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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 i¢in gonderilen
galismalar; orijinal, bagka bir dergide degerlendirme siirecinde olmayan

ve daha 6nce basilmamig olmasi kosullariyla kabul edilir.

Dergiye gonderilen makale bigimsel esaslara uygun ise, bas editor ve en
az yurt igi-yurt disi iki danigman incelemesinden gegip gerek goruldugi
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 galismayi planlamali veya gergeklestirmeli,
galismanin  yazilmasinda, gozden gegiriimesinde ve son halin
onaylanmasinda rol almalidir. Bilimsel kriterleri karsilayan bir metnin
ortaya ¢tkmasi tiim yazarlarin sorumlulugudur.

ETiKSEL SORUMLULUK

insan calismalari ile ilgili tim 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 yapildig1 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 ¢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 alinmaldir. Gonderilmis makalelerdeki tim yazim ve gramer
hatalari sunulan verileri degistirmeksizin editoér tarafindan duzeltilir.

Yazim ve gramer kurallarina metin yazimi yazarlarin sorumlulugundadir.

TELIiF HAKKI BiLDIRIMIi

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 igik 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 olmamaldir.

Olgu Sunumlari: Dergi, tibbin her alanindaki belirgin 6neme haiz olgu
sunumlarini yayinlar. Yazar sayisi 6’y1, 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 ¢alismayr 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 bolumU 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 aciklayin. 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.



http://www.wma.net/e/policy/b3.htm
http://www.wma.net/en/30/publications/10policies/b3/index.html
mailto:idhdergi@yahoo.com
http://orcid.org/

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 6zl 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 numaralandiriimalidir. 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 olmaldir.

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 igin 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 6rnek
Bateson M, Bouchier I. Clinical Investigation and Function, 2nd edn.

Oxford: Blackwell Scientific Publications Ltd, 1981.

iLETiSimM

Dog. Dr. Tuncay KIRIS

Bas Editor

izmir Hastanelerine Yardim ve Bilimsel
Aragtirmalari Tegvik Dernegi
Yesilyurt/ iZMIR

Tel: 0507311 46 07

e-mail. idhdergi@yahoo.com
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MAKALE GONDERIM KURALLARIMIZ

e Telif Hakki Devir Formu tiim yazarlar tarafindan imzalaniimahdir.

e Makalenin tiim yazarlari ORCID numaralarini gondermelidir.
(Http://orcid.org adresinden Ucretsiz olarak ORCID ID edinebilir ve kayit
olabilirsiniz. Dergimizin sayfa diizenine uygun olarak ; Yazinin ilk
sayfasi.)

e Etik Kurul Onayi'nin kendisi (Etik Kurul Onay Belgesi) galisma ile
birlikte gonderilmelidir.  Ayrica ¢alismanin  baghg  Etik  Kurul
Belgesi'ndeki ile birebir ayni olmalidir.

¢ Dergimizde yayinlanacak makaleler igin etik kurul onayinin alinmasi ve
galismanin materyal-yéntem boliminde ¢alismanin etik kurul onayini
aldigina dair bir agiklamanin bulunmasi zorunludur.
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EGE KLINIKLERi TIP DERGisi

TELIF HAKLARI DEViR FORMU

Yaziin Bashgr |
sorumlu Yazarlar:

Yazarianin sorumiuluklars:

o vanr) (s52i veya poster sunum sekilleri haric) baska hicbir yerde yaymlanmamis ve su
anda baska bir dergiveya her hangi bir yayimada degerlendirme attinda olmamalid.
Makalenin yayimlanmas: ile iigii difer yazar onaylarindan génderen yazar sorumiudur.
Belirli bir kurum tarafindan desteklenen yazilar icin gerekli kurum onayinin alinmasindan
yazarlar sorumludur.

o vaziarnbilimsel ve etik sorumiuiufu yazarlara aittir.

Yazar Adi Soyadi imza Tarih

e Olgu sunumlarinin dergimizde yayimlanabilmesi i¢in hasta/hastalarin
onaminin  alinmasi  ve olgu sunumunun giris  boliminde
'hastadan/hastalardan onay alindigi'ni ifade eden bir ctimle yer almalidir.

e Makaleniz tek dosyada olmahldir. Calisma tasarimi sirasi su sekilde
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in Healthcare Workers

(11

Girig: Saglik calisanlari, infekte kan ve kan drlinlerine maruz kalma riskine sahip
oldugundan kan Grtinlerine temas ile bulasan infeksiyon hastaliklari igin risk altindadir.
Calismamizda, ikinci basamak bir hastane g¢alisanlarinda hepatit B viris (HBV), hepatit C
viris (HCV) ve insan immin yetmezlik virist (HIV) seropozitifliginin arastiriimasi
amaglandi.

Gereg ve Yontemler: Calismaya Sirnak ilinde ikinci basamak bir hastanede ¢alisan 345
saglk personeli dahil edildi. Saglik ¢alisanlarindan alinan serum 6rneklerinde, anti-HIV,
anti-HCV, HBsAg ve anti-HBs pozitifligi ELISA yontemiyle (Roche®, Mannheim,
Germany) galisildi.

Bulgular: Calismaya dahil edilen 345 saglik galisaninin 122’si (%35,3) kadin, yas
ortalamasi 32,2 (22 - 60) yil idi. Saglhk galisanlarinin 66’s1 (%19,1) hekim, 98'i (%28,4)
hemsire/ebe, 36’s1 (%10,4) saglk teknisyeni, 40"1 (%11,5) temizlik gorevlisi olarak gérev
yapmaktaydi. Saglik ¢alisanlarinin 105’i (%30,7) hasta ile direkt temasi olmayan diger
saglik calisani grubundaydi. GCalismaya dahil edilen 345 saglik ¢alisanindan 6’sinda
(%1,7) HBsAg pozitifligi, 302’sinde (87,5) antiHBs pozitifligi saptandi. Kadinlarda
antiHBs pozitifligi erkeklere kiyasla daha yiksek oranda saptandi ve bu fark istatistiksel
olarak anlamhydi (p<0.01). Otuz bes yas alti saglk galsanlarinda 35 yas Uzeri gruba
kiyasla HBsAg pozitifligi daha disiik oranda saptandi ve bu fark istatistiksel olarak
anlamliydi (p=0.011). Saglk ¢alisanlarinda anti-HCV ve anti-HIV pozitifligi saptanmadi.
Sonug: Saglik ¢alisanlarinin HBV, HCV ve HIV seropozitifligi agisindan taranmasi énem
arz etmektedir. HBV’ye duyarli personelin asilama programina alinmasi ve saghk
¢alisanlarina HBV, HCV ve HIV bulas yollari, korunma yéntemleri ile ilgili dizenli egitim
verilmesi 6nemlidir.

Anahtar Kelimeler: Hepatit B, Hepatit C, HIV, Seropozitiflik

Abstract

Introduction: Healthcare workers are at risk for blood-borne infectious diseases, as
they are at risk of exposure to infected blood and blood products. In our study, we
aimed to investigate HBV, HCV and HIV seropositivity in secondary care hospital
workers.

Material and Method: 345 healthcare professionals working in a secondary care
hospital in Sirnak province were included in the study. Anti-HCV, anti-HIV, HBsAg and
anti-HBs positivity were studied ELISA method (Roche®, Mannheim, Germany) in

serum samples taken from healthcare workers.
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Degerlendirilmesi

Results: 345 healthcare workers were included in the study. 122 of them
(35.3%) were female, the average age was 32.2 (22 - 60) years. Of the
healthcare workers, 66 (19.1%) were physicians, 98 (28.4%) were nurses /
midwives, 36 (10.4%) were health technicians, 40 (11.5%) were working as
cleaning staff. 105 (30.7%) healthcare professionals were in the group of
other healthcare workers who didn’t have direct contact with the patient.
HBsAg positivity was found in 6 (1.7%) of the 345 healthcare workers
included in the study, and anti-HBs positivity was found in 302 (87.5%).
AntiHBs positivity was higher in women compared to men, and this
difference was statistically significant (p<0.01). HBsAg positivity was
found to be lower in healthcare workers under the age of 35 compared to
the group over the age of 35, and this difference was statistically
significant (p=0.011). Anti-HCV and anti-HIV positivity was not detected in
any of the healthcare professionals.

Conclusion: It is important to screen healthcare workers for HBV, HCV and
HIV. HBV sensitive personnel should be included in the vaccination
program and regular training should be given on HBC, HCV and HIV
transmission ways and prevention methods to healthcare workers.

Keywords: Hepatitis B, Hepatitis C, HIV, Seropositivity

Girig

Saglik calisanlari, mesleki olarak birgok risk ve tehlikeyle karsilagmaktadir.
Kan ve kan triinlerine temas ile bulasan infeksiyon hastaliklari bu risklerin
en énemlilerindendir (1). Ozellikle hepatit B virusu (HBV), hepatit C virusu
(HCV) ve insan immin yetmezlik virisi (HIV) bu grupta en sik karsilasilan
etkenlerdendir. HBV infeksiyonu ve sekelleri 6nemli bir saghk sorunudur
(2). Dinyada yaklasik 240 milyon kisinin HBV ylzey antijeni (HBsAg)
tastyicisi oldugu tahmin edilmektedir (3). Turkiye, HBV sikhiginda cografi
farklliklar gostermekle birlikte orta ile dislik endemisite gosteren bir
lkedir (4). Turkiye'de HBsAg pozitif vakalarin orani yaklasik % 4'tur ve 3,5
milyon kisinin HBV ile infekte oldugu tahmin edilmektedir (5). Saghk
calisanlarinda ise bu oranin 1,5 - 2 kat daha yiiksek oldugu bildirilmektedir
(6). HCV, kronik karaciger hastaliklarinin 6nemli nedenlerinden biridir.
Duinyada yaklasik 71 milyon kronik infekte birey oldugu ve bunlarin 1,2
milyonunun infeksiyonlarinin farkinda bile olmadigi tahmin edilmektedir
(7). HCV seroprevalansi diinyada %0.5-2, Turkiye'de ise bu oran saglik
¢alisanlarinda %1,6 olarak raporlamistir (8). 2021 yili sonu itibariyle 84.2
(64.0-113.0 ) milyon bireyin HIV ile infekte oldugu, bunlarin yaklasik 40
(33.6—48.6) milyonunun 6ldugt, 38 milyon (31,6 - 44,5 milyon) kisinin HIV
ile infekte yasamakta oldugu bildiriimektedir (9). Tum diinyada HIV
olgularinin %2,5’inde HBV ve HCV virtsl infeksiyonlarinin ise %40'inda
saglik calisanlari igin mesleki temas s6z konusu olmaktadir (10). Bu
calismada ikinci basamak bir hastanede saghk galisanlarindaki HBV, HCV

ve HIV seropozitifliginin arastirilmasi amaglanmistir.

Evaluation of Hepatitis B, C and HIV Seropositivity in

Healthcare Workers

Gereg ve Yontemler

Sirnak ili Silopi Devlet Hastanesi ¢alisanlarinin 2018-2019 vyillarinda
arsivlenen saghk tarama kayitlari retrospektif olarak incelenmistir.
Calismaya 345 saglik calisani dahil edilmistir. Saglk ¢alisanlari gérevlerine
gbre hekim, hemsire/ebe, saglik teknisyeni (anestezi, ameliyathane,
rontgen, laboratuvar, dis, acil tip teknisyeni), temizlik personeli ve hasta
ile direkt temasi olmayan “diger” calisanlar (tibbi sekreter, biyolog, teknik
servis, memur, sofor, eczaci, guvenlik gorevlisi, mutfak galisani) olarak
gruplara ayrilmigtir. Saghk calisanlarindan alinan serum &rneklerinde,
anti-HCV, anti-HIV, HBsAg ve anti-HBs, ELISA yontemiyle (Roche®,
Mannheim, Germany) galisiimigtir.

Bu calisma igin, Saglik Bilimleri Universitesi Tepecik Egitim ve Arastirma
Hastanesi Klinik Arastirmalar Etik Kurulundan 14.09.2020 tarih ve

2020/11-1 karar numarasi ile etik onay alinmistir.

istatistiksel analiz
Calismamizin istatistiksel analizi igin IBM SPSS Statistics 25.0 Programi
normal

kullaniimigtir.  Nimerik degiskenlerin

(n=50)

dagiima uygunlugu

Kolmogorv-Smirnov testiyle  degerlendirilmistir.  Numerik
degiskenler ortalama olarak verilmistir. Kategorik degiskenler ise sayi ve
yuzde olarak verilmistir. Kategorik degiskenler arasindaki iligki Pearson ki-
kare ve Fisher’in kesin ki-kare (Fisher’s exact) testiyle incelenmistir.
Onemlilik durumunda ikili karsilastirmalarda Bonferroni diizeltmeli Dunn

testi kullaniimistir. P degeri <0.05 dizeyi anlamli kabul edilmistir.

Bulgular

Calismaya dahil edilen saglik calisanlarinin 122’si (%35,3) kadin, yas
ortalamasi 32,2 (22 - 60) yil idi. Saglik galisanlarinin 66’si (%19,1) hekim,
98’i (%28,4) hemsire/ebe, 36’si (%10,4) saghk teknisyeni, 401 (%11,5)
temizlik gorevlisi olarak gorev yapmaktaydi. Saghk calisanlarinin 105i
(%30,7) hasta ile direkt temasi olmayan diger saglik calisaniydi. Bu grupta;
44 (%12,7) tibbi sekreter, 1 (%0,28) biyolog, 7 (%2.02) teknik servis
elemani, 19 (%5,5) memur, 6 (%1,7) sofér, 3 (%0,8) eczaci ve 25 (%7,2)
glvenlik gorevlisi vardi. Calismaya dahil edilen 345 saglik g¢alisanindan
6’sinda (%1,7) HBsAg pozitifligi, 302’sinde (87,5) anti-HBs pozitifligi
saptandi. Calismamiza dahil edilen saglk ¢alisanlarinda anti-HCV ve anti-
HIV pozitifligi saptanmadi. HBsAg pozitifligi olan saglik ¢alisanlarinin 2’si
(%0,5) hemsire, 1'i (%0,28) saglk teknisyeni, 1'i (%0,28) temizlik personeli
ve 2’si (%0,5) diger saghk calisani grubundaydi. Calisanlar meslek
gruplarina gore degerlendirildiginde, HBsAg pozitifliginde istatistiksel
olarak anlaml fark saptanmadi (p>0.05). Anti-HBs pozitifligi hekimlerin
63’Unde (%95,4), hemsirelerin 92’sinde (%93,8), saglik teknisyenlerinin
35’'inde (%97,2), temizlik personellerinin 33’Unde (%82,5), diger saghk
galisanlarinin 79’unda (%75,2) saptandi. Anti-HBs, saglik c¢alisanlarinin
43’linde (%12,5) negatif saptandi. Hasta ile direkt temasi olmayan diger
saghk personeli grubunda galismadaki diger gruplara kiyasla anti-HBs

negatiflik orani istatistiksel olarak anlaml ytiksekti (p<0.01).
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Calismaya dahil edilen saglik galisanlarinin 122’si (%35,3) kadindi.
Cinsiyete gore HBsAg pozitifliginde fark saptanmadi. Ancak kadinlarin
113’Unde (%92,6), erkeklerin 189’unda (%84,8) anti-HBs pozitifligi
saptandi. Kadinlarda anti-HBs pozitifligi erkeklere gore daha yuksek
oranda saptandi ve bu fark istatistiksel olarak anlamhydi (p=0.034).
Calismaya dahil edilen saglik g¢ahsanlarinin 69'u (%20) acil serviste,
104’u (30,1) cerrahi birimlerde, 96’si (%27,8) dahili birimlerde, 49'u
(%14,2) yogun bakim Unitesinde ve 27’si (7,8) idari birimlerde
calismaktaydi. idari birimlerde calisanlarin ¢alismadaki diger gruplara
kiyasla anti-HBs pozitiflik orani istatistiksel olarak anlamli dustk idi
(p=0.047). HBsAg pozitifligi 35 yas ve alti grupta (n=265) 2 (%0,75) kiside
gorulurken, 35 yas Uzeri saglik calisanlarinda (n=80) 4 kiside (%5)
saptandi ve bu fark istatistiksel olarak anlamliydi (p=0.011). AntiHBs
pozitifligine bakildiginda benzer sekilde AntiHBs 35 yas ve alti grupta
(n=265) 244 (%92) kiside, 35 yas Uzeri grupta (n=80) 58 (%72) kiside
saptandi. Otuz bes yas alti grupta antiHBs daha ylksek oranda pozitifti
ve bu fark istatistiksel olarak anlamliydi (p<0.01). Saglik cahisanlarinin

viral hepatit B serolojisi Tablo-1"te gosterilmistir.

Tablo 1. Saglk galisanlarinin Viral Hepatit B Serolojisi

Meslek HBsAg P degeri Anti-HBs P degeri
Gruplarma pozitifligi pozitifligi

Gire Viral say1(%) say(%)

Hepatit

Serolojisi

Doktor (n=66) - 62 (%93,9)

Hemsire (n=98) 2 (%2,0) 93 (%94,9)

Saghk 1 (%2,7) 33 (%91,6)

Teknikeri p>0.05 p>0.05
(n=36)

Temizlik 1 (%2,5) 33 (%82,5)

Personeli

(n=40)

Diger (n=105) 2 (%1,9) 81 (%77,1)

Cinsiyete Gore
Viral Hepatit

Serolojisi

Erkek (n=223) 3(%13) p>0.05 189 (%84,8) p=0.034

Kadmn (n=122) 3 (%2,5) 113 (%92,6)

Yas gruplarma
gore viral
hepatit

serolojisi p=0.011 p<0.01

<35 yas (n=265) 2 (%0,75) 244 (%92)

>36 yas (n=80) 4 (%5) 58 (%72,5)

Tuba TATLI KIS et al.

Tartisma

Saglik ¢alisanlari, infekte kan ve kan rlinlerine maruziyet sonucu bulasan
bircok infeksiyoz etken agisindan risk altindadir. Calismamizda ikinci
basamak bir hastane saglik galisanlarinda HBV, HCV ve HIV seropozitifligi
arastirilmigtir. Calismamiza dahil edilen 345 saglik ¢alisaninin %1,7’sinde
HBsAg pozitifligi, %87,5’inde anti-HBs pozitifligi saptanmis olup anti-HCV
ve anti-HIV pozitifligi saptanmamistir. Diinyada saglk ¢alisanlarinda HBYV,
HCV ve HIV infeksiyonu seroprevalans calismalarina bakildiginda; DSO her
yil yaklasik 35 milyon saglik galisaninda, 2 milyon perkitan yaralanmanin
66.000 HBV, 16.000 HCV ve 1000 (200-5000) HIV infeksiyonuna neden
oldugunu raporlamistir (11,12). Hindistan’da yapilan bir ¢alismada, saglik
galisanlarinin sirasiyla %14,4 ve %1,4’inde HBV ve HCV infeksiyonlari
raporlanmistir (13). Bu galismada HBV ve HCV infeksiyonlarinin ylksek
oranda dis hekimleri, hemsire, diyaliz tnitesi personeli, laboratuvar
personeli ve doktorlarda saptandigi raporlanmistir (13). Ulkemizde saglk
galisanlarinda yapilmis olan seroprevalans c¢alismalarinda HBsAg
seropozitifligi, Korkmaz ve ark.’nin yapmis olduklari ¢alismada %0,9,
Kepenek E.’nin yapmis oldugu calismada %0,8, Ozgiiler ve ark.’nin yapmis
olduklar galismada %3,1, Kése ve ark.’nin yapmis olduklari ¢alismada
%1,3, Gulacti ve ark.’nin yapmis olduklari ¢alismada %4, Bekgibasi ve
ark.’nin yapmis olduklari galismada %4,9 olarak raporlanmistir (14-19).
Bizim g¢alismamizda saglik ¢alisanlarinin %1,7’sinde HBsAg pozitif
saptanmistir.

Yapilan galigmalarda anti-HBs pozitifligini Kose ve ark. %86, Korkmaz ve
ark. %86, Kepenek E. %86,7, Bekgibasi ve ark. %87,3 olarak bildirmislerdir
(14,15,17,19). Bizim ¢alismamizda anti-HBs pozitifligi %87,5 olarak
raporlanmis olup literatirde yapilmis benzer c¢alismalar ile uyumlu
sonuglanmistir. Calismamizda anti-HBc total galisiimadigindan anti-HBs
pozitifliginin ne kadarinin asilanmaya bagli oldugu bilinmemektedir.
Calismamizda 345 kisinin 33'G (%9,5) HBV'ye karsi duyarliydi. Oranlara
bakildiginda en yiksek HBV seronegatifligi hasta ile direkt temasi
olmayan saglk calisaninda %24,7 olarak saptanmis olup bu farklilik
calismadaki diger gruplara kiyasla istatistiksel olarak anlamhydi.
Calismamizda HBV seronegatifligi tGlkemizde yapilan diger ¢alismalar ile
benzer sonuglanmistir (14,15).

Cinsiyete gore degerlendirildiginde, HBsAg pozitifligi ve AntiHBs pozitifligi
arasinda cinsiyet farkinin olmadigini belirten ¢alismalar olmakla birlikte
(17), erkek cinsiyette AntiHBs pozitiflik oranini daha yiiksek raporlayan
¢alismalar da mevcuttur (16). Bizim galismamizda farkli olarak HBsAg
pozitifliginde fark yok iken AntiHBs pozitifligi kadinlarda anlamli oranda
daha yuksek saptanmistir (p=0.034). Dogan ve ark.’nin yaptigi calismada
galismamiza benzer sekilde kadinlarda AntiHBs orani anlamli yiksek
raporlanmigtir (8).

HBV asisi 1998 yilinda, ulkemizde ulusal ¢ocukluk ¢agi asi takvimine

eklenerek uygulanmaya baslanmistir (20).
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Degerlendirilmesi

Calismamizda yasa gore HBsag ve AntiHBs pozitifligi degerlendirildiginde
35 yas Ustl yas grubunda, 35 yas ve alti yas grubuna kiyasla HBsAg
pozitifligi istatistiksel olarak anlaml yuiksek saptandi (p=0.011). Benzer
sekilde 35 yas ve alti yas grubunda, 35 yas Usti yas gruba kiyasla anti-HBs
pozitifligi istatistiksel olarak anlamli yuksekti (p<0.01). Bu farkin
sebeplerinden biri HBV asisinin Ulkemizde ¢ocukluk ¢agi rutin asi
programina eklenmis olmasi olabilir.

Galismamizin yapildigl bolge HBV agisindan endemik bir bolgedir. Ancak
galismaya dahil edilen saglk ¢alisanlarinda HBsAg pozitifligi %1,7
saptanmistir. Ulkemizde Sanlurfa’da yapilan bir calismada endemik
bolgede vyapilmasina ragmen c¢alismamiza benzer sekilde saglhk
cahisanlarinda HBsAg pozitiflik orani %1,8 olarak raporlanmistir (21). Bu
durumun saghk ¢alisanlarinin risk altinda olduklari ve asi ile korunulabilen
bir hastaliga karsi asi bilinci durumlari ile alakah olabilecegi dustundlda.
Saglk calisanlarinda anti-HCV seropozitifligi Gzere yapilan calismalar
degerlendirildiginde Hollanda’da 729 saglik g¢alisanin dahil edildigi bir
galismada anti-HCV pozitifligi %0,14 olarak raporlanmigtir (22). Etiyopya’da
yapilan ve 408 saglk cahsaninin dahil edildigi bir calismada anti-HCV
pozitifligi %0,7 (23), Misir'da yapilan ve 717 saglik ¢alisaninin dahil edildigi
bir calismada ise %0,31 olarak raporlanmistir (24). Ulkemizde yapilan 30
hastane ve 12931 saglik ¢alisaninin dahil edildigi bir calismada anti-HCV
seropozitifligi %0,05 olarak raporlanmistir (12). Bizim ¢alismamizda anti-

HCV pozitifligi saptanmamigstir.

Evaluation of Hepatitis B, C and HIV Seropositivity in

Healthcare Workers

DSO verilerine gére 2019 yili sonu itibariyle 76 milyon bireyin HIV ile infekte
oldugu, bunlarin yaklagik 33 milyonunun 6ldigu, 38 milyon (31,6 - 44,5
milyon) kisinin HIV ile infekte yasamakta oldugu bildirilmektedir (9).
Ulkemizde yapilan birgok calismada, saglik calisanlarinda anti-HIV pozitifligi
saptanmamistir (8,13,14,18, 25,26). Bizim bulgularimiz da ulkemizden
bildirilen galismalarla uyumluydu.

Sonug

Saglk galisanlari, infekte kan ve kan drlinlerine maruz kalma riskine sahip
oldugundan bu yolla bulasan infeksiyon hastaliklari igin risk altindadir. Bu
hastaliklarin  baginda HBV, HCV ve HIV infeksiyonlari gelmektedir.
Galismamizda ikinci basamak bir hastane galisanlarinda HBV, HCV ve HIV
seropozitifligi degerlendirilmis olup, hastanemizde hepatit B’ye karsi ylksek
bagisiklik orani saptanmistir. Anti-HCV ve anti-HIV pozitifligi saptanmamistir.
Bu hastaliklara karsi saghk ¢alisanlarinin korunmasi 6nemlidir. Saghk
galisanlarinin  HBV, HCV ve HIV agisindan taranmasi, HBV’ye duyarl
personelin asilama programina alinmasi, HBV, HCV ve HIV igin bulas yollar
ve korunma yoéntemleri ile ilgili dlzenli egitim verilmesi 6nem arz
etmektedir.

Tesekkiir

Yazarlar ¢alismanin istatistiksel analizinde emegi gecen Gulden Hakverdi’ ye

tesekkir eder.
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Klinigimizde Vulva Biyopsisi Yapilan Hastalarda

Vulvar Patolojilerin Dagilimi

Distribution of Vulvar Pathologies in Patients

Performed Vulva Biopsy in Our Clinic

0Oz

Amag: Vulvar dermatozlar inflamatuar, enfeksiydz, malign lezyonlar ve pigmenter
degisikliklerden olusan heterojen bir gruptur. Vulvar lezyonlarin tani ve siniflandirmasi
hem jinekologlar hem de dermatologlar igin zorluk olusturmaktadir.Bu ¢alismanin
amaci klinigimizde alinan biyopsi 6rneklerinin histopatolojik incelemesi ile dogrulanan
vulvar lezyonlarin roélatif sikhgini belirlemektir.

Yontem: Bu retrospektif calismada, 2012-2022 vyillari arasinda izmir Katip Celebi
Universitesi Egitim ve Arastirma Hastanesi'nde vulvar biyopsi yapilan 579 hastanin
verileri degerlendirildi. Vulvar dermatozlar histopatolojik sonuglara gore siniflandirildi.
Bulgular: En sik gorilen vulvar lezyon liken sklerozus et atrofikus (%19,3) idi, bunu
kondiloma akiiminata (%18,6) liken simpleks kronikus (%9,8) ve skuamoz hiperplazi
(%9,1) izledi. Olgularin %7,5'inde hiperkeratoz, akantoz gibi nonspesifik histopatolojik
bulgular saptandi.

Sonug: Vulvar dermatozlarin klinik tanisi ile neoplastik ve inflamatuar hastaliklarin
ayirici tanisi klinisyenler igin zorlayici olabilir. Vulvar benign ve malign hastaliklarin
kasinti gibi benzer semptomlari olmasi nedeni ile bu olgularin ayirici tanisinda vulvar
biyopsi ile ortaya konulan histopatolojik tani olgularin yénetiminde ve tedavisinde
6nem arz etmektedir. Bu nedenle vulvar patolojilerin teshisinde uzmanlasmis
patologlar vulvar hastaliklarin yénetiminde kritik bir rol oynamaktadir.

Anahtar Kelimeler: Vulvar dermatoz, histopatoloji, klinik tani

Abstract

Aim: Vulvar dermatoses are heterogeneous group consisting of inflammatory,
infectious, malignant lesions and pigmentary changes. For all these reasons, diagnosis
and classification of vulvar lesions pose difficulties for both gynecologists and
dermatologists.The aim of this study is to determine the relative frequency of vulvar
lesions confirmed by histopathologic examination of biopsy samples in our clinic.
Methods: In this retrospective study, the data of 579 patients who underwent vulvar
biopsy in Izmir Katip Celebi University University Atatirk Training and Research
Hospital between 2012-2022 were evaluated. Vulvar dermatoses were classified
according to histopathological results.

Results: The most common vulvar lesion was lichen sclerosus et atrophicus (19,3%)
followed by condyloma acuminata (18,6%)lichen simplex chronicus (9,8%) and
(9,1%). histopathological findings like

squamous hyperplasia Nonspecific

hyperkeratosis, and acanthosis were detected in 7,5% of the cases.
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Klinigimizde Vulva Biyopsisi Yapilan Hastalarda Vulvar

Patolojilerin Dagilimi

Conclusion: Clinical diagnosis of vulvar dermatoses and differential
diagnosis of neoplastic, and inflammatory diseases may be compelling for
clinicians. Since vulvar benign and malignant diseases have similar
symptoms such as itching, histopathological diagnosis revealed by vulvar
biopsy in the differential diagnosis of these cases is important in the
management and treatment of cases. For this reason pathologists who
specialized in the diagnosis of vulvar pathologies play a critical role in the
management of vulvar diseases.

Keywords: Vulvar dermatosis, histopathology,clinical diagnosis

Girig

Kadin dis genital organi olan vulva genitoiriner sistem yapilarini igeren,
karmasik ve degisken bir anatomiye sahip 6zel bir viicut bolgesidir. Bu
bolgenin derisi hem keratinize hem de non-keratinize yapilardan olusur.
Vulva bdlgesinin 1si, nem, sirtinme gibi dis etkenlere yogun sekilde
maruz kalmasi tahrise, bunun sonucunda derinin bariyer fonksiyonlarinin
bozulmasina ve gesitli semptomlarin ortaya ¢ikmasina neden olur(1). En
stk gorulen semptom agri ve kasintidir(2). Cogu hasta ilk olarak kadin
dogum poliklinigine bagvursa da pek ¢ok vulvar hastaligin (lichen planus,
liken sklerozus ve atrofikus gibi klasik deri hastaliklari) tani ve tedavisi igin
dermatoloji uzmanligina da ihtiyag vardir. Hem hekimlerin hem de
hastalarin  goriusiine goére wvulvar hastaliklar hak ettigi ilgiyi
gormemektedir(3).

Vulvar dermatozlar enflamatuvar, neoplastik, enfeksiy6z durumlar ve
pigmentasyon bozukluklarindan olusan heterojen bir hastalik grubudur(4-
6).

Vulvar rahatsizliklari olan hastalar bazen semptomlarini ifade etmekten
kaginirlar. Cildin keratinizasyon derecesi, sicaklik ve nemin etkisi klinik
tanlyr zorlastirabilir.  Vulvar dermatozlar dermatoloji ve jinekoloji
kliniklerinin ortak alanlandir ve vulvar lezyonlarin tanisi bazen her iki
disiplin icin de zor olabilir. Uluslararasi Vulvovajinal Hastalik Calismalari
Dernegi (ISSVD), klinisyenlerin vulvar lezyonlan siniflandirmasina,
terminolojiyi standartlastirmasina, dogru tani koymasina ve optimal
tedaviyi diizenlemesine yardimci olmak igin 2006 ve 2011 yillarinda vulvar
lezyonlari histopatolojik 6zelliklerine ve klinik 6zelliklerine gore
siniflandirdi. Cilt biyopsisi, vulvar cilt lezyonlarinin tanisinda yaygin olarak
kullanilmaktadir. Histopatolojik degerlendirme lezyonlarin tanisinda
oldugu kadar etiyopatogenez ve prognozun belirlenmesinde de 6nemli bir
yere sahiptir. Literatlirde az sayida calisma biyopsi ile kanitlanmis vulvar

dermatozlarin klinik 6zelliklerini ve goreceli sikhgini arastirmistir.

Distribution of Vulvar Pathologies in Patients Performed Vulva

Biopsy in Our Clinic

Amag
Bu ¢alismanin amaci, klinigimizde histopatolojik olarak dogrulanmis
vulvar lezyonlarin goéreceli sikligini ve klinik bulgular ile histopatolojik

bulgular arasindaki korelasyon diizeyini belirlemektir.

Method

Bu retrospektif calismada, 2012-2022 yillari arasinda izmir Katip Celebi
Universitesi Atatiirk Egitim ve Arastirma Hastanesi'nde vulvar biyopsi
yapilan hastalarin verileri degerlendirildi. Calismamiz igin izmir Katip
Celebi Universitesi Klinik Arastirmalar Etik Kurulu'ndan etik onay
alinmigtir (onay numarasi: 2019,30). Tekrarlayan kayitlar ve eksik veriler
¢ikarildiktan sonra 579 olgunun verileri Uzerinde istatistiksel analiz
yapilmistir. Hastalarin yasi ve menopoz durumu, semptom dagilimi
belirlendi.  Vulvar  dermatozlar  histopatolojik  sonuglara  gore
gruplandirildi. Bagvuru aninda en sik goriilen semptomlar ve semptomlar
ile histopatoloji arasindaki iliski grup iginde degerlendirildi. Veriler,
Uluslararasi  Vulvovajinal  Hastalik  Calismalari  Dernegi  (ISSVD)
siniflandirmasina gore degerlendirildi. Grup igindeki her antitenin
yuzdeleri ve histopatolojik bulgularin klinik semptomlarla iligkisi
belirlendi.

Veri analizi Windows'un SPSS (Statistical Package for the Social Sciences)
yaziiminin 17 versiyonu kullanilarak yapildi. Veriler tanimlayici
istatistiklerle ifade edildi. Hastaligin tanisi ve patoloji sonuglari; sayi ve

yuzde olarak hesaplandi.

Sonuglar

Olgularin ortanca yasi 57,8 (18-88) idi. Hastalarin %35,2'si premenopozal,
%64,8'i postmenopozal dénemdeydi. En sik basvuru semptomu kasinti
(%47,84) idi ve hastalar ayrica kitle lezyonu (%38,68), pigmentasyon
bozukluklari (%7,08) ve diger semptomlarla (%6,4) bagvurdu. (Tablo 1).
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Tablo 1. Vulvar lezyonlarin histopatolojik bulgularinin dagilhimi.

. . SEMPTOM
HiSTOPATOLOJIK TANI : ——
KITLE RENK DEGISIKLIGI  KASINTI AGRI TOPLAM
Skuamoz Hiperplazi 7 1 45 0 53
Skuamoz Papillom 4 0 6 1 11
Skuamoz Karsinom 10 0 6 1 17
VIN 1 2 0 0 0 2
VIN 2 0 0 4 0 4
VIN 3 3 0 0 1 4
Liken Sklerozus Et Atrofikus 0 24 77 11 112
Kondilom 100 1 6 1 108
Fibroepitelyal Polip 25 0 6 1 32
Liken Simpleks Kronikus 8 8 35 6 57
Liken Planus ve Likenoid Dermatit 0 12 1 15
Hiperkeratoz, akantoz 1 40 1 44
Dermatit 22 0 4 1 27
Benign Kistik Lezyonlar 15 1 2 1 19
Diger 6 1 22 3 32
Vaskiiler Lezyonlar (Hemanjiyom, 4 0 1 1 6
Lenfanjiyom)
Olagan Histoloji 0 0 1 0 1
Hidradenom 2 0 1 2 5
Bazal Hiicreli Karsinom 3 0 0 2 5
Lenfositik veya Monositik Enflamatuar 4 0 7 2 13
Infiltrasyon
Seboreik Keratoz 3 3 2 0
Intradermal / Melanositik Nevus 5 0 6
Malign Melanom 0 1

(VIN : vulvar intraepitelyal neoplazi)

Kasinti sikayeti ile bagvuran toplam 277 olguya; liken sklerozus et atrofikus
(n:77), liken simpleks kronikus (n:35), skuaméz hucreli hiperplazi (n:45),
kondiloma akiiminata (n:6), vulvar intraepitelyal neoplazi (n:4) ve skuaméz
tanisi konuldu.

hicreli karsinom (n:6) Ayrica fibroepitelyal polipler,

papilloma, lenfanjiyom, piyojenik granilom, hidradenom, nevds,
inflamatuar hiticre infiltrasyonu, vulvar kalsinozis ve dermatit vakalari da
kasinti ile basvurdu.

Vulvar kitlesi olan hastalara kondiloma akiminata (n:100), fibroepitelyal
polip (n:25), benign kistik lezyonlar (n:15), liken simpleks kronikus (n:8),
skuamoz karsinom (n:10), bazal hicreli karsinom (n:3) ve vulvar
intraepitelyal neoplazi (VIN)(n:5) tanilar konuldu.

Hastalar ayrica histopatolojik olarak lenfanjiyom, hemanjiyom, skuaméz
papillom, hidradenoma, siringoma, molluscum contagiosum, nevds,
pemfigus vulgaris, fokal hiperkeratoz, akantoz ve kronik dermatit olarak

teshis edilen vaskuler lezyonlarla bagvurdu.

Vulvada pigmentasyon bozuklugu ile basvuran 41 hastada liken sklerozus
et atrofikus (n: 24), liken simpleks kronikus (n: 8), malign melanom (n: 1) ve
skuamoz hiperplazi (n: 1) vardi. Bir tanesinde malignite saptandi. Vulvada
renk degisikligi ile bagvuran hastalarda histopatolojik olarak skuamoz
hiperplazi, liken sklerozus et atrofikus, kondiloma akiiminata, liken
simpleks kronikus, hiperkeratoz, akantozis, seboreik keratoz ve malign

melanom tanilari konuldu.

Agri sikayeti ile bagvuran hastalara liken sklerozus et atrofikus (%29,7) ve
liken simpleks kronikus (%16,2) tanisi konuldu. Bagvuru semptomlari ile

histopatolojik tani arasindaki iliski, Tablo 2'de gosterilmistir.
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Tablo 2. Vulvar lezyonlarin histopatolojik tanisinin dagilimi.

Histopatolojik tani
(%)

vaka sayisi n

Liken Sklerozus Et Atrofikus 112 (19,3)
Kondiloma Akuminata 108(18,6)
Liken Simpleks Kronikus 57 (9,8)
Skuamoz Hiperplazi 53(9,1)
Hiperkeratozus Akanthozus 44 (7,5)
Fibroepithelyal Polip 32 (5,5)
Diger 32(55)
Dermatit (Ekzematoz Dermatozlar) 27 (4,6)
Benign Kistik Lezyonlar 19(3,2)
Skuamoz Karsinom 17 (2,9)
Liken Planus ve Likenoid Dermatit 15(2,5)
Lenfomonositik infiltrasyon 13 (2,2)
SkuamézPapillom 11(1,8)

Vaskiiler Lezyonlar (Hemanjiyom / Lenfanjiyom/Piyojenik Graniilom) 6 (1)

Olagan Histoloji 1(0,1)
Hidradenoma Papilliferum 5(0,8)
Intradermal / Melanositik Nevus 6(1)
Seboreik keratoz 8(1,3)
VIN 1 2(0,2)
VIN 2 4(0,6)
VIN 3 4(0,6)
Bazal Hiicreli Karsinom 5(0,8)
Malign Melanom 1(0,1)
Toplam 579 (100)

(VIN : vulvar intraepitelyal neoplazi)

Distribution of Vulvar Pathologies in Patients Performed Vulva

Biopsy in Our Clinic

Tartisma

Vulvar cilt patolojileri lokalize olabildigi gibi perine ve anorektal bolgeye
de vyayilabilir. En sik gorilen semptomlarin kasinti ve agri oldugu
bilinmektedir. Asiri ve kronik kasinti; ciltte ekskoriyasyon, sekonder
enfeksiyon ve gatlaklara neden olabilir(2). Diger sik hastaneye basvuru
nedenleri vulvar deride renk degisikligi ve ele gelen kitlelerdir.
Enfeksiyonlar, timorler, bag dokusu hastaliklari, kronik inflamatuar
suregler ve pigmentasyon degisiklikleri vulvayi etkileyebilir(7). Vulvar
hastaliginin yaygin lezyonlari olan irritan ve alerjik kontakt dermatit ,
cildin diger spesifik bozukluklaridir. Vulvar dermatozlarin genis
spektrumu sistematik bir siniflama yapmayi zorlastirmaktadir(7,8).

2006 yilinda ISSVD, klinisyenlere vulvar hastaliklarinin
siniflandirimasinda, terminolojinin standardizasyonunda ve tedavinin
optimizasyonunda yardimci olmak igin vulvar lezyonlari histopatolojik
ozelliklerine gore spongiotik, akantotik, likenoid, vezikilobulloz,
akantolitik, grantilomatoz, vaskilopatik ve sklerotik lezyonlar olarak
siniflandirdi. Kelekgi ve ark. (9) wvulvar dermatozlar histopatolojik
ozelliklerine gore siniflandirmistir. 2011 yilinda  ISSVD,  vulvar
dermatozlari klinik gértinimlerine gore; deri renginde lezyonlar, kirmizi
kezyonlar (pacth ve plaklar), kirmizi papul - nodiller, beyaz
lezyonlar,koyu renkli lezyonlar, bdller, Ulserler - erozyonlar ve 6dem
olarak siniflandirdi(9-11).

Liken sklerozus ve atrofikus, liken planus ve liken simpleks kronikus
vulvanin en sik goriilen neoplastik olmayan epitelyal bozukluklaridir(1).
Literatir verileri ile uyumlu olarak olgularimizin %91,2'i neoplastik
olmayan dermatozlar grubunda yer almaktaydi(12,13).

Olgularimizin tgte ikisi 50 yasin Uzerindeydi. 18-49 yas arasi hastalarda
tim lezyonlarin %3,9'unu malign veya prekanser6z lezyonlar, 50 yas Usti
hastalarin ise %4,9'unu olusturuyordu. Deri biyopsisi dermatolojik
hastaliklarin tanisinda en sik kullanilan tani yontemlerinden biridir.
Vulvar bélgenin karakteristik isisi ve nemi nedeniyle vulvar lezyonlar
spesifik karakterlerinden farkli bir gériiniime sahip olabilir, bu nedenle
vulvar deri biyopsisi tani igin yaygin olarak kullanilmaktadir (14).
tanisinin  konmasinda ve

Dermatopatoloji  deri  hastaliklarinin

etiyolojisinin belirlenmesinde onemli bir  disiplindir(15-16).
Histopatolojik degerlendirme yapan patologun klinik bulgular hakkinda
bilgilendirilmesi dogru ve hizli tani igin 6nemlidir(17).

Dermatolojik lezyonlarda klinik bulgular ile patolojik tani arasindaki
iliskiyi degerlendiren bir ¢calismada, sadece patolojik incelemeye dayali
tanisal dogruluk orani %55 olarak bildiriimekte olup, verilen klinik
bilgilerle birlikte bu oran %78'e ylikselmektedir(18).

Hastalar vulvar lezyonlar igin en sik jinekoloji ve dermatoloji
polikliniklerine  basvurmaktadirlar.  Tani  guglikleri ~ nedeniyle
multidisipliner yaklagim tani ve tedavi sirecinin hizli ve dogru

degerlendirilmesi ve optimizasyonu agisindan dnemlidir.
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Baksu ve ark. (19) kadin hastaliklari poliklinigine vulvar lezyonlar nedeniyle
bagvuran hastalarin %28,6'sina dermatoloji konsiltasyonu istendigini ve bu
olgularin %24,9'unun spesifik bir dermatolojik hastalik tanisi aldigini
bildirmistir. Anemduller ve ark. (12) galismasinda vulvar lezyonlar igin
jinekoloji uzmanlarinin dermatoloji uzmanlarina kiyasla daha fazla [sirasiyla
(2/3, 1/3)] konstiltasyon istedikleri saptanmistir.

Literatiirde atifta bulunulan birgok ¢alismada vulvar dermatozlarin tani ve
tedavi surecinde jinekoloji ve dermatoloji uzmanlarinin isbirliginin dnemi
vurgulanmistir (14,20-22).

Bu ¢alismada olgularin %15,8'inde dermatoloji konsiltasyonu istenmis ve
%46,8'inde spesifik bir dermatolojik hastalik tanisi konulmustur.
Calismamizda ana semptom kasintiydi. Diger semptomlar lezyonlarla daha
az iliskiliydi. Ulsere veya erozyona ugramis lezyonlarin galismaya dahil

edilmemesi ¢alismanin zayif yonadiir.

YAZAR KATKILARI

Mustafa SENGUL et al.

Sonug¢

Vulvar dermatozlar nonspesifik epitelyal lezyonlardan malign/premalign
lezyonlara kadar genis bir spektruma sahiptir. Ayrica, vulvar bolgenin
sicaklik ve nem gibi degisken fiziksel ozelliklerinden dolayr klinik
semptomlar atipik olabilir. Tium bu nedenlerle vulvar dermatozlarin tani
ve tedavisinde dogru tani ve uygun tedavi sansini artirmak igin kadin
hastaliklari ve dermatoloji bolimleri arasindaki koordinasyonun yani sira
dermatopatologlar tarafindan histopatolojik degerlendirme yapilmasi

6nemlidir.

Diger bulgularin da eslik ettigi Glsere olmayan kasintili lezyonlarda basit bir algoritma 6nerdik (Sekil). Bu algoritma klinik uygulamada kagsinti ile bagvuran

hastalara yaklasimda faydali olabilir.
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The Relationship Between Ejection Fraction and Level Of Serum

Nesfatin-1 in Patients with Congestive Heart Failure

Sonug: Calismada Nesfatin-1 dizeyinin, kalp yetmezligi olan ve kalp
yetmezligi olmayan hastalarda farkli olmadigini gordik. Arastirmamiz,
celiskili sigan galismalari digsinda, insanlarda konjestif kalp yetmezliginde
Nesfatin-1 iliskisini inceleyen ilk galismadir; ancak Nesfatin-1 ile kalp
yetmezligi arasindaki iliskinin tam olarak aydinlatilabilmesi i¢in daha fazla
hasta sayisi ile daha fazla klinik galismaya ihtiyag vardir.

Anahtar Kelimeler: Ejeksiyon fraksiyonu, kalp yetmezligi, Nesfatin-1

Introduction

Congestive heart failure is one of the common chronic diseases. It
remains a leading cause of morbidity and mortality in the world (1). Heart
failure (HF) is a clinical syndrome caused by structural or functional
cardiac disorders, characterized by low cardiac output and increased
intracardiac pressures, accompanied by symptoms such as shortness of
breath, ankle edema, and fatigue, increased jugular venous pressure,
pulmonary rales and peripheral edema. A commonly implanted diagnostic
test for the assessment of heart failure is echocardiography. Nesfatin-1 is
an amino acid peptide derived from the secreted precursor nucleobindin-
2 (2,3). It is secreted by central and peripheral nervous system and by
peripheral tissues. Nesfatin-1 has multifunctional tissue-specific actions
regulating food intake, body weight, blood glucose and cardiac functions
(4). It suppresses feeding and increases insulin secretion from pancreatic
beta islet cells (3). Its secretion decreases during fasting; it is a
physiological inhibitor of food intake (5). Nesfatin-1 has also been
detected in cardiomyocytes (6,7). In addition to central modulation of
nutrition and energy balance, and of the nervous circuits responsible for
blood pressure and heart rate control, Nesfatin-1 also acts peripherally on
several districts, including cardiovascular system (8). In mammals,
Nesfatin-1 acts on the heart by inducing negative inotropism and
cardioprotection against ischemic damages (9). It was suggested to have
anti-inflammatory and anti-apoptotic properties (10). We wondered

about the role of this new amino acid peptide Nesfatin-1 in heart failure.

Materials and Method

Data collection

The research was designed as a prospective study and included 50
patients with congestive heart failure and 29 healthy adults as a control
group evaluated during routine outpatient check-ups in xxxxxx hospital
between September 2019 and February 2020. Oral and written informed
consents were taken from all the participitants. Patient and control group

selection was made randomly. All these patients met the study criteria.

Konjestif Kalp Yetmezligi Olan Hastalarda nesfatin ile

Ejeksiyon Fraksiyonu iliskisi

The study inclusion criteria were as follows: 1-) Having given consent to
participate in the study, 2-) Not having any chronic diseases for the patient
group with congestive heart failure other than regulated diabetes mellitus
with HbAlc of less than 7%, 3-) To be over 18 years old and less than 80
years old, 4-) Not having any depressive symptoms, 5-) Having normal
body mass index, 6-) At least 1 year since heart failure diagnosis, 7-) Stable
medications within 4 weeks before screening. The study exclusion criteria
were defined as 1-) Refuse to participate in the study, 2-) Patients with
chronic diseases other than heart failure, and patients with unregulated
type-2 DM. The patients underwent clinical and echocardiographic
evaluations. Data were retrieved from each patient with diagnosis of
congestive heart failure in respect of medical history, age and sex, the
laboratory data including creatinine, alanine transaminase (ALT) and
glucose. The diagnosis of congestive heart failure was made by

Framingham Diagnostic Criteria including major criteria as acute

pulmonary edema, cardiomyopathy, hepatojugular reflex, neck vein
distention, paroxysmal nocturnal dyspnea or orthopnea, rales, third heart
sound gallop and minor criteria as ankle edema, dyspnea on exertion,
hepatomegaly, nocturnal cough, plevral effusion and tachycardia. Heart
failure was diagnosed when two major criteria or one major and two minor
criteria were met. The cardiac status was assessed in the short-term
clinical control by echocardiography and patients with symptoms of heart
failure and ejection fractions below 50% were included in the study; the
patients having heart failure with preserved ejection fraction were
excluded from the study. All patients were questioned about previous
medical diagnosis of any other chronic disease and if any, removed from
the study. For Nesfatin-1 measurement, venous blood samples from the
patients were collected and after separation of serum and plasma, they
were stored in a refrigerator at -80 degrees. For Nesfatin-1 measurement,
Biotek EIx800 and KCjunior (Winooski, Vermont, USA) were used as reader
and ELISA test programs respectively. The standard curve range was
0.3ng/ml-90ng/ml. The sensitivity was 0.15ng/ml and the size was 96 wells.
The study was in accordance with the ethical standards of the institutional
and/or national research committee and with the 1964 Helsinki
declaration and its later amendments or comparable ethical standards.
Statistical analysis

Data obtained in our study were analyzed statistically with IBM SPSS 21
programme. Normality control of continuous variables was evaluated with
Shapiro Wilk test. In the comparisons made according to the patient and
control groups, the independent Sample t-test was used for the analysis of
the variables conforming to the normal distribution, and the Mann-
Whitney U test was used for those who did not. Spearman Rho Correlation
Coefficient was used to compare the linear relationship between Nesfatin-

1 and the variables. p<0.05 was considered statistically significant.

101



Perihan OZKAN GUMUSKAYA et al.

Results

The present study comprised a total of seventy-nine patients of whom
twenty-nine was as healthy control group. In the patient group 34% (n =
17) were female and 66% (n = 33) were male. In the control group 51.7% (n
= 15) were female, and 48.3% (n = 14) were male. In our study, when we
examined the levels of Nesfatin-1, creatinine, ALT, glucose and EF
according to the groups, only the levels of glucose and creatinine differed
between groups (p<0.001%*) (table 1). The mean age in patient group was
63.4+14.4 years and in the control group was 56.7+13.9 vyears.
Unfortunately, the ages were not homogeneous according to the groups
(p=0.046) (Table 2). When we examined the relationship of Nesfatin-1 with
creatinine, alanine aminotransferase, (ALT), glucose, age, and cardiac
ejection fraction, we found that it was only related to glucose, as is known
(table 3). The Nesfatin-1 meantSD was 16.4+22.7 ng/ml with minimum-
maximum values of 5.2-109.2 ng/ml in the patient group. In the control
group the meantSD of Nesfatin-1 was 8.4+2.7 ng/ml with minimum-
maximum values of 3.7-17.6 ng/ml. Contrary to expectation, there was no
statistically significant correlation between cardiac ejection fraction and
Nesfatin-1 level and no statistically significant differences were detected in
terms of serum nesfatin-1 levels between the groups (p=0.088) (table 1
and 3).

Table 1: The summary of the levels of Nesfatin-1, creatinine, ALT, glucose

and EF according to the groups.
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Table 2: The summary of age distribution between groups.

CONTROL PATIENT
Mean+SD Min-Max Mean+SD Min-Max P value
Age(years) 56.7+13.9 20-83 63.4+14.4 34-93 0.046

p: Independent Sample t test, SD: Standart deviation

Table 3: The summary of relation of Nesfatin-1 with creatinine, ALT,
glucose, EF and age.

