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Atriyal fibrilasyon ile komplike Tako-tsubo
sendromu

Tako-tsubo syndrome complicating with atrial fibrillation

Sayin Editdr,

Tako-tsubo sendromu tarif edildikten sonra bildirilen vaka sayilarin-
da belirgin artis olmustur. Cogunlukla psikojenik stres sonrasinda gogiis
agrisi, EKG degisikligi, koroner arter patolojisi olmamasi ve tipik apikal
balonlagma goriintiisii ile tani konur. Maksimum 6 hafta igerisinde nor-
male déner. Ritm bozuklugu nadiren eslik edebilir.

Atriyal fibrilasyon geligen Tako-tsubo sendromlu bir hastamizi sunu-
yoruz. Altmig dokuz yasinda kadin hasta, bir hafta kadar 6nce hasarsiz
bir trafik kazasi gecirmis. Bu olaydan cok etkilenmis. Olayin 3. giiniinde
gbgsiinde baski tarzinda agri, soguk terleme, nefes darligr sikayetleri
baslamis ve birkag giin sonra acil servise bagsvurmus. Istirahat elektro-
kardiyografisinde (EKG) V2-V3 de ST elevasyonu, V3-V4-V5-V6'da derin
T(-)'ligi mevcuttu (Sekil 1). Subakut anteroseptal miyokard infarktiisii ve
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Sekil 1. Hastamin basvuru 12 derivasyonlu EKG'si. V1-V5
derivasyonlarda ST segment elevasyonu ve T (-) liji mevcut
EKG -elektrokardiyogram

kompanze kalp yetersizligi bulgularyla koroner yogun bakima alindi.
Parenteral nitrat, diiiretik, anjiyotensin donistiirlicii enzim inhibitori,
asetil salisilik asit, klopidogrel ve diisiik molekiil agirlkli heparin tedavi-
siyle stabillesti. Troponin I hafif yiiksek (0.86 ng/ml) ve kreatin-kinaz-MB
normal sinirlarda idi, takiplerde yiikselme olmadi. Ertesi giin koroner
anjiyografi yapildi. Koroner anjiyografi normaldi (Sekil-2) ve ventrikiilog-
rafide tipik sistolde apikal balonlagsma goriildi (Sekil 3, 4). Tako-tsubo
sendromu tanisiyla tedavisi yeniden diizenlendi. Koroner anjiyografiden
12 saat sonra hastada hizli ventrikiil cevapl atriyal fibrilasyon gelisti
(Sekil 5), Kordaron infiizyonu ile siniizal ritme dondii. Ekokardiyografik
kontrollerinde sol ventrikiil sistolik fonksiyonlarinda belirgin diizelme
tespit edildi. On giin sonra miyokardiyal nekroz bulgularini ekarte etmek
icin miyokard perfiizyon sintigrafisi yapildi ve iskemi/infarkt saptanmadi.
Hipertiroidi yoniinden tiroid fonksiyon testleri istendi ve normal geldi. Bir
ay sonra poliklinik kontroliinde, EKG ve ekokardiyografi tamamen normaldi.
Tako-tsubo sendromu ilk olarak 1991 yilinda tarif edilmistir (1).
Diastolde ventrikiilografi goriintiisii ahtapot yakalama kabina benzedigin-
den bu isim verilmistir. Cogunlukla postmenopozal kadin, psikojenik stres
sonrasinda asiri sempatik aktivite ile koroner mikrovaskiiler vasospazmin
sorumlu oldugu éne siiriimektedir (2). Bizim hastamiz da 69 yasinda bayan
hasta olup, hasarsiz bir trafik kazasi sonrasinda bu klinik tablo geligmisti.
Ayrica daha geng bayanlarda ve erkek hastalarda da bildiriimektedir.
Literatiire bakildiginda cogunlukla vaka raporlar sunulmakta, cerrahi
veya psikojenik stes, atriyoventrikiil nod ablasyonu, cinsel iliski ve hatta
ilag intoksikasyonu sonrasinda bu sendrom rapor edilmektedir (3). Ayrica
kalp yetersizligi, kardiyojenik sok ile de komplike olabilmektedir. Ancak bu
hastaligin akut ddneminde veya seyri siirecinde baslica ventrikiiler olmak
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Sekil 2. A) Hastanin sol sistemin koroner anjiyografisi normal
goriiniimde B) Hastanin sag koroner anjiyografisi

