pathological stage was 1A (31.3%). 4 patients received
neoadjuvant therapy and 9 patients received adjuvant therapy. Again, 9
patients had received postoperative radiotherapy. Hormonotherapy was
applied to 15 patients. Operative approach and postoperative outcomes
are shown in Table 2.

Median follow-up period was 54 months (min 6 - max 118 months). During
the follow-up, 3 (18.8%) patients died. The 5-year survival rate was found

to be 78.6%. They are shown in table 3 and graph 1.

Table 1. Clinical and Histopathological Characteristics

Characteristics N (%)
Mean Age (Years) 63,6+12,4
Tumor size (cm) 28,6+12,5
Breast involved

Right 8 (%50)
Left 8 (%50)
Palpable axillary nodes

Yes 6(%37,6)
Histopathology

Invasive ductal carcinoma 14 (%87,5)
Invasive Papiller carcinoma 1(%6,3)
Mixed invasive breast cancer 1(%6,3)
Hormone Receptor Status

ER (+) 15 (%93,8)
PR (+) 13 (%81,3)
HER-2 (+) 2 (%12,5)
Triple negative 1(%6,3)
Luminal Category

Luminal A type (ER/PR+, 8 (%50)
HER-2-).

Luminal B type (ER/PR+, HER-2+|7(%43,8)
with high Ki-67 index)

Basal type (triple negative) 1(%6,3)
Clinical Stage

T1INOMO(1A) 5(%31,3)
T2NOMO(2A) 4(%25)
T2N1MO(2B) 3(%18,8)
T2N2MO(3A) 1(%6,3)
TABN1MO(3B) 2(%12,5)
T4cN2M1(4) 1(%6,3)

Cum Survival

Osman ERDOGAN et al.

Table 2. Operative approach and postoperative outcomes

Surgery

Modified radical mastectomy

14 (%87,5)

Simple mastectomy + SLNB

2 (%12,5)

Axillary Lymph Node Metastasis

Yes 8(%50)
Complications

Hematoma 1(%6,3)
Seroma 1(%6,3)
Lymphoedema 2(%12,5)
Pathologic Stage

pTINOMO(1A) 5(%31,3)
pT2NOMO(2A) 2(%12,5)
pT2N1MO(2B) 3(%18,8)
pT2N2MO(3A) 2(%12,5)
ypT2N1MO(2B) 2(%12,5)
ypT2N2MO(3A) 1(%6,3)
ypT4N3MO(3C) 1(%6,3)
Chemotherapy

Neoadjuvant 4(%25)
Adjuvant 9(%56,3)
Radiotherapy 9(%56,3)

Hormone therapy

15(%93,8)

Table 3. Survival period after the operation

mean £ SD -Median (Min-Max)

5- year survival rate

51.2+33.4-54 (6-118)

%78

Survival Function

—Sunival Function

—+ Censored

o 000 00 5000

8000

10000 12000

Graphic 1. Overall survival of male breast cancer
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Discussion

In addition to the fat tissue content in the normal male breast, there is
a very small amount of breast ductal structure. The most common
benign breast lesion in men is gynecomastia (10). Since breast cancer is
very rare in men, symptoms are often missed and may be overlooked
at the time of presentation. Therefore, it is detected later than women
and is diagnosed with advanced breast cancer (11).

The median age at diagnosis of breast cancer is typically older in men
than in women (68 versus 62 years) (12). Also, male breast cancer is
more common in metropolitan cities and whites (5). In this case, it can
be associated with the low awareness of tumor in rural areas. We
found a mean age of 63 years in our series, and we had a younger
patient population than the literature.

The most common histological type in men is ductal adencarcinoma.
Invasive ductal carcinoma has been reported in 90-95% of series in the
literature. Almost all histological subtypes of female breast cancer have
also been reported in men. Only the distribution is different (5,13,14).
Similarly, mixed tumor histology seen in women has been described in
MBC (5,15). When Uslukaya O et al examined molecular subtypes in
their male breast cancer series, they found Luminal A (45.9%), Luminal
B (32.4%), Triple negative (8.1%). (13). As being different while in
Ozkurt E’s series according to sub-type analysis majority of cancers
(80%) was luminal A, Luminal B (12%), nonluminal HER2 type (2%) and
(% 6) triple negative tumors (6%) were determined (16). Our series
contained evidence supporting the literature as histological type and
molecular subtype. We also found rare papillary and mixed tumor
patterns.

In the study conducted by Yadav, S. et al (5), overall survival rates were
lower in patients who underwent total mastectomy in 10,873 male
breast cancer series. They thought that this situation might be due to
more total mastectomy in patients with larger tumors and / or lymph
node positive disease. In addition to treatment-related variables, they
also evaluated a variety of demographic and tumor-related parameters
that appear to have significant prognostic value.In their multivariate
analysis, they found that lower overall survival was associated with
older age, black race, higher Charlson Comorbidity Index, higher tumor
grade and higher tumor stage. Additionally, in their study, positive
Hormone receptor and receiving chemotherapy, radiotherapy or
endocrine treatment were associated with better overall survival (5).
We did not perform breast-conserving surgery on any patient in our
series. The stage of the disease, the size of the tumor diameter and the
patient's desire were effective in this approach. Postoperative
lymphedema developed in 2 patients, and the high rate of
lymphedema was responsible for the excessive axillary dissection.
There are a limited number of prospective, randomized clinical studies

showing the benefit of adjuvant systemic therapy for MBC (20).

Erkek Meme Kanseri Tek Merkez Deneyimi: Klinik Ozelliklerin ve Onkolojik
Sonuglarin Analizi

On the other hand, decreased relapse and mortality rates with
adjuvant CT have been reported in retrospective studies (18-20).

In a large observational study in the literature, chemotherapy was
recommended in men with PR-negative, nonmetastatic breast cancer
and PR-positive, stage Il and stage Il breast cancer (21). A more
aggressive systemic therapy should be considered in patients with poor
prognostic features (14). Studies continue on neoadjuvant therapy in
male breast cancer. In a study comparing male patients who received
neodjuvant CRT with women, n males had lower pathological complete
responses than females and overall survival was significantly worse. It
may be thought that male breast cancer may naturally be more
resistant to neoadjuvant therapy, and reduced survival may be
associated with many factors. (22) In order to recommend routine use
in male breast cancer, evidence from phase-3 randomized controlled
studies on the safety and efficacy of neoadjuvant therapy in breast
cancer is needed (23). In our clinic, neoadjuvant chemotherapy was
applied to 4 patients and 9 patients were applied adjuvant
chemotherapy.

There is not enough data on the indication of radiotherapy in breast
cancer regarding how the indications according to the stage should
differ between men and women (24). iren S et al applied postoperative
adjuvant RT for curative purposes to 12 patients with male breast
cancer. In their study with a mean follow-up of 6.4 years, the 5-year
overall survival rate was 88% 5 and the annual disease-free survival
rate was 65% (25). In our study, our radiotherapy rate was 56%, and we
gave radiotherapy to patients with positive lymph nodes and to
provide local control.

As in women, the etiology of male breast cancer is not well
understood. Estrogen-testosterone imbalance resulting from various
mechanisms comes to the fore. In this case, because it is rich in
hormone receptors in male breast cancer, it has led to the idea that the
primary treatment is hormonotherapy. In our series, in all patients
hormone receptor was positive, except for one patient, which supports
the literature. This has brought hormonotherapy to the fore in
treatment selection.

Conclusion

Although the male breast is rudimentary and hormonally evaluated as
nonfunctional, it can cause many pathologies. The diagnosis of breast
cancer in men should not be ignored. Acceptable survival times are
provided with multimodal treatment approaches. Hormonotherapies
come to the fore in this hormonally positive tumor group. However,
adjuvant radiotherapy and chemotherapy treatments should be added

to locally advanced patients.
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Postmenopozal Kadinlarda Vajinal  Ostrojen  Uygulamasinin

Endometrial Morfoloji ve Uterin Arter Doppler Uzerine Etkisi

The Effect of Vaginal Estrogen Administration on Endometrial

Morphology and Uterine Artery Doppler in Postmenopausal Women
6z

Amag : Bu calismada, postmenopozal kadinlarda, 17B- ostradiol vajinal tabletin
endometrial morfoloji ve uterin arter pulsatilite ve rezistans indeksleri tzerindeki

Siikran DOGRU* 0000-0002-3383-2837 L )
etkisinin incelenmesi amaglandi.

Mehmet Murat ISIKALAN* 0000-0002-5766-7063 Materyal metod: Bu calisma, SSK Ankara Dogumevi ve Kadin Hastaliklari Egitim

Miizeyyen GUNES**0000-0002-0294-0448 Hastanesi Menopoz Poliklinigine bagvuran,atrofik vajinit veya herhangi bir nedenle
sistemik hormon replasmani yapilamayan, 40 postmenopozal kadini igeren prospektif
bir calismadir.Hastalar tedavi ©ncesinde vajinal yakinmalar (kuruluk, kasinma,
yanma-acima, disparoni) agisindan sorgulandi. Hormon profili, servikovajinal smear,
pelvik ultrasonografi, uterin arter Doppler ve endometrial biyopsi 6rneklemesi
yapildi. Hastalara iki hafta boyunca vajinal yoldan 17B-6stradiol tablet verildi.
Hastalar 3. ve 6.ayda tedavi etkinligi agisindan degerlendirildi.

Bulgular: Tedavinin 6.ayindaki LH degerindeki dlsls ve ostradiol degerlerindeki

yikselme anlamh bulundu (p<0.05, p<0.05). Tedavinin 3.ve 6.ayi karsilastirildiginda

*Necmettin Erbakan Universitesi Meram Tip Fakiiltesi FSH ve LH degerlerindeki disme, ostradioldeki yiikselme anlamliydi (p<0.05).
Kadin Hastaliklari ve Dogum Anabilimdali,Konya Tedavinin 3.ve 6.ay! ile tedavi 6ncesi pulsatilite indeksi (Pl), rezistans indeksi(RI) ve
**Ankara Etlik Ziibeyde Hanim Kadin Hastaliklar endometrial kalinlik degerleri arasindaki fark anlaml bulundu (p<0.05). Tedavinin
Egitim Ve Arastirma Hastanesi 3.ve 6.ayi karsilastirildiginda, Pl ve Rl degerlerindeki azalma istatistiki olarak anlamli

iken (p<0.05), endometrial kalinlik agisindan fark izlenmedi (p>0.05).

Sonug: Bu ¢alismada atrofik vajinite bagh sikayetlerde vajinal 25 mcg 17-B Ostradiol
uygulamasiyla diizelme saglandig), transvajinal ultrasonografi ve Doppler inceleme ile
endometriumun givenli bir sekilde takip edildigi ve biyopsi sonuglarinin
ultrasonografiyi destekler nitelikte oldugu tespit edildi.

Anahtar Kelimeler: menopoz, 6strojen, vajinal atrofi, postmenopozal donem

Abstract
Aim: We aimed to investigate the effect of 17B-estradiol vaginal tablet on
endometrial morphology and uterine artery pulsatility and resistance indices in
X postmenopausal women.
Yazisma Adresi: Mehmet Murat ISIKALAN
Material and method: This is a prospective study involving 40 postmenopausal
E-mail: muratisikalan@gmail.com ) ) o
women who were admitted to the Menopause Outpatient Clinic of the SSK Ankara
Maternity and Gynecology Training Hospital and who could not receive systemic
hormone replacement for atrophic vaginitis or any other reason. Participants were
questioned in terms of vaginal complaints (dryness, itching, burning-pain,
dyspareunia) before treatment. Hormone profile, cervicovaginal smear, pelvic
ultrasonography, uterine artery Doppler and endometrial biopsy sampling were
performed. 17B-estradiol was given to the patients as a vaginal tablet for two weeks.

The patients were evaluated in terms of treatment efficacy at 3 and 6 months.

Gelig Tarihi: 23/12/2020
Kabul Tarihi:28/01/2021
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Results: The decrease in LH value and increase in estradiol values at
the 6th month of treatment were found to be significant (p <0.05, p
<0.05). When the 3rd and 6th months of treatment were compared,
the decrease in FSH and LH values and the increase in estradiol were
significant (p <0.05). The difference between the 3rd and 6th months
of treatment and the pre-treatment pulsatility index (Pl), resistance
index (Rl) and endometrial thickness values were found significant (p
<0.05). When the 3rd and 6th months of treatment were compared,
the decrease in Pl and Rl values was statistically significant (p <0.05),
but no difference was observed in terms of endometrial thickness (p>
0.05).

Results: In this study, it was determined that atrophic vaginitis-related
complaints were cured with vaginal 25 mcg 17-estradiol application,
the endometrium was safely followed up with transvaginal
ultrasonography and Doppler examination and the biopsy results
were found to support ultrasonography.

Keywords: estrogen, menopause, vaginal atrophy, postmenopausal

period

Girig

Menopoz; kadin hayatinda fizyolojik bir sire¢ olmakla beraber.
ostrojen eksikligine bagh gelisen tGrogenital sistem atrofisi, vazomotor
ve psisik semptomlar ve ilerleyen vyillarda gelisen osteoporoz ve
kardiyovaskiler sistem hastaliklarinda risk artigi ile karakterize bir
donemdir(1).

Normal kadinlarda menopoz yasi ortalamasi 51’dir. Bu kadinlarin
yltizde 95'i 45 ila 55 yaslari arasinda menopoza girer. Menopoz gegisi
ve menopoz sonrasi, bircok kadin orta ila siddetli sicak basmalari
yasar. Sistemik Ostrojen, sicak basmalarin giderilmesi icin mevcut en
etkili tedavi yontemidir. Ancak menopoz sonrasi disparoni dahil birgok
vulvovajinal semptomlokal 6strojen uygulamasiyla da etkili bir sekilde
tedavi edilebilmektedir(2-5). Hormon replasman tedavisi (HRT),
vazomotor semptomlari tedavi edebilir ve vajinal / Grogenital atrofiyi
onleyebilir, ayrica avantajli bir lipoprotein profilini koruyabilir ve
kemik kaybini onleyebilir.Atrofik vajinit icin ozellikle sistemik veya
vajinal 6strojen kullanilabilir; bununla birlikte, baska sistemik
semptomlar olmadiginda ¢ok distik dozlarda lokalize estrojen tedavisi
tercih edilir(4). HRT’nin postmenopozal kadinlar Uzerindeki uzun
sureli etkileri hakkinda genis epidemiyolojik bilgiler bulunmaktadir.
Ancak vajinal 17B o6stradioliin uterin kan akimi ve endometrium
Uzerine olan etkileri ile ilgili bilgiler yeterli degildir.Doppler
velosimetre kullanarak uterin damarlarin ve onun kigiik dallarinin
izlenmesi ve kan akim hizi dalga formlarinin 6lglilmesi mimkin
olmustur. Yapilan galismalarda uterin arter akim hizi dalga formlari ile

endometriumun histolojik teshisi arasinda bir uyum bulunmustur.

The Effect of Vaginal Estrogen Administration on Endometrial Morphology and
Uterine Artery Doppler in Postmenopausal Women

Bu galismada postmenopozal donemde atrofik vajinit veya herhangi bir
nedenle sistemik hormon replasmani yapilamayan olgularin,endometrial
histopatoloji ve Doppler ultrasonografi ile degerlendiriimesiyle, bu
olgularda vajinal 17p- 6stradiol tabletin glvenilirligi ve etkinligi arastirild.
Gereg ve Yontemler

Bu calisma, SSK Ankara Dogumevi ve Kadin Hastaliklari Egitim Hastanesi
Menopoz Poliklinigine Nisan 1999 - Temmuz 2000 tarihleri arasinda
bagvuran ve 6n incelemeleri tamamlanarak tedavi protokolliine dahil
edilen 40 postmenopozal hastayl igeren prospektif bir galismadir. Bu
calisma 1964 Helsinki Bildirisi'nde belirtilen etik standartlarina goére
yapilmis ve etik kurul onayi alinmigtir. Calismaya katilan tim katilimcilarin
calisma hakkinda s6zIi ve yazil bilgilendirilmis onamlari ahinmistir.
Calismaya uterusu intakt, en az bir yildir menstruasyon kanamasi
bulunmayan kadinlar dahil edildi.Menopoz i¢in kesme degeri 6stradiol igin
50 pg / ml degerinin alti, gonadotropinler igin 30 mIU / ml degerinin Gzeri
kabul edildi. Bu hastalara serum kan sekeri, lipid profili, karaciger ve
bobrek fonksiyon testleri, mammografi, pelvik ultrasonografi (transvajinal
Doppler Ultrasonografi dahil) ve pap smear 6rnekleme yapildi. Arastirmaya
katilan kadinlarin 6nemli sistemik hastaliklar (ileri derecede karaciger ve
bobrek hastaligi,meme kanseri, tromboemboli) bulunmadi ve daha &nce
hormon replasman tedavisi almamislardi.

Arastirmaya dahil edilen kadinlar tedavi 6ncesinde vajinal yakinmalar
(kuruluk, kasinma, yanma-acima, disparoni) agisindan sorgulandi. Hormon
profili, servikovajinal smear, pelvik ultrasonografi, uterin arter Doppleri ve
endometrial biyopsi 6rneklemesi yapildi. Pipelle kanili ile endometrial
biyopsi alindiktan sonra atrolik ve yetersiz endometrium sonucu gelen
vakalar ¢alisma kapsamina alindi.Transvajinal Doppler ultrasonografi(USG)
uygulamasi mesane bos olarak, dorsal litotomi

Calismada Hitachi EUB- 555 marka USG cihazi kullanildi.Endometrial
kalinlik,

pozisyonda yapildi.

longitudinal planda, endometriumun en kalin kisminda
myometriumun son noktasindan karsi taraf myometriumun son noktasi
arasinda kalan kisim gift tabaka olarak 6lguldi.

Uterin arter kan akim hizini 6lgmek igin transduser vajenin lateral
forniksine, istmo-servikal seviyede myometrial duvar Uzerine yerlestirildi
ve Power Doppler Mode'a gegilerek, kan akim hizi dalga formlan
kaydedildi. Doppler sinyalleri hem uterin arter, hem de myometrial
araliklarda alindi. intramyometrial kan akim hizi dalga formlari endometrial
tabaka ile uterus serozasi arasindaki myometrial araliklarda arandi.
Pulsatilite indeksi (PI) ve Rezistans indeksi (RI) 6lguld.

Pl bulmak igin, ylksek sistolik akim hizini igeren en genis uterin arter dalga
formlari arastinldi. En az arka arkaya 3 kan akim hizi dalga formlar
aritmetik ortalamasi alinarak Pl olglldi. Transvajinal ultrason ile
endometrial kalinlik tespit edildikten sonra endometrial kalinlik £ 5 mm
olan olgulara pipel ile endometrial biyopsi yapildi ve histolojik incelemeye

gonderildi.
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Arastirmaya katilan kadinlara, hormon replasman tedavisi olarak iki hafta
boyunca gtinliik 25 mcg 17B-6stradiol iceren vajinal tabletin (Vagifem?®,
Novo-Nordisk) 6zel aplikator ile vajenin derinine yerlestirilmesi ve
idamesindede haftada sadece iki glin ayni islemi tekrarlamasi 6nerildi.
Hastalar tedavinin iglinci ayinda vajinal sikayetler, tedaviye hasta uyumu,
gonadotropin ve plazma Ostrojen dlzeyleri ve Doppler kan akimi
parametrelerini degerlendirmek (izere kontrole g¢agrildi. Altinci ayin
sonunda olgular vaginal sikayetler ve hasta uyumu, hormon profili (FSH,
LH, E2), servikovajinal smear, pelvik ultrasonografi, uterin arter doppleri ve
endometrial biyopsi igin tekrar degerlendirmeye alindilar.

Hastalarin istatistiki degerlendirmeleri Student's T testi ve Fischer Exact
testi kullanilarak yapildi. P degeri 0.05 altindaki degerler istatistiki olarak

anlamh kabul edildi.

Bulgular

Calismaya toplam 40 postmenopozal kadin katildi. Galismaya katilan
olgularin ortalama yaslar 61.9 + 4.8, gravidalari 2.1 + 0.8, Vicut kitle
indeksi (VKI)28 + 1.7 ve menopoza giris sureleri 12.3 + 5.6 ay idi.