CREAT GLUCOS
e AT E EF AGE
Correlation 0.018 0.026 0.28 -0.187 0.091
NESEATI  Coefficient
N-1
p 0.877 0.822 0012 0.007 0.423

p:Spearman Rho Correlation, ALT: alanine aminotransferase, EF:
ejection fraction

Discussion

The studies available in the literature have researched Nesfatin-1
action in many systems. We wondered if there was a predictor value

of Nesfatin-1 in diagnosis of heart failure. Hongyan Dai et al. found

that in patients with acute myocardial infarction, plasma Nesfatin-1
levels were significantly lower. They suggested that lower Nesfatin-1
concentration may play a very important role in the development of
acute myocardial infarction (11). In another study of T. Angelone et
al. they said that, in rats, heart Nesfatin-1 protects against ischemia/
reperfusion injury by reducing infarct size and it directly affects
myocardial performance (12). Tuncaykuloglu et al. showed that rat
heart tissue releases Nesfatin-1, experimental implementation of
adriamycin reduced Nesfatin-1 immunoreactivity in rat heart tissue,
and this decrease depends on myocardial damage/loss due to
adriamycin (13). Mingchen Li et al. claimed that Nesfatin-1
treatment might be a promising therapeutic agent for hypoxic

cardiac injury (14). Similarly in the study of Zhanwei Fan et al. it was

CONTROL PATIENT
Mean+S Median Min- Mean+S Median Min-
D [IQR] Max D [IQR] Max value
CREATININE( (6,41 0.7[0.6-0.8]  0-11  1.1+1.0 09[0.7-12] 05-18 <0.001
mg/dl)
ALT(UIL) 21640, 1951127 g5y 2484 sssli2735] 574 0468
2 29.2] 3
GLUCOSE(mg/  93.1+15. 103.9+2 103.5 [91.5-
di) 1 94 [88-99.2] 38-124 24 113] 0-149 0.004
<0.001
EF(%) 60.143.0 60 [60-60] 55-65  36+7.9 35 [30-45] 20-48
NESFATIN- 16.4+22. 5.2-
1(ng/mi) 84127 84[6.7-9.4] 3.7-17.6 7 84[78-127] o 0.088
p: Mann Whitney U test, SD: Standart deviation, ALT: alanine

aminotransferase, EF: ejection fraction, *:referees statistically significant
values

shown that Nesfatin-1 exerted protective effects against diabetic
cardiomyopathy. In the study of Rui-Ying Su et al. with rats, the
levels of Nesfatin-1 were decreased in the heart following

myocardial injury and reperfusion injury (15).
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The Relationship Between Ejection Fraction and Level Of Serum

Nesfatin-1 in Patients with Congestive Heart Failure

These studies were the expected results when we considered the
physiology of Nesfatin-1. It has a central modulation of nutrition and
energy balance, and of the nervous circuits responsible for blood pressure
and heart rate control. When we consider the physiological mechanism of
Nesfatin-1, we would expect Nesfatin-1 levels to be low in heart disease.
Therefore, when we started our study, we thought that we would
encounter similar results but we did not. There were also some studies
which have not defined expected results with previous ones like ours. For
example, in the study of Catak Z et al. it was shown that Nesfatin-1 levels
were higher in rats with fructose-induced metabolic syndrome compared
to the control group (16). In a study similar to the current research, C
Ayada et al. showed that cardiac L-Type Ca channel alc subunit protein
expression levels were increased significantly after chronic peripheral
Nesfatin-1 application in rats subjected to restraint stress. So, they
concluded that Nesfatin-1 can cause cardiac failures during clinical
treatments by elevating cardiac L-type ca channel alc subunit protein
expression (17). Susumu et al. emphasized that plasma Nesfatin-1 levels
were found to be high in patients with coronary artery diseases suggesting
that high Nesfatin-1 levels in patients with coronary artery disease may
play a role in the development of coronary atherosclerosis (10). In
conclusion, except for the contradictory rat models, the Nesfatin-1 was
not studied before in humans with heart failure and we report that the
level of Nesfatin-1 is not different in patients with and without heart

failure; so our study is the first in the literature.

Konjestif Kalp Yetmezligi Olan Hastalarda nesfatin ile

Ejeksiyon Fraksiyonu iliskisi

There are some limitations to this study. The ages were not
homogeneous according to the groups and the number of patients was
limited as it was a single-center study and there is, therefore, a need for
more extensive studies to be able to reach significant results. To be able
to produce similar results the support of further studies is required.
Conclusion

From this study, we report that the level of Nesfatin-1 is not different in
patients with and without heart failure. Our research is the first study
which studied Nesfatin-1 in congestive heart failure in human beings
except for the conflicting rat studies; however, more clinical studies with
much number of patients are needed to fully elucidate the relationship
between Nesfatin-1 and heart failure.

Limitations: Since the frequency of HF increases with age, the difference
between the groups in terms of age is an important limitation of the

study.

103



Perihan OZKAN GUMUSKAYA et al.

References

1. Heidenreich PA, Bozkurt B, Aguilar D, et al. 2022 AHA/ACC/HFSA
Guideline fort the management of heart Failure: Executive Summary: A
Report of the American College of Cardiology/American Heart Association
Joint Committee on Clinical Practice Guidelines. J Am Coll Cardiol. 2022
May, 79(17): 1757-1780.

2. Fan Z, Dong J, Mu Y, Liu X. Nesfatin-1 protects against diabetic
cardiomyopathy in the streptozotocin-induced diabetic mouse model via
the p38-MAPK pathway. Bioengineered. 2022 Jun;13(6):14670-14681.

3. Ayada C, Toru U, Korkut Y. Nesfatin-1 and its effects on different systems.
Hippokratia. Jan-mar 2015;19(1):4-10.

4. Ramesh N, Gawli K, Pasupulleti VK, Unniappan S. Metabolic and
Cardiovascular Actions of Nesfatin-1: Implications in Health and Disease.
Curr Pharm Des. 2017; 23(10):1453-1464.

5. Stengel A, Mori M, Tache Y. The role of Nesfatin-1 in the regulation of
food intake and body weight: recent developments and future endeavors.
Obes Rev. 2013 Nov;14(11): 859-70.

6. Schalla MA, Stengel A. Current understanding of the role of Nesfatin-1.
Journal of the Endocrine Society. 2018 Sep;2(10):1188-1206.

7. Feijéo-Bandin S, Rodriguez-Penas D, Garcia-Rua V et al. Nesfatin-1 in
human and murine cardiomyocytes: synthesis, secretion and mobilization
of GLUT-4. Endocrinology. 2013; 154(12): 4757-4767.

8. Imbrogno S, Angelone T, Cerra MC. Nesfatin-1 and Cardiovascular
System: Central and Peripheral Actions and Cardioprotection. Curr Drug
Targets. 2015; 16(8): 877.

9. Mazza R, Gattuso A, Filice M. et al. Nesfatin-1 as a new positive inotrope
in the goldfish (Carassius auratus) heart. General and Comparative
Endocrinology, voliime 224,1 December 2015, Pages 160-167.

Perihan OZKAN GUMUSKAYA ve ark.

10. Ibe S, Kishimoto Y, Niki H. et al. Associations between plasma Nesfatin-1
levels and the presence and severity of coronary artery disease. Circulation.
2018;138: A10700.

11. Dai H, Li X, He T. et al. Decreased plasma Nesfatin-1 levels in patients
with acute myocardial infarction. Peptides. 2013 Aug; 46: 167-71.

12. Angelone T, Filice E, Pasqua T. et al. Nesfatin-1 as a novel cardiac
peptide identification, functional characterization and protection against
ischemia/ reperfusion injury. Cell Mol Life Sci. 2013 Feb; 70(3): 495-509.

13. Kuloglu T, Artas G. The Effects of Adriamycin implentation to the
immunreactivity of Nesfatin-1 at Rat Heart Tissue. Firat Tip Dergisi.2015
;20(2):81-85.

14. Li M, Li K, Ren Y. Nesfatin-1 protects Hgc2 cardiomyocytes against
cobalt chloride-induced hypoxic injury by modulating the MAPK and Notch
signaling pathways. J Biol Res (Thessalon). 2021 Sep 13; 28(1):21.

15. Su RY, Geng XY, Yang Y, Yin HS. Nesfatin-1 inhibits myocardial
ischaemia/ reperfusion injury through activating Akt/ERK pathway-
dependent attenuation of endoplasmic reticulum stress. J Cell Mol Med.
2021 Jun; 25(11): 5050-5059.

16. Catak Z, Aydin S, Sahin I. et al. Regulatory neuropeptides
(ghrelin,obestatin and Nesfatin-1) levels in serum and reproductive tissues
of female and male rats with fructose-induced metabolic syndrome.
Neuropeptides, 2014; 48(3):167-177.

17. Ayada C, Turgut G, Turgut S. The effects of Nesfatin-1 on heart L-type ca
2+ channel alc subunit in rats subjected to chronic restraint stress. Bratisl
lek Listy.2015; 116(5): 326-9.

104



KLINIK CALISMA / CLINICAL TRIAL

Ege Klin Tip Derg 2023;61 (2): 105-110

Klinik ~ Orneklerden  Uretilen Serratia  marcescens

izolatlarinin Dagilimi ve Antimikrobiyal Duyarhiliklari

Distribution and Antimicrobial Susceptibilities of Serratia

Kiibra CAN KURT*: 0000-0001-6862-7908

Edip TOKUG*: 0000-0002-2440-3125

Muhuyedin Abdirahman ZiYAD*: 0000-0001-7920-6025
Sinem GZDEMIR*: 0000-0002-2339-8571

Ayse CEYLAN KILINCARSLAN*: 0000-0003-2401-3992
Merve CIHAN*: 0000-0002-0075-051X

Emrah GUREL* 0000-0002-8742-0117

Nevriye GONULLU* 0000-0003-4289-1975

Bekir S. KOCAZEYBEK* 0000-0003-1072-3846

Hrisi BAHAR TOKMAN* 0000-0002-2205-5120

istanbul Universitesi-Cerrahpasa, Cerrahpasa Tip Fakiiltesi,

Tibbi Mikrobiyoloji Anabilim Dali, istanbul

Yazisma Adresi: Hrisi BAHAR TOKMAN

istanbul Universitesi-Cerrahpasa,

Cerrahpasa Tip Fakdltesi, Tibbi Mikrobiyoloji Anabilim Dal,
34098, iISTANBUL

E-Mail: hrisib@iuc.edu.tr

Gelis Tarihi: 05.02.2023
Kabul Tarihi: 02.03.2023

marcescens Strains Isolated from Clinical Samples

0z

Amag: Serratia marcescens, ozellikle bagisikligl baskilanmig hastalarda idrar yolu
infeksiyonu, menenjit, pndémoni, yara infeksiyonu ve sepsise neden olan bir
nozokomiyal patojendir. Serratia infeksiyonlarinda g¢ogunlukla, infeksiyonun belirli
kaynagl tanimlanamaz ancak, saglk c¢alisanlarinin kontamine olmus ellerinin,
bulagmada 6nemli bir araci oldugu bilinmektedir. Bu g¢alismada, ¢esitli poliklinik ve
servislerden gelen klinik 6rneklerde S. marcescens suslarinin dagihminin ve antibiyotik
duyarhliklarinin retrospektif olarak degerlendirilmesi amaglanmistir.

Yontem: Bakteriler klinik 6rneklerden standart klinik mikrobiyoloji yontemleriyle izole
edilmis ve tanimlama MALDI-TOF MS (Bruker) veya BD Phoenix ile yapilmistir.
Bakterilerin antibiyotiklere duyarlliklarini saptamak igin Kirby-Bauer disk diflizyon
metodu kullaniimistir. Sonuglar Avrupa Antimikrobiyal Duyarlilik Testi Komitesi
(EUCAST) 2021 kriterleri dogrultusunda degerlendirilerek yorumlanmistir.

Bulgular: Ug yili kapsayan dénemde laboratuvara génderilen klinik érneklerde toplam
84 S. marcescens susu Uremistir. Suslar, servislerde yatan (43, %51,2), polikliniklere
bagvuran (38, %45,2) ve yogun bakim Unitesinde yatan (3, %3,6) hastalara ait
orneklerden Uretilmis olup bu 6rneklerin en sik cerrahi alan infeksiyonu bolgesinden
alinan aspirasyon ornekleri (49, %58,3) ve cerahat oOrnekleri (16, %19) oldugu
saptanmistir. S. marcescens suglarinda en yiksek antimikrobiyal duyarlilik amikasine
(%99), gentamisine (%93), seftazidime (%95), sefotaksime (%94), sefepime (%93) ve
meropeneme (%90) karsi saptanmustir.

Sonug: Nozokomiyal bir patojen olarak taninan S. marcescens’in son yillarda poliklinige
bagvuran hastalara ait 6rneklerden de Uretilmis olmasi epidemiyolojik veriler agisindan
6nem tasimaktadir. Ulkemizde S. marcescens ile ilgili mikrobiyolojik veriler sinirlidir,
tedavide kullanilacak gesitli antibiyotik segeneklerinin bulunmasi sevindiricidir ancak
belirli periyodlarda uygulanacak hastane infeksiyonu siirveyans calismalari yani sira
ayaktan hastalara ait 6rneklerde de bu bakterinin izlenmesinin infeksiyon kontroll ve
epidemiyolojik veriler bakimindan yararli olacagi kanisindayiz.

Anahtar Kelimeler: Antimikrobiyal duyarlilik, hastane infeksiyonu, Serratia

marcescens,

Abstract

Objective: Serratia marcescens is a nosocomial pathogen causing urinary tract
infection, meningitis, pneumonia, wound infection and sepsis, especially in
immunocompromised patients. It is not simple to define the exact source of infection,
but healthcare workers hands are a critical means of transmission. Our study aimed to
evaluate the antibiotic susceptibility of this bacterium isolated from various clinical

samples of patients in outpatient clinics and services.
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Klinik _Orneklerden Uretilen _Serratia _marcescens _izolatlarinin

Dagilimi ve Antimikrobiyal Duyarliliklari

Method: Bacteria isolations were done by standard clinical microbiology
methods and identified by MALDI-TOF MS with BD Phoenix. Antibiotic
susceptibilities of bacteria were examined by the Kirby-Bauer disk
diffusion method. The results were evaluated and interpreted together
with European Committee on Antimicrobial Susceptibility Testing
(EUCAST) 2021 criteria.

Results: Eighty-four strains were isolated from clinical samples during the
three years. The strains were from wards (43, 51.2%), in intensive care
units (3, 3.6%) and from outpatients (38, 45.2%) severally. The most
common samples were surgical site infection (49, 58.3%) and pus samples
(16, 19%). The highest sensitivity was found against amikacin (99%),
gentamicin (93%), ceftazidime (95%), cefotaxime (94%), cefepime (93%)
and meropenem (90%).

Conclusion: In recent years, it is crucial in terms of epidemiological data
that the bacterium has also been isolated from outpatient samples.
Microbiological data on it is limited in our country. However, the
availability of various antibiotic options to be used in the treatment is
pleasing. We believe that infection control and epidemiological data
obtained with surveillance studies carried out on outpatient samples in
specific periods is beneficial.

Keywords: Antimicrobial susceptibility, nosocomial infection, Serratia

marcescens,

Girig

Serratia marcescens su, toprak, bitkiler, hayvanlar gibi cogu cevresel niste
bulunan Enterobacteriaceae ailesine ait gram negatif nozokomiyal bir
patojendir. 2016 vyiinda  vyapilan  taksonomik  degisikliklerle
Enterobacterales takimindaki ailelere dahil edilmistir. Hareketli, laktozu
ve glukozu fermente edebilen, oksidaz negatif, Voges-Proskauer testi
pozitif, nitrati nitrite indirgeyen, biyofilm olusturma yetenegine sahip
olan, kolistine dogal direngli ve hiicre disina DNAz salgilama &zelliklerine
sahip bir bakteridir (1). S. marcescens, virtlansi disik olmasina ragmen,
bagisikligi tamamen baskilanmig hastalarda ve 6zellikle cocuk, yenidogan
yogun bakim Uniteleri basta olmak lizere diger yogun bakim tinitelerinde
de karsimiza gikabilen hastane infeksiyonu etkeni olarak bilinmektedir.
Menenjit, idrar yolu infeksiyonlari, pnémoni ve diger solunum yolu
hastaliklari, sepsis, endokardit ve yara infeksiyonlarina neden olan S.
marcescens, sadece insanlar icin énemli bir firsatgl patojen degil, ayni
zamanda ekolojik bir patojendir. Havadan, topraktan, sudan, bitkilerden
ve hayvanlardan yaygin sekilde izole edilir (2, 3).

Serratia cinsi bakterilerin pirol iceren kirmizi renkli pigmentler olan
prodigiosinleri sentezlemeleri 6nemli 6zelliklerindendir (4). Prodigiosin ilk
olarak Serratia marcescens'te bulunmus daha sonra Serratia
nematodiphila, Serratia plymuthica ve Serratia rubidaea tarafindan da

tretildigi belirlenmistir.

Distribution and Antimicrobial Susceptibilities of Serratia marcescens

Strains Isolated from Clinical Samples

Konak istilasinda rol oynayan 6nemli bir virtilans fakt6ri olan prodigiosin
ayrica yararli potansiyele sahip lineer bir tripirol metabolitidir (4,5).
Antimikrobiyal, antifungal, antiprotozoal, sitma 6nleyici, immunosupresif
ve antikanser etkisi yani sira ultraviyole korumada mikemmel
performans gostermis oldugu bildirilmistir (6-8). S. marcescens’in virilans
faktorleri arasinda siderofor, proteaz, kitinaz, lipaz, DNaz, kloroperoksidaz
ve bir hlcre digi protein olan HasA, hemolizin, lipopolisakkarit (LPS) yer
almaktadir (9). Biyosurfaktanlar gibi hiicre digi virtlans faktorleri de
salgilayan S. marcescens quorum sensing (QS) mekanizmalar yoluyla
biyofilmler olusturabilmektedir (6-8).

Serratia cinsinde yer alan énemli patojen turler, S. liquefaciens, S. ficaria,
S. fonticola, S. grimesii, S. odorifera, S. plymuthica, S. quinivorans, S.
rubidaead’dir. En sik karsilasilan patojen tiir S. marcescens’tir (10). S.
grimesii, insan klinik érneklerinden izole edilmesine ragmen, heniz kesin
patojen etken olarak belirlenmemistir.

Serratia cinsi ile olusan nozokomiyal infeksiyonlarda, infeksiyonun
kaynagi kesin olarak tanimlanamamig olmakla birlikte, saghk calisanlarinin
kontamine olmus ellerinin, bulasmada 6nemli bir kaynak teskil ettigi
bilinmektedir (11). Dinya Saghk Orgiitii (WHO) verilerine gére, saglik
galisanlarinin onerilen el hijyeni prosedirlerine bagliigi %5 ile %89
arasinda ¢ok degisken oranlarda seyretmektedir ve genel ortalama
%3,7'yi temsil etmektedir (12). Kontamine olmus ellerden ¢apraz gegis
infeksiyonun yayllmasinda ana nedeni olarak gériilmektedir.

Yenidogan yogun bakim Unitelerinde kolonize veya enfekte yenidoganlar,
S.marcescens’in ana potansiyel kaynagi olarak gosterilmistir.
S.marcescens’in, ozellikle solunum cihazlarinda, ayni zamanda
gastrointestinal sistemde de kolonize olabildigi bilinmektedir (13).
Enfekte veya kolonize hastalarin erken teshis edilmesi, infeksiyon kontrol
onlemlerinin, ozellikle el hijyeni ve temas 6nlemlerinin hizla uygulanmasi
infeksiyonun yayilmasini  erken 06nleme agisindan buylk 6nem
tagimaktadir (13, 14). Egitim programlarn yoluyla uygulanacak hijyen
konusunda kilavuzlarin hazirlanmasi, antibiyotik  tedavisinin
sinirlandiriimasi, invazif prosedir kullaniminin azaltilmasi gibi tedbirlerin
Serratia cinsi ile olusan nozokomiyal infeksiyonlarda etkili oldugu
kanitlanmistir (15, 16).

Serratia cinsi genisletilmis spektrumlu veya metallo beta-laktamaz tireten
¢ok ilaca direngli suslarin ortaya c¢ikmasiyla bazi B-laktamlar ve
tetrasiklinler de dahil olmak Uzere gesitli antibiyotik siniflarina direng
gostermektedir. Ampisilin, amoksisilin/klavulonat ve kolistine dogal
direngli olan bu bakteriler kinolonlar ve aminoglikozid grubu
antibiyotiklere ¢ogunlukla duyarlidir (17-20).

Bu calismada, Ekim 2018-Ekim 2021 tarihleri arasinda hastanemizin
degisik birimlerindeki hastalara ait klinik 6rneklerden (Uretilen ve
infeksiyon etkeni oldugu 6ngorilen S. marcescens suslarinin dagilimi ve
antibiyotik duyarliliklarinin retrospektif olarak degerlendirilmesi bdylece
nozokomiyal bir patojen olarak bilinen S. marcescens’in 6nemine ve

epidemiyolojik dagilimina dikkat cekilmesi amaglanmistir.
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Gereg Ve Yontem

CGalismamiz, Ekim 2018-Ekim 2021 tarihleri arasinda gesitli servislerden ve
polikliniklerden gonderilmis olan doku biyopsisi, cerahat, dren sivisi, plevra
ponksiyon sivisi, kateter, kornea absesi, safra sivisi, assit sivisi ve cerrahi
alan infeksiyonu bolgesinden alinan aspirasyon érneklerinden izole edilen
S. marcescens suglari ile yapilmistir. Calismamiz istanbul Universitesi-
Cerrahpasa, Cerrahpasa Tip Fakultesi Klinik arastirmalar etik kurulunun
onay! ile (Onay tarih ve No:18.01.2023/590030) Helsinki Deklerasyonu etik
standartlarina uygun olarak tasarlanmistir.

Laboratuvara goénderilen o6rneklerden Gram boyama ve mikroskobik
inceleme yapilmistir. %5 koyun kanh agar, gikolatamsi agar, MacConkey
agar ve sivi tiyoglikolatli besiyerlerine ekimler yapilmis ve 37°C'de 24-48
saat inkiibe edilmistir. Oneklerde tireyen gram negatif gomaklarin 6n tanisi
konvansiyonel yéntemlerle yapilmis ve sitrat pozitif, indol ve H,S negatif,
hareketli, eskilini hidrolize eden, ¢ sekerli demirli besiyerinde
karbonhidratlara etkili oldugu gorilen pigmentli/ pigmentsiz gram negatif
¢omaklarin  tir taniminda MALDI-TOF MS (Matrix-assisted laser
desorption/ionization-time of flight-mass spectrometry, Bruker Daltonics,
ABD) veya BD Phoenix otomatize sistemi (Becton Dickinson, Sparks, MD)
kullaniimigtir.

Bakterilerin antimikrobik maddelere duyarliliklari Mueller Hinton agarda,
Kirby-Bauer disk diftizyon yontemi ile arastiriimis, sonuglar EUCAST 2021

kriterlerine gore degerlendirilerek yorumlanmistir (21).

Bulgular

Ug yili kapsayan dénemde laboratuvarimiza génderilen klinik 6rneklerde 84
S. marcescens susu Uremistir. Orneklerin %32’si kadin hastalara ait (27
ornek), %68'i erkek hastalara aitti (57 6rnek) hastalarin yas ortalamalari
55+ 2 olarak saptandi.

Serratia marcescens suslarinin servislerde yatan (43, %51,2), polikliniklere
basvuran (38, %45,2) ve yogun bakim Unitesinde yatan (3, %3,6) hastalarin
klinik érneklerinden iretilmis oldugu belirlenmistir. Oneklerin kliniklere
gore dagiimi degerlendirildiginde, en sik dahiliye servisi ve genel cerrahi
servisinde yatan ve acil poliklinig§ine bagvuran hastalardan alinmis 6rnekler
olduklari belirlenmistir (Sekil 1). S. marcescens suslarinin 6rnek tiriine gére
dagilimi incelendiginde, en sik cerrahi alan infeksiyonu bdlgesinden alinan
aspirasyon orneklerinden (49, %58,3) ve cerahat orneklerinden (16, %19)

Uretilmis olduklari gértlmustar (Sekil 2).
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Sekil 2. Serratia marcescens izolatlarinin érnek tiirlerine gére dagilimi

Serratia  suslarinda, en  yiksek antimikrobiyal  duyarlilik
aminoglikozitlerden amikasine (%99) ve gentamisine (%93),
sefalosporinlerden seftazidime (%95), sefotaksime (%94) ve sefepime
(%93), karbapenem grubu antibiyotiklerden ise meropeneme (%90)

karsi saptanmustir (Sekil 3).
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Sekil 3. Serratia marcescens izolatlarinin antibiyotiklere duyarlilik oranlari
NET:Netilmisin,AK:Amikasin,GN:Gentamisin,ETP:Ertapenem,|IPM:imipenem,MEM:Meropenem,CAZ:Seftazidim,
CTX:Sefotaksim,CRO:Seftriakson,CXM:Sefuroksim,FEP:Sefepim,PTZ:Piperasilin-Tazobaktam,
SXT:Trimetoprim-Siilfametokasazol ,CiP:Siprofloksazin,AM:Ampisilin, AMC:Amoksisilin-Klavulanik asit

Tartisma

Serratia marcescens, Ozellikle invaziv tekniklere maruz kalan hastalarda,
prematiire bebeklerde, bagisiklik sistemi baskilanmis hastalarda ve
durumu kritik hastalarda hastane infeksiyonlarina neden olan firsatgi bir
patojendir (1-3). S. marcescens, hastane ortaminda kolaylkla yayilarak
tibbi ekipman ve aletleri, dezenfektan sollisyonlari kontamine edebilir.
Ayrica saglik galisanlarinin el hijyeni uygulamalarini yetersiz uygulamasi da
Serratia salginlari ve infeksiyonlariyla ilgilidir. Ozellikle yogun bakim
birimlerinde yiiksek morbidite ve mortalite oranlar ile seyreden
nozokomiyal salginlara neden oldugu bilinmektedir (10, 15, 22).
Gerberding ve ark. (23) yaptiklari galismada Serratia spp.’nin neden oldugu
bakteriyemi olgularinda yas ortalamasini 72 + 10 olarak bildirmislerdir.
Fernandez ve ark. (21) 2020 yilinda yaptiklar ¢alismada S. marcescens'in
neden oldugu postoperatif yara infeksiyonlu olgularda yas ortalamasinin
74.5 % 10 oldugunu saptamislardir. Bizim ¢alismamizda ise, hastalarin yas
ortalamasi 55+ 2 olarak saptanmistir. Kadin ve erkek hastalarin dagilimi
kiyaslandiginda hastalarin gogunlugunun (%68) erkek oldugu gorulmustr.
Bu bulgumuz Gonzidlez GM ve ark’nin (24) yaptiklari galismada %66,7
olarak saptadiklari erkek hasta oraniyla uyumlu bulunmustur.

Khanna A ve ark, (25) galigmalarinda, Hindistan’da Yogun Bakim
Unitesinde bulunan alti hastada, Serratia marcescens kaynakli infeksiyon
tespit etmislerdir. Suslarin %42,9’'unu ampisiline %85,7’sini gentamisine,
%71,4’Unu amikasine, %71,4’Unl sefotaksime, %14,3’tnu siprofloksasine,
%14,3'Unu ertapeneme, %14,34’Unl piperasilin tazobaktama, %42,9’unu
seftazidime direngli bulmugslardir. Bizim g¢alismamizda ise Serratia
marcescens suslarinin %95’i seftazidime, %94'G sefotaksime, %93'U

gentamisine, %99’u amikasine duyarli bulunmustur.

Hindistan’daki suslara gére tlkemizdeki Serratia marcescens suslarinin
antibiyotiklere daha duyarli oldugu gorilmistir. Hindistan bolgesinde
antibiyotiklere direngli infeksiyonlarin oraninin bu denli yiksek olmasi,
hijyen ve sanitasyon kosullarinin yeterince saglanamamasi ayrica,
gereksiz ya da rastgele antibiyotik kullanimi ile iligkilendirilebilir.
Samonis G ve ark (26) calismalarinda, Girit Universite Hastanesi'nin
mikrobiyoloji laboratuvarina 2004-2009 yillari arasinda gelen 6rneklerde
toplam 65 S. marcescens susu Uretmislerdir. Bu suslar solunum yolu
orneklerinden (%32,5) ve keratit/endoftalmi 6rneklerinden (%20,8) izole
edilmistir. Bu suslarin %62’si sefotaksime, %62’si seftazidime, %63’u
siprofloksasine, %62’si piperasilin tazobaktama, %35’i gentamisine
duyarli bulunmustur. Bizim ¢alismamizda ise, laboratuvarimiza gelen
orneklerin gogu (%58.3) cerrahi alan infeksiyonu bolgesinden alinan
aspirasyon ornegi ve %19’u cerahat 6rnegi idi ve suglarimizin %94’u
sefotaksime, %92’si seftazidime, %83’l siprofloksasine, %90’ piperasilin
tazobaktama, %78’i gentamisine duyarli idi. Bu ¢alisma sonuglan ile
karsilastirildiginda suglarimizin yine antibiyotiklere daha duyarh oldugu
gorilmastar.

Gonzalez GM ve ark (24), 2020 yilinda yayinlanan ¢alismalarinda, 2016-
2017 wyillarinda Meksika'nin iki bolgesinden sekiz tip merkezinden
toplanan 151 S. marcescens izolatinin antibiyotiklere direng¢ oranlarini
bildirmislerdir. Serratia izolatlarinin %19,1‘ini yara/abse érneklerinden,
%12,9'unu biyopsi orneklerinden, ikisini safra sivisindan, diger ikisini
protezden birini ise plevra sivisindan izole etmislerdir. Galisma
sonuglarimizla kiyaslandiginda biyopsi drneklerinden izolasyon oranimiz

%7,14 olarak daha dugik iken %19,05 olarak saptadigimiz cerahat 6rnegi

izolasyon oranimizin benzer oldugu dikkat cekmistir.
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Arastirmacilarin, 151 S. marcescens izolatina ait bildirdikleri antibiyotik
duyarlilik sonuglarina gore en yiksek duyarlihigin ertapeneme (%96,3) ve
meropeneme (%92,7) karsi oldugu ve bu oranin bizim saptadigimiz
duyarlilik oranlarindan (ertapeneme %86, meropeneme %90) daha yiiksek
oldugu gorilmektedir. Bunun aksine arastirmacilar aminoglikozitlerden
gentamisine %77,2 amikasine %75,6 duyarllik bildirirken bizim suglarimizda
aminoglikozit duyarliliginin ¢ok daha yiksek oldugu (gentamisine % 93,
amikasine %99 duyarllik) dikkat ¢ekmektedir. Liou BH ve ark (27)
¢alismalarinda, Tayvan cevresindeki bolgesel hastanelerden 2002-2010
yillari arasinda izole ettikleri S. marcescens izolatlarinin %99,3'lUnu
imipeneme, %93,8'ini seftazidime, %87,8'ini amikasine, %86,8'ini sefepime,
%73,2'sini  seftriaksona, %63,8’ini siprofloksasine, %86’sin1 piperasilin
tazobaktama ve %59,6’sini gentamisine duyarli bulmuslardir. Bizim g¢alisma
sonuglarimizla kiyaslandiginda suslarimizda imipenem duyarliliginin daha
distk sefalosporinlere ve aminoglikozitlere duyarliigin ¢ok daha yiksek
oldugu saptanmistir. Bu ¢alismalarin sonuglar ile bulgularimiz arasindaki
farklarin cografik konum farkliigindan ve degisik antibiyotik kullanma
politikalarindan kaynaklanmis olabilecegi kanaatindeyiz.

Bertrand X ve Dowzicky MJ (28) galismalarinda, 2004-2009 vyillari arasinda
Amerika, Avrupa, Asya, Orta Dogu ve Afrika‘daki hastanelerin yogun bakim
initelerinde reyen gram negatif bakterilerin antimikrobiyal duyarliliklarini
incelemislerdir. Kuzey Amerika’da bes yilda saptanan toplam 770 S.
marcescens izolatinin denenen tim antibiyotiklere bizim saptadigimiz
oranlardan ¢ok daha duyarl oldugu gortlmustur (99.2’si amikasine, %97’si
sefepime, %81,3’'U  seftriaksona, %91,9’u  imipeneme,  %96,7’si
meropeneme, %94,5’i piperasilin tazobaktama duyarli). Ayni ¢alismada,
Avrupa’dan 5 yilda izole edilen 912 S. marcescens izolainin, %97,5'i
amikasine, %64’l sefepime, %78,1’i seftriaksona, %90’1 imipeneme, %98,8’i
meropeneme, %92,1'i piperasilin tazobaktama duyarli bulunmustur. Bu
sonuglar arasindan galismamizda saptadigimiz amikasin (%99), imipenem
(%89) ve piperasilin tazobaktam (%90) duyarhliklari értiismektedir.
Ulkemizde, Atmaca S ve ark. (29) calismalarinda, Dicle Universitesi Tip
Fakiiltesi hastanesi birimlerinden génderilen hasta numunelerinden izole
edilen S. marcescens ve diger Serratia tiirlerini incelemislerdir. iki yillik
donemde izole edilen 105 Serratia susunun 89’unu S. marcescens olarak
tanimlamuslardir. Suslarin 17’si (%16) polikliniklerde, 37’si (%35) servislerde
ve 51'i (%49) yogun bakim unitelerindeki hastalara ait orneklerden
Uretilmisti. Gelen 6rneklerin dagilimina baktigimzda, 31’i trakeal aspirat ,
23’0 idrar, 16’s1 kan, 13’0 yara, altisi balgam, dordi doku biyopsisi, Ugl
abse, ikisi assit sivisi, ikisi kulak stirintusd, biri eklem sivisi, biri kateter, biri
plevra sivisi, biri bronkoalveolar lavaj ve biri nefrostomi 6rnegi idi. Sonuglari
karsilastirdigimizda, ¢alismamizda S. marcescens izole edilen cerahat
orneklerinin daha baskin oldugu (16, %19) dikkat ¢ekmektedir. Diger
yandan, servis, poliklinik ve yogun bakim hastalarina ait 6rnek sayilari
farkhlik gostermektedir, 6zellikle yogun bakimda yatan hastalara ait

orneklerimizin ¢ok daha az oldugu gorilmektedir.
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Bu durum her hastanede Serratia dagiliminin hastane infeksiyon kontrol
politikalarina gore donemsel farkliliklar gosterebilecegi gercegini 6ne
¢tkarmaktadir. Atmaca S ve ark.(29) Serratia turlerine en etkili
antibiyotiklerin amikasin (%97), siprofloksasin (%95) aztreonam (%93) ve
meropenem (%90) oldugunu tespit etmislerdir. Benzer sekilde bizim
gahismamizda da amikasin (%99) ve meropenem (%90) Serratia tirlerine en
etkili antibiyotikler olarak bulunmustur, ancak siprofloksasine daha dusuk
duyarhlik (%83) saptanmistir.

Bozkurt H ve ark. (30) calismalarinda, Yiiziincii Yil Universitesi Tip Fakiiltesi
Hastanesi'nin gesitli birimlerinden gonderilen 6rneklerden izole edilen
Serratia cinsi bakterilerin gonderildigi kliniklere ve izole edildikleri
orneklere goére tur dagihmini ve bu bakterilerin antimikrobiyallere
duyarhhklarini arastirmiglardir.  S.  marcescens izolatlarinin amikasine
%95,74, siprofloksasine %91,49, imipeneme %88,89 ve gentamisine %82,22
oranlarinda duyarli oldugunu bildirmislerdir. Bu suglarin duyarliliklarini
inceledigimizde en duslik duyarhhgin ampisiline (%9,1), tetrasikline (%9,1)
sefuroksime (%10) ve sefazoline (%6,8) karsi oldugu saptanmistir. Benzer
sekilde galismamizda en dustik duyarlilik ampisiline (%4), sefuroksime
(%10) ve ayrica amoksisilin klavulonik asite (%6) karsi belirlenmistir. Bizim
gahsmamizda  karbapenem  duyarliliklarini  inceledigimizde, = %86’sI
ertapeneme, %89’u imipeneme, %90’ meropeneme duyarl bulunmustur.
Suslarin antibiyotik duyarliliklari bizim sonuglarimiz ile uyumludur.

Bozkurt H ve ark. (30) gcalismalarinda, etken olarak izole ettikleri toplam 46
S. marcescens susunun kliniklere gére dagilimini incelemigler ve 19’ unun
pediatri servisinden, (%41,30), dokuzunun dahiliye servisinden (%19,56),
yedisinin Uroloji servisinden (%15,2), dérdinin genel cerrahi kliniginden
(%8,69), lger tanesinin gogus hastaliklari (%6,52) ve kulak burun bogaz
kliniklerinden (%6,52), birinin ise fizik tedavi (%2,17) boéliminden
gonderilen hasta 6rneklerinden tredigini saptamiglardir. Cerrahi servis ve
polikliniklerinden gelen 6rnekler bizim g¢alismamizdaki miktarlardan g¢ok

daha azdir.

Sonug olarak, nozokomiyal bir patojen olarak taninan S. marcescens’in son
yillarda poliklinige bagvuran hastalara ait 6rneklerden de Uretilmis olmasi
epidemiyolojik veriler agisindan &nem tasimaktadir. Ulkemizde S.
marcescens’le ilgili mikrobiyolojik veriler sinirlidir, tedavide kullanilacak
cesitli antibiyotik segeneklerinin bulunmasi sevindiricidir ancak belirli
periyodlarda uygulanacak hastane infeksiyonu sirveyans galismalari yani
sira ayaktan hastalara ait orneklerde de bu bakterinin varliginin ve
antimikrobiyal izlenmesinin kontrolli  ve

duyarhhginin infeksiyon

epidemiyolojik veriler bakimindan yararl olacagi kanisindayiz.erkek
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Effectiveness Of Taraxacum Officinale In Rat Tissue

Damage Caused By Doxorubicin

Doxorubicin’in Neden Oldugu Sican Doku Hasarinda

Taraxacum Officinale’nin Etkinligi

Abstract
Aim: In this study, we aimed to investigate the effect of taraxacum officinale in

Ozlem KARA*0000-0002-2084-8290 pancreatic damage caused by doxorubicin.

Asuman KiLiTCi**0000-0002-5489-2222 Methods: 4 groups were formed with a total of 40 Wistar albino rats: In group 1
(control group), nothing was given. In group 2 (taraxacum officinale group), 100 mg /
kg Taraxacum officinale was given for 10 days. In group 3 (doxorubicin group), single
dose 40 mg / kg doxorubicin was given. In group 4 (doxorubicin +taraxacum officinale
group), single dose 40 mg / kg doxorubicin +100 mg/kg taraxacum officinale for 10 days
were administered. Blood malondialdehyde (MDA) levels and activities of catalase
(CAT) and superoxide dismutase (SOD) were measured. Histopathological evaluation

Kirsehir Ahi Evran University School of Medicine, was performed with the help of hematoxylin eosin stain and by measuring the

Department of Histology and Embryology, Kirsehir, Turkey, expressions of PAX 2 and PAX 8

Duzce University School of Medicine, Department of Results: SOD and CAT enzyme activities in group 4 were significantly higher than group

Pathology, Duzce, Turkey, 3 (p<0.05). MDA levels were significantly lower in group 4 than group 3 (p<0.05). Tissue
damage in group 3 was significantly higher than group 4 (p<0.05).

Conclusion: Taraxacum officinale appears to be effective in reversing doxorubicin-
induced pancreatic injury. However, large randomized trials are required.

Keywords: Doxorubicin, taraxacum officinale, rat, pancreas

Oz

Amag: Bu calismada doksorubisinin neden oldugu pankreas hasarinda taraxacum
officinale'nin etkisini aragtirmayi amagladik.

Yontemler: Toplam 40 adet Wistar albino rattan olusan 4 grup olusturuldu: Grup 1'e
(kontrol grubu) higbir sey verilmedi. Grup 2'ye (taraxacum officinale grubu) 10 gin
sureyle 100 mg/kg Taraxacum officinale verildi. Grup 3'e (doksorubisin grubu) tek doz

40 mg/kg doksorubisin verildi. Grup 4'e (doksorubisin +taraxacum officinale grubu) tek

Corresponding author Address: Ozlem KARA doz 40 mg/kg doksorubisin +100 mg/kg taraxacum officinale 10 giin stireyle uygulandi.
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PAX 2 ve PAX 8 ifadeleri 6lgulerek yapildi.

Bulgular: Grup 4'te SOD ve CAT enzim aktiviteleri grup 3'e gére anlamli olarak ytksekti
(p<0.05). MDA diizeyleri grup 4'te grup 3'e gére anlamli olarak dustkti (p<0,05). Grup
3'teki doku hasari grup 4'e gére anlamli olarak yiiksekti (p<0.05).

Sonug: Taraxacum officinale, doksorubisin kaynakli pankreas hasarini tersine
cevirmede etkili gérinmektedir. Bununla birlikte, biiylik randomize ¢alismalara ihtiyag
vardir.

Gelis Tarihi: 06/02/2023
Kabul Tarihi: 26/05/2023 Anahtar Kelimeler: Doksorubisin, taraxacum officinale, rat, pankreas
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Effectiveness Of Taraxacum Officinale In Rat Tissue Damage

Caused By Doxorubicin

Introduction

Doxorubicin is an anthracycline derivative antineoplastic drug that has
been used in cancer treatment for many vyears. It is known that
doxorubicin has negative effects on many tissues and organs, especially
the heart and liver [1]. Doxorubicin can cause congestive heart failure,
which has a mortality of up to 50% [2]. It affects normal cells as well as
cancer cells, therefore, potentially many tissues and organs will be more
or less affected by the toxicity [3]. Aranuchalam et al reported that
doxorubicin had a toxic effect on the pancreas. They demonstrated that
doxorubicin inhibited blood glucose and lipid clearance and this led to
lipotoxicity, glucotoxicity, and insulin resistance in rodents [4]. It has also
been shown that doxorubicin disrupts the functions of adipocytes [5].
Although the mechanism of action of doxorubicin’s toxicity on the
pancreas is not fully known, it has been reported that it disrupts the
glucose balance in the beta cells of the pancreas. It predisposes to
diabetes by inhibiting insulin secretion in pancreatic beta cells in rats [6].
Doxorubicin could deteriorate the function of cytochrome P450 system
[7]. Doxorubicin causes DNA damage and apoptosis by inhibiting
topoisomerase activity [8]. However, the role of all these damages on
pancreatic tissue toxicity are still controversial.

Taraxacum officinale (TO), also known as Dandelion, is a herbal agent
belonging to the Asteraceae family. Sun et al reported that TO stimulates
the immune system [9]. Previous studies have been shown that TO have
antioxidative, anti-inflammatory, and neuro-protective properties [10,
11]. Therefore, we thought that TO might be effective in preventing
doxorubicin-induced pancreatic injury. Moreover, to our current
knowledge, there are no studies showing the effect of TO in preventing
doxorubicin-induced pancreatic injury.

Materials and Methods

The study was planned and carried out in Kirsehir Ahi Evran University
Faculty of Medicine, Department of Histology-Embryology. Ethical
approval of the study was received from Erciyes University Animal
Experiments Local Ethics Committee. The date and number of the
document of ethical approval was 07.12.2022 and 22/258, respectively. 8-
10 weeks old female Wistar albino rats were used and Helsinki animal
rights declaration was taken into account. Animals were treated at room
temperature with 12 hours of light and 12 hours of darkness. Ad libitum
method was used, with free access to water and food.

Experimental design

40 rats were allocated into 4 groups:

Group 1: Control (nothing was given), (n=10)

Group 2: Taraxacum officinale group (100 mg / kg taraxacum officinale
for 10 days), (n=10)

Group 3: Doxorubicin group (40 mg / kg doxorubicin single dose), (n=10)
Group 4: Doxorubicin +taraxacum officinale group (single dose 40 mg / kg

doxorubicin +100 mg/kg taraxacum officinale for 10 days), (n=10)[12, 13].

Doxorubicin’in Neden Oldugu Sican Doku Hasarinda

Taraxacum Officinale'nin _Etkinligi

Animals anesthetized by using Ketamine hydrochloride (45 mg/kg,
Ketalar®, Eczacibasi, Istanbul, Turkey) and xylazin hydrochloride (5 mg/kg,
Rompun®, Bayer, Leverkusen, Germany). Malondialdehyde (MDA) levels
and activities of catalase (CAT) and superoxide dismutase (SOD) were
measured in the blood taken from the heart of rats. All the animals were
sacrificed after pancreatic tissues were removed. Tissues were kept in
paraffin  block until hematoxylin and eosin dye (H&E) and
immunostaining.

Histopathological evaluation

Pancreatic-tissue samples fixed in 10% formalin were embedded in
paraffin, cut into 4 um sections, placed on slides and stained with
hematoxylin and eosin (H&E). Slides were examined by a blinded
pathologist under a light microscope (Olympus® Inc. Tokyo, Japan). A
modified semi-quantitative scoring was performed for the microscopic
evaluation of the pancreatitis and four categories, Grade 0: None (0%) 1:
Minimal (0-5%) 2: Mild (5-25%) 3: Moderate (25-50%) 4: Severe (more
than 50%) were defined. To grade the damage to the pancreas, edema,
acinic cell degeneration, acinar necrosis, hemorrhage, intrapancreatic
and perivascular inflammation, inflammation in the peripancreatic fat
tissue were included as the parameters of the scoring system [14].

PAX2 and PAX8 expressions in the islets of Langerhans were investigated
immunohistochemically. PAX2 and PAX8 expression levels were graded
using the 0-3+ range. (0: no staining, 1: nuclear staining in less than 10%
of Langerhans cells, 2: nuclear staining of 10-30% of Langerhans cells, 3:
nuclear staining of more than 30% of Langerhans cells).

Biochemical analyses

The centrifuged blood was stored at -80 °C. The levels of MDA was
measured by using the MDA kit (Cat. No: EO156Ra, Bioassay Technology
Laboratory). The absorbance at 450 nm was evaluated using the ELISA
method. The activities of SOD and CAT were assessed by using SOD kit
(Cat. No: EIASODC, Thermofisher Scientific) and CAT kit (Cat. No: ab83464,
Abcam).

Statistical analysis

Statistical Package for the Social Sciences (22.00 SPSS Inc., Chicago, IL)
was used for statistical analyses. One-way ANOVA test and Post hoc
Tukey HSD multiple comparison test were used for levels of MDA and NO.
Tissue damage scores were compared by Kruskal Wallis test. Evaluation
of caspases was determined by Fisher's Exact Test as p value. p value <
0.05 was accepted as statistically significant.

Results

The MDA levels were higher in doxorubicin group than doxorubicin
+taraxacum officinale group, activities of SOD and CAT were lower in
doxorubicin group than doxorubicin +taraxacum officinale group, and
these differences were found to be statistically significant (p < 0.05)

(Table 1).
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Table 1. Distribution of malondialdehyde (MDA), superoxide dismutase (SOD) and catalase (CAT) in experimental groups.

Groups (n = 10) MDA (nmol/mg) SOD (U/mg) CAT (U/mg)
Control 3.10+0.21 73.41+ 14.62 88 + 15.63
Taraxacum officinale (100 mg/kg) 4.91+0.33 52+ 9.55 60.82+ 11.34
Doxorubicin (40 mg/kg) 13.27 £1.96" 28 + 4.52* 30.25 + 6.15*
Doxorubicin+Taraxacum officinale(100  7.46+ 1.19% 39.18+6.77" 50.94+ 10.48"
mg/kg+40mg/kg)

MDA means malondialdehyde, SOD means superoxide dismutase, CAT means catalase

Data are presented as mean * SD.

* Significant difference (p < 0.05) between groups 2 and 3.

The histopathologic damage in pancreatic tissue was significantly higher in doxorubicin group than doxorubicin +taraxacum officinale group, too (p <

0.05) (Table 2).

Table 2. Distribution of histopathologic findings.

Groups (n = 10) Edema Acinic cell  Acinar Hemorrhage Intrapancrea Fat tissue PAX2 PAX8
degeneratio  necrosis tic and inflammatio
n perivascular  n
inflammatio
n
Control 2 0 0 0 0 0 0 3
Taraxacum officinale (100 2 0 0 1 1 1 0 3
mg/kg)
Doxorubicin (40 mg/kg) 2 2 1* 2 1 2 0 1*

Doxorubicin+Taraxacum
officinale(100

mg/kg+40mg/kg)

* Significant difference (p < 0.05) between groups 2 and 3.

A modified semi-quantitative scoring was performed for the microscopic evaluation of the pancreatitis and four categories, Grade 0: None (0%) 1:

Minimal (0-5%) 2: Mild (5-25%) 3: Moderate (25-50%) 4: Severe (more than 50%) were defined.
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In the control and taraxacum officinale groups, histological structure of
pancreatic acini and the morphologic appearance of the parenchymal
tissues were similar and normal (Figure 1A and 1B). There was necrosis in
pancreatic tissue and degenerative changes were seen in zymogen
granules in doxorubicin group (Figure 1C). The parameters demonstrating
the damage such as edema, acinic cell degeneration, acinar necrosis,
hemorrhage, intrapancreatic and perivascular inflammation, inflammation
in the peripancreatic fat tissue were prominent in doxorubicin group than
other groups. Although the injury was lesser, there was mild focal reactive
changes and single cell necrosis in acinic cells in the doxorubicin

+taraxacum officinale group (Figure 1D).

Figure 1. A) Histological structure of pancreatic acini in pancreatic tissue

of rat from control group (H&E, x200). B) Vacuolar appearance in acinic
cells in a focal area in the pancreatic tissue of a rat from the Taraxacum
officinale group, no obvious degenerative findings (H&E, x200).C) Acinic
cells in the pancreatic tissue of the Doxorubicin applied rat go to
necrosis in a wide area, besides, loss and degenerative changes in
zymogen granules are seen in most cells (black arrows) (H&E, x200). D)
Single cell necrosis and mild focal reactive changes (black arrows) in
acinic cells at high magnification in pancreatic tissue of a rat from
Doxorubicin+Taraxacum officinale group (H&E, x400)

No staining was observed in any group of Langerhans cells with PAX2.
PAX8 showed similar expression characteristics in most islets of
langerhans in control and taraxacum officinale group (Figure 2A and
2B). In doxorubicin group, there were staining losses with PAX8 (Figure
2C). In the doxorubicin +taraxacum officinale group, a staining similar to

the control group was detected (Figure 2D).

Doxorubicin’in Neden Oldudu Sican Doku Hasarinda
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Figure 2. A) Near diffuse strong nuclear PAX8 immunoreactivity in rat

langerhans cells from the control group (black arrow) (x200). B) Diffuse
and strong staining with PAX8 in langerhans cells in the pancreatic tissue
of the rat from the Taraxacum officinale group (x200). C) Significant loss
of PAX8 immunoreactivity in Langerhans cells in group of Doxorubicin
(black arrows) (x200). D) PAX8 expression (black arrow) in the
Doxorubicin+Taraxacum officinale group, similar to the control group

(x200)

Discussion

Doxorubicin inhibits topoisomerase 2, disrupts cross-linking and causes
DNA damage. For this reason, Doxorubicin, which is used in cancer
treatment, adversely affects normal cells as well as cancerous cells [15].
In the past, many studies have been conducted to show the toxic effects
of doxorubicin, especially on the liver and heart [16, 17]. In these
papers,the underlying possible mechanisms of the toxicity were
reported as increased free radicals and and lipid peroxidation. The first
study investigating the effect of doxorubicin on pancreatic Langerhans
cells was done by Deleers et al. In that study, it was shown that
Doxorubicin inhibits insulin release [6]. In this study, we investigated
the effect of TO on doxorubicin induced pancreas toxicity. According to
our findings, doxorubicin led to an increase in MDA levels and a
decrease at SOD and CAT activities. Besides, tissue damage was more
prominent in doxorubicin group. Moreover, addition of TO reversed
doxorubicin-induced biochemical and histopathological damage. This
was the first study indicating the effect of TO to reverse the harmful

effect of doxorubicin on pancreatic tissue.
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TO is a natural herbal compound and has been utilized to treat many
illnesses such as gout, diabetes mellitus, diarrhea and liver disease [18].
The phenolic component in its content is responsible from the clinical
efficacy. Antioxidant, antiinflammatory, and antibacterial properties of the
substance might provide the protective effect [19]. Thus, we hypothesized
that this antioxidant effect could be useful to reverse the pancreas injury

due to doxorubicin.

In this study, doxorubicin led to a deterioration in biochemical parameters
and cause histopathological damage. Addition of TO resulted in a
significant improvement in both biochemical and pathological markers.
Similar results were obtained when immunostaining with PAX8 was
performed. Pax 2 and Pax 8 are located on the long arm of chromosome 10.
Pax 2 and Pax 8 protect the cell from cell death during cellular stress. Pax 2
and Pax 8 gene expression has been shown to increase during oxidative

stress.

Ozlem KARA ve ark.

This is protective against cell death. In this study, we showed that
parenchymal destruction caused by amiodarone was reversed with
astaxanthin with the help of pax 2 immunohistochemical staining.The
lower expression of PAX 8, especially in doxorubicin group, made us think
that doxorubicin may have caused dysfunction in the development and
function of pancreatic endocrine cells. In the doxorubicin+taraxacum
officinale group, the expression of PAX 8 was normal and we thought that
TO reversed the negative effect of doxorubicin. However, molecular studies
are needed to support this proposition.

The limitations of our study were the small number of subjects and the
possibility of variation when the study was adapted to humans.

