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Abstract
Ischemia plays a key role in cardiac arrhythmogenesis, particularly in elderly patients. Healthy, non-ischemic and structurally normal 

myocardium is universally free from dysrhythmias. Thereby intact coronary blood flow prevents potential cardiac events. Hypothetically, 
ischemia-related electrophysiological differences are responsible for the supraventricular and/or ventricular rhythm irregularities. The goal of 
this review is to determine the role of systemic and coronary circulatory peculiarities and their association with heart rhythm abnormalities. 
The current analytical review extends and enriches previous knowledge about the influence of these peculiarities on the genesis of ischemia-
dependent conflictogenic arrhythmias. Different intensity of coronary blood flow resulting from stenotic obstacles or vasospasm potentially 
leads to the non-uniform perfusion of myocites thus creating albeit subtle but vulnerable and powerful electrophysiologic substrate impending 
cardiac rhythm disturbances.  Apparently, the behavior of both non-ischemic and iso-ischemic myocardium in respect to electric cardiac 
activity is very similar, at least theoretically.  Some different clinical entities, e.g. arterial hypotension and/or anemia containing ischemic 
component, in most cases are free from arrhythmias. This postulation may be helpful in furthering arrhythmogenicity insights which have 
been generated previously. On the contrary, increased blood pressure often concurs with the supraventricular and/or ventricular arrhythmias; 
this pattern also favorably reflects our previous hypothetical assumptions associated with the mechanisms of arrhythmogenesis. Conclusively, 
both non-ischemic and iso-ischemic myocardium may be attributed to nonarrhythmogenic milieu. Nevertheless, the inventive analysis and 
more explorative data are required to support the suggested postulations.

Introduction and Principal Postulations
Under normal conditions myocardium is known to be unfavorable 

milieu for the manifestation of arrhythmias. In general, myocardium 
may be healthy or apparently healthy with different arrhythmogenic 
status. Perfect patency of coronary arteries along with non-ischemic 
myocardium itself may be treated as a natural cardioprotection from 
the development of cardiac events. Any arrhythmia cannot exist 
in the absence of corresponding susceptible substrate - ischemic, 
genetic, congenital, valvular, inflammatory, electrolyte imbalance or 
other underlying heart disease.1-6 Although atrial and ventricular 
rhythm disturbances have their own characteristics, variability 

and specificity, still there is some similarity of arrhythmogenicity 
preferably to those having the ischemic background. Hypoperfusion 
being a favorable arrhythmogenic substrate may trigger arrhythmias 
in both atrial and ventricular levels.7 Hence, it may be considered 
(at least hypothetically) that atrial and ventricular arrhythmias are 
probably comparable in terms of their specific ischemic ethiology. 

On the basis of the previous statement,1 particular emphasis has 
been placed on ischemia – the potential pathophysiological initiating 
mechanism and contributing factor believed to be responsible for 
the creation of the arrhythmogenic substrate. Presumably both non-
ischemic and iso-ischemic myocardium warrants more or less normal 
electric functioning of the heart. In other words, well balanced 
coronary blood distribution even in reduced amounts (that happens 
in hypotensive and/or anemic patients) potentially undermines the 
manifestation of conventional arrhythmias. Regional ischemia-related 
electrophysiological derangements conceptually result in cardiac 
rhythm disturbances, though individual peculiarities may differ 
from patient to patient.1 In contrast, evenly distributed myocardial 
ischemia (or iso-ischemia) likely cannot produce arrhythmias – the 
phenomenon which has not been proven yet. Clinical manifestation 
of conventional arrhythmias (premature beats, atrial and/or 
ventricular tachyarrhythmias or fibrillation) may be referred to as 
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commonly regional in nature,12 consequently non-homogeneous 
excitable medium eventually may be formed.

Ischemia-induced arrhythmias have been amply demonstrated 
and widely recognized in laboratory and clinical practices.14-17 

Arrhythmogenic consequences are observed as an initial response 
to the coronary spasm and acute ischemia.18 The manifestations of 
coronary artery disease create distinct and time-varying changes in 
the myocardium that enhance the risk of arrhythmias.19 Numerous 
reports demonstrate that cardiomyocites lacking in blood supply – 
oxygen, nutrients and energy – do respond to this condition by loss 
of local contractility and potential inducibility of atrial or ventricular 
arrhythmias.16,17,20,21 Some kind of arrhythmia is thought to rise 
from modulation of a triggering event like ischemia or electrolyte 
abnormalities on a preexisting anatomical and/or functional 
substrate.22 

Atrial ischemia is known to play an important role in the genesis of 
supraventricular tachyarrhythmias.23,24 Ischemia itself also contributes 
as it shortens the refractory period and decreases conduction velocity 
in the atria, potentially facilitating reentrant processes.25 Some 
findings suggest that atrial fibrillation may be the first manifestation 
of ischemia.26 Even the subclinical coronary artery disease is not 
“innocent” regarding the initiation of atrial fibrillation.27