Hastalarin basvuru sikayetleri degerlendirildiginde 16 (%40) olgunun
vajinal kuruluk, 7 (%17.5) olgunun vajinal acima- yanma, 16 (%40) olgunun
vajinal kasinti, 10 (%25) olgunun disparoni sikayeti ile basvurdugu izlendi.
Dokuz (%22.5) olguda birden fazla yakinma mevcuttu. Tedavi sonrasi
semptomlar degerlendirildiginde 3. ayda 30 olguda (% 75), 6.ayda ise tim
olgularda subjektif iyilesme saglandi (Tablo 1).

Tablo 1. Calismaya alinan olgularda cevabin degerlendirilmesi

Tedavi Tedavinin tigiincii | Tedavinin altinci ay
Oncesi ay1

Vajinal kuruluk 16 (40) 3(7.5) -

Acima-yanma 7 (17.5) 2(5) -

Kasinti 16 (40) 6 (15) -

Disparoni 10 (25) 2(5) -

Tiim bulgular n (%) olarak verilmistir.

Olgularin hormon profilleri degerlendirildiginde, tedavi 6ncesi FSH ile
tedavinin 3. ve 6.ay1 FSH degerleri arasinda istatistiki olarak anlaml fark
bulundu (p<0.05). Tedavinin 3.ayinda LH'da gorilen disme anlamh
degilken (p>0.05), 6.ayindaki disls anlamli bulundu (p<0.05). Serum E2
degerlerindeki ylkselme istatistiki olarak anlamh bulundu (p<0.05).
Tedavinin 3.ve 6.ay! karsilastirildiginda FSH ve LH degerlerindeki disme,
E2 deki yukselme istatistiki olarak anlaml idi (p<0.05) (Tablo 2 ve Tablo
3).

Siikran DOGRU et al.

Tablo 2. Calismaya alinan olgularin tedavi 6ncesi ve Uglnciu ay

hormon profilleri, uterin arter Doppler ve endometrial kalinlk

degerleri.
Tedavi oncesi (ort + | Tedavinin 3.ay1 (ort + | p
SD) SD)
FSH (1U/ml) 42.58+20.62 35.55+16.96 .001
LH (1U/ml) 37.17+£15.03 35.22+14.87 0.173
E2 (pg/ml) 17.71+17.79 27.14+18.58 .000
PI 1.81+0.63 1.63+0.55 .000
RI 0.79+0.11 0.75+0.11 .000
Endometrial kalinlik 1.95+1.06 2.82+1.00 .000

FSH, folikiil stimiilan hormon; LH, luteinizan hormon; E2, éstradiol; PI, pulsatilite indeksi; RI,
rezistans indeksi. Bulgular ortalama + Standart deviasyon olarak verilmistir. Anlamli p degerleri

koyu font olarak gosterilmistir.

Tablo 3. Tedavi 6ncesi ve altinci ay hormon profilleri,uterin arter
Doppler ve endometrial kalinlik degerleri

Tedavi 6ncesi (ort | Tedavinin ~ 6.ay1 | p

+SD) (ort + SD)
FSH (1U/ml) 42.58+20.62 33.26+16.48 .000
LH (1U/ml) 37.17+15.03 32.74+13.21 .000
E2 (pg/ml) 17.71£17.79 33.91+17.81 .000
Pl 1.81+0.63 1.55+0.50 .000
RI 0.79+0.11 0.73x0.11 .000
Endometrial 1.95+1.06 2.75+£1.70 .003
kalinlhik

FSH, folikiil stimiilan hormon; LH, luteinizan hormon; E2, &stradiol; PI,
pulsatilite indeksi; RI, rezistans indeksi. Bulgular ortalama + Standart deviasyon

olarak verilmistir. Anlamli p degerleri koyu font olarak gosterilmistir

Tedavinin 3.ve 6.ayi ile tedavi 6ncesi Pl, Rl ve endometrial kalinhk
degerleri arasindaki fark istatistiki olarak anlamli bulundu (p<0.05).
Tedavinin 3.ve 6.ay1 karsilastirildiginda, Pl ve RI degerlerindeki
azalma istatistiki olarak anlamli iken (p<0.05) endometrial kalinhk

agisindan anlamli fark izlenmedi (p>0.05)(Tablo 4).
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Tablo 4. Calismaya alinan olgularin tedavinin Giglincii ve altinci ay uterin
arter doppler degerleri ve endometrial kalinlik degerleri.

Tedavi 3.ay1 (ort | Tedavinin  6.ay1 | p

+SD) (ort + SD)
FSH (1U/ml) 35.55+16.96 33.26+16.48 .000
LH (1U/ml) 35.22+14.87 32.74+13.21 .000
E2 (pg/ml) 27.14+18.58 33.91+17.81 .000
Pl 1.63+0.55 1.55+0.50 .014
RI 0.750.11 0.7310.11 .000
Endometrial 2.82+1.00 2.75£1.70 .0746
kalinhik

Bulgular ortalama + Standart deviasyon olarak verilmistir. Anlamli p degerleri

koyu font olarak gosterilmistir

Olgularin  endometrial biyopsi sonuglari degerlendirildiginde tedavi
oncesi 20 olguda, tedavi sonrasinda ise 13 olguda pipelle alinan materyal
patoloji laboratuvari tarafindan yetersiz olarak kabul edildi. Yetersiz
materyal ve atrofik endometrium olarak rapor edilen olgularin
tamaminda endometrial kalinlik £ 5mm iken, proliferatif endometrium

olarak rapor edilen olgularin endometrial kalinliklari > 5 mm idi (Tablo 5).

Tablo 5. Olgularin endometrial biyopsi sonuglari

Tedavi 6ncesi Tedavinin 6. ay1 P

Yetersiz materyal | 20 (50) 13 (32.5) 0.1
Atrofik 20 (50) 24 (60) 0.3
Proliferatif - 3(7.5) 0.08

Bulgular n (%) olarak verilmistir. Anlamli p degerleri koyu font olarak

gosterilmistir.

Tartisma

Bu calismada postmenopozal 6strojen eksikligine bagl vajinal sikayetler
nedeni ile bagvuran 40 olgu ¢alisma kapsamina alinarak vajinaléstrojen
uygulamasinin vajinal semptomlar, endometrial morfoloji ve uterin arter
Doppler uzerine etkileri arastirildi. Endometriumun HRT &ncesi ve sonrasi

transvajinal ultrasonografi  kullanilarak  degerlendirilmesi  siklikla

kullanilan bir uygulamadir. Birgok ¢alisma, endometriyal kanser igin ilk

tarama yontemi olarak transvajinal ultrasonografinin  kullanimini

dogrulamistir (6, 7). Endometrial patolojilerin  biyopsi ile

degerlendirilmesi ile karsilastirildiginda daha az imvaziv ve disik
maliyetli olmasi uzun slreli HRT tedavisinde avantaj olarak
gorilmektedir. Wefa ve ark.lari yaptiklar galismada beden kitle indeksi,
kan sekeri seviyesi, endometriyal kalinlik ve uterin arter velosimetri
indekslerinin, menopoz sonrasi kanamasi olan kadinlarda endometriyal
karsinom tahminini igin iyi bir belirte¢ olabilecegini belirtmislerdir (8).
Ancak endometrial patolojilerin degerlendiriimesinde endometrial

kalinhk kesme degerinin ne olmasi gerektigi tartisma konusudur.

The Effect of Vaginal Estrogen Administration on Endometrial Morphology and
Uterine Artery Doppler in Postmenopausal Women

Vajinal kanama ile bagvuran menopoz sonrasi kadinlar igin 5 mm'lik bir
endometriyal kalinlik kesme degeri olarak kabul edilse de, bunu dogrulamak
icin daha fazla calimaya gereksinim vardir (9). Rioux ve ark.larinin 159
postmenopozal kadin tizerinde yaptiklari bir ¢alismada 25 mg 17B-6stradiol
vajinal tablet ve 1.25 mg konjuge 6strojen vajinal krem ile tedavi rejimleri
atrofik vajinit semptomlarini hafifletmede esdeger bulundu. Anilan
¢alismada vajinal tabletler, kayda deger sistemik Ostradiol artislari veya
ostrojenik yan etkiler olmaksizin lokal bir etki gostermistir. Adi gegen
calismada vajinal tablet tedavisi, vajinal krem tedavisine kiyasla daha fazla
hasta kabult ve daha distk yoksunluk oranlari ile
sonuglanmistir(10).Mevcut ¢alismada tedaviden 3 saat sonraki E2 degerleri
de anlamli olarak artis saptanmistir. Mevcut galismaya katilan tim hastalarin
ostrojen eksikligine bagh vajinal sikayetlerinde tedavinin 6. ayinda belirgin
iyilesme saglandi. Hastalarin vajinal uygulamaya uyumlarinda problem
izlenmedi. Mevcut galismamizda tedavinin Uglincli ayinda endometrial
kalinhigin tedavinin altinci ayina kiyasla daha fazla olmasi baslangigta
uygulanan Ostrojenin , ostrojen reseptorleri Gzerinden tasiflaktik etki ile
uterin kan akimi ve endometrial kalinlig daha fazla arttirmasi ile
aciklanabilir. Ekzojen Ostrojen tedavisinin uterin arter Gzerindeki kisa donem
etkileri Uzerine g¢alismalar mevcuttur. Cok eskiden beri Ostrojenin
endometrial doku uzerinde hiperemik etkileri oldugu bilinmektedir (11).
1980 li yillarin baslarinda, uterin kan akimi Gzerine Gstrojen etkisinin esas
olarak uterin vaskuler direnci dusurerek gergeklestirdigini gosteren bir
¢alisma yapilmistir(12).Hurtado ve ark. 2016 yilinda yaptiklari bir calismada,
28 gin boyunca 0.625 mg Ostrojen uygulamasinin, postmenopozal
kadinlarda nitrik oksit araciligiyla brakiyal arterin genislemesinde etkili
oldugunu bulmuslardir (13).Cicinelli ve ark.larinin yapmis olduklari bir
calismada postmenopozal kadinlarda vajinal 17 B- 6stradiol uygulama
sonrasi uterin arter Dopplerde, pulsatilite ve rezistans indeklerinde disus
izlenmigstir (14). Mevcut ¢alismada da olgularin uterin arter Doppler degerleri
incelendiginde tedavi oncesi degerler ile tedavi sonrasi degerler istatistiki
olarak farkli bulundu. Bu da 6strojenin damarlarda rezistansi dusurlp,
damar tonusunl azaltici etkisine baglandi.Vaginal yoldan 25 mcg 17 B-
ostradiol verilen olgularin transvaginal ultrasonografi ile endometrial
kalinliklar olgulerek takip edilebilecegini, bu olgularda uterin arter PI
degerinin dlstigu tespit edilmistir. Ayrica bu nedenle endometrial kalinhigin
artabilecegi, endometrial biyopsi sonucu ile endometrial kalinligin korele
olup semptomlari dizeltmede basarili oldugu tespit edildi. Literatiirde tek
basina 17B 6stradiol tablet verilen ve uterin arter Doppler USG ile takip
edilen ¢ok kisith sayida galisma vardir. Hasta sayinin az olmasi ve tek
merkezli olmasi galismanin limitasyonudur.Bu ¢alismada atrofik vajinite bagh
sikdyetler nedeni ile veya herhangi bir nedenle sistemik hormon replasman
tedavisi verilemeyen (sistemik hastalik, kanser korkusu) olgularda vajinal 25
mcg 17B- ostradiol uygulamasiyla semptomlarda dizeltme saglandigi
gorilmustir. Ayrica transvajnal ultrasonografi ve Doppler inceleme ile
endometriumun guzenli bir sekilde takip edildigi ve biyopsi sonuglarinin

ultrasonografiyi destekler nitelikte oldugu tespit edildi.
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General Surgery Management of Patients With Suspected
or Confirmed Coronavirus Infection During Hospitalization

Genel Cerrahi Kliniginin Coronaviriis Tanisi Kesinlesen veya
Siipheli Bulunan Yatan Hastalarda Yonetimi

Oz

Giris ve Amag: Tlrkiye'de koronaviriis (covid-19) olarak bildirilen ilk vaka 11
Mart 2020'de meydana geldi. Bu hassas koronaviriis pandemisi sirasinda genel
cerrahi kliniginde hastanede yatan hastalarin tedavisinde gesitli zorluklarla
karsilasildi. Belirsizlik ve yeni bir pandemi seyrindeki hizli degisim nedeniyle bu
hastalarin tedavilerine devam etmek igin etkili bir organizasyon yurattlmelidir.
Bu c¢alismada pandemi sirasinda cerrahi klinigimizde yatan hastalarin
verilerinin incelenmesi ile cerrahi klinigimizin yonetimi ve izlenecek hareket
tarzinin rapor edilmesi amaglanmistir.

Materyal ve Metod: Gere¢ ve Yontemler: 10 Mart 2020 - 30 Mart 2020
tarihleri arasinda 1100 vyatakli Universite hastanemizin (lUglincii basamak
onkoloji merkezi) genel cerrahi kliniginde yatan hastalarin dosyalari
retrospektif olarak incelendi. COVID-19 ile enfekte 18 hasta tespit edildi.
Bulgular: 14 hastanin (%77,8) ilk rRT-PCR testi pozitif olarak belirlendi. Tim
hastalarin toraks bilgisayarli tomografisi ¢ekildi. 16 hastanin (%88,9) toraks
bilgisayarli tomografi bulgulari covid-19 tutulumu ile uyumlu tespit edildi.
Hastalarda en sik goriilen semptom ates ve nefes darhigi idi.

Sonug: Ates ve Okslrik gibi semptomlarin varliginda; Genel cerrahi klinigindeki
hastalarin ayirici tanisinda covid-19 dustintlmelidir.

Anahtar Kelimeler: Covid-19, tani, genel cerrahi, malignite, pandemi.

Abstract

Background and Aims: The first case reported as coronavirus (covid-19) in
Turkey occurred on 11 March 2020. A variety of difficulties were confronted in
treating hospitalized patients in general surgery clinic during this delicate
coronavirus pandemia. An influential organization must be executed to
continue the treatments of these patients in view of ambiguity and rapid
change in the course of a new pandemia. It was aimed to report the
management of our surgery clinic and course of action to be followed by
examining the data of hospitalized patients in our surgery clinic during the
pandemia in this study.

Material and Methods: The files of the patients who were hospitalized in the
general surgery clinic of our 1100-bed university hospital (a tertiary referral
oncology center) between 10 March 2020 and 30 March 2020 were analyzed

retrospectively. 18 patients infected with covid-19 were detected.
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Results: The first rRT-PCR tests of 14 patients (77.8%) were
identified as positive. Thoracic computerized tomography of
all patients was taken. The findings of thoracic computerized
tomography of 16 patients (88,9%) were followed as
compatible with covid-19 involvement The most commonly
seen symptom was fever together dyspnea in patients.
Conclusion: In the presence of symptoms such as fever and
cough; covid-19 should be considered in the differential
diagnosis of patients in the general surgery clinic.

Keywords: Covid-19, diagnosis, general surgery, malignancy,

pandemic.

Introduction

Coronaviruses (CoV'’s), a large family of single-stranded RNA,
can lead to respiratory, gastrointestinal, hepatic and
neurological diseases by infecting animals and humans (1).
Since December 2019, numerous cases with unexplained
pneumonia who had been exposed to marine products bazaar
were consecutively commenced to be informed in some
hospitals of Wuhan city in the Hubei state of China. It was
verified that it was an acute respiratory tract infection caused
by a new coronavirus type. To date, this disease has been
spread promptly from Wuhan to other regions of the country
and 66 countries (2).

Initially, this coronavirus was temporarily called as 2019-new
coronavirus (2019-nCoV). Thereafter, it was renamed as a
severe acute respiratory syndrome coronavirus 2 (SARS-CoV-
2) by International Committee on Taxonomy of Viruses (ICTV).
Subsequently, World Health Organization (WHO) declared
that it named the disease resulting from SARS-CoV-2 as a
coronavirus disease-2019 (covid-19) (3,4). On 30 January 2020,
WHO publicized that covid-19 is an “international alarming
public health emergency situation” (5).

The first case reported as covid-19 in Turkey occurred on 11
March 2020. A variety of difficulties were confronted in
treating complicated hospitalized patients with cancer in
general surgery clinic during this delicate coronavirus
pandemia. An influential organization must be executed to
continue the treatments of these patients in view of ambiguity

and rapid change in the course of a new pandemia.

Genel Cerrahi Kliniginin Coronaviriis Tanisi Kesinlesen veya Siipheli Bulunan Yatan

Hastalarda Yénetimi

2 weeks after the first coronavirus case had been reported in
Turkey, a total of 2433 cases were determined and 59 deaths took
place on March 25, 2020. It was aimed to report the management of
our surgery clinic and course of action to be followed by examining
the data of hospitalized patients in our surgery clinic during the

pandemia in this study.

Materials and Methods

The files of the patients who were hospitalized in the general
surgery clinic of our 1100-bed university hospital (a tertiary referral
oncology center) between 10 March 2020 and 30 March 2020 were
analyzed retrospectively.18 patients infected with covid-19 were
detected. Data of the patients such as demographical
characteristics, clinical courses, real time PCR tests for SARS-CoV-2,
thoracic computerized tomography results reported by experienced
radiologists of our hospital, mortality and morbidity rates were
recorded. The study was carried out in accordance with the
principles of the Helsinki Declaration. Ethics committee approval
was received for this study from the Clinical Trials Ethics Committee

of our University School of Medicine (2020/GOKAE/0276).

Results

The first rRT-PCR tests of 14 patients (77.8%) were identified as
positive. Thoracic computerized tomography of all patients was
taken. The findings of thoracic computerized tomography of 16
patients (88,9%) were followed as compatible with covid-19
involvement. The rRT-PCR test results of 2 patients whose thoracic
computerized tomography findings had been reported as normal
were found as SARS-CoV-2 positive. The patients had at least one of
symptoms such as fever, cough, shortness of breath. 11 out of 18
patients were in the post-operative period. 7 patients of ours,
however, were treated with medical therapy. After our hospital had
been announced as pandemia hospital, general surgery polyclinics
and operations were promptly restricted. The treaments of existing
patients were continued. In additon, the treatments of patients
transferred to intensive care units (ICU) and pandemia units were
continued as daily consultations.

Fever, being most commonly determined symptom in patients,
identified in 13 patients (72.2 %). Cough was seen in 8 (44.4%) and
dyspnea was observed in 7 (38.8%) patients. The most commonly

seen symptom was fever together dyspnea in patients (Table 1).
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Table 1: Symptoms of patients

n %

Fever and dyspnea 5 27.8
Fever and cough 4 22.2
Fever 3 16.7
Cough 3 16.7
Dyspnea 2 11.1
Fever, cough and myalgia 1 5.6

Total 18 100

The onset of symptoms of patients in the postoperative
period was between 1 and 6 days after operation. The
time of onset of symptoms for patients receiving medical
therapy ranged from 3 to 7 days of hospitalization.

Of the patients, 10 (55.6%) were male, 8 (44.4%) were
female. The average age of patients was 59.77+14,6. The
oldest patient was 92 and the youngest patient was 39.
Chemotherapy and radiotherapy histories were present in
7 (38.9%) patients. 1 (5.6%) patient only had
chemotherapy history. 14 out of 18 patients were
hospitalized due to malignant diseases and 4 patients

owing to benign diseases (Table 2).

Table 2: Diagnosis of patients.

n %
Cervix cancer 3 16.6
Esophageal cancer 3 16.6
Pancreatic cancer 3 16.6
Colon cancer 2 11.1
Gastrointestinal bleeding 2 111
Breast cancer 1 5.6
Liposarcoma 1 5.6
Gastric cancer 1 5.6
Pancreatitis 1 5.6
Perforation 1 5.6
Total 18 100

Covid-19 PCR test was determined as positive in 11
patients followed-up because of malignancy. The test was
established as positive in 3 patients being under the
observation for non malignency diseases . Hypertension
(3), diabetes (2) and cardiovascular disease (2 ) were the

most common comorbidities (Table 3).

Arif ATAY et al.

Table 3: The characteristics of patients.