In conclusion, our results showed that TO diminishes pancreatic injury and
may be convenient in the treatment and management of the oxidative
stress induced by doxorubicin. However, large prospective randomized
trials are necessary to evaluate the efficacy of TO on the pancreatic injury

due to doxorubicin.
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Surgery

0z

Amag: Bu ¢alismanin amaci; ortopedik alt ekstremite cerrahisi gegiren obez hastalarin
spinal anestezi Oncesinde girisim yeri tespitlerinin, rutinde uygulanan manuel
palpasyon yontemi ve ultrason ile isaretleme yontemi kullanilarak yapilmasinin, islem
kolayligl, siiresi, basarisi ve komplikasyonlara olan etkisini karsilastirmaktir.

Gereg ve yontemler: Elektif ortopedik alt ekstremite cerrahisi gegiren 72 obez hasta
yer almaktadir. Calismamiz prospektif, randomize-kontrolli, gozlemsel bir ¢alisma
olarak gergeklestirilmistir. Hastalar manuel palpasyon grubu ve ultrason grubu olarak
iki gruba ayrilmistir. Gruplar ilk girisimdeki basari orani, igne ponksiyon sayisi, igne
yonlendirme sayisi, igne girisinden BOS gelisine kadar gegen sire, toplam islem siresi,
spin6z cikintilarin palpe edilebilirligi ve igne girisimine bagl goérilen komplikasyon
oranlari agisindan karsilastirilmistir.

Bulgular: Calismada ilk girisimde basarili spinal anestezi orani iki grupta da esit
bulunmustur. igne ponksiyon sayisi, igne yénlendirme sayisi, igne girisinden BOS
gelisine kadar gecgen sire iki grup arasinda farklilik gostermezken, toplam islem siiresi
ultrason grubunda daha kisa bulunmustur (grup M: 61(32-44) sn/Grup U) 48(25-100) sn
p:0,003). igne girisimine bagli komplikasyonlar ultrason grubunda gézlenmezken, bu
parametre igin gruplar arasinda istatistiksel olarak fark saptanmamistir.

Sonug: Calismamizdaki verilere gore girisim yeri tespitinin kor teknikler yerine ultrason
kullanilarak yapilmasinin, hizli, pratik ve giivenilir olacagini diisinmekteyiz.

Anahtar Kelimeler: Obezite, spinal anestezi, ultrasonografi, ortopedik cerrahi

Abstract

Objective: To compare the effect of puncture site determination before spinal
anesthesia in obese patients undergoing orthopedic lower extremity surgery, using
routinely performed manual palpation method and ultrasound marking, on the ease,
duration, success and complications of the procedure.

Material and methods: 72 obese patients who underwent elective orthopedic lower
extremity surgery were enrolled in the study. Our study was conducted as a
prospective, randomized-controlled, observational study. The patients were divided
into two groups as the manual palpation group and the ultrasound group. The groups
were compared in terms of success rate at first attempt, number of needle punctures,
number of needle guidance, time from needle entry to CSF arrival, total procedure
time, palpability of spinous processes, and complication rates associated with needle

insertion
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Results: In the study, the rate of successful spinal anesthesia at the first
attempt was found to be equal in both groups. While the number of
needle punctures, the number of needle guidance, the time from needle
entry to CSF arrival did not differ between the two groups, the total
procedure time was found to be shorter in the ultrasound group (group
M: 61(32-44) sec/Group U) 48(25-100) sec p:0.003). While complications
due to needle intervention were not observed in the ultrasound group, no
statistical difference was found between the groups for this parameter.
Conclusion: According to the data in our study, we think that the
detection of the intervention site using ultrasound instead of blind
techniques, will be fast, practical and reliable.

Keywords: Obesity, spinal anesthesia, ultrasonography, orthopedic

surgery

Girig
Obez bireylerin sikligl diinya genelinde artmaktadir (1). Diinya Saghk
Orgiiti (DSO) tanimina gore asirt kilo ve obezite, viicutta saglig
bozabilecek anormal veya asiri yag birikimidir (2). DSO obeziteyi hem az
hem de ¢ok gelismis ulkeleri ciddi anlamda tehdit eden ancak en ihmal
edilen halk saghgi sorunlarindan biri olarak gérmektedir (3).

Obezitenin giderek artan prevalansini géz 6niine aldigimizda, bu hastalar
ameliyathanede de siklikla karsimiza ¢ikmaktadir. Calismamizda segtigimiz
hasta grubu ortopedik alt ekstremite cerrahisi gegirecek olan hastalardir
ve bu hastalarda siklikla tecih edilen rejyonal anestezi teknigi spinal
anestezidir. Ortopedik cerrahide spinal anestezi genel anestezi ile
kiyaslandiginda daha avantajlidir ve siklikla tercih edilmektedir (4).
Ultrason kullanimi ile rejyonal anestezi uygulamasi esnasinda hedeflenen
noral yapilar, igne ve ilag dagilimi ayni anda goriintilenebilir. Ultrason
kullaniminin bir diger avantaji omurganin orta hatti, intervertebral seviye,
uygun igne girisim noktasi, igne girisi icin dogru ag kolaylikla
tanimlanabilir (5).

Yapilan bir g¢alismada, manuel palpasyon ydntemiyle isaretlenen ve
isaretlenen yerin L4-L5 vertebral aralik oldugu distndlerek yapilan
noroaksiyel bloklarda giris yeri, blok sonrasinda spinal manyetik rezonans
goriintlileme ile kontrol edilmis ve isaretlenen araligin hastalarin sadece
%29’unda dogru aralik oldugu gorilmustir (6). Obstetrik hastalarda
yapilan benzer bir ¢alismada ise manuel olarak isaretlenen intervertebral
aralik, islem sonrasi ultrason ile kontrol edilmis ve dogruluk orani %36
olarak bulunmustur. Bu g¢alismada hatali ponksiyonlarin %50’sinin sefale
dogru oldugu gorulmus ve literatiirdeki ¢alismalarla benzer sonuglar elde
edilmistir (7).

Literatiirde spinal anestezi altinda ortopedik alt ekstremite cerrahisi
gecirecek sadece obez hastalarin  dahil

oldugu bir g¢alisma

bulunmamaktadir. Ortopedik cerrahide obez hastalarla siklikla

karsilagilmaktadir.

The Effect of Ultrasound-Guided Detection of the Site of Intervention on

the Ease, Success and Safety of the Procedure Before Spinal Anesthesia in

Obese Patients in Lower Extremity Surgery

Bu sebeple ¢alismamizda, hastanemizde ortopedik alt ekstremite cerrahisi
gecirecek VKi 230 kg/m? hesaplanan obez hastalara manuel palpasyon
teknigi ve ultrason ile isaretleme yontemini kullanarak uygulanan spinal
anestezi tekniklerini, blok basarisi, islem kolayligi, islem siresi ve islem
esnasinda goriilen komplikasyonlar agisindan karsilastirmasi amaglanmistir.
Gereg Ve Yontem

Etik Kurul Onayi

izmir Katip Celebi Universitesi Girisimsel Olmayan Klinik Arastirmalar Etik
Kurulu’ndan 02.06.2022 tarihli 0280 karar numarasi ile etik kurul onayi
alinmstir.

Orneklem biiyiikliigii ve randomizasyon

Orneklem biyikligii G*Power 3 analiz programi (Heinrich-Heine-
Universitat Dusseldorf, Almanya) kullanilarak hesaplanmistir. Orneklem
boyutu, birincil sonlanim noktasi toplam islem siresi (sn) olan obez
gebelerle yapilmis bir ¢alismada, sirasiyla manuel palpasyon ve ultrason
grubunda 242+63 sn ve 204+111 sn olarak bulunmustur (8). a: 0.95 ve b:
0.8 oranini elde etmek icin toplamda 72 hasta gerektigi hesaplanmistir.
Olasi vaka kayiplari goz 6ntine alindiginda her gruba 40 kisi olmak lzere
toplamda 80 hastayla ¢alisma planlanmistir. Dahil olma kriterlerini
karsilayan hastalar kapali zarf yontemi ile randomize edildi, Grup U
(ultrason yéntemi ile n=40) ve Grup M (manuel palpasyon yontemi n=40)
olarak gruplandiriimigtir.

Bu calisma Temmuz 2022- Kasim 2022 tarihleri arasinda izmir Katip Celebi
Universitesi Atatiirk Egitim ve Arastirma Hastanesi ameliyathanesinde
elektif alt ekstremite cerrahisi geciren, preoperatif hazirlik asamasinda boy
ve kilolari élciilerek VKi>30 kg/m? oldugu saptanan, 18 yas ve Ustii 80 obez
hastanin spinal anestezi uygulamasi boyunca elde edilen verilerinin
gozlemsel olarak degerlendirildigi, prospektif, randomize-kontrollii bir
galisma olarak planlanmistir. 8 hasta dahil olma kriterlerini karsilamadigi
icin calisma disi birakilmis ve 72 hastayla c¢alisma tamamlanmistir.
Calismaya katilan batiin hastalar bilgilendirilerek yazili onamlari alinmistir.
Spinal anestezi uygulamasinin kontrendike oldugu, calismaya dahil olmak
istemeyen, spinal anestezi uygulamasini kabul etmeyen, lokal anestezik
alerjisi olan, gegcirilmis omurga cerrahisi ve anatomik deformasyonu
bulunan, kombine epidural-spinal anestezi uygulanan, genel anesteziye
gecilen, VKi<30 kg/m? olan hastalar, gebeler ve acil vakalar ¢alisma disi
birakilmistir. Dahil olma kriterlerini karsilayan hastalar kapal zarf yontemi
ile randomize edilmis, Grup U (ultrason yontemi n=36) ve Grup M (manuel
palpasyon yontemi n=36) olarak gruplandiriimistir. Hastalarin demografik
verileri (yas, cinsiyet, boy, kilo ve VKi), American Society of
Anesthesiologists (ASA) skorlari, cerrahi tipleri, lomber vertebra muayene
bulgulari, spinal anestezi uygulamasi boyunca yapilan ponksiyon ve igne
yonlendirme sayilari, igne girisinden BOS gelisine kadar gegen siire, toplam
islem siresi ve islem esnasinda igne ponksiyonuna bagl gelisen

komplikasyonlar kaydedilmistir.
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iki grupta da spinal ignenin cilde girisinden itibaren siire tutulmaya
baslanmis ve berrak BOS akisinin goruldugi saniye (sn) kaydedilmistir.
ignenin cilde girisinden subaraknoid alana ilacin verilmesi sonrasi ignenin
ciltten ¢ikisina kadar gegen sire ise toplam islem siiresi olarak belirlenmis
ve sn cinsinden kaydedilmistir. Toplam ponksiyon sayisi ve igne
yonlendirme sayilari da kayit altina alinmistir. ignenin ciltten ¢iktiktan
sonra yeniden girisleri, ayni ya da farkli intervertebral aralik olmasina
bakilmaksizin yeni ponksiyon sayilmistir. ignenin ciltten ¢ikariimadan
yapilan yonlendirmeleri yeni ponksiyon sayllmayip igne yonlendirmesi
olarak kaydedilmistir. islem sirasinda olusan parestezi, ponksiyon
sirasinda ignede kan gorilmesi gibi durumlar islem esnasinda igne
ponksiyonuna bagh gelisen komplikasyonlar olarak degerlendirilmis ve
buttn veriler anestezi takip formuna kaydedilmistir.

Basarisiz spinal anestezi ultrason grubunda, isaretleme uygulanan
araliktan (¢ defa igne ile ponksiyon yapilmasi ve basarili olunamamasi
olarak tanimlanmistir. Bu hastalara spinal anestezi uygulamasi manuel
palpasyon yontemi ile yapilmis ve hastalar galisma disi birakilmigtir.
Manuel palpasyon grubunda ise iki deneyimli anestezist tarafindan tger
defa igne ile ponksiyon yapilmasi sonrasi basarisiz olunmasi, basarisiz
spinal anestezi olarak tanimlanmistir. Bu hastalarda genel anesteziye
gegilmis ve hastalar galisma digi birakilmigtir.

Manuel palpasyon grubundaki hastalara oturur pozisyon verildikten
sonra igne giris yeri, krista iliakalar ve spindz cikintilar palpe edilerek
bulunan Tuffier hattinin L4-L5 intervertebral araliga denk geldigi kabul
edilerek manuel olarak isaretlenmistir. Tium hastalara ayni anestezist
tarafindan, cilt temizligi ve steril saha ortilmesi ardindan isaretlenen
noktadan spinal anestezi uygulanmistir

Ultrason grubundaki hastalara oturur pozisyon verildikten sonra, tim
hastalar standart olarak néroaksiyel ultrasonografi konusunda deneyimli
ayni anestezist tarafindan klinigimizde bulunan FUJIFILM Sonosite M-
Turbo ultrasonun 2,5 mHz frekansli konveks probu kullanilarak
gorintilenmis, sakrumdan baglayarak Tuffier gizgisine kadar olan bdlge
sagittal, paramedian ve transvers planda incelendikten sonra transvers
spindz c¢ikinti ve transvers interlaminer goriinti kullanilarak orta hat ve
L4-L5 interspindz aralk tespit edilmistir. Cilt kalemiyle probun orta
noktasindan gegen transvers gizgiyle isaretleme yapilmis ve orta hattan
cekilen gizgiyle kesisen yere nokta konularak girisim yeri belirlenmistir.
Hastalar isaretleme ardindan ameliyathane salonuna alinmig, ayni
anestezist tarafindan cilt temizligi ve steril saha ortiilmesi ardindan
manuel palpasyon vyapilmaksizin isaretli noktadan spinal anestezi
uygulanmigtir.

iki grupta da 25 G 90 mm Quincke spinal igne kullanildi. Berrak BOS akis!
gorildikten sonra 12-15 mg hiperbarik bupivakain ve 25 mcg fentanil

intratekal olarak uygulanmistir.

irem GUR TURKAN et al.

Verilerin istatistiksel Degerlendirmesi

Calismadaki veriler SPSS 22.0 istatistik programi kullanilarak analiz
edilmistir. Betimleyici istatistikler strekli degiskenler igin ortalama ve
standart sapma, kategorik degiskenler igin sayi ve yuzde degerleri
kullanilarak belirtilmistir. Verilerin normal dagilim kriterleri Kolmogorov-
Smirnov testi ile incelenmistir. Normal dagilim gosterenler ortalama +SD,
normal dagilima uymayanlar median (min-max) olarak gosterilmistir.
Gruplar arasindaki degiskenlerin incelenmesinde kategorik degiskenler
icin Pearson Ki-Kare testi, sayisal degiskenler igin Student’s T testi ve
Mann-Whitney-U testi kullanilmistir. Obezite siniflamasina gére 3 gruba
ayrilan hastalarin degiskenlerinin degerlendirilmesi i¢in Kruskal Wallis H
analizi yapilmistir. Tim istatistiksel analizler igin p<0.05 degeri istatistiksel
olarak anlaml kabul edilmistir.

Bulgular

Elektif alt ekstremite cerrahisi planlanan 80 obez hastanin verileri
toplanmistir. Bes hastanin gegirilmis vertebra cerrahisi bulunmasi, 1
hastanin lokal anestezik alerjisi olmasi, Grup M’deki 1 hastada genel
anesteziye gegilmesi, Grup U’daki 1 hastaya manuel palpe edilerek spinal
anestezi yapilmasi nedeniyle toplam 8 hasta ¢alisma digi birakilmis ve

galisma 72 hastayla tamamlanmistir. (Sekil 1)

Sekil 1: Calismaya dahil edilen ve galismadan dislanan hastalar

Uygunluk icin degerlendirilen

hasta sayisi / N\
KAYIT Dahil edilmeyen hasta sayisi

(n=80)

n=6
l *Dahil edilme kriterlerini
karsilamayan hastalar (n=6)
P Randomize edilen hasta Sayisi (-n\/_ir)tebfa Cerrahisi Oykisii
(n=74) \ /
Grup M / GrupU \
Girigim icin aynildi (n=37) Girisim icin aynildi (n=37)
*Ayrilan girisim yapildi (n=36) *Ayrilan girisim yapildi (n=36)
izLEM *Ayrilan girisim yapilamadi *Ayrilan girisim yapilamad (spinal
(genel anesteriye gegildi) (n=1) anestezi uygulamas manuel palpe
\ / vdilerek vapildi) (n=1) /
. Analiz edildi (n=36 el (e
ANALZ (n=36) Analiz edildi (n=36)
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Gruplar arasi degerlendirmede hastalarin demografik verileri, cerrahi tipi ve
spin6z proceslerin palpe edilebilirligi arasinda anlamli fark bulunmamistir

(p>0,05) (Tablo 1).

Tablo 1: Olgularin demografik verilerinin gruplara gore degerlendirilmesi

Grup M n:36 Grup U p
n:36

Yas (yil) 64,72+8,53 6418,37 0,693
VKI (kg/m?) 35,1+3,46 35,29+3,48 0,796
ASA 11 /I 31/5 29/7 0,875*
Cinsiyet (Erkek/Kadin) 9/27 8/28 0,781*
Palpe edilebiliyor 24 22 0,624*
Palpe edilemiyor 12 14
Cerrahi Tipi Halluks valgus ) 1

osteotomisi

Diz artroskopisi 1 -

Proksimal

femoral 3 3

¢ivileme

Total diz protezi 24 25

Tibial 0,921 *

intramedullar - 1

civileme

Total _ kalga 8 6

protezi

Ort.#SS, n, Student’s T testi,* Ki-kare trend analizi-Fisher’s Exact test
VKi: Viicut kitle indeksi ASA: Amerikan Anestezistler Dernedi

iki grup arasinda spinal anestezi uygulamasi boyunca yapilan igne ponksiyon
sayisi, igne yonlendirme sayisi, igne girisi-BOS gelisi arasindaki siire ve
toplam islem siiresi karsilastiriimistir (Tablo 2). igne ponksiyon sayisi, igne
yonlendirme sayisi, igne girisinden BOS gelisine kadar gegen sire
parametreleri Grup U’da daha az ve daha kisa olmasina ragmen gruplar
arasinda anlamli fark bulunmamistir (p>0,05). Toplam islem siresi Grup
M’de 61,5 (32-244) sn, Grup U’da 48 (25-110) sn olarak 6lglmis ve iki grup

arasinda anlamli fark saptanmistir (p<0,05).

Tablo 2: Spinal blok girisimine ait verilerin karsilastiriimasi

Grup M n:36 Grup U n:36 p

Igne ponksiyon sayist 1(1-3) 1(1-2) 0,105
igne yonlendirme

3(1-11) 2,5 (1-6) 0,261
say1st
Igne girisi-BOS gelisi | 35 5 (11,500 25,5 (12-85) 0,217
stire (sn)
Toplam siire (sn) 61,5 (32-244) 48 (25-110) 0,003

Median (min-max) , Mann Whitney U analizi p<0,05
sn: saniye

The Effect of Ultrasound-Guided Detection of the Site of Intervention on

the Ease, Success and Safety of the Procedure Before Spinal Anesthesia in

Obese Patients in Lower Extremity Surgery

iki grup arasinda ilk girisimde basarili spinal blok orani ve komplikasyon
oranlari arasinda istatistiksel olarak anlamli bir fark bulunmamistir

(p>0,05) (Tablo 3).

Tablo 3: ilk girisimde basarili spinal blok oraninin ve komplikasyon

varliginin gruplar arasinda karsilastiriimasi

GrupMn:36 | GrupUn:36 |p
ilk giriste basar1 7 8
Birden fazla girisimde basar1 29 28 0,772
f Var 4 -
Komplikasy 0.115
il Yok 32 36

n, Ki-kare trend analizi-Fisher’s Exact test

Obezite siniflamasina gére gruplara ayrilan hastalarda igne ponksiyon
sayisl, igne yonlendirme sayisi, igne girisinden BOS gelisine kadar gegen
sire ve toplam islem siresi Grup M ve Grup U igin ayri ayr
degerlendirilmistir (Tablo 4). Karsilastirilan parametrelerde gruplar

arasinda anlamli bir fark bulunmamistir (p>0,05).

Tablo 4: Olgularin obezite siniflamasina gore spinal anestezi uygulamasi

boyunca elde edilen verilerinin karsilastiriimasi

Sinif | Obezite Smuf 11 Obezite Sumf 111 Obezite
- - p

VKI=30.00-34.99 'VKI=35.00-39.99 i 2

kgfm? kgfm? VKi=> 40.00 kg/m
Manuel Palpasyon Grubu
Igne ) 0,56
ponksiyon 1(1-3) 1(1-3) 2(1-3) 5
sayis1
If?r.ne i 0,75
yonlendirme 2(1-11) 3(1-8) 5(2-7) 4
sayis1
igne  girisi- 0.86
BOS gelisi 29 (11-200) 30 (14-138) 45 (18-135) )
siire (sn)
ULen -0 67,5 (32-244) 61 (36-215) 98 (45-155) 083
(sn) 5
Ultrason Grubu
Igne : 0,65
ponksiyon 1(1-2) 1(1-2) 15(1-2) 4
sayis1
fene 0,23
yonlendirme | 2 (1-5) 3(1-5) 5 (1-6) 5
sayis1
igne  girisi- 026
BOS gelisi | 23 (13-50) 26 (13-85) 60,5 (12-65) ;
siire (sn)
(T;’))'am SUrC | 46 (25-75) 51 (25-110) 81 (32-100) g,oe

median (min.-max.) Kruskal Wallis H analizi
sn:saniye
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Tartisma
Bu calismada spinal anestezi uygulamasi 6ncesinde girisim yeri tespitinin
zor olabilecegi dusuniilen obez hasta grubunda manuel palpasyon

yontemiyle, ultrason ile isaretleme yontemi kullanilarak uygulanan
hastalarda ponksiyon sayisi, igne yonlendirme sayisi, igne girisinden BOS
gelisine kadar gecen siire iki grup arasinda farklilik gostermezken, toplam
islem suresi Ultrason

ultrason grubunda daha kisa bulunmustur.

grubundaki hastalarin higbirinde igne girisimine bagli komplikasyon
gozlenmezken manuel palpasyon grubundaki 4 hastada komplikasyon
gozlenmis fakat gruplar arasinda istatistiksel olarak anlaml bir fark
bulunmamistir. ilk girisimde basarili spinal blok oraninda da iki grup
arasinda anlamli fark saptanmamistir.

Spinal anestezi uygulamasi oncesinde girisim yeri tespitinin ultrason ile
belirlendigi ve sonrasinda belirlenen yerin manyetik rezonans goriintileme
(MRG) ile dogrulandig bir galismada, ultrason ile isaretlemenin dogruluk
orani %76 olarak saptanmistir (9). Furness ve ark. yaptigl benzer bir
calismada da spinal anestezi Oncesi girisim yeri bir grupta ultrason
kullanilarak, diger grupta manuel palpasyon vyapilarak isaretlenmis,
sonrasinda bu seviyeler lateral x-ray grafi ile dogrulanmistir. Ultrason
kullanilan grupta isaretlenen seviyelerin dogruluk orani %71 iken manuel
palpasyon ile isaretleme yapilan grupta bu oran %30 olarak bulunmustur
(10). Yapilan bu galismalarda spinal anestezi ncesinde girisim yeri tespiti
icin ultrason kullanilmasi, uygulama kolayligi, yiksek dogruluk orani ve
kolay ulasilabilirligi nedeniyle tavsiye edilmektedir.

Anestezi pratiginde noroaksiyel girisimler zor ve tecriibe gerektiren
islemlerdir. Ozellikle hastalarla ilgili fiziksel ve anatomik degisikliklerin
bulunmasi girisimleri daha da zorlastirmaktadir. Obeziteye bagli cilt alti yag
dokusunun artmasiyla anatomik isaret noktalarinin palpasyonunun
zorlagmasi ve azalmis sirt fleksiyonu bu faktérler arasinda yer almaktadir.
Obezitenin gortlme sikhigl dinya genelinde artis gosterdigi gibi ilkemizde
de durumun benzer oldugu goérulmektedir (11). Bu nedenle obez hastalar
ameliyathanede sik gordiiglimiz hasta gruplarindan biri haline gelmistir.
Literatiirde obez hastalarin néroaksiyel girisimlerinin ultrason ile yapildig
gahsmalarin genellikle obez gebe hasta grubunda yapildigini gérmekteyiz
(12-14). Calismamizda ise elektif ortopedik alt ekstremite cerrahisi gegiren,
VKi=30 kg/m? hesaplanan obez hastalar yer almaktadir.

Calismamizdaki hasta grubunda toplam erkek ve kadin hastalarin gruplar
arasindaki dagilimlari esit olmakla beraber kadin hastalarin oraninin daha
yuksek olmasi obezite ve kadin cinsiyetin osteoartrit igin 6nemli risk
faktorleri  olmasi ile agiklanabilir. Yapilan galismalar gostermistir ki yas,
obezite ve kadin cinsiyet osteoartrit riskini artirmaktadir (15-16). Obez
hastalarin 6zellikle diz ve kalga eklem dejenerasyonu riskinin ve buna bagl
protez operasyonu ihtiyacinin normal popllasyona goére ciddi oranda
yuksek oldugunu gosteren calismalar da mevcuttur (17-18). Bizim
galismamizda da operasyonlarin gogunlugunu yiksek bir oranla total eklem

artroplastisi ameliyatlari olusturmaktadir.

irem GUR TURKAN et al.

Srinivasan ve ark. (19), spinal anestezi altinda total kalga ve total diz protezi
ameliyati gegiren, spinal anestezi 6ncesi manuel palpasyon yontemi ve
ultrason ile isaretleme yontemi kullanarak spinal anestezi uyguladiklari
galismalarinda, yas ortalamasini manuel palpasyon grubunda 65,2+11,4 yil,
ultrason grubunda 63,4+14,1 yil olarak bulmuslardir. Chin KJ ve ark. (20),
elektif ortopedik alt ekstremite cerrahisi gegiren, spinal anestezi
uygulamasi igin yiizey isaret noktalari belirsiz; VKi>35 kg/m? hesaplanan,
skolyozu ve gegirilmis omurga cerrahisi bulunan hastalari dahil ettikleri 120
hastalik galismalarinda, spinal anestezi basarisini manuel palpasyon grubu
ve ultrason grubu olarak iki ayri grupta karsilastirmislardir.  Ultrason
grubunun yas ortalamasi 62,519,7 yil iken, manuel palpasyon grubunun yas
ortalamasi 61,2+9,8 yil olarak bulunmustur. iki ¢alismada da gruplarin yas
ortalamasi ¢galismamizla benzerlik tagimaktadir.

Li ve ark. (21), elektif sezaryen operasyonu geciren VKi>30 kg/m? gebeleri
dahil ettikleri 80 hastalik g¢alismalarinda, hastalari spinal anestezi
uygulamasi dncesinde manuel palpasyon grubu ve ultrason grubu olarak
ikiye ayirmislar ve spinal anestezi basarisini degerlendirmislerdir. Hastalarin
VKi ortalamasi manuel palpasyon grubunda 35.9+4.43 kg/m? iken ultrason
grubunda 35.7+3.43 kg/m? olarak bulunmustur.

ASA skorlarina deginilen galismalarin ¢gogunda hasta grubunun genellikle
ASA | ve ASA Il hasta grubundan olustugunu gorilmektedir (8,22).
Calismamiza elektif ortopedik alt ekstremite cerrahisi gegiren VKi>30 kg/m?
obez hastalar dahil edildigi icin bu dahil edilme kriteri nedeniyle
galismamizda ASA | hasta bulunmamaktadir (23). Obez hastalarla yapilan
benzer calismalarda da VKi degerleri ve gebelik nedeniyle hasta grubu
agirlikh olarak ASA Il hastalardan olusmaktadir (13,24).

Literatiirde ultrason kullaniminin spinal anestezi basarisina etkisinin
arastirldigi pek ¢ok calismada spinal anestezi uygulamasi igin 25 G Quincke
igne kullanildigini gorilmektedir (25-27). Galismamizda spinal anestezi
uygulamasi boyunca islem sirelerini gdzlemledigimiz igin, standardizasyon
saglamak amaciyla bitiin hastalarda 25 G Quincke spinal igne kullaniimistir.
2021 yilinda yayinlanan bir meta-analizde, néroaksiyel girisimler dncesinde
ultrason kullaniminin islem basarisina etkisini degerlendiren, farkli klinik
ortamlarda yapilan ve gesitli hasta gruplarinin yer aldigi toplam 3439
hastalik 32 randomize kontrolli g¢alisma yer almaktadir (28). Bu
galismalarda lomber ponksiyon, epidural anestezi, kombine spinal epidural
anestezi ve spinal anestezi prosedirleri dncesinde ultrason kullanimi, klasik
palpasyon yontemi ile karsilastirilmig; tek girisimde basari orani, igne
ponksiyon ve yonlendirme sayilari, total islem siireleri gibi ¢alismamizla
benzer Uzerine olan etkileri

parametreler degerlendirilmistir. Bu

galismalarin 11 tanesi noroaksiyel girisimler igin teknik olarak
zorlanilabilecek hasta gruplarindan olugsmaktadir, ¢alismamiza benzer
olarak 8 tanesi obez hastalari igermektedir. Calismalarin ortak sonucu
olarak ultrason ile isaretleme yapilan hastalarda ilk girisimde basarili spinal
anestezi orani ylksek, igne ponksiyon ve yonlendirme sayilari manuel

palpasyon grubuna gore digik bulunmustur.
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Bizim c¢alismamizda ilk girisimde basari orani gruplar arasinda benzer
bulunmustur. Her iki grupta segilen olgularin benzer demografik 6zelliklere
sahip olmasi ve ultrason ile agi bakimindan yénlendirme yapilmamasi
nedeniyle anlamli bir fark bulunmadigi diisiinilmistiir. igne ponksiyon ve
igne yonlendirme sayilar ultrason grubunda numerik olarak daha az
olmasina ragmen istatistiksel olarak anlamli fark saptanmamistir.

Toplam islem siresinin degerlendirildigi ¢alismalarda, toplam islem siiresi,
igne giris yeri tespiti icin gegen sireyi ve noroaksiyel girisimlerin suresini
icerdigi igin bu cahsmalarda ultrason kullanilan gruplarda toplam islem
suresi daha uzun olarak tespit edilmistir (13,20,29). Spinal anestezi
uygulamasi boyunca gegen slireyi toplam islem siresi olarak degerlendiren
bir g¢alismada ise, toplam islem siiresi ultrason grubunda daha kisa
bulunmustur (12). Bizim galismamizda ultrason grubundaki hastalarin girisim
yeri isaretlemeleri preoperatif hazirlik odasinda yapildigi i¢in toplam islem
siresine girisim yeri tespiti icin gecen zaman dahil edilmemistir.
Degerlendirdigimiz islem sireleri, spinal anestezi uygulamasi boyunca iki
asamada incelenmistir. Birincisi, ignenin cilde girisi ve berrak BOS akisinin
gozlendigi siire, ikincisi ise toplam islem suresidir. Toplam islem siresi ise
ignenin cilde girisi ve ciltten gikisina kadar gegen sire olarak tanimlanmistir.
Bu parametrelerin iki grup arasindaki degerlendirmesine baktigimizda, igne
girisinden BOS gelisine kadar gegen siire iki grup arasinda farklilik
gostermezken, toplam islem siresi ultrason grubunda daha kisa
bulunmustur. igne ponksiyon sayisi, igne yénlendirme sayisi, igne girisinden
BOS gelisine kadar gecgen sire ve toplam islem siresi, manuel palpasyon
grubunda ve ultrason grubunda, hastalarin obezite derecelerine gore
siniflandinildigi 3 ayri alt grupta ayrica degerlendirilmistir. Obezite derecesi
arttikca igne ponksiyon sayisi ve igne yonlendirme sayisinin arttigi, igne
girisinden BOS gelisine kadar gegen slrenin ve toplam islem siresinin
uzadigl gorulmustir. Fakat gruplar arasinda istatistiksel olarak fark
saptanmamigtir.

Noroaksiyel girisimlerde ¢oklu igne ponksiyonlari hastanin konforunu
azalttigi gibi, parestezi, spinal hematom, postdural ponksiyon bas agrisi gibi
komplikasyonlara neden olabilir (22). Geleneksel manuel palpasyon
tekniginde anatomik isaretler palpe edilerek islem uygulanir. Bu kér bir
yaklagimdir ve hasta anatomisindeki degisiklikler girisim esnasinda ve
sonrasinda komplikasyonlara yol agabilir (30). Girisim yapilmadan 6nce orta
hat net olarak belirlenmelidir ¢iinkli ignenin lateral girisleri faset eklemlerin
sahip oldugu zengin sinir agi nedeniyle agrili temaslara yol acabilir. igne
travmasi siddetli ve ani gelisen bir sirt agrisina ve paravertebral kaslarda
spazma neden olabilir. Yapilan her ponksiyonda hematom, parestezi,
enfeksiyon ve omurilik travmasi gibi komplikasyonlarin olusma riski

artmaktadir (29).

The Effect of Ultrasound-Guided Detection of the Site of Intervention on

the Ease, Success and Safety of the Procedure Before Spinal Anesthesia in

Obese Patients in Lower Extremity Surgery

Noroaksiyel girisimlerde gozlenen komplikasyonlarin ultrason grubu ve
manuel palpasyon grubu arasinda degerlendirildigi calismalarda igne
ponksiyonuna bagh gelisen komplikasyonlardan olan ignede kan
gorllmesi ve parestezi oranlari ultrason grubunda anlamli olarak daha
disuk bulunmustur (25,29). Calismamizda manuel palpasyon grubundaki
2 hastada spinal ignede kan goriilmesi, 2 hastada parestezi olmak Uzere
toplam 4 hastada igne ponksiyonuna bagli komplikasyon goézlenmis olup
ultrason grubundaki hastalarin higbirinde komplikasyon gelismemistir.
Buna ragmen gruplar arasinda istatistiksel olarak anlami bir fark
bulunmamistir.  Bunun nedeninin hasta sayisiyla ilgili oldugu
distinulmustar.

Calismamizin bazi kisithliklari mevcuttur. Calismamiz randomize kontrolll
olarak planlandi fakat hem hastalar, hem de uygulayicilar islem hakkinda
bilgi sahibi oldugu igin ¢ift kér degildi, hasta verileri gézlemsel olarak
degerlendirildi. Konuyla ilgili yapilan ¢alismalarin ¢ogunda toplam islem
suresi, girisim vyeri tespiti icin gereken sireyi de igermektedir.
Calismamizda ultrason grubundaki hastalarin girisim yeri tespitleri
preoperatif hazirlik odasinda, spinal anestezi uygulamalari operasyon
odasinda yapildi ve girisim yeri tespiti icin gegen sire toplam islem
suresine dahil edilmedi. Gruplar arasinda ge¢ dénem komplikasyonlardan
klinik olarak en sik karsilastigimiz postdural ponksiyon bas agrisi gérilme
hasta degerlendiriimemis  olmasi

oraninin  ve memnuniyetinin

¢alismamizin diger kisithhklarini olusturmaktadir.

Sonug

Obezite derecesi arttikga numerik verilerde artis gorilse de gruplar
arasinda istatistiksel olarak anlamli bir fark saptanmamistir. Spin6z
cikintilarin palpe edilme oraninin ise obezite derecesi arttikca azaldig
gorilmustir ve bu fark anlamh bulunmustur. Hasta sayisinin daha genis
tutuldugu calismalarda bu veriler arasinda istatistiksel olarak anlaml fark
saptanabilecegini dustinmekteyiz.

Teknik zorluk yasanabilecek hasta gruplarinda noroaksiyel girisimler
oncesinde veya es zamanli olarak ultrason kullaniimasi blok basarisini
artirmakta ve komplikasyon oranini dusirmektedir. Sonug olarak, obez
hastalarda spinal anestezi uygulamasi 6ncesi ultrason ile girisim yerinin
tespit edilmesi, teknik zorluklari azaltacak, islem suresini kisaltacak, blok

basarisini ve glivenligini artiracaktir.
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Herbal Product/Drug Usage Habits of Patients

Applying to the Pain Clinic

Adri Klinigine Basvuran Hastalarin Herbal Uriin/ilag

Kullanma Aliskanliklar

Abstract

Aim: In recent years, the use of herbal products and drugs has been increasing all over
the world. During irrational use, herbal product-drug interaction and side-effect rates
also pose a risk. The aim of this study is to evaluate the effects of patients on
herbal/product drug use habits and other sociodemographic characteristics by gender
during their application to the Pain (Algology) outpatient clinic.

Methods: In this cross-sectional study, which was created by using face-to-face
questionnaire method on 200 patients between February and June 2022, after ethics
committee approval, the herbal product/drug use habits and sociodemographic
characteristics of the participants were questioned.

Results: 71.5% of the participants were female and 28.5% were male. 29% of the
participants were using herbal products. There was no significant relationship between
the use of herbal products by gender (p = 0.419).

It was determined that the users most frequently (32.8%) used these products to
strengthen the immune system. It was determined that 36.2% of the users had
knowledge about side effects and there was a significant difference between gender
and knowledge about side effects (p = 0.035).

Conclusions: It was determined that 29% of the patients used herbal products and the
most frequently used herbal product was cinnamon. There was no significant
relationship between the use of herbal products and gender. It has been determined
that patients most frequently get advice from doctors about the use of herbal
products, and the most common reason for using them is to strengthen the immune
system. It is important for health care providers to have knowledge about herbal
products and to question patients about possible herb-drug interaction.

Keywords: Pain, herbal products, herb-drug interactions, prevelance

0Oz

Amag: Son yillarda tim diinya genelinde herbal (bitkisel) Grtin ve ilaglarin kullanimi
artmaktadir. Akilci olmayan kullanim sirasinda Urlin-ilag etkilesimi ve yan etki oranlari
da risk arz etmektedir. Bu ¢alismanin amaci hastalarin Agri (Algoloji) poliklinigi
bagvurulari sirasinda cinsiyete gére herbal/trtn ilag kullanim aligkanliklari ve diger
sosyodemografik 6zellikler Gzerine etkisinin degerlendirilmesidir.

Yoéntem: Etik komite onayi ardindan, Subat-Haziran 2022 tarihleri arasinda 200 hastaya
yuz ylze anket yontemi kullanilarak olusturulan bu kesitsel ¢alismada katilimcilarin

herbal Griin/ilag kullanim aligkanliklari ve sosyodemografik 6zellikleri sorgulandi.
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Bulgular: Calismaya katilanlarin %71.5'u  kadin ve %28.5'u erkekti.
Katilimeilarin %29’u herbal triin kullanmaktaydi. Cinsiyete gore herbal Griin
kullanimi arasinda anlamli iliski tespit edilmedi (p = 0.419). Kullanicilarin en
stk (%32.8) immun sistemi gliglendirmek igin bu Grtinleri kullandigi sonucuna
varildi. Kullanicilarin %36.2’si yan etki konusunda bilgi sahibi oldugu ve
cinsiyet ile yan etki hakkinda bilgi sahibi olma arasinda anlamh farkhhk
oldugu tespit edilmistir (p = 0.035).

Sonug: Hastalarin %29'unun bitkisel Grtn kullandigl ve en sik kullanilan
bitkisel Grlinin targin oldugu tespit edilmistir. Bitkisel trin kullanimi ile
cinsiyet arasinda anlamh bir iligki bulunmamistir. Bitkisel Griin kullanimi
konusunda hastalarin en sik doktorlardan tavsiye aldiklari ve en sik kullanim
nedeninin de bagisiklik sistemini gliclendirmek oldugu tespit edilmistir.
Saglk hizmeti saglayanlarin herbal trln konusunda bilgi sahibi olmalari ve
hastalari olasi ilag-Uriin etkilesimine yonelik sorgulamalari 6nem arz
etmektedir.

Anahtar Kelimeler: Agri, bitkisel trtn, bitki- ilag etkilesimi, prevelans
Introduction

Pain is defined by the International Association for the Study of Pain (IASP)
as an unpleasant sensory experience that occurs with actual or potential
tissue damage (1). Although pain, which is also a protective mechanism of
the body, occurs as a result of tissue damage, it also reflects the effect of
many psychological variables such as attention, anxiety, and stress (2). It is
estimated that pain affects an average of 50 million people in the United
States of America (USA) and 30.7% of adults struggle with chronic pain (3). It
has been reported that the prevalence of pain in adults in Turkey is 63.7%
and approximately three-quarters of people with pain suffer from chronic
pain (4).

It is known that many pharmacological agents such as Nonsteroidal Anti-
Inflammatory Drugs (NSAIDs) used in the treatment of pain can cause
serious toxicity such as gastrointestinal bleeding and renal failure, and
opioids have risks such as addiction and abuse (5). In addition, it is known
that despite the innovations in treatments and the best traditional
treatments offered to patients, the existing symptoms may not end. This
situation reveals the fact that patients may need additional strategies to
reduce the medications they use in pain management. It is estimated that
Complementary and Alternative Medicine (CAM) practices in the USA have a
frequency of 33% in the adult population, and this rate reaches 70-90% in
people with chronic symptoms or diseases (such as cancer, low back pain
and fibromyalgia) (3). It has been reported that 62.3% of those with chronic
diseases in Turkey use CAM methods and the use of herbal products is the
most common among these methods with 58.5% (6). Therefore, it is an
undeniable fact that clinicians should be informed about CAM applications,
question these applications in their patients and avoid potential drug-CAM
application interactions.

During choosing CAM applications, patients try to choose health services
that are suitable for their personal values, beliefs, and above all, their

philosophical orientation towards health and life.
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These orientations stem from personal values, negative experiences in
past health care, and a desire to have control over health care issues (7).
It is reported that approximately 4 billion dollars are spent annually in the
USA for the use of herbal products, which is a frequently used CAM
method, the annual growth rate of this market is approximately 30%, and
19% of adults use herbal products (7,8). The reasons for this interest in
herbal products; conventional medicine is not always optimally effective,
drug side effects are found, herbal products are frequently advertised in
the popular press, internet, books and celebrities, herbal products are
easily obtained from markets and similar places and there are
exaggerated claims about their effectiveness (9).

Individuals who want to use herbal products for pain control have
difficulties in finding accurate and reliable information. According to a
study conducted in the USA, it has been reported that inaccurate
information given by employees who do not have adequate training in
health food stores will lead to dangerous results, commercial herbal
product websites may contain false information, and the labels on the
products may contain unreliable and incomplete information (7). This
situation reveals the fact that clinicians have a great responsibility for the
education and protection of patients.

In this study, it was aimed to determine the use of herbal products and
their sociodemographic characteristics in patients who applied to the
Dokuz Eylul University Medical Faculty Hospital Pain (Algology) polyclinic.
In addition, it was aimed to examine the effect of gender on herbal
medicine use and other sociodemographic characteristics.

Methods

This study was conducted with 200 patients who applied to the Dokuz
Eylul University Medical Faculty Hospital Pain outpatient clinic between
February 1, 2022 and June 30, 2022, following the approval of the Non-
Invasive Ethics Committee of Dokuz Eylul University (6969 GOA, Decision
No: 2022/06-02, Date 16.02.2022). This study was carried out in
accordance with the Declaration of Helsinki.

Application

In the cross-sectional study, a questionnaire consisting of 15 questions
was used in the face-to-face method. The interview was conducted in a
quiet environment where the patient could feel comfortable. After the
researcher read the questions from the questionnaire form, he received
the verbal responses from the patient and marked them. The interviews
lasted an average of 5-10 minutes. Some herbal products were given to
the participants with a questionnaire, they were asked to mark, and the
patients who marked it were evaluated as using herbal products. In
addition, it was also questioned whether he used a vitamin or mineral
product (Table 1).

It was questioned as a separate question whether the use of herbal
product or vitamin was used regularly in the last 3 months. This method
was followed in the literature, since the answer was "I do not use" when
a direct herbal product list was presented to the patients without this

question (10).
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Before the study, the purpose of the study was shared with the patients and informed consent forms were filled.

Survey form

The questionnaire consisted of questions about the habits of using herbal vitamin/mineral products (10 Questions), current diseases (2 Questions), and

socio-demographic characteristics (3 Questions; gender, age, education level) of the participants (Table 1). The literature on the subject was searched

and the questionnaire form was prepared in accordance with the literature (10,11).

Table 1: Questionnaire form presented to the research group

Dear participant,

Thanks for your participation.
Get well soon

We would like to conduct a survey on the use of herbal (herbal) products and drugs in patients who applied to the pain (Algology) polyclinic. If you would like to participate,
we would be happy to fill out the form below together. We would like to let you know that your information and answers will remain confidential.

1. Your age

2. Your Gender

OFemale CIMale

3. Your Education Status

[OUnschooled OPrimary School CIMiddle School CIHigh School CIMaster ClUniversity

4. Do you have any Chronic Diseases? What?

[ODiabetes CIHypertension CIThyroid Dysfunction CJCardiac Disease [J Pulmonary Disease ClLow Back Pain
[OOther

5. What is your current pain localization?

OLow Back CINeck ClUpper Back ClLower extremity [ Upper extremity [CJOther

products you used during pain treatment before?

6. Have you used vitamins regularly in the last 3 OYes OONo/ ...

months? Which one?

7. Have you used herbal products regularly in the last 3 OYes CINo

months?

8. Which herbal product do you use? OGarlic CGreen Tea
[OSwedish Bitter [OGingko Biloba
OMistletoe [JSt. John’s Wort
OJAloe Echinacea (Ekinazya) [OMa Huang
OThyme [Cascare
OGinger OFish Oil
[OSoya granules [OLicorice
OCinnamon [OOthers
ONettle

9. How often do you use the herbal product?

10. For which of your diseases and conditions do you use

these products?

11. Have you told your pain physician that you have OYes [CONo

used these products during your pain treatment before?

12. Has your pain physician asked you about the OYes CINo

13. How did you start using these products?

[ODoctor Recommandation [ Newspapers, internet, other media [ Friend recommendation [0 Recommandation of
family elders O Other

14. Do you know about the side effects of herbal
products?

OYes CINo

15. If you answered yes to the above question, how did
you obtain this information?

[ODoctor Recommandation [ Newspapers, internet, other media [ Friend recommendation (0 Recommandation of
family elders O Other

Inclusion and Exclusion Criteria

Statistical analysis

Inclusion criteria for the study were to have applied to the Pain Statistical analysis was performed using the IBM Statistical Package for Social

outpatient clinic, to be over 18 years old, and to participate voluntarily; ~ Sciences (SPSS) 24.0 (SPSS Inc., Chicago, IL, USA) statistical package program.

Exclusion criteria from the study were being younger than 18 years of ~ The conformity of the data to the normal distribution was evaluated with the

age, having communication problems, and lack of consent. Kolmogorov-Smirnov test and the Shapiro Wilk test. Variables with

continuous values were shown as mean * standard deviation, while variables

indicating frequency were shown as frequency (n) and percentage (%).
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The difference between the two groups was determined by Student's t-
test for variables with continuous values with normal distribution, Mann
Whitney U test for variables with continuous values without normal
distribution, and Pearson Chi-Square and Fisher Precision tests for
categorical variables. Statistical significance was accepted as a p value
below 0.05.

Results

The mean age of 200 people who participated in our study was 52.04+14.4
years. 143 female (71.5%) and 57 (28.5%) male patients participated in the
study. No significant difference was found in the evaluation of gender by

age and educational level by age (p = 0.473, p = 0.920) (Table 2).

Table 2: Comparison of age and education level by gender

Sociodemograp | Number of Number of p Total

hic o Women, Men, n(%)* number,
Characteristics n%)* n(%6)**
Yas (Yil) 0.473

<35 18 (69.2) 8(30.8) 26 (13)
35 and above 125 (71.8) 49 (28.2) 174 (87)
Education

level

Unschool 12 (80) 3(20) 0.920 15 (7.5)
Primary 40 (74.1) 14 (25.9) 54 (27)
School

Middle 12 (63.2) 7(36.8) 19 (9.5)
School

High school 32(71.1) 13 (28.9) 45 (22.5)
Master 11 (68.8) 5(31.3) 16 (8)
University 36 (70.6) 15 (29.4) 51 (25.5)

*Percent of rows, **Percentage of columns, p<0.05 statistically significant

When existing chronic diseases were questioned at the time of admission
to the outpatient clinic, chronic low back pain (n:63, 31.5%) was the most,
followed by hypertension (n:48, 24%). When chronic diseases were
evaluated according to gender, a statistically significant difference was
found between the presence of diabetes (p = 0.045) and hypertension (p =
0.026), and both diseases were detected at a higher rate in the female

patient group (Table 3).
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Table 3: Evaluation of chronic diseases by gender

Chronic Number of Number of p Total

Disease Women, Men, n(%)* Number,
n(%)* n(%)**

Diabetes 28 (84.8) 5(15.2) 0.045 33(16.5)

Hypertensio 40 (83.3) 8(16.7) 0.026 48 (24)

n

Thyroid 9 (90) 1(10) 0.167 10 (5)

Dysfunction

Cardiac 6 (100) 0(0) 0.130 6(3)

Disease

Pulmonary 5 (100) 0 (0) 0.183 5(2.5)

Disease

Chronic Low | 45 (71.4) 18 (28.6) 0.557 63 (31.5)

Back Pain

Other 59 (79.7) 15 (20.3) 0.031 74 (37.2)

Diseases

p<0.05 statistically significant

When asked about the localization of pain at the time of admission, it
was determined that the low back was 76 (38%), lower extremity 35
(17.5), back 22 (11%), neck 20 (10%), upper extremity 15 (7.5%) and
other 32 (16%).

There was no significant difference between the use of vitamins by
gender and herbal products by gender (p = 0.080, p = 0.148). 24.5%
(n=49) of the applicants were using vitamin D and 23% (n=46) were
using vitamin B12. In the subgroup analysis, a statistically significant
difference was found between the use of vitamin D by gender (p =
0.049). Accordingly, 81.6% of those using vitamin D were women (Table

a).

Table 4: Use of vitamins and herbal products by gender

Product used | Number of Number of Total p
Women, Men, n(%)*
n(%)*
Vitamin 57 (78.1) 16 (21.9) 73 0.080
B12 35(76.1) 11 (23.9) 46 0.278
40 (81.6) 9(18.4) 49 0.049
Vitamin D
Herbal 45 (77.6) 13 (22.4) 58 0.148
Product

*Percent of lines, Bold font: Statistically significant, p<0.05 statistically significant
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It was determined that 58 (29%) of the patients included in the survey used herbal products, and 142 (71%) did not. The most commonly used herbal

products were found to be cinnamon, followed by ginger, green tea, garlic, and echinacea, respectively (Figure 1).
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Figure 1: Use and Variety of Herbal Products
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Of the 58 participants who used it, 22 stated that they used herbal
products once a day, and 20 stated that they used it occasionally. 5
people using it every 2 days, 5 people using it once a week, 5 people
using it once a month, and 1 person using it twice a week were
determined. There was no significant difference between the frequency
of using herbal products and gender (p = 0.911).

It was determined that 43.1% (n:25) of the users were university or
gradaute degree and 31% (n:18) of the users had never gone to school
or were primary school graduates. No statistically significant
relationship was found between the use of herbal products and
educational status (p: 0.461).

It was determined that 19 (32.8%) of the users used herbal products to
strengthen the immune system, 8 (15.5%) to lose weight and 8 (13.8%)

used herbal products for their diagnosed chronic disease.
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There was no significant relationship between the reasons for using the
herbal product and the genders (p = 0.514).

10(17.2%) of the people using herbal products, stated that they told their
pain physician before examination. 9 of the users (15.5%) reported that
they were questioned by the pain physician whether they were using the

herbal product or not.

When questioned about how they started using the herbal product, 14
(24.1%) of the users stated that they started using it with the advice of a
doctor, and 13 (22.4%) through newspapers, the internet and other
media (Figure 2). There was no significant difference between the

recommendation sources by gender (p = 0.702).

128



Herbal Product/Drug Usage Habits of Patients Adri Klinigine Basvuran Hastalarin Herbal Uriin/

Applying to the Pain Clinic ilag Kullanma Aliskanliklar

Figure 2: Sources of Recommendation During Herbal Product Use The number of herbal products and dietary supplements used to treat
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21 (36.2%) of 58 people using herbal products reported that they were
aware of the side effects. When the knowledge of side effects was
compared according to gender, a significant difference was found (p =
0.035). According to this, it was determined that 13 (61.9%) of the 21
people who had information were women and 8 (18.9%) were men. In the
questioning about how they learned about the side effects, 6 (10.3%) of
the users stated that they learned about them from doctors and 6 (10.3%)
from newspapers, internet and other media.

Discussion

The use of herbal products is increasing day by day in order to increase
physical and cognitive performance in many diseases such as cancer,
diabetes, respiratory tract infections, hypertension, gastrointestinal
system problems and psychiatric diseases (10). In addition, drug side
effects, which are also present in the treatment of pain, direct patients to
herbal products that are believed to have a lower rate of side effects. In
our study, we aimed to determine the use of herbal products and the
sociodemographic characteristics of the patients who applied to the pain
outpatient clinic.

According to the results of our study, it was determined that 29% of the
patients who applied used herbal products, the most used product was
cinnamon, followed by ginger and green tea. It has been determined that
these products are mostly used to strengthen the immune system as the
reasons for using herbal products. It was determined that 24.5% of the
applicants were using vitamin D and 23% of them were using vitamin B12,

and there was no significant relationship between the use of vitamins and

herbal products according to gender.

chronic pain is increasing day by day, which leads to the conclusion that
the mechanism of action of the related products should also be
investigated. It is estimated that many products (eg, turmeric, devil's
claw) have an anti-inflammatory effect on pain, while some products (eg
capsaicin) have a role in desensitization (3). Increased serotonergic
activity (eg, S-adenosylmethionine) is thought to be another mechanism
in relieving chronic pain (3). On the other hand, it has been reported that
the use of herbal products, which can be reached at cheaper costs than
drugs, without the approval of health care providers, may cause liver and
kidney damage and it should not be ignored that it will interact with
medical drugs with a narrow therapeutic index (7).