Increased myocardial oxygen demand is observed in cases of 
exercise or pharmacologic stress leading to the ischemia-related 
arrhythmias.28,29 Electrical abnormalities in diseased tissue, especially 
with a larger ischemic zone may initiate malignant arrhythmias.30 

Myocardial infarction as an extreme pattern of ischemia may serve 
for behavioral analysis of seriously damaged myocardium. Canine 
and sheep models showed that acute occlusion of the right coronary 
artery led to atrial action potential and effective refractory period 
shortening.31,32 After an acute coronary occlusion, the cellular 
physiology of the ischemic myocardium is modified, involving 
changes in ion homeostasis and cell-cell coupling among other 
alterations.33 This results in reduced cellular excitability and shortened 
action potential, although cellular refractoriness is prolonged through 
lengthening of the refractory period after repolarization.20 Strikingly, 
the greater heterogeneity of extracellular K+ concentrations – and 
hence of secondary electrophysiological disorders – occurs at the 
periphery of the ischemic tissue, where gradients of both excitability 
and refractoriness are established.20

With regional ischemia some important electrolyte imbalances 
and metabolic changes are confined to the poorly perfused tissue 
that is electrically coupled with normal myocardium at the ischemic 
border where injury currents flow between regions.34 This area, known 
as the border zone, has received particular attention in recent years 
and is increasingly thought to be the center of arrhythmic activity 
in the heart with regional ischemia.1,35 In early 1999, Picard et al.15 
indicated that namely this electroanatomic location is responsible 
for the initiation of “border zone” arrhythmias. The membrane 
potential gradient between the border zone and the normal 
myocardium may translate into a wavebreak when the sinus wave 
approaches the border zone, which could lead to the formation of 
vortices causing cellular reexcitation; this is one of the mechanisms 
proposed for the genesis of arrhythmic triggers.36,37 Heterogeneities 
in action potential duration and altered coupling between infarct 
border zone tissue and surrounding myocardium create a region of 
conduction slowing susceptable to local conduction block necessary 
for reentrant excitation.19 The border zone of an acute myocardial 

ischemia-dependent conflictogenic cardiac arrhythmias. In light of 
ischemia–induced unfavorable cardiac events we would like to clarify 
several challenging conceptual statements:

- Evenly distributed myocardial ischemia (iso-ischemia or 
homogeneous ischemia) arising from the subnormal myocardial 
blood supply evokes no conflict, no arrhythmias.

- Keeping in mind the arrhythmogenicity, both non-ischemic 
and iso-ischemic myocardium presumably provides similar 
electrophysiological and behavioral peculiarities.

- Ischemia-related cardiocirculatory singularities and associated 
electrophysiological asymmetry as a succeptable arrhythmogenic 
contributor may evoke supraventricular arrhythmias within the 
atrial level as well as ventricular rhythm abnormalities within the 
ventricular level. 

To our knowledge, this is the first attempt to analyze the 
relationship between iso-ischemia and a normal heart beat. Is the 
iso-ischemic condition of cardiomyocites truly “peaceful” and non-
arrhythmogenic? The potential presence of such a nexus is not 
well defined yet. In search of a solution and to properly elucidate 
this relationship along with the previously declared conceptual 
viewpoint1,8 it is reasonable to analyze and collate three clinical 
entities, e.g. arterial hypertension, hypotension and anemia. 
Apparently, these entities compatibly support our viewpoint, the 
first of them in an antagonistic manner while the latter two – in a 
confirmative one. Hypertension with its well-known proarrhythmic 
linkage requires special interpretation. Elevated blood pressure may 
induce arrhythmias, such as atrial fibrillation, supraventricular and/or 
ventricular premature beats; decrease in blood pressure may prevent 
or eliminate the occurrence of cardiac arrhythmias.9-11 Contrary to 
what happens with hypertension, the hypotension itself demonstrates 
indifference with respect to inducement of arrhythmias. 

Generally it is assumed that anemia is not involved in rhythm 
eccentricities, likely due to its equal and proportional distribution of 
myocardial hypoxia. Taken all together, including this observational 
review and by comparison of entities mentioned, we would like 
to finalize theoretical assumptions of arrhythmogenesis thereby 
convincing ourselves and the cardioarrhythmological community 
that the concept of ischemia-dependent conflictogenic arrhythmias 
is potentially valid. With that background we will seek valuable 
information in the available data in order to find more clinically 
relevant and convincing evidence. 