Characteristic n=18 %
Treatment
Surgery 11 61.1
Medical 7 38.9
Comorbidity
Hypertension 3 16,8
Cardiac 2 11.1
Diabetes 2 11.1
Malignancy
Yes 14 77.8
No 4 22.2
Age
<40 1 5.6
40-50 5 27.8
50-65 7 38.8
>65 5 27.8
Sex
Male 10 55.6
Female 8 44.4
ICU
Yes 8 44.4
No 10 55.6
Exitus
Yes 6 333
No 12 66.7
ICU: intensive care unit

11 (61.1%) patients had been operated when they were hospitalized.
7 (38.9%) patients were followed up with medical treatment (Table
3). Medical treatment was applied to 2 patients due to their
gastrointestinal bleeding, 1 patient owing to necrotizing pancreatitis,
1 patient with pancreas cancer due to abdominal pain. 1 patient was
in pre-operative period owing to pancreas cancer and 2 were waiting
for their feeding gastrostomy to be opened. Increased FDG
involvement compatible with covid-19 was identified in the lungs of
the patient with pancreas cancer when PET/CT was taken for pre-
operative scanning purposes. While the operations of patients in the
pre-operative period were put off, their medical treatments were

continued in the pandemia services that they had been transferred.
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10 (55.6%) patients were transferred to covid-19 service,
remaining 8 (44.4%) were continued to receive treatment by
delivering them to ICU. Patients were admitted to ICU because
of the progression of organ dysfunction or the need for
mechanical ventilation. Over an acute respiratory arrest of a
patient who had been transferred and treated in ICU, the
patient was intubated in general surgery clinic. 6 patients that
had been transported to ICU were died (Table 3). 5 out of 6
patients in this group were followed up owing to malignant

causes. The other patient was followed due to gastrointestinal

bleeding and 92 years old.

Discussion

Symptoms related to upper respiratory system were seen in
most patients infected with covid-19. Fever, dry cough,
weakness are the initial commonly seen symptoms. Symptoms
such as increased sputum, headache, hemoptysis, diarrhea,
dyspnea can emerge in the forthcoming days of the disease (6).
In general surgery clinics, the immunity systems of patients can
be reduced with the effect of anesthesia particularly in post
operative period. Atelectasis, pulmonary infections, fistulas,
intra-abdominal and wound infections can lead to fever in
patients with malignancy. Although the so-called virus reveals
infection, similar findings such as fever, leukocytosis will also
arise (7). In high-risk, post-operative patients particularly,
health care providers should pay attention to differential
diagnosis of covid-19. In recent studies, thoracic computerized
tomography has been implied to play a key role in the initial
diagnosis of covid-19 pneumonia (8-9). In addition, similar
symptoms of covid-19 patients and those in post-operative
period will be beneficial in the differential diagnosis. When CT
results of 16 patients were compatible with covid-19
pneumonia, early diagnoses of patients facilitated.

In a recently published study, it was determined that the
cancer patients infected with covid-19 needed to be
transported to ICU and applied mechanical ventilator 3,5 times
more compared to normal population. In addition, cancer
patients were shown to have higher risk of contracting covid-19
infection and death rate and develop infection faster compared

to those of normal population (10). 83.3% of our patients

progressed with mortality had cancer.

Genel Cerrahi Kliniginin Coronaviriis Tanisi Kesinlesen veya Siipheli Bulunan Yatan

Hastalarda Yénetimi

Polyclinic services, interventional and surgical procedures must
be reorganized during pandemics. Endoscopic procedures are
admitted to be hazardous procedures with respect to covid-19
transmission. The short distance between patients and health
care providers during the procedure increases the transmission
of the disease from asymptomatic patients in particular with
aerosolization of liquids in their digestive system and aspiration
(11). Upon the announcement of national outbreak by Italy on
11 March 2020, all elective endoscopy procedures were
recommended to be delayed by Italian Society of Digestive
Endoscopy (SIED) (12). When our hospital was proclaimed to
be a pandemia hospital, elective endoscopic procedures were
delayed. Due to gastrointestinal system bleeding, medical
treatments of our followed-up patients were proceeded. In
need of endoscopic procedures by covid-19 or highly suspected
patients, they must be performed with the transportation of
patients together with personal protective equipment and
under necessary precautions in the endoscopy unit. In a study
carried out by Ong et al. SARS-Cov-2 was reported to be
determined in shoes used at endoscopy unit (13). When
required, provision of disposable uniforms and shoes is
important in the protection of health care providers and to
keep disease under control.

A recent study showed that elective surgeries during the
incubation period of covid-19 infection has a high mortality
(14). Elective operations were put off in our hospital as it was
the same in endoscopic and interventional procedures.
Nonetheless, treatment plans of cancer patients and those
requiring emergent surgery must be reorganized after they are
overviewed again.

All cancer patients will have a higher risk as a susceptible
population under covid-19 pandemia. Furthermore, there will
be disruptions in the treatment periods of these patients.
Elective surgical needs must be delayed to be dealt with under
appropriate conditions due to these pandemias. Moreover,
malignant surgeries in accordance with the characteristics of
tumour can be considered to be put off given the probable ICU
need. Neoadjuvant or medical treatment options can be
planned. The surgical preparation periods of malignant patients
that must be operated will be more favorable to be planned as

bedside consultation in this term.
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It will be more appropriate that these patients should be
regarded as covid-19 positive in terms of their transmission
control. Our patient with pancreatic cancer had no symptom
other than light cough. Increased 18F FDG uptake was
determined in the lungs of this patient after PET/CT had been
taken for scanning purposes in pre-operative preparation term.
Covid-19 involvement was verified as a consequence of thorax
CT.

However, a distinctive strategy different from other patients in
accordance with preventing epidemics and disease control
politics during a pandemia must be developed in patients with
advanced esophageal tumours whose oral feeding ceased and
with an urgent condition such as life threatening perforation that
is required to be intervened. The tests relative to covid-19 must
be performed to patients immediately. While the results are
awaited, precautions must be taken as if these patients are
considered to be covid-19 positive. Health care providers and
other patients must be protected in the course of the treatment
of these patients. The principal measures to be taken for patient
rooms, operating rooms, ICU and surgical equipment must not
be ignored.

Logistic planning is required for the sake of protecting hospital
personnel during the transportation of the patients most likely
infected from clinic to ICU. Before contacting with the patient,
health providers must pay attention to their personal protective
equipment in full. Notably mask, overall, face protection shelter,

goggles, bone gloves must be used.

Arif ATAY et al.

Elevators and transfer passage to be used during this term should
be prepared by hospital administration accompanied by security.
Owing to increased consumption caused by deficits, taking
protective measures becomes difficult during pandemias. Creative
solutions must be developed to protect health care personnel and
other patients including: to use hand disinfectant in patient
rooms, restrict the number of team members entering the patient
rooms and reduce nursing procedures requiring personal
protective equipment.

Isolation for patients who will be hospitalized in general surgery
service due to malignancy during pandemia must be noticed. In
the presence of symptoms such as fever, cough; covid-19 must be
particularly taken into consideration in the post-operative
patients. Essential tests must be performed for diagnosis. In the
majority of our cases (88.9%), thorax tomography had given
typical image for covid-19 pulmonary findings. While
oropharyngeal swab and sputum give slower results for rRT-PCR
test SARS-CoV-2, rapid thorax tomography will be directive in the
early diagnosis of covid-19. Thus, patient isolation will be ensured
in the protection of other patients and hospital personnel in the

early period.
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Examination of Oncological Results of Laparoscopic and Open Surgical

Method in Rectosigmoid Tumors

Rektosigmoid Tiimérlerde Laparoskopik ve Agik Cerrahi Yéntemin

Onkolojik Sonuglarinin incelenmesi

Oz
Amag: Kolorektal kanser cerrahisinde minimal invaziv teknik kullanimi oldukga
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Materials and Method: Patients who were operated for rectosigmoid tumor in
a single center between 2015-2019 were included in the study by scanning
their files.Laparoscopic and open surgery cases were divided into two groups.
The method of surgery, the size of the tumor removed, the number of lymph
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Gelis Tarihi: 27/01/2021 complications if developed and recurrences were recorded.
Kabul Tarihi:01/03/2021

91



Examination of Oncological Results of Laparoscopic and Open Surgical Method in
Rectosigmoid Tumors

Results: A total of 71 patients were included in the study and 28
(39.4%) were operated by laparoscopic and 43 (60.6%) were
operated by open method. The follow-up period was 14.7 + 9.23
months for the open operated and 19.46 + 9.41 months for the
ones operated with laparoscopic method (p = 0.04). When
looking at the removed lymph node numbers, while it is 14.21 +
3.55 in the laparoscopic group, 17.23 + 4.46 in the open surgery
group. (p = 0.001). While recurrence was observed in 7 (16.2%)
of 43 cases in the open surgery group, recurrence was observed
in 2 (7.6%) of 28 cases in the laparoscopic group (p = 0.008).
Conclusion: We believe that laparoscopic method gives similar
results with the oncologically open method and can be used
safely in the surgery of rectosigmoid region tumors by
laparoscopy experienced surgical teams.

Keywords: Laparoscopic surgery, open surgery, oncologic
outcomes

Introduction

Rectosigmoid region cancer is a common type of cancer
worldwide and is observed 2 or 3 times more frequently in men
than in women(1). Although minimal invasive techniques and
laparoscopic methods were first reported in 1991, nowadays,
they have become a frequently used and popular method in the
surgical treatment of colorectal cancer(2). The short-term results
are presented in the literature showing laparoscopic surgical
procedure have many advantages over open surgery method
such as quality of life, length of hospital stay, return to daily
oncological

work and cosmetic advantages(3-5). However,

principles, careful performing of tumor, mesorectum and
mesocolic excision are the one of the most important principles
and there are very few publications about laparoscopic and open
surgery that can show their supremacy against each other by
comparing them(6). The aim of this study was to compare the
oncological effects of laparoscopic and open surgical methods in
rectosigmoid region tumors and to share our experience with
the literature.

Materials and Methods

Patients who were operated for rectosigmoid tumor in a single
center between 2015-2019 were included in the study by
scanning their files.Laparoscopic and open surgery cases were
divided into two groups. The cases that started laparoscopic then
transitioned to open surgery were excluded from the study. The
cases which were not malignant in pathology result and which

were performed urgently were excluded from the study.

Rektosigmoid Tiimdrlerde Laparoskopik ve Acik Cerrahi Yéntemin Onkolojik
Sonuclarinin incelenmesi

In addition to demographic data, the method of surgery, the size of
the tumor removed, the number of lymph nodes removed, the
patient's follow-up period, the stage of TNM (tumor, node,
metastasis), complications if developed, recurrence and metastasis
were recorded and the two groups were compared statistically.

Permission was taken fromLocal Ethics Committee for this

study(Date: ~ 27/09/2019, Ethics No: 59387).The study was
conducted in accordance with the principles of the Declaration of
Helsinki.

Statistical Analysis

SPSS 25 (IBM Corp. in the review of data Released 2017. IBM SPSS
Statisticsfor Windows, Version 25.0. Armonk, NY: IBM Corp.)
statistical package program was used to evaluate the data. Variables
were expressed using mean * standard deviation, percentage and
frequency values. The variables were evaluated after checking the
prerequisites for normality, homogeneity of variance (ShapiroWilk
and Levene Test). While performing the data analysis, for
comparison of two groups Independent 2 groups t test (Student's t
test) was used and Mann Whitney-U test was used when the
prerequisites cannot be provided. Categorical data were analyzed
by Fisher's Exact test and Chi-Square test.In cases where the
expected frequencies are less than 20%, the evaluation was
performed with "Monte Carlo Simulation method" because these
frequencies must be included in the analysis. p<0.05 and p=0.01
values were accepted as the significance level of the tests.

Results

A total of 71 patients were included in the study and 40 (56.3%)
were male and 31 (43.7%) were female. While 28 (39.4%) of the
cases were operated by laparoscopic method, 43 (60.6%) were
operated by open surgery method. The mean age of those who
underwent laparoscopic surgery was 67.14+11.97 years, while the
mean age of open operated patients was 63.72+11.46 years. The
mean follow-up period was 14.7+9.23 months for the open
operated and 19.4619.41 months for the ones operated with
laparoscopic method (p=0.04). The tumor size was 3.69+1.39 cm in
the open surgery group and 2.96+1.58 cm in the laparoscopic
group(p=0.04). When looking at the removed lymph node numbers,
while it is 14.2143.55 in the laparoscopic group, 17.23+4.46 lymph
nodes were removed in the open surgery group (p=0.001). While
the mean length of hospital stay was 5.51+1.83 days in the open
surgery group, 7.32+4.5 days in the laparoscopic group (p=0.049)

(Table 1).
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Table 2. Stage, complication and recurrence

Table 1: Oncological data and watch times

Laparoscopic | Open

[}

n=28 n=43
Age 67.14+11.97 |63.72+11.46 |0.230
Watch Time (month) 19.46+9.41 14.7+9.23 0.040
Tumor size (cm) 2.96+1.58 3.69+1.39 0.040
Lymphnode 14.21+3.55 17.23+4.46 0.001
Hospitalization (day) 7.32+4.5 5.51+1.83 0.049
n: number of patients

In the study, no statistically significant difference
was found between laparoscopic and open surgery
group in TNM classification and staging. Also, no
statistically significant difference was observed in
complications developed in both groups' surgeries.
While recurrence was observed in 7 (16.2%) of 43
cases in the open surgery group, recurrence was
observed in 2 (7.6%) of 28 cases in the laparoscopic

group (p=0.008) (Table 2).

. Total P
Laparoscopic |Open
N 14 26 40
Male
% 35.0% 65.0% 100.0%
Gender 0.385
N 14 17 31
Female
% 45.2% 54.8% 100.0%
N 10 12 22
Rectum
% 45.5% 54.5% 100.0%
Local 0.487
n 18 31 49
Sigmoid
% 36.7% 63.3% 100.0%
n 8 10 18
1
% 44.4% 55.6% 100.0%
n 12 11 23
2
% 52.2% 47.8% 100.0%
T 0.253
n 6 14 20
3
% 30.0% 70.0% 100.0%
n 2 8 10
4
% 20.0% 80.0% 100.0%
n 17 26 43
0
% 39.5% 60.5% 100.0%
n 8 10 18
N 1 0.755
% 44.4% 55.6% 100.0%
n 3 7 10
2
% 30.0% 70.0% 100.0%
n 11 14 25
1
% 44.0% 56.0% 100.0%
n 6 12 18
Stage 2 0.779
% 33.3% 66.7% 100.0%
n 11 17 28
3
% 39.3% 60.7% 100.0%
n 23 33 56
No
% 41.1% 58.9% 100.0%
Complication 0.586
n 5 10 15
Yes
% 33.3% 66.7% 100.0%
n 26 36 62
No
% 41.9% 58.1% 100.0%
Recurrence 0.008**
n 2 7 9
Yes
% 22.2% 77.8% 100.0%
n 28 43 71
Total
% 39.4% 60.6% 100.0%

n: number of patients, T: Primary Tumor, N: Regional lymph nodes,
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Discussion

Colorectal cancers are the third most common type of cancers in
the world and their incidence is increasing every year(7). The
definitive treatment of colorectal cancer surgery is, as known,
surgery and the use of laparoscopic method is increasing
today(2). Although laparoscopic colectomy is accepted as an
effective treatment with good quality of life, there are few
studies and different assertions about whether or not
mesorectal excision can be performed safely by laparoscopic
method, especially in narrow areas such as pelvic reflection(8, 9).
In this study, we planned to investigate the oncological
outcomes of rectosigmoid region tumors and compared the
patient groups performed by the same surgical team. Most of
the studies in the literature are early stage studies and they
report positive results of laparoscopic surgery on the quality of
life(5). In their study, Nishikawa et al. (10) said there was no
significant difference between the oncologic results in
laparoscopic and open colorectal surgical procedures, but there
was a possibility of open surgical region dissection in the pelvic
region, especially in rectal cancer surgery. A large scale Japanese
randomized controlled trial reported that the effect of
laparoscopic resection on survival in N2 and T4 tumors yielded
poor outcomes compared to open surgery(11). In our study, no
statistically significant difference was found between the two
groups in N2 and T4 tumors, whereas the recurrence rates were
determined to be lower in the laparoscopic group than in the
open surgery group. While T4 tumor is a relatively
contraindication for laparoscopy, we think that this may be due
to which surgical method is more conveniently performed by the
surgical team, the conditions of the adjuvant treatment of the
postoperative patients(12).

Complete mesocolic action and central vascular ligation have
become a standard routine in colorectal surgery in terms of
oncological principles(13,14). Kim et al. (15) performed a
complete mesocolic excision on patients with colon cancer
followed for an average of 36 months, while more lymph nodes
were removed in the open group, no significant difference was
found between the 2 groups between 3-year surveys and
recurrences. In our study, similar to this study, more lymph

nodes were removed in the open surgery group.

Rektosigmoid Tiimdrlerde Laparoskopik ve Acik Cerrahi Yéntemin Onkolojik
Sonuclarinin incelenmesi

However, the recurrence rate was 16.2% in the open surgery
group, while the recurrence rate was 7.6% in the laparoscopic
group. We think that central vascular ligation cannot be
performed in laparoscopic cases better than in open surgery
cases without gaining more experience in laparoscopic cases and
that this method develops as the education curve increases. In
our study, although the recurrence rate in laparoscopic cases
seems to be lower than in open surgery cases, the study is
retrospective and we cannot fully trust this rate since

randomization cannot be achieved completely.

In conclusion, laparoscopic surgery has many advantages over
open surgery in terms of quality of life, length of hospital stay,
postoperative recovery and cosmetic. There are studies in
literature that show it provides safe oncologic results in
experienced hands since it can be provided comfortable
operation in the region above pelvic reflection and adequate
mesocolic dissection can be provided(16,17). However, since the
pelvic reflection is a narrow study site, it may be difficult to
perform central vascular ligation and adequate lymph node
dissection by laparoscopic method in tumors in this region.
There are few studies comparing the long-term oncologic
outcomes of these tumors with laparoscopic and open surgery
methods. We believe that laparoscopic method gives similar
results with the oncologic open surgery method and can be used
safely in the surgery of rectosigmoid region tumors by the
surgical teams experienced in laparoscopy. We recommend

performing prospective, randomized controlled studies.

Study Limitations

One of the biggest limitations of our study is that the study is a
retrospective study. Patients could not be randomized according
to their stages and patients who did not receive adjuvant
therapy in the postoperative period and the adjuvant treatment

protocols they received were not completely clear by file scan.

94



Erkan KARACAN ve Ark.

References

1.

10.

Lai SQ, Ju FH, Wang GQ. The clinical epidemiological
characteristics of 704 cases of colorectal cancer from 2004—
2008. China Cancer 2010;19:111-3.

Zhou XY, Zhang JL, Wang ZK. Comparative study of
laparoscopic and open surgery for colorectal cancer: Short-
term results. J Laparosc Surg 2016;17:199-203.

Van der Pas MH, Haglind E, Cuesta MA, et al. Colorectal
cancer Laparoscopic or Open Resection [I(COLOR II) Study
Group. Laparoscopic versus open surgery for rectal cancer
(COLOR 11): short-term outcomes of a randomised, phase 3
trial. Lancet Oncol 2013;14:210-8.

Kang SB, Park JW, Jeong SY, et al. Open versus laparoscopic
surgery for mid or low rectal cancer after
neoadjuvantchemoradiotherapy (COREAN trial): short-term
outcomes of an open-label randomised controlled
trial. Lancet Oncol 2010;11:637-45

Yilmaz EM, Carti EB, Kandemir A. Our experience of
laparoscopic colorectal surgery: short term outcomes. Turk J
Colorectal Dis 2016;26:108-12

Heald RJ, Ryall RD. Recurrence and survival after total
mesorectal excision for rectal cancer. Lancet 1986;1:1479—
82

Ding Z, Wang Z, Huang S,Zhong S, Lin S.Comparison of
laparoscopic vs. opensurgeryforrectalcancer.MolClinOncol.
2017;6:170-6

Dural AC, Keskin M, Balik E, et al.The role of thelaparoscopy
on circumferentialresectionmarginpositivity in
patientswithrectalcancer: Long-termoutcomes at a
singlehigh-

volumeinstitution. SurglaparoscEndoscPercutanTech 2015;
25:129-37

Lujan J, Valero G, Hernandez Q, Sanchez A, Frutos MD,
Parrilla P.
Randomizedclinicaltrialcomparinglaparoscopicandopensurg
ery in patientswithrectalcancer. Br J Surg. 2009;96:982—9.
doi: 10.1002/bjs.6662

Nishikawa T, Nozawa H, Kawai K, et al.Shortand longterm
outcomes of minimally invasive versus open multivisceral
resectionfor locally advanced
colorectal cancer.DisColon Rectum. 2019;62:40-6.

11.

12.

13.

Erkan KARACAN et al.

