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Ozet:

Ama¢: Otoimmun  Hemolitik Anemi (OIHA),
hastanin kendi eritrositlerine karsi gelisen antikorlar
nedeni ile anemi gelisen bir hastaliktir. Idiopatik
olabilecegi gibi altta yatan ikincil bir nedenle de
gelisebilir. Bu calismada OIHA nedenleri, tedavi
yaklagimlar1 ve prognozlari tartigiimistir.

Gere¢ ve yontemler: Nisan 2014-Nisan 2019
yillar1 arasinda Recep Tayyip Erdogan Universitesi
Tip Fakiiltesi Hastanesi i¢ Hastahiklar1 servislerinde
OIHA tanis1 alan 9 hastanin tibbi kayitlari
retrospektif olarak degerlendirilmistir. Hastalarin
demografik 6zellikleri, ek hastaliklar1, kullandiklari
ilaglar, kan tetkikleri, radyolojik verileri ve
uygulanan tedaviler incelenmistir.

Bulgular: OIHA tanisi alan ortalama yast 65,8 yil ,

3’ erkek 6’ kadin olan toplam 9 hasta
degerlendirilmistir. 2 hastada etyolojide ilag, 2
hastada SLE(Sistemik Lupus Eritematosis), 1
hastada NHL(NonHodgkin Lenfoma), 1’inde meme
kanseri, 1’inde mide kanseri, 1 hastada idiopatik, 1
hastada ise ileri tetkige izin verilemedigi igin
etyolojisi saptanamamigtir.
Hastalarin hepsinde intra vendz 6-8 haftalik
prednizolon  tedavisinin  ardindan  hemoliz
tablolarinin  diizeldigi gorilmistir. NHL olan
hastanin niiks oldugu saptanmistir ve hastaya
primer hastaligima yonelik tedavi baslanmustir.
Hastalarin  higbirinde mortalite goriilmemistir.
Sonu¢: OIHA tamist klinik ve laboratuvar
bulgularla konulur. OIHA, 6nemli morbidite ve

mortalite nedeni olabilir. Uygun tan1 ve tedavi
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yaklagimiyla morbidite ve mortaliteyi azaltmak
miimkiindjir.

Objective: ~ Autoimmune Hemolytic Anemia
(OHRA) is anemia that develops due to antibodies
against the patient's own erythrocytes. It may be
idiopathic or may develop for an underlying
secondary cause. In this study, the reasons,
treatment approaches and prognosis of OIBA are
discussed. Material and methods: Medical records
of 9 patients diagnosed with OIH between April
2014 and April 2019 in Recep Tayyip Erdogan
University Medical Faculty Hospital Internal
Medicine  Department  were  retrospectively
evaluated. Patients' demographic characteristics,
comorbidities, drugs used, blood tests, radiological
data and treatments were examined. Results: A
total of 9 patients (3 male, 6 female) with a mean

age of 65.8 years were evaluated. The etiology

Giris:

Anahtar Kelimeler : Eriskin, Anemi, hemolitik,
otoimmiin

could not be determined because 2 patients had no
etiology of drug, 2 had SLE (Systemic Lupus
Erythematosis), 1 had NHL (NonHodgkin
Lymphoma), 1 had breast cancer, 1 had stomach
cancer, 1 had idiopathic and 1 had no further
investigation. In all patients, hemolysis improved
after 6 to 8 weeks of prednisolone treatment. The
patient with NHL had a relapse, and treatment for
primary disease was initiated. None of the patients
had mortality. Conclusion: The diagnosis of OIDA
is made by clinical and laboratory findings. OIBA
can be a major cause of morbidity and mortality. It
is possible to reduce morbidity and mortality with
appropriate diagnosis and treatment approach.

Key words: Autoimmune, Hemolytic, Anemia

Otoimmun Hemolitik Anemi (OIHA), hastanin kendi eritrositlerine kars1 antikor iiretmesi
sonucunda, eritrositlerin parcalanmasi ve anemi ile seyreden bir hastaliktir. Yetigkinlerde
yaklagik 1/100.000 oraninda goriiliir. Erkek ve kadinda esit siklikta gozlenir'. Idiyopatik
olabilecegi gibi, ilaglar, immiin yetmezlikler, enfeksiyonlar, diger otoimmiin hastaliklar veya
malignitelere ikincil olarak ortaya cikabilir. OIHA ozellikle hematolojik malignitelerde
tanidan Once, taniyla birlikte yada tanidan yillar sonra ortaya ¢ikabilir. Fizyopatolojisi goz
oniinde bulundurularak 1lik, soguk veya karma tip OIHA seklinde de smiflandirilabilir. OTHA
tedavi yaklagiminda kortikosteroidler, splenektomi, immiinsiipresif ajanlar,monoklonal
antikorlar ve altta yatan hastaligmn tedavisi seklindedir’. Mortalite altta yatan hastahga gore
degismektedir®.

Bu c¢alismada otoimmiin hemolitik anemi tespit edilen 9 hastanin etyolojisi, tedavi

yaklasimlari, prognozlari retrospektif olarak degerlendirilmistir.

Gereg ve yontem:
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Nisan 2014-Ocak 2019 tarihleri arasinda Recep Tayyip Erdogan Universitesi T1p Fakiiltesi I¢
Hastaliklar1 servisinde OIHA tanisi ile yatrilip tedavi edilen 9 hasta retrospektif olarak
degerlendirilmistir. Hastalarin demografik oOzellikleri, ek hastaliklari, kullandiklar1 ilaglar,
kan tetkikleri, radyolojik verileri, uygulanan tedaviler incelenmis ve degerlendirilmistir.

Otoimmiin hemolitik anemi tanisi, hemoglobin disiikliigii, periferik yaymada fragmante
eritrositlerin goriilmesi, retikiilosit degerlerinde artis ve direkt Coombs testi (IgG+C3)
pozitifligi ile konulmustur. Ayrica sekonder nedenlerin saptanmasi ig¢in yapilan ANA, anti
dsDNA tetkikleri, viral markerlari, batin-toraks bilgisayarli tomografileri, kadinlarda
mamografi sonuclar1 degerlendirilmistir. Tiim hastalara uygulanan tedaviler gozden
gecirilmistir. Hastalarin takibinde niiks gelisip gelismedigi, mortalite olup olmadig:
degerlendirilmistir. Bu c¢alisma Helsinki Deklerasyonu Prensipleri'ne  uygun olarak

yapilmistir.