It was determined that 29% of the patients included in our study used
herbal products and the most frequently used herbal product was
cinnamon. In a survey study involving 26157 people in the USA, the
frequency of herbal product use in the community was found to be 35%,
in Thailand 35.9% in those with chronic diseases, and 49% in Vietnam
(12-14). It has been reported in different studies in the literature that the
most commonly used herbal product in individuals with chronic diseases
in our country is lemon (42.1%), in Vietnam (especially during the COVID
period), turmeric in Saudi Arabia and mint in Germany (6,14-16).
According to the results of our study, the herbal product usage rate of
individuals is similar to the literature. The fact that the herbal product
used varies in different countries, even in different regions of the
countries, can be explained by the climate of the region, the plant
species grown and the differences between the beliefs of the people.

In our study, 37.9% of herbal product users stated that they used herbal
products once a day. The frequency of use once a day was found to be
higher in our study compared to other forms of use. In a study conducted
in Turkey, the most common form of use among university students
using herbal products was found to be once a day (27.7%), similar to our
study (17). In a study conducted in Thailand in the literature, it was
determined that 52.6% of the participants using herbal products used
these products once a day (18). It can be said that herbal products are
available without a prescription and are cheaper than drugs, making it
easier for people to use these products every day. In addition, it can be
stated that people's frequent encounters with advertisements promoting
natural products by modern culture in the written and visual media also
affect their habits of using these products.

The relationship between the use of herbal products by gender is a topic
of interest. In our study, no significant difference was found between the
use of herbal products by gender (p = 0.148). Similar to our study, no
relationship was found between the use of herbal products by gender in

studies conducted in Vietnam, Thailand, and Saudi Arabia (14,18,19).
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On the other hand, in studies conducted with healthy volunteers in
Germany and with university students and their families in Turkey,
herbal product use rates of women were found to be significantly
higher than men (16,17). In general, women are known for their better
knowledge, health attitude and superiority in practice compared to
men in terms of health self-care. For this reason, they include different
treatment methods such as CAM, herbal products and supportive foods
in their lives to protect their own health (20). In our study, we tried to
determine the use in patients who applied to the pain outpatient clinic
with complaints of pain. This may be the reason for the gender
differences in different studies in the literature with healthy volunteers
and sick individuals. We think that future studies comparing the use of
herbal products in healthy volunteers and certain chronic diseases will
shed light on the subject.

According to the results of our study, 32.8% of people who use herbal
products use herbal products to strengthen the immune system. In a
study conducted during the COVID epidemic in Poland, 60% of the
participants stated that the reason for using the herbal product was to
strengthen the immune system (21). The most common use of herbal
products in Jamaica was reported as respiratory system symptoms,
influenza infection in Germany, and sore throat and cough during the
COVID epidemic in Vietnam (14,16,22). It is a known fact that herbal
products have been used to improve general health, protect from
diseases and treat viral infections. In our study, when we asked patients
with pain complaints about the reasons for use, we found immune
enhancement as the most common reason for use. We determined the
use due to chronic diseases in the 3rd place with 13.8%. The reason why
the use of herbal products in different studies is primarily used for
strengthening the immune system and respiratory tract infections
rather than pain is the lack of sufficient evidence of the effectiveness of
herbal products for pain, the tendency of people to continue their
familial treatment traditions during upper respiratory tract infection
from the past and their distance from new treatment options. can be
explained by them. It can be stated as another reason that people may
be afraid of the unknown side effects that may occur with herbal
products and prefer them in minor disease groups instead of major.
With the digital age, it has become easier for people to access health-
related information on the internet. People can learn about other
treatment methods they can use for their diseases, read the comments
of the people who apply them, and even order non-prescription
products from the internet or herbalists and use them at home without
getting medical consultation (24). According to our study, 24.1% of
users  reported using herbal products through doctor's
recommendations and 22.4% through newspapers, internet and other
media. Similar to our use with doctor's

study in Vietnam,

recommendations is in the first place (14).
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Traditional beliefs and recommendations of the ministry of health in Saudi
Arabia, hope that the herbal product will work in Thailand, the internet in
Germany, and suggestions of neighbors and relatives in Turkey are reported
as the first recommendations of herbal product usage (15-19). It can be
stated that herbal product usage recommendations are affected by the
development level of countries, beliefs of people and their perspectives on
life.

It has been reported that the positive aspects of herbal products are
exaggerated positively by their users and that people lack information about
side effects and drug-product interactions (23,24). In a study conducted in
Turkey, it has been shown in the literature that 18% of users do not know
about the interaction with other drugs, 38% of users in Germany do not
inform doctors about their use of these products, and this rate is 65% in the
USA (16,25,26). According to the results of our study, it was determined that
only 17.2% of herbal product users reported this situation to their pain
physicians and only 36.2% were aware of its side effects. In the light of this
information, it can be stated that users do not have enough information
about the safety profile of herbal products and they are in a risky position in
terms of potential harmful use. Health care providers should ask patients
whether they are actively using these products and should take
precautionary measures against interactions with new drugs to be
prescribed. This situation is a bit more important especially in the elderly
population who use more than one drug.

In our study, it was determined that the most frequently expressed pain
localization by the patients was the lumbar region (38%). In studies of other
clinics in Turkey, in which the reasons for admission of patients who applied
to the pain unit were examined, it was found that the most common reason
for admission was low back pain, with rates of 25.9% and 44.4% (27,28). It
has been stated that the prevalence of low back pain in adults in the USA is
in the range of 10-30% and the prevalence of low back pain in a period of life
is between 65-80%, and the "Global Burden of Disease" study states that low
back pain is the disease that causes the most disability and loss of workforce
(29). In a study in which the epidemiological data of 1242 patients who
applied to the pain clinic in the USA were compiled, it was determined that
the most common reason for admission was mechanical low back pain with a
rate of 25.7% (30). In the light of this information, it can be stated that
patients who apply to the pain outpatient clinic frequently apply to relieve
their low back pain after lumbar operation or pain that continues without
surgery.

The strength of this study is to determine the types of herbal products in the
pain outpatient clinic, their frequency, the indications for which they are
taken, and the analysis by gender, through the questionnaire we used.
Although the results of this study revealed effective results regarding the use
of herbal products in patients who applied to the pain outpatient clinic, it has
some limitations that can be overcome by future studies. The first limitation

is that the number of female participants is more than the male.
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It can be stated that this situation may prevent an unequal distribution and
representation of the real female/male ratio in the study. During the
second face-to-face survey, although the participants were informed
about the survey beforehand, they may have given too much or
incomplete information due to their existing prejudices and fear that their
treatment plans might change. Third, the study was conducted in the
western region of Turkey and may not be applicable to the entire
population. Finally, our study did not include some criteria that may affect
the use of herbal products, such as smoking and alcohol use, marital
status, and household income.

Our study is the first study to make use of herbal products and sub-
analyses in patients admitted to the pain clinic in Turkey. According to the
results of our study, it was determined that the most common chronic
disease of the applicants was chronic low back pain, 29% of them used
herbal products and the most frequently used herbal product was
cinnamon. No significant relationship was found between the use of

herbal products and gender.

Adri Klinigine Basvuran Hastalarin Herbal Uriin/

ilag Kullanma Aliskanliklar

The most common reason for using herbal products has been identified as
strengthening the immune system. It has been determined that people
receive the most frequent advice from doctors in the use of herbal
products. It was concluded that approximately one-fifth of herbal product
users told their pain physician that they had used herbal products before,
and only one-third were aware of their side effects. Availability and
affordability of herbal products and users' belief in these products are the
most important factors affecting the use. Health education about the use
and risks of herbal products should be delivered widely through the written
and visual media, targeting as many people as possible. We believe that
healthcare providers should be careful that people can use these products
and be aware of possible drug-herbal product interaction in treatment
planning. We think that other studies to be conducted in different
outpatient clinics in the future on patients with different diagnoses will

shed light on the subject.
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Non-Valviiler Atriyal Fibrilasyon Hastalarinda Direkt Oral Antikoagiilan
Kullanimina Bagh Istenmeyen Olaylarin Degerlendirilmesi Ve Risk

Skorlama Modellerinin Ongérdiiriiciigiiniin Belirlenmesi

Evaluation Of Adverse Events Related To Direct Oral Anticoagulant
Usage In Patients With Non-Valvular Atrial Fibrillation And

Determining The Prediction Of Risk-Scoring Models

Oz

Girig: YOAK (yeni nesil oral antikoagilan) ‘lar non-valviler atriyal fibrilasyonu (NVAF)
olan hastalarda iskemik inmeyi 6nlemede gin gectikce daha g¢ok 6n plana ¢ikan
ajanlardir. Bu ¢alismanin amaci YOAK kullanirken tromboembolik olay ya da kanama
gegiren NVAF hastalarinin demografik 6zelliklerini tanimlamak ve YOAK’ lari uygunsuz
ve uygun dozda kullanan hastalarin 6zelliklerini karsilastirmaktir.

Gereg ve Yontem: Calismaya Mart 2012-Mart 2020 tarihleri arasinda YOAK kullanirken
tromboembolik olay veya kanama geciren 165 hasta dahil edilmistir. Hastalarin klinik
ozellikleri, laboratuvar bulgular geriye doniik olarak hastane veri sisteminden
taranmigtir. YOAK ‘lari uygunsuz ve uygun dozda kullanan hastalarin klinik 6zellikleri ve
laboratuvar bulgulari karsilastirilmistir.

Bulgular: Calismaya dahil edilen hastalarin 95’inde (%57.6) tromboembolik olay,
70’'inde (%42.4) ise kanama mevcuttu. Tromboembolik olaylarin ¢gogunlugunu iskemik
inmeler (%82.1) olustururken; kanamalarin ¢ogunlugunu gastrointestinal sistem
kanamalar (%64.2) olusturmaktaydi. Hem tromboembolik olay hem de kanama
grubunda kadin cinsiyet ve hipertansiyon daha sikti. Tromboembolik olay gorilen
hastalarda, uygunsuz doz ve uygun doz tedavi alan hastalarin klinik ve demografik
6zellikleri arasinda fark bulunmazken; kanama gorilen hastalardan kadin olanlarda
(p=0.023), dabigatran kullananlarda (p=0.025) ve renal disfonksiyonu bulunanlarda
(p=0.024) uygunsuz doz kullanimi daha fazlaydi. Ayrica kanama gorilen hastalarda
uygunsuz doz kullanimi yiiksek kanama (HAS-BLED: p=0.035; ATRIA kanama skoru:
p=0.017) ve inme (CHA,DS,-VASc: p=0.012; ATRIA inme skoru: p=0.008) risk skorlariyla
iliskiliydi.

Sonug: Kadinlarda YOAK’ larin uygunsuz dozda kullanimi ve bu ajanlari kullanirken
istenmeyen olay yasanmasi daha siktir. Bu nedenle YOAK kullanan kadin hastalarda
daha yakin takip faydali olabilir. Ayrica kanama ile iliskisi nedeniyle renal yetmezlik,
dabigatran kullanimi, yiiksek kanama ve inme risk skorlari olan hastalarda koruyucu
onlemler alinabilir.

Anahtar Kelimeler: Antikoagulanlar, atriyal fibrilasyon, inme, kanama.

Abstract

Introduction: NOACs (new generation oral anticoagulants) are agents that are more
prominent in patients with non-valvular atrial fibrillation (NVAF), leading to ischemic
stroke. This study aims to define the demographic characteristics of NVAF patients who
have thromboembolic events or bleeding while using NOACs and compare the

characteristics of patients who use NOACs at inappropriate and appropriate doses.
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Non-Valviiler Atriyal Fibrilasyon Hastalarinda Direkt Oral Antikoagiilan

Kullanimina Bagl istenmeyen Olaylarin Dederlendirilmesi Ve Risk

Skorlama Modellerinin Gngérdiiriiciigiiniin Belirlenmesi

Material and Method: A total of 165 patients with thromboembolic
events or bleeding while using NOACs between March 2012 and March
2020 were included in the study. The patients' clinical features and
laboratory findings were scanned retrospectively from the hospital data
system. The clinical features and laboratory findings of the patients who
used NOACs at appropriate and inappropriate doses were compared.
Results: Of the patients included in the study, 95 (57.6%) had
thromboembolic events, and 70 (42.4%) had bleeding. While ischemic
strokes (82.1%) constitute the majority of thromboembolic events,
gastrointestinal system bleedings (64.2%) constitute the majority of
bleedings. Female gender and hypertension were more common in
thromboembolic events and bleeding groups. While there was no
difference between the clinical and demographic characteristics of the
patients who had thromboembolic events and those who received
inappropriate dose and appropriate dose treatment, inappropriate dose
use was higher in patients with bleeding, women (p=0.023), dabigatran
users (p=0.025), and those with renal dysfunction (p=0.024). In addition,
inappropriate dosing in patients with bleeding was associated with higher
bleeding (HAS-BLED: p=0.035; ATRIA bleeding score: p=0.017) and stroke
(CHA,DS,-VASc: p=0.012; ATRIA stroke score: p=0.008) risk scores.
Conclusion: Inappropriate use of NOACs and adverse events while using
these agents are more common in female patients. Therefore, closer
follow-up may be beneficial in female patients using NOACs. Also, due to
its relation with bleeding, preventive measures can be taken in patients
with renal failure, dabigatran use, high bleeding, and stroke risk scores.
Keywords: Anticoagulants, atrial fibrillation, stroke, bleeding.

Girig

Atriyal fibrilasyon (AF), klinik pratikte sik gorilen, yasla birlikte gorilme
sikhgr ve prevelansi artan bir kardiyak aritmidir (1). Tromboembolik
olaylar, AF’ nin en énemli komplikasyonudur ve morbidite ve mortalitede
artisa neden olur (2). Tromboembolik olaylarin blyik kismini iskemik
Bununla beraber bu hastalarda oral

inmeler olusturmaktadir.

antikoagilan  kullaniimasi, iskemik inme riskini ©6nemli sekilde
azaltabilmektedir (3). Bu amagla kullanilan K-vitamini antagonistlerinin
(VKA) sik INR (uluslararasi normalizasyon orani) monitorizasyonu
gerektirmesi, dar bir terapotik araliga sahip olmasi ve birgok besin-ilag
etkilesimi olmasi bu ajanlarin kullaniminda birtakim kisitliliklara neden
olmaktadir. Diger bir oral antikoagiilan tedavi segenegi ise yeni nesil oral
antikoagulanlardir (YOAK). YOAK’ lardan dabigatran direkt trombin
inhibisyonu yaparak etki ederken; rivaroksaban, apiksaban ve edoksaban
faktor-Xa inhibisyonu yaparak etki eder. Yapilan genis kapsamli
arastirmalar YOAK’ larin VKA’ ya kiyasla major kanamalari artirmadan
iskemik inme ve diger tromboembolik olaylari 6nledigini gostermistir (4-
7). YOAK kullanimi, non-valviler atriyal fibrilasyon hastalarinda (NVAF)
iskemik inme riskini 6nemli miktarda Onlese dahi bu riski tamamen
ortadan kaldirmaz. YOAK kullanimina ragmen NVAF hastalarinin %1-2’

sinde iskemik inme gelisme riski bulunmaktadir (8).

Evaluation Of Adverse Events Related To Direct Oral Anticoaqulant

Usage In Patients With Non-Valvular Atrial Fibrillation And Determining

The Prediction Of Risk-Scoring Models

Bunun yani sira, YOAK kullanimina baglh meydana gelen kanama
komplikasyonu bu ajanlarin kullaniminda halen 6énemli bir sorun tegskil
etmektedir. YOAK’ larin kullanim dozlari hastalarin bazi klinik 6zelliklerine
(bobrek fonksiyonlari, yas, viicut agirhgi, ilag etkilesim durumu, kanama
riski gibi) gore degismektedir.

Biz bu ¢alismamizda YOAK kullanirken tromboembolik olay ya da kanama
gegiren NVAF hastalarinin demografik 6zelliklerini tanimlamayi, YOAK’ lari
uygunsuz dozda ve uygun dozda kullanan hastalarin 6zelliklerini

karsilagtirmayi amagladik.

Gereg Ve Yontem

Bu galisgmaya Mart 2012-Mart 2020 tarihleri arasinda YOAK kullanirken
tromboembolik olay veya kanama gegiren toplamda 165 hasta dahil
edilmistir. Hastane bilgi yonetim sisteminde kayitli hasta verileri ve hasta
dosyalari kullanilarak hastalarin  demografk o6zellikleri, laboratuvar
bulgulari, gegmis tibbi hikayeleri ve kullandiklari ilaglar elde edildi. Orta
veya ciddi mitral darlig1 olmayan, mekanik protez kapagi mevcut olmayan
AF hastalari NVAF olarak tanimlandi. CHADS, (1 puan: Konjestif kalp
yetmezligi, hipertansiyon, yas 65-74, diyabetes mellitus; 2 puan: iskemik
inme yada gegici iskemik atak yada tromboembolik olay) (9), CHA,DS,-
VASc (1 puan: Konjestif kalp yetmezligi, hipertansiyon, yas 65-74,
diyabetes mellitus, vaskiler hastalik, kadin cinsiyet; 2 puan: Yas 275,
iskemik inme yada gegici iskemik atak yada tromboembolik olay) (10),
ATRIA inme skoru (1 puan: Kadin cinsiyet, diyabetes mellitus, konjestif
kalp yetmezligi, hipertansiyon, proteinuri, glomerdler filtrasyon hizi (GFR)
<45 ml/dk/1.73m? yada son dénem boébrek yetmezligi olmasi; ayrica yas
ve iskemik inme 6ykusu olup olmamasina gére 0-9 arasinda puan eklendi)
(11), ATRIA kanama skoru (3 puan: Anemi, ciddi bdbrek yetmezligi-
GFR<30 ml/dk/1.73m? olmasi yada rutin hemodiyaliz yapilmasi; 2 puan:
Yas >75; 1puan: Kanama Oykusu, hipertansiyon) (12), HAS-BLED skoru (1
puan: Hipertansiyon, anormal karaciger yada bdbrek fonksiyonlari, inme
Oykusl, kanama 6ykusu, labil INR, yas>65, ilag etkilesimi, alkol kullanimi)
(13), ORBIT kanama skoru (1 puan: Yas>75, anemi yada disiik hemoglobin
seviyesi, GFR<60 ml/dk/1.73m?, antiplatelet tedavi oykisl; 2 puan:
kanama Oykusu) (14), HEMORR,HAGES kanama skoru (1 puan: Hepatik
yada renal hastalik bulunmasi, etanol maruziyeti, malignite, yas>75,
disuk platelet sayisi yada fonksiyon bozuklugu, kontrolsiiz hipertansiyon,
anemi, genetik faktor varligi, noropsikiatrik hastalik yada diisme riski
olmasi, gegirilmis inme 6yklsU; 2 puan: Kanama 6ykusi) (15) skorlari elde
edilen veriler dogrultusunda hesaplandi. En az iki 6lgiim sonucu sistolik
kan basincinin >140 mmHg ve/veya diyastolik kan basincinin >90 mmHg
olmasi ya da antihipertansif ilag kullaniyor olmak hipertansiyon olarak

tanimlandi.
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Aclik plazma kan sekeri diizeyinin >126 mg/dl olmasi ya da herhangi bir
zamanda yapilan kan sekeri olgiminin >200 mg/dl olmasi ya da
antidiyabetik ilag kullaniyor olmak diyabetes mellitus olarak tanimlandi.
Konjestif kalp yetmezligi, kalp yetmezliginin klinik semptom ve
bulgularinin olusu ya da sol ventrikll disfonksiyonunun objektif kanitinin
olmasi seklinde tanimlandi. Vaskiiler hastalik; periferik arter hastaligi,
gegcirilmis miyokard enfarktlsii veya aortik plak varligini kapsamaktaydi.
AF’ nin baglangicindan itibaren yedi giinden daha kisa surede kendi
kendine sonlanan AF tipi paroksismal AF olarak tanimlandi. Giincel (ESC)
kilavuzuna gore kullanilmasi gereken dozdan disik ya da yiksek dozda
YOAK kullanan hasta grubu uygunsuz doz alanlar; geri kalan hasta grubu
ise uygun doz alanlar olarak gruplandirildi (16). Kanama gorilen hastalar
TiMi kanama siniflamasina gére, majér kanama (intrakraniyal kanama,
hemoglobin seviyesinin =5 g/dl diismesi veya hematokrit degerinde >
%15 azalma gorilmesi), minor kanama (kanama bulgusu olanlarda:
hemoglobin seviyesinin >3 g/dl diismesi veya hematokrit degerinde >
%10 azalma gorilmesi; kanama bulgusu olmayanlarda: hemoglobin
seviyesinin 24 g/dl diusmesi veya hematokrit degerinde > %12 azalma
gorilmesi), minimal kanama (hemoglobin seviyesinin <3 g/dl diusmesi
veya hematokrit degerinde < %9 azalma gorulmesi) olarak siniflandirildi
(17). GFR<60 ml/dk/1.73m? olan hastalarin renal disfonksiyonu oldugu
kabul edildi. Charlson komorbidite indeksi kullanilarak hastalarin
komorbidite yuki degerlendirildi (18). Valviler AF si olan, orta-ciddi
karaciger yetmezligi olan, koagilopatisi olan, aktif enfeksiyonu olan ve
hamile olan hastalar ¢alismaya dahil edilmediler. Galisma yerel etik

kurulunun 25.03.2021 tarihli toplantisinda 34 sayili karar ile onaylandi.

istatistiksel Analiz

istatistiksel analizler SPSS versiyon 26.0 kullanilarak yapildi. Veriler
Kolmogorov-Smirnov testi kullanilarak normallik agisindan test edildi.
Normal dagihm gosteren siirekli degiskenler ortalama + standart sapma
olarak sunuldu; normal dagilima sahip olmayan siirekli degiskenler ise
medyan ile minimum ve maksimum degerler ile sunuldu. Kategorik

degiskenler ytizde olarak ifade edildi.

Abdullah Kadir DOLU et al.

Sayisal degiskenlerin karsilastirilmasi igin Student t-testi veya Mann-
Whitney U testi, kategorik veriler igin ise Pearson ki-kare testi
kullanildi. P degerinin <0.05 olmasi istatistiksel anlamlilik olarak kabul

edildi.

Bulgular

Calismaya dahil edilen hastalarin 95’inde (%57.6) tromboembolik olay,
70'inde (%42.4) ise kanama mevcuttu. Tromboembolik olaylarin 78’ini
(%82.1) iskemik inme, 10’unu (%10.5) gegici iskemik atak, 7’sini (%7.4)
ise diger embolik olaylar olusturmaktaydi. Kanamalarin ise 14’U (%20)
major kanama, 18'i (%25.7) minér kanama, 38’i (%54.3) minimal
kanama idi. Kanamalarin 6’si (%8.6) intrakraniyal, 45’i (%64.2)
gastrointestinal, 2’si (%2.9) intraokiler, 8'i (%11.4) intravezikal, 2’si

(%2.9) vajinal, 7’si (%10) ise diger kanamalardan olusuyordu.

Tromboembolik olay goérilen hastalarin yas ortalamasi 7419.61 idi.
Hastalarin 63’G (%66.3) kadin cinsiyete sahipti. 30 (%31.5) hasta
rivaroksaban, 23 (%24.3) hasta apiksaban, 37 (%38.9) hasta dabigatran
ve 5 (%5.3) hasta edoksaban kullaniyordu. YOAK kullanimlarinin 41’i
(%43.2) uygun dozda kullanim iken; 54’0 (%56.8) uygunsuz dozda
kullanim idi. Bu hastalarda uygunsuz doz kullaniminin tamamini
yetersiz dozda tedavi olusturmaktaydi. YOAK altinda tromboembolik
olay geciren hastalarin demografik ve klinik 6zellikleri ile YOAK’ lari
uygun ve uygunsuz dozda alan hastalarin 6zelliklerinin karsilastirmasi
verilmistir (Tablo-1). Tromboembolik olay goérilen hastalarda tim
YOAK gesitlerinin uygun ve uygunsuz doz gruplarinda kullanimlari
benzerdi. Her iki grup arasinda klinik ve demografik 6zellikler
acisindan fark olmadigi gibi hem kanama hem de inme risk skorlari

acisindan da anlaml fark saptanmadi.
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Tablo 1. YOAK altinda tromboembolik olay gegiren hastalarin temel klinik 6zellikleri

Degiskenler Tam hastalar (n:95) :Jnyili: doz Uygunsuz doz (n:54) p degeri
Temel karakteristikler
Yas (yil), (ort£ss) 74+9.61 74.4+9.76 73.8+£9.58 0.753
Cinsiyet (kadin), n (%) 63 (66.3) 27 (65.9) 36 (66.7) 0.934
Diyabetes Mellitus, n (%) 37 (38.9) 22 (40.7) 15 (36.6) 0.681
Hipertansiyon, n (%) 76 (80) 33 (80.5) 43 (79.6) 0.918
Dislipidemi, n (%) 19 (20) 9(22) 10 (18.5) 0.679
Konjestif kalp yetersizligi, n (%) 12 (12.6) 5(12.2) 7 (13) 0.911
Kronik obstriktif akciger hastaligi, n (%) 14 (14.7) 8(19.5) 6(11.1) 0.253
Koroner arter hastaligi, n (%) 30(31.6) 13 (31.7) 17 (31.5) 0.981
iskemik inme/

S 52 (54.7) 22 (53.7) 30 (55.6) 0.854
GIA 6ykisu, n (%)
Karotid-vertebral hastalik, n (%) 1.000
Non- kritik 52 (54.7) 22 (53.7) 30 (55.6)
Kritik 6(6.3) 3(7.3) 3(5.6)
Renal disfonksiyon, n (%) 46 (48.5) 16 (39) 30 (55.6) 0.308
Hemipleji, n (%) 17 (17.9) 6(14.6) 11 (20.4) 0.470
Demans, n (%) 11 (11.6) 4(9.8) 7 (13) 0.752
Paroksismal AF, n (%) 30(31.6) 14 (34.1) 16 (29.6) 0.639
Oliim, n (%) 7(7.4) 5(12.2) 2(3.7) 0.233
Charlson komorbidite indeksi, medyan (min-maks) 5 (0-13) 6 (0-11) 5(2-13) 0.680
Kullanilan ilaglar
Rivaroksaban, n (%) 30(31.5) 10 (24.4) 20 (37) 0.265
Apiksaban, n (%) 23 (24.2) 13 (31.7) 10 (18.5) 0.137
Dabigatran, n (%) 37(38.9) 15 (36.6) 22 (40.7) 0.681
Edoksaban, n (%) 5(5.3) 3(7.3) 2(3.7) 0.649
Antiagregan kullanimi, n (%) 17 (17.9) 5(12.2) 12 (22.2) 0.207
Beta bloker, n (%) 56 (58.9) 24 (58.5) 32 (59.3) 0.943
Ace-inh, n (%) 17 (17.9) 6 (14.6) 11 (20.4) 0.470
ARB, n (%) 28 (29.5) 10 (24.4) 18 (33.3) 0.344
Digoksin, n (%) 9(9.5) 2(4.9) 7 (13) 0.291
Kalsiyum kanal blokeri, n (%) 32(33.6) 13 (31.7) 19 (35.2) 0.722
Ditiretik, n (%) 41 (43) 14 (34.1) 27 (50) 0.122
Spironolakton, n (%) 12 (12.6) 3(7.3) 9(16.7) 0.174
Nitrat, n (%) 8(8.4) 4(9.8) 4(7.4) 0.723
Statin, n (%) 17 (17.9) 7(17.1) 10 (18.5) 0.856
Amiodarone, n (%) 7(7.4) 5(12.2) 2(3.7) 0.233
Proton pompa inhibitord, n (%) 18 (18.9) 6 (14.6) 12 (22.2) 0.350
Risk skorlamalari
CHADS; 3(0-5) 3(0-5) 3 (0-5) 1.000
CHA,DS,-VASC 5(1-8) 5(2-8) 5(1-8) 0.530
ATRIA inme skoru 8 (0-13) 8(2-13) 8(0-12) 0.782
HAS-BLED 2(0-6) 2(0-4) 2(0-6) 0.778
ATRIA kanama skoru 3(0-9) 3(0-9) 3(0-7) 0.682
ORBIT kanama skoru 1(0-5) 1(0-4) 1(0-5) 0.867
HEMORR,HAGES 2(0-7) 2(0-7) 2(0-7) 0.783

Kisaltmalar: Ace-inh: anjiyotensin konverting enzim inhibitérii, AF: atriyal fibrilasyon, ARB: anjiyotensin reseptér blokérii, GiA: gegici iskemik atak, YOAK: yeni nesil oral antikoagiilan

Kanama gorilen hastalarin yas ortalamasi 78.7£6.99 idi. Hastalarin 43’U Bu hastalarda YOAK kullaniminin 401 (% 57.1) uygun dozda kullanim iken
(%61.4) kadin cinsiyetteydi. 25 (%35.7) hasta rivaroksaban, 13 (%18.6) 30'u (%42.9) uygunsuz dozda kullanim idi. Uygunsuz dozda tedavi alan
hasta apiksaban, 29 (%41.4) hasta dabigatran ve 3 (%4.3) hasta hastalardan 21’ i (%70) asin doz tedavi alirken, 9'u (%30) yetersiz dozda

edoksaban kullanmaktaydi. tedavi almaktaydi.
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YOAK kullanirken kanama gegiren hastalarin demografik ve klinik 6zellikleri
ile YOAK’ lar uygun ve uygunsuz dozda alan hastalarin ozelliklerinin
karsilagtirmasi  gosterilmistir  (Tablo-2). Kanama goriilen hastalardan
kadinlarda uygunsuz dozda kullanim daha sik idi (%76.7'ye karsi %50,
p=0.023). Ayrica renal disfonksiyonu olan hastalarda (%86.7’ye karsi %62.5,
p=0.024) ve dabigatran kullanan hastalarda (%56.7’ye karsi %30, p=0.025)

uygunsuz dozda kullanim daha fazla saptandi.

Abdullah Kadir DOLU et al.

Kanama gorilen hastalarin  kanama ve inme risk skorlarinin

karsilagtirilmasi sonucunda ise uygunsuz dozda YOAK alanlarin hem
kanama (HAS-BLED: 2 (1-5) ‘ye karsi 1.5 (0-3), p=0.035; ATRIA kanama
skoru: 6 (1-10)" ya karsi 5.5 (0-10), p=0.017) hem de inme skorlarinin
(CHA,DS,-VASc: 5 (2-8)' e karsl 4 (2-8), p=0.012; ATRIA inme skoru: 9 (4-
13)’a karsi 7 (1-11), p=0.008) daha ytiksek oldugu goéruldu.

Tablo 2. YOAK altinda kanama gegiren hastalarin temel klinik 6zellikleri

Tum hastal u d
Degiskenler (::r:o) astaiar (nyi;? oz Uygunsuz doz (n:30) p degeri
Temel karakteristikler
Yas (yil), medyan (min-maks) 80 (57-91) 80.5 (57-91) 78.5 (66-87) 0.408
Cinsiyet (kadin), n (%) 43 (61.4) 20 (50) 23 (76.7) 0.023
Diyabetes Mellitus, n (%) 17 (24.3) 9(22.5) 8(26.7) 0.687
Hipertansiyon, n (%) 54 (77.1) 28 (70) 26 (86.7) 0.100
Dislipidemi, n (%) 7 (10) 3(7.5) 4(13.3) 0.452
Konjestif kalp yetersizligi, n (%) 9 (12.9) 5(12.5) 4(13.3) 0.918
Kronik obstriktif akciger hastaligi, n (%) 17 (24.3) 10 (25) 7(23.3) 0.872
Koroner arter hastaligi, n (%) 22 (31.4) 15 (37.5) 7 (23.3) 0.206
iskemik inme/GIA &ykiisi, n (%) 20 (28.6) 9 (22.5) 11 (36.7) 0.194
GiS kanama oykiisi, n (%) 11 (15.7) 7 (17.5) 4(13.3) 0.747
intrakraniyal kanama éykisi, n (%) 1(1.4) 1(2.5) 0(0) 1.000
Karotid-vertebral hastalik, n (%) 0.638
Non- kritik 14 (20) 8(20) 6 (20)
Kritik 1(1.4) 0(0) 1(3.3)
Renal disfonksiyon, n (%) 51(72.9) 25 (62.5) 26 (86.7) 0.024
Hemipleji, n (%) 10 (14.3) 3(7.5) 7(23.3) 0.087
Demans, n (%) 7 (10) 3(7.5) 4(13.3) 0.452
Paroksismal AF, n (%) 11 (15.7) 7 (17.5) 4(13.3) 0.747
Olim, n (%) 0(0)
Charlson komobidite indeksi, medyan (min-maks) 5(2-13) 5(3-13) 6 (2-13) 0.141
Kullanilan ilaglar
Rivaroksaban, n (%) 25 (35.7) 16 (40) 9(30) 0.388
Apiksaban, n (%) 13 (18.6) 9(22.5) 4(13.3) 0.329
Dabigatran, n (%) 29 (41.4) 12 (30) 17 (56.7) 0.025
Edoksaban, n (%) 3(4.3) 3(7.5) 0(0) 0.255
Antiagregan, n (%) 10 (14.2) 8(20) 2(6.7) 0.171
Beta bloker, n (%) 46 (65.7) 30 (75) 16 (53.3) 0.059
Ace-inh, n (%) 17 (24.3) 8(20) 9(30) 0.334
ARB, n (%) 23(32.9) 12 (30) 11 (36.7) 0.557
Digoksin, n (%) 7(10) 4(10) 3(10) 1.000
Kalsiyum kanal blokeri, n (%) 23 (32.9) 15 (37.5) 8(26.7) 0.340
Ditretik, n (%) 44 (62.9) 23 (57.5) 21 (70) 0.284
Spironolakton, n (%) 10 (14.3) 6 (15) 4(13.3) 1.000
Nitrat, n (%) 5(7.1) 3(2.5) 2(6.7) 1.000
Statin, n (%) 8(11.6) 6 (15) 2(6.9) 0.453
Amiodarone, n (%) 5(7.1) 4 (10) 1(3.3) 0.383
Proton pompa inhibitord, n (%) 17 (24.3) 10 (25) 7(23.3) 0.872
Risk skorlamalari
CHADS, 2(0-5) 2(1-5) 2.5 (0-5) 0.147
CHA,DS,-VASC 4.5(2-8) 4(2-8) 5(2-8) 0.012
ATRIA inme skoru 8(1-13) 7 (1-11) 9 (4-13) 0.008
HAS-BLED 2(0-5) 1.5 (0-3) 2(1-5) 0.035
ATRIA kanama skoru 6 (0-10) 5.5 (0-10) 6 (1-10) 0.017
ORBIT kanama skoru 3 (0-6) 3(0-5) 3(1-6) 0.620
HEMORR,HAGES 4(0-8) 4 (0-8) 4(1-7) 0.744

Kisaltmalar: Ace-inh: anjiyotensin konverting enzim inhibitéri, AF: atriyal fibrilasyon, ARB: anjiyotensin reseptér blokérii, GiA: gegici iskemik atak, GiS: gastrointestinal sistem,

YOAK: yeni nesil oral antikoagulan
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Kullanimina Bagl istenmeyen Olaylarin Dederlendirilmesi Ve Risk

Skorlama Modellerinin Gngérdiiriiciigiiniin Belirlenmesi

Tartisma

Yaptigimiz bu ¢alismada hem tromboembolik olay yasayan hem de kanama
gegiren hastalarin ¢ogunlugu kadin cinsiyetteydi ve en sik eslik eden
hastaliklari hipertansiyondu. Tiim hastalarin %50.9'u (84 hasta) uygunsuz
dozda YOAK kullanmaktaydi. Uygunsuz dozda YOAK kullananlarin
¢ogunlugunu da %75 oran ile vyetersiz doz tedavi alan hastalar
olusturmaktaydi. Embolik olay gegiren hastalarda, uygunsuz doz ve uygun
doz tedavi alan hastalarin klinik ve demografik o6zellikleri arasinda fark
izlenmez iken; kanama geciren hastalardan kadin cinsiyette olanlarda,
dabigatran kullananlarda ve renal disfonksiyonu bulunan hastalarda
uygunsuz doz kullanimi daha fazlaydi. Bununla beraber kanama gorilen
hastalarda uygunsuz doz kullaniminin yiiksek kanama ve inme risk
skorlariyla iligkisi saptandi.

inme riski artmis AF hastalarinda oral antikoagiilanlar, inmeden
korunmada en temel tedavidir. Bu hastalarda gilincel tedavi kilavuzlari
YOAK’ lari varfarinin ontine konumlandirmaktadir (16,19). YOAK altinda
tromboembolik olay veya kanama bu ajanlarin kullanimi esnasinda
istenmeyen olumsuz olaylardir. Glvenlik endiseleri, ilag uyumsuzlugu,
zaman iginde hastalarin klinik durumlarinin degismesi gibi nedenlerden
dolayi bu ilaglar giincel kilavuzlarin 6nerdigi optimal dozun haricinde
kullaniimaktadir. Ozellikle yasli ve kirilgan hasta popiilasyonunda kanama
endisesinden dolayr bu ajanlarin vyetersiz dozda kullanimi sik¢a
gorilmektedir. Yine bu hastalarda klinik 6zelliklerin zaman iginde sikg¢a
degismesi sonucu farkina varilmadan bu ajanlarin asiri dozda kullanimi da
s6z konusu olabilmektedir. Yapilan bir¢ok ¢alisma uygunsuz dozda YOAK
kullaniminin énemli bir sorun olabilecegine dikkat gekmektedir (20,21).
Can ve ark. yaptiklari galismada YOAK kullanirken iskemik inme gegiren 73
hastayr degerlendirmisler. Calismadaki hastalarin ¢ogunlugunu bizim
galismamizdakine benzer sekilde kadin (%68.5) hastalar olustururken,
uygunsuz dozda YOAK kullanan hasta orani (%28.8) bizim g¢alismamiza
kiyasla daha az saptanmig. Bu arastirmanin sonucunda YOAK tedavisini
uygun dozda alan hastalarda gegirilmis iskemik inme 6ykistu daha fazla
saptanmis (22). Bizim galismamizda ise uygun doz ve uygunsuz doz tedavi
alan hasta gruplari arasinda gegirilmis iskemik inme Oykisu agisindan
anlamh bir fark izlenmedi. Yapilan bir baska ¢alismada, yash hastalarda
uygunsuz dozda YOAK kullaniminin daha fazla oldugu gosterilmistir (23).
Bizim c¢alisgmamizda ise her iki grupta yaslar arasinda anlamli farklilik
bulunmamaktaydi.

Calismamizdaki YOAK altinda iskemik olay gegiren hastalarin yarisindan
fazlasi uygunsuz dozda tedavi almaktaydi ve aldiklari uygunsuz doz
tedavinin tamami yetersiz dozda tedavi idi. Bu hastalarda yetersiz doz
kullanimiin birgok nedeni olabilir. Bu nedenler net bir sekilde ortaya
konulamamakla beraber, klinisyenin kanama riskini inme riskinin 6niinde
gordigu durumlarda dusiik doz tercih etmesi, hasta ilag uyumsuzlugu gibi

nedenler yetersiz doz kullanimina neden olabilmektedir.

Evaluation Of Adverse Events Related To Direct Oral Anticoaqulant

Usage In Patients With Non-Valvular Atrial Fibrillation And Determining

The Prediction Of Risk-Scoring Models

YOAK kullanirken meydana gelen kanamalarin blyik g¢ogunlugunu
minimal kanamalar olusturmaktaydi ve kanamalar blyik oranda
gastrointestinal sistem kaynakliydi. Kanama gorilen hastalardaki yas
ortalamasi (78.7£6.99) embolik olay gegirenlerin yas ortalamasindan
(7449.61) daha yiksekti. Kanama gorulen hastalarin da blytk kismini
kadin cinsiyetteki hastalar olusturmaktaydi ve hastalarin yaklasik
yarisinda uygunsuz doz YOAK kullanimi mevcuttu. Uygunsuz doz
kullananlarda, kadin cinsiyet ve renal disfonksiyon daha fazlaydi. Ayrica
bu hastalarda HAS-BLED, ATRIA kanama skorlari ile CHA,DS,-VASc, ATRIA
inme skorlari daha yiksekti. YOAK’ lar daha ¢ok geriatrik yas grubundaki
hastalarda kullaniimaktadir. Bu hastalar genellikle kirilgandirlar ve siireg
icerisinde renal fonksiyonlari sikga bozulabilmektedir. Renal fonksiyonlari
bozulan hastalarda doz azaltimi vyapilmaz ise serum YOAK
konsantrasyonu artar ve bu durum kanama riskinde artisa yol agar. Bazi
¢ok merkezli kayit galismalari kronik bdbrek hastaligi olanlarda YOAK’
larin uygunsuz dozda kullaniminin daha yaygin olduguna ve olumsuz olay
riskinin bu hastalarda arttigina dikkat cekilmistir (24,25). Bizim
¢alismamizda da uygunsuz dozda YOAK altinda kanama gorilen
hastalarin biyik bir kisminda renal disfonksiyon mevcuttu.

Bu g¢alismanin bazi sinirlamalari vardir. Bunlardan ilki aragtirmanin geriye
donik olarak tek bir merkez ve godrece az sayida hasta ile yapiimis
olmasidir. Diger bir kisitlama ise, ¢alismanin sadece YOAK altinda
olumsuz olay gegiren hastalarin verilerini icermesi ve bu hastalarin bir
kontrol grubu ile karsilastiriimasinin yapilmamis olmasidir. Cok merkezli,
iyi kurgulanmig randomize kontrollu

¢alismalar bu galismanin

gelistiriimesine katki saglayacaktir.

Sonug

YOAK altinda istenmeyen olumsuz olaylarin gorildigu hastalar
¢ogunlukla kadin cinsiyetteydi. Bu hastalarda YOAK’ larin uygunsuz dozda
kullanimi oldukga fazlaydi. YOAK kullanilan kadin hastalarda, klinisyenler
tarafindan daha yakin izlem yapilmasi ve uygun doz kullanimina dikkat
edilmesi ile istenmeyen olay riski bu hasta grubunda azaltilabilir. Kanama
gorilen hastalarda uygunsuz doz kullaniminin kadin cinsiyet, renal
disfonksiyon, dabigatran kullanimi ve yiiksek kanama ve inme skorlari ile
anlamli iliskisi olmasi nedeniyle bu hastalarin yakin izlemi ve gereginde
ampirik proton pompa inhibitori tedavisi gibi gastroprotektif ajanlarin
bu grup hastalarda rutin baslanmasi ile kanama olaylarinin énlenmeye

¢alisiimasi saglanabilir.
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Obsesif Kompulsif Bozuklukta Aile Uyumu ve Klinik Degiskenler

Arasindaki iliskinin incelenmesi

Investigation of the Relationship  Between Family
Accommodation and Clinical Variables in Obsessive-Compulsive

Disorder

Oz
Riza Gékger TULACI"0000-0003-2113-5855 Amag: Obsesif kompulsif bozukluk (OKB) sadece hastanin degil birlikte yasadigi kisilerin
Simge Nur KURT KAYA**0000-0002-9659-1954 yasamlari olumsuz etkiler. Obsesyonlar kiside yogun anksiyete ve huzursuzluk yaratir.
Hastanin hissettigi yogun sikinti hissine tanik olan hasta yakinlari hastanin rahatlamak
icin yapmis oldugu kompulsiyonlarina kolaylik saglayabilirler ya da bu davranislara
katilabilirler. OKB’de gortilen bu fenomene Aile Uyumu (AU) denir. Bu ¢alismanin amaci
OKB’de aile uyumu ve klinik degiskenler arasindaki iligskiyi incelemektir.
Gereg ve yontem: Calisma OKB tanili 73 hasta ile gergeklestirildi. Verilerin elde edilmesi
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Bulgular: En azindan bir uyum davranisi gosteren 69 (%94.5) aile Uyesi vardi. En
azindan bir AU davranigini her glin gosteren 28 (38.3) aile Uyesi var idi. En sik gorilen
uyum davraniglari giivenlik saglama, kompulsiyonlari bekleme, kompulsiyonlari
kolaylastirmaydi. AUO-Toplam puani ile YBOKO-0, YBOKO-K, YBOKO-T, BiDO-T, BAE VE
BDE puanlari arasinda anlamh iliski vardi. Obsesif kompulsif belirti siddeti arttikga,
mikroplar ve kirlenme hakkindaki endiseler boyutu puani siddetlendikge, hastalarin
icgori dereceleri kétilestikge AU davraniglari da yogunlasiyordu.
Sonug: AU OKB’de yaygin goériilen ve tedavi tizerine olumsuz etkisi olan bir fenomendir.
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Abstract

Objective: Obsessive-compulsive disorder (OCD) negatively affects both the patient
and their relatives. Obsessions cause intense anxiety and distress. Relatives of the
patient who witness the intense distress felt by the patient may facilitate or participate
in the patient's compulsions in order to reduce the distress. This phenomenon seen in
OCD is called Family Accommodation (FA). The aim of this study was to examine the
relationship between FA and clinical variables in OCD.
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Obsesif Kompulsif Bozuklukta Aile Uyumu ve Klinik Dediskenler

Arasindaki iliskinin incelenmesi

Materials and methods: The study was conducted with 73 patients
diagnosed with OCD. Yale-Brown Obsession Compulsion Scale (YBOCS),
Dimensional Obsession Compulsion Scale (DOCS), Brown Beliefs
Assessment Scale (BABS), Family Accommodation Scale-Patient Form
(FAS-PF), Beck Depression Inventory (BDI) and Beck Anxiety Inventory
(BAI) were administered to obtain data.

Results: There were 69 (94.5%) family members who showed at least one
accommodating behavior. There were 28 (38.3%) family members who
showed at least one FA behavior every day. The most common
accommodating behaviors were providing reassurances, waiting for the
completion of compulsions, and facilitating compulsions. There was a
significant correlation between the Family Accommodation Scale-Patient
Form score and the scores of the YBOCS-O, YBOC-C, YBOC-Total,
Dimension of concerns about germs and contamination, BABS-Total, BAI
and BDI.

Conclusion: FA is a common phenomenon in OCD and has a negative
impact on treatment. Including family members in the treatment process,
especially in patients with cleaning obsessions, severe symptoms and
poor insight, who are at risk of being exposed to intense compliance
behaviors, and aiming to reduce accommodating behaviors may provide
additional benefits in terms of OCD treatment.

Keywords: Family accommodation, clinical correlates, obsessive-
compulsive disorder

Girig

Obsesif kompulsif bozukluk (OKB) obsesyon ve kompulsiyonlarla
karakterize, tahmini %2.3 yasam boyu prevalansa sahip tim diinyada
yaygin olarak gorilen bir ruhsal hastaliktir. OKB’de gorilen ve glinliik
hayatin birgok alanina yayilmis olan obsesyon ve kompulsiyonlar (sik ve
uzun zaman alan ykama ve temizleme davranislari, tekrarlayan
kontroller, tekrarlayan sorular sorma, gunliik rutinleri geciktirebilen ve
bozabilen ritieller) sadece hastanin degil birlikte yasadigi kisilerin
yasamlari lizerine de olumsuz etki yapar (1).

Obsesyonlar kiside yogun anksiyete ve distres yaratir ve kisi bu sikintiyi
azaltmak ya da sikintinin ortaya g¢ikmasini engellemek igin kompulsiyon
yapar ya da kaginma davranislarinda bulunur. Hastanin hissettigi yogun
sikinti  hissine tanik olan vyakinlar kisiyi rahatlamak igin kisinin
kompulsiyonlarina, ritiellerine ya da kaginma davraniglarina kolayhk
saglayabilirler, miisaade edebilirler ya da bazen bu davranislara
katilabilirler. OKB’de gorilen bu fenomene Aile Uyumu (AU) denir.

AU cesitli sekillerde olabilir. Aile bireyleri kompulsiyonlara aktif olarak
katilabilirler (kirli olmayan vylzeyleri hasta ile birlikte temizleyerek),
obsesyonlari ortaya ¢lkaran tetikleyici uyaranlari engelleyebilirler
(disardan gelince higbir yere dokunmadan kiyafetleri hastanin istedigi
belirli bir yere cikararak) ya da kompulsiyonlara midahale etmezler

(hastanin uzun sure ellerini yikamasini gérmezden gelerek).

Investigation of the Relationship Between Family Accommodation and

Clinical Variables in Obsessive-Compulsive Disorder

AU, OKB tanisi olan ¢ocuklarin ebeveynlerinde ve OKB tanili erigkinlerin
yakinlarinda yaygin olarak gorilmektedir. Stewart ve ark. 1 haftalik stre
boyunca en azindan bir uyum davranisi gésteren aile bireylerinin oraninin
%96,9 oldugunu ve her giin en az bir uyum davranigi gosteren aile bireyi
oraninin  %59,1 oldugunu bulmustur (2). Cesitli g¢ahsmalarda AU
davraniglarinin tirleri incelenmis ve sik goérilen AU davraniglarinin
glvenlik saglama, hastanin kaginma davraniglarina yardim etme,
ritiellere katilma, kompulsiyonlari bekleme oldugu ifade edilmistir (2,3).
OKB’de AU ve iligkili klinik 6zelliklerin arastirildigi calismalarda en tutarli
bugular AU ve OKB semptom siddeti arasindadir ve AU’nun siddetli OKB
semptomlar ile iliskili oldugu cesitli galismalarda gosterilmistir (2,3) . AU
ile hastalarin obsesif kompulsif semptom boyutlari ve komorbid ruhsal
hastaliklari arasindaki iliskili ile ilgili tutarsiz sonuglar mevcuttur. OKB’de
AU’nun hastalarin temizlik/yikama boyutu ile ilgili semptomlara sahip
olmasi (2,4,5) ve hastalardaki depresif belirtilerle (4) iliskili oldugu
belirtilmistir. Bunun aksine hastalarin depresif belirtileri (2,6) ve temizlik
boyutu ile iligkili obsesyonlara (6) sahip olmasi ile AU’nun iligkisiz
oldugunu bildiren sonuglar mevcuttur.

OKB, semptomlarinin prezantasyonu bakimindan kiilttrler arasinda gesitli
farkliliklar gosterebilir (7). OKB’de AU dunyada farkli populasyonlarda
arastinlmistir  ve AU ile ilgili degiskenler incelenmistir. AU’yu
degerlendiren aile uyum 6lgeginin Turkce uyarlama galismasi disinda Tirk
popilasyonunda OKB’de AU davraniglari ile ilgili veriye ulasilamamistir.

Bu galismamanin amaci OKB tanili Tirk hasta populasyonunda AU
davraniglari, AU yayginligi ve iliskili klinik 6zellikleri arastirmaktir. AU ile
OKB semptom siddeti, ruhsal hasatlik komorbiditesi ve i¢gori dizeyi

arasindaki iligki incelenecektir.

Materyal ve Metot

Katiimcilar ve Prosediir

Bu ¢alisma S.B Ankara Digkapi Yildirnm Beyazit EAH psikiyatri poliklinigine
Nisan-Temmuz 2022 tarihleri arasinda OKB belirtileri ile basvuran 18-65
yas arasindaki 73 hasta ile gergeklestirildi. OKB belirtileri ile basvuran tiim
hastalar ¢alisma ile ilgili bilgilendirildi ve 18-65 yas arasinda, ¢alismaya
katilmak igin gonlli olan ve 18 yasindan biiyik bir yakini ile en azindan 6
aydir birlikte yasayan hastalar ¢alismaya dahil edildi. Sizofreni ve diger
psikotik bozukluklar, bipolar bozukluk, devam eden alkol ve madde
kullanim bozuklugu, mental retardasyon, organik mental bozukluk, 6lgek
skorlarini etkileyebilecek agir nérolojik bozukluk (SVO, kafa travmasi, son
3 ay igerisinde sik tekrarlayan epileptik ndbet) komorbiditesi olan hastalar
galisma digi birakildi.  OKB tanisinin konfirmasyonu ve komorbid
psikiyatrik hastaliklarin belirlenmesi i¢in OKB’de deneyimli bir psikiyatrist
tarafindan DSM-5 Bozukluklari igin Yapilandiriimis Klinik Goérlisme
klinisyen versiyonu (SCID-5-CV) uygulandi.

141



Riza Gékger TULACI ve ark.

Hastalara sosyodemografik ve klinik verilerinin elde dilmesi igin
Sosyodemografik veri (SDV) formu, obsesif kompulsif bozuklukla ilgili
verilerin elde edilmesi icin Yale—Brown Obsesyon Kompulsiyon Olgegi,
Boyutsal obsesyon kompulsiyon 6lgegi (BOKO), Brown inanglarin
degerlendirilmesi 6lgegi (BiDO) ve aile uyumunun degerlendirilmesi igin
Aile Uyum Olgegi-hasta formu (AUO-HF) uygulandi. Anksiyete ve
depresyon belirti siddetinin tespiti icin Beck Depresyon Envanteri (BDE)
(8,9) ve Beck Anksiyete Envanteri (10,11) (BAE) uygulandi. Tim
katihmcilara g¢alisma ile ilgili detayh bilgi verildi ve katilimcilardan
aydinlatilmis onam alindi. Galisma igin S.B Ankara Diskapi Yildirnm Beyazit
EAH etik kurulundan (tarih:04.04.2022, karar numarasi:134/17) etik kurul

onayi alindu.