Kitano S, Inomata M, Mizusawa J, et al
Survivaloutcomesfollowinglaparoscopicversusopen D3
dissectionforstage Il or Il coloncancer (JCOG0404): a phase 3,
randomisedcontrolledtrial.  LancetGastroenterol Hepatol
2017;2:261-8.

Schwander O, Thomas H,Schiedeck K, Bruch HP. Advanced-
age
indicationorcontraindicationforlaparoscopiccolorectalsurgery
?Diseases of theColon&Rectum1999; 42: 35662

Negoi l, Hostiuc S, Negoi

14.

15.

RI, BeuranM.Laparoscopic vs open complete mesocolic excisi
on withcentralvascularligationforcoloncancer: A
systematicreviewand meta-analysis.World J
GastrointestOncol2017; 9:475-91.

West NP, Kobayashi H, Takahashi K, et al
Understandingoptimalcoloniccancersurgery: comparison of
Japanese D3
resectionandEuropeancompletemesocolicexcisionwithcentral
vascularligation. J Clin Oncol 2012;30:1763-9

Kim 1Y, Kim BR, Choi EH, Kim YW.Short-

16.

17.

termandoncologicoutcomes

of laparoscopic and open complete mesocolic excision andce
ntralligation.Int J Surg. 2016 ;27:151-7

Cirocchi R, Cesare Campanile F, Di Saverio S,et
al.Laparoscopicversus open colectomy forobstructing right co
loncancer: A systematicreviewand meta-analysis.J
ViscSurg. 2017 ;154:387-99.

Zhou S, Zhu H, Li_Z Ying X, Xu M.Safety of
laparoscopicresectionforcolorectalcancer in
patientswithlivercirrhosis: A retrospectivecohortstudy.Int J
Surg 2018;55:110-6.

95


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5351748/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nishikawa T[Author]&cauthor=true&cauthor_uid=30451746
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nishikawa T[Author]&cauthor=true&cauthor_uid=30451746
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nishikawa T[Author]&cauthor=true&cauthor_uid=30451746
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nozawa H[Author]&cauthor=true&cauthor_uid=30451746
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nozawa H[Author]&cauthor=true&cauthor_uid=30451746
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nozawa H[Author]&cauthor=true&cauthor_uid=30451746
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kawai K[Author]&cauthor=true&cauthor_uid=30451746
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kawai K[Author]&cauthor=true&cauthor_uid=30451746
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kawai K[Author]&cauthor=true&cauthor_uid=30451746
https://www.ncbi.nlm.nih.gov/pubmed/30451746
https://www.ncbi.nlm.nih.gov/pubmed/30451746
https://www.ncbi.nlm.nih.gov/pubmed/30451746
https://www.ncbi.nlm.nih.gov/pubmed/30451746
https://link.springer.com/journal/10350
https://link.springer.com/journal/10350
https://link.springer.com/journal/10350
https://link.springer.com/journal/10350
https://link.springer.com/journal/10350
https://link.springer.com/journal/10350
https://www.ncbi.nlm.nih.gov/pubmed/?term=Negoi I[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Negoi I[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Negoi I[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Negoi I[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Negoi I[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Negoi I[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hostiuc S[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hostiuc S[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hostiuc S[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Negoi RI[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Negoi RI[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Negoi RI[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Beuran M[Author]&cauthor=true&cauthor_uid=29290918
https://www.ncbi.nlm.nih.gov/pubmed/29290918
https://www.ncbi.nlm.nih.gov/pubmed/29290918
https://www.ncbi.nlm.nih.gov/pubmed/29290918
https://www.ncbi.nlm.nih.gov/pubmed/29290918
https://www.ncbi.nlm.nih.gov/pubmed/29290918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kim IY[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kim IY[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kim IY[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kim IY[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kim IY[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kim IY[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kim BR[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kim BR[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kim BR[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Choi EH[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Choi EH[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Choi EH[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kim YW[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kim YW[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kim YW[Author]&cauthor=true&cauthor_uid=26850326
https://www.ncbi.nlm.nih.gov/pubmed/26850326
https://www.ncbi.nlm.nih.gov/pubmed/26850326
https://www.ncbi.nlm.nih.gov/pubmed/26850326
https://www.ncbi.nlm.nih.gov/pubmed/26850326
https://www.ncbi.nlm.nih.gov/pubmed/26850326
https://www.ncbi.nlm.nih.gov/pubmed/26850326
https://www.ncbi.nlm.nih.gov/pubmed/29113714
https://www.ncbi.nlm.nih.gov/pubmed/29113714
https://www.ncbi.nlm.nih.gov/pubmed/29113714
https://www.ncbi.nlm.nih.gov/pubmed/29113714
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhou S[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhou S[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhou S[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhou S[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhou S[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhou S[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhu H[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhu H[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhu H[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Li Z[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Li Z[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Li Z[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ying X[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ying X[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ying X[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Xu M[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Xu M[Author]&cauthor=true&cauthor_uid=29842931
https://www.ncbi.nlm.nih.gov/pubmed/?term=Xu M[Author]&cauthor=true&cauthor_uid=29842931

KLINIK CALISMA / CLINICAL TRIAL

Ege Klin Tip Derg 2021;59 (1):96-100

Haluk TUMER*0000 0002 0383 3353
Merih ALTIOK **0000 0002 1840 7947

*Seyhan Goverment Hospital, Department of
General Surgery, Istanbul, Turkey
**Cukurova University, Faculty of Medicine,

Department of Surgical Oncology, Adana, Turkey

Yazisma Adresi: Merih ALTIOK

Cukurova University Faculty of Medicine Department
of Surgical Oncology

ADANA/TURKEY

E mail: merihaltiok@gmail.com

Gelis Tarihi: 27/01/2021
Kabul Tarihi:01/03/2021

Enterobius Vermicularis in the Etiopathogenesis of Acute Appendicitis

Enterebius Vermikularisin Akut Apandisit Etiyopatogenezindeki Yeri

Oz

Amag: Akut apandisit en sik akut cerrahi batin nedenidir. Akut apandisit ayirici
tanisinda meckel divertikilli, gastroenterit ve ektopik gebelik dahil birgok
hastalik bulunmaktadir. Enterobius vermikilaris (EV) nematod grubu bir
parazittir. insan bilinen tek dogal konakgidir. Tim diinyada insanlarda en sik
karsilagilan ve semptom veren parazittir. EV apendektomi spesmenlerinde
nadir de olsa karsilagilmaktadir. Akut apandisit etiyo patogenezinde EV roliiniin
degerlendirilmesini amagladik.

Gereg¢ ve yontem: 2010 ocak-2020 eyliil tarihleri arasinda klinigimizde akut
apandisit nedeni ile ameliyat edilen hastalarin dosyalari elektronik ortamda
retrospektif olarak incelendi. Apendiks limeninde EV tespit edilen hastalar
calismaya dahil edildi.

Bulgular: Akut apandisit nedeni ile ameliyat edilen 4767 hastanin verilerine
ulasildi.  Patolojik inceleme sonucunda 13 hastada apendiks limeninde EV
tespit edildi. Demografik bilgiler; ortalama yas 32,3 (£7.95)yil, 9 hasta kadin, 4
hasta erkek, 10 hasta agik cerrahi, 3 hasta laparoskopik cerrahi ile ameliyat
edildigi tespit edildi.

Sonug: Akut apandisit ayirici tanisinda EV diistintlmelidir. Akut apandisit ile EV
birlikteliginde ek gorintiileme yontemleri ve alvarado skorlama sistemleri ile
tani desteklenmelidir. Elde edilecek bilgiler ile medikal olarak tedavi
edilebilecek hastalara gereksiz cerrahi uygulamalarin 6niine gegilebilir. EV akut
apandisit nedeni olabilecegi unutulmamalidir.

Anahtar Kelimeler: Akut apandisit, Alvarado skorlama sistemi, Enterbius

vermikdlaris,

Abstract

Objective: Acute appendicitis is the most common cause of acute surgical
abdomen. In the differential diagnosis of acute appendicitis, the reare many
diseases including meckel diverticulum, gastoenteritis and ectopic pregnancy.
Enterobiusvermicularis (EV) is a parasite of thenematodegroup. Human is the
only known natural host. It is the most common and symptomatic parasite in
humans allover the world. It is rarely encountered in EV appendectomy
specimens. We aimed to evaluate the role of EV in the etiopathogenesis of

acute appendicitis.
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Material and Method: The files of patients who were operated
for acute appendicitis in our clinic between January 2010 and
September 2020 were retrospectively analyzed electronically.
Patients with EV in the lumen of the appendix were included in
the study

Results: The data of 4767 patients who were operated for acute
appendicitis were accessed. As a result of the pathological
examination, EV was detected in the lumen of the appendix in 13
patients. Demographic information; The average age was 32,3
(sd+/- 7.95)years, 9 patients were female, 4 patients were male,
10 patients were open surgery, 3 patients were operated by
laparoscopic surgery.

Conclusion: EV should be considered in the differential diagnosis
of acute appendicitis. Diagnosis should be supported with
additional imaging methods and alvarado scoring systems in
association with acute appendicitis. With the information to be
obtained, unnecessary surgical procedures can be avoided for
patients who can be treated medically. It should be kept in mind
that EV can cause acute appendicitis.

Keywords: Acute appendicitis, Alvarado

scoring system,

Enterbius vermicularis

Girig

Akut apandisit en sik akut cerrahi batin nedenidir.  Akut

apandisit etiyopatyogenezinden apandiks duvarindaki

enflamasyona sekonder Iliminal obtriksyon veya limenin

fekaloid ve lenf nodu hiperplazisi ile tikanmasi  sorumlu

tutulmaktadir(1,2). Akut apandisit ayirici tanisinda meckel
divertiklli, gastoenterit, Grolithiasis, Griner sistem enfeksiyonu,
pelvik inflamatuvar hastaliklar ve ektopik gebelik dahil birgok
hastalik bulunmaktadir. Dogru apandisit tani oranlarini arttirmak
ve gereksiz apendektomi oranlari azaltma amaci ile alvarado
puanlama sistemi gelistirilmistir. Puanlama sisteminde klinik
bulgular, anamnez ve laboratuvar bulgularina  gore
degerlendirme yapilmaktir. Elde edilen skora gére algoritmada
farkli 6nerilerde bulunulmaktadir. Enterobius vermikularis (EV)
nematod grubu bir parazittir. Insan bilinen tek dogal
konakgidir(2,3). Tum dinyada insanlarda en sik karsilasilan ve
semptom veren parazittir(3,4).Parazit, yumurtasi ile enfekte

gidalarin yenmesi ve sularin igilmesi ile bulasmaktadir.

Enterebius Vermikularisin Akut Apandisit Etiyopatogenezindeki Yeri

Yumurtalar mide de gatlar ve olgulasma sireci gastrointestinal
sistemde(GIS) tamamlanir. Cekuma ulastiklarinda yaklasik boylari 1
cm civarindadir(2). Yasam siklusunda yumurtadan olgun parazit
formuna donlsim yaklasik 2-4 hafta strmektedir(5). Olgun

parazitlerin esas yasam alani ¢ekumdur. Buradaki ¢iftlesme
sonrasinda disi EV siklikla geceleri yumurtlamak igin anal bolgeye
goc eder. Genellikle asemtomatik olmakla birlikte bulgu veren
vakalarda klasik sikayet geceleri olan anal kasintidir. Enfekte
kisilerde istahsizlik, bulanti, karin agrisi, kilo kaybi ve gece agizdan
salya akmasi olabilecek diger belirtilerdir. Apendektomi
spesmeninde EV tespit edilmesi nadir bir bulgudur. Spesmende
tespit edilen EV’in apandisit etiyopatogenezinde roli tartismalidir.
Tim diinyada ortalama %4 civarinda apendektomi spesmeninde EV
tespit edilmektedir(6,7). EV’'in akut apandisite neden oldugunu
bildiren yayinlar oldugu gibi insidental saptanip etiyopatogenezde
etkili olmadigini bildiren galismalarda bulunmaktadir
(2,8,9,10,11).EV akut apandisite neden oldugunu savunan gorus
parazitin apendiks duvarinda gergek bir enflamasyona neden olup
sonrasinda limende tikanik ile siirecin gelistigini belirtmektedirler
(1,2,12). EV barsak duvarinda submukozal alana migrasyon ve buna
bagh gelisen graniilasyon dokusunun liminal tikanikhk yapmasi
iddia edilmektedir. Bir diger teori ise limenin EV ve yumurtalar ile
obsturiksiyonudur(13).  Karsit yayinlarda

goriisi  savunan

apendektomi sonrasinda limende EV tespit edilen vakalarin
%apendiks duvarinda higbir enflamasyon kaniti olmadigi ve parazitin
tesadifi saptandigi belirtilmektedir(14). Akut apandisit 6n tanisi ile
ameliyat edilen ve patoloji spesmeninde enterebius vermikdlaris
saptanan vakalarin klinik, laboratuvar, radyolojik ve patolojik
bulgulari degerlendirilip alvarado skalasi esliginde akut apandisit
nedeni olup olmadigi ile ilgili degerlendirme yapmayi amagladik.
Yoéntem

2010 ocak-2020 eylul tarihleri arasinda klinigimizde akut apandisit
nedeni ile ameliyat edilen hastalarin dosyalari elektronik ortamda
retrospektif olarak incelendi. Patolojik incelemede Apendiks
limeninde EV tespit edilen hastalar belirlendi. Bu hastalarda
demografik ozellikler, alvarado puanlari, laboratuvar parametreleri
ve histopatolojik bulgular degerlendirildi. Elde edilen verilerin
analizi SPSS 21 versiyonu kullanilarak yapildi.

Bulgular

Akut apandisit nedeni ile ameliyat edilen 4767 hastanin verilerine
ulasildi.  Patolojik inceleme sonucunda 13 hastada apendiks

liimeninde EV tespit edildi.(Resim 1)
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Tablo 2: Laboratuvar bulgusu/histopatolojik bulgu

Histopatoloji Apandisit Histopatoloji: Apandisit

uyumlu degil

Ortalama Ortalama
WBC 12.643(+3096) 14.176(+2057)
Eosinofil 348 (+285) 790(+668)

blo 3: Apendiks liiminal i¢erik ve tam dogrulugu

Resim 1: Apendiks limeninde ¢ok sayida enterbius

Histopatolojik Dogru Tam
vermikularis, Hematoksilen-eosin, x40 Dogru Tamh o
Hasta Sayisi
Demografik bilgiler; ortalama yas32,3(x7.95) yil, 9 hasta kadin, 4 izole EV 4 %80
hasta erkek idi.(Tablo1) Alvarado skalasinda 3 hasta (5-6) puan, 8 n=5
hasta (7-8) puan, 2 hastada (9-10) puan oldugu belirlendi. Wbc
ortalama degeri 12.996 (+3096) idi. Histopatolojik olarak apandisit EV ve Lenfoid 4
ile uyumlu olmayan 3 hastadan 1 tanesinde eosinofili (%7,69) Hiperplazi %80
goruldu. Diger iki hastada ve histopatolojik olarak apandisit ile s
uyumlu 10 hastada eosinofili tespit edilmedi.(Tablo2) 10 hasta
acik cerrahi, 3 hasta laparoskopik cerrahi ile ameliyat edildigi EVve Fekaloid 2
tespit edildi. Hastalarda laparoskopik cerrahiden agiga donus "3 760
olmadi. 1 hastada perforasyon izlendi. Apendiks ¢api ortalama
8.4mm(sd+/-1,85) idi. 3 hastanin (%23) histopatolojik
incelemelerine gore akut apandisit ile uyumlu olmadigi belirlendi. Tartisma
Akut apandisit ile uyumlu olan hastalarin % 38’de(5 hastada) Akut apandisit nedeni ile yapilan apendektomi genel cerrahi

lumende sadece EV, % 38’de (5 hastada) lenfoid hiperplazi ile EV, kliniklerinde en sik yapilan acil ameliyattir.insanlarin yaklasik % 6'sinin

%24 (3hastada) fekaloid ile EV vardi. Limende sadece EV olan
hastalarin histolojik olarak akut apandisit tani dogrulugu %80(4/5
hasta) idi. Akut apandisit ile uyumlu olmayan hastalarin Alvarado

puanlari 5-6 araliginda oldugu belirlendi.

Tablo 1: Demografik bilgiler ve klinikopatolojik ozellikler

Akut Apendisit etiyolojisi

Fekaloid ve 4739

S . 15
Lendoidhipreplazi 13
Malignite

EV

EV sikhg %0.272 (13/4767)
Kadin /Erkek oram 9/4
Ortalama Yas 32,3 (£7.95)
Apendiks ¢ap1 8,4 (+1,85)

Laparoskopik/ A¢ik cerrahi 3/10

Apendiks Liiminal i¢erik

izole EV 5(%38)
EV+Lenfoid hiperplazi 5(%38)
EV+ Fekaloid 3(%24)

yasamlari boyunca akut apandisit gecirecegi tahmin edilmektedir; bu
nedenle erken tani ve midahaleye yonelik ¢ok fazla gaba harcanmistir
(15,16). istahsizlik, bulanti, kusma,ates ve sag alt karin bolgesinde agri
klinik bulgulandir. Limende tikanmaya neden olan fekaloid, lenfoid
hiperplazi, meyve tohumlari ve nadiren parazitler inflamatuar sureci
baslatmaktadir(17).

Akut apandisitte ge¢ tani yiuksek morbidite ve bazen de mortalite ile
iliskilidir. Erken teshis ve acil cerrahi midahale, akut apandisitin basaril
bir sekilde yonetilmesinin en o6nemli adimidir. Bununla birlikte,
komplikasyonlardan kaginmak igin kolay cerrahi karari vermek ytksek
negatif apendektomi oranlarina yol acabilir(18,19). Tanida suphede
kalinan durumlarda klinik muayeneye ek olarak ultrason taramasi veya
bilgisayarli tomografi taramasi gibi tanisal gortintiileme yéntemlerinden
faydalaniimalidir. Literatiirde %20-40'a kadar negatif apendektomi orani
bildirilmistir. Bazi vyazarlar perforasyon ve sonucunda morbidite
mortaliteye karsi erken cerrahi midahale savunulmakta olup yaklasik %
15-20 negatif apendektomi oranlar kabul edilmektedir(20). Akut
apandisit teshisi igin birgok skorlama sistemi degerlendirilmistir, ancak
bunlarin ¢ogu karmasiktir ve acil durumlarda uygulanabilir degildir(21).
Alvarado skorlama sisteminin akut apandisit tanisini desteklemek igin
kolay, basit ve ucuz bir tani araci oldugu son galismalar tarafindan

gosterilmistir(21).
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EV yasam donglsu igin insan zorunlu konaktir. Oral yolla alinan
yumurtalar midede agilir. Terminal ileuma kadar olgunlasma sireci
tamamlanir. Erkek ve disi EV siklikla terminal ileumda giftlesirler. Disiler
ozelikle nokturnal ritimle parianal bolgeye yumurtalarini birakmak igin
hareket ederler(2,22). Ozellikle iiman bélgelerde olmakla birlikte tim
dlinyada insanda en sik gorilen parazittir(2,23).

Tim dinyada apendektomi spesmeninde EV tespit edilme oranlari %0,2-
41 arasinda verilmektedir. Yapilan bir metaanalizde bu oran %2,9
bulunmustur(6). Amerikada bu oran %2 den az iken Afrikada %8
civarinda bulunmusgtur. Calismamizda apendektomi spesmeni icerisinde
bu orani %0,27 olarak bulduk. Galismamizda literatiirde belirtilen
degerlerden ¢ok daha disik bir oranda EV bulunan spesmen
gozlemledik. Son yillarda tarama programlari, sanitasyon kosullarinda
diizelme, sosyoekonomik gelismislik diizeyi veya atlanan histopatolojik
degerlendirmeler bu oranda etkili olabilir.

ilhan ve arkadaslar ¢alismalarinda akut apandisit 6n tanisi ile ameliyat
edilen, apendiks limeninde EV tespit ettikleri hastalarin negatif
apendektomi oranini  %52,7(% 25-85,7) olarak belirtmislerdir(10).
Calismamizda 3 (%23) hastada histopatolojik incelemeye gore apendiks
normal olarak degerlendirilmistir. Bu hastalarin alvarado puanlari 5-6
bandinda idi. Histopatolojik olarak apandist ile uyumlu olan grupta 8
hasta 7-8 puan bandinda, 2 hasta 9-10 bandinda idi. Akut apandisit
nedeni ile tetkik edilen ve EV tespit edilen hastalarda alvarado
skorlamasindan faydalanilabilecegini gostermektedir.