Ischemia and its Role in Arrhythmogenesis: Basic and Clini-
cal Evidence 

There is considerable interest in mechanisms of arrhythmias arising 
from the ischemic heart disease. In the strictest sense “ischaemia”, 
derived from the Greek words, ischõ (to restrain) and haima (blood), 
we mean insufficient blood; if we were to adhere to this definition, 
biological tissues which lack blood should by definition be termed 
“ischaemic”.12 Ischemia is defined as a discrepancy between the 
amount of oxygen supplied to the myocardium and the amount 
needed to ensure normal heart performance.13 At the moment 
when ischemia develops during exercise, coronary blood flow may 
be higher than under resting conditions, but the increase is not 
sufficient to meet the increased oxygen demand (demand ischemia); 
the situations when the entire human heart becomes ischemic 
(global ischemia) are relatively rare, but may be seen during severe 
hypotension.12 Importantly, in man, myocardial ischemia is most 
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related to “functional” (non-perfused vessels) or structural (obliterated 
vessels) changes.42 It is likely that persistently non-perfused vessels 
are ultimately obliterated.41

Noteworthy, hypertensive patients have a high propensity to 
develop rhythm irregularities. Elevated blood pressure facing coronary 
narrowings along with increased coronary wall tension according to 
the Laplace’s law42 most likely provide synergistic effects and can 
alter ischemic manifestations thus evoking conflict between regions 
having different ischemic and electrophysiological status. Obviously, 
biomechanical, morphological and physiological features of great 
arteries as well as of cardiac vessels may significantly influence the 
myocardial response.

The aforementioned literature sources demonstrate the presence 
of ischemic areas or foci occurring and likely activated on the basis 
of increased blood pressure. Hypothetically, high blood pressure 
in concordance with coronary heart disease leads to increase in 
differences of electrophysiologic tension at the ischemic border zone. 
Consequently, it leads to the decrease in electrophysiologic tension 
threshold finally resulting in ectopy.

Benign/Neutral Cardiac Response to Hypotension and/or 
Anemian

As stressed above, hypertension often results in arrhythmias – 
supraventricular and/or ventricular. In contrast, hypotension (drug 
related or due to arterial bleeding) eliminates ventricular ectopy 
both in animal and clinical studies; which is why lowering the blood 
pressure by simple means may be beneficial to the arrhythmia .45 There 
are reports indicating that in patients with orthostatic hypotension 
cardiac arrhythmias may take place in cases of preexisting hypertension 
and coronary artery disease.46 Noteworthy, cardiac arrhythmias 
per se, such as long runs of premature beats, supraventricular and/
or ventricular tachycardia (sometimes called “arrhythmia-related 
hypotension”, “arrhythmias provoking hypotension”, “rate related 
hypotension”, “hypotensive arrhythmias”, etc.) can compromise 
the patient’s hemodynamic status by reducing cardiac output 
finally resulting in hypotension.47-52 Similarly, tachyarrhythmias 
may decrease diastolic filling and reduce cardiac output, leading to 
hypotension, and increase myocardial oxygen consumption, thus 
producing myocardial ischemia;48 management includes correction of 
existing imbalances and medical therapy directed at the arrhythmia 
itself. Hence, arrhythmias may precede hypotension, the latter one 
being secondary to arrhythmias. According to Baretti et al.53 every 
arrhythmia will disturb nearly perfect evolutionary design of the 
heart and its two successively working pump chambers. In fact, 
rhythm abnormalities may produce hemodynamic instability due 
to the compromised global cardiac mechanical efficiency. Thus, 
hypotension does not generate rhythm abnormalities, however 
arrhythmias themselves potentially are responsible for the decreased 
blood pressure.

Anemia reduces tissue oxygen delivery and causes a compensatory 
cardiovascular response.54 Tuncer et al.55 also have shown that 
physiologic response to anemia is a compensatory increase in cardiac 
output through increases in blood volume, preload, heart rate, and 
stroke volume, along with a decrease in afterload. Anemia is usually 
associated with a benign course from the standpoint of rhythm 
disorders. Anemia leads to global, however proportionally distributed 
myocardial hypoxia thus evoking no dysrhhythmic eccentricities. 
In other words, no arrhythmia may appear in spite of whether 

infarction undergoes the most dynamic and heterogeneous 
electrophysiologic transformation, thereby laying the foundations for 
persistent reentry phenomena; also regional ischemia significantly 
increases fragmentation of the activation fronts in the same zone.20,37 
Similarly, arrhythmia may be evoked due to the tension arising 
from the electrophysiological differences (refractory period, action 
potential duration, conduction velocity, excitability, vulnerability, etc. 
– solitary or in combination with all these factors which are most 
likely interrelated) taking place on the border zone,1the threshold 
of tension may be unstable with subtle interindividual variations. 
These differences as key components of arrhythmogenic substrate are 
believed to be proximate cause which generates rhythm eccentricities. 