Olgiim araglari

Sosyodemografik veri formu

Bu form ile hastalarin yas, cinsiyet, hastalik baslangi¢ yasi, aile uyumuna
katilan birey vb. gibi gesitli verileri elde edildi.

Yale—Brown Obsesyon Kompulsiyon Olgegi (YBOKO)

Obsesif kompulsif belirtilerin siddetini degerlendiren yari yapilandiriimis
bir 6lgektir. 10 maddeden olusur. 5 madde obsesyon siddetini, 5 madde
kompulsiyon siddetini degerlendirir. Her madde 0- 4 arasinda puanlanir.
10 maddenin toplami total hastalik siddetini gosterir (0-40 puan). Yiiksek
puanlar daha siddetli hastalik belirtilerine isaret eder (12). Tirkge
gegerlilik guvenilirlik c¢alismasi Karamustafalioglu ve ark. tarafindan
yapilmigtir (13).

Boyutsal obsesyon kompulsiyon 6lgegi (BOKO)

20 maddeden olusan bir self report degerlendirme aracidir ve OKB
belirtilerini 4 ayri boyutta degerlendirir: 1) Mikroplar ve kirlenme
hakkindaki endiseler (temizlik bulas) 2) zararlardan talihsizliklerden
sorumlu olma 3) simetri ve her seyin tam olmasi 4) kabul edilemeyen
dusinceler. Her boyutta 0-4 arasinda puanlanan 5 item vardir. Her
boyuttan 0-20 arasinda puan alinabilir. Herhangi bir boyuttan alinan
yuksek puan o boyutla ilgili belirtilerin siddetli oldugunu gosterir (14).
Tiurkce gegerlilik glvenilirlik c¢alismasi  Safak ve ark. tarafindan
gergeklestirilmistir (15).

Brown inanglarin Degerlendirilmesi Olgegi (BiDO)

Psikiyatrik hastaliklarda inancin gliciine gore iggoriyi belirlemek (zere
tasarlanmig, klinisyen tarafindan uygulanan bir 6lgektir. Sanrilara ve
obsesyonlara olan inanci sureklilik gosteren bir spektrum igerisinde
degerlendirir. 7 maddeden olusur ve her madde 0-4 arasinda puanlanir.
ilk 6 maddenin toplanmasiyla toplam skor (0-24) elde edilir. Puaninin
yukselmesi iggoriinin zayifladigini gosterir. Toplam skor 12 ve Ustiindeyse
ve ilk maddeden 3 ve Ustli puan alinmigsa iggoriiniin az oldugu (zayif ig
gori) sonucuna varilir (16). Turkce gegcerlilik ve glvenilirlik galismasi

Ozcan ve ark. tarafindan yapilmistir (17).

Riza Gokger TULACI et al.

Aile uyum 6lgegi- hasta formu (AUO-HF)

Aile uyum 6lcegi (AUQO), OKB’de AU ile ilgili davranislari degerlendirir
ve uyum davranislarinin siddetini 6lger. AUO, hasta tarafindan
doldurulan bir 6z bildirim &lgegidir (18). Olgek ingilizce olarak
gelistirilmistir,  zamanla  farkli  dillere  gevrilmistir ve bu
popiilasyonlarda AU ile ilgili degiskenler incelenmistir. Olgegin Tiirke
gegerlilik glvenilirlik calismasi Coldir ve ark. tarafindan yapilmistir
(19). Olgek 2 bélimden olusur. ilk béliim OKB belirtileri hakkinda bilgi
veren belirti kontrol listesidir. 2. B6lim ise son bir hafta igerisindeki
aile uyum davranislari ve sikligini degerlendiren 19 maddeden olusur.
Her madde 0-4 (0: davranigi hig yapmiyor 4: davranigi her gin yapiyor)
arasinda puanlanir. Toplam puan 2. bélimdeki 19 maddenin
toplanmasi ile elde edilir. Yluksek puanlar aile uyumunun fazla
oldugunu gosterir.

istatistik

Arastirma verisi SPSS (Statistical Package For Social Sciences for
Windows v.22,0, SPSS Inc. Chicago, IL) aracihigiyla degerlendirildi.
Tanimlayici istatistikler ortalama (t) standart sapma, frekans dagilimi
ve vylzde olarak sunuldu. Veri setinin normal dagilima uyup
uymadiginin belirlenmesi igin Kolmogorov-Smirnov testi kullanildi.
Degiskenler arasindaki iliski Spearman Korelasyon Testi kullanilarak
degerlendirildi. istatistiksel anlamlilik diizeyi p<0.05 olarak kabul
edildi.

Bulgular

Bu calisma OKB tanili 73 hasta ile gergeklestirildi. Hastalarin yas
ortalamasi 36,2 + 12,0 idi. Hastalarin 39 (%53,4) tanesi kadin, 34
(%46,6) tanesi erkekti. Hastalarin ortalama egitim stresi 10,6 + 3,5 idi.
Aile uyum davranigini gésteren bireyler: 34 (%46,6) tanesi hastanin
esi, 25 (%34,2) tanesi hastanin ebeveynleri ve 6 (%8,2) tanesi cocugu

idi (Table-1). Hastalarin gesitli demografik ve klinik verileri tablo 1’de

gosterilmistir.
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Tablo 1. Hastalarin gesitli sosyodemografik ve klinik verileri

Investigation of the Relationship Between Family Accommodation and

Clinical Variables in Obsessive-Compulsive Disorder

Son bir haftada en azindan bir uyum davranisi gésteren 69 (%94.5) aile

lyesi vardi. En azindan bir AU davranisini her giin gosteren 28 (38.3) aile

S=73 Ort+SS/ S (%) Uyesi var idi. En sik gorllen uyum davraniglari givenlik saglama,
Yag/yil 36.8£12.1 kompulsiyonlari bekleme, kompulsiyonlari kolaylastirma idi (tablo-2).
Cinsiyet (kadin) 45 (54.2)
Medeni durum (evli) 42 (50.6)
Tablo 2. Aile uyum davranislarinin sikhigi ve dagihmi

Egitim siiresi/yil 11.3+¢3.9
Hastalik baslangis yast 04:79 Prevelans? S (%) Hergiin/hafta® S (%)
Iegorii 1-Giiven verme 62 (84.9) 16 (21.9)

fyi 55 (66.3) (obsesyon)

. 2-Giiven verme 33 (45.2) 7(9.6)

Kot 28 (33.7) (kompulsiyon)
Obsesyon tiirii s (%)

Kirlilik-bulag 41 (56,2) 3-Kompulsiyonlar: 46 (67.0) 12 (16.4)

. bekleme

R (@) 4- Kompulsiyonlara 33(45.2) 6(8.2)

Cinsel 7(9.6) katihm

Dini 17 (23,3) 5- Kompulsiyonlar1 47 (64.4) 7(9.6)

. ) kolaylastirma

Simetri 21 (28,8)

Somatik 7(9.8) 6-Esyalar1 saglama 34 (46.6) 0

Biriktirme 2(2,7)

N 7-Kagmmay 40 (54.8) 4 (5.5)
Diger 30 (4L,1) kolaylastirma
Kompulsiyon tiirii s (%) 8-Kararlarda yardim 29 (39.7) 0
Yikama /temizleme 40 (54,8) 9- Kisisel gorevlerde 30 (41.1) 6(8.2)
Tekrar etme 12 (16,4) yardim

10- Yemek hazrl 33 (45.2 5 (6.8
Siralama /diizenleme 16 (21,9) emek hanriama “52) €8
Sayma 20 (27,4) 11-Aile/ev 34 (53.4) 3(4.1)
o sorumluluklari
Biriktirme 4(55) 12-Konusmaktan 43 (58.9) 4 (5.5)
Diger 28 (38,4) kaginma
AUO 18,72 18.1 13-Baz seyleri yapmayr 39 (53.4) 8(11.0)
birakma
Aile uyumuna katilan birey
Es 34 (46,6) 14-Bahanefyalan 17 (23.3) 0
Ebeveyn 25 (34,2
Y (342) 15-Tolerans 45 (61.6) 6(8.2)
Cocuk 6 (8,2)

- 16-Ahsilmadik 38 (52.1 12 (16.4
Diger 8(110) durumlar 2D aed
Y-BOKO-TOPLAM 210+78 17-Bos zaman 24 (32.9) 2(2.7)

Y-BOKO-Obsesyon 10,8 + 3,7 aktivitelerinde azalma
Y-BOKO-Kompulsion 10,7+4.4 .
— 18-Is /okul programini 26 (35.6) 227
BOKO degistirme
Mikroplar ve kirlenme hakkindaki endigeler 7,6 + 6,2
Zarar/talihsizliklerden sorumlu olma 6,2+4,0 19-Aile sorumluluklar: 36 (49.3) 9(12.3)

Kabul edilemeyen diisiinceler 42+48 Toplam 69 (94.5) 28 (38.3)

Simetri- eksiksizlik ve bir seylerin tam 3,1+3,9
olmas1 a: en az bir AU davranigindan 1 ya da daha fazla puan alanlar (son bir haftada en
BiDO-Toplam 8,7+4.2 az bir uyum davranisi gésteren birey) b: en azindan bir sorudan 4 puan alanlar
BDE 176+ 132 (son bir haftada en az bir uyum davranisini her giin yapan birey)
BAE 15,7+11,8

S:sayl, ort: ortalama, SS: standart sapma, AUO: Aile uyum 6lcegi, Y-BOKO: Yale-
Brown obsesyon kompulsiyon &lgegi, BOKO: Boyutsal obsesyon kompulsiyon
olcegi, BIDO: Brown inanglarin degerlendirilmesi dlcegi, BDE: Beck depresyon

envanteri, BAE: Beck anksiyete envanteri.

AU ile iligkili klinik degiskenlerin belirlenmesi i¢in AU toplam puani ile
OKB siddeti, i¢goru derecesi ve obsesif kompulsif semptom boyutlari,
anksiyete ve depresyon siddetini gosteren degiskenler arasinda
korelasyon analizi uygulandi. AUO-Toplam puani ile YBOKO-O, YBOKO-K,
YBOKO-T, BIDO-T, BAE VE BDE puanlari arasinda anlamli iligki vardi.
Obsesif kompulsif belirti siddeti arttikga, mikroplar ve kirlenme
hakkindaki endiseler puani siddetlendikce, hastalarin iggoru dereceleri
kotllestikce, anksiyete ve depresyon belirtileri siddetlendikge AU

davranislari da artiyordu (Tablo 3).
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Tablo 3. AUQ ile cesitli degiskenler arasindaki korelasyon analizi sonuglari

S=73 1 2 3 4 5 6 7 8 9 10 11
r r r r r r r r r r r

1-AUO 1

2-YBOKO-O 0,684 1

3-YBOKO-K 0,678 0,808™ 1

4-YBOKO-T 0,644 0,851 0,910™ 1

5-BOKO-T 0,759™ 0,680™ 0,552™ 0,564™ 1

6-BOKO-Z 0,028 0,198 0,212 0,158 0,019 1

7-BOKO-i 0,027 0,090 -0,021 0,072 -0,086 0,202 1

8-BOKO-S 0,196 0,323 0,199 0,197 0,285" 0,294" 0,084 1

9-BiDO 0,676™ 0,720™ 0,678™ 0,682™ 0,641™ 0,040 0,059 0,462™ 1

10-BAE 0,469™ 0,497 0,303™ 0,341 0,463™ 0,351 0,227 0,414™ 0,439™ 1

11-BDE 0,450™ 0,614™ 0,489™ 0,491 0,475™ 0,230" 0,309™ 0,101 0,310™ 0,713 1

AUQ: Aile uyum &lgegi, Y-BOKO: Yale-Brown obsesyon kompulsiyon 6lcegi, BOKO: Boyutsal obsesyon kompulsiyon &lgegi, T: mikroplar ve kirlenme
hakkindaki endiseler boyutu, Z: zarar ve talihsizliklerden sorumlu olma boyutu, i: istenmeyen disiinceler boyutu, S: simetri eksiksizlik boyutu, BIDO:

Brown inanglarin degerlendirilmesi 6lgegi, BDE: Beck depresyon envanteri, BAE: Beck anksiyete envanteri

Tartisma

Bu galismada OKB’de AU davranislan ve klinik degiskenler ile iligkisi
arastirildi. AU davranislari OKB hastalarinin aile Uyelerinde ¢ok yaygin
olarak gorulmekteydi. Hastalarin aile Uyelerinden %94.5’i en azindan bir
uyum davranisi gosteriyordu. AU OKB siddeti, i¢ goriniin kotu olmasi,
mikroplar ve kirlenme hakkindaki endiseler semptom boyutu siddeti,
depresif ve anksiyete belirtilerinin siddeti ile iliskiliydi.

Calismamizda en azindan bir glin AU davranigi gosteren aile lyesi orani
%94,5 ve her glin AU davranigl gosteren aile liyesi orani %38.3 idi. En sik
uyum davraniglari guvenlik saglama, kompulsiyonlari bekleme ve
kompulsiyonlari kolaylastirmaydi. Cesitli galismalarda AU yayginhginin %
82.2-98.2 arasinda oldugu bildirilmistir (6,20). Ayrica en sk AU

davraniglarinin  glvenlik  saglama, kompulsiyonlari  kolaylastirma,
obsesyon ve kompulsiyonlari tetikleyecek uyaranlara neden olacak
davraniglari yapmama, kompulsiyonlari tolere etme ve kompulsiyonlari
bekleme oldugu ifade edilmistir (2,3). Sonuglarimiz daha 6nceki verileri
destekler niteliktedir. Artmis AU davranislari, OKB’nin tedavisi Uzerine
olumsuz etki etmektedir (21). Tedavi yaniti ile ilgili olumsuz etkileri bilinen
ve ¢ok yaygin gorilen bu fenomenin klinisyenler tarafindan dikkate
alinmasi ve tedavi strecine dahil edilmesi OKB tedavisinin gidisi Uzerine
pozitif etkiler saglayabilir. Bu galismada AU siddeti ile obsesyon,
kompulsiyon ve toplam hastalik siddeti arasinda iligki oldugu bulundu.
Siddetli OKB belirtileri olan hastalarin yakinlarinin AU davraniglari da
siddetli idi. AU ve OKB siddetini arastiran calismalarda aksine sonug
bildiren nadir galisma (22) disinda AU siddeti ile OKB siddetinin iligkili
oldugunu destekleyen tutarli bulgular mevcuttur (2-5). Siddetli hastalik
belirtileri, uzun zaman alan ve hastada ciddi duzeyde sikinti hissi
olusturan kompulsiyonlar ve bu duruma tanik olan hasta yakinlar,
hastanin sikintisini gidermek igin daha fazla AU davranisi gosteriyor
olabilir.  Bununla  birlikte uyum  davranigslari  kompulsiyonlari
kolaylastirmakta, OKB tedavisinde ¢ok etkin bir yontem olan maruz
birakmayi engellemektedir. Bu durum tedavi etkinligini bozarak daha
siddetli hastalik belirtilerine yol agiyor olabilir. Siddetli OKB belirtilerinin
mi daha siddetli AU davranislarina neden oldugu yoksa daha siddetli AU
davraniglarinin mi OKB belirimlerinin siddetlenmesine yol acgtigi hala

tartisiilmaya devam etmektedir.

Bu galismada mikroplar ve kirlenme hakkindaki endiseler (temizlik-bulag)
boyutu puani ile AU uyumu iliskili idi. Temizlik- bulas boyutu puani arttik¢a
uyum davraniglari da siddetleniyordu. Zararlardan ve talihsizliklerden
sorumlu olma, simetri, istenmeyen dustinceler boyutlari ile AU puani
arasinda iliski saptanmadi. Temizlik bulas tipi belirtileri olan hastalarin
yakinlarinin daha fazla AU gosterdigi bildirilmistir (2,5). Ancak Gomez ve ark.
(6) higbir belirti turd ile AU siddeti arasinda iligki bulmamistir. Mikroplar ve
kirlenme hakkindaki endiseler boyutunda belirtileri olan hastalar aile
bireylerinin gunlik aktivitelerinde (yakinlarini disardan geldiklerinde derhal
Gzerlerini ¢ikarmaya zorlama, higbir yere dokundurmama, temizlik
aktivitelerine ¢ok uzun zaman harcama, gesitli kompulsiyonlar nedeni ile
yakinlarinin davranislarinin kisitlanmasi, asiri temizlik malzemesi ve su
tiketimi vb.) daha fazla degisiklige ve engellenmeye neden olabilirler. Bu
durum AU davranislarinin daha sik ve siddetli gériilmesine yol agiyor olabilir.
Bu calismada hastalarin i¢ goérisiiniin bozuldugunu gosteren BIDO puani
artisi ile AU davranislar arasinda iliski vardi. icgériisii kotii olan hastalarin
yakinlarinda daha fazla uyum davranigi goriliyordu. Bu g¢alismadaki daha
yogun olan uyum davraniglari daha siddetli hastalik belirtilerinden
kaynaklaniyor olabilir. i¢ gériisi kotii olan OKB hastalarinin daha erken
baslangi¢c yasi, daha siddetli OKB semptomlari, daha siddetli depresyon
komorbiditesi gibi 6zelliklere sahip klinik olarak farkh bir alt tir olarak
tanimlanabilecegi belirtilmistir (23,24). Calismamizda bulunan iggoru
derecesindeki degisim ile uyum davranislarindaki farklilasma iggorust koti
olan hastalarinin  OKB’nin  farkh bir alt tird

oldugu gorusiini

desteklemektedir.
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Galismanin gesitli kisithhklar vardir. Calismanin kesitsel dogasi kesin bir
nedensellik iliskisinin kurulmasini zorlastirabilir. Calisma 3. basamak bir
saghk kurulusunda gorece kisith sayida hasta ile gergeklestirilmistir. Bu
durum sonuglarin tim OKB popllasyonuna genellestirmesini engeller.
Hasta yakinlarinin OKB tanisina sahip olup olmadigi degerlendirilmemistir,
hasta yakinlarindaki olasi OKB belirtileri uyum davranislari lGzerine etki
ediyor olabilir. Farkh kilturlerde daha genis 6rneklemler ile yapilan, hasta
yakinlarindaki OKB tanisini da degerlendirmeye alan uzunlamasina
galismalar OKB’de AU ve klinik degiskenler arasindaki iligki ile ilgili

destekleyici ve/veya yeni veriler saglayacaktir.

Investigation of the Relationship Between Family Accommodation and

Clinical Variables in Obsessive-Compulsive Disorder

Sonug olarak, AU OKB’de yaygin goriilen ve tedavi lzerine olumsuz etkisi
olan bir fenomendir. OKB hastalarinin ailelerinin tedavi sirecine dahil
edilerek yapilan ve uyum davraniglarini azaltmayi hedefleyen psikoterapotik
miidahalelerin tedavi yanitinda iyilesme sagladigi bildirilmistir (25). Ozellikle
temizlik bulas obsesyonu olan, hastalik belirtileri siddetli olan, icg6risi kotu
olan hastalar gibi yogun uyum davraniglarina maruz kalma riski bulunan
hastalarin tedavi sureglerine aile Uyelerinin de dahil edilmesi ve uyum
davraniglarinin azaltiimasinin hedeflenmesi OKB tedavisinde etkinligin

artmasi agisindan ek fayda saglayabilir.
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Clinical and Radiological Outcomes of Acute Type V
Acromioclavicular Joint Dislocations Treated with the Cortical

Button Fixation Method

Kortikal Diigme Fiksasyon Yéntemiyle Tedavi Edilen Akut Tip V
Akromiyoklavikular Eklem Cikiklarinin Klinik ve Radyolojik Sonuglari

Abstract

Objectives: The aim of this study was to evaluate the clinical and radiological outcomes
of Type V acromioclavicular joint dislocations treated using the cortical button fixation
method.

Material and Methods: Eleven patients who were operated for Type V
acromioclavicular joint dislocation in our clinic were reviewed retrospectively. Clinical
assessment was performed using DASH and SF-12 physical scores. Radiological
evaluation was performed using standard radiographs and magnetic resonance
imaging methods. The reduction quality was determined by measuring the
coracoclavicular distance and the acromioclavicular joint distance on direct
radiographs. The final state of the coracoclavicular ligament after surgery was
evaluated with magnetic resonance imaging.

Results: The mean age of the patients was 43.5 years, and the mean follow-up period
was 29.5 months. All of the patients were operated in the early period (mean 6.8 days).
Clinically, in the evaluation at the last control of the patients; mean DASH score was 3.2
and SF-12 physical score was 55.04. On magnetic resonance imaging, regeneration of
the coracoclavicular ligament was observed in all patients.

Conclusions: This study showed that the cortical button fixation technique has
satisfactory results in the surgical treatment of Type V acromioclavicular joint
dislocations. This method is a simple, effective and reliable fixation method in the
surgical treatment of acromioclavicular joint dislocations.

Keywords: Acromioclavicular joint, dislocation, cortical button, fixation.

0Oz

Amag: Bu ¢alismanin amaci kortikal diigme fiksasyon yontemi kullanilarak tedavi edilen
Tip V akromiyoklavikular eklem gikiklarinin klinik ve radyolojik sonuglarini
degerlendirmektir.

Yoéntem : Klinigimizde Tip V akromiyoklavikular eklem ¢ikigi nedeniyle ameliyat edilen
11 hasta retrospektif olarak incelendi. Klinik degerlendirme DASH ve SF-12 fiziksel
skorlari kullanilarak yapildi. Radyolojik degerlendirme standart radyografiler ve
manyetik rezonans goruntileme yontemleri kullanilarak yapildi. Direkt grafilerde
korakoklavikular mesafe ve akromioklaviular eklem mesafesi Olgllerek reduksiyon
kalitesi belirlendi. Manyetik rezonans gorintileme ile cerrahi sonrasi korakoklavikular

bagin son durumu degerlendirildi.
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Clinical and Radiological Outcomes of Acute Type V Acromioclavicular

Joint Dislocations Treated with the Cortical Button Fixation Method

Bulgular: Hastalarin ortalama yasi 43.5 yil, ortalama takip stresi 29.5 aydi.
Hastalarin tamami erken dénemde ameliyat edildi (ortalama 6.8 gun).
Hastalarin son kontrollerindeki degerlendirmede klinik olarak; ortalama
DASH skoru 3.2, SF-12 fiziksel skoru 55.04 puandi. Manyetik rezonans
gorlintilemede ise tim hastalarda korakoklavikular bagin rejenere oldugu
izlendi.

Sonug: Bu c¢alisma kortikal digme fiksasyon tekniginin Tip V
akromiyoklavikular eklem ¢ikiklarinin cerrahi tedavisinde tatminkar
sonuglara sahip oldugunu gostermistir. Bu yontem akromiyoklavikular
eklem gikiklarinin cerrahi tedavisinde basit, etkili ve givenilir bir fiksasyon
yontemidir.

Anahtar Kelimeler: Akromiyoklavikular eklem, dislokasyon, kortikal

diigme, fiksasyon.

Introduction

Acromioclavicular (AC) joint injuries constitute approximately 9% of all
shoulder injuries (1). In addition to ligament damage, these injuries also
cause impaired shoulder joint function. After these injuries, subluxation is
two times more common than dislocation (1). Acromioclavicular joint
dislocations are often seen in young athletes involved in contact sports.
Injuries that cause severe dislocation usually require surgical treatment.
Because if such an injury is neglected, it often results in painful joints and
loss of strength (2,3).

The classification made by Rockwood is still used today (2,4). According to
this classification, conservative treatment is generally recommended for
Type | and Type Il injuries, and surgical treatment for Type IV, V and VI
injuries. The treatment of Type Ill injuries is still controversial (4).

In these injuries, the first 2-week period after trauma is generally
accepted as the acute period (5). Considering the high regeneration
potential of ligaments in the treatment of injuries in this period,
mechanical fixation techniques are preferred over biological fixation
techniques (1,6). The most important disadvantages of mechanical
fixation techniques are implant breakage, the need for additional surgical
procedures for removal of the implant, fixation failure and pain (1,6).
Many surgical techniques have been described for the treatment of
advanced-stage injuries such as Type V dislocations that develop after
injury to both the AC joint and the coracoclavicular (CC) ligament (6-9).
However, there is still no surgical method that can be accepted as the
gold standard (1,10). When the relevant literature is examined, it is seen
that high rates of complications and failures have been reported with
conventional fixation methods in the surgical treatment of advanced AC
joint injuries (11). Therefore, the use of more innovative surgical
techniques such as the cortical button fixation method has been

increasing in recent years (12).
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The aim of this study was to evaluate the clinical and radiological
outcomes of Type V AC joint dislocations treated using the cortical button
fixation method.

Materials and Methods

Approval for this study was obtained from the ethics committee of our
university (IRB number: 823).

Patients who were operated for AC joint dislocation in our hospital were
reviewed retrospectively. Exclusion criteria were to have a follow-up
period of less than six months, to have non-Rockwood Type V AC joint
dislocation, to have previous surgery on the same side or to have a
previously known disease such as fracture, rotator cuff tear, and to have
been operated in the late period (>2 weeks). Eleven patients who did not
meet these criteria were included in the study. All of the patients were

operated using the cortical button fixation technique (Figure 1).

Fig. 1 Preoperative radiograph of a 27-year-old female patient with
Type V acromioclavicular joint dislocation (a). One-year postoperative
radiograph of the patient after cortical button fixation (b).

The patients were clinically evaluated using physical tests of disabilities
of the arm, shoulder and hand (DASH) and short form-12 (SF-12).
Radiological evaluation was performed using direct radiography and
magnetic resonance imaging (MRI). CC and AC joint distances were
measured for both shoulders on radiographs. It was considered
pathological if the AC joint distance was greater than seven mm or the
difference between the AC joint distances between the two shoulders
was more than three mm, the difference between the CC distances
between the two shoulders was more than five mm (13). Reduction
quality, regeneration of CC ligaments and presence of additional
injuries were evaluated on MRI. All MRIs evaluated by an experienced

radiologist.
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Results

Ten of the patients included in the study were male and one was female.
six patients were operated on the dominant side and five patients on the
non-dominant side. Mean follow-up time was 29.5 months (range; 10-57
months), mean age was 43.5 years (range; 20-74 years). All patients were
operated within the first two weeks (in the acute period) after trauma.
The mean time to surgery was 6.8 days (range; 2-14 days). All patients
used a shoulder sling for four weeks after surgery. All of the patients
were followed up by the same physiotherapist in the postoperative
period and underwent the same rehabilitation program.When the
patients were evaluated clinically, the mean DASH score at the last
follow-up after surgery was 3.2 (range; 0-9.2), and the SF-12 physical
score was 55.04 (range; 52.20-57.25). The DASH score of the patients
showed a mean change of 2.7 (range; 0-5.9) compared to the healthy
side. All patients had returned to their pre-injury jobs and functional
lives.When the patients were evaluated radiologically, it was seen that
eight of them continued to be anatomically reduced radiographically in
the final follow-up radiographs. There was no significant increase in the
AC and CC distances of these patients compared to the opposite
shoulder. Radiographic fixation loss occurred in the remaining three
patients. When the direct radiographs of these three patients who
developed fixation loss were examined, two regressed to Type Il and one
to Type Il separation level. Based on the Rockwood classification, only
one patient who regressed to Type Il separation level was considered a
radiographic failure. The radiographic measurement results of all the
remaining patients (91%) were at an acceptable level and the results of
these patients were considered successful (eight patients anatomically
reduced, two patients Type Il separation level). None of the patients
required a secondary surgery. It was observed that the CC ligaments of all
nine patients who could undergo MRI in the postoperative period were
regenerated. MRI was performed in two of the three patients who
developed radiographic reduction loss in the postoperative period, and
these two patients also had an avulsion fracture of coracoid process.
There was no additional soft tissue or bony injury in the other seven
patients.

Discussion

Acromioclavicular joint dislocations are a rare type of injury. However, it
is important because it is seen especially in active and young adults.
Because this situation causes loss of work force in patients and causes
them to fall behind in sports activities. Type V AC joint dislocations are
considered injuries that need to be treated surgically. There is no
consensus on which method to use in surgical treatment (1,10).
Applications such as tension bands, Kirschner wires, hook plate or
Bosworth screw, which are among the defined fixation methods, are
based on the principle of allowing the CC ligaments to heal spontaneously
after fixation of the AC joint in its proper position. The most important
disadvantage of such non-dynamic fixation methods is that they are not

sufficient biomechanically (14,15).
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One of their other important disadvantages is that since they cause rigid
fixation of the AC joint, they may cause loss of joint elasticity and thus
implant failure in the medium and long term as a result of increased load
on the implant. In addition, secondary surgeries that may be required to
remove these implants may also lead to decreased bone quality and the
formation of new fractures (16). In recent years, the use of cortical
button fixation method, which is considered to be very stable, has been
increasing in the treatment of AC joint dislocations. The most obvious
technical advantages of this method are that it can be applied through a
small incision, allows anatomical reduction, has sufficient stability, and
does not require implant removal (12). It has been reported in the
literature that the functional results obtained with this method are
successful and that it is superior to other methods in early-stage injuries
(17,18). In this study, we achieved successful results both radiologically
(91%) and clinically (100%) with the cortical button fixation method in
the treatment of Type V AC joint dislocations. None of the patients
needed revision surgery or secondary surgery due to reasons such as
implant removal. Diagnosis and follow-up of AC joint dislocations are
usually made using conventional radiographs. However, an evaluation
with only these radiographs may be insufficient. For this reason, the use
of MRI in the diagnosis and follow-up of these injuries has become
increasingly common in recent years. Because MRI can give a more
detailed information about the classification of these injuries, the extent
of ligament damage, and whether there are additional shoulder injuries.
It can also help the clinician to decide on the operation and its shape in
the preoperative period (19). Pauly et al. reported that 15% of patients
with Type lll and higher AC joint dislocations had other injuries that
required additional surgical intervention (20). In this study, we found
that 2 of 9 patients (22%) who underwent postoperative follow-up MRI
had an avulsion fracture of coracoid process. We also evaluated the
healing potential of CC ligaments in patients undergoing MRI. The CC
ligament was regenerated in all of these patients who underwent MRI.
This was interpreted as there is no need for additional CC ligament repair
in patients who underwent surgical treatment in the acute period and
these ligaments can restore themselves over time. The most important
limitations of this study are its retrospective design, the absence of a
comparison group, and the relatively small number of patients. The
strongest aspect of our study is that direct and more concrete data were
obtained about the final state of the CC ligaments with the MRl method.
However, prospective comparative studies on large homogeneous
patient groups are needed to reach more precise results in this topic.
Conclusion

This study showed that the cortical button fixation technique has
satisfactory results both radiologically and clinically in the surgical
treatment of Type V AC joint dislocations. This method is a simple,
effective and reliable fixation method in the surgical treatment of AC

joint dislocations.
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Abstract

Introduction & Objective: Coronavirus disease (COVID-19) has an important effects of
cardiovascular system. Myocarditis and heart rhythm disturbances are serious clinical
conditions in COVID-19 patients. In this presented study aimed to investigate
relationship between COVID -19 related myocarditis and AF development.

Material & Methods: This retrospective, observational study consisted of 208 patients
diagnosed with viral myocarditis and COVID-19 between April 2020 and May 2021.
Patient demographic data, baseline laboratory parameters, and echocardiography
results were recorded at admission and in the sixth-month follow-up. Based on their
heart rhythms, patients were divided into two groups((AF group vs normal sinus
rhythm group (Group NSR)). All groups clinical, demographic and laboratory
parameters were compared.

Results: AF was observed in 20 (9.6%) patients. C-reactive protein (CRP), ferritin, and
troponin were significantly higher in patients with AF and LVEF lower than patients
with NSR (p<0.001 for all cases) Multivariate analysis revealed CRP ((Odds Ratio (OR)
=1.18, 95% confidence interval (Cl): 1.06-1.32; p=0.003)), ferritin (OR: 1, 95% CI: 1-1;
p=0.002), and troponin (OR: 1, 95% Cl: 1-1; p=0.010) levels as independent predictors
for AF in patients with myocarditis and COVID-19. There were significant negative
correlations between age and baseline LVEF (r=-0,178, p=0.015) and sixth-month LVEF
(r=-0,257, p>0.001) rates.

Conclusion: Elevated levels of CRP, ferritin, and troponin predict the development of
AF in patients with myocarditis and COVID-19. Additionally, presence of AF is
adversely affects LVEF follow-up periods.

Keywords: COVID-19, myocarditis, atrial fibrillation

(11

Giris ve Amag: COVID-19 hastaligi kardiyovaskiiler sistem Uzerine 6nemli etkilere
sahiptir. Miyokardit ve kardiyak ritim problemleri bu hasta grubunda ciddi klinik
durumlardir. Galismamizda COVID 19 miyokarditi ile AF gelisimi arasindaki iligkiyi
arastirdik.

Gereg¢ ve Yontemler: Bu retrospektif, gozlemsel galisma, Nisan 2020 ile Mayis 2021
arasinda COVID-19 sonrasi viral miyokardit tanisi alan 208 hastayi icermektedir.
Hastalarin demografik verileri, temel laboratuvar parametreleri ve ekokardiyografi
sonuglari hem basvuru sirasinda hem de altinci ayda takip muayenelerinde kaydedildi.
Kalp ritimlerine gore hastalar atrial fibrilasyon (AF) (Grup AF) ve normal sinds ritmi
(Grup NSR) gruplari olarak iki grupta degerlendirilerek her iki grubun klinik, demografik

ve laboratuvar parametreleri karsilagtirildi.
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Bulgular: Yirmi (%9,6) hastada AF gorildu. C-reaktif protein (CRP), ferritin
ve troponin, AFli hastalarda NSR’li hastalara gore anlaml derecede
yuksek, altinci aydaki LVEF daha dislk olarak saptandi. Cok degiskenli
analizde CRP ((Odds orani (OR) =1,18, %95 giiven araligi (Cl): 1,06-1,32;
p=0,003))), ferritin (OR: 1, %95 CI: 1-1; p=0,002) ve troponin (OR: 1, %95
Cl: 1-1; p=0,010) miyokardit ve COVID-19 hastalarinda AF gelisimi igin
bagimsiz belirleyiciler olarak saptandi. Yas ile baslangic (r=-0,178,
p=0,015) ve altinci ay LVEF (r=-0,257, p>0,001) degerleri arasinda anlamli
negatif korelasyon vardi.

Sonug: COVID-19 miyokarditi ile AF gelisimi arasinda anlamli iliski mevcut
olup biyomarker ytiksekligi AF gelisimini predikte etmektedir.

Anahtar Kelimeler: COVID-19, miyokardit, atrial fibrilasyon

Introduction

Coronavirus disease 2019 (COVID-19), caused by the severe acute
respiratory syndrome coronavirus-2 (SARS-CoV-2), has resulted in a
pandemic leading to high morbidity and mortality rates worldwide (1).
Although disease primarily affects the lungs, the cardiovascular,
neurological, and even urogenital systems may be affected (2,3).

The adverse effects of COVID-19 on the cardiovascular system are
attributed to direct myocardial cell injury, myocardial oxygen supply or
demand discordance, acute coronary syndrome caused by acute plaque
ruptures, systemic inflammation, catecholamine discharge, and increased
vascular thrombosis risk (4,5). Additionally, cardiac injury has been
implicated in increased mortality rates associated with COVID-19 (4,5).
Myocarditis is another potential cardiac clinical condition of COVID-19
due to immune-mediated inflammation (6). The potential risk for the
inflammatory response on pericardial and myocardial tissue could
increase myocardial edema, fibrosis, and impaired ventricle function in
patients recovering from COVID-19 (7). Before the COVID-19 pandemic,
acute respiratory distress syndrome or sepsis was associated with new-
onset atrial fibrillation (AF) risk at a varying rate of 7% to 10% (8).
Nevertheless, a recent systematic review and meta-analysis revealed that
the prevalence of AF was 11% in patients with COVID-19, and older
patients (>60 years of age) were at approximately 2.5-fold higher risk for
AF (9). However, further evidence is needed on the prevalence of cardiac
events, such as arrhythmias, particularly AF, after acute COVID-19. In
parallel, taking the increased cardiac mortality rates in COVID-19 patients
into account, the biomarkers that can predict these cardiac events should
be investigated.

In this context, we aimed to investigate predictors of AF development and
the changes in left ventricular ejection fraction (LVEF) rate in patients with

Cov 19 myocarditis during the six-month period .

SARS CoV-2 Hastalarinda Miyokard Tutulumu Ve
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Material and Methods

Study Design

This retrospective observational study was conducted with patients
diagnosed with viral myocarditis within four weeks following the
laboratory-confirmed COVID-19 diagnosis in the Department of
Cardiology, Mersin City Education and Research Hospital, Mersin, Turkey.
The local ethical committee approved the study protocol (Date:
28.06.2021, Number: 86). The study was carried out per the ethical
principles outlined in the Declaration of Helsinki. Written informed
consent was taken from the patients.

Population, Sample and data collection

The study population consisted of all consecutive adult patients aged 18
and above evaluated in the cardiology department between April 2020
and May 2021 and found to have increased troponin levels after
laboratory-confirmed COVID-19 diagnosis. The patients’ demographic
characteristics, such as age and gender, and clinical characteristics, such
as the diagnoses of chronic diseases, were obtained our hospital
database. The laboratory parameters such as hemoglobin levels, C-
reactive protein (CRP), ferritin, fibrinogen, troponin, and creatinine levels
were routinely evaluated during the hospitalization periods and these
data were also obtained patients records. COVID-19 diagnoses were
confirmed using the reverse transcription-quantitative polymerase chain
reaction (RT-qPCR)-based nucleic acid amplification test (NAAT). Data on
the vaccination status of the patients for COVID-19 could not be obtained
due to relevant legislation in force. All patients surface 12 lead
electrocardiograms were obtained using 12-lead electrocardiography
recorder (Mac 2000, GE Medical Systems) and evaluated. In addition, all
patients transthorasic echocardiograms and LVEF measurements were
evaluated by experienced cardiologists during to ICU hospitalizations and
after sixth months(Vivid S6, GE Healthcare) based on modified simpsons
methods(10).

In our clinic we routunely performed patients with elevated serum
troponine levels(more than three times the normal range of 0-0.04ng/mL)
and who have risk factors for coronary artery disease such as DM, HPL
and history of coronary artery disease. Based on the coronary
anjiography results patients with Obstructive coronary artery disease
were treated according to current acute coronary syndrom guidelines and
excluded our study(11).The patients that have type 2 MI such as deep
anemia , septic shock , hyperthyroidism also excluded our study design.
After the exclusion, diagnosis of myocarditis was performed according to
current guidelines based on clinical physical and laboratory
assessment(12)

Patients with cardiovascular diseases, including abnormal coronary
angiograms (n=4) and chronic cardiac rhythm problems such as AF and
conduction disturbance (n=3), and incomplete follow-up data (n=6) were

excluded from the study.
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All patients were treated based on our hospital pandemic council
recommendations in terms of CoV 19. Also, myocarditis treatment were
performed cardiologists according to current guidelines (12).
comorbidities such as heart failure HT and HPL were also treated

according to current guidelines(13 )
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In the end, 208 patients with myocarditis were included in the study
(Figure 1-Flowchart). Based on their heart rhythms, patients with viral
myocarditis secondary to COVID-19 were divided into two groups: the
atrial fibrillation (AF) group (Group AF) or the normal sinus rhythm group
(Group NSR).

Patients (n=221) with
+« COVID-19 disease within the last four weeks
+ Increased serum troponin levels

» Absence of other pathologies leading to increased troponin

'

Coronary angiography (n=218) |-

Heart rhythm abnormalities other than AF (n=3) Abnormal (n=4)

—» Excluded —» Excluded

'

Normal (n=214)

Patients with incomplete data (n=6)

—» Excluded

'

Overall patient group (n=208)

N

Study group (Group AF) (n=20) Control group (group NSR) (n=188)

Figure 1. Flowchart of the study. AF: atrial fibrillation, NSR: normal sinus rhythm.

Statistical Analysis

The study's primary outcome was the incidence of AF in the study sample
at admission. The secondary outcome was the change observed in the
LVEF rate between admission and the sixth-month follow-up
examination.

Statistical analyses were performed using Jamovi project 2.3.24.0 (Jamovi,
version 2.3.24.0, 2023, retrieved from https://www.jamovi.org) and JASP
0.16.1 (Jeffreys’ Amazing Statistics Program, version 0.16.1, 2023,
retrieved from https://jasp-stats.org) software packages. Descriptive
statistics were expressed as mean % standard deviation or median with
minimum and maximum values, depending on the normal distribution
characteristics of the respective continuous (numerical) variables.

Categorical variables were expressed as numbers and percentage values.

The normal distribution characteristics of numerical variables were
analyzed with Shapiro-Wilk, Kolmogorov-Smirnov, and Anderson-Darling
tests. In order to compare the differences between categorical variables,
Pearson’s chi-square test was used in 2x2 tables with five or more
expected cells, and Fisher's exact test was used in tables with less than
five expected cells. The independent samples t-test was used to compare
numerical variables with normal distribution, and the Mann-Whitney U
test was used to compare heterogeneous numerical variables. Univariate
and multivariate logistic regression models were used to determine the
risk of developing AF. Spearman's rho correlation coefficient was used to
evaluate the relationships between numerical variables without normal
distribution. The correlations between any two variables were categorized
in accordance with the respective values of correlation coefficients as very
weak (r<0.20), weak (r=0.20-0.39), moderate (r=0.40-0.59), strong (r=0.60-
0.79) and very strong (r=0.80-1.0). The probability (p) statistics of < 0.05

were deemed to indicate statistical significance.
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Results

In our study, median age was 39.0 years and 58.7% of study population The median LVEF rate of the study sample was 60%.0ther demographic

was male. AF was detected in 20 (9.6%) of all patients. clinical characteristics and laboratory test results of the patients are given
in Table 1.

Table 1. Basic characteristic and laboratory findings of the patients with viral myocarditis due to COVID-19 disease (n=208).

Overall (n=208)

Age (years) ¢ 39.0[18.0-79.0]
Gender #

Male 122 (58.7)

Female 86 (41.3)
Chronic diseases *

Hypertension, yes 30(14.4)

Diabetes, yes 24 (11.5)
Hemoglobin (gr/dl) $ 13.8[6.9-18.6]
CRP (mg/L) § 2.3[0.3-18.3]
Ferritin (ml/ng) $ 256.6 [2.6 — 1648.7]
Fibrinogen (mg/ dl) ¢ 395.7 [77.0 - 757.0]
Troponin(ng/L) § 11206.1[1100.0 — 167890.0]
Creatinine (mg/ dl) ¢ 0.8[0.3-2.3]
Hearth rhythm #

NSR 188 (90.4)

AF 20 (9.6)
LVEF (%) ¢ 60.0 [50.0 - 65.0]

£:n (%), §: median [min-max]
CRP: C-Reactive protein, NSR: normal sinus rhythm, AF: atrial fibrillation, LVEF: left ventricle ejection fraction

When we evaluated our study groups based on the AF presence, there was However, CRP levels, Troponin levels, Fibrinogen levels were higher and

no significant difference between Group AF and Group NSR in terms of ~ sixth month LVEF values lower patients with AF (p<0.05) Detailed clinical

demographic and clinical characteristics (p>0.05) (Table 2). and laboratory parameters were presented table 2 (Table 2).
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Table 2. The comparison of study groups regarding basic characteristic and laboratory markers.

Baris DUZEL ve ark.

Groups
Group NSR (n=188) Group AF (n=20) pvalue

Age (year) $ 39.0[18.0-79.0] 36.0[19.0 - 64.0] 0.332*
Gender §

Male 110 (58.5) 12 (60.0) 0.999**

Female 78 (41.5) 8 (40.0)
Chronic diseases

Hypertension, yes 27 (14.4) 3(15.0) 0.999**

Diabetes, yes 23(12.2) 1(5.0) 0.480**
Hemoglobin (gr/dI) ¢ 13.8[6.9—18.6] 13.9[10.1-18.5] 0.473*
CRP (mg/L) § 2.1[0.3-18.3] 7.2[0.3-18.3] <0.001*
Ferritin (ml/ng) $ 232.0[2.6 -1648.7] 889.2 [4.3-1648.7] <0.001*
Fibrinogen (mg/ dl) $ 395.7[77.0-757.0] 379.2[226.0—581.3] 0.715*
Troponin (ng/L)$ 9897.3[1100.0 — 167890.0] 26233.5[1120.8—167890.0] <0.001*
Creatinine (mg/ dl) ¢ 0.8[0.3-2.3] 0.7[0.5-2.0] 0.696*
Baseline LVEF (%) ¢ 60.0 [50.0 - 65.0] 60.0 [52.0 - 65.0] 0.241*
6th-month control LVEF (%) ¢ 51.0[30.0-59.0] 45.0[41.0-51.0] <0.001*

$:n (%), §: median [min-max]

*. Mann-Whitney U test.

**_ Pearson Chi-Square/Fisher's Exact test.

CRP: C-Reactive protein, NSR: normal sinus rhythm, AF: atrial fibrillation, LVEF: left ventricle ejection fraction

Univariate analysis revealed that baseline LVEF significantly predicted the development of AF (p=0.008) (Table 3). We also performed multivariate analysis
to determine independent predictors ov AF development in patients with CoV-19 myocarditis and found that , CRP ((Odds Ratio (OR) =1.18, 95%
confidence interval (Cl): 1.06-1.32; p=0.003)), ferritin (OR: 1, 95% Cl: 1-1; p=0.002), and troponin (OR: 1, 95% Cl: 1-1; p=0.010) levels as independent

predictors for the development of AF in patients with myocarditis and COVID-19.

Table 4. The correlation analysis of laboratory parameters and LVEF

Table 3. Univariate and Multivariate analysis of laboratory markers and LVEF with age of the patients.

in prediction of AF

OR (unvariable) OR (multivariable) Age (year) AF (n=20) NSR (n=188)
CRP
- - = r r
(ma/L) 1.23 (1.12-1.35, p<0.001) 1.18 (1.06-1.32, p=0.003) p p
(Frf]lr/rr:g)” 1.00 (1.00-1.00, p<0.001)  1.00 (1.00-1.00, p=0.002) Hemoglobin (gr/dl) $ -0.076 0749 -0.093  0.202
Troponin 1.00 (1.00-1.00, p=0.001)  1.00 (1.00-1.00, p=0.010) CRP (mg/L) ¢ -0.310 0183 -0.013 0.863
6th-month Ferritin (ml/ng) -0.236  0.317 0.049  0.504
control — 0.91 (0.85-0.98, p=0.008) 0.96 (0.89-1.04, p=0.342)
LVEF (%) Fibrinogen (mg/ dI) $ -0.193 0414 -0.079 0.281
CRP: C-Reactive protein, EF: left ventricle ejection fraction, AF: atrial fibrillation Troponin(ng/L) § 0.419 0.066 0.060 0.410
Creatinine (mg/ dl) ¢ 0.247 0.293 0.078  0.286
LVEF (%) 0.126 0598 -0.178 0.015
Furthermore, correlation analysis revealed significant negative correlations
6th-month control LVEF (%) 0.067 0.778 -0.257 <0.001

between age and baseline LVEF (r=-0,178, p=0.015) and the six-month

follow-up LVEF (r=-0,257, p>0.001) rates. Detailed informations are given

table 4. (Table 4).

Spearman's rho correlation analysis was used. CRP: C-Reactive protein, LVEF:
left ventricle ejection fraction, NSR: normal sinus rhythm, AF: atrial fibrillation
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Discussion

In this presented study we showed that elevated levels of serum markers
such as CRP, ferritin, and troponin predicted the new onset AF
development in patients with myocarditis and COVID-19.we also found
that presence of AF in patients with COVID-19 myocarditis affect LVEF
adversely. Additionally, a significant relationship was found between
advanced age and reduced EF.

A high rate of clinically significant cardiovascular events, including acute
myocardial infarction, stroke, venous thromboembolism, and
arrhythmias, reportedly occur during acute COVID-19 with mild to severe
long-term sequelae (14).

One of the most common cardiovascular complications of COVID-19 is
AF, which can increase the risk of stroke and heart failure (4). The
inflammatory response to COVID-19 can also contribute to the
development of AF by promoting atrial fibrosis and electrical remodeling
(5). Similar to previous study inflammatory parameters such as CRP level
was higher in patients with AF group and higher inflammatory status
maybe contributed AF development our study group . Additionally,
COVID-19 can adversely affect the autonomic nervous system, which
regulates heart rate and rhythm, leading to AF (6).

Recent data showed that COVID-19-positive patients are 1.19 times more
likely to develop AF than COVID-19-negative patients. Furthermore, it has
been reported that the risk for developing AF increases 1.57-fold with
COVID-19 (15). In a study including 30999 patients hospitalized due to
COVID-19 in 120 institutions across the United States, it was determined
that 1517 (5.4%) of these patients developed new-onset AF during their
index hospitalization (16). In another study including 658 COVID-19
patients, new-onset AF was detected in 33 (5%) patients at admission (1).
In our study AF was detected 9.6% of our study groups and it may be
seems to be higher than previos reports. However; we included patients
with ICU admission and its reasonable to think our patients clinical
conditions were relatively poor. Our patients selection criterias might be
contributed to these differences. Moreover the discrepancies in AF
rates between the relevant studies could be attributed to the varying
arrhythmia frequencies reported in studies conducted in different
regions (17). Among the pronounced risk factors for new-onset AF in
COVID-19 patients was age, followed by metabolic syndrome, heart
failure (HF), peripheral vascular disease, coronary artery disease, and
liver cirrhosis (18). As a matter of fact, a recent meta-analysis reported
that AF was quite common among patients 260 years and hospitalized
due to COVID-19 (9). Similarly, a significant correlation was found in this
study between advanced age and reduced EF, even though there was no

significant difference between study groups in median age.

SARS CoV-2 Hastalarinda Miyokard Tutulumu Ve
Miyokardit insidansi

As for the serum biomarkers that can predict the development of AF, a
recent study evaluating new-onset AF in COVID-19 patients reported that
troponin-I (hazard ratio:3.86), CRP (HR:1.55), and ferritin (HR: 1.13) are
individual risk factors.15In fact, earlier studies demonstrated that COVID-
19 patients with acute myocardial injury and elevated serum troponin
levels were at higher mortality risk compared to COVID-19 patients with
acute myocardial injury with normal troponin levels (19). In parallel,
multivariate analysis conducted within the scope of this study revealed
that elevated CRP, ferritin, and troponin levels were individual risk factors
for the development of AF. Consequently, it may be postulated that the
elevated levels of these inflammatory markers at an early stage of the
disease are associated with myocardial injury, resulting in ventricular
dysfunction and reduced EF in the post-acute phase.

In addition to elevated levels of serum biomarkers, reduced EF was
associated with a higher risk for myocardial injury-related mortality in
COVID-19 patients. Along these lines, in a study evaluating EF in patients
with COVID-19 in China and the UK, Gu et al. concluded that EF was a
better predictor of survival than other echocardiographic findings,
laboratory parameters, age, or comorbidities (20).

Limitations of the Study

The primary limitation of the study was its relatively small sample size.
Secondly, there was no control group consisting of healthy control
subjects. Then again, the fact that a case series including COVID-19
patients in Germany reported that 78% of the patients had evidence of
myocardial inflammation in cardiac magnetic resonance imaging indicates
that most COVID-19 patients suffer myocarditis, which can be

underdiagnosed in most patients (21).

Conclusion

In conclusion, the findings of this study indicated that COVID-
19miyocarditis is associated with an increased incidence of AF and
elevated levels of markers such as CRP, ferritin, and troponin can predict

the development of AF in patients with COVID-19 and myocarditis.
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80 Yas Ve Ustii Yogun Bakim Hastalarinda
Mortalite ile iliskili Risk Faktérleri

Abstract

Objective: The proportion of patients aged > 80 years is increasing in the intensive care
units (ICUs). The mortality rate is high in this fragile population. We aimed to evaluate
the mortality rate and risk factors for mortality in critically ill patients aged > 80 years.
Methods: In this retrospective cohort study, patients aged > 80 years admitted to the
tertiary-care ICU between May 2022 and March 2023 were evaluated. Clinical
characteristics and outcomes were compared between survivors and non-survivors.
Results: During the study period, a total of 822 patients were admitted to ICU. The
number of patients aged > 80 years was 224 (27.3%). After exclusions, 132 eligible
patients were analyzed. ICU mortality was 54.5% (n=72). All patients discharged from
ICU survived until hospital discharge.

The median age was 86.0 years (82.0-90.0), and 50.8% were female. The leading
comorbidities were hypertension (55.3%) and congestive heart failure (28.8%).
Pneumonia (18.2%) and sepsis (13.6%) were the leading reasons for ICU admission. In
Multivariate Logistic Regression Analysis, APACHE Il score (OR 1.12, 95%Cl 1.05-1.20,
p=0.002), need for invasive mechanical ventilation (OR 5.75, 95%Cl 1.86-17.82,
p=0.002), and vasopressor requirement (OR 11.12, 95%CI 2.31-53.41, p=0.003) were
significant factors that independently increased the risk of mortality.