Fleming ve arkadaslari akut apandisit agisindan siphede kalinan,
ameliyat oncesi EV tespit edilen hastalarda apendiks Iimeninin EV ve
neden oldugu enflamasyona bagl kolik vasifta agrisinin akut apandisitten
ayriminda l6kosit sayisinin normal olmasi, eosinofili varligi ve basvuru
aninda normal nétrofil sayisi ile ayrilabilecegini belirtiimektedir(24).
Calismamizda bu degerler incelendiginde negatif apendektomi yapilan 3
hastanin 2’sinde eosinofilinin olmadigi ve bu hastalarin 3’lin de l6kosit
yiksekligi oldugu gériilmistir. Ozellikle kadinlarda apendikste EV’e daha
sik rastlanmaktadir. Apandisit ayirici tanisi jinekopatolojiler nedeni ile
daha zor yapilmakta ve jinekopatolojik hastaliklarda I6kositoza neden
olabileceginden dolayr negatif apendektomi ayriminda yanhs
yorumlanabilecegi unutulmamalidir. Yine calismamizda histopatolojik
negatif ve pozitif apendektomili hastalarda Eosinofili sayisinda anlaml
bir ytikseklik belirlemedik.

EV’'in akut apandisit etiyolojisinde rolii oldugunu belirten yayinlarda
mukozada yarattigl inflamasyon, luminal tikaniklik ve neden oldugu lenf

nodu hiperplazisine dikkat ¢ekilmektedir.

Enterebius Vermikularisin Akut Apandisit Etiyopatogenezindeki Yeri

Hastalarimizin %38.4 ‘de (5 hasta) apendiks liimeninde fekaloid ve/veya
lenf nodu hiperplazisi tespit edilmemistir.

Limende sadece EV gozlenen bu 5 hastanin %80’inde histopatolojik
olarak akut apandisit ile uyumlu bulundu. Bu hastalarin Alvarado
skalasina gore ameliyat 6ncesi skorlari ortalama 7.75 idi. EV mukoza
icerisine migrasyonu, Ulserasyon ve perforasyona neden olabilecegi
bildirilmistir (25).

Vakalarimizin histopatolojik incelemesinde 1 hastada perforasyon tespit
edilmis olup higbir hastada apendiks mukozasinda invaze EV tespit
edilmemistir. Apendiksi perfore olan hastalarda mortalite ve morbidite
oranlari artmaktadir bu nedenle alvarado puani yiiksek ve radyolojik
olarak apendiks duvar kalinligi-gapi artmis olan hastalarda EV tespit
edilse dahi cerrahi tedavi yapiimasi dogru olacaktir.

Da silva ve arkadaslarinin yaptigi ¢alismada apendiks limeninde EV ve
Lenfoid hiperplazi birlikteliginin iligkili oldugunu belirtmislerdir (11).
Galismamizda apendiks limeninde EV ve lenfoid hiperplazi olan hasta
sayisi 5 olup %38 ini olusturmaktadir. Liminal tikanikhga neden olan
lenfoid hiperplazinin EV kaynakli oldugu dusuntlmustiir.

EV apendisit disinda Uriner sistem enfeksiyonu, kronik karin agrisi,
salpenjit ve pelvik abseye neden olabilecegi bilinmektedir(7,10).
Apendektomi sonrasi GiS ve diger dokulardaki enfeksiyonu tedavi etmek
icin antihelmetik tedavi verilmesi onerilmektedir. Ayrica bu hastalarla
birlikte yasayan aile bireylerin ve yakin temasta olan kisilerin medikal
tedavi verilmesi gerekmektedir(6). Calismamizdaki hastalarda klinik
bulgu, radyolojik ve laboratuvar degerlendirmelerinde GiS disinda farkli
bir odakta EV tespit edilmemistir. Literattrde farkli farmakolojik rejimler
uygulanabilecegi bildirilse de tim hastalara albendazol tedavisi

verilmistir.

Sonug

Akut apandisit 6n tanisi ile degerlendirilen hastalarda paraziter
enfekisyonlar ayirici tanida mutlaka dustintlmelidir. EV tanili hastalarin
anamnezinde kronik vasifta, kolik tarz agr alvarado puani 6 ve daha az,
radyolojik degerlendirmede akut apandisit bulgulari yok ise yakin klinik
takip ve antihelmetik tedavi ile izlenebilir. Toplum sosyoekonomik dizey
artisi ve hijyen onlemleri ile EV enfekte bireyler azaltilip, olasi akut

apandisit vakalari 6nlenebilir.
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Clinical Outcomes of Patients Presenting with Pulmonary Embolism

Pulmoner Emboli ile Basvuran Hastalarin Klinik Sonuglari

Abstract

Objective: Acute pulmonary embolism is closely associated with severe
morbidity and mortality. Treatment guidelines recommend taking rapid
action and application of thrombolytic treatment in selected cases. The
aim of this study is to evaluate the outcomes of thrombolytic treatment
among our cases in accordance with the guidelines.

Materials and Methods: The clinical and demographic characteristics,
concomitant diseases, predisposing factors, and treatment outcomes of
26 patients whom were diagnosed with pulmonary embolism and treated
with 2 hours of infusion of 100 mg alteplase at diagnosis in our clinic
between 2011 and 2015 were retrospectively evaluated.

Results: Data from 26 patients (M/F: 8/18) with a mean age of 65.8+17.1
years (30-86 years) and mean symptom duration of 58.9+72.4 hours (2-
288 hours) were included in the analyses. Most frequent symptom and
concomitant disease were shortness of breath (96.2%) and systemic
hypertension (57.7%), respectively. Deep venous thrombosis was the
predominant risk factor (69.2%). Pulmonary embolism was most
frequently found in bilateral pulmonary arteries (42.3%). Mean pulmonary
arterial systolic pressures before and after treatment were 54.5+5.9 (45-
70) mmHg and 26.2+2.1 (22-30) mmHg, respectively. Two patients had
minor hemorrhage after thrombolytic application, and all patient survived
1 year after treatment.

Conclusion: Most important factors for prognosis in pulmonary embolism
are fast and accurate diagnosis, and appropriate treatment. Thrombolytic
treatment can be administered safely and efficiently in selected cases
with pulmonary embolism, and provides fast and significant clinical

improvement in these patients.

Keywords: Pulmonary embolism, thrombolytic treatment, alteplase,

trombolitik tedavi, alteplaz
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0Oz

Amag: Akut pulmoner emboli yiksek mortalite ve morbidite ile iliskilidir.
Tedavi klavuzlari segilmis hastalarda trombolitik tedavi dustintlmesini ve
tedavide hizli davranilmasini 6nerir. Bu galismanin amaci pulmoner
emboli hastalarinda uyguladigimiz trombolitik tedavilerin sonuglarini
kilavuzlar igiginda degerlendirmektir.

Gereg ve Yontem: Klinigimizde 2011 ile 2015 tarihleri arasinda, pulmoner
emboli tanisi konulan ve alteplaz 100mg dozunda 2 saat intravenoz
infuzyon ile trombolitik tedavi uygulanan 26 hastanin klinik ve
demografik bulgulari, eslik eden hastaliklari, predispozan faktorleri ve
tedavi sonuglari degerlendirildi.

Bulgular: Analize dahil edilen 26 hastanin (E/K:8/18) ortalama yasi of
65.8+17.1 yil (30-86 yil) ve ortalama semptom siiresi 58.9172.4 saat (2-
288 saat) idi. En sik gorilen semptom nefes darligi (% 96,2) ve en sik eslik
eden hastalik sistemik arteriyal hipertansiyon (% 57,7) idi. Derin ven
trombozu dominant risk faktoru idi (% 69.2). Pulmoner emboli en sik
bilateral pulmoner arterlerde saptandi (% 42,3). Pulmoner arter sistolik
basinglari tedavi 6ncesi ortalama 54.5t£5.9 (45-70) mmHg ve tedavi
sonras! ortalama 26.2+2.1 (22-30) mmHg idi. iki hastada trombolitik
tedavi sonrasi minér kanama saptandi ve tiim hastalar tedaviden 1 yil
sonra sag kaldi.

Sonug: Pulmoner embolide prognozu etkileyen en 6nemli faktorler dogru
ve hizli tani konulmasi ve uygun tedavinin uygulanmasidir. Pulmoner
embolide segilmis olgularda trombolitik tedavi yiksek basari orani ile
uygulanabilir ve hastalarin klinik durumunda erken ve belirgin dizelme
saglar.

Anahtar Kelimeler: Pulmoner emboli trombolitik tedavi, alteplaz
Introduction

Today, pulmonary embolism (PE) is still an important cause of morbidity
and mortality. It can be seen in a wide spectrum ranging from
spontaneous detection in small vessels to advanced cardiological shock.
The diagnosis of PE can be missed in many cases, but it can be
completely treated once diagnosed. Current evidence suggests that
about 5 to 10% of in-hospital mortality is associated with PE (1, 2). The
mortality rate in untreated PE is about 30%, whereas 8% among treated
cases (3).

The anticoagulant treatment is considered as the standard approach,
because it prevents formation of new thrombus, as well as recovering
already formed thrombus by triggering endogenous fibrinolytic activity.
On the other hand, thrombolytic treatment (TT) actively lysis the
thrombi. Rapid lysis of the thrombus enables early recovery of the
pulmonary perfusion, maintaining the hemodynamic stabilization, gas
exchange, and prevention of the right ventricle functions. Early initiation
of the TT in PE can also decrease the long-term risk for developing
permanent pulmonary hypertension by decreasing the thrombus
burden. Mortality and morbidity are significantly decreased among PE

cases who receive TT in acute phases (4).
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Based on this background, this study aimed to evaluate the outcomes of TT
in cases with PE to reveal the effectiveness of this treatment in this clinical
condition that has a significant mortality and morbidity burden.

Materials and Methods

Patients and Study Design

A total of 108 patients were hospitalized with a diagnosis of PE between
2011 and 2015. The clinical probability of PTE using two different models
(Wells and Wicki) twenty-six of the patients were classified as high risk or
moderate-high risk, and included in this study. All cases were administered
TT with alteplase (tPA). The study was conducted as a retrospective chart
review.

High risk was characterized by a systolic arterial pressure <90 mmHg or a
drop in systolic arterial pressure of at least 40 mm Hg for at least 15 minutes,
or shock, or presence of a right atrial thrombus accompanying a PE.
Moderate-high risk was defined as a class IlI-V PE severity index (PESI) or a
simplified PESI (sPESI)>1, right cardiac failure in echocardiography and
increased cardiac troponin-T levels.

Treatment Protocol

Routine biochemistry, complete blood count, activated partial thrombin
time (aPTT), international normalization ratio (INR), arterial blood gas
analyses, troponin T and plasma D-dimer levels were analyzed, and
electrocardiography and bedside echocardiography were performed for all
cases.Contrast-enhanced chest computerized tomography (CT) and/or lower
extremity venous Doppler ultrasonography (USG) were performed based on
the clinical profile of the patients.

The TT was administered at the coronary intensive care unit. A 100 mg of
tPA was administered as 2 hours of infusion via peripheral intravenous
access.Patients also received intravenous infusion of unfractioned heparin
at 18 U/kg/hour after an 80 U/kg bolus dose on the first day. aPTT
assessments every 6 hours during first 24 hours, and every 24 hours
afterwards were performed and heparin dose was adjusted to maintain an
aPTT level between 60 to 80 seconds. Warfarin was added to the treatment
after the first day. Heparin treatment and combination regimen was
continued for at least 5 days. When an INR level >2 was maintained for 2
consecutive days, heparin was stopped and recent warfarin dose was
continued for at least 3 months in all patients without any underlying
condition, for at least 1 year in patients with deep venous thrombosis or
recurrent PE, and for much longer periods, e.g. lifetime, in patients with
more severe underlying clinical conditions such as malignancy, etc..

The heart rates and systemic blood pressure levels, respiration rates, and
oxygen saturations were monitored at 24t-72" hours, 5t-7t" days, and 15t-
314 months. Also, heart dimensions, left ventricle ejection fraction, and
pulmonary arterial pressure levels were evaluated by transthoracic
echocardiography at pretreatment period and posttreatment 24t-72n hour,

5th-7th day, and 15t-3" month assessments.
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Statistical Analysis

Descriptive statistics were presented as mean and standard
deviation for numerical variables, and frequency and percent for
categorical variables. Comparisons between numerical variables
between dependent groups were done using Friedman test. A p
value lower than 0.05 was considered to be statistically significant.
SPSS 21 (IBM Inc., NY, USA) was used for the analyses.

Results

A total of 26 patients (M/F: 8/18; 30.8% / 69.2%) were included in
the study. Mean age of the patients were 62.1+21.1 years for
males, and 67.2+15.7 years for females (p=0.819). Youngest and
oldest male and female patients were aged 30 and 85, and 40 and
86, respectively. Nine patients were PESI Class-Ill (34.6%), 5 were
Class-1V (19.2%), and 12 were Class-V (46.2%). Mean sPESI was 2.42.
Thrombolytic treatment was initiated at the first 24 hours after PE
in 9 patients (34.6%), between 24-74 hours in 12 patients (46.2%),
and between 3-14 days in 5 patients (19.2%). General

characteristics of PE cases are shown in the (Table 1).
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The presenting symptoms were dyspnea in 25 patients (96.2%), chest pain in
13 patients (50%), palpitation and syncope in 10 patients (38.5%). The
electrocardiographic assessments revealed S,Q,T; pattern in 21 patients
(80.8%), ST segment changes in 19 patients (73.1%), T wave inversion (V1-4)
in 18 patients (69.2%), atrial fibrillation in 2 patients (%7.6), and sinus
tachycardia in 16 patients (61.5%). Using bedside echocardiography right
atrial thrombus were seen in 6 patients (23%). Right atrium thrombus were
found to be mobile in 5 of these 6 patients and one patient had atrial
fibrillation. Contrast enhanced chest CT imaging revealed that 8 patients
(30.7%) had right, 7 patients (26.%) had left, 11 patients (42.3%) had
bilateral pulmonary arterial embolism, and 6 patients (23.1%) had right atrial
thrombus along with pulmonary artery embolism. Lower extremity venous
Doppler USG assessments revealed that 9 patients had right DVT (34.6%), 6
patients had left DVT (23.0%), and 3 patients had bilateral DVT (11.5%). DVT
were not detected in the patients with atrial fibrillation. Baseline clinical

characteristics of the patients were summarized in (Table 2).

Table 2. Baseline clinical characteristics of the patients

n (%)
Table 1. General characteristics of the pulmonary embolism cases
|Comorbidities and risk factors
Deep venous thrombosis 18 (69.2)
Mean+SD / n (%)
Systemic hypertension 15 (57.7)
Age (year) 65.8+17.1 Diabetesmellitus 4 (15.4)
Gender Coronary artery disease 3 (11.5)
Male 8(30.8)
Immobilization 3 (11.5)
Female 18(69.2)
Surgery 3(11.5)
Weight (kg) 83.0+10.9
Prior PE 3 (11.5)
Height (cm) 168.246.1
G tat 1(3.8)
BMI (kg/m?) 29.6+4.0 e
Risk group Provoked PE / Unprovoked PE 10 (38.5) /16 (61.5)
High risk 10 (38.5) Symptoms
Moderate-high risk 16 (61.5) Dyspnea 25 (96.2)
PESI class Chest pain 13 (50)
Class 111 9(34.6) Palpitation 10 (38.5)
Class IV 5(19.2) Smoone o)
Class V 12 (46.2)
Cyanosis 0 (34.6)
SPESI 24106
Cough 8 (30.8)
Thrombolytic treatment
Signsof DVT 7 (26.9)
24 hours 9(34.6)
20721 1246.2) Unilateral leg pain 2 (7.7)
- ours
3-14days 5(19.2) Homans .
Minor bleeding 2(7.7) Electrocardiographic findings
Duration of hospitalization (day) 7.0+1.1 $1Q3T3pattern 21 (80.8)
ST segment changes 19 (73.1)
. . . T 1-4) 18 (69.2)
Eighteen patients (69.2%) had deep venous thrombosis as a e merson (V-9 )
) ) . . ) Sinustachycardia 16 (61.5)
predisposing factor for PE. Fifteen patients (57.7%) had systemic
i X . . . [Contrast-enhanced chest CT signs
hypertension, 3 patients (11.5%) had surgical operation in more
Right pulmonary artery embolism 8(30.7)
than 3 weeks prior to PE, 1 patient coronary by-pass operation, and
Left pulmonary artery embolism 7(26.9)
two patients knee operation. Due to recurrent pulmonary embolism
Bilateral main pulmonary artery embolism 11 (42.3)
genetic testing was made one patient. This patient had gene s hrombus o
mutation (3.8%), which was documented as hereditary e oty venous Doppler USG
thrombophilia, prothrombin C20210A mutation and protein C and S Right deep venous thrombosis o (34.6)
deficiency. Left deep venous thrombosis 6 (23.0)
Normal findings 8 (30.7) 105
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The vital signs of the patients at the pre-treatment and post-treatment
follow-ups were presented in (Table 3). Accordingly, the mean pre-
treatment values of systemic arterial pressure were 100+17.3 /
67.2+10.4 mmHg, heart rate was 106.4+15.1 bpm, respiratory rate was
32.3+3.8 /minute, and oxygen saturation % was 85.8+2.7, which
improved to 110+13.4 / 69.5+6.8 mmHg, 86.4t7.4 bpm, 22.4+1.4
/minute, and 93%1.3 % at the 24t-72" hours post-treatment period,

respectively. The improvements were statistically significant, and

remained at the 5t-7th days, and stayed stable during the follow-ups.

Table 3. Vital signs at pre- and post-treatment assessments

Pre- 24th - 720d | 5th_7th
1tmonth | 3 month
treatment hours days

Mean+SD Mean+SD | Mean+SD | Mean+SD | Mean+SD

Systolic arterial pressure

(mm Hg) 100+17.3 110.1+13.4 | 118.1+9 121.5+6.1 |123.8+4.8 |<0.001

Diastolic arterial

pressure (mm Hg) 67.2:104 [69.5:68 |712¢33 [719:4 |735:54 o011

Heart rate (bpm)

106.4+15.1 | 86.4+7.4 76.7+6 70.9+5.3 71.5+4.8 <0.001

Respiratory rate (per

minute) 323:38 [224:14 [195:16 [17.0419 [16.8:08 [<0.001

Oxygen saturation (%)

85.8+2.7 93+1.3 95+1.4 95.9+1.4 | 96x1.5 <0.001

The echocardiographic assessments during the treatment period and
post-treatment follow-ups were summarized in (Table 4). All patients
had right heart failure and dilatation, right ventricle free wall
hypokinesia, interventricular septum flattening, and paradox motion.
Maximum and minimum pre-treatment pulmonary artery pressures
were 70 mmHg and 45 mmHg, respectively. Pre-treatment left
ventricle ejection fraction was over 50% in all patients. The mean
end-diastolic right ventricle diameter, right atrium diameter, systolic
pulmonary artery pressure, and left ventricle ejection fraction values
were all improved significantly at the 24%-72"d hour assessments
(p<0.05 for all). The improvements were remained during the post-

treatment follow ups.
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Table 4. Echocardiographic measurements

24
Pre-
72m 1stmonth | 3“month
treatment
hours

Mean+SD | Mean+SD | Mean+SD | Mean+SD

Left ventricle ejection fraction (%)

52+2.1 56.9+2.9 | 59.7+1.8 62.5+4.6
Right ventricle end-diastolic diameter (apical four chamber))
(mm) 45.243.7 38.7+3 36.1+1.8 35.5+2.2
Right atrium diameter (apical four chamber) (mm)

46.5+3 40.2+2.9 | 36.5+3.8 36.5+3.3

Systolic pulmonary arterial pressure (nmHg)
54.5+5.9 33+3.6 28.1+2.2 26.2+2.1

Ten patients (38.5%) were at high-risk group, and 16 patients (61.5%) were
at moderate-risk group according to their PE types. We performed
thrombolysis to all our study participants. Alteplase treatment was applied
successfully to all patients. The thrombus was completely lysed in 24t hour
echocardiographic assessments in 6 patients with right atrial thrombus. One
of those patients had syncope at supine position at the 60™ minute of the
treatment, which was thought to be associated with migration of lysed
thrombus fragment into the pulmonary artery. Follow-up echocardiography
revealed that the thrombus was completely lost in the right atrium, and the
hemodynamics remained stable during hospital stay. Another patient, who
had PE following a long duration trip, was admitted to the hospital in
cardiopulmonary arrest condition, and TT was administered when the
patient was intubated after a successful resuscitation. This patient has also
completed the TT without any complications. Mean duration of
hospitalization was 7.0£1.1 days in the study population. Minor bleeding, as
a TT complication, was seen in 2 patients (7.7%). One of these patients had a
cardiac catheterization by femoral access three days prior to TT, and had
ecchymosis from inguinal to popliteal areas, which was associated with a 2
g/dL decrease in blood hemoglobin levels that resolved spontaneously
without a need for transfusion. Other patient had ecchymosis at the left
forearm vascular access area, which was also resolved spontaneously. None
of the patients had one-year mortality.