There are reports suggesting that asymmetric coronary dilatation 
in multi-vessel ischemia evokes coronary “steal” phenomenon 
which results in arrhythmic outbreaks.29,38,39 Thus, regional 
ischemic and electrophysiological differences being concentrated 
in the confronting border zone (most conflictogenic area) likely are 
fundamental in cardiac arrhythmogenesis. Theoretically, cancellation 
of these differences might result in restoration of normal myocardial 
functioning.8

Finally, the initiation of arrhythmia is likely provided by a 
combination of constituent parts which are delineated as follows: 
1) precursor - intracoronary obstacles and/or vasospasm as a 
predisposing pathophysiological mechanism and risk factor; 2) 
emergence of ischemic myocardium as a parent material setting the 
stage for the arrhythmia – an important initial phase which could 
be named “moment of creation” or “in statu nascendi”; 3) proximate 
cause – emergence of the electrophysiological differences and 
corresponding tension on the border zone; 4) conflict – “firing” on 
the border line in a form of premature wavefront(s) which under 
proper conditions may result in unorganized cardiac rhythm. Let’s 
continue to seek more clinically relevant information.

Hypertension and Arrhythmias
Arterial hypertension is commonly associated with cardiac 

arrhythmias and with and without concomitant cardiovascular 
disease; experimental and epidemiological studies have demonstrated 
potential links between hypertension and atrial and ventricular 
arrhythmias.9, 10 The relationship between hypertension, arrhythmias 
and cardiac mortality also has been well defined by other investigators 
(10). Importantly, normotension may also generate arrhythmias 
in subjects with left ventricular hypertrophy40 or other underlying 
structural heart disease. A number of studies have indicated that 
functional and anatomic rarefaction of microvessels occurs in 
hypertension.41 An impaired coronary perfusion in hypertensive 
patients is also important in rhythm abnormalities mainly due to the 
tissue perfusion restriction.42 Antihypertensive therapy is associated 
with a reduction in both ventricular and supraventricular ectopy.10 
Patients with hypertension of several years standing have increased 
peripheral vascular resistance.43 The increase in this resistance is 
present in all vascular territories including coronary arteries.42 The 
lumen diameter as a ratio of wall thickness is reduced in small 
arteries in all forms of hypertension.42 Thus, maximum vasodilatation 
(minimum resistance) is reduced; which results in a reduced 
vasodilator reserve (most significant in the coronary circulation) 
and vasomotor responses are inhanced, as a given shortening will 
induce an exaggerated vasoconstriction.44 Also there is a reduction 
in microvascular density however it is still unclear whether this is 
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oxygen blood supply of global myocardium is adequate or non-
adequate. There are different types of anemia and every one of them 
may be associated with increase in the heart rate as a physiologic 
cardiovascular response.56-58 Anemia is considered to not be related 
to regional myocardial ischemia, except for sickle cell one, which is 
characterized by acute vaso-occlusive episodes in which normally 
flexible red cells are transformed from their regular round shape to 
rigid, sickle shape and occlude microvasculature.56,59 Thus, severe 
arrhythmias due to perfusion defects including vessel occlusion may 
take place during active crisis or in the end stage of the disease.60

In experimental dogs, after arterial bleeding compensated for 
volumetric parameters by fluid infusion, there were no premature 
beats observed – neither atrial nor ventricular – during 24 hours of 
Holter monitoring.59 Anemia usually leads to increase in heart rate, 
most often in sinus tachycardia.58 Athanasios et al.54 have observed 
patients with cardiovascular adaptation to chronic anemia without 
the expected increase in heart rate. In response to increased heart 
rate, myocardial cells dynamically adapt (shorten) their action 
potential duration.19 Some investigators have shown that chronic 
severe anemia in the absence of cardiac comorbidity was well 
tolerated by the older individuals without development of congestive 
heart failure, even in patients with hemoglobin as low as 5,0 g/dL;54 
interestingly heart rate was not significantly different between anemic 
patients and controls. Also no significant difference was observed 
in heart rate variability parameters between patients with anemia 
with limited physical activity and healthy ambulatory population.55 

Specific adaptive mechanisms allow healthy humans to tolerate 
severe degrees of normovolemic anemia,61,62 although side effects, 
such as arrhythmias or ST-segment changes can be observed in 
extreme cases.63 There are reports indicating that in anemic humans 
premature atrial contractions and/or atrial fibrillation occasionally 
may take place,64 however it is uncommon, particularly in the absence 
of coronary artery disease. In some patients with chronic anemia the 
premature atrial beats, nonspecific ST-T changes, mild conduction 
disturbances were recorded.54 Such abnormalities appeared when 
hemoglobin fell below 7 g/dL and vanished after its restoration 
to normal concentrations.65,66 It is considered that in the absence 
of heart disease cardiac functional abnormalities begin to appear 
when the hemoglobin concentration falls to below 7 g/dL.65,68 Some 
clinical observations demonstrate the absence of atrial extrasystole, 
atrial tachycardia or atrial fibrillation in patients suffering from 
chronic anemia;54 according to researchers some electrocardiographic 
changes arise from combined reasons – from myocardial ischemia 
and anemia. Anemia and arrhythmias in critically ill patients may 
increase annual mortality rate.67