Calisma i¢in kurumumuz Klinik Arastirmalar Etik Kurulu’undan 22/05/2019 tarihli 2019/80

karar no’su ile etik kurul onayi alimmustir.

Tim veriler bilgisayar ortamina aktarilmais, istatistiksel analizler SPSS 15.0 paket programu ile

yapilmistir.

Bulgular:

Calismada OIHA tanis1 konan  3’ii erkek, 6’s1 kadm toplam 9 hasta degerlendirilmistir.
Hastalarin ortalama yasi 65,8+9,65 yil (min:54,max:79) olarak hesaplanmistir. Hastalarin
gelis hemoglobinleri(Hb) ortalama 6,5+1,55 gr/dl olarak degerlendirilmistir. Hastalarin
3’tinde ek hastalik olarak hipertansiyon, birinde hiperlipidemi, birinde koroner arter hastaligi
oldugu goriilmiistiir. Hastalarin genel 6zellikleri tablo 1 de gdsterilmistir.

Bir hastanin kayitlarnda 1 yil once mide adeno kanser tespit edilmis, total gastrektomi
yapilmig sonrasinda ek tedavi planlanmadig1 goriilmiistiir. Bir hastanin kayitlarinda ise 3 yil
once meme invaziv duktal kanser nedeni ile sol mastektomi, lenf diseksiyonu yapilmuis,
sonrasinda kemoterapi aldigi Saptanmustir.  Bir hastanmn 6 yildir Kronik Lenfositik
Losemi(KLL) tanisi ile izlendigi son bir yildir Fludarabin kullandig1 anlagilmistir.

OIHA etyolojilerine bakildiginda; iki hastada ilaca bagli oldugu hastalarin birinde

amoksisilin-klavulonik asit,digerinde fludarabin kullanimi goriilmiistiir., 2 hastada SLE,
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birinde NHL,birinde meme ca, birinde mide ca tespit edilmistir. bir hastada sekonder neden
bulunamamustir. Bir hastada ise ileri tetkige izin vermedigi icin OIHA etyolojisi
saptanamamustir(Tablo 2). Etyolojisinde amoksisilin-klavulonik asit bulunan ve etyolojisi
saptanamayan hastalarda nefes darligi, gogiis agrisi, ¢arpint1 gibi iskemik semptomlar tespit
edilmis ve sadece bu iki hastaya eritrosit siispansiyonu transflizyonu yapilmistir. Bu
hastalarda herhangi bir transfiizyon reaksiyonu gelismedigi goriilmiistiir. Hastalarin hepsinde
intravendz prednisolon baslanmig ve ortalama 4 haftada Hb degerlerinin yiikseldigi
gorilmiistiir. 6-8 haftalik prednizolon tedavisinin ardindan hemoliz tablolarinin diizeldigi
tespit edilmistir. Tedavi siirelerinin 4 ile 12 ay arasinda oldugu goriilmiistiir. NHL olan bir
hastada niiks oldugu saptanmistir ve hasta primer hastaligina yonelik tedavi baglanmistir. SLE
saptanan 2 hastada SLE’e yonelik tedavi baslanmistir. Etyolojide fludarabin kullanim1 olan
hastada fludarabin tedavisi kesilmistir. 8 aylik takipte OIHA niiks goriilmemistir. Tanisal
girisime izin vermeyen hastanin 16 ay sonra OIHA tablosunun tekrarladigi goriilmiistiir. Bu
hastaya tekrar iv streoid baslanmistir. Ikinci kez tedavi sonrasi 6. haftada hemoliz tablosunun
diizeldigi, 8. ayda tedavinin sonlandirildigi saptanmustir. Etyolojide mide ca diisiiniilen
hastanm yapilan degerlendirme sonrasi mide ca niiks oldugu saptanmis buna yonelik tedavi
baslanmigtir. Meme ca tespit edilen hastada ise meme ca niiksii saptanmamis, hasta takibe

alinmustir.

Tablo 1: Hastalarin genel 6zellikleri

Hastalar Cinsiyet Yas(yil) Ek hastahk  lla¢

1 E 68 - Amoks-klavu a
2 K 66 HT Amlodipin

3 K 54 HT,Meme ca Ramipril, ASA
4 K 70 HL Rosuvastatin

5 K 79 HT Indapamid

6 K 60 Mide ca Parasetamol,

7 E 55 NHL PPI, ASA

8 E 75 KLL Fludarabin

9 K 77 KAH Klopidogrel,

Atorvastatin
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HT: Hipertansiyon, ca: Kanser,HL: Hiperlipidemi, NHL: Non Hodgkin lenfoma, KLL: Kronik Lenfositik

16semi, Amok-Kklav: Amoksisilin-klavulonik asit, ASA: Asetil salisilik asit, PPI: Proton pompa inhibitéri,
KAH:Kroner arter hastalig

Tablo 2: Hastalarin laboratuvar degerleri ve etyolojileri

Hastalar Gelis Diizeltilmis Plt Etyoloji
Hb(gr/dl) retikiilosit(%o)

1 6,2 6,6 268000 + Ilag

2 8 7,8 211000 + SLE

3 6,6 8,3 336000 + Meme ca

4 7,9 11,3 298000 + SLE

5 4,3 6,0 334200 + -

6 6,6 4,2 198000 + Mide ca

7 7,4 51 125000 + NHL

8 54 5,6 60000 + Tlag

9 6,6 6,5 135000 + Idiopatik

SLE: Sistemik lupus eritematosis, Ca: Kanser, NHL: Non Hodgkin lenfoma

Tartisma :

OIHA tanis1 klinik ve laboratuvar bulgularla konulur. Tek basina Coombs testi (Direkt anti-
globulin testi) pozitifligi tan1 i¢in yetersizdir. OIHA tanis1 icin Coombs testi pozitifligine eslik
eden diger laboratuvar ve klinik bulgularmn birlikte bulunmas1 gerekir.

OIHA etyolojisinde, son yillarda tanisal yaklasimlarin gelismesi sonucu sekonder nedenler
daha sik saptanmaya baslanmustir. Sekonder OIHA nedenleri siklikla ilaglar, enfeksiyonlar,
SLE ve ozellikle hematolojik malignitelerdir. Zulfiqar ve arkadaslarmin 75 yas tizeri 10
kisilik OIHA’li vaka serilerinde etyolojide 5 hastada lenfoproliferatif hastalik, 3 hastada
idiopatik, 2 hastada soguk aglutininler saptandig1 bildirilmektedir”.