Conclusions: In this retrospective study, approximately half of the patients > 80 years
of age died in ICU. APACHE Il score, need for invasive mechanical ventilation and need
for vasopressors are independent predictors of mortality.

Keywords: Aged 80 and over, critical illness, mortality, outcomes.

(11

Amag: Yogun bakim iinitelerinde (YBU) 80 yas ve iizeri hastalarin orani artmaktadir. Bu
kirlgan yashlarin 6lim orani yiksektir. Bu g¢alismada 80 yas ve Ustli yogun bakim
hastalarinda mortalite oranini ve mortaliteye etki eden risk faktorlerini
degerlendirmeyi amagladik.

Gereg¢ ve Yontemler: Bu retrospektif kohort galismada, Mayis 2022 ile Mart 2023
arasinda Uglincli basamak yogun bakim {initesinde takip edilen 80 yas ve Usti hastalar
degerlendirildi. Hastalar hayatta kalanlar ve &lenler olarak iki gruba ayrildi. Mortalite
izerine etki eden risk faktorlerini degerlendirmek igin klinik parametreler her iki grupta
karsilastirildi.

Bulgular: Calisma tarihleri arasinda toplam 822 hasta yogun bakima kabul edildi. 80 yas
ve Ustl hasta sayisi 224 (%27.3) idi. Dislananlardan sonra 132 hasta analiz edildi. Yogun
bakim mortalitesi %54.5 (n=72) bulundu. Yogun bakim Unitesinden taburcu edilen tim
hastalar hastaneden taburcu olana kadar hayatta kalmigtir. Tim hastalarin ortanca yasi
86.0 (82.0-90.0) idi ve %50.8'i kadindi. En sik eslik eden komorbid hastaliklar
hipertansiyon (%55.3) ve konjestif kalp yetmezligi (%28.8) idi.
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Pnémoni (%18.2) ve sepsis (%13.6) yogun bakima yatisin en sik iki ana
nedeni idi. Lojistik Regresyon Analizinde APACHE Il skoru (OR 1.12, %95Cl
1.05-1.20, p=0.002), invaziv mekanik ventilasyon ihtiyaci (OR 5.75, %95Cl
1.86-17.82, p=0.002) ve vazopresor ihtiyaci (OR 11.12, %95CI 2.31-53.41,
p=0.003) mortalite i¢in bagimsiz risk faktorleri olarak bulundu.

Sonug: Bu retrospektif ¢alismada, 80 yas ve Ustlindeki hastalarin yaklagik
yarisi yogun bakimda 6ldi. APACHE Il skoru, invaziv mekanik ventilasyon
ihtiyaci ve vazopresér ihtiyaci mortaliteyi bagimsiz olarak etkileyen
faktorlerdir.

Anahtar Kelimeler: 80 yas ve Usti hasta, kritik hastalik, sonlanimlar, 6lim.

Introduction

The population of elderly patients is increasing worldwide, with the
fastest increase in individuals aged > 80 years (1). The increase in the
population aged > 80 years increases the proportion of patients aged 2>
80 years who are admitted to the intensive care unit (ICU) (1,2).

Advanced age is associated with decreased organ reserve, functional
impairment, and frailty (3,4). Additionally, the number of comorbidities
increases with aging (2). These conditions associated with the aging
process make older patients more vulnerable to acute critical illness,
resulting in a higher risk of death (5).

Mortality increases proportionally to age strata, with a sharp increase in
critically ill patients aged > 80 years (4). Mortality in critically ill patients
aged 2 80 years is higher than in those under 80 years of age (6,7). It has
been suggested that the age of 80 can be used as a threshold for defining
elderly patients for ICU admission (4).

Our objective was to evaluate clinical characteristics and identify risk
factors for mortality in critically ill patients aged > 80 years, as ICU
admission and mortality rates increase sharply in this fragile group.
Materials and Methods

Patients

We conducted this retrospective cohort study in line with the ethical
principles of the Declaration of Helsinki. The study was approved by the
Local Ethics Committee (with the date 03.03.2023 and number 25). All
critically ill patients aged > 80 years who were followed up in our 30-bed
mixed medical and surgical ICU between May 2022 and March 2023 were
included. Patients staying < 24 hours in the ICU and patients with a
diagnosis of COVID-19 were excluded.

Data collection

The following data were recorded for this study: (1) baseline demographic
data (gender and age); (2) clinical data (main reason for admission, source
of admission, the presence of underlying chronic diseases, and the
Charlson Comorbidity Index [CCI]); (3) the Sequential Organ Failure

Assessment (SOFA) Score at ICU admission and Acute Physiology and

80 Yas Ve Ustii Yogun Bakim Hastalarinda
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Chronic Health Evaluation (APACHE) Il Score; (4) laboratory data on the
day of admission to the ICU; (5) main critical events during the entire stay
of ICU (need for invasive mechanical ventilation [IMV], presence of
sepsis, development of acute kidney injury [AKI], vasopressor use, and
tracheostomy); (6) length of stay; and (7) mortality.

Outcome

The primary outcome of this study was ICU mortality.

Statistical analysis

Analyses were performed using SPSS 25.0 (Statistical Package for the
Social Sciences. IBM Corp. Armonk, NY). The categorical data were
presented as count/percentage. Categorical variables between
participants were compared with the Chi-Squared or Fisher’s Exact Tests.
The continuous data were presented as median and interquartile range.
Continuous variables between the two groups were compared with
Mann-Whitney U-test. Multivariate Logistic Regression Analysis was
performed to assess the independent risk factors of ICU mortality. A
purposeful variable selection method was used to construct the model.
Adjusted Odds Ratio (OR) and 95% Confidence Interval (CI) were reported
for each independent risk factor. A two-tailed P-value less than 0.05 was
considered statistically significant.

Results

ICU cohort and general characteristics

A total of 822 adult patients were admitted to our ICU during the study
period (Figure 1). The number of patients aged > 80 years was 224
(27.3%). Thirty-eight patients were excluded due to hospitalization for
<24 hours, 34 patients due to the diagnosis of COVID-19, and 20 patients
due to insufficient data. After exclusions, 132 eligible patients were
enrolled in this study. Of them, 72 (54.5%) patients died in the ICU. All
patients discharged from ICU survived until hospital discharge. The
median time between admission to ICU and death was 7.5 (3.0-21.0) days

in non-survivors.The median age of the study population was 86.0 (82.0—

90.0) years, and 50.8% were female (Table 1).

822 patients were admitted
(May 2022 and March 2023)

||

Patients aged > 80 years
224 patients

Exclusions (92 patients )
* Hospitalization for <24 hours =38
* Diagnosis of COVID-19=34

1 |* Insufficient data=20

Main study cohort
132 patients

- 1

Survivors Non-survivors
60 patients 72 patients

Figure 1. Flowchart of the study population.
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Table 1. Baseline demographic and clinical characteristics and laboratory
findings of study participants, according to mortality.

Characteristics All Cases Survivor Non-survivor p-
value
(n=132) (n=60) (n=72)
Age, years 86.0(82.0-90.0)  86.0(82.0-89.8)  84.0(82.0-91.0) 0.494
Gender
Female 67 (50.8) 29 (48.3) 38 (52.8) 0.727
Male 65 (49.2) 31(51.7) 34 (47.2)
Pre-hospital care
Home 121 (91.7) 58 (96.7) 63 (87.5) 0.066
Healthcare center 11(8.3) 2(3.3) 9(12.5)
Admission
Emergency 73 (55.3) 25 (41.7) 48 (66.7) 0.005
In-patient 59 (44.7) 35 (58.3) 24 (33.3)
Comorbidities
Malignancy 21(15.9) 5(8.3) 16 (22.2) 0.034
Hypertension 73 (55.3) 39 (65.0) 34 (47.2) 0.053
Congestive heart failure 38(28.8) 18 (30.0) 20(27.8) 0.848
Diabetes mellitus 26 (19.7) 16 (26.7) 10(13.9) 0.080
Dementia 31(23.5) 13 (21.7) 18 (25.0) 0.685
corD 22(16.7) 11(18.3) 11(15.3) 0.648
Coronary artery disease 21(15.9) 11(18.3) 10(13.9) 0.634
Cerebrovascular diseases 18 (13.6) 8(13.3) 10 (13.9) 1.000
Chronic kidney disease 19 (14.4) 8(13.3) 11 (15.3) 0.808
APACHE Il 27.0(21.0-35.0)  22.5(18.0-27.0)  33.0(24.3-40.0)  <0.001
SOFA 6.0 (5.0-8.0) 5.0 (4.0-6.0) 7.0 (5.3-8.0) <0.001
ccl 5.0 (5.0-7.0) 5.0 (5.0-7.0) 6.0 (5.0-7.0) 0.163
Laboratory data
Albumin, g/dL 3.10(2.57-3.38) 3.16(2.91-3.71) 2.80(2.48-3.23) <0.001
LDH, U/L 240 (189-342) 206 (172-273) 272(200-390)  <0.001
BUN, mg/dL 36.1(22.3-58.5)  29.4(18.1-42.7)  46.2(26.6-80.4)  0.001
Creatinine, mg/dL 1.26 (0.90-1.84) 1.12 (0.81-1.72) 1.48(0.96-2.01)  0.034
ALT, U/L 15.0 (10.0-34.8) 13.0 (9.0-26.0) 20.0(11.3-44.8)  0.020
AST, U/L 25.0(18.0-43.8)  22.5(15.0-30.8)  29.5(21.0-65.5)  0.001
CRP, mg/L 66.3 (15.0- 42.8(8.4-94.3) 84.0 (32.3- 0.003
161.3) 191.3)
pH 7.38(7.29-7.44)  7.37(7.31-7.44)  7.39(7.26-7.43)  0.666
Lactate, mmol/L 1.8(1.2-2.8) 1.6 (1.1-2.3) 2.1(1.3-3.6) 0.006
Glucose, g/dL 136 (111-173) 130 (111-169) 138(111-181)  0.588
Total bilirubin, mg/dL 0.74 (0.40-1.15)  0.64(0.37-1.06)  0.76(0.47-1.24)  0.137
Hemoglobin, g/dL 11.3(9.7-12.7) 10.8 (9.3-12.2) 11.5(9.8-12.7)  0.139
Platelet, x 103/uL 229 (180-313) 230 (185-336) 229 (175-303) 0.635
Main reason for ICU admission
Cardiopulmonary 10(7.6) 1(1.7) 9(12.5) 0.022
resuscitation
Pneumonia 24 (18.2) 9(15.0) 15 (20.0) 0.498
Sepsis 18 (13.6) 7(11.7) 11(15.3) 0.617
Acute ischemic stroke 11(8.3) 5(8.3) 6(8.3) 1.000
Surgery of hip/femur 9(6.8) 7(11.7) 2(2.8) 0.078
fracture
Other emergency surgeries 9(6.8) 6(10.0) 3(4.2) 0.299
Elective surgeries 8(6.1) 5(8.3) 3(4.2) 0.468
Acute exacerbation of 8(6.1) 3(5.0) 5(6.9) 0.728
COPD
Heart failure 8(6.1) 5(8.3) 3(4.2) 0.468
Renal failure 8(6.1) 4(6.7) 4(5.6) 1.000
Spontaneous brain 6(4.5) 1(1.7) 5(6.9) 0.220
hemorrhage
Acute pulmonary embolism 5(3.8) 3(5.0) 2(2.8) 0.659
Gastrointestinal bleeding 4(3.0) 2(3.3) 2(2.8) 1.000
Trauma 4(3.0) 2(3.3) 2(2.8) 1.000
Events/therapies during the entire ICU stay
MV 79 (59.8) 17 (28.3) 62 (86.1) <0.001
Sepsis 71 (53.8) 16 (26.7) 55 (76.4) <0.001
Vasopressor requirement 85 (64.4) 18 (30.0) 67(93.1) <0.001
Acute kidney injury 66 (50.0) 22(36.7) 44 (61.1) 0.008
Renal replacement therapy 22 (16.7) 2(3.3) 20(27.8) <0.001
Tracheostomy 4(3.0) 1(1.7) 3(4.2) 0.626
Re-admission 6 (4.5) 3(5.0) 3(4.2) 1.000
IMV duration, days 5.0 (1.0-12.0) 3.0 (1.0-5.5) 5.0 (1.8-19.3) 0.140
Length of ICU stay, days 6.0 (3.0-16.0) 5.0 (3.0-11.0) 7.5 (3.0-21.0) 0.059
Length of hospital stay, days  11.0 (5.0-21.8) 11.5 (6.0-20.8) 10.0 (3.0-22.0)  0.348

Note: All values are expressed as numbers (percentages) or median (interquartile
range).

Abbreviations: APACHE I, Acute Physiology and Chronic Health Evaluation II; ALT,
alanine transaminase; AST, aspartate transaminase; BUN, blood urea nitrogen; CCl,
Charlson Comorbidity Index; COPD, chronic obstructive pulmonary disease; CRP, C-
reactive protein; IMV, invasive mechanical ventilation; ICU, intensive care unit; LDH,
lactate dehydrogenase; SOFA Score, The Sequential Organ Failure Assessment Score
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The 2 leading comorbidities were hypertension (55.3%) and congestive
heart failure (28.8%). One hundred and twenty-one patients (91.7%)
were living at home before hospitalization. Seventy-three (55.3%)
patients were admitted from the emergency department.
Pneumonia (18.2%) and sepsis (13.6%) were the leading reasons for
ICU admission.

Comparison of characteristics between groups

48 (66.7%) of the patients who were transferred from the emergency
department and 24 (33.3%) of those who were transferred from the in-
patient services died (p=0.005). The percentage of patients with
malignancy was more common among non-survivors than survivors
(22.2% vs. 8.3%; p = 0.034). The CCl of the two groups was similar.
APACHE Il and SOFA scores were higher in nor-survivors compared to
survivors (33.0 [24.3-40.0] vs. 22.5 [18.0-27.0]; p<0.001) and (5.0 [4.0—
6.0] vs. 7.0 [5.3-8.0]; p<0.001) respectively. Levels of creatinine, blood
urea nitrogen, aspartate transaminase, alanine transaminase, C-
reactive protein, lactate dehydrogenase, and lactate were higher in
non-survivors when compared to survivors. Levels of albumin were
lower in in non-survivors when compared to survivors. Ten patients
were admitted after cardiopulmonary resuscitation. Only one patient
survived, and nine patients died during ICU follow-up (p = 0.022).

The rate of patients needed for IMV was higher in non-survivor group
than in the survivor group (86.1% vs. 28.3%; p <0.001). Non-survivors
had more sepsis and vasopressor requirement than survivors (76.4%
vs. 26.7%; p < 0.001) and (93.1% vs. 30.0%; p < 0.001) respectively.
Non-survivors had more acute kidney injury and the need for renal
replacement therapy than survivors (61.1% vs. 36.7%; p = 0.008) and
(27.8% vs. 3.3%,; p < 0.001), respectively. IMV duration, length of stay in
the ICU, and length of hospital stay were not different between the
groups.

Independent risk factors of mortality

In Multivariate Logistic Regression Analysis (Table 2), APACHE Il score
(OR 1.12, 95%CI 1.05-1.20, p = 0.002), need for IMV (OR 5.75, 95%Cl
1.86-17.82, p = 0.002), and vasopressor requirement (OR 11.12, 95%Cl
2.31-53.41, p = 0.003) were significant factors that independently

increased the risk of mortality.
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Risk Factors for Mortality in Critically Il Patients

Aged 2 80 Years

Table 2. Logistic regression analysis for risk factors of mortality.

Characteristics OR (95% Cl) p-value
APACHE Il 1.12 (1.05-1.20) 0.002
mv 5.75 (1.86-17.82) 0.002
Vasopressor 11.12 (2.31-53.41) 0.003
requirement

Gender 1.02 (0.33-3.13) 0.978
Age, years 0.96 (0.84-1.09) 0.497
ccl 1.17 (0.87-1.58) 0.312
Sepsis 2.43 (0.58-10.25) 0.227

Abbreviations: APACHE Il, Acute Physiology and Chronic Health Evaluation II;
CCl, Charlson Comorbidity Index; Cl, confidence interval; IMV, invasive
mechanical ventilation; OR, odds ratio.

Discussion

This study addresses possible risk factors for mortality in critically ill
patients aged 2 80 years and has three important implications. First, the
proportion of patients aged > 80 years among critically ill patients is
27.3%. Second, the mortality is high with a rate of 54.5% in this fragile
group. Third, scores/events/therapies related to the critical illness process,
such as APACHE Il score, need for IMV, and need for vasopressors, are
independent risk factors for mortality in this population.

In large studies, the proportion of patients aged = 80 years among
critically ill patients has been reported as 7.9-20.0% (4,7-9). In our study,
the proportion of patients aged 2 80 years was relatively higher than the
literature. There is no definite explanation for this difference, but cultural
differences, the proportion of the elderly population in the province
where the hospital is located, the severity of the acute illness, and the
intensity of treatment may be responsible.

Age is a significant prognostic factor for ICU mortality (4). Mortality in
critically ill patients aged 2 80 years is higher than those under 80 years of
age (6,7). In patients aged > 80 years, ICU mortality varies between 22.0%
and 34.9% (6,8,9). In this population, hospital mortality is up to 54.8%
(4,8). The mortality rate in our study was significantly higher than in the
literature. Median age of our population was higher than the other study
populations (6,8,9). Our study included ten patients who underwent
cardiopulmonary resuscitation before ICU admission and were admitted
to our ICU for post-resuscitation care. The high mortality rate of these
patients increased the mortality of the study population. The higher
APACHE |l score of our population compared to other studies may be
another factor responsible for the high mortality rates.

APACHE Il score has been widely used in ICUs for decades (10). The
APACHE I score is a validated score predicting in-hospital mortality (11).
This relationship between APACHE Il score and mortality exists in patients
aged 2 80 years (7). It was not surprising that the APACHE Il score was

significantly high in the non-survivors in our study.

80 Yas Ve Ustii Yogun Bakim Hastalarinda

Mortadlite ile iliskili Risk Faktérleri

The proportion of patients with IMV in patients aged 2> 80 years varies
between 43.7%—-99.1% in the literature (4,6,7,9). In our study population,
approximately half of the patients had IMV during the study period. In a
study of 106 patients aged 2 80 years, IMV was not a risk factor for
mortality (9). However, in two large studies of 1,617 and 15,640 patients
aged 2 80 years, respectively, IMV was a significant risk factor for
mortality (6,7). In our study, IMV was an independent risk factor for ICU
mortality.

Vasopressors are used to maintain adequate tissue perfusion in patients
with septic shock and are recommended to reduce mortality (12). The
presence of vasopressor requirement, which is a surrogate for presence
of septic shock, is associated with increased mortality in critically ill
patients aged > 80 years (9). Consistent with the literature, the need for
vasopressors independently increased mortality in our study.

The correlation between comorbid diseases and mortality has been
investigated in critically ill patients aged > 80 years (6,7,9). Seung Hun
Lee et al. showed that renal disease is a risk factor for mortality in this
population (9). Sean M Bagshaw et al. showed that having two or more
comorbid diseases is associated with increased mortality in this
population (7). The CCl is a commonly used morbidity index that assesses
prognosis based on comorbid diseases (13). A study using CCl
demonstrated that higher CCl was associated with increased mortality in
critically ill patients aged = 80 years (6). In our study, only the presence
of malignancy was a risk factor for mortality in this age population. Other
comorbid diseases and CCl were not associated with mortality.

This study has three main limitations. First, due to the retrospective
design of the study, some important data such as body mass index,
smoking or alcohol history, malnutrition status, and frailty were not
available. Second, we were unable to record data on long-term outcomes
for survivors after discharge from the ICU. Third, we did not compare the
patients aged > 80 years with the group of younger or elderly patients.
Conclusion

Among the critically ill, there is a significant proportion of patients > 80
years of age. The mortality is high in this population with a rate of 54.5%.
Rather than the comorbid diseases, scores/treatments/events related to
the acute illness process such as APACHE Il score, need for IMV, need for

vasopressors were independent risk factors for mortality.
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Evaluation of Cases with Positive Surgical Margins after

Diagnostic Excisional Procedures in Cases with Cervical Dysplasia

Servikal Displazi Bulunan Olgularda Tanisal Eksizyonel islemler

P

Sonrasi Cerrahi Sinir Pozitifligi Olan Olgularin Degerlendirilmesi

Abstract

Objectives: To investigate the outcomes of Loop Electrosurgical Excision Procedure
(LEEP) and cold knife conization (CKC) in the subsequent management of surgical
margin positivity after primary LEEP.

Materials and methods: A total of 1172 patients underwent primary LEEP conization
due to high grade cervical dysplasia between January 2012 and January 2017. Of them
252 patients showed surgical margin positivity after LEEP. Patients that had
inappropriate records and lost follow up excluded finally 147 patients that underwent
LEEP (n=76) or CKC (n=71) for the management of margin positivity included to the
study. Data including age, menopausal status, colposcopy findings, time between
cytology and primary LEEP, HPV testing results, surgical complications (excessive
bleeding, vaginal laceration, cervical stenosis), volume and number of excised cervical
tissue and duration of conization procedure were collected for each patient.

Results: Mean age of patients was 41. Similar demographic features were observed
between the two groups. All diameters of excised specimens were significantly higher
in CKC group. Surgical margin positivity was observed in CKC and LEEP groups with the
rate of 9.9% and 30% respectively (p<0.05). Endocervical, ectocervical margin
positivity, number of excised specimens were significantly higher in LEEP group
(p<0.05). Postoperative complications including vaginal laceration, cervical stenosis,
major bleeding and follow up outcomes including HPV persistence, recurrent disease,
invasive disease showed no difference between the groups. LEEP was found to be an
independent risk factor for subsequent margin positivity after initial LEEP.

Conclusion: CKC had less surgical margin positivity and had the same complication,
recurrent / persistent and invasive disease in the management of margin positivity.
LEEP conization was an independent risk factor for subsequent margin positivity.
Keywords: cold knife conization, loop electrosurgical excision procedure, surgical
margin positivity

0Oz

Amag: Loop elektrocerrahi eksizyon prosediirii (LEEP) sonrasi cerrahi sinir pozitifliginin
ybnetiminde LEEP ve soguk konizasyonun (SK) sonuglarini aragtirmak.

Yontem: Ocak 2012 ile Ocak 2017 arasinda yuksek dereceli servikal displazi nedeniyle
toplam 1172 hastaya primer LEEP konizasyonu uygulandi. Bunlardan 252 hastada LEEP
sonrasi cerrahi sinir pozitifligi goraldd. Kayitlari uygun olmayan ve takibi kaybedilen
hastalar galisma disi birakildiginda son olarak sinir pozitifligi tedavisi icin LEEP (n=76)
veya SK (n=71) yapilan 147 hasta galismaya dahil edildi. Yas, menopoz durumu,
kolposkopi bulgulari, sitoloji ile primer LEEP arasindaki siire, HPV test sonuglari, cerrahi
komplikasyonlar (asir kanama, vajinal laserasyon, servikal stenoz), konizasyon
isleminin siresi, eksize edilen servikal doku hacmi ve sayisi gibi veriler her bir hasta igin

toplandi.
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Evaluation of Cases with Positive Surgical Margins after Diagnostic

Excisional Procedures in Cases with Cervical Dysplasia

Bulgular: Hastalarin ortalama yasi 41 idi. iki grup arasinda benzer
demografik ozellikler gozlendi. Eksize edilen spesmenlerin boyutlari SK
grubunda anlamli olarak daha buytikti (p<0.05). SK ve LEEP gruplarinda
sirasiyla  %9,9 ve %30 cerrahi sinir pozitifligi gozlendi (p<0,05).
Endoservikal, ektoservikal sinir pozitifligi, eksize edilen 6rnek sayisi LEEP
grubunda anlaml olarak yuksekti (p<0.05). Vajinal laserasyon, servikal
stenoz, major kanama gibi ameliyat sonrasi komplikasyonlar ve HPV
kalicihgi, tekrarlayan hastalik, invaziv hastalik gibi takip sonuglari; gruplar
arasinda fark gostermedi. LEEP'in, ilk LEEP'ten sonra devam eden sinir
pozitifligi i¢in bagimsiz bir risk faktori oldugu bulundu.

Sonug: SK, daha az cerrahi sinir pozitifligine; cerrahi sinir pozitifliginin
tedavisinde benzer komplikasyon, tekrarlayan / persiste ve invaziv
hastalik oranlarina sahiptir. LEEP devam eden cerrahi sinir pozitifligi igin
bagimsiz bir risk faktoridur.

Anahtar Kelimeler: Cerrahi sinir pozitifligi, loop elektrocerrahi eksizyon

prosediri, soguk konizasyon

Introduction

Cervical conization procedures such as Loop Electrosurgical Excisional
Procedure (LEEP) and Cold Knife Conization (CKC) were introduced as well-
tolerated, inexpensive diagnostic methods and efficient treatment
modalities for high grade cervical intraepithelial neoplasia (CIN) and
cervical carcinoma in situ (1). However, some complications including
bleeding, and incidental colpotomy, cervical stenosis were reported (2).

An important concern regarding conization procedures is residual or
recurrent disease that remains as a certain problem. The rate of positive
surgical margin after LEEP has been reported in a wide range between 15%
and 51% in previous studies (3-5). Comparable residual disease rates were
also reported for CKC procedure (6).

In the case of residual disease with positive surgical margins after cervical
conization via LEEP or CKC, several factors may influence the decision-
making process on subsequent management such as patient desire for
future fertility, condition of the remaining cervical tissue, and potential
post-procedural complications. LEEP and CKC have been widely
investigated in the initial management of cervical pathologies (7,8).
However, majority of the studies mainly investigated the potential risk
factors for persistent or residual disease and there has been lack of
evidence comparing efficiency of these two methods in the management
of residual disease after initial cervical conization. Recently, in a
retrospective study, researchers evaluated the management of high-grade
cervical lesions after conization and suggested re-conization without any
recommendations specific to the conization approach (9). Nevertheless, it
is still unclear whether LEEP or CKC procedure should be preferred in the
subsequent management of residual disease in patients previously

underwent LEEP treatment.

Servikal Displazi Bulunan Olgularda Tanisal Eksizyonel islemler Sonrasi

Cerrahi Sinir Pozitifligi Olan Olgularin Dederlendirilmesi

Therefore, in this study we aimed to investigate the outcomes of LEEP
and CKC procedures in the subsequent management of surgical margin
positivity after LEEP in patients with high grade CIN.

Materials And Methods

Patients and Study Design

The retrospective cohort study was approved by local ethics committee
(Ref: 26/6/2016-18) and conducted in accordance with the Declaration of
Helsinki. A database search was performed to identify patients who
underwent LEEP between January 2012 and January 2017. Data were
eligible for 1172 patients underwent LEEP due to high grade
intraepithelial neoplasia. Of them 252 showed surgical margin positivity.
Patients with insufficient clinical and surgical data, and post-conization
follow-up records were excluded. Finally, a total of 147 patients that had
surgical margin positivity and underwent either CKC or LEEP were
included to the study. Surgical margin positivity was defined as the
presence of high-grade CIN and / or squamous cell carcinoma (SCC) at
surgical margins. Data including age, menopausal status, colposcopy
findings, time between cytology and LEEP, HPV testing results, surgical
complications (excessive bleeding, vaginal laceration), volume of excised
cervical tissue (measured diameters: transverse, anterior-posterior and
depth) and duration of conization procedure were collected for each
patient. Postoperative follow up findings including cervical cytology and
HPV co-Test results at 12 months after surgery were also recorded.
Cervical Conization Procedures

Cervical conization procedures (LEEP and CKC) were performed in the
standard dorsal lithotomy position under sterile conditions by
gynecologic oncologists. For LEEP procedures, an appropriate size of
insulated vaginal speculum with smoke evacuation system was used to
improve the visualization of surgical field and prevent smoke inhalation.
LEEP was carried out under outpatient anesthesia and CKC was carried
out under general or spinal anesthesia. The size of wire loop electrode
was selected based on the shape and diameter of cervical lesion noted
previously during colposcopic examination. The uterine cervix was
grasped at 11 o’clock position using a tenaculum forceps for better
manipulation. Subsequently, the excisional procedure was carried out
from left to right direction at once using blend cut mode. When the
lesion was too large for single excision, LEEP procedure was accomplished
in two steps and excised specimens were submitted separately as
anterior and posterior lips. Following cervical conization, endocervical
curettage (ECC) was performed in all cases. Hemostasis was established
using a ball-headed electrode. All patients were observed
postoperatively for a minimum of one hour until discharge without any

complications.

164



ilker CAKIR et al.

For CKC procedure, a histerometer was initially placed into the
endocervical canal to orient the surgeon to the depth and direction of the
canal. A vasoconstricting solution of 1% lidocaine with 1:10,000 diluted
epinephrine was administered to the cervix to establish local anesthesia
and prevent excessive hemorrhage as well. Additionally, bilateral
hemostasis sutures were placed at 3 and 9 o’clock prior to conization.
Cervical conization was performed using a number 11 surgical blade with
a custom made long and curved handle. All excised specimens were

marked with a suture placed on 12 o’clock position to indicate its original

excisional location.

Histopathological Examination

After surgical excision, the tissue diameters of transverse, anterior-
posterior and depth were carefully measured and each of endocervical
and ectocervical excisional margins were inked using different colors to
determine the presence of residual disease on the surgical margins.
Initially, all excised specimens were macroscopically examined for visible
lesions. Subsequently, all collected specimens were formalin-fixed and
paraffin embedded, sectioned and stained with hematoxylin and eosin
(H&E). All histological sections were evaluated by an expert pathologist
using diagnostic criteria defined by WHO classification. Surgical margin

positivity and location of the residual disease were also recorded.

Statistical analysis

The data were analyzed with SPSS Statistics 17.0 software for Windows
(SPSS Inc., Chicago, IL, USA). Normality distribution of the data were
tested using Kolmogorov-Smirnov and Shapiro-Wilk tests. Continuous
variables were compared using independent sample t test and Mann-
Whitney-U tests where suitable, whereas categorical variables were
compared via chi-square test. When an expected value problem occurred
Fisher's exact test was carried out. A binary logistic regression analysis
was conducted to find risk factors for subsequent surgical margin

positivity. The p value <0.05 was considered as statistically significant.

Results

Mean age of the patients underwent initial LEEP was 41. Baseline
characteristics and clinical features of the patients that underwent LEEP
and resulted in surgical margin positivity was summarized in Table 1. Of
those 147 patients, 4 patients with microinvasive SCC and 1 patient with
adenocarcinoma were also managed using LEEP or CKC for patients’
preference and fertility desire. LEEP was performed in 76 patients and

CKC performed in 71 patients for the subsequent management of the

surgical margin positivity after initial LEEP.
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Table 1. Baseline characteristics, and clinical and pathological features of
patients underwent primary LEEP that resulted in surgical margin positivity.

Parameters N (%) or mean+SD
Age (years) 416+8
Menopausal Status
Premenopausal 117 (78.5)
Postmenopausal 32(21.5)
Cervical Smear Findings
Normal 40 (26.8)
ASC-US 24 (16.1)
ASC-H 18 (12.1)
AGUS 1(0.7)
LSIL 25(16.8)
HSIL 39 (26.2)
SCC 2(1.3)
Colposcopy Findings
Normal 2(1.3)
Acetowhite epithelium 128 (85.9)
Mosaicism 6 (4)
Atypical Vascularization 5(3.4)
Punctuation 5(3.4)
Colposcopic Biopsy Results
No biopsy 35 (23.5)
CIN1 3(2)
CIN2 51(34.2)
CIN3 59 (39.6)
Smear to LEEP Duration (days) 76 (22-300)
LEEP Pathology Result
CIN2 47 (32)
CIN3 95 (64)
SCC 4(2.7)
Adenocarcinoma 1(0.6)
Excisional Specimen Diameters
(mm) 25 (10-55)
Transverse 18 (5-40)
Anterior-posterior 9 (3-30)
Depth
HPV Positivity
Type 16 86 (57.7)
Type 18 11(7.4)
Other types 23 (15.4)
Not assessed 29 (19.4)
Location of Residual
Disease 90 (39.6)
94 (63.1)
Endocervical Margin
Ectocervical Margin
Endocervical+Ectocervical Margins 38 (25.5)
Duration of Primary LEEP (minutes) 11+7

Data are presented as n (%), mean + SD or median (range). ASC-US, atypical squamous
cells-undetermined significance; ASC-H, atypical squamous cells-cannot exclude HSIL;
AGS, atypical glandular cells; LSIL, low grade squamous intraepithelial lesion; HSIL, high
grade squamous intraepithelial lesion; CIN, cervical intraepithelial neoplasia; SCC,
squamous cell carcinoma; HPV, human papilloma virus; LEEP, loop electrosurgical
excision procedure.
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Patient characteristics (age, menopausal status, HPV positivity) in LEEP and
CKC groups were similar (Table 2). All diameters of the specimen were
significantly higher in CKC group compared to LEEP group (p<0.05). Surgical
margin positivity was observed more frequently in LEEP group compared to
CKC group (p<0.05). Both endocervical margin positivity and ectocervical
margin positivity were significantly higher in LEEP group. Number of
excised pieces of specimen was also higher in LEEP group. However,
duration of surgery was longer in CKC group. Complications including
vaginal laceration, bleeding necessitating hospitalization, and pyometra

due to cervical stenosis was similar between the two groups.

Servikal Displazi Bulunan Olgularda Tanisal Eksizyonel islemler Sonrasi

Cerrahi Sinir Pozitifligi Olan Olgularin Dederlendirilmesi

Abnormal cytology results encountered at one year after the procedures
were observed in LEEP and CKC group with the rate of 3.9% and 8.5%
respectively. One patient in LEEP group and one patient in CKC group were
diagnosed with microinvasive SCC at the follow-up and the patients were
managed with hysterectomy. Pyometra occurred in one patient after CKC
possibly due to cervical stenosis. A systemic antibiotic treatment was
given but hysterectomy was performed due to progression to sepsis.
Patients showed persistent surgical margin positivity after secondary LEEP

or CKC underwent LEEP (n=8), CKC (n=18) and hysterectomy (n=4).

Table 2. Comparison of LEEP and CKC groups in the management of residual disease after primary LEEP treatment

Parameters LEEP Group (n=76) CKC Group (n=71) P-value
Age (years) 41.3+8 415+7.9 0.96
Menopausal Status 0.53
Premenopausal 62 (81.6) 55 (77.5)
Postmenopausal 14 (18.4) 16 (22.5)
Excisional Specimen Diameters (mm)
Transverse
Anterior-Posterior 25 (10-50) 29 (10-50) 0.045
Depth 20 (5-35) 22 (10-30) 0.001
10 (2-20) 11 (3-30) 0.007
HPV Type
HPV 16 50 (73.5) 35 (70) 0.915
HPV 18 6(8.8) 5 (10)
Other types 12 (17.6) 10 (20)
Final Pathology
CIN Il 20 (26.3) 10 (14.1) 0.168
CIN 11 52 (68.4) 59 (83.1)
SCC 4 (5.3) 1(1.4)
AC 0(0) 1(1.4)
Surgical Margin
Negative 53 (69.7) 64 (90.1) 0.002
Positive 23(30.3) 7(9.9)
Endocervical Margin
Negative 57 (75) 67 (94.4) 0.001
Positive 19 (25) 4 (5.6)
Ectocervical Margin
Negative 65 (85.5) 68 (95.8) 0.048
Positive 11 (14.5) 3(4.2)
Number of excised tissue pieces 0.003
1
>1 52 (68.4) 63(88.7)
24 (31.6) 8(11.3)
Duration of Surgery (minutes) 15 (5-60) 35 (15-105) <0.001
Complications
Excessive Bleeding 2(2.6) 7(9.9) 0.246
Vaginal laceration 3(3.9 0(0) 0.089
Pyometra 0(0) 1(1.4) 0.483
Abnormal Cytology 3.9 6 (8.5) 0.315
HPV Persistence 5 (6.6) 8 (11.3) 0.317
Invasive Disease at Follow up 1(1.3) 1(1.4) 1.000

Data are presented as n (%), mean + SD or median (range). CIN, cervical intraepithelial neoplasia; SCC, squamous cell carcinoma; AC, Adenocarcinoma; HPV, human papilloma

virus; LEEP, loop electrosurgical excision procedure.
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Binary logistic regression analysis revealed that LEEP conization was an
independent risk factor for subsequent surgical margin positivity after an
initial LEEP that resulted in margin positivity (OR:4.33 95% Cl:1.59-11.7).
Analysis of risk factors for subsequent surgical margin positivity was shown
on Table 3.

Table 3. Factors Effecting Subsequent Margin Positivity After Primary LEEP

in Patients with High-Grade Cervical Dysplasia

B OR (95% ClI) )
Age 0.00 1.00 (0.92-1.07) 0.994
Menapause
Premenapause | Reference

Postmenapause | -0.49 0.60 (0.14-2.61) 0.504

Surgical Procedure
CKC | Reference

LEEP | 1.46 4.33(1.59-11.7) 0.004

Endocervical Margin

Negative | Reference
Positive | -0.27 0.75 (0.25-2.23) 0.616
Ectocervical Margin
Negative | Reference
Positive | -0.35 0.70 (0.23-2.13) 0.532
Diameter of Specimen
AP | -0.19 0.82 (0.39-1.70) 0.824
T | 055 1.74 (0.60-5.03) 0.305
D | -0.38 0.68 (0.25-1.82) 0.448

Number of Sweeps
1 | Reference

>1 | 0.39 1.47 (0.49-4.41) 0.485

AP: Antero-posterior, T: Transverse, D: Depth

Discussion

The ultimate goal of conization procedures is providing clear surgical
margins. Although cervical conization has been used successfully in the
treatment of cervical lesions, residual disease is still an important issue and
repeat conization is the generally suggested option. The current study
investigated the outcomes of LEEP and CKC in the management of
subsequent surgical margin positivity and CKC seemed to be better in
providing less frequent positive surgical margins. Furthermore, LEEP was
found to be an independent risk factor for subsequent margin positivity.
Following the introduction of LEEP, CKC has become less preferable mainly
due to higher cost, requirement of general or spinal anesthesia in most
cases and higher risk of surgical complications (10). Regarding surgical
margin positivity after cervical conization, although in some studies lower
recurrence rates of high-grade lesion after CKC have been reported, some

studies showed no significant difference between LEEP and CKC (11).

ilker CAKIR ve ark.

In previous studies, cervical conization procedures were mainly evaluated
for the initial management of cervical lesions. Following initial conization
procedure, subsequent approach for the treatment of residual disease
were mostly reported as LEEP or hysterectomy (8,9,12). In a randomized
trial investigating residual disease after cervical conization, researchers
repeated the same procedure used for initial treatment (2).

Larger diameters provided with CKC in the current study may be the
explanation of lower frequency of surgical margin positivity in CKC group.
Similarly, Munro et. al reported that depth of specimen was significantly
higher with CKC compared to LEEP (13). A previous cervical tissue
removal may result in cervicovaginal adhesions and distortion of
remaining cervical tissue. Furthermore, the border of neighboring tissues
like bladder and rectum may be vague. Removal of enough tissue from
cervix with a stable wire loop may be difficult with securing bladder and
rectum. However, a scalpel helps the surgeon in managing excision of
distorted cervical tissue providing safe distance from neighboring tissues
and a more radical excision. Larger diameters of excised specimen in the
current study in CKC group compared to LEEP proved effectiveness of CKC
in providing better surgical margin results. Although the difference did
not reach statistical significance due to limited number, all of the vaginal
injuries were in LEEP group. Technically smoke generated by
electrosurgical device and cervicovaginal adhesions may be the cause of
these injuries. Similar to previous studies (13) number of excised
specimens were higher in LEEP group. This result was associated with
bigger size of cervix that a wire loop was not able to cover whole cervix.
However, inability of a wire loop to cover a cervix that was reduced in
volume by a previous LEEP made it less likely to occur. Instead, increased
number of excised tissue encountered during second LEEP may be
associated with unbalanced and inappropriate removal of cervix in
previous LEEP that was also a contributor of surgical margin positivity.
Although less frequently observed, excision of the cervical tissue in
multiple pieces was also occurred in CKC group. The possible
explanation was that a healing tissue including granulation after initial
LEEP had less tissue strength as a result traction applied during CKC may
result in tissue tears easily when compared to a tissue that had no
previous procedure. Ayhan et. al showed that increased number of
excised specimens were a risk factor for residual disease (14). In the
current study number of excised specimen was not found to be a risk
factor for surgical margin positivity. However, an intact excised specimen
in one piece is known to be ideal and this may be regarded as a
superiority of CKC over LEEP.

Complications, particularly major bleeding was reported to occur more
frequently in CKC compared to LEEP (15). On the other hand, vaginal
injuries were reported to be more common with LEEP (16). The frequency
of major bleeding was slightly higher in CKC group though no statistical
significant difference was found. Larger excisional volume of cervix may

be the cause of major bleeding observed in CKC group.
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From different point of view, a less radical excision during LEEP may be
related with a slightly lower frequency of bleeding compared to CKC.
Cervical stenosis was reported to occur rarer than 1 % after CKC (17).
Hematometra and pyometra are possible adverse outcomes. Similarly in
the current study pyometra after CKC observed in one patient and further
management was hysterectomy because of unresponsiveness to systemic
antibiotherapy.

Cumulative recurrent or persistent disease after conization were reported
to be 24% between 5 and 50 months follow up period (18). However,
recurrent or persistent disease were not confirmed by histology. Recurrent
CIN 1I-11l that observed in 6% of the LEEP group and in 11% of the CKC group
were remarkably less than reported by Malapati et. al. Histologic
confirmation of recurrences and follow-up time limited to one year were
the causes of lower rate of recurrent disease compared to their study. The
occurrence of cervical cancer after conization due to high grade cervical
dysplasia was reported to be as low as 0.3% (18). The incidence was slightly
higher in the current study was due to inclusion of solely margin positive
patients after initial LEEP. A relationship between route of conization and
recurrent invasive disease could not be reachable on the basis of our
results. However, the relationship was less likely to be with route of
conization because invasive diseases in CKC and LEEP groups occurred after

hysterectomy.

Servikal Displazi Bulunan Olgularda Tanisal Eksizyonel islemler Sonrasi

Cerrahi Sinir Pozitifligi Olan Olgularin Dederlendirilmesi

One limitation of our study was its retrospective nature. Another limitation
was that we could not provide other potential complications of conization
procedures such as pregnancy-related issues (miscarriage, preterm labor,
etc.). However, our main goal was to investigate the success rates of
conization procedures for achieving negative surgical margins. Additionally,
our study has strengths of systematic design and balanced number of
patients in study groups. Postoperative follow-up data including HPV testing
and recurrent, persistent disease were other strengths of our study.

In conclusion, our results showed that LEEP was an independent risk factor
for subsequent margin positivity and CKC showed less surgical margin
positivity with the same complication rates, recurrent, persistent, invasive

disease in the management of margin positivity after initial LEEP.
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Frequency and Effects of Aeroallergens in

Children With Rhinitis Symptoms

Rinit Semptomlari Olan Cocuklarda

Aeroalerjenlerin Sikhigi ve Etkileri

Abstract

Introduction: Chronic rhinitis in children is very common and the majority of it is
allergic rhinitis (AR). However, in some children with AR symptoms, aeroallergen
sensitivity cannot be detected and it is defined as local AR. In this study, it was aimed
to determine the aeroallergen sensitivities of children with chronic rhinitis symptoms
and the effect of AR treatment.

Material and Method: Patients aged 2-18 years with chronic rhinitis symptoms were
evaluated retrospectively. Clinical and laboratory findings of the patients were
recorded. The symptom severity of the patients before and after treatment was
evaluated objectively using visual analog scale (VAS).

Results: Our study included 320 children with chronic rhinitis, 180 (56.3%) of whom
were boys, with a median age of 7 (min-max: 2-18). Ocular symptoms were found in
17.2% of the patients, and adenoid hypertrophy in 14.7%. Skin prick test was positive
in 181 (56.6%) patients. Sneezing was more frequent and total IgE level and absolute
eosinophil count were higher in aeroallergen-sensitive groups. There was a significant
decrease in the VAS scores of the patients after AR treatment.

Discussion: Sneezing, total IgE levels and absolute eosinophil count may predict
aeroallergen sensitivity in children with symptoms of chronic rhinitis. AR treatment has
been beneficial in our patients, whether atopic or not. In patients whose treatment
response is not sufficient, it will be beneficial to seek the opinion of ophthalmologists
and otorhinolaryngologists in terms of possible complications and to differentiate non-
allergic rhinitis.

Keywords: Aeroallergen,allergic rhinitis,asthma,atopic dermatitis,visual analig scale

0z

Girig: Cocuklarda kronik rinit gok yaygindir ve gogunlugu alerjik rinit (AR) 'dir. Bununla
birlikte, AR semptomlari olan bazi gocuklarda, aeroalerjen duyarlilig tespit edilemez ve
lokal AR olarak tanimlanir. Bu galismada, kronik rinit semptomlari olan gocuklarin
aeroalerjen duyarliliklarini ve AR tedavisinin etkisini belirlemek amaglamistir.

Materyal ve Metod: Kronik rinit semptomlari olan 2-18 yas arasindaki hastalar
retrospektif olarak degerlendirildi. Hastalara ait klinik ve laboratuvar bulgular
kaydedildi. Hastalarin tedavi 6ncesi ve sonrasi semptom siddetleri objektif olarak

gorsel analog skorlari (VAS) ile degerlendirildi.
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Bulgular: Calismamiza ortancasi 7 yas (min-max: 2-18) olan, 180 (%56,3)’i
erkek 320 gocuk dahil edildi. Hastalarda en sik nazal semptom burun
akintisi (%78,8) idi. Hastalarin %17,2’sinde g6z semptomlari, %14,7’sinde
adenoid hipertrofisi saptanmisti. Hastalarin 181’inde (%56,6) deri prick
test pozitif saptandi. Aeroalerjen duyarli gruplarda hapsirma daha sik ve
total IgE duzeyi, absoli eozinofil sayisi daha yulksekti. AR tedavisi
sonrasinda hastalarin VAS skorlarinda anlamli diisus saptandi.

Tartigma: Hapsirma, total IgE seviyeleri ve mutlak eozinofil sayisi, kronik
rinit semptomlari olan ¢ocuklarda aeroalerjen duyarliligini 6ngorebilir. AR
tedavisi, atopik olsun ya da olmasin hastalarimizda faydali olmustur.
Tedavi yaniti yeterli olmayan hastalarda, olasi komplikasyonlar agisindan
oftalmologlarin ve otorinolarengologlarin gorisiini aramak ve alerjik
olmayan riniti ayirt etmek faydal olacaktir.

Anahtar Kelimeler: Aeroalerjen, Alerjik Rinit, Astim, Atopik Dermatit,

Gorsel Analog Olgek

Introduction

Rhinitis is defined as the duration of nasal symptoms such as rhinorrhea,
sneezing, nasal obstruction and itching due to inflammation of the nose
for two or more consecutive days. Allergic rhinitis (AR) is a mucosal
inflammation that develops as a result of a hypersensitivity reaction to
substances entering the nose through the airway. Local AR (LAR) is a type
of chronic rhinitis that cannot be demonstrated by laboratory findings of
systemic allergic inflammation (specific IgE and SPT), but is characterized
by limited inflammation in the nasal mucosa with allergens and AR
symptoms are seen (1,2). AR is among the most common diseases
worldwide and often persists throughout life. According to individual
reports, the prevalence of AR is estimated to be approximately 2-25% in
children (3,4). The classic nasal symptoms of AR may be accompanied by
ocular symptoms such as itching, redness and watering of the eyes. In
addition, asthma coexistence and symptoms are common in patients with
AR (5). Various scorings such as symptom score and visual analag scale
(VAS) are used to objectively evaluate AR symptoms. Intranasal
corticosteroids are among the most effective treatment regimens (6,7).

In our study; It was aimed to determine the clinical features and
aeroallergen sensitivities of patients presenting with rhinitis symptoms, to
identify comorbidities and to objectively evaluate their response to
treatment regimens.

Material-Metods

Population and definitions of diagnosis

The retrospective cross-sectional study was performed in the Pediatric
Allergy outpatient clinics of SBU Izmir Dr. Behget Uz Pediatrics and Surgery
Training and Research Hospital, between 15.03.2022 and 01.03.2023.

Rinit Semptomlari Olan Cocuklarda Aeroalerjenlerin

Siklidi ve Etkileri

Patients with rhinitis symptoms, aged 2-18 years, who underwent skin
prick test (SPT) were included in the study. The diagnosis of AR was
defined according to ARIA guidelines (8).

Patients were considered to have intermittent AR if the symptoms were
observed less than 4 days a week or less than 4 weeks, and persistent AR
if the symptoms were more than 4 days a week or longer than 4 weeks,
depending on the duration of the symptoms. They were grouped as
seasonal AR or perennial AR according to the period in which they were
symptomatic (2). Patients with seasonal symptoms were divided into 2
groups according to symptom times as spring-summer and autumn-
winter periods.

VAS (visual analog scale) score, which is a symptom scoring method, was
used to measure AR severity objectively. AR symptom severity was
graded from 0 (no symptoms) to 10 (most severe symptom) using the
VAS. The scores made by the parents under the age of 12 and by the
patients above the age of 12 were recorded. Patients with a VAS score of
<5 were considered mild, and patients with a VAS score of 26 were
considered to have moderate-severe AR (7).

The presence of bronchial asthma, atopic dermatitis (AD), and chronic
urticaria were investigated in the patients. According to the Global
Initiative for Asthma (GINA) guideline for the diagnosis of asthma and the
revised Hanifin and Rajka criteria for the diagnosis of AD, chronic urticaria
was defined in the presence of urticaria lasting longer than 6 weeks (9-
11).

The treatments of the patients were arranged in line with the ARIA
(Allergic Rhinitis and Its Impact on Asthma) guideline recommendations
(12). VAS scores of the patients were evaluated just before and 1 month
after AR treatment.

Patients who were evaluated by an otorhinolaryngologist before AR
treatment and who were found to have adenoid hypertrophy (AH) by

lateral cephalography and/or flexible nasal endoscopy were determined.

Skin Prick Test

The SPT results of the patients at the time of their application to our
outpatient clinic were recorded. In SPT; Pollens (Grasses, Artemisia
vulgaris, Betula alba, Olea europaea); house dust mites
(Dermatophagoides pteronysinus, Dermatophagoides farinae); animal
allergens (Felis domesticus, Canis familiaris, Blatella germanica); mold
allergen (Alternaria alternata) was used (Alk-Abello®, Hgrsholm,
Denmark). SPT was considered positive if the induration diameter of any
allergen was 3 mm or more. If two or more allergen sensitivities were

detected, the patient was considered polysensitive.
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Ethics committee
Approval was obtained from izmir Katip Celebi University Non-
Interventional Clinical Research Ethics Committee (Decision number:

2023/0075).

Statistical analysis

The Kolmogorov-Smirnov test of normality was performed to select the
statistical methods to be used. If any of the groups did not meet the
normality assumption, non-parametric test methods were chosen.
Pearson chi-square test was used to compare categorized data. Wilcoxon
Signed Rank Test was used to examine whether the variation between AR
pre-treatment and post-treatment symptom scores was significant.
Statistical analysis of the study was performed using IBM SPSS Statistics
for Windows, Version 25, and the statistical significance limit was

determined as p < 0.05.
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Results

A total of 320 pediatric patients, 180 (56.3%) of whom were male, with
a median age of 7 (min-max: 2-18) were included in our study. The
most common symptoms of the patients are respectively; nasal
discharge (78.8%) and nasal congestion (68.8%). The symptoms were
more frequent in the season 200 (62.5%), and in 105 (52.5%) of these
patients, symptoms were evident in the spring-summer season. Of the
patients, 182 (56.9%) had a first-degree family member with a
diagnosis of allergic disease, 70 (21.9%) had a furry pet in their home,
and 100 (31.1%) had a smoking parent. Adenoid hypertrophy was
detected in 47 (14.7%) of 74 (23.1%) patients evaluated by an
otorhinolaryngologist. While 26 (8.1%) patients had a history of
adenoidectomy, 220 (68.8%) patients had never been evaluated by an
otorhinolaryngologist before. The symptoms were more persistent in
patients with AH than in patients without AD (p=0.034).

SPT was positive in 181 (56.6%) patients and 143 (44.7%) patients were
polysensitized. Figure 1 shows the distribution of aeroallergen detected

by SPT.
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Figure 1: Distribution of aeroallergens detected by the Skin Prick Test
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Demographic, clinical and laboratory findings of the patients are summarized in Table 1.