Sekil 3. Hastanin sol ventrikiilografisi: Sistolde tipik apikal
balonlasma gériintiisii
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Sekil 4. Hastanin diyastolde sol ventrikiilografisi: Hafif
genisleme disinda apikal balonlasma diyastolde belirgin degil
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Sekil 5. Hastanin atrlyal flbrllasyonlu 12- derivasyon EKG si
EKG -elektrokardiyogram

tizere degisik ritm bozukluklari da eslik edebilir (4). Nitekim bizim hastamiz-
da atriyal fibrilasyon gelisti ve vakamizin Tako-tsubo sendromu akut siire-
cinde atriyal fibrilasyon geligebilecegini gostermesi acisindan 6nemli
oldugunu diisliniiyoruz.

Psikojenik stres sonrasi gdgiis agrisi ve EKG degisikligi gelisen ozellikle
postmeneopozal kadin hastalarda akut koroner sendrom tanilari arasinda
Tako-tsubo sendromu da akilda bulundurulmali, miimkiin olan erken dénem-
de koroner anjiyografi ve koroner anatomi normal ise mutlaka ventrikiilogra-
fi yapilmalidir. Ayrica hastalija atriyal fibrilasyon eglik edebilir.
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Warfarin resistance induced by
oxcarbamazepine

Oxcarbamazepin'e bagh warfarin direnci

A 16 years old male patient was referred to our clinic for low inter-
national normalized ratio (INR) values despite warfarin use. He under-
went aortic valve replacement six years ago because of bicuspid aortic
valve and resulting aortic stenosis. After the operation warfarin 10 mg
was used for holding INR value in the range of 2-3. Unfortunately, the
patient experienced a seizure-like episode one year ago and oxcarba-
mazepine was prescribed with a diagnosis of epilepsy. Unfortunately,
INR value started to decrease from normal target range at the 6t
months of oxcarbamazepine therapy and reached a value of 1.23 at 12t
months. The patient refused to any other concomitant drug use or diet
changes during that time period. Responsible doctor discussed the
patient’s status with a neurology specialist and oxcarbamazepine was
stopped. There was no record for any warfarin dose adjustment
attempt at that time. Despite the absence of oxcarbamazepine therapy,
the patient’s INR values were still at the subtherapeutic levels, and
hence, admitted to our clinic. Our first approach to the patient was to
increase warfarin dose. Daily 15 mg warfarin dose yielded INR value of
1.6. We further increased daily warfarin dose to 20 mg but the result
was INR value of 1.5. We searched for genetic defects leading to war-
farin resistance and found VKORC1 1173CC genotype and CYP2C9 *2
allele. Based on these findings we discussed other treatment options
with the patient and decided to use clopidogrel 75 mg —aspirin 300 mg
per day combination.

Warfarin resistance is a rare clinical problem which can be caused
by genetic or acquired causes. In addition to concomitant drug therapy
(1) and enteral nutrition (2) patient related factors such as not taking the
medication, impaired absorption, rapid elimination and increased vita-
min K intake may cause to acquired warfarin resistance (3). In our
patient INR values was decreased after oxcarbamazepine therapy and
never returned to target levels even after oxcarbamazepine discontinu-
ation and warfarin dose adjustments. He refused any diet change, any
other drug use or drug adherence problems. We thought that deter-
mined genetic problems related to warfarin metabolism can not be used
solely for explanation of the problem. Although patients having VKORC1
1173CC genotype require higher warfarin dose, CYP2C9 *2 variant is
associated with lower warfarin dose (4). Moreover, oxcarbamazepine
was reported as not affecting the anticoagulant activity of warfarin (5).
In view of these facts we have to admit that we have no a clear expla-
nation for the warfarin resistance in our case. Nevertheless, we sug-
gested that oxcarbamazepine-warfarin metabolism interaction, possi-
bly via VKORC1 1173CC mutation could cause a continuous decrease in
warfarin’s ability to suppress vitamin K epoxide reductase enzyme.
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