OIHA etyolojisinde 6zellikle hematoljik maligniteler goz ardi edilmemesi gerekmektedir.
Hematolojik malignitelerden lenfomalararin otoimmiin hastaliklara eslik etmesi olasiligi
vardir. Varoczy ve arkadaglarmin malign lenfoma ve otoimmiin hastalik iliskisini arastirildig:
940 hastalik bir ¢alismada, 519 Hodgkin lenfoma vakasi incelenmis, 45 (%8.6) hastada
otoimmiin hastalik tespit edilmistir. Bu hastalar i¢inde bir hastada OIHAsaptanmustir °. OlHA

lenfomalarm ilk prezentasyonu olabilecegi gibi tedaviden sonra da ortaya ¢ikabilir. Ayrica
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relapsin habercisi olabilecegi de belirtilmektedir. Bu yiizden OIHA tanis1 konulmus bir hasta
lenfoma ydniinden incelenmelidir®.
Bu ¢alismada 9 vakanm birinde remisyonda NHL nedeni ile takipte iken OIHA gelismis ve
NHL niiksii tanis1 almistir.
[laca bagli OIHA ilag, eritrosit membrani ve immiin sistem arasindaki etkilesim sonucu ortaya
¢ikan bir klinik tablodur’. Diger OIHA’e gére daha agir seyredebilir. ilaca bagh OIHA
gelisiminde sorumlu en yaygm ilaglar antimikrobik ajanlardir’.Bu galismada iki vakada ilaca
bagli OIHA saptanmustir.
SLE’de anemi ozellikte aktif donemde siklikla goriiliir. SLE icin karakteristik anemi tipi
OIHA “dir.. Hastaligin tedavisi ile anemi de diizelmektedir. Bu ¢alismada iki hastada SLE’ye
bagli OIHA saptanmustir.
Genel olarak OIHA’de tedaviyi aneminin agirhgi ve gelisim hizi etkilemektedir. Derin
anemide, Kkalp yetersizligi ve koroner arter hastaligi varliginda transflizyon ihtiyaci
olabilmektedir.
[laca bagli OIHA tedavisinde ¢ogu kere sorumlu ilacin kesilmesiyle tablo diizelmektedir®.
Nadiren transflizyon ve steroid tedavisi gerekmektedir.
Tedavide ayrica altta yatan hastahk tedavisi yaninda 1lik tip OIHA'da prednizolon,
splenektomi, immiinsupresif ajanlar ve basta rituksimab olmak iizere monoklonal antikorlar
tedavi secenekleri arsindadir. Soguk tip OIHA'da ise plazmaferez, immiinsupresif ajanlar ve
rituksimab, steroid ve splenektomiden daha etkili olmaktadir. OIHAde eritrosit siispansiyonu
hemolizi arttrrabileceginden  dolayr zorunlu olmadik¢a transfiizyondan kacmilmalidir®.
Kronik hemoliz varhiginda hastalarda folik asit eksikligi gelistigi i¢in folik asit tedavisi
verilmelidir™®.
OIHA’de prognoz, altta yatan hastaliga baghdir'’. Steroid tedavisi, hastaligin prognozunu
dramatik olarak degistirmektedir. Kontrol altina alimamayan, 6liimle sonuglanan olgular
nadirdir.
Bizim 9 vakalik serimizde hastalarin hepsine intra vendz steroid verildigi goriilmistiir. Sadece
iki hastada nefes darligi, gogiis agrist gibi iskemik semptomlar:t oldugu igin eritrosit
siispansiyonu transflizyonu yapilmistir. Hastalarin hepsinde steroid tedavisi sonrasinda
hemoliz tablosu diizelmistir. Iki hastada steroid tedavisi yaninda niiks eden NHL ve mide
kanserine yonelik tedavinin de baslanmis oldugu goriilmiistiir. Bu calismada hastalarin

hi¢birinde mortalite saptanmamustir.
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OIHA, baz1 ilaglarm kullanimi sonucunda gelisebilecegi gibi ciddi bir ¢ok hastaligin ilk

prezentasyonu olabilir. Ayrica tan1 konmus bir ¢ok hastaligin seyri sirasinda gelisebilir. Bu

vakalarm yaklasiminda dogru tanisal testler ve tedavi ile morbidite ve mortalite oranlar1

azaltilabilir.

Cikar catismast: Yazarlar arasinda herhangi bir ¢ikar ¢atigmasi yoktur.

Bu makale i¢in herhangi bir finansal destek alinmamuistir.
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ABSTRACT:

OBJECTIVE: Lung cancer is the second most
common cancer and the most common cancer
causing cancer death. The most frequently
associated risk factor is smoking. In this study, we
aimed to present the statistics of lung cancer
patients who applied to Sakarya University Medical
Faculty Oncology unit.

MATERIAL AND METHODS: All patients who

were followed up between January 2017-2018 and

Kabul Tarihi / Accepted: 3.04.2020

diagnosed with lung cancer for the first time were
evaluated. Both patients with malignancy in another
organ who were diagnosed with lung cancer as the
second primary and patients who had previously
had lung cancer and relapsed were excluded from
the study. Patients who were examined
retrospectively PET / CT, cranial CT and cranial
MR, abdominal usg, bone scintigraphy and other
imaging were evaluated according to the latest
staging method TNM 8.
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RESULTS: 251 patients with lung cancer [male:
225 (89%), female: 26 (11%)] who were followed
up in our clinic between January 2017 and 2018
were included in our study. The average age was 64
+ 9 and the rate of those with a smoking history was
90% (n: 228). At the time of diagnosis, 8% of cases
were stage-1 (n: 20), 12% were stage-2 (n: 30),
32% were stage-3 (n: 81), and 47% were stage-4 (
n: 120). The most common histological type was
Adenocarcinoma with 40% (n: 100), Squamous cell
carcinoma with 32.4% (n: 80), and small cell
carcinoma with 15% (n: 38). The most common
symptoms of patients at the time of diagnosis were
shortness of breath with 40%, weight loss with 30%

OZET

AMAC: Akciger kanseri 2. en sik goriilen kanserdir
ve en sik kanser oliimiine sebebiyet veren kanser
tirtidiir. En sik iliskili oldugu risk faktorii sigaradir.
Biz bu c¢aliymamizda Sakarya Universitesi Tip
Fakiiltesi Onkoloji  birimine bagvuran akciger
kanserli ~ hastalarin  istatistiklerini ~ sunmay1
amagladik.