Table 1: Demographic, clinical and laboratory findings of patients according to allergen sensitivity

median (min-max)

SPT p Total
Positive Negative
Male
109 (34.1) 71(22.2) 180
Sex (56.3)
0.102
n (%) Female 72 (22.5 68 (21.2 140
(22.5) (21.2) @37)
Median Age (min-max) 8 6 <0.001 7(2-18)
g (2-18) (2-17) ]
200
Seasonal AR n (%) 117 (36.6) 83(25.9) (625)
0415 2'0
. 1
0,
Perennial AR n (%) 64 (20) 56 (17.5) (37.5)
. 219
Persistent AR n (%) 134 (41.8) 85 (26.6) (68.4)
0.014 O'
. 101
0,
Intermittent AR n (%) 47 (14.7) 54 (16.9) (31.6)
Sneezin 108 (33.7) 56 (17.5) 0.001 164
g ) . : (51.2)
. 220
Nasal obstruction 107 (33.5) 113 (35.3) 0.005
Symptoms (68.8)
n ) Rhinorrh 136 (42.5 116 (36.3 0.071 252
orrhea (42.5) (36.3) : (78.8)
Nasal itching 59 (18.4) 30(9.4) 0.029 89 (27.8)
Ocular symptoms
n (%) 34 (10.6) 21 (6.6) 0.388 55 (17.2)
Total IgE (1U/mL) 262 60.9 <0.001 (zlg
median (min-max) (5.8-2920) (2.86-1706) ’ N
2920)
AEC (cellsfuL) 380 60.9 w001 (351?_
median (min-max) (5.7-1410) (2.86-1706) ’ )
1410)
Adenoid hypertrophy o o 47
n (%) 19 (5.9%) 28 (8.8%) 0.215 (14.7%)
Asthma n (%) 57 (17.8) 41(12.8) 0.701 98 (30.6)
Pre-treatment VAS score
median (min-max) 7 (1-10) 6 (0-10) 0.055 6 (0-10)
Post-treatment VAS score 3(0-10) 3(0-9) 0.944 3(0-10)

AEC, absolute eosinophil count; AR, Allergic rhinitis; SPT, Skin prick test; VAS, visual analog scale

AR symptoms were evaluated according to aeroallergens. Nasal congestion,
nasal itching, and sneezing were significantly more common in patients with
pollen sensitivity than those without (respectively; p= 0.014, p= 0.022, p=
0.001).

Sneezing was more frequent in house dust mite sensitive patients than in
non-sensitive patients (p=0.017). However, there was no difference in terms
of other symptoms (p>0.005). While sneezing was more frequent in mold
sensitive patients than in non-sensitve patients, congestion was rarer
(respectively; p=0.008, p<0.001). Sneezing was more frequent in animal
dander sensitve patients than in non-sensitve patients (p=0.035), and no
significant difference was found in terms of other symptoms (p>0.05). In
terms of AR symptom time (seasonal/perineal), there was no difference
between the groups that were sensitive to aeroallergens and those that

were not (p>0.05).

AD was significantly more common in pollen sensitive patients than in
non-sensitve patients (p=0.042). No similar difference was found for other
allergens (p>0.005). In 30 of 43 patients with AD, symptoms were present
more frequently in the spring-summer period (p=0.013).

There was no difference between the allergen-sensitive and non-sensitive
groups in terms of the presence of asthma and accompanying eye
symptoms (p>0.005). Patients with ocular symptoms were older than
those without age [median 8 (min-max:3-17) vs median 7 (min-max:2-18),
p=0.009). No similar relationship was found for asthma patients (p=0.778).
Appropriate AR treatment was arranged in all of the patients, and
information was given about the precautions for allergens in aeroallergen-
sensitive patients. The most frequently preferred treatment regimens in

patients are shown in Table 2.
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Table 2: Preferred AR treatment regimens in patients

Treatment n %
INCS 88 27,5
INCS+LTRA 56 175
INCS+Anti H1 62 19,4
INCS+LTRA+ Anti H1 36 13
AS needed Anti H1 a7 14,7
LTRA 18 5,6
LTRA+ Anti H1 13 41

AR, Allergic rhinitis; Anti H1, H1-antihistamines; INCS, intranasal corticosteroid;
LTRA, Leukotriene receptor antagonists

Pre-treatment VAS scores were significantly lower in patients with asthma
than in those without asthma. Post-treatment VAS scores were significantly
higher in patients with adenoid hypertrophy than in patients without
(Table 3).

Table 3: VAS scores before and after treatment in comorbid diseases

Group Pre-treatment VAS P Post-Ufstment
median (min-max) R .
median (min-
max)
witn ves 6 (2:10) 3(0:9)
asthma
0.021
No 7(0-10) 3(0-10)
With Yes 7(3-10) 5(0-10)
adenoid
hypertro 0563
phy* -
No 6(2-10) 3(0-7)

VAS, visual analog scale
*For 74 patients evaluated by an otorhinolaryngologist

Post-treatment VAS scores in the patient groups were significantly

lower than before treatment (Table 4).

Ozge ATAY ve ark.

Table 4: Comparison of VAS scores before and after AR treatment in

groups
Group VAS p
median (min-max)
Pre- Post-treatment
treatment

Non-atopic 6 (0-10) 3(0-9) <0.001
Pollen sensitive 7 (1-10) 3(0-10) <0.001
Animal dander 6 (2-10) 3(0-6) <0.001
sensitive
House dust mite 6 (2-10) 3(0-6) <0.001
sensitive
Mold sensitive 7 (2-10) 3.5(0-7) <0.001
With adenoid 7 (3-10) 5(0-10) <0.001
hypertrophy
With asthma 6 (2-10) 3(0-9) <0.001

VAS, visual analog scale

Discussion

In our study, SPT positivity was found in 56.6% of 320 pediatric patients
aged 2-18 years who applied to our outpatient clinic with rhinitis
symptoms. The most common nasal symptoms were runny nose and
congestion. Eye symptoms were accompanying in advancing ages.
Pollens were the most frequently detected aerolaergens. Total IgE and
AES levels were significantly higher in allergen-sensitive groups compared
to non-sensitive groups. 30.6% of the patients had asthma, 14.7% had
AH, and 13.4% had AD. The most commonly preferred treatment regimen
was intranasal corticosteroids. After the treatment, the VAS scores of the

patients decreased significantly.

Nasal congestion, runny nose, itchy nose, and sneezing are symptoms of
AR (5). Eye pruritus, eye watering, photophobia and eye redness can also
be seen in patients with allergic rhinitis. It has been reported that these
symptoms are mostly accompanied by patients with pollen sensitivity
(13). Similarly, nasal congestion, nasal itching and sneezing were
common in our pollen sensitive patients. In particular, sneezing was
significantly more frequent in all aeroallergen-sensitive patients
compared to non-sensitive patients. This made us think about the
possibility that allergen sensitivity may accompany, especially in patients

with sneezing complaints.
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It has been reported that 20% of cases with AR have seasonal, 40%
perineal, and 40% seasonal exacerbation of perennial rhinitis (14). Since
the majority of patients with AR are polysensitized, it has been reported
that symptoms generally develop throughout the year (15). About half of
our patients were polysensitized by allergens, and despite this, seasonal
symptoms were described in 62.5%. We thought that our frequent pollen
sensitivity might be effective in this.

In perineal allergic rhinitis, indoor inhaled allergens such as house dust
mites, molds, cockroaches and animal dander are most frequently blamed,
while in seasonal allergic rhinitis various outdoor allergens such as pollens
and molds are responsible (15). In our study, no difference was found
between the SPT positive and negative patient groups in terms of
symptom time. We thought that this was due to the fact that local allergic
rhinitis cases could not be differentiated because they were SPT negative.
In international studies, it has been reported that more than half of
pediatric patients with AR are polysensitized and they are most
susceptible to house dust mites (16-18). In a study from Alanya region of
Turkey, DPT positivity was found in 44% of pediatric patients presenting
with AR symptoms, and sensitivity to house dust mites was reported most
frequently (18). In a different study from Turkey, the most common pollen
sensitivity was found in patients, and DPT was reported to be positive in
71.1% (19). Although we found allergen sensitivity and polysensitization
rates in our AR patients, similar to the literature; pollen and animal dander
sensitivities were prominent in our study, unlike other studies. We think
that the geographical region we live in and our society, where pets are
common, make a difference.

In a study evaluating children aged 6-12 years, the most common diseases
accompanying AR were reported as conjunctivitis (53.6%), asthma (49.5%),
AD (40%), and AH (17.3%) ( 20). In a recent study, 15-38% of patients with
AR were found to be accompanied by asthma (5). In our study, 30.6% of
our patients had asthma, 14.7% had AH, 13.4% had AD, and 17.2% had
conjunctivitis. In our study, we thought that ocular findings were not
accompanied or could not be fully expressed due to the evaluation of
younger age groups. Pre-treatment VAS scores were significantly lower in
patients with asthma than in those without asthma. This suggested that
inhaled corticosteroid therapy may be beneficial in AR symptoms as well
as asthma symptoms.

The association of AR and AD has been reported frequently in the past. It
is known that patients with AD may develop sensitivities to mites, pollen,
animal dander and mold, and the possibility of developing other allergic
diseases increases. It has been emphasized that house dust mites are the
most common aeroallergen associated with AD patients due to their
protease activities (21-23). In our study, pollen sensitivity was significantly
common in patients with AR accompanying AD. There was no difference in
terms of other allergens. The fact that the symptoms are mostly in the
spring-summer period in AD patients revealed the relationship between

pollen and AD.

Rinit Semptomlari Olan Cocuklarda Aeroalerjenlerin

Siklidi ve Etkileri

Although the relationship between AR and AH is not fully known, it has
been thought that allergen sensitivity may change the immunological
response in adenoid tissue (24). In a study evaluating children aged 6-12
years with AR, AH was found in 17.3% of children (20). In addition, it has
been reported that as the adenoid volume increases in pediatric patients
with rhinitis symptoms, the severity of the symptoms also increases (25).
In our study, we did not find any difference between the groups in terms
of the presence of AH and positivity of SPT. In our patients with AH, the
symptoms were more persistent. While there was no significant difference
in pre-treatment VAS scores in patients with AH compared to those
without it, VAS scores were significantly higher in patients with AH after
treatment. However, we found that patients with AH partially benefited
from AR treatments.

In the treatment of AR; second generation antihistamines, mast cell
stabilizers, leukotriene receptor antagonists, nasal topical steroids are
used. Elimination of possible allergen contact and specific immunotherapy
in suitable patients are alternative treatments. In addition, surgical
treatment can be preferred in suitable cases where medical treatment is
insufficient (21). Intranasal corticosteroids and H1-antihistamine, LTRA
combinations were mostly preferred in the treatment of our patients. We
found that VAS scores decreased significantly in our patients after
treatment. Since we responded to treatment regardless of atopy, we
thought that patients with LAR were quite common. Patients who could
not get the desired response despite appropriate treatment and allergen
precautions in susceptible patients were referred to
otorhinolaryngologists in terms of possible complications and differential
diagnoses.

The biggest shortcoming of our study is the retrospective design. Without
systemic atopy, LAR patients characterized by regional specific IgE
production by nasal Th2 lymphocytes and a positive nasal allergen
challenge test could not be distinguished.

Conclusion

AR and its comorbidities are very important in terms of the burden it
brings to both personal and social life, and it should not be ignored. Early
diagnosis can be achieved by increasing the awareness of physicians and
patients on this issue. The development of comorbid conditions can be
prevented and/or the severity of the disease can be reduced, especially
with the detection of the possible allergen and the precautions to be
taken and appropriate treatment. For this reason, it would be beneficial to
give importance to sneezing symptom and biomarker high AEC and T. IgE
levels, which can be distinctive for AR cases. In addition, we believe that it
would be appropriate to seek the opinion of ophthalmologists in order to
evaluate the presence of ocular symptoms in young age groups in terms of
possible comorbidities, and the opinion of otorhinolaryngologists in cases
with persistent symptoms and inadequate response to treatment. There is
still a need for practical diagnostic tests to differentiate between

nonallergic rhinitis and local allergic rhinitis.
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Failed ERCP: Single Center Experience

Oz

Amag: Koledok taglar, semptomatik kolelitiazisli hastalarin %5-15'inde bildirilen
insidansla yaygin bir sorun olmaya devam etmektedir. Endoskopik retrograd
kolanjiopankreatografi (ERKP) koledok taslarinin tedavisinde ilk basamak tedavi
yontemidir. ERKP’nin basarisiz oldugu koledok taslarinda cerrahi tedavi ginimuzde
ikinci segenek olarak uygulanmaktadir. Bu ¢alismada hastanemizde koledok tasi tanisi
ile opere edilen hastalardaki basarisiz ERKP nedenlerini ve cerrahi tedavi sonuglarimizi
sunmayl amagladik.

Gereg ve yéntem: Bu calismaya Ocak 2018 ile Ocak 2023 tarihleri arasinda izmir Katip
Celebi Universitesi Atatiirk Egitim ve Arastirma Hastanesi Genel Cerrahi Kliniginde
koledok tasi tanisi ile safra kanali eksplorasyonu yapilan 61 hasta dahil edilmistir.
Hastalarin demografik bilgileri, klinik bulgulari, cerrahi prosedirleri, komplikasyonlari
retrospektif olarak taranmistir. TUm hastalarin en az bir kez basarisiz ERKP oykusi
vard.

Bulgular: Calismaya 33’0 (%54) erkek, 28’si (%46) kadin 61 hasta dahil edildi. En sik
ERKP basarisizlik nedeni g¢ikarilamayan taslardi. Hastalarin 51'ine (%82) biliyoenterik
anastomoz uygulandi. En sik gorilen komplikasyon yara yeri enfeksiyonu idi (%36).
ERKP stent uygulamasi vyapilan hastalarda, istatistiksel olarak yara vyeri
enfeksiyonlarinda anlaml artis oldugu goruldi. Serimizde mortalite izlenmedi.

Sonug: Koledok taslarinda basarisiz ERKP’nin en 6nemli sebebinin komplike taglar
oldugu goruldu. Serimizde en sik uygulanan cerrahi teknik olan biliyoenterik
anastomozlar, mortalite olmaksizin minér morbidite ile ERKP’nin basarisiz oldugu
koledok taslarinin tedavisinde glivenli ve etkin bir sekilde uygulanabilir bir yontemdir.
ERKP ile stent uygulamalari yapilan hastalarda intra-operatif kontaminasyon ve
postoperatif yara yeri enfeksiyonu riski arttigindan, bu hastalarda gerekli 6nlemlerin
alinmasi postoperatif morbideyi azaltacaktir.

Anahtar Kelimeler: Basarisiz ERKP, biliyoenterik anastomoz, koledokoduodenostomi,

koledok tasi

Abstract

Objective: Choledochal stones remain a common problem, with a reported incidence
of 5-15% of patients with symptomatic cholelithiasis.Endoscopic retrograde
cholangiopancreatography (ERCP) is the first-line treatment for choledochal stones.
Surgical treatment is currently used as the second option in the treatment of
choledochal stones in which ERCP has failed. In this study, w eaimed to present the

causes of unsuccessful ERCP and our surgical treatment results in our hospital.
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Basarisiz ERKP Nedeni ile Opere Edilen Hastalarda Cerrahi Sonuglarimiz:

Tek Merkez Deneyimi

Methods: In this study, 61 patients who underwent bile duct exploration
with diagnosis of choledochal stones in our Hospital General Surgery
Clinic between January 2018 and January 2023 were included.
Demographic information, clinical findings, surgical procedures and
complications of the patients were investigated retrospectively. All
patients failed at least one ERCP trial.

Results: A total of 61 patients, 33 (54%) male and 28 (46%) female, were
included in our study. The most common cause of ERCP failure was stones
that could not be removed. Bilioenteric anastomosis was performed in 51
(82%) patients. The most common cause of morbidity was wound
infection (36%). It was observed that there was a statistically significant
increase in wound infections in patients who underwent ERCP stent
application. No mortality was observed in our series.

Conclusion:The most important reason for unsuccessful ERCP was
complicated stones. Bilioenteric anastomosis, the most frequently used
surgical technique in our series, can be used safely and effectively in the
treatment of choledochal stones with minor morbidity and without
mortality. Since the risk of intra-operative contamination and
postoperative wound infection increases in patients undergoing stenting
with ERCP, taking necessary precautions in these patients will reduce
postoperative morbidity.

Failed ERCP, bilioenteric

Keywords: anastomosis,

choledochoduodenostomy, choledocholithiasis

Girig

Safra kanali (koledok) taslari en sik olarak safra taslarinin safra kesesinden
safra yollarina yer degistirmesinden kaynaklanir ve sekonder taslar olarak
adlandirilirlar (1,2). Koledok taslari, semptomatik kolelitiazisli hastalarin
%5-15'inde bildirilen insidansla yaygin bir sorun olmaya devam
etmektedir (3,4). Primer koledok taslari uzamis sistik giidik veya biliyer
stenozu olmayan hastalarda kolesistektomiden 2 yil sonra safra yollarinda
tespit edilen taslar olarak tanimlanir. Gérlilme insidansi %4-14 arasindadir
(5,6). Safra kanali taslar kolaylikla biliyer obstriiksiyona, kolanjite ve
pankreatite neden olarak, ciddi morbidite ve hatta mortalite sebebi
olabilmektedir (2,7). Bu nedenle glincel kilavuzlar, semptomlara
bakilmaksizin tanimlanan tim safra kanali taslarinin gikariimasini
onermektedir (8,9).

Endoskopik retrograd kolanjiopankreatografi (ERKP) koledok taslarinin
tedavisinde ilk basamak tedavi yontemidir. ERKP minimal invaziv bir
yontem olsa da % 6-15 hastada pankreatit, perforasyon gibi ciddi
komplikasyonlara neden olabilmektedir (1,2). impakte, biyiik ve/veya
multiple tas, Ust gastrointestinal cerrahi sonrasi degismis anatomi, acihm
anomalisi, postbulber darlik gibi nedenlere baglh olarak ERKP’nin basarisiz
oldugu durumlarda cerrahi tedavi ikinci secenek olarak uygulanmaktadir

(3,10,11).

Our Surgical Outcomes in Patients Operated For Failed ERCP: Single

Center Experience

Bu calismada hastanemizde koledok tasi tanisi ile opere edilen
hastalardaki basarisiz ERKP nedenlerini ve cerrahi tedavi sonuglarimizi

sunmayi amagladik.

Gereg ve Yontem

Tek merkezli, retrospektif ¢alismamiz Helsinki Bildirgesi'ne uygun olarak
tasarlandi ve yiritildi. Bu calisma, Katip Celebi Universitesi Klinik
Arastirmalar Etik Komitesi'nin onayi ile yapilmistir (27.04.2023/0189)
Calismaya Ocak 2018 ile Ocak 2023 tarihleri arasinda izmir Katip Celebi
Universitesi Atatiirk Egitim ve Arastirma Hastanesi Genel Cerrahi
Kliniginde koledok tagi tanisi ile safra kanali eksplorasyonu yapilan 61
hasta dahil edilmistir. Tim hastalar en az bir ERKP denemesinde basarisiz
olmustur. Malignite ve benign safra yollari darligi olan hastalar galismaya
dahil edilmemistir.

Hastalarin demografik 6zellikleri, yandas hastaliklari, American Society of
Anesthesiologists (ASA) skorlari, ERKP sayilari ve basarisizlik sebepleri,
endoskopik sfinkterotomi ve stent uygulamalar, yapilan cerrahi
girisimler, hastanede yatig sureleri, 30 glinlik morbidite ve mortalite

arastinldi.

istatistik

Veriler IBM SPSS Statistics Standard Concurrent User V 26 (IBM Corp.,
Armonk, New York, ABD) istatistik paket programinda degerlendirildi.
Tanimlayici istatistikler birim sayisi (n), ytzde (%) degerleri olarak verildi.
Kategorik degiskenler arasindaki iliskiler (relationship) Pearsonchi-square
ve Fisher’s exact test ile degerlendirildi. Kikare testlerinde alt grup
analizleri Bonferroni dizeltmeli iki oran z testi ile yapildi. p<0.05 degeri

istatistiksel olarak anlaml kabul edildi.

Bulgular

Calisma kapsaminda degerlendirmeye alinan 61 hastanin 33’0 (%54)
erkek, 28’s1 (%46) kadin olup yas ortalamasi 60 (25-86) idi. 14 hastada
hipertansiyon, 9 hastada diyabetes mellitus, 7 hastada kronik obstruktif
akciger hastaligl, 4 hastada koroner arter hastaligi birer hastanin kronik
boébrek yetmezligi, konjestif kalp yetmezligi ve diyabetes insipidusu
mevcuttu. Hastalara ait demografik veriler ve ASA skorlari tablo 1 de

Ozetlenmistir.
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Tablo 3. Postoperatif yara yeri enfeksiyonunu etkileyen faktorler

Calisma grubu (n=61) Yara yeri enfeksiyon yok | Yara yeri enfeksiyon var
p
Yas (y1l) 60 (25-86) n=39 n=22
Erkek, n (%) 33 (54) Cinsiyet
Komorbidite, n 37 (60.6) Erkek n, (%) 20(5L.3) 10(455) 0,806
(%) "
Kadin n, (%) 19 (48,7) 12 (54,5)
ASA skore,n(%)
Yas
1 4(6.5)
2 45 (73.8) <65n, (%) 28 (71,8) 11 (50) 0,089
3 12 (19.7) 265 (n, %) 11(28.2) 11(50) “
ASA: AmericanSociety of Anaesthesiologists. Kolesistektomi dykiisii
Var n, (%) 13(33,3) 9(40.9) 0,554
&
Hastalarin 22’si (%36) kolesistektomili idi. Bir hastada ise rudimente kese Yokn, (%) 26 (66,7) 13(59.1)
tip 4 Mirizzi sendromu mevcuttu. Hastalara ortalama 3 (1-8) olmak uzere ASA Skoru
toplamda 186 kez ERKP islemi yapilmisti. Hastalarin 43’lGne (%70) 1n, (%) 4(10,3) 0(0)
0,273
endoskopik sfinkterotomi, 48’ine (%78) stent uygulamasi yapilmisti. 2n, (%) 27(69,2) 18(81.,8) o
Basarisiz ERKP nedenleri ve hastalara uygulanan cerrahi yontemler Tablo 2 3n, (%) 8(20,5) 4(18,2)
de Ozetlenmistir. ERCP tekran
<3n, (%) 26 (66,7) 17 (77,3) 0,383
&
Tablo 2. Cerrahi endikasyonlar ve prosedrler =30, (%) 18(33) 527
Stent
Endikasyonlar (n=61)
Varn, (%) 28(718) 20(90.9) 0,040
Cikmayan tas n(%) 43 (70.4) Yok n, (%) 11(28,2) 209,0) &
Agilim anomalisi n(%) 10 (16.3) EST
Var n, (%) 26 (66,7) 17 (77,3) 0.383
Gegirilmis cerrahi (Billroth 5 (8.1) e
Yokn, (% 13(333 5(22,7
2 Gastrektomi) n(%) okn. ) @33 @2
Tas sayist
Postbulber Darlik n(%) 3 (4.9) Multiple n, (%) 32(821) 17(77.8) 0,652
Tek n, (%) 70179 5(22,7) &
Cerrahi prosediir
Operasyon
Koledokoduodenostomi 4 (12.2) Biliyoenterik Anastamozn, (%) 30(76,9) 20 (90,9)
n(%) 0172
Hepatikojejunostomi n(%) 6(9.8) ;/S" p drenaj, primer onarim n, 9(23,1) 2(9,1) &
T-tiip n(%) 6 (9.8) & Kikare analizi
Primer onarim n(%) 5(8.2)

50 hastada (%82) koledokta multiple tas, 11 (%18) hastada ise en buytgu
3 cm cgapta tek tas mevcuttu. Postoperatif erken donemde en sik gérilen
morbidite nedeni yara yeri enfeksiyonu idi (%36). Yara yeri enfeksiyonu
olan ve olmayan hastalar karsilastirildi. ERKP ile stent uygulanan

hastalarda yara yeri enfeksiyonu anlamli olarak ylksek bulundu (Tablo 3).

Yedi (%32) hastanin stent ve yara yeri kiltiir sonuglarinda extended
spectrum beta lactamases (ESBL) + Escherichia (E.) Coli, alti (%27) hastada
E.Coli, iki (%9) hastada Enterokokus Fekalis + Klebsiella Pnémonia, iki
hastada (%9) ESBL + Klebsiella Pnémonia, bir (%5) hastada Enterokokus
Casseliflavus Uredi. Dort (%18) hastadan ise kiltir alinmadigi tespit edildi.
Taburculuk sonrasi ilk 30 glin igerisinde iki hastaya yara ayrilmasi, bir
hastaya ise evisserasyon nedeni ile tekrar yatis yapilarak sirasi ile yara
debritmani vakum vyardimli kapama tedavisi ve evisserasyon tamiri
uygulandi. Bir hastada postoperatif erken dénemde (st gastrointestinal
sistem kanamasi gelisti. Cerrahi tedavi ile kontrol altina alindi. Ortalama
yatis stiresi 10 gun (4-32) olup, mortalite izlenmedi. Hastalarin ortalama

39.5 ay takiplerinde nuks ve/veya rezidi tag izlenmedi.
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Basarisiz ERKP Nedeni ile Opere Edilen Hastalarda Cerrahi Sonuglarimiz:

Tek Merkez Deneyimi

Tartisma

Koledok taslari ¢ogunlukla safra kesesi taglarina sekonder gorilmekle
birlikte nadir olarak primer taslar olarak da karsimiza gikabilmektedir (12).
Bu patolojik durumun tanisinda gecikme morbidite ve mortaliteyi
artirabilir (4). insidansi ilerleyen yas ile birlikte artmaktadir (13,14).
Serimizde yag ortalamasi 60 iken literatiirdeki serilerden farkh olarak
hastalarin yarisindan fazlasinin 65 yasindan geng hastalar oldugu gorildi
(3). Serimizde 22 olgu daha 6nceden kolesistektomili idi. Bu hastalarin
13’0 primer koledok tasi ile uyumlu bulundu. Primer koledok taslarinda
tedavi, yiiksek nuks (%41,7'ye kadar) nedeniyle daha zorludur (6,12,13).
Bu nedenle daha fazla sayida ERKP uygulamalarina ihtiya¢g duyulur ve
basarisiz ERKP nedeni olabilir. Gliniimuzde safra yolu taglarinin yaklasik
%90"' ERKP ile tedavi edilmektedir (11). ERKP ile koledok taslarinin
tedavisinde European Society of Gastrointestinal Endoscopy tarafindan
onerilen sfinkterotomi + papiller balon dilatasyonu, mekanik litotripsi,
endoprotez yerlestirilmesi tekrarlayan litotripsi uygulamalari hastanemiz
endoskopi Unitesinde bagari ile uygulanirken, elektrohidrolik ve/veya
laser litotripsi, extrakorporeal shock wave litotripsi gibi daha ileri
uygulamalar Unitemizde yapilmamaktadir. Endoskopistler arasinda ERKP
becerisi ve tecriibe arttik¢a koledok taslarinda ERKP uygulama sayilarinin
da arttigi gosterilmistir (3). Serimizde 61 hastaya en az bir en fazla 8
olmak lzere toplamda 186 kez ERKP yapilmis oldugu goruldi. Tekrarlayan
ERKP uygulamalari hastanin cerrahiye verilmesini geciktirmekte ve
yapilacak cerrahi igin risk olusturmaktadir (3,14). Basarisiz ERKP
nedenlerinden en sik gorileni ¢ikarilamayan taslardir (%5-10) (8,14). Zor
koledok taslari olarak isimlendirilen bu taslarda cesitli ileri endoskopik
yontemler kullanilarak literatlirde tedavi edilebilirlik oranlarinin arttigi
gosterilmistir (8). Ghazanfor ve arkadaglarinin galismasinda ERKP 23
(%11.5) hastada impakte ve buylk taglar nedeni ile basarisiz oldugu
goruldi (10). Aydin ve arkadaslarinin ¢alismasinda 15 hastada impakte ve
buytk taslar, yedi hastada degismis anatomi, 1 hastada agilim anomalisi
ERKP basarisiz nedenleri olarak belirtilmistir (14). Serimizde de literatur
ile uyumlu olarak %70.4 oraninda cgikarilamayan taglar en sik basarisiz
ERKP nedeni iken, agiim anomalileri, gegirilmis cerrahiler ve postbulber
darhklar diger basarisiz ERKP nedenleri olarak karsimiza gikti.

Koledok taslarinda cerrahi tedavi, Onceki basarili endoskopik
prosedirlere ragmen rezidi koledokolitiyazis ve/veya kolanjite bagl
tekrarlayan semptomlar varliginda veya endoskopik prosedirlerin
basarisiz oldugu tim safra kanal taslarinda dustntlmelidir (12). Safra
kanali taslarininin cerrahi ve endoskopik tedavisini karsilastiran bir
Cochrane analizinde agik safra kanali cerrahisi, elde edilen kanitlara
dayali olarak koledok taslarinin temizlenmesini saglamada ERKP'den
Ustlin goriindugu sonucuna varmiglardir (2). Cerrahi tedavideki amaglar
safra yollarindaki taslarin temizlenmesi ve safra drenajinin etkin olarak
saglanmasidir. Bu baglamda koledok taslarinin cerrahi tedavisinde

biliyoenterik anastomozlar siklikla tercih edilen yontemler olarak 6n

plana gikmistir (12).

Our Surgical Outcomes in Patients Operated For Failed ERCP: Single

Center Experience

Ozellikle safra yollarinda multipl taslari olan ileri yas ve komorbid hastalarda,
disik postoperatif komplikasyon oranlar ile hizlh ve gilivenli bir sekilde
uygulanabilmesi, safra yollarini tatminkar olarak drene edebilmesi en 6nemli
tercih nedenleridir (5). Younis ve arkadaslarinin galismasinda basarisiz ERKP
vakalarinin  cerrahi tedavisinde %62.7’sine  koledokoduodenostomi,
%27.4'line Roux-en-Y koledokojejunostomi olmak Uzere toplamda %90.1'i
biliyoenterik anastomoz uygulanmistir (3). Aydin ve arkadaslarinin basarisiz
ERKP sonucunda koledekoduodenostomi uygulanan vakalari
degerlendirdikleri calismalarinda erken ve geg postoperatif donemde major
bir komplikasyon ile karsilasmamislardir (14). Ghazanfor ve arkadaslari 23
basarisiz ERKP vakasinin 13’iinde biliyoenterik anastomozu tercih etmislerdir
(10). Serimizde 44 (%72.2) hasta koledekoduodenostomi, 6 (%9.8) hasta
hepatikojejunostomi olmak Uzere toplamda 50 (%82) hasta biliyoenterik
anastomoz yapilmigtir.

Younis ve arkadaglari, tekrarlayan basarisiz ERKP girisimleri sonucunda
papillada meydana gelen yaralanmalarin skar ve striktiire sebep oldugu
bunun da biliyer agagta motilite ve akimda disfonksiyona yol agtig1 hipotezini
galismalarinda ileri sirmuglerdir (3). Sonug olarak bu hasta gruplarinda
drenaj prosedirleri disinda uygulanacak koledekotomi ile safra yolu
explorasyonu ve T-tip kapatmanin uzun doénem ¢bzimde vyeterli
olamayabilecegini ileri stirmuslerdir (3). Galismamizda 6 (%9.8) hastaya
koledotomi + T-tlip drenaj, 5 (%8.2) hastaya koledokotomi + primer onarim
uygulandi. 39.5 ay ortalama takip slresince niiks ve/veya rezidli tas
saptanmadi.

Younis ve arkadaslarinin galismasinda da en sik gorilen postoperatif
komplikasyon cerrahi alan enfeksiyonlari olarak bulunmus (%20) (3).
Galismamizda da en sik gorilen morbidite nedeni %36 oraninda yara yeri
enfeksiyonlari idi. ERKP stent uygulanan vakalarda istatistiksel olarak yara
yeri enfeksiyonunun anlamli olarak ylksek oldugu gosterildi. Literattrdeki
yuksek volimlli serilerden farkli olarak serimizde anastamoz kagagi,
intraabdominal abse ve mortalite izlenmedi.

Bu calismanin sinirlamalari, retrospektif dogasi ve tek merkezli, dusik
vollimlu olmasidir.

Sonug

Galismamizin sonucunda koledok taslarinda basarisiz ERKP’nin en 6nemli
sebebinin komplike taslar oldugu gorildi. Serimizde en sik uygulanan
cerrahi teknik olan biliyoenterik anastomozlar, mortalite olmaksizin minor
morbidite ile ERKP’nin basarisiz oldugu koledok taglarinin tedavisinde,
glvenli ve etkin bir sekilde uygulanabilir bir yontemdir.

Ozellikle ERKP ile stent uygulamalari yapilan hastalarda intra-operatif
kontaminasyon ve postoperatif yara yeri enfeksiyon riski arttigindan, bu
hastalarda gerekli nlemlerin alinmasi postoperatif morbideyi azaltacaktir.
Tesekkir

Calismanin istatistik analizindeki yardimlarindan 6tiri Dog. Dr. Mustafa

Agah Tekindal’a tesekkiir ederiz.
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Retrospective Analysis of Patients Diagnosed with Aortic

Dissection in the Emergency Department

Acil Serviste Aort Diseksiyonu Tanisi Alan Hastalarin

Retrospektif Analizi

Abstract

Objective: In this study, it was aimed to comparatively examine the demographic
characteristics of patients admitted to the emergency department and diagnosed with
acute aortic dissection, according to dissection types, and the clinical processes from
admission to the emergency department to their outcome.

Materials and Methods: In this retrospective observational study, 51 patients with
acute aortic dissection who presented to the emergency department of a tertiary care
institution were analyzed. Patients over the age of 18 who applied to the emergency
department between September 2019 and September 2022 and were diagnosed with
acute aortic dissection by an emergency medicine specialist and a cardiovascular
surgeon were included in the study. Stanford classification was used for aortic
dissection classification. This work was carried out in accordance with the principles of
the Declaration of Helsinki, respecting human rights, promoting democratic values and
in compliance with international law.

Results: When the length of stay in the hospital was examined, no significant
difference was observed between the groups. When the basic complaints of the
patients were examined, it was seen that chest-back pain complaints were significantly
higher in the Type A aortic dissection group (79.4%) and abdominal pain and non-
specific symptoms were significantly higher in the Type B aortic dissection group
(17,6%, 47.1%). When the dissection types of the patients were compared with the
operation conditions, it was seen that the rate of emergency surgery was significantly
higher in the Type B aortic disseciton group (70.6%). When the hospitalization status of
the patients was compared with the dissection type, it was seen that the rate of
intensive care hospitalization was high in both groups, and the groups were similar in
this respect. When the prognosis of the patients was evaluated, it was seen that the ex
rate was significantly higher in the Type B aortic disseciton group.

Conclusion: Since the diagnosis and treatment process of acute aortic disseciton is
complicated, the results are affected by many preoperative, intraoperative and
postoperative conditions. A better understanding of the clinical features of aortic
dissection patients and the analysis of risk factors are of great importance for diagnosis
and treatment planning as well as improving prognosis.

Keywords: Aortic dissection; emergency department; Stanford classification

0Oz

Amag: Bu calismada, acil servise bagvuran ve akut aort diseksiyonu tanisi alan
hastalarin demografik ozelliklerinin, diseksiyon tiplerine goére ve acil servise
basvurularindan sonuglarina kadar olan klinik streglerinin karsilastirmali olarak

incelenmesi amaglanmigstir.
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Dissection in the Emergency Department

Materyal — Metotlar: Bu retrospektif gozlemsel galismada, Uglincl
basamak bir saglk kurumunun acil servisine basvuran ve akut aort
diseksiyonu tanisi alan 51 hasta incelendi. Eylil 2019 ve Eylil 2022
tarihleri arasinda acil servise basvuran ve acil tip uzmani ve kalp damar
cerrahi tarafindan akut aort diseksiyonu tanisi konulan 18 yas Ustu
hastalar galismaya dahil edildi. Aort diseksiyon siniflamasi igin Stanford
siniflamasi kullanildi.

Bulgular: Hastanede kalis stireleri incelendiginde gruplar arasinda anlaml
bir fark gézlenmedi. Hastalarin temel sikayetleri incelendiginde gogus-sirt
agnisi sikayetinin Tip A aort diseksiyonu grubunda (%79,4), karin agrisi ve
non-spesifik semptomlarin ise Tip B aort diseksiyonu grubunda (%17,6,
%47,1) anlamli olarak daha yiksek oldugu goruldi. Hastalarin diseksiyon
tipleri ile ameliyat durumlari karsilastirildiginda, acil ameliyat oraninin Tip
B aort diseksiyonu grubunda anlaml olarak daha yiiksek oldugu gorildu
(%70,6). Hastalarin hastanede yatis durumlar diseksiyon tipi ile
karsilagtirildiginda, her iki grupta da yogun bakimda yatis oraninin yiiksek
oldugu ve gruplarin bu agidan benzer oldugu gorildi. Hastalarin
prognozu degerlendirildiginde Tip B aort diseksiyonu grubunda ex
oraninin anlamli olarak daha yiksek oldugu gorildi.

Sonug: Akut aort dissekitonunun tani ve tedavi sireci karmasik
oldugundan, sonuglar ameliyat 6ncesi, ameliyat sirasi ve ameliyat sonrasi
birgok durumdan etkilenmektedir. Aort diseksiyonu hastalarinin klinik
ozelliklerinin daha iyi anlagilmasi ve risk faktorlerinin analizi, tani ve tedavi
planlamasinin yani sira prognozun iyilestiriimesi igin buyik Onem
tagimaktadir.

Anahtar Kelimeler: Acil Tip; Aort diseksiyonu; Stanford siniflamasi

Introduction

Acute aortic dissection (AD) is a rare vascular disease with a very high
mortality rate. As a result of a tear in the intimal layer, blood enters
between the intima and the media. This leads to the formation of a false
lumen with proximal or retrograde progression of the dissection. The
incidence of the disease has been found to be between 5 and 30 per
million in studies [1]. There are two main anatomical classifications used
to classify AD, but the Stanford classification is generally preferred. In this
scoring, dissections are classified into two types according to the
ascending or descending part of the involved aorta. Type A AD (TAAD)
involves the ascending aorta independent of the location of the primary
intimal tear. It is also defined as dissection proximal to the
brachiocephalic artery. AD arising from the distal left subclavian artery
and involving only the descending aorta is defined as Type B AD (TBAD).
Ascending AD is almost twice as common as descending AD [2]. The
patient typically has chest pain of sudden onset, described as severe and
tearing, but the clinic can sometimes be nonspecific. Most patients with
AD die before reaching the emergency room. If untreated, mortality

approaches 50% within the first 48 hours [3,4].
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The majority of patients diagnosed with AD are middle-aged hypertensive
patients. Most patients come to the emergency room with sudden, severe
chest pain. Patients may present to the emergency room with congestive
heart failure (CHF), syncope, superior vena cava syndrome, paraplegia,
transient ischemic transient loss of

recurrent attacks,

movement and sensation in the legs, and hoarse voice. Therefore,
sometimes there may be a delay in the diagnosis process. Chest X-ray
should be considered first as an imaging method in a patient with
suspected AD in the emergency department. Mediastinal enlargement is
seen in 60-70% of patients. While the dissection can be seen clearly with
computed tomography (CT), the dissection flap in the ascending aorta can
be seen with echocardiography in cases where CT cannot be performed.

In this study, it was aimed to compare the demographic characteristics and
clinical processes of patients admitted to the emergency department and
diagnosed with acute aortic dissection according to the dissection types
(Type A, Type B) from admission to the emergency department until their
outcome.

Materials And Method

This is an observational study conducted retrospectively. This study
received ethics committee approval from the Ethics Committee for non
interventional clinical trials of the university to which the hospital is
affiliated, with the decision number 0493 and dated 24/11/2022. In this
study, patients admitted to the emergency room of a tertiary hospital and
diagnosed with acute AD were examined between September 2019 and
September 2022. Patients 18 years of age or older who visited the
emergency room with a diagnosis of AD were included in the study.
Patients for whom information on examinations and results could not
be obtained were excluded from the study.

Patients were classified as Stanford Type A or Type B AD according to
computed tomography scans with contrast in the arterial phase. The
patients” demographic data, their complaint, type of dissection, operation
and hospitalization status, hospitalization days and survival status were
recorded in the data recording form.

Statistical Analysis

Ratio, mean, standard deviation and median values were used to define
the data statistically. The Kolmogorov-Smirnov criterion was used for the
distribution of variables. Independent samples t-tests were used for
guantitative independent data analysis. All analyzes were performed at
95% confidence interval. P<0.05 was considered statistically significant. All

analyzes were performed using SPSS 28.0 program.

Results
A total of 51 patients, 15 female (29.4%) and 36 male (70.6%), were
included in the study. The mean age of the patients was 61+15. The mean

hospitalization time of the patients was 17+45 days.
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When examining the main complaints of the patients, it was seen that
chest-back pain was the most common (56.9%) and non-specific
complaints were the least (7.8%). When the dissection types were
examined, it was determined that 66.7% had TAAD and 33.3% had TBAD.

It was observed that the majority of the patients (47.1%) did not have

Osman Sezer CINAROGLU ve ark.

It was determined that 70.3% of the operated patients were taken to
emergency surgery and 29.7% had elective surgery. None of the patients
were discharged from the emergency room, but 88.2% of the patients
were admitted to the intensive care unit and 11.8% were admitted to
the service room. While 64.7% of hospitalized patients were discharged

from the clinic, 35.3% died (Table 1).

Table 1. Demographic and clinical characteristics of patients with aortic dissection

surgery.
GENDER
Female
Male
Total

EMERGENCY APPLICATION COMPLAINT
Nonspesific
Chest-Back Pain
Abdominal Pain
Dyspnea
Total
DISSECTION LOCATION
Stanford A
Stanford B
Total
SURGERY EMERGENCY/ELECTIVE
Did not have surgery
Emergency
Elective
Total
SERVICE/ICU
Service
ICU
Total

EX/ DISCHARGE
Discharge
Ex
Total

Frequency
15.1 (29.4%)
5.2 (70.6%)
20.2 (100%)
Frequency
4.1 (7.8%)
29.1 (56.9%)
10.1 (19.6%)
8.1 (15.7%)
20.2 (100%)
Frequency
3.2 (66.7%)
17.1(33.3%)
20.2 (100%)
Frequency
24.1 (47.1%)
19.1 (37.3%)
8.1 (15.7%)
20.2 (100%)
Frequency
6 (11.8%)
45 (88.2%)
51 (100%)

Frequency
33(64.7%)
18 (35.3%)
51 (100%)
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When patients were compared according to the Stanford classification,
male-female ratios were similar for TAAD and TBAD (p=0.192). The mean
age of both groups was similar (p=0.889). No significant differences
were observed between groups when examining length of stay in hospital
(p=0.283). When the patient’s basic complaints were examined, it was seen
that chest-back pain complaints were significantly higher in the TAAD group,
and abdominal pain and non-specific symptoms were significantly higher in

the TBAD group (p<0.001).

Acil Serviste Aort Diseksiyonu Tanisi Alan Hastalarin

Retrospektif Analizi

When the dissection types of the patients and their operation status were
compared, it was observed that the rate of emergency surgery was
significantly higher in the TBAD group (p=0.023).

When the hospitalization status of the patients was compared according to
the dissection types, it was seen that the rate of intensive care
hospitalization was high in both groups, and the groups were similar in this
respect (p=0.663). When the prognosis of the patients was evaluated, it
was observed that the exitus rate was significantly higher in the TAAD

group (p=0.002) (Table 2).

Table 2. Demographic and clinical characteristics of patients according to dissection types

EMERGENCY NONSPESIFIC
APPLICATION
COMPLAINT
DISSECTION Stanford | Number of | 1(2.9%)
LOCATION A Paitents
Stanford | Number of & 3(17.6%)
B Paitents
Total Number of | 4 (7.8%)
Paitents
OPERATION DID NOT
EMERGENCY/ HAVE
ELECTIVE
DISSECTION Stanford = Number of @ 12 (35.3%)
LOCATION A Paitents
Stanford = Number of @ 12 (70.6%)
B Paitents
Total Number of @ 24 (47.1%)
Paitents
SERVICE/ICU SERVICE
DISSECTION Stanford = Number of @ 4 (11.8%)
LOCATION A Paitents
Stanford = Number of @2 (11.8%)
B Paitents
Total Number of | 6 (11.8%)
Paitents
EX/DISCHARGE DISCHARGE
DISSECTION Stanford = Number of @ 17 (50.0%)
LOCATION A Paitents
Stanford = Number of @ 16 (94.1%)
B Paitents
Total Number of = 33 (64.7%)
Paitents

CHEST-BACK = ABDOMINAL DYSPNEA @ TOTAL
PAIN PAIN
27 (79.4%) 2 (5.9%) 4 (11.8%) 34 (100%)
2 (11.8%) 8 (47.1%) 4 (23.5%) 17 (100%)
29 (56.9%) 10 (19.6%) 8 (15.7%) 51 (100%)
EMERGENCY ELECTIVE TOTAL
17 (50%) 5 (14.7%) 34 (100%)
2 (11.8%) 3 (17.6%) 17 (100%)
19 (37.3%) 8 (15.7%) 51 (100%)
ICU Total
30 (88.2%) 34 (100%)
15 (88.2%) 17 (100%)
45 (88.2%) 51 (100%)
EX Total
17 (50.0%) 34 (100.0%)
1(5.9%) 17 100.0%)
18 (35.3%) 51 (100.0%)

185



Osman Sezer CINAROGLU et al.

Discussion

This study retrospectively analyzed patients who visited the
emergency room with a diagnosis of AD. The analysis revealed that the
main complaint of patients with TAAD was chest or back pain and the rates
of emergency operations were higher. In addition, although the complaints
of patients with TBAD were abdominal pain and nonspecific symptoms in
general, the mortality rates were significantly lower than those with TAAD.
In this study in which 51 patients were examined, it was observed that the
rate of AD was significantly higher in male patients, 70.6% of whom were
male and 29.4% were female. The female-male ratio in the studies in the
literature is similar to the data obtained in this study [5-7]. The mean age of
the patients in this study was 61+15. In the study of Sbarouni e. et al., the
patients” mean age was found to be 63 +14, similarly, and the results were
similar [5]. The similarity of these data shows that the disease is a condition
that is independent of genetic, nutritional and environmental factors all
over the world.

It was observed that 35.3% of the patients with AD who were hospitalized
were ex. In a multicenter study conducted by Hagan PG et al. on 464 AD
patients, in-patient mortality was found to be 27.4% [8]. The hospital
where this study was conducted is a tertiary education and research
hospital and accepts patients from external hospitals that do not have
cardiovascular surgeons. Treatment delays that may occur due to patient
transfer procedures may have increased the mortality rate [4].

It was observed that 66.7% of the patients had TAAD. In the study
conducted by Pape et al. on 4428 patients in which patients with aortic
dissection were examined, TAAD was observed at a rate of 67%, and the
results obtained were very close to each other [9]. In this study, in which
the clinical features of patients divided into Stanford A and B groups were
compared according to their groups, the first striking detail was that the

main complaints of patients with TAAD were chest and back pain.

Osman Sezer CINAROGLU ve ark.

In TAADs, the proximal extension of the dissection may cause aortic
regurgitation due to prolapse of the valve leaflets. In addition, the
proximal extension of the dissection in TAAD may also lead to dissection
of the coronary arteries, resulting in myocardial ischemia and infarction.

This explains the clinical presentation of TAAD patients. In addition, it
was seen that the most common reasons for patients with TBAD to apply
to the ED were abdominal pain or non-specific findings. When the
operative conditions of the patients with AD were compared between
the the groups, it was seen that the rate of emergency surgery was
significantly higher in the TAAD group. The high rate of emergency
surgery in TAAD explains the complicated course of the patient due to
the lack of surgical preparation [10,11]. When the survival of the patients
examined, the mortality rate in patients with TAAD was found to be
significantly higher when compared to the TBAD group. There are studies
in the literature showing that dissection in TAAD involves the coronary
artery and increases the risk of mortality [12,13]. The results obtained in

these studies support our results.

Conclusion

The range of clinical presentation is wide, as dissection is a dynamic
process that can occur anywhere in the aorta. Such studies should be
increased in order to evaluate the reflexes of clinicians in this country in

order to quickly diagnose AD patients and direct them to treatment.

Limitation

The limitations of this study are that it is retrospective and single-center.
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A Comparison Of Inmunophenotyping With Flow Cytometry And
Pathological Examination Data In Cases With A Preliminary

Diagnosis Of Acute Leukemia

Akut Lésemi On Tamili Hastalarda Flowsitometri Yéntemi ile

immunofenotiplendirme ve Patolojik Verilerin Karsilastiriimasi

Abstract

Objective: The diagnosis of acute leukemias is a complicated process, it is proceeding
with the development of laboratory techniques. In this patient group
immunophenotyping using flow cytometry is crucial in rapid and diagnosis at cellular
level.

Materials and methods: In this study 88 peripheral blood or bone marrow specimens
from the patients admitted to hematology clinic of third degree education and training
hospital with acute leukemia pre-diagnosis between 01.01.2016-31.12.2019 were
analyzed with 6 color flow cytometry method using FACSCanto Il (Becton Dickinson,
San Jose, CA, USA). The results were compared with conventional pathological
examination which is gold standart in diagnosis of acute leukemia.

Results: The compatibility rate of the results with pathologic examination which is
conventional gold standard method in the diagnosis of acute leukemias was found as
%84.1. Conclusion: Early diagnosis, diagnosis at the cellular level and prompt therapy
will save life in hematological malignancies. Flow cytometry will facilitate the
development of rational and individualized immunotherapy strategies by providing a
direct evaluation of many surface antigens in hematological malignancies.

Keywords: flow cytometry, acute leukemia, pathology

Oz

Girig: Akut l6semilerde tani komplike bir suregtir, laboratuar teknolojilerinde yeni
gelismeler ile zaman igerisinde ilerleme kaydedilmektedir. Flowsitometri ile
immunofenotiplendirme bu grup olgularda hizli ve hiicre diizeyinde tani konulmasinda
6nemli bir yere sahiptir.

Yontem: Bu calismada 3. basamak bir egitim arastirma hastanesinde 01.01.2016-
31.12.2019 tarihleri arasinda hematoloji klinigine akut 16semi 6ntanisi ile basvuran 88
olguda periferik kan veya kemik iligi 6rneklerinde FACSCanto Il (Becton Dickinson, San
Jose, CA, USA) kullanilarak alti renkli flowsitometri analizi yapilmis, sonuglar tanida
altin standart olan konvansiyonel patolojik incelemelerle uyumluluk agisindan
karsilastinlimigtir.

Bulgular: Bu olgularda flowsitometri ile immunofenotiplendirme sonuglari tanida altin
standart olan patolojik inceleme sonuglari ile %84.1 oraninda uyumlu bulunmustur.
Sonug: Hematolojik malignitelerde hizli ve hiicre diizeyinde tani konularak tedavinin
erken baslanmasi hayat kurtaricidir. Bunun yaninda yakin gelecekte molekiler tiptaki
gelismeler ile timor antijenlerine karsi gelistirilen bireysel ve rasyonel monoklonal
antikor tedavileri gibi immunoterapilerin kullanima girmesinde flowsitometri 6nem
tagiyacaktir.

Anahtar Kelimeler: Flow sitometri, akut 16semi, patoloji
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A Comparison Of Inmunophenotyping With Flow Cytometry And

Pathological Examination Data In Cases With A Preliminary Diagnosis

Of Acute Leukemia

Introduction
The diagnosis of acute leukemia is a complicated process that has become
easier over time with the developments in the techniques of laboratory
methods. The diagnostic methods of leukemia have been enriched with
the increasing use of immunophenotyping tests like flow cytometry next
to the traditional diagnosis and classification process made with a
morphological examination of bone marrow smear preparations stained
with  Giemsa/Wright or other different

cytochemical  dyes.

Cytomorphological evaluation, immunophenotyping, cytochemical
examination, and molecular genetic approaches are involved in acute
leukemias diagnosis. Cytomorphology is the main procedure in the
diagnosis of hematological diseases. It will also retain its value in
diagnosis in these cases in the future. In this sense, the analysis of the
relative  distribution and percentage values in erythropoiesis,
granulopoiesis, and monocytopoiesis is meaningful in the diagnosis.
Cytochemical staining of iron, myeloperoxidase, and nonspecific esterase
is used for the dysplasia assessment. In bone marrow biopsy, it is possible
to examine the ratio, maturation, hystotopography, and cellularity in
hematopoietic cells (1). Histological evaluation along with
immunohistochemical evaluation is especially useful for the classification
and differentiation of MDS from AML and in non-specific AML subtypes
(2). Flow cytometry, which is used to determine the immunophenotyping
method, allows 8-10 markers to be evaluated simultaneously at the
single-cell level. An adequate flow cytometry panel should cover not only
AML, B-ALL, and T-ALL but also AL of uncertain origins, such as
undifferentiated leukemia. Immunophenotype deviation is observed in
leukemia cells and they are classified as follows (1). The presence of
cross-lineage antigens, like lymphoid markers as AML with CD19-
positivity, the asynchronous presence of maturation markers, such as, the
expression of CD34 and CD11b in AML at the same time, the absence or
typical markers’ decreased expression, like, AML with HLA-DR negativity
and the antigens’ overexpression, such as CD33 and CD34 in AML.