Discussion

Complete or partial obstruction of pulmonary arterial flow in PE cases
results with acute but reversible right ventricular insufficiency. The goal of
treatment is rapid regaining of the obstructed pulmonary arterial flow, and
prevention of early recurrence. Thrombolytic treatment should also be
administered along with anticoagulant and supportive treatment in selected
PE cases. Possible favorable effects of TT include hemodynamic stabilization,
rapid improvement of symptoms, and prevention of PE complications.
Today, there is still controversy about which PE cases should receive TT.
Fibrinolytic treatment is recommended for high-risk PE cases, nevertheless it

is not so clear for the patients with moderate PE risk (3, 5).
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Acute high-risk PE cases have systemic hypotension or cardiogenic shock
in addition to their general symptoms (6). The shock and hypotension are
the most important indicators of the early mortality in acute PE (7). The
TT is undoubtedly indicated as the first-step treatment in these patients
unless contraindicated. It must be kept in mind that this group of
patients should receive TT immediately, since the stable PE cases at
admission can rapidly become decompensated, which can progress
rapidly to hemodynamic deterioration and mortality.

The moderate-risk PE refers to cases without systemic hypotension but
with right ventricle dysfunction and/or myocardial necrosis.
Administration of TT to a selected subgroup of acute moderate-risk PE
cases might be lifesaving. The mortality risk in these patients is
increased, and they will gain benefit from the TT (8). This group of
patients comprise about 40% of all PE cases, thus, achieving even a small
mortality reduction should correspond to a significant benefit in
mortality of all PE cases (3).

The non-randomized Management Strategy and Prognosis of Pulmonary
Embolism Registry (MAP-PET) study was conducted in Germany with
participation of 24 centers and 1001 patients, and showed that TT is
effective to prevent recurrence in cases with PE and isolated right
ventricle dysfunction, and also reported that mortality risk was increased
if right ventricle functions were deteriorated during 15-month follow-up
period (9). Subsequent analyses were also conducted to compare the
efficiency of thrombolytics and heparin among 719 normotensive
patients with right ventricular dysfunction (169 TT following heparin, 550
heparin only), which revealed that 30-days mortality and recurrence was
significantly higher, but bleeding was significantly lower in patients who
received heparin only. This study is the first that reported a survival
benefit with TT in cases without shock (10).

Another study by Meneveau et al. evaluated the indicators for in-
hospital clinical progress and long-term mortality in 249 cases with
proven PE who received TT. Accordingly, initial right ventricle
dysfunction was found to be resolved in 80% of the patients 48 hours
after the TT. The presence of septal paradox movement after the
treatment was identified as an independent predictor for poor in-
hospital clinical progress. This study also revealed that early recovery of
right ventricle functions might be an indicator for the efficiency of the TT
(12).

The Pulmonary Embolism Thrombolysis (PEITHO) study has evaluated the
effects of TT on long-term prognosis in patients with PE and right
ventricle dysfunction or troponin positivity. During the seven days of
follow-up, TT was found to have benefit for hemodynamic deterioration
but not for reduction of mortality, also had increased risk of extracranial
major bleeding and intracranial bleeding. About 70% of the patients (709
of 1006) were randomized in 28 centers, and followed-up for 2 years.
Long-term survival was evaluated in 353 of 359 patients in TT arm, and

343 of 350 patients in placebo arm.

Nuri KOSE et al.

The mortality rates during a median 37.8 months of follow-up were 20.3%
and 18% in TT and placebo arms, respectively. The dyspnea or functional
disability among survivors was present in 36% of TT arm, and 30.1% of
placebo arm. Echocardiographic assessments revealed that there was no
difference regarding pulmonary hypertension and right ventricle
functional failure between two arms. The chronic thromboembolic
pulmonary hypertension rates were 2.1% and 3.2% in TT and placebo
arms, respectively. According to these findings, one-third of moderate-risk
PE patients have permanent functional disability, but chronic
thromboembolic pulmonary hypertension is rare. The TT was found to
have no benefit for long-term prognosis and functional disability (12). The
PEITHO study revealed that long-term poor outcomes were mostly
associated with the comorbid or underlying diseases, thus early initiation
of TT is not able to prevent late outcomes, and this emphasizes the
importance of close monitoring and rigorous follow-up of these patients
regardless of the initial treatment approach selected.

The PE accompanies in 97% of the cases with right atrial thrombus, and the
mortality rate was reported to be above 44% (13). The optimal treatment
in PE patients with right heart thrombus is controversial. The European
Cardiology Society and The American College of Chest Physicians
guidelines considered these patients to have high-risk irrespective of
hemodynamic stability, and immediate treatment is recommended for
these patients (14, 15). The treatment options in PE cases with right atrial
thrombus include TT, surgical removal, heparin only, or combination of
these modalities. Another recent treatment option is catheter-directed
thrombolytic treatment, namely EKOS, which uses ultrasound-facilitated
catheter-directed thrombolysis. Nevertheless, this technique requires
expertise, and can only be administered in certain centers. Apart from
EKOS, regarding conventional methods for PE treatment, numerous
studies reported that TT is more advantageous due to lower mortality risk
(16). In a recent study by Nasrin et al., mortality rates associated with no
therapy, anticoagulation therapy, surgical embolectomy, and thrombolysis
were reported as 100%, 28.6%, 23.8% and 11.3 %, respectively in patients
with right heart thrombo-emboli(17). Fragmentation of the thrombus after
TT may result with embolization, but this generally not triggers severe
hemodynamic consequences (18). In our study, six patients had right atrial
thrombus that accompanies the PE. All these cases were treated
successfully with TT. We suggest that TT should be the first-line treatment
approach based on the clinical assessments in this patient group.
Nevertheless, particularly for the intraatrial masses >60 mm, surgical
removal or EKOS might be considered for the treatment keeping the pros
and cons in mind (19).

Each PE patient should be evaluated individually for risks and benefits of
TT. The thrombolytic medications in the treatment of PE include urokinase,

streptokinase, alteplase, tenecteplase, and reteplase.
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Primary mechanism of all thrombolytic agents is to convert the
plasminogen to its active form of plasmin, which then destructs the
fibrine and lyses the thrombus. Theoretically, the fibrin-specific agents
like tenecteplase, reteplase, and alteplase affects the circulating
procoagulant factors less and affects the fibrin-bound plasminogen
more, and this is associated with reduced bleeding complication.
Alteplase is the most commonly used fibrinolytic medication in PE,
since it is specific to fibrin, and can be administered in a short time. The
US Food and Drug Administration approved the 2-hour infusion of 100
mg dose of Alteplase in PE. Highest beneficial effects are observed in
the first 48 hours of treatment, but this can be elongated up to 14 days
(20, 21). The first 12-24 hours is critical for TT in acute myocardial
infarct cases, but the first 2-weeks period is important for treatment
benefit in PE cases. In our study, the symptom duration was between 2
to 288 hours in patients. The TT was administered successfully in
patients with early and late admission.

The major complications of the TT is bleeding, allergic reactions,
embolism, and stroke. Bleedings are most commonly seen in vascular
access areas. Gastrointestinal, retroperitoneal and intracranial
bleedings may also be seen. Intracranial hemorrhages are the most
important cases among these. The intracranial hemorrhage risk with TT
is about 1.2-3% (22, 23). In our study, none of the patients had major
bleeding, but 2 patients had minor bleeding whom were completed the
follow-ups without any problem. Nevertheless, the risk of bleeding,
particularly the intracranial bleeding, should always be kept in mind
when deciding to administer a TT treatment in these patients.
Limitations

The cases were retrospectively evaluated from the records of a
cardiology department in a private practice health center. The patients
with PE that treated in other departments of the center were not
included due to unavailability of the records. This resulted with
respectively low number of patients. The most important limitations of

this study are the sample size and the retrospective design.
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Conclusion

Each patient with PE should be evaluated individually and should be
classified according to their risk group, for successful administration of
TT if indicated. When all PE cases are considered, TT should be
administered to the ones with high-risk, right atrial thrombus, moderate-
high risk group, and deteriorated hemodynamics during follow-ups.
Appropriate  patient management with thrombolytic and/or
anticoagulant treatment will significantly decrease the mortality and
morbidity risk.
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Pain

6z

Akut miyokardinfarktisi (AMI) dinyada morbidite ve mortalitenin en sik
nedenidir. Kardiyak troponinler tanida anahtar rol oynar ancak bazi
interferanslar hatali yiiksek sonuglara neden olabilir. 22 yasinda gégus agrisi ve
carpinti sikayeti ile acile basvuran kadin hasta, kardiyak Troponin-I (cTnl)
degerinin 250 ng/L gelmesi Ulzerine anjiyografi yapildi ancak bir damar
oklGizyonuna rastlanmadi. Miyokardit tedavisi diizenlenen hastanin cTnl degeri
tedaviye ragmen diismedi. Hastanin numunesi interferans yoninden incelendi.
Heterofil antikor blokan tiip(HBT) kullanildiginda sonucu degismedi ancak ayni
numunede troponin T sonucunun 3,69 ng/L oldugu goruldi.

Anahtar Kelimeler: Troponin, interferans, miyokard infarktisd

Abstract

Acute myocardial infarction (AMI) is the most common cause of morbidity and
mortality in the world. Cardiac troponins play a key role in diagnosis, but some
interferences may cause erroneously high results. A 22-year-old woman was
admitted to the emergency department with chest pain and palpitations.
Anangiography was performed after cardiac Troponin-l (cTnl) was 250 ng/L,
but no vascular occlusion was observed. The cTnl value of the patient who was
treated for myocarditis did not decrease despite the treatment. The sample of
the patient was examined for interference. The result did not change when
using a heterophile antibody blocking tube, but the same sample showed that
the troponin T resultwas 3.69 ng/L.

Keywords: Troponin, interference, myocardialinfarction

Giris

Akut miyokard infarktist (AMI) dinyada morbidite ve mortalitenin en sik
nedenidir. Kardiyak biyobelirtegler kardiyak hasari gosterir ve AMI'nin
tanisinda temel rol oynar. Baslica kullanilan kardiyak biyobelirtegler kardiyak
troponin-I (cTnl) ve kardiyak troponin-T’dir (cTnT). cTn analizi mevcut degilse
en iyi alternatif kitle Kreatin Kinaz -MB (CKMB) olgimudar (1). Kardiyak
troponinler  genellikle analiz  edilmektedir.

immunoassay yontemle

immiinnoassay yéntemlerde pek ¢ok interferans tanimlanmistir.
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En sik rastlanan interferanslar, olglilmek istenen analitle ¢apraz
reaksiyon veren maddeler, heterofil antikorlar, otoantikorlar
olarak siralanabilir (2).

Capraz reaksiyon veren maddeler

genellikle kit prospektuslerinde belirtilir. Heterofil antikor
kaynakli interferanslarin giderilmesi icin heterofil antikor bloke
edici tip (heterophile antibody blocking tube -HBT, Scantibodies
Laboratory) gibi ticari tipler bulunmaktadir.i nterferanslar
nedeniyle ortaya cikan ylksek sonuglar gereksiz girisimsel
islemlere neden olmaktadir.

Olgu sunumu: 22 yasinda kadin hasta goégus agrisi ve garpinti
sikayeti ile acile basvurdu. EKG gekildi, cTnl ve kitle CK-MB
testleri istendi. Belirgin EKG degisikligi yoktu. CK-MB sonucu 1.5
ng/mL (referans araligi 0.6-6.3 ng/mL) olan hastanin Troponin-|
sonucunun 250 ng/L (referans araligi <40ng/L) gelmesi lzerine
Kardiyolojiye danisildi. Kardiyoloji klinigi tarafindan tam kan
sayimi, tiroit fonksiyon testleri, cTnl ve kitle CK-MB, eritrosit
sedimentasyon hizi (ESH) ve C-reaktif protein (CRP) testleri
istendi. TSH, Serbest T4 ve Serbest T3 testleri referans aralikta
bulundu. Tam kan sayiminda (Beckman Coulter DXH-800) hafif
dereceli anemi bulgulari mevcuttu, bunun disinda bir 6zellik
yoktu. CRP sonucu 17 mg/L (referans araligi<5mg/L), ESH sonucu
17 mm/saat (referans araligi <20 mm/saat) olarak raporland.
Kardiyoloji tarafindan istenen CK-MB sonucunun 1.1 ng/mL, cTnl
sonucunun 250 ng/L gelmesi lizerine hasta kardiyoloji servisine
yatirildi. Troponin yulksekligini agiklayacak ek bir sonug yoktu.
Hastanin kreatinin degeri 0.7 mg/dL idi. CKD-EPi formiili ile
hesaplanan eGFR degeri 123 mL/dakika/1.73m? oldugu géruldu.
Hastaya anjiyografi planlandi. Operasyon oncesi rutinlerinde
hastanin seroloji testleri negatifti. PT, aPTT, INR degerleri
normaldi. Demir testinin sonucu 24 pg/dL (referans araligi 60-
180 pg/dL) olarak bulundu, bunun haricinde biyokimya
testlerinde 6zellik yoktu. Hastaya anjiyografi yapildi ve herhangi
bir vaskiler oklizyona rastlanmadi. Devam eden gogls agrisi ve
yiksek seyreden cTnl (240 ve 250 ng/L) nedeniyle miyokardit
olabilecegi diusunuldi ve tedavisi planlanarak taburcu edildi.
Hasta 1 hafta sonra kontrole geldiginde cTnl sonucunun 249 ng/L
oldugu gorildi. Tedaviye ragmen gerilemeyen cTnl sonuglari
nedeniyle  laboratuvar  konslltasyonu istendi.  Yapilan
degerlendirmede hastanin kaninda heterofil antikor olabilecegi

distnalda.

Evaluation of Troponin-I Interference in a Patient With Chest Pain

Hasta ile iletisime gecilerek onami alindi ve interferansa neden
olabilecek durumlar sorgulandi. Yakin zamanda bilinen hayvan
temasi ve ilag kullanimi yoktu.Oncelikli olarak farkl bir sistemde
cTnl 6lcim0 denenmesine karar verildi fakat hastaya kisa slrede
sonu¢ vermeye yardimci olacak cTnl 6lgiimii yapan bir merkez
bulunmamaktaydi. Mevcut numune 2 ayri tiipe bdlindi. ilk tiipteki
numune Heterofil antikor blokan tiipe aktarilarak ayni otoanalizérde
tekrar calisildi (BeckmanCoulter DXI-600, Access Tnl reaktifi).
Numunenin diger kismi, uygun kosullarda baska bir laboratuvara
gonderilerek farkli bir kardiyak troponin tiri olan yiksek duyarhlikli
kardiyak troponin-T (hs-cTnT) (Roche Cobas-e411, Elecsys hsTnT
reaktifi) analizi gergeklestirildi.

Sonuglar: Beckman Coulter Access cTnl reaktifi ile 249 ng/L olarak
6lglilen numune HBT ile analiz edildiginde sonu¢ 270 ng/L olarak
bulundu. Ayni numunede highir 6n islem yapilmaksizin olgilen hs-
cTnT sonucunun ise 3,69 ng/L oldugu gorilda.

Tartisma: Kardiyak troponin degerlerinin bobrek yetmezligi gibi
kronik hastaligi olan hastalarda yiiksek olabilecegi bilinmektedir (3).
Ancak, hastanin bobrek yetmezligi dahil bilinen bir komorbiditesi
yoktu. Bu nedenle yanlis pozitif troponin sonucuna neden olabilecek
diger interferanslar degerlendirildi.Preanalitik hatalari ortadan
kaldirmak icin 6rnekler incelendi. Gozlenebilir hemoliz yoktu. Serum
numunesi ile g¢alisilan kardiyak testlerinde mikro fibrin iplikgiklere
bagl olarak hatali yuksek (4). Ancak

sonuglar gorulebilir

hastanemizde kardiyak numuneleri serumda degil heparinli

plazmada olgilmektedir ve BD lithium heparin-separatorli

(barricor) tup kullanilmaktadir.Numune HBT ile galistirildiginda cTnl
interferansi diglanamadi. Bu vakada da goruldagi gibi HBT tlpleri

tim interferanslarda etkin degildir. immunkomplekslere ve

makromolekiillere bagli interferanslar igin laboratuvarda mevcutsa
polietilen glikol ¢ozeltisi de kullanilabilir. Ayni parametreyi farkh bir
sistemle analiz etmek en sik kullanilan yontemlerden biridir.Biz bu

vakada farkli bir sistemle cTnl analizi gergeklestiremedik.

Laboratuvar ihalelerinin il bazinda yapilmasi nedeniyle, il icinde
farkh sistemler bulmak her zaman mimkin olmayabilir. Bu nedenle

interferans  duslnuldigiunde, alternatif  parametreler  akla

gelmelidir.  hs-cTnT sonucu normal dizeyde olmasi cTnl

Olgiimlerinin bilinmeyen bir interferans nedeniyle yanlis pozitif

oldugunu gosterir.
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Sevim KAHRAMAN YAMAN ve Ark.

interferanslar nedeniyle kardiyak troponinlerde yanhs pozitif

bulunan sonuglar, gereksiz girisimsel prosedirlere, farkli
tedavilere ve hastanede kalis siiresinde uzamaya neden olur. Bu
hasta icin ayni cihaz ve reaktifleri kullanan baska hastanede cTnl
Olcimi yapildiginda 6lgiim sonucu interferansa bagli olarak yine
yuksek olgulecektir. Bu nedenle sonuglarin degerlendirilmesi
sirasinda hastalarin bilinen interferans agisindan sorgulamalarini
Oneriyoruz.Bu sorgunun, hastaya yoneltilen dogru sorularla,
alerji sorgusu gibi rutin bir prosediir haline getirilebilecegine
inaniyoruz.

Sonug ve Oneriler: Bu vakada hastanin goglis agrisinin olmasi,
klinisyen introponin sonucundan siiphe duymasini engellemistir.

Sonug olarak anjiyografi gibi riskli bir islem gerceklestirilmistir.

Sevim KAHRAMAN YAMAN et al.

Devam eden ve diizeyi degismeyen yiksek Troponin-I sonuglarini
aciklayacak bir sebep olmamasi nedeniyle klinisyen laboratuvarla
iletisime ge¢mistir. Hastanin klinigi ile uyumlu olmayan sonuglarda
laboratuvar ile temasa gegmek gereksiz girisimlerin 6niine gegmek
acisindan onemlidir. Literatirde HBT ile degisen troponin
sonuglarina dair olgu sunumlari mevcuttur (5). Ancak bu olgu,
troponin sonucunun HBT tipl ile degismemis olmasi yoniyle
kiymetli bir olgudur. Boyle durumlarda hastalik tanisina yardimci
olacak farkli parametrelerin galisilmasi veya ayni parametrenin

farkli sistemlerle galisilmasi bir ¢6ziim olabilir.
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izotretinoin ile Tedavi Edilen Morbihan Hastaligi Olgusu

A Case of Morbihan Disease Treated with Isotretinoin

6z

Morbihan hastaligl, ylizde persistan eritem ve solid 6demle karakterize gorilen
bir hastaliktir. Klinik olarak yiziin Ggte iki Ust bolumiuni tutar ve g¢ogunlukla
asemptomatiktir. Hastaligin histopatolojik bulgulari spesifik degildir. Hastaligin
ayirici tanisinda Melkersson-Rosenthal sendromu, sistemik lupus eritematozus,
dermatomiyozit, sarkoidoz, skleromiksddem, kronik aktinik dermatit, lenfoma
ve anjioddem gibi hastaliklar yer alir. ilk olarak 1957 yilinda bildirilmis olan
Morbihan hastaligiyla ilgili literatiirde az sayida olgu bildirilmistir. Biz de tek
basina oral izotretionin 60 mg/giin ile tedavi ettigimiz bir Morbihan hastaligi
olgusunu sunuyoruz. Baska nedenlerle agiklanamayan fasyal eritem ve 6demli
hastalarda Morbihan hastaligi akla gelmelidir. Hastaligin tedavisinde sistemik
izotretinoin etkili bir segenek olarak kullanilabilir. Hastaligin patogenezi ve
izotretinoinin etkinligi agisindan ileri gcalismalara ihtiyag vardir.