YONTEM VE GERECLER: Ocak 2017-2018
tarihleri arasinda takip edilen ve ilk kez akciger
kanseri tanisi alan tiim hastalar degerlendirmeye
alindi. Baska organda malignitesi olup ikinci primer
olarak akciger kanseri tanisi alan, 6nceden akciger
kanseri olup niiks ile gelen hastalar calisma disi
tutuldu. Dosyalardan geriye doniik PET/BT, kranial
BT ve kranial MR, batin usg, kemik sintigrafileri ve
yapilan diger gorlintiilemeleri incelenen olgular en
son evreleme yontemi olan TNM 8 e gore
degerlendirmeleri yapildi.

BULGULAR: Calismamiza klinigimizde Ocak
2017-2018 yillar1 arasinda takip ettigimiz 251
akciger kanseri olan hasta [erkek: 225 (%89),

and cough-sputum with 25%. The most common
tumour localization side was the upper lobe of the
right lung with 40% (n: 100)

CONCLUSION: Lung cancer is the most common
cause of cancer mortality worldwide. Smoking is
the most common factor and mortality and
morbidity are reduced thanks to smoking cessation
policies. The number of patients in our clinic,
histologic type of tumor, according to gender,
mutation status was determined compatible with
Turkey Cancer Statistics data.

Keywords: Lung cancer, Sakarya University

Medical Faculty, epidemiology.

kadm: 26(%11)] dahil edilmistir. Yas ortalamasi
6419 olup sigara kullanma o&ykiisii bulunanlarin
orant %90 (n: 228) olarak gozlenmistir. Tam
sirasinda olgularin %8’ i evre-1 (n: 20), %12’si
evre-2 (n: 30), %32’si evre-3 (n: 81) ve %47’ si
evre-4 (n: 120) olarak saptanmustir. En sik gézlenen
histolojik tip %40 (n: 100) ile Adeno karsinom olup
bunu %32,4 (n: 80) ile Squamoz hiicreli karsinom ,
%15’1 (n:38) kiiglik hiicreli karsinom saptanmustir.
Hastalarin tan1 aninda en sik semptomlar1 %40 ile
nefes darligi, %30 ile kilo kaybi, %25 ile oksiiriik-
balgam olarak saptanmistir. Timor yerlesimi olarak
%40 (n: 100) ile en sik saptanan lokalizasyon yeri
sag akciger list lobtur.

SONUC: Akciger kanseri tiim diinyada kanser
mortalitesinin en sik sebebidir. En sik etken
sigaradir ve sigara biraktirma politikalar1 sayesinde
mortalitesi ve  morbiditesi azalmaktadir.
Klinigimizde de hasta saymmiz , tiimdriin
histopatolojik tiirii, cinsiyete gore dagilimi,
mutasyon durumu Tiirkiye Kanser Istatistikleri

veriler ile uyumlu saptanmuistir.
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Anahtar Kelimeler: Akciger kanseri , Sakarya Universitesi T1p Fakiiltesi ,epidemiyoloji

GIRIS: Akciger kanseri insidans ve mortalitesi sigara kontrol politikas1 sebebiyle Amerika
gibi iilkelerde azalirken gelismekte olan iilkelerde insidans artma egilimindedir. Tiirkiye’ de
ise TURDEP-2 verilerine gore sigara biraktirma politikalar1 sayesinde genel toplum sigara
icme oranlart 1998’ de %29.8” den 2010 yilinda %17,3e gerilemistir. Yani bu 12 yilda sigara
icenlerin orani %42 azalmistir. Akciger kanseri insidanst ise 2010 yilinda 100000 kiside 62
iken ; 2014 yili verilerine gére bu oran 100000’ de 52 ye inmistir. Bu bize sigara
politikalarmin ise yaradigini gostermektedir. Sigara i¢imi akciger kanseri gelisiminde en
biiytik risktir(1-2). Pasif sigara icimi de ayr1 bir risk faktoriidiir(3). Maruziyet siiresine bagl
olarak pasif sigara igimi  Amerika’ da yilda 3000 akciger kanserinden oliimden
sorumludur(4-5). Mesleki olarak asbest, radon, arsenik, kromiyum, nikel, vinil klorid ve

iyonize radyasyon maruziyeti de risk faktorleri arasindadir(6).

Akciger kanseri kadinlarda meme kanserinden ve erkeklerde prostat kanserinden sonra ikinci
siklikta goriilen kanser tiiriidiir(7). 2018 yilinda Amerika’ da yeni tani kanserlerin erkeklerde
%14 , kadmlarda %13’ iinii olusturmaktadir(7). Akciger kanseri 6liimleri sigara birakma
politikalar1 sayesinde 1990-2015 arasmda erkeklerde %45 , kadmlarda %19 oraninda
azaldi(7). Akciger kanseri pankreas kanseri ve hepatoselliiler kanser ile birlikte diisiik survi
oranina sahiptir. 1975-1977 yillar1 arasinda tiim stagelerde 5 yillik survi oranm1 %12 iken 2003
ile 2009 arasinda bu oran %18’ e c¢ikmistir(8-9). Hastalar tan1 aninda siklikla ileri

evrededir(7). ileri evre akciger kanseri survisi kotiidiir ve 5 yillik survi %35 ‘in altindadir(7).

Hastalarm %10’ u asemptomatik evrede rastlantisal olarak tespit edilirken %90’ 1 ise
semptomatik evrede tespit edilmektedir(10). Hastalar halsizlik, kilo kaybi, anoreksia gibi
nonspesifik semptomlarla veya primer timor veya metastaza bagli semptomlarla tani

konulur(11). Hastalarin minér bir kism1 paraneoplastik sendromla presente olur.

Akciger kanseri patolojik olarak kii¢lik hiicreli akciger kanseri ve kiigiik hiicreli dis1 akciger
kanseri olmak iizere ikiye ayrilmaktadir. Isik mikroskopisi hastalar1 histopatolojik olarak
gruplara ayirir. En sik %40 oraninda adenokanser goriilirken bunu squaméz hiicreli

kanser(%?25), kiiciik hiicreli akciger kanseri (%20 ), large cell karsinomu(%10) izler(12).
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METOD: Sakarya Universitesi T1p Fakiiltesi etik kurulundan onay almarak hasta dosyalar1
incelendi. Sakarya Universitesi Egitim ve Arastirma Hastanesi Korucuk Kampiisii Tibbi
Onkoloji Klinigi tarafindan Ocak 2017-2018 tarihleri arasinda takip edilen ve ilk kez akciger
kanseri tanist olan tiim hastalar degerlendirmeye alind1. Baska organda malignitesi olup ikinci
primer olarak akciger kanseri tanisi alan, dnceden akciger kanseri olup niiks ile gelen, dis

merkezde tani alan hastalar ¢alisma dig1 sayilmistir.