Obviously, both hypotension and anemia result in ambiguous and 
inappropriate blood and oxygen supply to myocardium, however 
subnormal parameters – low pressure and low hemoglobin within 
tolerable levels - are relevant in saving of cardiac rhythm. No risk 
criteria with respect to the degree of the hypotension and anemia 
have been established, but some shifts or fluctuations may be neutral 
or tolerable. Mild hypotension and/or anemia may demonstrate 
their “neutrality” by producing no cardiac arrhythmias. Apparently, 
the whole cardiovascular system as well as organ systems and tissues 
of the human body do not benefit either from hypotension or 
anemia. Nevertheless, “choking” of the entire heart is to be treated 
as a more favorable clinical condition in comparison to the regional 
myocardial “suffocation”. Thus, adverse cardiac effects arising from 

the hypotension and anemia may be mitigated or neutralized 
by fluent coronary circulation. Undoubtedly, benign behavior of 
these clinical entities does have its limits. Patients suffering from 
critical hypotension as well as anemia and requiring  resuscitation 
measures may be potentially proarrhythmic.48,51,63 Obviously, when 
systemic hypoxia drifts toward anoxia, clinical situation may worsen 
dramatically. Anemia in combination with ischemic heart disease 
may be considered a significant risk factor for rhythm disturbances 
and higher mortality rate.69 Thus, severe iso-ischemia leads to severe 
consequences, therefore benign iso-ischemia progressively may be 
converted into a “malignant” one, finally resulting in life-threatening 
arrhythmia. These issues should be taken into consideration during 
the evaluation of the entire cardiovascular condition but likely may 
not be applied to all patients.

Conclusions:
Normal coronary blood flow may be treated as a nonspecific cardiac 

protective factor against arrhythmias. The findings of this review in 
aggregate encompass more penetrant insights into the mechanisms of 
the arrhythmic substrate formation. Referential literature is in favor 
of hypotension and/or anemia as it warrants stable or relatively stable 
heart rhythm. It appears that these clinical entities fundamentally 
corroborate our conceptual viewpoint regarding the regional 
ischemia–dependent arrhythmogenesis. The mainstay of the current 
conceptual postulations is however the absence of intracoronary 
obstacles along with reduced coronary blood supply; such a specific 
and relatively robust cardiovascular condition actually is defined 
by global not regional cardiac ischemia. Thus, hypotension and/or 
anemia in their mild forms lack capability to arrange the ischemic 
areas within myocardium, therefore cardiomyocites potentially 
cannot generate arrhythmias. Inadequate however well distributed, 
myocardial perfusion promotes a benign clinical course in respect 
to rhythm disturbances. Decreased blood pressure and/or anemia in 
combination with the obstructive coronary artery disease may stipulate 
any arrhythmic manifestation. No doubt, rhythm abnormalities are 
strongly influenced by regional myocardial ischemia. Hypertension 
and accompanying rhythm disturbances reflect the presence of 
regional ischemic areas or foci which, in turn, are responsible for 
the arrhythmic outbreaks. As an endpoint and contribution of this 
article might be discreet postulation that both non-ischemic and/
or iso-ischemic myocardium are non-arrhythmogenic. Although 
the vitality of the concept of “ischemia-dependent conflictogenic 
arrhythmias” was substantiated by clinical entities mentioned above, 
this phenomenon deserves further scientific research. It may open 
new clinical perspectives in cardioarrhythmology.

References:
1. Stirbys P. Myocardial ischemia as a genuine cause responsible for the organization 

and “fertilization” of conflictogenic atrial fibrillation: new conceptual insights into 
arrhythmogenicity. JAFIB 2013; 5(6):101-109.

2. Hoosien M, Ahearn ME, Myerburg RJ, Pham TV et al. Dysfunctional potassium 
channel subunit interaction as a novel mechanism of long QT syndrome. Heart 
Rhythm 2013; 10(5):728-737.

3. Boos CJ, Lip GYH. Inflammation and atrial fibrillation: cause or effect? Heart 
2008; 94:133-134.

4. Antzelevitch C. Molecular genetics of arrhythmias and cardiovascular conditions 
associated with arrhythmias. Heart Rhythm 2004; 1(5 Suppl):42C-56C.

5. Bogun F, Crawford T, Chalfoun N, Kuhne M et al. Relationship of frequent 
postinfarction premature ventricular complexes to the reentry circuit of scar-



www.jafib.com  Dec 2013-Jan 2014 | Vol-6 | Issue-4

Journal of Atrial Fibrillation69 Featured Review

27. Calo L, Martino A. Insidious coronary artery disease: cause, consequence, 
or innocent bystander for idiopathic atrial fibrillation? Heart Rhythm 2012; 
9(12):1930-1931.

