Editére Mektuplar Letters to the Editor

Autonomic nervous system in heart
failure: an endless area of research/ The
preserved autonomic functions may
provide the asymptomatic clinical status
in heart failure despite advanced left
ventricular systolic dysfunction

Kalp yetmezliginde otonom sinir sistemi: Sonu olmayan
bir arastirma alanyKorunmus otonomik fonksivonlar
ileri sol ventrikiil sistolik disfonksiyonuna ragmen
kalp yetersizliginde asemptomatik klinik durumu
saglayabilir

Dear Editor,

We read with attention a research article entitled as ‘The preserved
autonomic functions may provide the asymptomatic clinical status in
heart failure despite advanced left ventricular systolic dysfunction’
published in the latest issue of the journal and performed by Kocaman
et al. (1). The researchers reported that the preserved autonomic func-
tions were associated with the asymptomatic clinical status indepen-
dently in patients with advanced left ventricular systolic dysfunction.
The autonomic function was evaluated using the parameters of heart
rate variability. The present study was a well-designed study and its
method and discussion sections were described with a comprehensive
manner (1). However, in a study assessing autonomic nervous system
functions in a patient population with heart failure, we think that some
important issues should be emphasized for readers to interpret more
accurately the results of the study.

It is well-known that the autonomic nervous system (ANS) is acti-
vated as a compensatory mechanism in the early stages of heart failure,
later on, itinvolves in many pathophysiological processes (2). Therefore,
its association with the patient's symptomatology was not actually very
surprising. The basic problem is how to precisely measure the ANS
functions. The parameters obtained from a Holter electrocardiographic
recording, i.e. heart rate variability, QT/RR slope and heart rate turbu-
lence, have been used for a long time (3). Each method has its own
particular limitation. Hence, the studies continue to search for a non-
invasive and a more accurate method to detect the functions of ANS.
Cardiac metaiodobenzylguanidine '23jodine labeled with (123]-MIBG)
scintigraphy is accepted as a gold standard method to identify sympa-
thetic activation. 123]-MIBG scintigraphy can be used for three purpos-
es; the detection of ischemia, the effectiveness of treatment and the
determination of prognosis (4). In a most recent multi-center study, the
ADMIRE-HF (AdreView Myocardial Imaging for Risk Evaluation in Heart
Failure) study, the prognostic value of 123]-MIBG scintigraphy was con-
firmed (5).

In conclusion, in the present study, methodological limitations
should be emphasized and the results should be confirmed by a more
objective test such as 123]-MIBG scintigraphy. We would like to con-
gratulate Kocaman et al. (1) for their study.
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Author’s Reply
Dear Editor,

We thank the authors for their constructive comments on our arti-
cle (1) in their letter entitled as ‘Autonomic Nervous System in Heart
Failure: An Endless Area of Research’. They criticized that the study is
focused on the clinical status of patients with advanced left ventricular
systolic dysfunction and autonomic nervous system (ANS) and its func-
tionality assessed by heart rate variability (HRV) which has its own
particular limitations. On the other hand, cardiac metaiodobenzylguani-
dine '23jodine labeled with (1231-MIBG) scintigraphy is accepted as a
gold standard method to identify sympathetic activation and they said
that the results of current study should also be confirmed by a more
objective test such as 1231-MIBG scintigraphy.

Heart rate variability indices derived from 24-hour Holter electro-
cardiogram recordings can easily reflect the autonomic balance and
ANS functionality in contemporary clinical practice (2). The main find-
ing of our study was that disturbed sympathovagal balance indepen-
dently was related to presence of heart failure symptoms in patients
with systolic left ventricular dysfunction. An interesting finding of cur-
rent study was that some patients with prominent reduced systolic
function and similar baseline characteristics had the preserved auto-
nomic functions with no symptom of heart failure.
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Based on previous arguments, we believe that further studies are
needed to clarify more accurately the mechanisms of individual differ-
ent autonomic responses to the situation with reduced systolic pump
function and to confirm the importance of modulating the neurohu-
moral axis to improve clinical outcome.
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Anjiyotensin reseptor blokerleri ve
kanser riski

Angiotensin receptor blockers and risk of cancer
Sayin Editor,

Anjiyotensin reseptor blokerleri (ARB) basta hipertansiyon olmak
lizere kalp yetersizligi ve kardiyo-renal korunmada 6zellikle tilkemizde
yaygin olarak kullaniimakta olan bir ilag grubudur. ingilizlerin giincellen-
mekte olan yeni hipertansiyon kilavuzlarinda da renin-anjiyotensin-
aldosteron sistemi (RAAS) olarak ARB'ler <55 yas grubunda ilk tedavi
secenedi olarak dnerilmistir.