Dosyalardan geriye doniik PET/BT, kranial BT ve kranial MR, batin usg, kemik sintigrafileri
ve yapilan diger goriintiilemeleri incelenen olgular en son evreleme yontemi olan TNM 8’e

gore degerlendirmeleri yapildi. Hastalarin genel 6zellikleri kayit edilerek analiz yapildi.

ISTATISTIK: Tiim analizler SPSS versiyon 22 (IBM Corp., Armonk, NY, USA) kullanilarak
yapilmistir. Hastalarin klinik ve genel 6zellikleri tanimlayici istatistikler kullanilarak analiz
edilmistir. Analize dahil edilecek sayisal degiskenlerin normal dagilima uygunlugu gorsel ve
analitik yontemlerle (Kolmogorov-Smirnov/Shapiro-Wilk testleri kullanilarak) incelendi. En
az biri normal dagilmayan degiskenler arasi iliskiler i¢cin korelasyon katsayilar1 ve istatistiksel
anlamliliklar Spearman testi ile hesaplandi. Literatiir taramasi yapilarak elde edilen referans
calismalara gore, akciger kanserinin prognozunu ongérmede NLR, LMR ve PLR i¢in 6nceden
belirlenmis optimal esik degerler (cut-off) kullanilmistir. Daha sonra ¢alismaya dahil edilen
tim akciger kanserli olgularin hemogram parametreleri, ¢calisma dizaynma uygun sekilde,
optimal esik degerlerine gore dikotomize edilmistir. Kategorik degiskenler Ki-kare testi ile
karsilastirilmistir. Sag kalim analizleri Kaplan-Meier testi ile gerceklestirilmistir. Sag kalim
karsilastirmalart Log-Rank testi kullanilarak yapilmistir. Cok degiskenli analizde, 6nceki
analizlerde belirlenen olas1 faktorler kullanilarak sag kalimi dngdrmedeki bagimsiz etkenler
enter metodu secilerek Cox proportional hazards regresyon analizi kullanilarak incelenmistir.
Tiim istatistik degerlendirmeler iki yonlii (2-sided) yorumlanmis olup sonuglarmnin istatistiksel

anlamlilig1 agisindan p<0,05 degeri kullanilmigtir.
BULGULAR

Calismamiza klinigimizde Ocak 2017-2018 yillar1 arasinda takip ettigimiz 251 akciger
kanseri olan hasta [erkek: 225 (%89), kadin: 26(%11)] dahil edilmistir. Yas ortalamasi 64+9
olup sigara kullanma Oykiisii bulunanlar1 oran1i %90 (n: 228) olarak gozlenmistir. Tani
sirasinda olgularin %8’ i evre-1 (n: 20), %12’si evre-2 (n: 30), %32’si evre-3 (n: 81) ve %47’

9




Dindar Celik ve ark. General Characteristic Features of Our Patients with Lung Cancer Diagnosed:
Sakarya University Medical Oncology Clinic, 2017-2018 Lung Cancer Statistics. Journal of Human Rhythm
2020;6(1) : 8-14.
| ek
si evre-4 (n: 120) olarak saptanmistir. En sik gozlenen histolojik tip %40 (n: 100) ile adeno
karsinom olup bunu %32,4 (n: 80) ile squamoz hiicreli karsinom , %15 (n:38) kii¢iik hiicreli
karsinom izlemistir. Hastalarin tan1 aninda en sik semptomlar1 %40 ile nefes darligi, %30 ile
kilo kaybi1, %25 ile oksiiriik-balgam olarak saptanmisti. Timor yerlesimi olarak %40 (n: 100)
ile en sik saptanan lokalizasyon yeri sag akciger list lobtu. Genel klinik &zellikleri 6zetleyen
tanimlayic1 istatistikler tablo 1’de 06zetlenmistir. EGFR/ALK/ROS1 mutasyonlarinin

saptanma orani metastatik hastalarda %24 oranida bulundu.

Tablo 1 Hastalarin genel karakteristik 6zellikleri

Siklik(n) %
Erkek 225 89
Kadin 26 11
Sigara (+) 228 90
Sigara (-) 23 10
Evre-1 20 8
Evre-2 30 12
Evre-3 81 32
Evre-4 120 48
EGFR mutasyonu 17 14
pozitifligi*
ALK mutasyonu 9 7.5
pozitifligi*
ROS1 mutasyon 3 2.5
pozitifligi*

*Mutasyon/Fiizyon degisiklikleri sadece metastatik hastalarda analiz edilmistir.

Hastalar medyan 26 ay takip edildiler ve sag kalm datalar1 buna gore analiz edildi. Iki
olgunun patoloji raporuna teknik nedenlerden dolay: ulagilamamistir. Tiim sagkalim ortanca
siresi 15 ay olup en yiliksek ortanca sag kalim 18 ay ile adenokarsinomlu olgularda
gozlenirken en diisiik 8 ay ile kiigiik hiicreli akciger kanserinde elde edilmistir. Evre 1-3

hastalarda 38 hasta opere olmus ve 28 hastaya adjuvan tedavi verilmistir. Bu hastalarin
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takibinde ilk 2 yilda niikks oranmimiz %10 olarak bulundu. Uygulanan tedavilerde
adenokarsinoma tanili hastalarda en sik pemetreksed-platin bazli kombinasyon (%70)
skuamoz hiicreli karsinomada ise taksan-platin bazli kombinasyon (%65) uygulanmisti
Metastatik hastalarda 1.seri medyan kemoterapi kiir sayisi 4 (1-8), idame olarak
pemetreksed/taksan alabilen hasta oranimiz ancak %15 olarak saptanmisti. Anti EGFR
ajanlardan en sik kullanilan ajan erlotinib olmakla birlikte vaka sayisindaki diisiikliik
sebebiyle ek analiz yapilmadi. Metastatik hastalarin %601 2.seri, kalanlarin %40’1 ancak

3.seri tedavi almisti.
TARTISMA

Akciger kanseri 2. en sik goriilen ve en sik kanser Oliimiine sebebiyet veren kanser
tirtidiir(13). En sik iliskili oldugu risk faktorii sigaradir. Birgok {ilkede sigara biraktirma

politikasi sayesinde mortalite ve morbiditesi azalmaktadir.