28. Margonato A, Mailhac A, Bonetti F, Vicedomini G et al. Exercise-induced 
ischemic arrhythmias in patients with previous myocardial infarction: role of 
perfusion and tissue viability FREE. J Am Cardiol 1996; 27(3): 593-598.

29. Nguyen T, Horowitz JD, Unger SA. Tachycardia vs. pharmacologic stress 
myocardial perfusion imaging: differential implications in multi-vessel ischemia. 
Am J Cardiovasc Dis 2012; 2(1); 34-42.

30. Billman GE. A comprehensive review and analysis of 25 years of data from an in 
vivo canine model of sudden cardiac death: implications for future antiarrhythmic 
drug development. Pharmacol Ther 2009; 111:808-835.

31. Jaychandran JV, Zipes DP, Wecksler J, Olgin JE. Role of the Na+/H+ exchanger 
in short-term atrial electrophysiological remodeling. Circulation 2000; 101:1861-
1866.

32. Yamazaki M, Avula UMR, Bandaru K, Atreyeva A et al. Acute regional left 
atrial ischemia causes acceleration of atrial drivers during atrial fibrillation. Heart 
Rhythm 2013; 10(6):901-909.

33. Carmellet E. Cardiac ionic currents and acute ischemia from channels to 
arrhythmia. Physiol Rev 1999; 79:917-1017.

34. Coronel R, Wilms-Schopman FJ, Opthof T, van Capelle FJ, Janse MJ. Injury 
current and gradients of diastolic stimulation threshold, TQ potential and 
extracellular potassium concentration during acute regional ischemia in the 
isolated perfused pig heart. Circ Res 1991; 68(5):1241-1249.

35. Coromolas J, Costeas C, Deruyter B, Dillon SM, Peters NS, Wit AL. Effects of 
pinacidil on electrophysiological properties of epicardial border zone of healing 
canine infarcts: possible effects of K(ATP) channel activation. Circulation 2002; 
105:2309-2317.

36. Cabo C, Pertsov AM, Davidenko JM, Baxter WT, Gray RA, Jalife J. Vortex 
shedding as a precursor of turbulent electrical activity in cardiac muscle. Biophys 
J 1996; 70:1105-1111.

37. Zaitsev AV, Cuha PR, Sarmast F, Kolli A et al. Wavebreak formation during 
ventricular fibrillation in the isolated regionally ischemic pig heart. Circ Res 2003; 
92:546-553.

38. Patterson RE, Kirk ES. Coronary steal mechanisms in dogs with one-vessel 
occlusion and other arteries normal. Circulation 1983; 67: 1009-1015 (PubMed).

39. Demer L, Gould K, Goldstein R, Kirkeeide R. Noninvasive assessment of 
coronary collaterals in man by PET perfusion imaging. J. Nucl Med 1990; 31:259-
270 (PubMed).

40. Andren B, Lind L, Hedenstierna G, Lithell H. Impaired systolic and diastolic 
function and ventricular arrhythmia are common in normotensive healthy elderly 
men with left ventricular hypertrophy. Coron Artery Dis 1999; 10(2):111-117.

41. Hansen-Smith F, Greene AS, Cowley AW, Lombard JR and JH. Structural 
changes during microvascular rarefacation in chronic hypertension. Hypertension 
1990; 15:922-928.

42. Mayet J, Hughes A. Cardiac and vascular pathophysiology in hypertension. Heart 
2003; 89(9):1104-1109.

43. Lund-Johansen P. Hemodynamics of essential hypertension. In: Swales JD, ed. 
Textbook of hypertension. Oxford: Blackwell Sciebtific Publications, 1994; 61-76.

44. Folkow B. Physiological aspects of primary hypertension. Physiol Rev 1982; 
62:347-504.

45. Sideris DA. The importance of blood pressure in the emergence of arrhythmias. 
Eur Heart J 1987; 8(Suppl):129-131.

46. Ejaz AA, Haley WE, Wasiuk A, Meschia JF, Fitzpatrick PM. Characteristics of 
100 consecutive patients presenting with orthostatic hypotension. Mayo Clin Proc 
2004; 79(7):890-894.

47. Lima JA, Weiss JL, Gurman PA, Weisfeldt ML, Reid PR, Trail TA. Incomplete  

related ventricular tachycardia. Heart Rhythm 2008; 5(3):367-374.
6. Alasady M, Abhayaratna WP, Leong DP, Lim HS et al. Coronary artery disease 

affecting the atrial branches is an independent determinant of atrial fibrillation 
after myocardial infarction. Heart Rhythm 2011; 8(7):955-960.