ARB ve kanser riskine iligkin tartismalarin baglangic noktasini gec-
tigimiz yil Sipahi ve ark. (1) Lancet Onkoloji dergisinde yayinlamis olduk-
lari meta-analiz olusturmaktadir. En az bir tedavi kolunda ARB'nin yer
aldigi ve en az bir yil izlendigi dokuz klinik arastirmanin sonuglarinin
degerlendirildigi yazida, yaklasik 94.000 hastanin %8’inde yeni kanser
saptanmistir. S6z konusu ARB’ler ise losartan, candesartan, telmisartan
ve valsartan olmaktadir. ARB arasinda 30.014 hastada (%85.7) telmisar-
tan yer almaktadir. Yeni akciger kanseri riski, ise en fazla LIFE ¢alisma-
sinda (losartan %0.6, atenolol %0.3, RR 2.41, p=0.01) goriilmiistiir (1). Bu
veriler 1siginda 65-69 yas gruplarinda 143 hastanin yaklasik 4 yil ARB
kullamimiyla bir yeni kanser olgusu ortaya ¢ikacaktir.

Meta-analiz sonuglari herkeste bir sok etkisi yaratirken konuda
uzmanlar, bu bulgular icin “rahatsiz edici ve kiskirtici” ibaresini kullan-
mistir (2). ONTARGET ¢alismasinda (3) telmisartan ile ramipril arasinda
malignite agisindan istatistiksel bir fark saptanilmamistir (HR 1.05, %95
GA 0.94-1.16). TRANSCEND calismasindaki (4) fark ise istatistiksel ola-
rak anlaml noktaya ulasmamistir (HR 1.17, %95 GA 0.97-1.41). Kald ki,

PROFESS calismasinda (5), plasebo kolunda malignite orani telmisartan
alan gruptan daha fazla olmaktadir (HR 0.92, %95 GA 0.79-1.06). Diger
taraftan Sipahi ve ark. (1) yazisinda yer alan caligmalarin meta-
analizindeki kansere bagli dliimler arasinda plasebo ve ARB’ler arasin-
da fark saptanmamustir (%1.8 karsi 1.6%, RR 1.07, 0.97-1.18; p=0.183).

FDA'nin (Food and Drug Administration) ise konuya iligkin 15.07.2010
tarihli raporunda sbz konusu meta-analiz irdelenmis ve olumsuz bir
uyarida bulunulmamustir. Tam tersi ARB kullanan hastalarin kendiligin-
den ilaglari kesmemeleri konusunda ikaz edilmistir (6).

Bu gelismeleri takiben Ocak 2011 tarihinde ve ayni dergide (4) yayin-
lanan bir bagka meta-analiz ise ARB’leri tamamen aklamis oldu. Son
meta-analiz, 1950 yilindan Agustos 2010°a kadar 70 randomize klinik
arastirmada tiim antihipertansifler kanser ve kansere bagh &liimler
acisindan degerlendirildi. Analizin sonucunda ARB, ACE-i, beta-bloker,
diliretik ve kalsiyum kanal blokerlere bagh kanser veya kansere bagli
olim riski %5-10 oraninda arttirdiklari ortaya konuldu. Calismanin diger
onemli bir verisiise, kanser riski agisindan tiim antihipertansifler benzer
olmasina karsin, kombine ARB ve ACE inhibitdrleri kullaniminda risk
artisi anlaml olmaktadir (OR 1.14, %95 GA 1.04-1.24; p=0.004) (7). Bu
sonugla hipertansiyon tedavisinde ikili RAAS blokajinin olumsuz bir yani
daha ilave edilmis oldu.

Dolayisi ile, kanser agisindan antihipertansif kullaniminda bir risk
varsa, bu tiim ilag gruplar icin gecerlidir. Ne yazik ki, tim hipertansif
hasta gruplarinda sadece siki yagam tarzi degisikliklerinin uygulanmasi
yeterli bir tedavi yaklagimi olamamaktadir. Ozellikle yiiksek risk grubun-
dakilerde tiim tedavi kilavuzlar uc organ hasarlarinin engellenmesi ve/
veya geriletilmesi ve etkin bir kardiyovaskiiler korunma saglamak icin
ilac tedavisini vazgecilmez kilmaktadir.

Sonug olarak, antihipertansif ilag seciminde, kanser riskini 6n plan-
da tutacak bir noktada degiliz.

Mehdi Zoghi
Ege Universitesi, Tip Fakiiltesi, Kardiyoloji Anabilim Dal,
lzmir-Tiirkiye
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