Anahtar Kelimeler: Morbihan hastaligi, eritem, 6dem, izotretinoin

Abstract

Morbihan disease is a rare disease characterized by persistent erythema and
solid edema. Clinically it involves two-thirds of the upper face and is mostly
asymptomatic. Histopathologic findings of the disease are not spesific. The
differential diagnosis of the disease includes Melkersson-Rosenthal syndrome,
systemic lupus erythematosus, dermatomyositis, sarcoidosis,
scleromyxedema, chronicactinicdermatitis, lymphomaandangioedema. A small
number of cases have been reported in the literature about Morbihandisease,
which was first reported in 1957. We present a case of Morbihan disease
treated with oral isotretionin 60 mg/day alone. Morbihan disease should be
considered in patients with facial erythema and edema that can not be
explained due to other reasons. Systemic isotretinoin can be used as an
effective therapeutic option of Morbihan disease. Further studies are needed
on the pathogenesis of the disease and isotretinoin's effectiveness in the
disease.

Keywords: Morbihan disease, erythema, edema, isotretinoin
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izotretinoin ile Tedavi Edilen Morbihan Hastaligi Olgusu

Giris

Morbihan hastaligi, yizde eritem ve 6dem ile karakterize bir
hastaliktir. Solid fasyal 6dem olarak da bilinen bu hastahk
ozellikle alin, glabella, gbz kapaklari, burun ve yanaklarda gode
birakmayan 6dem ve persistan eritemle seyreden bir hastaliktir.
Morbihan hastaliginin  etyolojisi ve tedavisi belirsizligini
korumakla birlikte bazi yazarlar tarafindan vaskiiler dilatasyon ve
inflamasyonla seyreden rekiirren rosasea ataklarinin son dénem
komplikasyonu oldugu dustnulmektedir(1). Morbihan hastaligi
ile ilgili literatlirde az sayida olgu bildirilmistir. Biz de nadir
gorilmesi nedeniyle izotretinoin ile tedavi ettigimiz Morbihan
hastaligl olgusunu sunuyoruz.Hastadan yayin igin yazili onam
alinmigtir.

Olgu

Kirk iki yasinda erkek hasta t¢ aydir oldugu 6grenilen alinda ve
her iki goz kapaginda sislik yakinmasi ile poliklinigimize basvurdu.
Agri ve kasinti yakinmasi olmadigi 6grenilen hastanin 6z ve soy
gecmisinde Ozellik yoktu. Yakin gegmiste ve diizenli olarak
herhangi bir ilag kullanmadigi, akne hikayesi olmadigi 6grenilen
hastanin dermatolojik muayenesinde; alin, glabella, bilateral géz
kapaklari ile yanaklarin bir kisminda soluk eritemli, 6demli

plaklari vardi (Resim 1).

Resim 1. Yiizlin Ust Ugte ikisinde eritemli 6demli plaklar

A Case of Morbihan Disease Treated with Isotretinoin

Hastanin fizik muayenesi normaldi. Palpabl lenf nodu saptanmadi.
Tam kan sayimi ve rutin biyokimya tekikleri, akciger grafisi, serum
ve idrar

immunfiksasyon elektroforezi, protein elektroforezi

normaldi. Derideki lezyondan gonderilen doku 6rneginin
histopatolojik incelemesinde; “epidermiste ortokeratoz, retelerde
diizlesme ve folikiiler tikag olusumlari, kil folikillerinin liimenlerinde
¢ok sayida demodeks, dermiste folikiil infundibulum epitelini de
tutan perifolikiiler lenfohistiyositik hiicre infiltrasyonu” saptandi

(Resim 2).

Resim 2. Demodektik follikllit ve perifollikilit (orijinal blyiutme
x10i hematoksilen&eozin)

Klinik ve histopatolojik bulgularla Morbihan hastaligi tanisi
konularak sistemik metronidazol ve doksisiklin tedavileri
baslandi. Ug ayin sonunda bu tedavilere yanit vermeyen
olguya sistemik izotretinoin 20 mg/giin dozu ile basland. ilag
dozu 60 mg/giin olacak sekilde asamali (10 mg/ay) olarak
arttirildi. ilk klinik yanit, dozun 50 mg/giin oldugu 4. ayda
basladigl gozlendi. Olgu, alti aydir tedavi altinda olup klinik
iyilesme gozlendi (Resim 3). Su ana kadar dudak kurulugu
disinda yan etki gortilmeyen olgu halen klinigimizde takip

altindadir.
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Resim 3. Tedavinin 6. ayinda lezyonlarda gerileme

Tartisma

Morbihan hastaligi ilk olarak 1957 yilinda Fransiz dermatolog
Robert Degos tarafindan tanimlanmis olup ismini ilk olgunun
bildirildigi Fransa’nin kuzey batisindaki Morbihan bdlgesinden
almaktadir(1, 2). Morbihan hastaligi, “rosaceous lymphedema”,
“solid persistent facial edema” veya “morbus Morbihan” gibi
birgok isimle anilmaktadir(1, 3). Hakkinda ¢ok az bilgiye sahip
oldugumuz  Morbihan hastaligi  ¢ogunlukla beyaz irkta
gorilmektedir(3). Her iki cinsiyeti de etkiledigi bilinen hastalik,
siyah irkta ve Hintli bir olguda da bildirilmistir(3-5).

Morbihan hastaligi klinik olarak yizin Ugte iki Gst bolimiinde
(ahn, glabella, gbz kapaklari, burun ve yanaklar) persistan eritem
ve solid 6dem ile karakterizedir. Cogunlukla asemptomatik
seyreden bu 6dem hastaligin erken evrelerinde gode birakan
ozellikte olabilir. Ancak tekrarlayan inflamasyondan kaynaklanan
fibrotik endirasyonun, hastaligin tipik gode birakmayan, solid

6demine yol actigina inanilmaktadir(1).

Sinan OZCELIK et al.

Fasyal eritem spesifik gorinimde olmayip belirsizdir, ayr
yamalar veya tek bir plak olarak gorilebilir. Bazi olgularda
telenjiektazi, papil ve puUstiul de gozlenebilmektedir(2). Bizim
olgumuzda bu bulgular olmaksizin tek basina eritem ve solid
6dem mevcuttu.

Etyolojisi tam olarak bilinmeyen hastalik, bazi yazarlar tarafindan
aknenin bir komplikasyonu ya da rosaseanin son donem
komplikasyonu veya varyanti, bazi yazarlar tarafindan ise lenfatik
damarlardaki anormallige bagh gelisen bir hastalik olarak ifade
edilmektedir(1, 6-8).

Her ne kadar hastaligin patogenezi anlasilamamis olsa da en ¢ok
iddia edilen goris hastaligin vaskiler dilatasyon ve inflamasyon
ataklariyla seyreden rosaseanin etkisiyle ortaya ¢iktigl
gorisidir(1). Bu gorise gore; inflamatuar mediatorler ile birlikte
kronik inflamasyonun doku yeniden yapilanmasina, kan ve
lenfatik damarlarda yapisal hasara neden oldugu iddia
edilmektedir(9, 10). Bu damarlardaki hasarin 6zellikle lenfatik
géllenme ve bozulmus lenfatik drenaj gelisimine daha duyarh ve
rosasea alevlenmelerini sik yasayan kisilerde gelistigi ifade
edilmektedir(1).

Histopatolojisi hakkinda sinirli bilgilere sahip olunan hastaligin
histopatolojik bulgulari non-spesifik degisiklikler gdstermektedir.
Histopatolojik bulgular arasinda dermal 6dem, perivaskiiler ve
periadneksiyel lenfohistiyositik infiltrasyon, perifoliktler fibrozis,
dilate kan damarlari, bazen granilom ve nadiren artmis mast
hicreleri yer alabilmektedir(3). Ek olarak sebase gland
hiperplazisi, akne veya rosasea ile birlikte olan hastalarda
gozlenebilmektedir(8).

Hastaligin ayirici tanisinda Melkersson-Rosenthal sendromu,
sistemik lupus eritematozus, dermatomiyozit, sarkoidoz,
superior vena cava sendromu, kronik aktinik dermatit,
skleromiksddem, kutanoz leishmaniasis, lenfoma, anjioddem gibi

hastaliklar yer almaktadir (Tablo 1)(6).
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Tablo 1. Morbihan hastalig ayirici tanisi

A Case of Morbihan Disease Treated with Isotretinoin

Klinik 6zellikler

Laboratuar bulgular

Histopatolojik bulgular (deri)

Goriintlileme

Melkersson-Rosenthal
Sendromu

Perifer|

ikfasyal paralizi,

fasyal 6dem, fissurli dil

Normal

Dermiste 6dem, lenfosit, plazma hicreleri,
histiyositlerden olugan
perivaskulerinflamatuarinfiltrasyon, epiteloid
hticre topluluklarn, tuberkiloidgranulomlar,
izole multintikleer dev hicreler

Normal

Sistemik lupuseritematozus

Malareritem, diskoid plak,
fotosensitivite, oral tlser

Anemi, |[6kopeni,
trombositopeni, ANA
pozitifligi, anti-dsDNA
pozitifligi

Hiperkeratoz, epidermal atrofi, bazal tabakada
vakuoler degisiklik, Ust dermiste 6dem ve
lenfosittik inflamatuar infiltrasyon, lupus
band test pozitifligi

Tutulum yaptigi organa 6zgi
gorlntileme; Akciger grafisi, BT
(serozit, pndmoni), MRG (vaskulit,
strok), ekokardiyografi (endokardit,
myokardit)

Kronik aktinik dermatit

Yiz, sagl deri, boyun, gogis

on yuzu, 6n kolda

persistanekzematoz plaklar

Fotoyamaveya yama
testi

Akantoz, spongioz,
dermisteperivaskulerlenfositikinfiltrasyon

Normal

Dermatomiyozit

Heliotrop dokuntd, yizde

eritem

ve 6dem,

Gottronpapdilleri, tirnak
kivriminda degisiklikler,

ellerde
kalsino
alopesi

hiperkeratoz, fisstir,
zikutis, pannikulit,

Serum kreatinkinaz,
aldolaz, LDH, ALT
yuksekligi, ANA
pozitifligi, anti-Jo-1
antikor, anti-Mi-2
antikor anti SRP, anti-
p155/140 antikor
pozitiflikleri

Hiperkeratoz, epidermalatrofi, bazal tabakada
vakuoler degisiklik,
superfisyellenfositikinfiltrasyon, bazal
membranda kalinlagsma, dermistemisin
birikimi

Kas tutulumu agisindan
elektromiyografi, ultrasonografi, MRG
ve biyopsi

Sarkoidoz

Bas-boyun, gévde,
ekstremitelerdemakulopapu
ller, plaklar, noduller,
lupuspernio, skatriks,

eritemanodosum,
eritemamultiforme...

Anerjikppd testi, serum
amiloid A, ¢ozunur IL-
2R, lizozim, ACE, 1,25-
dihidroksi vitD, ALP ve
glikoprotein KL-6
duzeyleri,
hiperkalsemi,hiperkalsi
ari

Non-kazeifiye granilom yapisi

Akciger grafisi, BT, HRCT, tum viicut
florodeoksiglukoz pozitron emisyon
tomografisi (FDG-PET)

Superior vena cava sendromu

Nefes darligi, 6ksurik,
anormal gorme, ses kisikhgi,
ylzde 6dem ve eritem,
boyun ve kollarda 6dem,
boyun ve torasikvenlerde

dolgunl

uk...

Biyolojik timor
belirtegleri (AFP, HCG,
CEA)

Normal

Akciger grafisi, BT, Ust
ekstremitevenografisi, bronkoskopi,
mediastinoskopi, iyot sintigrafisi
(tiroid
timoru?),endobronsiyalultrasonografi
k biyopsi

Olgumuz

Yuzde persistaneritemli,

odemli

plak

Normal

Ortokeratoz, retelerde dizlesme, foliktler
tikaglar, demodeks,
perifolikilerlenfohistiyositikinfiltrasyon

Normal
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Ayrica barbutirat(11), klorpromazin(12), diltiazem(13) ve
hatta izotretionine(14) bagl gelistigi belirtilen Morbihan
hastaligina benzer faysal 6dem olgulari bildirilmistir. Subjektif
yakinmasi olmayan olgumuzda; herhangi bir ilag kullaniminin
olmamasi,bag dokusu hastaliklarina ait yakinma, muayene
bulgulari ve laboratuvar belirteglerinin olmamasi, serum ve
idrar imminfiksasyon elektroforezi ve protein
elektroforezinin normal olmasi, patolojik lenf nodunun
saptanmamasi ve histopatolojik inceleme ile ayirici tanidaki
diger nedenler ekarte edilerek Morbihan hastaligi tanisina
ulasiimistir.

Literatire bakildiginda Morbihan hastaliginin tedavisinde
talidomid, klofazimin, oral antibiyotikler, kortikosteroidler
(lokal veya sistemik), antihistaminikler, izotretinoin gibi ilaglar
ile CO, lazer, Botulinum toksin, komplet dekonjestif tedavi,
cerrahi tedavi (blefaroplasti, lenfatik drenaj ameliyatlar) gibi
cesitli tedavilerin tek basina veya kombine kullanildig
gorilmektedir(3, 15, 16). Bu tedaviler iginde; siklik sirasiyla
antibiyotiklerin, kortikosteroidlerin ve izotretinoinin
kullanildigi gérilmektedir. Seksen dokuz olgunun incelendigi
sistematik bir derlemede tedavi goren olgularin ¢ogunda
semptomlarda iyilesme gorilmis olup bu iyilesmenin
¢ogunlukla parsiyel dlzeyde kaldigi, olgularin ¢ogunda
Morbihan hastaliginin kronik ve stabil dogasini yansitan bir
niks ya da ilerleme olmadigi belirtilmistir(3). Ayni derlemede
daha uzun sireli antibiyotik tedavisi tedaviye yanit diizeyi ile
iliskili olarak saptanmig olup tetrasiklin grubu antibiyotiklerin
Morbihan hastaliginda en az 4 ila 6 ay kullanilabilecegi ifade
edilmistir(3). Benzer sekilde Okuba ve ark., yaptigi vaka

serisinde hastalarin bes ay ve Gzeri doksisiklin ile basarili bir

sekilde tedavi edildiklerini bildirmektedir(17).

Sinan OZCELIK et al.

Morbihan hastaliginda sistemik izotretinoin tedavisi ile ilgili
literatiirde az sayida yayin olup farkh tedavilerin verildigi 89
olgunun incelendigi derlemede izotretinoin dozu ve siresi ile
tedaviye yanit arasinda iliskili saptanmamistir(3). Literattirdeki
olgu raporlarina bakildiginda; izotretinoin kullanimi ile ilgili genel
olarak doz araliginin 10 ila 50 mg/glin arasinda oldugu, bazi
raporlarda izotretinoin 0,5 mg/kg/giin ve ketotifen birlikte
kullaniminin etkili oldugu, bazi raporlarda ise izotretinoinin
hastalarin  %15-20’sinde etkisiz oldugu belirtiimektedir(1, 8,
18).Morbihan hastaliginda izotretinoin kullanimi ile ilgili en
buyik vaka serisine bakildiginda; izotretinoinin ortalama giinlik
toplam dozunun 60 mg ve ortalama tedavi slresinin 10 ila 24 ay
oldugu ve esas klinik yanitin 6 ay sonrasinda gergeklestigi
gorulmektedir(1). Yine ayni vaka serisinde, izotretinoinin etkin
tedavi dozunun, yiksek doz gerektiren daha agir hastalarda
vicut agirhgina bagh oldugu ifade edilmistir(1).Tek basina oral
izotretionin 60 mg/gin tedavisi ile takip ettigimiz olgumuzda
klinik olarak gerileme gozlemledik. Baska nedenlerle
aciklanamayan fasyal eritem ve 6demli hastalarda Morbihan
hastaligininin akla gelmesi gerektigini, tedavisinde sistemik
izotretinoinin etkili bir segenek oldugunu, ancak hastaligin

patogenezi ve izotretinoinin hastaliktaki etki mekanizmasi

acisindan ileri galismalara ihtiyag oldugunu dislniyoruz.
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Mitoepigenetik ve Nérodejeneratif Hastaliklardaki Rolii

Mitoepigenetics and its Role in Neurodegenerative Diseases

0z

Mitoepigenetik, mitokondri organeli icerisinde meydana gelen epigenetik
mekanizmalardir. Mitoepigenetik diizenlemeler; mitokondriyal DNA (mtDNA)
metilasyonu/hidroksimetilasyonu,  mitokondriyal  niikleoid  modifikasyonlari,
mitokondriyal RNA (mtRNA) modifikasyonlari ve nikleer DNA’dan (nDNA) ve
mtDNA’dan koken alan kodlanmayan RNA’larin (ncRNA) modiilasyonlari olarak
siniflandiriimaktadir. Mitoepigenetik degisikliklerin, mitokondriyal disfonksiyona etki
ettigi ve birgok hastaliga zemin olusturdugu dusunilmektedir. Burada,
mitoepigenetik degisikliklerin belirli nérodejeneratif hastaliklar tzerindeki etkileri
mevcut bilgiler 1siginda derlenmistir.

Anahtar Kelimeler: Mitoepigenetik, mitokondri, nérodejeneratif hastaliklar

Abstract

Mitoepigenetic is epigenetic mechanisms that occur within the mitochondrial
organelle. Mitoepigenetic regulations are mitochondrial DNA (mtDNA) methylation /
hydroxymethylation, mitochondrial nucleoid modifications, mitochondrial RNA
(mtRNA) modifications, and modulation of non-coding RNAs (ncRNA) originating
from nuclear DNA (nDNA) and mtDNA. Mitoepigenetic changes are thought to affect
mitochondrial dysfunction and underlie many diseases. Here, the effects of
mitoepigenetic changes on certain neurodegenerative diseases are reviewed in the
light of available information.

Keywords: Mitoepigenetics, mitochondria, neurodegenerative diseases

Giris

Mitokondri, oksidatif fosforilasyonun gergeklestigi ve boylelikle hicre icin gerekli
enerjinin (ATP) saglandigi organeldir. Hicredeki homeostazda da goérev almasindan
dolayi ‘hiicrenin glic merkezi’ olarak bilinmektedir. Mitokondrinin prokaryot bir canli
iken fuzyon sonucu, okaryot organizmalarla birleserek evrimsel stirecin de etkisiyle
bir organel formuna donustigl 6ne sirilmektedir. Bu hipotez ‘Endosimbiyoz Teorisi’
olarak adlandiriimaktadir (1).

Mitokondriye ait DNA yapisi halkasal bir &zellik gdstermektedir. insan mitokondriyal
DNA (mtDNA) 16.569 bp uzunlugunda olup, 2 rRNA, 22 tRNA ve 13 proteini kodlayan
(oksidatif fosforilasyondaki yapilarda gorevli) gen bulundurmaktadir (2). MtDNA
yuksek diizeyde guanin igeren agir zincir (Heavy strand) ve ylksek diizeyde sitozin

iceren hafif zincirden (Light strand) olusmaktadir.
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Her iki zincir D-Loop bdlgesi igerir. H zincirinde yer alan replikasyon
orijini (Oy), her iki zincirde bulunan genlerin transkripsiyonu igin gerekli
olan HSP (heavy strand promotor) ve LSP (ligth strand promotor) bu
bolgede yer alir. L zincirindeki replikasyon orijini (O,), tRNA’larin
sentezlendigi bir gen bolgesinin igerisinde yer alir. Son yillarda yapilan
calismalar, genomik DNA’dan kodlandigi bilinen kodlanmayan RNA’lar
(ncRNA) ile benzer sekilde mtDNA Uzerinde de ncRNA’ lar bulundugunu
ortaya gikarmustir (3).