2015 Tiirkiye Kanser Istatistiklerine bakildiginda hastalarin %14 ii kadin %86’s1 erkektir.
Bizim calismamizda bu oran %11 kadin, %89 erkek olarak saptanmustir. Tiirkiye Kanser

istatistikleri verileriyle klinigimizin verileri uyumlu olarak bulundu.

Hastalarin evrelerine baktigimizda ¢alismamizda evre 1(%8), evre2-3 (%44), evre4(%48)
olarak saptanmustir. Tiirkiye kanser istatistikleri verilerine baktigimizda evrel (%14.8), evre2-
3(%27.1), evre  4(%58.1) olarak saptanmustir. Bizim merkezimizle Tiirkiye verileri

karsilastirildiginda akciger kanseri evreleri hemen hemen benzerdir.

Caligmamizda en sik gozlenen histolojik tip %40 (n: 100) ile Adeno karsinom olup bunu
%32,4 (n: 80) ile Squamoz hiicreli karsinom , %15(n:38) ile kiiclik hiicreli akciger kanseri
izlemektedir. 2015 Tiirkiye Kanser Istatistikleri verilerine bakildiginda histolojik tip olarak
hastalarin %47’ sini adenokarsinom, %38’ ini squamodz hiicreli karsinom, ,%16.1° sin1
kiiclik hiicreli akciger kanseri olusturmaktadir. Tiirkiye verilerine bakildiginda klinigimizle

uyumlu olarak en sik adenokarsinom tespit edilmistir.

Giiniimiizde Next Generation Sekanslama sayesinde kisiye 6zel kanser tedavisi yapilmaktadir.
Akciger kanserindeki su anda en sik kullandigimiz molekiiler mutasyon analizleri EGFR,
ALK ,ROS1’ dir. Kafkas irkinda EGFR mutasyon orant %10 iken , Asya irkinda bu oran
%50’ lere kadar ulagmaktadir(15). Calismamizda EGFR mutasyon orant %14’ diir. ALK
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mutasyon orant yaklasik % 5’ dir(15); ¢alismamizda bu oran %?7.5 olarak saptanmigtir . ROS-
1 mutasyon orani %1-2" dir(16-17-18).Bizim ¢alismamizda bu oran %2.5’dir. Klinigimizde

mutasyon oranlari literatiirle benzer olarak saptanmistir.

SONUC

Akciger kanseri 2. en sik goriilen ve en sik kanser 6liimiine sebebiyet veren kanser tiiriidiir.
En biyiik risk faktorii sigaradir. Sigara biraktirma politikalar1 ve yeni gelistirilen hedefe

yonelik ajanlarla mortalite ve morbiditesi azaltilmaktadir.
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ABSTRACT

Aim: In this study, we aimed to evaluate the
demographic characteristics of patients who had an
ischemic stroke while using non-vitamin K
antagonist oral anticoagulants (NOAC).

Materials and Methods: Patients who had an
ischemic stroke while using NOACs between
January 2015 and January 2020 were included in
the study. Patients and their relatives were called by
phone and their file records were used to obtain
their age, gender, comorbidities, NOAC use,
routine biochemical and haematological parameters
and transthoracic echocardiography information.
Results: The study included 73 patients diagnosed

with non-valvular atrial fibrillation (AF) who had a

stroke while using NOACs. Of these patients, 23
(31.5%) were male and 50 (68.5%) were female.
The mean age of the patients was 74.6=10 years.
The mean CHA,DS,-VASc score was 5.6=1.5. Of
the patients, 34 (46.6%) had recurrent strokes. All
patients had vascular disease. Sixty-
seven (91.8%) patients had hypertension. Twenty-
one patients who were receiving NOACs were
found to be receiving the NOACs at doses not
recommended by the current guidelines. The mean
age was higher and the CHA,DS,-VASc score was
lower in patients who did not receive the
appropriate dose compared to those who did receive
the appropriate dose. The history of ischemic stroke

was lower in patients who did not receive the
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appropriate dose compared to those who did receive
the appropriate dose.

Conclusion: The high CHA,DS,-VASc score of
patients who had a stroke despite treatment with
NOACS, the presence of vascular disease in all of
them, the presence of hypertension in the majority
and a history of ischemic stroke in almost half of
these patients all suggest that NOAC treatment may

be insufficient in patients with the high risk factors

OZET

Amag: Biz bu c¢alismamizda yeni nesil oral
antikoagulan (YOAK) kullananirken iskemik inme
geciren atriyal fibrilasyonlu (AF) hastalarin
demografik ozelliklerini degerlendirmeyi
amagladik.

Materyal ve Metod: 2015 ocak ve 2020 ocak
aylar1 arasinda YOAK kullanirken iskemik inme
geciren hastalar caligmaya dahil edilmistir. Hastalar
ve yakinlar1 telefonla aranarak ve dosya kayitlar
iizerinden hastalarn yas, cinsiyet bilgileri, eslik
eden hastaliklar, YOAK kullammmi, rutin
biyokimyasal ve hematolojik parametreler ile
transtorasik ekokardiyografi bilgilerine ulasildi.
Bulgular: Non-valviiler AF tanili ve yeni nesil oral
antikoagulan kullanirken inme gecieren 73 kisi
calismaya alindi. Hastalarin 23’1 (% 31.5) erkek ve
50’si (% 68.5) kadm bireylerden olusmaktaydi.
Hastalarin yas ortalamasi 74.6+10 yildi. Ortalama
CHA2DS2-VASc skoru 5.6+1.5 olarak bulundu.
Hastalarin 34 (% 46.6) tanesi tekrarlayan inmeydi.
Altmig yedi (91.8%) hastanin hipertansiyonu vardi.

Hastalardan 21 tanesi uygun dozda YOAK

Introduction

of vascular disease, hypertension and a history of
ischemic stroke. In addition, the reasons why about
one third of patients use NOACs at an insufficient
dose needs to be investigated. These data should be
evaluated by studies conducted with larger numbers
of patients.