7. Vargas-Barron J, Romero-Cardenas A, Roldan FJ, Vazquez-Antona CA. Acute 
right atrial and ventricular infarction. Rev Esp Cardiol 2007; 60:51-66.

8. Stirbys P. Homogenization of atrial electrical activities: conceptual restoration 
of regional electrophysiological parameters to deter ischemia-dependent 
conflictogenic atrial fibrillation. JAFIB 2013; 6(2):41-46.

9. Yiu KH, Tse HF. Hypertension and cardiac arrhythmias: a review of the 
epidemiology, pathophysiology and clinical implications. J Hum Hypertens 2008; 
22(6):380-388.

10. Yildirir A, Batur MK, Oto A. Hypertension and arrhythmia: blood pressure 
control and beyond. Europace 2002; 4:175-182.

11. Kannel WB, Wolf PA, Benjamin EJ, Levy D. Prevalence, incidence, prognosis and 
predisposing conditions for atrial fibrillation: population-based estimates. Am J 
Cardiol 1998; 82:2N-9N.

12. Verdourw PD, van den Doel MA, de Zeeuw S, Duncker DJ. Animal models 
in the study of myocardial ischaemia and ischaemic syndromes. Circ Res 1998; 
39(1):121-135.

13. Reimer KA, Jennings RB. Myocardial ischaemia, hypoxia and infarction. In: 
Fozzard HA, Haber E, Jennings RB, Katz AM, Morgan HE, editors. The Heart 
and Cardiovascular System. New York: Raven Press, 1992:1875-1973.

14. Podzuweit T, Els DJ, McCarthy J. Cyclic AMP mediated arrhythmias induced in 
the ischaemic pig heart. Basic Res Cardiol 1981; 76(4):443-448.

15. Picard S, Rouet R, Ducouret P, Puddu PE et al. KATP channels and “border zone” 
arrhythmias: role of the repolarization dispersion between normal and ischaemic 
ventricular regions. Br J Pharm 1999; 127(7):1687-1695.

16. Barrabes JA, Fifueras J, Candell-Riera J, Agullio L et al. Distention of the ischemic 
region predicts increased ventricular fibrillation inducibility following coronary 
occlusion in swine. Rev Esp Cardiol 2013; 66:171-176.

17. Yamazaki M, Avula UM, Bandaru K, Atreva A et al. Acute regional left atrial 
ischemia causes acceleration of atrial drivers during atrial fibrillation. Heart 
Rhythm 2013; 10(6):901-909.

18. Gonzalez-Torrecilla E, Arenal A, Sosa V, Fernandez-Aviles F. Exercise-induced 
vasospasm and the J-wave syndrome. Heart Rhythm 2013; 10(5):770-771.

19. Shah M, Akar FG, Tomaselli GF. Molecular basis of arrhythmias. Circulation 
2005; 112:2517-2529.

20. Calvo D, Jalife J. Mechanoelectric feedback in the ischemic myocardium: an 
interplay that modulates susceptibility to fibrillation. Rev Esp Cardiol 2013; 
88:171-178.

21. Luqman N, Sung RJ, Wang CL, Kuo CT. Myocardial ischemia and ventricular 
fibrillation: pathophysiology and clinical implications. Int J Cardiol 2007; 119(3): 
283-290.

22. Zipes DP, Wellens HJ. Sudden cardiac death. Circulation 1998; 98:2334-2351.
23. Tjandrawidjaja MC, Fu Y, Kim DH et al. Compromised atrial coronary anatomy 

is associated with atrial arrhythmias and atrioventricular block complicating acute 
myocardial infarction. J Electrocardiol 2005; 38:271-278.

24. Weijs B, Pisters R, Haest RJ, Kragten JA et al. Patients originally diagnosed 
with idiopathic atrial fibrillation more often suffer from insidious coronary 
artery disease compared to healthy sinus rhythm controls. Heart Rhythm 2012; 
9(12):1923-1929.

25. Sinno H, Derakhchan K, Libersan D et al. Atrial ischemia promotes atrial 
fibrillation in dogs . Circulation 2003; 107:1930-1936.

26. Schoonderwoerd BA, Van Gelder IC, Crijns HJ. Left ventricular ischemia due to 
coronary stenosis as an unexpected treatable cause of paroxysmal atrial fibrillation. 
J Cardiovasc Electrophysiol 1999; 10:224-228.



www.jafib.com   Dec 2013-Jan 2014 | Vol-6 | Issue-4

Journal of Atrial Fibrillation70 Featured Review
in hemodialysis patients with asymptomatic cardiomyopathy. Kidney Int 2000; 
58(3):1325-1335.

69. Zeidman A, Fradin Z, Blecher A, Oster HS et al. Anemia as a risk factor for 
ischemic heart disease. Isr Med Assoc J 2004; 6(1):16-18.

filling and incoordinate contraction as mechanisms of hypotension during 
ventricular tachycardia in man. Circulation 1983; 68:928-938; doi:10.1161/01.
CIR.68.5.928.