1. Epigenetik

Epigenetik, genomik sekansta degisiklik meydana gelmeden, gen
ekspresyonunda ortaya gikan farkhiliklar olarak tanimlanabilir. Kalitsal
degisikliklerdir ve hicrede replikasyon, transkripsiyon, DNA hasar
onarimi ve hiicre homeostazi gibi mekanizmalarda ¢ok kritik bir 5neme
sahiptir (4). Epigenetik mekanizma genel olarak 3 farkl duzenleyici
yontemle olusturulmaktadir; Bunlar, DNA metilasyonu, histon
modifikasyonlari ve kodlanmayan RNA’lar olarak tanimlanmaktadir (5).
DNA metilasyonu, DNA metiltransferazlar (DNMT’ler) tarafindan
dizenlenmektedir. Bu enzimler S-Adenosilmetiyonin  (SAM)
molekuliinden bir metil grubunu DNA Uzerine transfer ederler. Bu
transfer DNA Uzerinde yer alan metilasyona ylksek yatkinlik gosteren
sitozin kalintilarina gergeklestirilir. DNA metilasyonu sonucunda hiicre
icerisindeki gen ekspresyonunda degisiklikler meydana gelmektedir (6).
DNA, histon ve histon olmayan proteinler tarafindan paketlenmis bir
durumdadir.  Histon  kuyruklari  Gzerinde  meydana  gelen
modifikasyonlar, kromatin yeniden modellenmesine neden olarak
okromatin ve heterokromatin yapilarin olusmasini saglar (7). Histon
asetiltransferazlar (HAT’lar) histonlardaki lizin kalintilarina asetil
gruplarini eklerler. Histon deasetilazlar (HDAClar) ise HAT lar
tarafindan eklenilen asetil gruplarinin ¢ikarilmasinda gérevlidirler.
Ayrica histon kuyruklari lizin ve arjinin kalintilarindan metillenerek de
modifikasyona neden olurlar (8). DNA’ dan transkripte edilen RNA’larin
yalnizca %1-2’ si proteine dontsmektedir. Diger transkriptler ise
ncRNA’ lardir. Bu ncRNA’lar; imprinting, transkripsiyon, translasyon,
proliferasyon, kromatin modifikasyonu, hticre farklilagsmasi gibi birgok
biyolojik stiregte 6nemli rollere sahiptir. Uzun kodlanmayan RNA’lar
(IncRNA), mikro RNA’lar (miRNA), kigik mudahaleci RNA’lar (siRNA),
piwi etkilesimli RNA’lar (piRNA), promotor ile iligskili RNA’lar (PAR) ve
guclendirici RNA'lar ( eRNA) kodlanmayan RNA gruplarindan bazilaridir
(9).

2.Mitoepigenetik

Son yillarda yapilan galismalar mitokondri igerisinde de bir epigenetik
mekanizmanin var oldugunu ortaya koymustur. Buna mitoepigenetik
adi verilmistir. Bu mekanizmanin hiicre igerisinde diizenleyici bir etkiye

sahip oldugu ortaya cikariimistir.

Mitoepigeneticsandits Role in Neurodegenerative Diseases

Mitoepigenetik icin dort tip modifikasyon belirlenmistir (Sekil 1): Bunlar,
mtDNA metilasyonu/hidroksimetilasyonu, mitokondriyal nikleoid
modifikasyonlari, mtRNA modifikasyonlari ve nDNA’dan ve mtDNA’dan

koken alan ncRNA’larin modiilasyonlari olarak tanimlanmistir (10).
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mtRNA

modifikasyonlan

aminiagil tRNA sentetaz tarafindan tanmma igin gerekdi
mt-mRNA: Stabilitenin ve protein translasyonunun
duzenlenmesi

MRNA  — mt-tRNA : Kod ¢8zme kapasitesi, yapisal stabilite ve

mtRNA'lann stabilitesinin diizenlenmes:
mtDMA kodlu proteinlerin translasyonunun
duzenlenmes
NCRNA  — MDA transkripsiyonunun ve replikasyonunun
duzenlenmes
mIDNA kodlu proteinler ile etkilesim

Sekil 1. Mitoepigenetik modifikasyon gesitleri

mtDNA Metilasyonu / Hidroksimetilasyonu

mtDNA’ da meydana gelen metilasyon nDNA’dan kéken alan DNMT1
enzimi tarafindan  gergeklestiriimektedir. Genomik DNA’dan
sentezlenen DNMT1, translasyon baglangic bolgesinin yukarisinda
bulunan mitokondriye hedefleme sekanslari sayesinde mitokondriye
taginarak, nDNA’ da oldugu gibi sitozin ve adenin nikleotidlerini
metilledigi belirtilmistir (11). Metilasyon igin gerekli olan SAM
molekiili, SAMC (SAM tasiyicisi) tarafindan mitokondri igerisine
tasinir. Mitokondri igerisinde SAM molekiili Gretimi gergeklesmedigi
icin  bu tasinma slreci kritik bir ©6neme sahiptir (12).
Hidroksimetilasyon, metilasyon igin bir ara adim olarak
distinulmektedir. Bu sirecin  genomik DNA’da  Ten-Eleven
Translocase‘ler (TET) tarafindan yonetildigi bilinmekte olup, mtDNA’
da nasil gergeklestigi hala bilinmemektedir (13).

insan mtDNA’ si disiik oranda CpG adasi icermektedir (14).
Transkripsiyondan sorumlu olan HSP1, HSP2, LSP ve mitokondriyal
transkripsiyon faktorti A (TFAM) baglanma bdélgelerinde CpG adalari
gbzlenmistir. Yapilan ¢alismalar sonucunda bu bdlgelerde yer alan
CpG adalarinin metilasyonunun, TFAM’ in DNA’ya baglanmasinda ve
transkripsiyon aktivitesi tizerinde bir etkiye sahip oldugu gozlenmistir
(15). Yapilan son galismalar TET1 ve TET2 enzimlerinin mitokondri
icerisinde varligini gostermistir (16). Yapilan glincel g¢alismalarda,
mtDNA’nin D-Loop bélgesindeki hipometilasyonun, ALS, Alzheimer ve

Parkinson hastaliklariyla iliskili oldugu gosterilmistir (17,18).
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Mitokondriyal niikleoid modifikasyonlari

Mitokondri igerisinde histonlarin bulunmamasindan dolayi uzun bir siire
mtDNA’nin paketlenmedigi dusiiniimekteydi. Ancak, son yillarda yapilan
arastirmalar, mtDNA’nin TFAM proteinleri ile paketlenerek niikleoid adi
verilen protein-DNA vyapisini olusturdugunu gostermistir (19). TFAM
bagslangigta bir transkripsiyon faktori olarak kesfedilmistir. Daha sonraki
calismalar TFAM’ in paketleme faktorl olarak da gorev aldigi tespit
edilmistir (20). TFAM, mtDNA’ vya spesifik olmayan baglanmalar
gostererek mtDNA’ da bulkilmeler meydana getirebilir (21). Bir mtDNA’
ya yaklasik 900 TFAM’ in baglandigi disunulmektedir (22).

TFAM bes tane paketleme faktori kriterini saglayan tek nikleoidle iligkili
bir protein yapisidir (23). TFAM proteini yiuksek mobilite grubu (HMG)
kutusu alanlarina sahiptir (HMG1 ve HMG2). TFAM’ in bu alanlarinin
asetilasyonu ve fosforilasyonu DNA’ vya baglanma etkinligini
degistirmektedir (24). Ayrica, TFAM proteininin ubikitinasyon aracili
yikilmasi (sitoplazmada) normal olmayan mtDNA transkripsiyonuna ve

mitokondrinin disfonksiyonuna neden olmaktadir (25).

mtRNA Modifikasyonlari

mtRNA’ lar diger RNA molekilleri gibi modifikasyona ugrarlar. RNA
molekillerinin  ¢ok sayida RNA modifikasyonuna tabii oldugu
bilinmektedir (26). Mt-rRNA, mt-mRNA ve mt-tRNA yapilarinda meydana
gelen modifikasyonlar, bu molekiillerin stabilitelerini saglamak ve normal

islevlerini yerine getirebilmeleri igin 6nemlidir (10).

Niikleer DNA’dan ve mtDNA’dan kéken alan ncRNA’larin
modiilasyonlari

Son vyillarda yapilan galismalar, nDNA’dan sentezlenen ncRNA’larin
mitokondride de gorev aldigini gosterirken, mtDNA’ dan sentezlenen
ncRNA’ larin varligini da ortaya koymustur (Sekil 2) (10). Nukleusdan
kodlanan ncRNA’lar ile mitokondriden kodlanan ncRNA’larin karsilikli
¢apraz bir etkilesimde bulunduklari belirtilmistir (27). Nukleotid sayisi
200’den daha uzun olan ncRNA’lara IncRNA’lar denir.IncRNA’lar gesitli
genetik aktivitelerin epigenetik regiilasyonunda goérev alirlar (28).
mtDNA’dan kéken alan birgok IncRNA molekli vardir; IncND5, IncND6,
IncCyt b (29) , LIPCAR (long intergenicnon-coding RNA predicting cardiac
remodeling) (30) , SncmtRNA, ASncmtRNA(31), MDL1 ve MDL1AS (32)

bugiine kadar tespit edilmis mitokondriden koken alan IncRNA’dir.

Ayseqiil DEMIRTAS et al.

miRNA
IncRNA Gekirdek ve
Cekirdek va mitokondri
mitokondri arasindaki iletisimde

arasindaki iletisimde ve mitokondriyal ya

ve epigenetik da niikleer kodlu
regllasyonda mRNA'lann
gorev alir susturuimasinda
. gbrev alr
'y PIRNA
cirRNA PIRNA
Mitakondriyal biyogenezinde
ciRNA'arin islevieri mitokondriyal
bliyilk tlgiide membran fakttrleri

bilinmemektedir gdrev almaktadir

Sekil 2. Mitokondrial DNA tarafindan kodlanan veya mitokondri ile
iliskili olan ncRNA gesitleri.

miRNA’ lar kisa endojen ncRNA tirleridir ve mRNA Uzerinden translasyon
sonrasi gen ekspresyonunu dizenlerler (33). Niikleer ya da mitokondriden
koken alan ve mitokondri igerisinde islev gosteren miRNA’ lara mitomiR
ad verilir (34). Seksenden fazla mitomiR tanimlanmistir (35).

Son yillarda yeni tanimlanmig ve islevleri net olarak bilinmeyen dairesel
RNA’lar (cirRNA), 3’ ve 5 uglarindan kovalent olarak baglanmis olan
ncRNA’lardir. cirRNA’larin miRNA’larin  aktivitelerinin dlzenlenmesinde
gorev aldiklari dustintilmektedir. Bazi cirRNA tiplerinin proteinlere de
donustugl one surtlmektedir (36). Memelilerde bulunan mt-cirRNA’lara
iliskin gok az kanit bulunmaktadir. Ayrica, bulunan birgok mt-cirRNA’nin
islevleri agiklanamamistir (37,38). Zhao ve ark. (2020) yaptiklari galismada,
SCAR olarak adlandirilan mt-cirRNA’nin ATP sentaz alt birimi b’ ye (ATP5B)
baglandigi tespit edilmistir (39).

Bir bagka ncRNA tipi olan piRNA’lar, kiigik ncRNA grubunmdandir. Hala
tam anlagilamamalarina karsin, transpoze elementlerin susturulmasini
tesvik ettikleri 6ne sirulmektedir (40). piRNA biyogenezinde yer alan
faktorlerin tam etkilesimleri bilinmemekle birlikte (41) biyogenezin
gerceklesmesi igin mitokondriyal membran faktorlerinin  bulunmasi

gerektigi bilinmektedir (42).

Mitoepigenetik ve Norodejeneratif Hastaliklar

Son yillarda yapilan galismalar, mitoepigenetik  degisikliklerin
norodejeneratif hastaliklar tizerinde etkisinin oldugunu ortaya koymustur.
Ozellikle Alzheimer hastaligi (AH), Parkinson hastaligi (PH) ve Amyotrofik
Lateral Skleroz (ALS) hastaligi lzerine birgok calisma gergeklestirilmistir
(Tablo 1) (43).

Whitman ve ark. (2013) , Alzheimer hastalariyla yaptiklari bir ¢calismada,
mtDNA 5hmC seviyesinde istatistiksel olarak anlamli olmayan fark tespit
etmemislerdir (44). Blanch ve ark. (2016) Alzheimer hastalarinin entorinal
korteksinden elde edilen mtDNA’ larin D-Loop bdlgesi metilasyonunu
analiz etmis ve AH’larinda metilasyon seviyesinin arttigini belirtmislerdir.
Ancak, ayni galismada, Alzheimer hastalari ve kontroller arasinda mtDNA’

da ShmCigeriginde farklilik anlamli diizeyde bulunmamistir.
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Transgenik AH farelerinde, mtDNA D-Loop bolgesindeki metilasyon
seviyesinin hastaligin ilerlemesiyle azaldigi gorilmustur (18). 2017
yiinda 130 kontrol ve 133 Alzheimer hastasindan alinan kan
orneklerinden yapilan deney sonucunda ise, karsilastirilan iki grup
arasinda mtDNA D-Loop bdlgesinde metilasyon seviyesinin, Alzheimer
hastalarinda azaldigi gorilmustar (45).  Stoccoro ve ark. (2020)
Alzheimer hastalarinda, tek karbonlu metabolizma (MTHFR, MTRR,
MTR ve RFC-1) ve DNA metilasyon reaksiyonlari (DNMT1, DNMT3A ve
DNMT3B) igin gerekli olan genlerdeki polimorfizmlerin D-Loop
metilasyon seviyeleri (zerine etkisini arastirmiglardir. Alzheimer
hastalarinda, hem MTRR 66A>G hem de DNMT3A 448A> G
polimorfizmlerinin, D-Loop metilasyon seviyeleri ile 6nemli 6lgiide
iliskili oldugu gozlenmistir (46). Blanch ve ark. ‘nin (2016), Parkinson ve
Alzheimer hastalari Gzerinde vyaptiklar bir ¢alismada, Parkinson
hastalarinin  mtDNA D-Loop bdlgelerinin saglikli bireylerinki ile
karsilagtiriimasi sonucunda, hasta bireylerde metilasyon seviyelerinin
azaldigini  gostermistir.  Ayrica, Alzheimer hastalarinin mt-ND1
metilasyon seviyesinde bir azalma gozlenirken, Parkinson hastalarinin
mt-ND6 metilasyonunda anlamli bir degisiklik gdzlenmemistir. Her iki
hastalikta da, bu bdlgelerde 5hmC seviyelerinde bir degisiklik
saptanmamigtir (18).

Chestnut ve ark. (2011), ALS hastaligi igin hem farelerden hem de
insanlardan alinan &érneklerden galismalarini yiratmisglerdir. Motor
noronlari lzerinden gergeklestirilen ¢alismada, ALS hastaliginda
noronlarin apoptozu idare etmek igin epigenetik mekanizmayi
kullandig, DNMT seviyelerinin arttigi ve hem cekirdekte hem de
mitokondride DNA metilasyonunun arttigi gézlenmistir (47). Daha
sonraki yillarda yine ayni grup, SOD1 (sliperoksit dismutaz 1) geninde
mutasyon tasiyan pre-semptomatik ALS farelerinde ¢alismalar
yapmistir.  Farelerin, iskelet kaslarindaki ve omuriliklerindeki
hiicrelerde, mtDNA metilasyon ve mitokondriyal DNMT3A seviyelerinin
arttigl gézlenmistir. Bu artisin, 16S rRNA gen metilasyonunu arttirdigi ve
D-Loop bolgesi metilasyonunu azalttigi 6ne stiriimustir (48). Stoccoro
ve ark. (2018) ALS hastaligina neden olan gen mutasyonlarinin (SOD1,
FUS, TARDBP ve Cporf72) mtDNA D-Loop bdélgesi Uzerindeki etkilerini
arastirmistir.  Sonug olarak, sadece SOD1 mutasyonlari tasiyan
bireylerin mtDNA D-Loop bdlgelerinde anlamli bir hipometilasyon
seviyesi gozlenmistir. Bu sonug, artan oksidatif strese karsi mtDNA’nin,
D-Loop bdlgesinin hipometilasyonu yoluyla replikasyonu uyararak,
mtDNA kopya sayisini arttirmayr hedefledigi bir mekanizmayi
disundurmustir (49). 2020 yilinda yine ayni arastirmacilar tarafindan
yapilan g¢alismada, sporadik ALS hastalarinda, D-loop metilasyon
diizeyleri ve  mtDNA kopya sayisi arastiriimistir. D-Loop metilasyon
seviyeleri, kontrollere kiyasla ALS hastalarinda 6nemli oranda daha
disiik gozlenmistir. D-Loop metilasyon seviyeleri ile mtDNA kopya
sayisi arasinda zit bir iliski oldugu ortaya konmustur. Hem mutant SOD1
geni hastalarinin hem de sporadik ALS hastalarinin, kontrollere kiyasla
daha diisiik D-Loop metilasyon seviyelerine sahip oldugu gosterilmistir

(17).

Mitoepigenetics and its Role in Neurodegenerative Diseases

Tablo 1. Norodejeneratif hastaliklar da mtDNA metilasyon arastirmalari
(43).

Deneysel Model ~ Ol¢iim Yéntemi Arastirilan Gozlem Referans
mtDNA Bélgesi

Farelerin beyin ve
omurilik motor Immiinohistokimya Global 5-mC Motor noronlarda artmis  (47)

noronlart ve ALS seviyeleri DNMT aktivitesi ve 5-mC
hastasinin 6lim seviyeleri tespit edilmistir.
sonrasi insan
korteksi

G37R ve G93A, SOD1
ALS farelerinin ve Pyrosequencing D-Loop ve 16S mutasyonlari olan (48)
transgenik rRNA farelerin omurilik ve
olmayan farelerin iskelet kasinda 16S rRNA
omurilik ve iskelet geninin daha yiiksek
kast metilasyon seviyeleri ve

transgenik olmayan
farelere gore, SOD1 vahsi
tip farelerde daha diisiik
metilasyon seviyesi.
Transgenik olmayan
farelere gore G93A SOD1
mutasyonu olan farelerin
omuriliginde azalmig D-
Loopmetilasyonu.

Geg baglangigh
AH hastasinin ve  immiinohistokimya ~ Global 5-mC Kontrol deneklerine (44)
kontrol deneklerin seviyeleri kiyasla AH hastalarinin
iist ve orta SMTG mtDNA'sinda
temporalgirus Onemli bir artis
(SMTG) ve saptanmustir.
beyincigi
AH ile iliskili patoloji
AH ile iligkili Pyrosequencing D-Loop bdlgesi, hastalarinda, kontrol (18)
patoloji hastasi ve mt-ND1 ve mt- deneklerine gore artan D-
kontrol ND6 genlerinin Loopmetilasyon seviyeleri
deneklerinentorina metilasyon ve saptanmustir.
| korteksi, AH fare hidroksimetilasyon  Kontrol deneklerine gore
modelinin serebral seviyeleri PH hastalarinda azalmis
korteksive PH D-Loopmetilasyonu
hastas1 ve kontrol bulundu.
deneklerin mt-ND1, AH ile iliskili
substantianigrasi hastalarda kontrol
orneklerinden daha az
metillenmistir.
Geg baglangigh
AD hastasin ve Metilasyona duyarli D-Loop bolgesi AH hastalarinda D- (45)
eslesen kontrol yiiksek Loopmetilasyonunda
periferik kam ¢ozinirlikli eritme onemli azalma
gozlenmistir.
SOD1 mutasyon
ALS hastasi, Metilasyona duyarli D-Loop bdlgesi tagtyicilari, D- (49)
presemptomatik  yiiksek Loopmetilasyon
tastyict ve tastyict  ¢Oziniirlikli eritme seviyelerinde 6nemli bir
olmayan aile iiyesi dusis gosterdi. D-
dahil 114 bireyin Loopmetilasyon seviyeleri
periferik kani ile mtDNA kopya sayist
arasindaki ters korelasyon.
Sonug¢

Mevcut galigmalar, Alzheimer, Parkinson ve ALS hastaliklari ile mtDNA
metilasyonu arasindaki iliskiyi ortaya koymaktadir. Henuz diger
mitoepigenetik modifikasyonlarla bu hastaliklarin iliskisi arastirilmamustir.
Daha onceki ¢alismalar noérodejeneratif hastaliklarin, mitokondriyal
disfonksiyonla olan iligkisini ortaya koymaktadir. Elde edilen sonuglar
dogrultusunda mitoepigenetik degisikliklerde yer alan molekuler yapilarin,
bu hastaliklar igin potansiyel biyobelirtegler ve terapétik hedefler olma

ihtimali gok yuksektir.
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