Keywords: Atrial fibrillation, non-vitamin K

antagonist oral anticoagulant, stroke

kullanmiyordu. Hastalarin tamaminda vaskiiler
hastalik mevcuttu. Uygun dozda kullanmayanlarin
uygun dozda kullananlara gére yas ortalamasmnin
daha yiiksek olup CHA2DS2-VASc skorunun daha
disik  oldugu  gozlendi. Uygun  dozda
kullanmayanlarda uygun dozda kullananlara gore
daha az iskemik inme Oykdisii vardi

Sonuc: YOAK altinda inme gegiren hastalarin
CHADS-VASc  skorunun  yiiksek  olmasi,
tamaminin  vaskiiler hastaligi  olmasi, biiyiik
cogunlugunun hipertansiyonu olmasi ve bu
hastalarin yaklasik yarisinda iskemik stroke 6ykiisii
olmasi nedeniyle, YOAK tedavisi risk faktorii
yiiksek olan, vaskiiler hastalig1 olan, hipertansiyonu
ve iskemik stroke Oykiisii olan hastalarda yetersiz
kaliyor olabilir. Ayrica artan yasla birlikte
hastalarin yaklasik iigte birinde yetersiz dozda
YOAK kullanmakta olup nedenlerinin arastirilmasi
gerekir. Bu verilerin ¢ok sayida hasta alinan
caligmalar ile degerlendirilmesi gerekir.

Anahtar Kelimeler: Atriyal fibrilasyon, yeni nesil

oral antikoagulan, inme

According to the World Health Organization's definition, stroke is a clinical entity

characterized by sudden onset of signs and symptoms of focal cerebral function loss without
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any reason other than vascular causes.! Approximately 87% of stroke patients are of ischemic

and 13% are of haemorrhagic origin.” Despite advances in the treatment of acute stroke,
stroke-related deaths are still ranked third in many countries.

Atrial fibrillation (AF) is an important health problem due to the increased risk of embolism
and stroke. Ischemic stroke is one of the most significant complications of AF and can cause
mortality and morbidity.® The use of CHA;DS,-VASc scoring is recommended for predicting
the risk of stroke in patients with non-valvular AF.* According to this score, the presence of
congestive heart failure (CHF), hypertension (HT), advanced age, diabetes mellitus (DM),
female gender, history of stroke and vascular disease are used to determine the risk of

stroke.>*®

In recent years, the frequency with which non-vitamin K antagonist oral anticoagulants
(NOAC:S) are used with non-valvular AF has increased. Rivaroxaban, apixaban, edoxaban and
dabigatran are all used for this purpose. Rivaroxaban, apixaban and edoxaban are direct factor
Xa inhibitors, whereas dabigatran is a direct thrombin inhibitor.® Previous studies have shown
that the use of either apixaban 5 mg 2x1 or dabigatran 150 mg 2x1 is superior to warfarin in
preventing ischemic stroke and embolism.”® Edoxaban and rivaroxaban have been found to
have similar effects to warfarin in preventing ischemic stroke and embolism.**° Studies have
shown that the incidence of ischemic stroke in patients who receive NOACS is approximately
1-29%."8%1% |n this study, we aimed to evaluate the demographic characteristics of patients

who had an ischemic stroke while using NOACSs.

Material-Methods

Patients who had an ischemic stroke while using NOACs between January 2015 and January
2020 were included in the study. Patients and their relatives were called by phone and their
file records were used to obtain their age, gender, comorbidities, NOAC use, routine
biochemical and haematological parameters and transthoracic echocardiography information.
Moderate-severe rheumatic mitral valve stenosis and mechanical heart valve history were

considered valvular AF.*

The CHA,;DS,-VASc score was used to calculate the risk of ischemic stroke in patients with
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non-valvular AF. This scheme is scored by two points each for a history of stroke/transient
ischemic attack (TIA) and age >75, and 1 point each for age 6574, history of hypertension,
diabetes, heart failure, vascular disease (myocardial infarction, complex aortic plaque and past
revascularization, and peripheral arterial disease (PAD), including angiographic PAD findings,
PAD-related amputation) and female gender. Valvular AF and inadequate file records were
considered exclusion criteria. Hypertension was defined as previous documentation of a
systolic blood pressure of 140 mm Hg and/or a diastolic blood pressure of 90 mm Hg in at
least 2 measurements or active use of any antihypertensive agent. Diabetes mellitus was
defined as a fasting plasma glucose level over 126 mg/dL, a glucose level over 200 mg/dL, a
glycated haemoglobin level over 6.5% in any measurement or the active use of an antidiabetic
agent. A history of percutaneous coronary intervention, a history of myocardial infarction and
a history of coronary artery bypass graft were all considered to indicate the presence of
coronary artery disease. Peripheral artery disease and carotid artery disease were diagnosed
with Doppler ultrasonography or peripheral angiography. The study was approved by the
Sakarya University Faculty of Medicine Ethics Committee (Ethics Committee number:

71522473/050.01.04/126).

Statistical analysis

Statistical analyses were conducted using SPSS Statistics for Windows, Version 17.0 (SPSS
Inc., Chicago, IL, USA). Continuous variables were expressed as mean+SD and categorical
variables as percentages. The assumption of normality was tested via the Shapiro-Wilk test.
Continuous variables between twogroups were evaluated using Student’s t-test and
categorical variables were evaluated with a chi-square test. For all tests, a p-value <0.05 was

considered statistically significant.

Results

The study included 73 patients diagnosed with non-valvular AF who had a stroke while using
NOACs. Of these patients, 23 (31.5%) were male and 50 (68.5%) were female. The mean age
of the patients was 74.6£10 years. The demographic characteristics of the patients are shown
in Table 1. The mean CHA;DS,-VASc score was 5.6+1.5. Patient distribution according to
the CHA,;DS,-VASc score is shown in Figure 1. Of the patients, 34 had recurrent strokes. All

patients had vascular disease. Of the patients, 42 were receiving rivaroxaban, 18 were
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receiving apixaban, 11 were receiving dabigatran and 2 were receiving edoxaban. The rates of
NOAC types used in our region and the rates of patients who had a stroke while receiving
NOACs were very similar. Twenty-one patients who were receiving NOACs were found to be
receiving the NOACs at doses not recommended by the current guidelines. Table 2 shows the
demographic characteristics of those who received the appropriate dose of the new generation
of oral anticoagulants and those who did not. The mean age was higher and the CHA;DS;-
VASc score was lower in patients who did not receive the appropriate dose compared to those
who did receive the appropriate dose, but there was no statistically significant difference
between the two groups. The history of ischemic stroke was lower in patients who did not
receive the appropriate dose compared to those who did receive the appropriate dose (29 vs 5,

p: 0.013)