48. Hollenberg SM, Dellinger RP. Noncardiac surgery: postoperative arrhythmias. 
Crit Care Med 2000; 28(10; Suppl):145-150.

49. Haynes BE, Niemann JT, Haynes KS. Supraventricular tachyarrhythmias and rate-
related hypotension: cardiovascular effects and efficacy of intravenous verapamil. 
Ann Emerg Med 1990; 19(8):861-864.

50. Levine JH, Massumi A, Scheinman MM, Winkle RA et al. Intravenous 
amiodarone for recurrent sustained hypotensive ventricular tachyarrhythmias. 
Intravenous amiodarone multicenter group. J Am Coll Cardiol 1996; 27(1):67-65.

51. Wang J, Zhang Q-G, Cai X-M, Wang L-J et al. Reversible cardiogenic shock 
caused by atrioventricular junctional rhythm after percutaneous coronary 
intervention. J Geriatr Cardiol 2012; 9:318-320.

52. Piccolo I, Bonso A, Raviele A, Delise P. Supraventricular paroxysmal reentry 
tachycardia. Empirical and guided therapy. Cardiologia (Rome, Italy) 1991; 36(8 
Suppl):87-97.

53. Baretti R, Debus B, Lin B, Weng Y-G, Pasic M et al. Arrhythmia post heart 
transplantation. Appl Cardiopulm Pathophysiol 2011; 15:256-271.

54. Athanasios A, Spyros D, Dimitrios F, Costas C et al. Cardiovascular adaptation to 
chronic anemia in the elderly: an echocardiographic study (original research). Clin 
Invest Med 2004; 27(5):265-271.

55. Tuncer M, Gunes Y, Guntekin U, Gumrukcuoglu HA et al. Heart rate variability 
in patients with iron deficiency anemia. Arq Bras Cardiol 2009; 92(5):368-371.

56. Sangkatumvong S, Coates TD, Khoo MC. Abnormal autonomic cardiac response 
to transient hypoxia in sickle cell anemia. Physiol Meas 2008; 29(5):655-668.

57. Metivier F, Marchais JS, Guerin AP et al. Pathophysiology of anemia: focus on 
the heart and blood vessels. Nephrol Dial Transplant 2000; 15(Suppl 3):14-18.

58. Barbaryan A, Iyinagoro C, Nwankwo N, Ali AM et al. Ibuprofen-induced 
hemolytic anemia. Case Rep Hematol 2013; vol.2013. Article ID 142865, 3 pages; 
http://dx.doi.org/10.1155/2013/142865.

59. Champion T, Pereira GB, Paulino Junior D, Franco RP, Pascon JPE, Camucho 
AA. Computerized and dynamic electrocadiographic evaluation in dogs with 
acute normovolemic anemia. Ars Veterinaria 2010; 26(3):132-137.

60. De Montalembert M, Maunoury C, Acar P, Brousse V, Sidi D, Lenoir G. 
Myocardial ischemia in children with sickle cell disease. Arch Dis Child 2004; 
89:359-362Stanojevic M, Stankov S. Electrocardiographic changes in patients 
with chronic anemia (Abstr in engl). Srp Arh Celok Lek 1998; 126(11-12):461-
466.

61. Lelubre C, Vincent J-L. Red blood cell transfusion in the critically ill patient. Ann 
Intens Care 2011; 1:43-51; http//www.annalsofintensivecare.com/content/1/1/43

62. Fontana JL, Welborn L, Mongan PD, Sturm P et al. Oxygen consumption and 
cardiovascular function in children during profound intraoperative normovolemic 
hemodilution. Anesth Analg 1995; 80:219-225.

63. Leung JM, Weiskopf RB, Feiner J, Hopf HW et al. Electrocardiographic ST-
segment changes during acute, severe isovolemic hemodilution in humans. 
Anesthesiology 2000; 93:1004-1010.

64. Aesspos A, Farmakis D, Karagiora M et al. Cardiac involvement in thalassemia 
intermedia: a multicenter study. Blood 2001; 97(11):265-273.

65. Rosenthal DS, Braunwald E. Anemia and cardiovascular disorders. In: Braunwald 
E, editor: Heart disease. 6th ed. Philadelphia. W.B. Saunders, 1999, pp. 1744-
1749.

66. Duke M, Abelmann WH. The hemodynamic response to chronic anemia. 
Circulation 1969; 39:503-515.

67. Falluji NA, Lawrence-Nelson J, Kostis JB, Lacy CR et al. Effect of anemia on 
1-year mortality in patients with acute myocardial ischemia. Am Heart J 2002; 
144(4):636-641.

68. Foley RN, Parfrey PS, Morgan J, Barre PE et al. Effect of hemoglobin levels 


	Untitled