Immunophenotyping using flow cytometry is an important method for
the detection, characterization, and counting of normal and malignant
cell populations in the diagnosis of leukemia. It is a guide in classification
and differential diagnosis. In addition to the diagnosis of AML, it is used in
minimal residual disease diagnosis, evaluation of response to therapies,
and analysis of disease kinetics. In addition, flow cytometry includes
immunohistochemical methods used in bone marrow biopsy samples.
Many molecular and cytogenetic aberrations are related to specific
immunophenotypic features and thus performing further analysis flow
cytometry is of importance. In addition, the detection of specific antigens
can be prognostic and therapeutic in acute leukemia subtypes. After the
initial diagnosis, immunophenotypic characteristics of leukemia guide the
management of response to treatment, minimal residual disease, and
recurrence (3). When the specimen is stained with an antibody against

CD34, the distribution of myeloid leukemia patterns becomes visible.

Akut L6semi On Tanili Hastalarda Flowsitometri Yéntemi ile

immunofenotiplendirme ve Patolojik Verilerin Karsilastiriimasi

Diagnosis is made by using appropriate antibodies. Flow cytometry enables
rapid quantification of antigen expression at the single cell level and
detection of aberrant expression. In leukemias, cytomorphology is useful in
diagnosis and treatment selection, immunophenotyping is useful in
diagnosis, treatment selection, and recognition of the residual disease,
cytogenetic diagnosis is useful in prognosis determination and treatment
selection, and molecular genetic study is useful in all four of these main
topics (4). In this sense, a multidisciplinary approach is required in the
diagnosis of leukemia, treatment selection, and prognosis determination.

In the presented study, we compared and analyzed the compatibility rate
between the flow cytometric analysis and pathological examinations of the
bone marrow and blood samples applied to a tertiary care hospital
laboratory with a pre-diagnosis of acute leukemia between 01.01.2016 -

31.12.2019.

Material and Methods

Immunophenotyping is a laboratory technique used to identify and
characterize cells based on the expression of specific cell surface or
intracellular markers. In this particular case, immunophenotyping was
performed on bone marrow or peripheral blood samples to diagnose acute
leukosis, a type of acute leukemia. The samples were collected in tubes
containing EDTA and analyzed using a six-color flow cytometry analysis
with the fluorochromes FITC, PE, PerCP Cy5.5, APC, PE-Cy7, and APC-H7.
After antibody staining, lysis and washing procedures were performed, and
the cells were permeabilized with BD FACS™ Permeabilizing Solution 2
before staining for cytoplasmic markers. The EGIL criteria were used for
data evaluation and analysis, with 20% of surface marker positive
expression and 10% for cytoplasmic markers as cut-off values. The analysis
was performed using the BD FACS Diva version 6.1.3 software. Three tubes
were used in common for all cases with a preliminary diagnosis of acute
leukosis, with different markers used to diagnose AML, B-ALL, or T-ALL.
Additional markers were used for further identification of AMLs with the
monocytic origin, erythroleukemia, and megakaryoblastic leukemia. The
bone marrow samples were also evaluated for acute leukosis in the
pathology laboratory, and the kappa statistical analysis was used to
evaluate the conformity between both methods. A p-value of less than
0.001 was considered statistically significant.

Overall, immunophenotyping is a valuable tool in the diagnosis and
characterization of acute leukosis and other hematologic disorders. The use
of flow cytometry and specific markers can help identify the cell type and
lineage, and guide treatment decisions.

Local Hospital Ethics Committee approval (date:11.03.2020, decision no:05)

have been obtained for the study.
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Results

In the presented study, 88 samples from patients admitted to our
hospital with a prediagnosis of acute leukemia between 01.01.2016 and
31.12.2019 were included. Thirty-six (40.9%) patients were female
gender. The mean age was 57.3 = 16.9 years in the presented study.
While evaluating flow cytometry and pathologic data simultaneously, 19
(21.5%), 4 (4.5%), and 51 (57.9%) of the 88 pathologic analyses were
evaluated as AML, ALL, and non-diagnostic, respectively. In flow
cytometric analysis, 31 (35.2%), 5 (5.6%) and 52 (59.0%) of 88 samples
were AML, ALL, and non-diagnostic, respectively.

The conformity between pathological examinations and flow cytometry
in acute leukemia diagnosis was optimal (K = 0.674, p < 0.001, percentage

agreement: 84.1%, Table 1).

Table 1: The comparison of pathological examinations and flow

cytometric analysis in samples with a preliminary diagnosis of acute

leukosis
Pathological Flow cytometry
examinations

Non diagnostic AML | ALL Total

Non 51 12 1 64
diagnostic
AML 1 19 0 20
ALL 0 0 4 4
Total 52 31 5 88
Percentage of | 84.1
conformity
(%)
Kappa 0.674 p<0.001
statistics

Banu KARACA ve ark.

Discussion

Rapid and definitive diagnosis is required for effective clinical
management of hematologic malignancies. A multidisciplinary approach
including cytomorphological evaluation, immunophenotyping,
cytochemical investigations, and molecular genetic methods is required
for the diagnosis. Multi-parameter flow cytometry provides rapid and
detailed antigen expression detection and morphologic evaluation in
acute leukoses (5,6). There are few studies in the literature on the
comparison of pathologic examinations and flow cytometric analyses. In
our study, while comparing the results of pathologic methods and flow
cytometry, we found a conformity percentage of 84.1%, which is quite
high. Cheng et al. revealed that immunophenotypic classification by
immunophenotyping is accurate (>98%) in almost all cases of pediatric
leukemia, this results are similar to our study findings (7). New
developments have contributed to the revision of previous classifications
of hematologic malignancies as well as to the determination of prognosis
and treatment. Evaluation of bone marrow smears and pathologic
diagnosis is gold standard in the diagnosis of leukemia but
immunophenotyping using flow cytometry (in our study, the conformity
rate between pathological examinations and immunophenotyping results
was high) is very valuable in terms of rapid treatment decision and
prognosis prediction, especially since pathological examination takes
time. In the future, with the advancement of molecular medicine, specific
antitumor agents such as monoclonal antibodies developed against
tumor antigens will enter clinical use. Flow cytometry will facilitate the
development of rational and individualized immunotherapy strategies by

providing a direct evaluation of many surface antigens in hematological

malignancies.
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The Prognostic Role Of HALP Score In Patients Treated

With Transcatheter Aortic Valve Implantation

HALP Prognostik Skorunun Transkatater Aort Kapak

implantasyonu  islemi  Uygulanan  Hastalardaki

Prognostik Degeri

Abstract

Objective: Hemoglobin-albumin-lymphocyte-platelet (HALP) score is a parameter that
reflects immune, inflammatory and nutritional status of the individuals. In this study,
we investigated the effect of HALP score on long-term mortality in patients who
underwent transcatheter aortic valve implantation (TAVI).

Materials and Methods: A total of 190 consecutive patients who underwent TAVI
between 01.2016 and 05.2022 were retrospectively included. Patients were divided
into low and high HALP score groups according to the median HALP score in order to
compare the baseline characteristics. Independent predictors of long-term all-cause
mortality were determined by multivariate Cox regression analysis.

Results: Mean age of the group was 79.818.1 years and 104 (54.7%) patients were
females. The median HALP score was 30.88 (21.47-39.84). In the low HALP score group;
mean hemoglobin, lymphocyte, albumin levels and lymphocyte-monocyte ratio were
significantly lower (p<0.001, for all) while neutrophil-lymphocyte ratio, mean
neutrophil and platelet counts were significantly higher (p<0.001, p=0.02, p<0.001,
respectively). 30-day mortality was significantly higher in low HALP score group (15.8%
vs. 6.3%, p=0.03). Maximally selected rank statistics revealed an optimal cutoff point of
23.33 for HALP score to predict long-term mortality. According to this cutoff point,
survival was significantly lower in the low HALP score group (log-rank p<0.001). HALP
score was found to be an independent predictor of long-term all-cause mortality
(HR:0.98, 95% Cl:0.97-0.99, p=0.029) in multivariate analysis.

Conclusion: HALP score is associated with poor prognosis in TAVI patients. As a simple
and inexpensive marker calculated from basic laboratory parameters, HALP score
should be incorporated in preprocedural risk assessment of these patients.

Keywords: hemoglobin-albumin-lymphocyte-platelet score, transcatheter aortic valve
implantation, mortality

(074

Amag: Hemoglobin-alblimin-lenfosit-platelet (HALP) skoru; kisinin imm{n, inflamatuar
ve nutrisyonel durumunu yansitan, birgok kanser tiriinde prognoz ile iliskisi gésterilmis
bir parametredir. Biz bu calismada, transkateter aort kapak implantasyonu (TAVi)
yapilan hastalarda HALP skorunun uzun dénem mortalite Uzerine etkisini arastirmayi
amagladik.

Yontem: Kalp takimi tarafindan secilerek 01.2016-05.2022 tarihleri arasinda TAVi
uygulanmis olan 190 ardisik hasta calismamiza retrospektif olarak dahil edildi. Hastalar,
bazal 6zelliklerin karsilastiriimasi igin grubun medyan HALP skoru degerine gore disiik
ve yuksek olmak Uzere iki gruba ayrildi. Cok degiskenli Cox regresyon analizi ile uzun

doénem tiim nedenlere bagh mortalitenin bagimsiz 6ngordurtculeri belirlendi.
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Bulgular: Hastalarin yas ortalamasi 79,8+8,1 yil idi ve 104'G (%54,7)
kadindi. GCalisma grubunun medyan HALP skoru 30,88 (21,47-39,84) idi.
Dustik HALP skoru grubunda ortalama hemoglobin, lenfosit, albimin
seviyeleri ve lenfosit-monosit orani anlamli olarak daha diistik (p<0,001,
hepsi igin); notrofil-lenfosit orani, ortalama nétrofil ve platelet seviyeleri
anlamli olarak daha ylksek (p<0,001, p=0,02, p<0,001; sirasiyla) gézlendi.
HALP skoru dustik olan grupta 30 glinluk mortalite anlamli olarak daha
yuksekti (%15,8’e karsi %6,3, p=0,03). Maksimal secilmis siralama
istatistigi ile uzun dénem mortaliteyi 6ngérdiirmede optimal HALP skoru
kesim degeri 23,33 olarak belirlendi. Bu seviyeye gore karsilastirildiginda,
diisik HALP skoru grubunda sagkalim yuksek gruba gére anlaml olarak
diistiktt (log-rank p<0,001). Cok degiskenli analizde, HALP skoru (HR:0,98,
95% Cl:0,97-0,99, p=0,029) uzun dénem tiim nedenlere bagli mortaliteyi
bagimsiz olarak 6ngordirmekteydi.

Sonug: islem 6ncesi degerlendirilen HALP skoru, TAVi ile tedavi edilen
hastalarda kot prognoz ile iliskilidir.  Temel laboratuvar
parametrelerinden hesaplanan, givenilir, basit ve ucuz bir belirte¢ olan
HALP skoru, bu hastalarin prosediir dncesi risk degerlendirmelerinde
kullanilabilir.

Anahtar  Kelimeler:  Hemoglobin-albiimin-lenfosit-platelet  skoru;
transkateter aort kapak implantasyonu; mortalite

Introduction

Aortic stenosis (AS) is the most common primary valvular disease
requiring surgical or transcatheter intervention with an increasing
prevalence with age. Transcatheter aortic valve implantation (TAVI) has
become the preferred treatment option in elderly patients with severe AS
and extreme surgical risk but recent studies also reported that TAVI is
non-inferior to surgical aortic valve replacement in also intermediate- and
low-risk patients (1). With expanding indications, it is important to
identify the factors associated with prognosis in patients treated with
TAVI and novel biomarkers could potentially improve preprocedural risk
assessment.
Hemoglobin-albumin-lymphocyte-platelet ~ (HALP)  score, primarily
developed to assess prognosis in patients with gastric carcinoma, is based
on parameters which are readily available from routine blood tests (2). It
reflects immunological, inflammatory and nutritional status of the
patients and has been reported to be associated with poor prognosis in a
variety of cancer types to date (3). Inflammatory parameters, nutritional
indices, baseline hemoglobin and albumin levels have been reported to
be associated with worse outcome in patients after TAVI (4-10). HALP
score, a combination of all these parameters, can be easily calculated
from routine blood tests obtained in everyday clinical practice of these
patients and can predict prognosis better in this patient group.

To our knowledge, there are no studies evaluating the relationship
between HALP score and prognosis in TAVI patients. In this study, we
aimed to assess the effect of HALP score on long-term all-cause mortality

in patients treated with TAVI for severe AS.

HALP Prognostik Skorunun Transkatater Aort Kapak implantasyonu
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Materials And Methods

We retrospectively analyzed patients treated with TAVI for severe AS
between January 2016 and May 2022 at our clinic. Eligibility for TAVI was
determined by the multidisciplinary local heart team according to
European Society of Cardiology/European Associations for Cardio-Thoracic
Surgery valvular heart disease guidelines valid at the time accounting for
individuals’ clinical, anatomical and procedural characteristics. All TAVI
procedures were performed by the same experienced interventional team.
The exclusion criteria from the study were: (1) Patients with signs of active
infection; (2) Patients with chronic inflammatory, hematological,
autoimmune diseases and malignancies; (3) Patients with severe hepatic
and renal dysfunction (estimated glomerular filtration rate <30
ml/min/1.73 m?2); (4) Patients with missing data to assess HALP score. The
study complied with the Declaration of Helsinki and was approved by the
local ethics commitee (HNEAH-KAEK 2023/KK/104).

Demographic, clinical, echocardiographic, procedural and laboratory data
were obtained from electronic medical records. Logistic European System
for Cardiac Operative Risk Evaluation (EuroSCORE) was calculated for risk
assessment in all patients. Procedural and postprocedural outcomes were

defined according to Valve Academic Research Consortium-2 criteria (11).

Laboratory Tests and HALP score

Laboratory tests were obtained from patients before the procedure. The
complete blood counts and biochemical parameters were analyzed with
commercially available devices in the hospital’s laboratory department.
The HALP score was calculated according to the following formula:
hemoglobin (g/L) x albumin (g/L) x lymphocytes (/L) / platelets (/L) (2).
Patients were divided into low and high HALP score groups according to
median HALP score (30.88) of the study population to compare baseline

characteristics.

Outcome Assessment

The primary outcome was all-cause death during the follow-up period.
Patients were followed up until the date of death or May 31 2023, allowing
at least one year of follow-up for every patient unless died in the first year.
Survival status was determined by medical records and dates of death were

noted.

Statistical Analysis

All statistical analyses were performed by R version 4.01 software (Vienna,
Austria). Distribution of data was tested with Shapiro-Wilk test and visual
histograms. Continuous data were presented as mean + standart deviation
or medians and interquartile ranges, as appropriate. Categorical data were
expressed as numbers (percentages). Continuous variables were compared
with independent samples t-test or Mann-Whitney U test and categorical
variables with Pearson’s chi-square test or Fisher’'s exact test, as

appropriate.
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The maximally selected rank statistics were used to determine optimal
cutoff point for the HALP score for prediction of long-term mortality.
Survival probabilities of the low and high HALP score groups according to
cutoff point determined in the maximally selected rank statistics were
calculated with Kaplan-Meier curves and compared by log-rank test.
Predictors of long-term all-cause mortality were assessed with univariate
and multivariate Cox proportional hazards regression analysis.
Parameters with a p value <0.1 in univariate analysis were included in the
multivariate model. Results were reported as hazard ratios (HR) and 95%
confidence intervals (Cl). Two tailed p-value <0.05 was considered

statistically significant.

Results

A total of 190 consecutive patients with a mean age of 79.8 + 8.1 years
were included in this study and 104 (54.7%) of them were females.
Median HALP score of the study group was 30.88 (21.47-39.84). Baseline

characteristics of the study group are shown in Table 1.

Table 1. Baseline characteristics of study population according to

Hemoglobin-Albumin- Lymphocyte-Platelet (HALP) score.

Mustafa Azmi SUNGUR ve ark.

Categorical variables are expressed as numbers (percentages) and
continuous variables are expressed as means * standard deviations.
Abbreviations: AV= aortic valve; AVA= aortic valve orifice area; CABG=
coronary artery bypass grafting; CAD= coronary artery disease; CKD=
chronic kidney disease; COPD= chronic obstructive pulmonary disease;
EuroSCORE= European System for Cardiac Operative Risk Evaluation;
LMR= lymphocyte-monocyte ratio; NLR= neutrophil-lymphocyte ratio;

PG= pressure gradient.

No significant differences were observed between low HALP score
(<30.88) and high HALP score (>30.88) groups regarding age, gender,
comorbidities, logistic EuroSCORE, preprocedural echocardiographic
findings and procedural data.

Among laboratory parameters; mean hemoglobin, lymphocyte, albumin
levels and lymphocyte-monocyte ratio were significantly lower (p<0.001,
for all) in the low HALP score group while neutrophil-lymphocyte ratio,
mean neutrophil and platelet counts were significantly higher (p<0.001,
p=0.02, p<0.001, respectively) than high HALP score group.

Procedural and postprocedural complications are displayed in Table 2. All

outcomes were similar among groups except significantly higher 30-day

- o o e
All patients Low HALP High HALP 0 mortality in the low HALP score group (15.8% vs. 6.3%, p=0.03).
(n=190) Score (n=95) Score (n=95) value
Age (years; . .
ge (years) 79.8+8.1 80.4+76 79.2+85 028 Table 2. Procedural and postprocedural outcomes in study population
Gender (Female) 104 (54.7 52 (54.7 52 (54.7 0.99
- 647 G40 G40 i according to Hemoglobin-Albumin- Lymphocyte-Platelet (HALP) score.
Hypertension 144 (75.8) 74 (77.9) 70 (73.7) 0.49
Diabetes Mellitus 88 (46.3) 45 (47.4) 43 (45.3) 0.77
Prior CAD 144 (75.8) 74 (77.9) 70 (73.7) 0.49
Prior CABG 52 (27.4) 22(23.2) 30 (31.6) 0.19 All patients Low HALP High HALP p
(n=190) Score (n=95) Score (n=95) value
CoPD 71(37.4) 38 (40) 33 (34.7) 0.45
CKD 42 (22.1) 23(24.2) 19 (20) 0.48
Laboratory Data Aortic regurgitation
Hemoglobin (g/dL) 114+1.7 10.8+ 1.6 11.9+1.5 <0.001 ;+ 8107(?3251)) 38 glé)l) 4; 2334)2) 0.95
i + B . X
Neutrophil (x103/uL) 51+24 55+2.7 47+2 0.02 3+ 5 (2.6) 2(2.1) 3(32)
Vascular complications 32(16.8) 13 (13.7) 19 (20) 0.24
Lymphocyte (x103/uL) 16+1 1.3+0.5 2+1.2 <0.001
Monocyte (x10%/uL) 0.6+0.2 0.6+0.3 0.5+0.2 0.22
NIR RS S EER] RS Acute kidney injury 14 (7.4) 9(9.5) 5(5.3) 0.26
<0.001
LMR 32+18 25+1.1 39+2.1 <0.001
Platelet (x10%/pL) 2280+ 84.9 2513+826 2064=815 | 0001 Stroke/TIA 5(26) 221 3(32) 0.65
Albumin (g/dL) 37404 37404 37404 031
Preprocedural and Procedural Data Coronary obstruction 1(09) 0 1@y 031
Logistic EuroSCORE 265+15.2 2764165 248+137 0.20
Ejection fraction (%) 485113 476119 49.4+10.5 0.33 Myocardial nfarction ‘e 2@ 2@ !
AVA (cm?) 07402 0.7+0.2 0.7+01 0.72
AV peak PG (mm Hg) 7734212 74+ 201 8054218 0.06 Cardiogenic shock 20(10.5) 13(13.7) 7(7.4) 0.15
AV mean PG (mm Hg) 48.9+133 475+12.8 50.3+13.8 022
Predilation 178 (93.7) 91 (95.8) 87 (916) 023 Cardiac tamponade 6(3.2) 5(5.3) 1(1.1) 0.09
Valve type Permanent PM 16 (8.4) 11 (11.6) 5(5.3) 0.11
Balloon- dabl implantation
alloon-expandable 61(32.1) 34 (35.8) 27 (28.4) 0.27
Self-expandable 129 (67.9) 61 (64.2) 68 (71.6)
Implanted valve size (mm) 26.8+2.4 26.6+2.4 27424 0.32 30-day all-cause mortality
21(11.1) 15 (15.8) 6(6.3) 0.03
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Variables are expressed as numbers (percentages). Abbreviations: PM=

pacemaker; TIA= transient ischemic attack.

A total of 87 deaths (45.8%) were recorded during a median follow-up time
of 936.7 + 610.9 days. Maximally selected rank statistics revealed an optimal
cutoff point of 23.33 for the HALP score to predict all-cause long-term

mortality (Figure 1).

Figure 1. Maximally selected rank statistics to define optimal cutoff value

for Hemoglobin-Albumin-Lymphocyte-Platelet (HALP) score.
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Based on this cutoff value, survival rates of patients in the low and high
HALP score groups in the same follow-up period are presented in Table 3
for comparison. For example; during a mean follow-up period of 1000 days,
survival rate of low HALP score group was 49.5% while it was 65.2% in the

high HALP score group.

Table 3. Comparison of survival probabilities of high and low Hemoglobin-
Albumin-Lymphocyte-Platelet (HALP) score groups at 500, 1000 and 1500

days of follow-up.

Groups Time Number Number Survival 95% Confidence
(days) at Risk of Events (%) Interval
Lower Upper

(%) (%)

High HALP 500 86 26 79 721 86.6

Score

High HALP 1000 64 14 65.2 56.9 74.7

Score

High HALP 1500 45 12 52.6 43.8 63.1

Score

Low HALP 500 32 22 60.1 485 46

Score

Low HALP 1000 21 5 495 37.6 65.2

Score

Low HALP 1500 12 8 30.1 19.2 47

Score

HALP Prognostik Skorunun Transkatater Aort Kapak implantasyonu
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Kaplan-Meier curves showed that low HALP score group was associated
with worse overall survival than high HALP score group (p<0.001 by the

log-rank test) (Figure 2).

Figure 2. Kaplan-Meier curves presenting survival rates of patients

according to Hemoglobin-Albumin-Lymphocyte-Platelet (HALP) score.
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In multivariable Cox regression analysis; HALP score (HR: 0.98, 95% Cl:
0.97-0.99, p=0.029) was identified as independent predictor of long-term
all-cause mortality after TAVI along with neutrophil count (HR: 1.08, 95%
Cl:1.01-1.17, p=0.031) (Table 4).

Table 4. Multivariable Cox proportional hazards regression analysis to

identify predictors of all-cause long term mortality.

Hazard Ratio | 95% Confidence Interval P
value

Gender (male)

1.05 0.70-1.57 0.809
HALP Score

0.98 0.97-0.99 0.029
Neutrophil

1.08 1.01-1.17 0.031
Logistic EuroSCORE

1.00 0.99-1.02 0.839

Abbreviations: EuroSCORE= European System for Cardiac Operative Risk

Evaluation; HALP= hemoglobin-albumin-lymphocyte-platelet.
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Discussion

The main findings of this study are; (1) Mortality rate was 45.8% at a mean
follow-up time of 2.6 years in high-risk patients treated with TAVI and (2)
lower HALP score is associated with poor prognosis in this patient group.
TAVI was first introduced as an alternative to surgery in patients with
severe AS and high surgical risk. Due to its current indications, studies on
long-term mortality after TAVI are mostly limited to initial studies involving
high- and intermediate-risk patient groups. 5-year mortality rate after TAVI
was reported as 67.8% in PARTNER 1 trial involving high-risk patients and
46% in PARTNER 2 trial involving intermediate-risk patients (12,13).

With recent studies reporting non-inferiority of TAVI to surgical aortic valve
replacement in intermediate- and low-risk patients, its indications are
gradually expanding. That means more and younger patients will be
treated with TAVI in the coming days. Traditional risk assessment
modalities (EuroSCORE, Society of Thoracic Surgeons score) used in the
evaluation of patients with severe AS are designed to assess periprocedural
mortality. Long-term risk prediction scores after TAVI are lacking. Although
it has been reported in studies that frailty, inflammatory and nutritional
status of the patients were associated with prognosis in TAVI patients, they
are not incorporated in everyday clinical practice. Therefore, it is important
to develop new prediction tools for long-term outcomes in patients treated
with TAVI and novel biomarkers may improve risk assessment of these
patients.

HALP score integrates several parameters collected during routine
evaluation of patients and reflects immune, inflammatory and nutritional
status which are important parameters in the prognosis of most chronic
illnesses. To date, HALP score was found to be associated with prognosis in
many types of cancer and acute ischemic stroke (3,14). To our knowledge,
this is the first study to evaluate HALP score in patients treated with TAVI.
Low hemoglobin levels and anemia are established prognostic factors in
various chronic illnesses as well as TAVI. Anemia is common in patients
with TAVI and malnutrition, iron-deficiency and shear stress-dependent
intravascular hemolysis are the proposed underlying mechanisms (15,16).
Baseline anemia and lower hemoglobin levels were found to be
independent predictors of early and mid-term mortality after TAVI in a
meta-analysis (9). In line with these findings, a recent study of 908 patients
who underwent TAVI has reported that every reduction in hemoglobin
levels by 1g/dL before TAVI was associated with an 11% increased risk of
all-cause mortality during a median follow-up time of 2.5 years (15). Serum
albumin levels can be affected by several mechanisms including
malnutrition, chronic inflammation, renal function and volume status of
patients with cardiovascular diseases (17). Malnutrition is a common
comorbidity in TAVI patients. A recent meta-analysis found that
approximately one-fourth to one-third of patients with AS selected for TAVI
had malnutrition and these patients had a higher risk of all-cause mortality

at one year (8). Besides that, as a marker of malnutrition, serum albumin is

part of the frailty criteria (18).

Mustafa Azmi SUNGUR ve ark.

As a negative acute-phase reactant, serum albumin levels drop during an
inflammatory process. Inflammation plays a crucial role in the pathogenesis
and outcomes of AS (5,19). Several inflammatory markers (C-reactive
protein, C-reactive protein-albumin ratio, neutrophil-lymphocyte ratio,
platelet-lymphocyte ratio, systemic immune inflammatory index, etc.) have
been found to be associated with mortality in TAVI patients (4-7). A meta-
analysis of 14 studies including 3449 TAVI patients demonstrated that high
C-reactive protein levels at baseline was associated with increased mid-
term mortality rates after TAVI (5). Whatever the underlying reason for
detection of preprocedural low serum albumin levels, it was reported to be
associated with poor prognosis in patients after TAVI (10).

Lymphocyte and platelet counts are simple parameters used to evaluate
the immune system function. Low lymphocyte and high platelet levels are
indicative of impaired immunity and increased infection risk. They are
incorporated in various immune-malnutrition assessment scores (e.g.
prognostic nutritional index, CONUT score) and inflammatory biomarkers
(e.g. neutrophil-lymphocyte ratio, platelet-lymphocyte ratio) that are of
prognostic importance after TAVI.

Recently, a cross-sectional study evaluating HALP score of 8245 participants
across numerous demographic, socioeconomic and health-related variables
was published (20). Their results showed that anemia treatment, age over
65 years, weak/failing kidneys and cancer which are also commonly
encountered in TAVI patients were independent risk factors associated
lower HALP score.

Our study, for the first time, demonstrated that a low HALP score is
associated with increased long-term all-cause mortality after TAVI. HALP
score is a simple scoring system combining all these important markers
mentioned above which makes it suitable for use in clinical practice for
better long-term risk assessment of patients treated with TAVI. However,
further comprehensive studies are needed on this subject to validate our
findings.

Our study had some limitations. It is a retrospective study and due to its
nature, it is subject to intrinsic limitations of selection bias and lack of
causality. Sample size was relatively small. HALP scores were assessed only
at baseline and changes during follow-up were not tracked. Potential effect
of the medications used were not considered. The patients included in our
study was high-risk patients and the results should be evaluated in this
context. On the other hand, we evaluated all consecutive patients with

severe AS and underwent TAVI in this single-center study.

Conclusion

HALP score was an independent predictor of long-term all-cause mortality
in patients treated with TAVI. As a simple, reliable and cost-effective
biomarker, HALP score evaluated at baseline might help to predict

prognosis after TAVI in patients with severe AS.
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Grade I, /] Endometrioid Tip Endometrial
Adenokarsinomlarda Melf Paterni Ve Mikrosatellit

instabilite iliskisi

The Relationship Of Melf Pattern And Microsatellit
Instability in Grade |, Il Endometrioid Type Endometrial

Adenocarcinoma

0Oz

Amag: Calismamizda histerektomi materyallerinde Grade I, Il Endometrioid tip
Endometrial Adenokarsinom tanisi almis hastalarda;  MELF paterni varligi ile
immunhistokimyasal  yontemle saptadigimiz  mikrosatellit  instabilite  (MSI)
proteinlerinde (MLH-1, PMS-2, MSH-2 ve MSH-6) nikleer ekspresyon kaybi iligkisinin
arastiriimasi amaglanmistir.

Yontemler: Grade | ve Il Endometrioid tipte Endometrial Adenokarsinom tanisi almig
86 histerektomi materyalinin preparatlari tarandi ve patoloji raporlar incelendi.
Olgularin yasi, tumor derecesi, timor boyutu, endometriumda stromal invazyon
derinligi, MELF varhgi, MLH1, MSH2, MSH6, PMS?2 ile niikleer boyanma kaybi durumu,
lenfovaskdler invazyon varligi ve yayginligi, nekroz varligi, lenf nodu metastaz durumu,
sayisl, serviks tutulumu ve metastaz durumu retrospektif olarak degerlendirildi.
Bulgular: Grade | ve Il Endometrioid tip Endometrial adenokarsinomlarda MELF paterni
varliginin, myometrial invazyon (p <0,001) lenfovaskiler invazyon (p <0,0001) ve
serviks tutulumu (p:0,023) ile istatistiksel anlamli iliskisi saptanmistir. MELF ile tumor
volim (P<0,0001), en bliyuk boyut (P<0,003) ve en kiiguik boyut (P<0,002) arasinda da
anlamli iliski bulunmustur. MELF paterni ile Mikrosatellit instabilite DNA yanlis eslesme
tamir proteinleri igin uygulanan immunhistokimyasal belirtegler olan MLH1, PMS2,
MSH2 VE MSH6 ile niikleer boyanma kaybi arasinda bir iliski saptanmamustir.

Sonug: Calismamizda elde edilen veriler tumor davranisi agisindan bu iki yolagin farkl
mekanizmalar oldugunu distindtUrmastir. Bu sonuglar, biyik timoér boyutu olan
dusuk dereceli endometrial kanserlerde MELF paternin  normalden daha sik
gorilebilecegini disundirmektedir.

Anahtar Kelimeler: Endometrial Adenokarsinom, Melf (Mikrokistik, Elonge, Fragmante)

Paterni, MSI (Mikrosatellit instabilite)

Abstract

Aim: In our study, in patients diagnosed with Grade I, Il Endometrioid type endometrial
adenocarcinoma; we aimed to investigate the relationship between the presence of
MELF pattern and the loss of nuclear expression in microsatellite instability (MSI)
proteins  (MLH-1, PMS-2, MSH-2 and MSH-6) that we detected by
immunohistochemical method.

Methods: The preparations of 86 hysterectomy materials diagnosed as Grade | and Il
Endometrioid Endometrial Adenocarcinoma were scanned and the pathology reports

were examined.
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Age, tumor grade, tumor size, depth of stromal invasion in the
endometrium, presence of MELF, loss of nuclear staining with MLH1,
MSH2, MSH6, PMS2, presence and extent of lymphovascular invasion,
presence of necrosis, lymph node metastasis status and number, and
cervical involvement, metastasis status was evaluated retrospectively.
Finding: In grade 1 and 2 endometrial adenocarcinomas, the presence of
MELF pattern was found to be statistically significantly associated with
myometrial invasion (p <0.001), lymphovascular invasion (p <0.0001) and
cervix-uteri involvement (p:0.023). A significant relationship was also
found between MELF and tumor volume (P<0.0001), largest tumor size
(P<0.003) and smallest size (P<0.002). No correlation was found between
the MELF pattern and the immunohistochemical markers MLH1, PMS2,
MSH2, and MSH6 applied for microsatellite instability DNA mismatch
repair proteins.

Conclusion: The data obtained in our study suggested that these two
pathways are different mechanisms in terms of tumor behavior. In
conclusion, it suggests that the MELF pattern may be seen more
frequently than normal in low-grade endometrial cancers with large
tumor size.

Keywords: Endometrial Adenocarcinoma, Melf (Microcystic, Elonge,

Fragmante) Pattern, MSI (Microsatellite Instability)

Girig
Endometrial kanser , kadin genital sisteminin en sik gorilen timoridir
(1). 2013 yilinda The Cancer Genom Atlas (TCGA) galisma grubunun yaptig
arastirmada spesifik molekiler 6zelliklerin endometriyum kanserinde
major prognostik 6neme sahip oldugu gosterilmistir. Siniflamada; 1-POLE
mutant (polimeraz epsilon;ultramutated) grup, 2-Mikrosatellit instabil
(MSi;hipermutant) grup, 3-Yiiksek kopyali grup(P53 mutasyonlu), 4-Diisiik
kopyali (p53 wild tip, endometrioid) bigimindedir. Ser6z karsinomlar daha
¢ok P53 mutasyonlu yiksek kopya sayili gruba girerken Endometrioid tip
Endometrial adenokarsinom bu dort molekiler gruba da girebilir (2-3).
Grup 1 ve 2 tiimérleri (POLE mutant , MSIi) olumlu prognoz, grup 4
timorleri (ser6z benzeri) kotl prognoz ve Grup 3 dusiik kopya sayisi
timorleri diger gruplar arasinda ara prognoz gosterir. Grup 1 ve 2 (POLE
ve MSi grup) immiin-kontrol inhibitér tedavisinden fayda gérebilmesi
nedeniyle daha iyi bir prognoza sahiptir (4).

MELF (mikrokistik-elonge-fragmante) paterni ilk defa Lee, Vacek ve
Belinson tarafindan tanimlanmistir (5), MELF terimi daha sonra Murray ve
ark. tarafindan da irdelenmistir (6). Endometrial adenokarsinomlar igin
tanimlanmig  bir myometrial invazyon paternidir.  Hiicre-hicre
yapismasinin kaybini ve infiltratif 6zelliklerin elde edilmesini gosterebilen
MELF  paterni igin  karakteristik

imminofenotipik  degisiklikler

tanimlanmistir.

The Relationship Of Melf Pattern And Microsatellit Instability in Grade I,

Il Endometrioid Type Endometrial Adenocarcinoma

Ana timor dokusundan kopmus, mikrokistik hal almis, elonge, fragmante
infiltratif timoral bezler, tek tabaka gosteren eosinofilik skuamoid
sitoplazmali hiicrelerden olusmaktadir. Limenlerinde ve bezlerin etrafinda
yangisal hicre infiltrasyonu igerebilir hatta mikroabse goriniminde
olabilir. Bazen myometriumda desmoplastik yanit olusturabilir (7).

Bu ¢alismada histerektomi materyallerinde Grade I-1l Endometrioid

adenokarsinom tanisi almis olgularda; MELF paterni varligi ile MSi durumu

karsilastiriimasi ve iliskinin arastiriimasi amaglanmistir.

Gereg Ve Yontemler

Saglk Bilimleri Universitesi Tepecik Egitim Arastirma Hastanesi Patoloji
laboratuarinda 2017 temmuz ay! ile 2023 haziran ayi arasinda, Grade | ve Il
Endometrioid tipte Endometrial Adenokarsinom tanisi almis 86
histerektomi materyali olan vakanin preparatlari arsivden cikarilarak
taranmis ve patoloji raporlari incelenmistir. Calisma igin etik kurul onayi
alinmistir. Hastalarin MSi degerlendirmesini gésteren, MLH-1,PMS-2,MSH-2
ve MSH-6 immunhistokimyasal boyamalari 6nceden uygulanmis olgulardir.
MLH-1,PMS-2,MSH-2 ve MSH-6 monoklonal antikorlar olup Ventana
marka, kullanima hazir solisyonlardan olusmustur.MLH1;m1,PMS-2 ;Al6-
4,MSH-2 G219-1129, MSH-6sp93 klonuydu. Degerlendirme, Collage of
American Pathologists (CAP) protokoliine gore yapilmistir. Protokole gore;
TUmor hicrelerinde niikleer boyanmanin olmamasi; negatif/kayip olmasi,
nikleer boyanmanin olmasi; pozitif/kayip yok anlamina gelmektedir
(Resim1a,b). i¢ kontrol olarak timér alanlarinin komsulugundaki stromal
hiucreler kilavuz alinmistir (8). Histerektomi materyallerinin timér olan
preparatlarinda myometrial  alanda MELF  invazyon paterni
taranmistir.(Resim 2a,b,c,d,e,f). Diger myometriyal invazyon paternleri

diglanmustir (9).

Resim 1a) MLH1 immunhistokimyasal boyamada tiimér hiicrelerinde niikleer
boyanmada kayip var/instabil, 1b) MSH2 ile timér hiicrelerinde nikleer
boyanmada kayip yok/stabil
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Resim 2 c,d Bezlerin etrafinda daha yogunlasan yangisal hiicre infiltrasyonu ve desmoplastik yanit

Resim 2 e,f Hemotoksilen&Eosin preparatlarda 10 luk biyitmede MELF paternine sahip bezler lenfatikler komsulugunda

Olgularin yasi, timér derecesi, tiimérin en biyik/en kigciik boyut ve timér

hacmi, myometriumda timorin stromal invazyon derinligi
(1/2ylzeysel/derin), nekroz ve lenfovaskiiler invazyon varligi, lenf nodu
metastazi ve sayisl, serviks tutulumu, misindz, skuamdéz diferansiyasyon ile
metastaz durumu retrospektif olarak degerlendirilmistir.

istatistiksel Analiz

istatistiksel analizler, IBM® SPSS®26 (SPSS Inc.,Chicago,IL,USA) yazilimi ile
yapildi. Degiskenlerin normal dagilima uygunlugu analitik yontemlerle
(Kolmogorov-Smirnov/Shapirowilk Testleri) kullanilarak incelendi. Tanimlayici
analizler normal dagilan degiskenler igin ortalamazstandart sapma, normal
dagilim gostermeyenler igin ortanca (medyan) ve minimum-maksimum
degerleri kullanilarak verildi. Sosyodemografik, klinik ve patolojik verilere ait
kategorik degiskenler frekans ve ylzde degerleri verilerek tanimlayici

istatistikleri yapildi.

Surekli verilerde (MELF Paterni Var/Yok), gruplar arasi (yas, tumor
boyutu) gibi ikili gruplari karsilastirmak igin normal dagilim gosterdiginde
bagimsiz gruplarda t-testi, normal dagilim olmadiginda Mann-Whitney U
testi  kullanildi.  Kategorik degiskenlerin (Lenfovaskiler invazyon)
analizinde Pearson’s ve ya Fisher’s Kesin Ki kare testi kullanildi. ROC
(Receive Operative Characteristic) analizi ile MELF paternine, timor
boyut élgtimlerinin prediktif yaklasimi incelendi. Karsilastirma analizleri
sonrasinda MELF paternini tahmin edebilen degiskenler ile lojistik
regresyon analizi kullanilarak model kuruldu. p-degerinin 0,05’in altinda
oldugu durumlar istatistiksel olarak anlamli kabul edildi.

Bulgular

Hastalarin genel yas ortalamasi 61,818,6 yil medyan yas 62 ve minimum
42 maksimum 88 yasinda hastanin oldugu tespit edildi. Hastalarin
higbirinde metastaz gelismedigi ancak 10 (%11,6) hastada nekroz

saptandi.
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Tablo 1.Hastalarin genel klinik karakteristik 6zellikleri

Degiskenler Alt Gruplar n %
Tumor Derecesi

1 29 337

2 57 66,3
Myometrial invazyon

Yiizeysel 64 74,4

Derin 22 25,6
Nekroz

Yok 76 88,4

Var 10 11,6
Lenfovaskiiler invazyon

Yok 54 62,8

Var 32 37,2
Lenf Nodu Metastaz Sayisi

0 78 90,7

1 5 58

2 3 35
Serviks Tutulumu

Yok 76 88,4

Var 10 11,6
MELF Paterni

Yok 69 80,2

Var 17 19,8
MLH-1 Kaybi

Yok 61 70,9

Var 25 29,1
PMS-2 Kaybi

Yok 60 69,8

Var 26 30,2
MSH-2 Kaybi

Yok 85 98,8

Var 1 1,2
MSH-6 Kaybi

Yok 84 97,7

Var 2 2,3
Skuamoz Diferansiyasyon

Yok 62 72,1

Var 24 27,9
Miisinoz Diferansiyasyon

Yok 48 55,8

Var 38 44,2
Polipoid Geligimi

Yok 57 66,3

Var 29 337

The Relationship Of Melf Pattern And Microsatellit Instability in Grade I,

Il Endometrioid Type Endometrial Adenocarcinoma

Hastalarin, timor dereceleri dagiliminda Grade 2 olanlarin orani %66,3
olarak bulundu. Myometrial invazyonun, %25,6 oranla derin oldugu
bulunurken lenfovaskiiler invazyon sikhgi ise %37,2 olarak bulundu.
Serviks tutulum 10 hastada (%11,6), skuamoz diferansiyasyon 24 hastada
(%27,9), musinoz diferansiyasyon 38 hastada (%44,2) ve polipoid gelisimi
ise 29 hastada (%33,7) gorulmustar.

MELF paterni 17 hastada (%19,8) goriildii. Bununla birlikte, MLH-1 kaybi
25 hasta (%29,1), PMS-2 kaybi 26 hastada (%30,2), MSH-2 kaybi 1 hastada
(%1,2) ve MSH-6 kaybi ise 2 hastada (%2,3) goralmistur.

Hastalarin, genel timor boyut 6l¢limlerinde ise toplam ortalama volimu
28,0+51,9 mm?3 ve medyan 9,3 mm3 minimum 0,008 ve maksimum 336
mm?3 olarak bulundu. Timor 6lgimiine ait en buylk boyut 3,6+ 2,0 mm
medyan 3,5 mm ve minimum 0,2 mm ve maksimum 11,0 mm olarak ve en
kiglk boyut ise 1,5+ 1,2 mm medyan 1 mm ve minimum 0,1 mm ve
maksimum 6,0 mm olarak bulundu.

MELF paterni olan (62,0£8,7 yil) ve olmayan (60,8%8,5 yil) hastalar
arasinda yas ortalamalarinda istatistiksel olarak anlamli fark bulunmadi
(t=0,532;p=0,596). Ancak, MELF paterni olan ve olmayan hastalar
arasinda tumor boyut Olgtimlerinde istatistiksel olarak anlamli fark

bulundu (Tablo 2. ve $ekil 1, p<0,05).

Tablo 2.MELF paterni ile timor boyut 6lgiimlerinin karsilastiriimasi

MELF Paterni

Tiimor boyut dlgtimleri Yok (n=69) Var(n=17) p Degeri

Ortalama£SS

Timor Volimi (mmA3) 24,7+£53,2 41,1+45,4 <0,0001
TUmor En Blyik Boyut (mm) 3,3+1,9 4,8+2,0 0,003
TUmor En Kuglik Boyut (mm) 1,3+1,1 2,1+1,0 0,002

Mann-Whitney U testi uygulandi ve p<0,05 anlamlidir.
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Tablo 3.MELF paterninde tumor boyut 6lgtimlerinin prediktif yaklasimi; ROC analizi

%95 GA
Sensiti  Spesif Kesim
Std.
Degiskenler AUC p degeri vite ite Degeri
Hata Alt
. % % =
Ust Sinir (%) (%) (Cut-off)
Sinir
Tamér  Volumi
(mmA3)
0,777 0,050 0,0004 0,680 0,874 82,4 66,7 11,5
Tumor En Biyik
Boyut (mm)
0,731 0,059 0,0034 0,615 0,846 76,5 68,1 3,75
Tumor En Kuguk
Boyut (mm)
0,745 0,060 0,0018 0,628 0,863 76,5 63,8 1,25

Sekil 1.MELF paterni ile tiimér boyutlarinin karsilagtiriimasi

Tumoér volimi, tumor en buyik boyut ve timor en kigik boyut
olgtimlerinin MELF paternini tahmin etmedeki yaklasimlari Tablo 3. ve Sekil
2.de ROC analizi sonuglarinda yer verildi. Bu sonuglara gore, egri altinda
kalan alan (AUC) buyukliginde ve yiksek sensitivite-spesifite degeri ile
istatistiksel anlamli olarak toplam volim birinci sirada yer almaktadir.
Tumor voliminin, 11,5 mm?3 ve (izerinde olmasi MELF paterninde basarili
prediktif bir belirteg olma 6zelligini gosterdi. Diger tarafdan timoérin en
kiglk ve en blyiuk boyutu da MELF paterninde basarili anlamli bir prediktif

belirteg olarak kullanilabilir.

ROC analizi uygulandi ve p<0,05 anlamlidir. AUC;Area under curve (egri altinda kalan alan), GA;gliven

araligi

10 ROC Egrisi
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Sekil 2.MELF paterninde timor boyutu 6lgtimlerinin prediktif yaklasimi

MELF paterni olan ve olmayan hastalar arasinda immun belirte¢ (MLH-

1,PMS-2,MSH-2 ve MSH-6 kayiplar)) ve patolojik o6zelliklerin

karsilastirilmasina Tablo 4.’de yer verildi. MELF paterni ile immun

belirtegler arasinda anlaml iliski saptanmadi (p>0,05). Benzer durum

skuamoz ve misindz diferansiyasyon ile polipoid gelisimi dagilimlarinda

da anlaml fark bulunmadi.
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Tablo 4.MELF paterni olan/olmayan hastalar arasinda immun belirteg ve patolojik 6zelliklerin karsilagtiriimasi

MELF Paterni

Degiskenler Alt Gruplar Yok (n=69) Var (n=17) p Degeri
n(%)
MLH-1 Kaybi
Yok 49(71,0) 12(70,6)
1,000
var 20(29,0) 5(29,4)
PMS-2 Kaybi
Yok 48(69,6) 12(70,6)
0,934
var 21(30,4) 5(29,4)
MSH-2 Kaybi
Yok
68(98,6) 17(100) 1,000
Var 1(1,4) 0(0)
MSH-6 Kaybi
Yok
67(97,1) 17(100) 1,000
Var 2(2,9) 0(0)

Skuamoz Diferansiyasyon

Yok

53(76,8) 9(52,9)
0,070
Var
16(23,2) 8(47,1)
Misinoz Diferansiyasyon
Yok 38(55,1) 10(58,83)
0,780
Var
31(44,9) 7(41,2)
Polipoid Geligimi
Yok 43(62,3) 14(82,4)
0,118
Var
26(37,7) 3(17,6)

Pearson's veya Fisher's Kesin Ki Kare analizi uygulandi ve p<0,05 anlamlidir.

MELF paterni olan/olmayan hastalar arasinda klinik ve patolojik 6zelliklerin karsilastirilmasi Tablo 5.’de gosterildi. Buna gére, MELF paterni olanlarda, %
derin myometrial invazyon varligi (%58,8 vs. %17,4), lenfovaskiler invazyon varligi (%88,2 vs. %24,6) ve serviks tutulumu (%29,4 vs. %7,2) oranlari

arasinda istatistiksel anlamli fark bulundu.
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Tablo 5.MELF paterni olan/olmayan hastalar arasinda klinik ve patolojik 6zelliklerin karsilastiriimasi

MELF Paterni
Degiskenler Alt Gruplar Yok (n=69) Var (n=17) p Degeri
n(%)
TUumor Derecesi
1 26(37,7) 3(17,6)
0,118
2 43(62,3) 14(82,4)
Myometrial Invazyon
Yiizeysel 57(82,6) 7(41,2)
0,001
Derin 12(17,4) 10(58,8)*
Nekroz
Yok 61(88,4) 15(88,2)
0,984
Var 8(11,6) 2(11,8)
lenfovaskuler invazyon
Yok 52(75,4) 2(11,8)
<0,0001
Var 17(24,6) 15(88,2)*
Lenf Nodu Metastaz Sayisi
0 64(92,8) 14(82,4)
1 3(4,3) 2(11,8) 0,406
2 2(2,9) 1(5,9)
Serviks Tutulumu
Yok 64(92,8) 12(70,6)
0,023
Var 5(7,2) 5(29,4)*

Pearson's veya Fisher's Kesin Ki Kare analizi uygulandi ve *p<0,05 anlamlidir.

Tartisma

Endometirum kanser hastalarinda MELF paterni %5,8 ile %48 arasinda
degisen oranlarda bildirilmistir (10,11). Yaptigimiz bu galismada MELF
paterni 17 hastada (%19,8) saptanmistir. MSi fenotipi sergileyen
tiimorlerin, o6zellikle kolorektal kanserde klinikopatolojik ve molekiler
ozelliklere sahip ayri bir yolak olusturdugu yaygin olarak bilinmektedir (12).
Calismamizda grade 1-2 endometrium kanser hastalarinda hem MSi hem
de MELF’in hastalik prognoz gostergeleri ve birbiri ile iliskisini inceledik.
MELF ile prognostik faktorler arasinda daha onceki bulgularin tartismali
oldugu bilinmektedir (13,14). Kihara ve ark. dusuk dereceli Endometrium
kanser hastalarinda MELF paterni ile nikssiz sagkalim veya hastaliksiz
sagkalim arasinda istatistiksel olarak anlamli bir iliski bulmamislardir (15).
Yaptigimiz galismada MELF paterni ile timor boyutu arasinda istatistiksel
olarak anlaml iliski saptanmistir. MELF varhgi ile timorin volimi/en
buylk boyutu/en kigik boyutu arasinda istatistiksel olarak anlamli iliski
saptanmistir. Bir ¢alismada tiumor boyutu ile MELF varligi arasinda iligki
bulunmazken, lenfovaskiler invazyon, lenf metaztazi ve myometrial

invazyon arasinda istatistiksel anlamli iliski saptanmistir (16).

Calismamizda timor volimiinin, 11,5 mm?3 ve lzerinde olmasi MELF
paterninde basarili prediktif bir belirte¢ olarak saptanmistir (Sekil-1).
MSi’yi gosteren immun belirteclerdeki kayiplar endometirum kanser
hastalarinda kétii prognoza isaret eder (17). MELF ve MSi’nin ayni anda
incelendigi bir galismada; MELF+ grupta MSH2-MSH6 kaybi, MELF
negatif grupta ise MLH1 ve PMS2 kaybinin ylksek prevelansi saptanmis
ve bu durumun farkli molekdler sinyal yolaklarindan kaynaklanabilecegi
disinulmustir (18). Calismamizda endometrium kanser hastalarinda
MELF varliginda MSi gostergesi olan immun belirtegler (MLH-1,PMS-
2,MSH-2,MSH-6 kayiplari) arasindaki iliski incelenmis ve MELF paterni
ile bu immun belirtegler arasinda istatisksel anlamlilik saptanmamigtir
(p>0,05) (Tablo-4). Ayrica MELF varligi ile skuamoéz, musin6z
diferansiyasyon ve polipoid gelisimi arasinda istatistiksel anlamh bir
iliski bulunmamistir. Grade I-1l kanser hasta grubu arasinda MELF varlig
agisindan da anlamli bir iligki saptanmamistir. Myometriral invazyon,
lenfovaskdler invazyon ve serviks tutulumu MELF varliginda istatistiksel
olarak anlamli yuksek prevelansda saptanmistir (Tablo-5). Endometrium
kanser hastalarinda MELF pozitif hastalarda lenf nodu metastazi daha

ytiksek bulunmustur (15, 19-20).
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Calismamizda myometriyal invazyon MELF pozitif hasta grubunda daha
yuksek prevelansda saptanmistir. Bu veri (myometrial invazyonun >% 50
oldugu durumu) literaturle uyumludur (15, 20). Aksine Espinosa ve
arkadaslari MELF pozitif vaka ile myometrial invazyon arasinda anlami bir
iliski saptamamuslardir (19). Kihara ve arkadaslari (15) serviks stromal
invazyon ile MELF varligl arasinda iliski saptamazken, Altunpulluk ve
arkadaslari (20) istatistiksel anlamli bir iliski saptamiglardir. Calismamizda

literattirde ilk olarak MELF pozitif olan vakalarla timor volimu, timérin en

buylk ve en kiigik capi arasinda istatistiksel anlamli bir iligki saptanmustir.

The Relationship Of Melf Pattern And Microsatellit Instability in Grade I,

Il Endometrioid Type Endometrial Adenocarcinoma

Bu sonug buyik timor boyutu olan diisiik dereceli endometrial kanserlerde

MELF paterninin normalden daha sik gorilebilecegi, patologlarin
mikroskobik degerlendirmede buna dikkat etmesi gerektigi sonucuna
ulastik. Hastada MELF paterninin varhgi kétl prognostik bir gosterge olup
klinisyene yon verebilir ve hasta igin ek tedavileri gerektirebilir.

Ayni zamanda derin miyometriyal invazyon, lenfovaskiler invazyon, lenf
nodu tutulumu ve serviks tutulumunun da MELF modelinin kritik etkisi

altinda oldugu goriulmektedir.
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