Discussion

Atrial fibrillation is the most common type of arrhythmia in clinical practice.*? Its incidence in
the general population is 1-2%. The incidence of this arrhythmia, the prevalence of which
increases with age, has increased in recent years. AF is a major risk factor for first stroke in
patients who have had no previous stroke, and for recurrent strokes in patients who have
suffered a TIA or stroke previously. The rate of AF detected in a 24-hour rhythm follow-up
after stroke is 1.2%, whereas this rate rises to 6.2% in a 72-hour rhythm follow-up. This is
quite important in terms of treatment modality and prognosis.** The direct contribution of
anticoagulant therapy to survival when started after a stroke in patients with AF has been
demonstrated. In patients with atrial fibrillation without additional therapy, post-stroke
mortality was 45.2%, and this rate dropped to 18.9% in patients who did receive anticoagulant
treatment.***

The prognosis for AF-related strokes is known to be worse than that of other aetiologies.*® For
this reason, there is a need to start prophylactic treatment before a major stroke or a severe
disability develops in patients with AF. There is consensus regarding the application of
anticoagulant therapy in patients with cardioembolic stroke unless there is a

contraindication.’

Vitamin K antagonists (VKA) are widely used and provide effective protection in the long-

term treatment of thromboembolic diseases and in the prevention of atrial fibrillation induced
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stroke.'® Since warfarin requires constant follow-up during use, it creates difficulties for
patients. Difficulty in follow-up was the reason given by more than half the patients who were
unable to receive or to continue to receive anticoagulants. Although warfarin is very effective
when it is used within therapeutic limits, there is a need to investigate new anticoagulant
therapies because of the difficulty of follow-up during use and its excessive interaction
between food and medicine.

In valvular AF, VKA drugs are the only option we have. However, to prevent recurrence of
stroke in non-valvular AF patients, dabigatran, apixaban, rivaroxaban, and edoxaban have
been recommended based on various evidence levels, in addition to warfarin which is
recommended at class 1A level.’*® In non-valvular AF, NOACs are as effective and
promising as VKAs. NOACs are at least as effective as VKA in stroke prevention and are

considered more reliable than VKAs where there are bleeding complications.”%°°

In our study, patients diagnosed with non-valvular AF who had a stroke while using NOACs
were evaluated retrospectively. It was found that the majority of non-valvular AF patients
who had a stroke had multiple risk factors for the development of thromboembolic events
according to current guidelines, and most patients were found to have a CHA,;DS,-VASc
score of five and above. In our findings, the risk factors associated with AF were age, HT,

vascular disease, ischemic stroke and DM.

Of the patients, 21 (28.8%) were observed to use inadequate doses of drugs. Patients receiving
an inappropriate dose of NOACs were found to have lower CHA,;DS,-VASc scores and to be
elderly. Although the reasons for patients receiving inadequate doses of drugs are not known,

we believe it may be due to the risk of bleeding at an advanced age.

Coronary artery disease was present in 24 (44%) patients and peripheral vascular disease was
present in 53 (98%) patients who had a stroke while receiving NOACSs. The fact that patients
with a history of vascular disease had a greater stroke incidence raised questions about
whether NOACs were inadequate for the prevention of stroke in AF patients with a history of
vascular disease, or whether a combination with antiaggregant treatment is necessary. We

believe that these questions will be answered by further studies on this subject.
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The majority of the patients had a history of hypertension. We observed that the CHA;DS,-
VASc score was higher in patients who had a stroke while using the appropriate dose of
NOACs. Similarly, approximately half the patients had a history of ischemic stroke. In
addition, the efficacy of combined antiaggregant therapy in patients with a high CHA;DS;-
VASc score, hypertension and a history of ischemic stroke should be supported by further

prospective studies.

Limitations

This is a single-centred retrospective study carried out with a small number of patients. The
demographic characteristics of the patients who had an ischemic stroke while receiving
apixaban, edoxaban, rivaroxaban and dabigatran were not compared due to the insufficient

number of patients.

Conclusion

The high CHA,;DS,-VASc score of patients who had a stroke despite treatment with NOACS,
the presence of vascular disease in all of them, the presence of hypertension in the majority
and a history of ischemic stroke in almost half of these patients all suggest that NOAC
treatment may be insufficient in patients with the high risk factors of vascular disease,
hypertension and a history of ischemic stroke. In addition, the reasons why about one third of
patients use NOACs at an insufficient dose needs to be investigated. We believe this study
will be useful for physicians in the follow-up of non-valvular AF patients who present with
ischemic stroke while using NOACSs. These data should be evaluated by studies conducted

with larger numbers of patients.
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Table 1. Demographic characteristics of patients who had an ischemic stroke while using -

vitamin K antagonist oral anticoagulants.

Parameter n, (%)
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Ages (years) * 74.6%10

Gender (female), n (%) 50, (68.5)
Hypertansion, n (%) 67, (91.8)
Diabetes Mellitus, n (%) 24, (32.9)
Coronary Artery Disease, n (%) 34, (46.6)
Heart Failure, n (%) 22,(30.1)
Carotid Artery Disease, n (%) 68, (93.2)
Stroke, n (%) 34, (46.6)
Vascular Disease, n (%) 73, (100)
Chronic Kidney Disease, n (%) 8, (11.0)

CHA2DS2VASc score * 5.6+1.5

Appropriate dose, n (%) 52,(71.2)

* MeanzSD, CHA2DS2VASc: Congestive Heart failure, hypertension, Age >75 (doubled), Diabetes, Stroke

(doubled), Vascular disease, Age 65—74, and Sex (female)

Table 2. Comparison of demographic characteristics between patients with appropriate dose

and inappropriate dose.

Appropriate dose  Inappropriate dose p

Age, years * 73.2111.1 78.11£5.3 NS
Gender, female, n 35 15 NS
Hypertension, n 49 18 NS
Diabetes Mellitus, n 18 6 NS
Chronic Kidney Disease,n 8 0 NS
Heart Failure, n 15 7 NS
CHA2DS2VASc * 5.8t£1.6 5.6+1.7 NS
Stroke, n 29 5 0.013
Vascular Disease, n 52 21 NS

* Mean+SD, CHA2DS2VASc: Congestive Heart failure, hypertension, Age 275 (doubled), Diabetes, Stroke (doubled), Vascular disease, Age
65—74, and Sex (female), NS: Not significant (p>0.05)

Figure 1. Patient distribution according to the CHA,DS,-VASc score is shown.
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