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Thisminireview provides current summaries of beta-blocker use in themanagement of hypertension and/or chronic kidney disease.
Accumulated evidence suggests that atenolol is not sufficiently effective as a primary tool to treat hypertension. The less-than-
adequate effect of beta-blockers in lowering the blood pressure and on vascular protection, and the unfavorable effects of these
drugs, as compared to other antihypertensive agents, on themetabolic profile have been pointed out. On the other hand, in patients
with chronic kidney disease, renin-angiotensin systemblockers are the drugs of first choice for achieving the goal of renal protection.
Recent studies have reported that vasodilatory beta-blockers have adequate antihypertensive efficacy and less harmful effects on the
metabolic profile, and also exert beneficial effects on endothelial function and renal protection. However, there is still not sufficient
evidence on the beneficial effects of the new beta-blockers.

1. Preface

Several recent meta-analyses have questioned the usefulness
of beta-blockers as the primary tools to treat hypertension
[1–3]. This has led to hesitation in the proper use of beta-
blockers in the management of hypertension and chronic
kidney disease (CKD). This review describes the opinion
base promoting the use of beta-blockers for the treatment of
hypertension and CKD.

2. Hypertension

2.1. Why Are Beta-Blockers Less Effective in the Prevention of
Cardiovascular Events Than Other Antihypertensive Agents.
Prichard classified beta-blockers into three types according
to their beta1-selectivity and vasodilatory potential [4]. An
additional classification is lipophilic or hydrophilic beta-
blockers [5, 6]. Atenolol is a beta1-selective agent, and it has
been widely used as the control drug in large randomized
prospective controlled trials of newer antihypertensive agents
such as calcium channel blockers and renin-angiotensin (RA)
system blockers. Table 1 summarizes the plausible reasons
why beta-blockers are considered to be relatively ineffective
for the prevention of cardiovascular events [7–9].

In the Anglo-Scandinavian Cardiac Outcomes Trial-
Blood Pressure Lowering Arm (ASCOT-BPLA) study, blood
pressure values were lower in those allocated to the calcium
channel blocker-based regimen as compared to those allo-
cated to the beta-blocker-based regimen throughout the trial
period [10]. Recently, Webb et al. reported a meta-analysis in
which they described visit-to-visit blood pressure instability
in patients receiving beta-blocker treatment [11], and also
that this instability was associated with an increased risk of
stroke [12]. Atenolol was used in the ASCOT-BPLA study,
and not only the analysis conducted by Webb et al. [11]
but also that conducted by Rothwell et al. [12] involved the
use of atenolol. Some studies demonstrated that once-daily
atenolol does not provide adequate blood pressure control
during the night-time and early morning periods because
of its pharmacokinetic profile and half-life [13, 14]. These
drug profiles of atenolol may be the cause for its relatively
weak blood pressure-lowering effect and the blood pressure
instability. On the other hand, metoprolol or bisoprolol have
been shown to be more effective in sustaining 24-hour and
early morning BP reductions as compared with atenolol
[15, 16].

In the arterial tree, the arteries branch and taper as
they reach peripheral sites, associated with the increase
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Figure 1: Schema of propagation of the incident pulse wave, reflected pulse wave, and their interaction in the arterial tree.

Table 1: Plausible reasons for beta-blockers being relatively ineffec-
tive for the prevention of cardiovascular events.

Less effective lowering of the blood pressure
Visit-to-visit blood pressure instability
Less effective lowering of the central blood pressure
Less effective regression of the left ventricular hypertrophy
Unfavorable metabolic effects
Less effective vascular protection
Reduced drug compliance

of the arterial resistance. Reflected pulse wave (from the
periphery to the heart) occurs at sites of abrupt increase
of the arterial resistance, such as at sites of arterial branch-
ing. Interaction between the incident pulse wave (from the
heart to the periphery) and reflected pulse wave (from the
periphery to the central region) is observed in the arterial
tree (Figure 1); therefore, the blood pressure values differ
between central and peripheral sites of the arterial tree [17].
Central (aortic and carotid) blood pressure is pathophysio-
logically more relevant than the peripheral pressure in the
pathogenesis of cardiovascular disease [18]. Augmentation
index (AI), a marker of the interaction of incident pressure
wave and reflected pressure wave, was significantly and
inversely related to heart rate due to an alteration in the
relative timing of the reflected pressure wave [19]. Beta-
blockers reduce the heart rate and decrease AI, which reduces
their efficacy in reducing the central blood pressure as

compared to other antihypertensive agents [20]. In their
meta-analysis, Fagard et al. reported that beta-blockers exert
a relatively weak effect in causing regression of the left
ventricular mass [21]. In Fagard et al.’s review, atenolol was
used in about 70% of the study subjects prescribed beta-
blockers, and no study involving the use of vasodilatory beta-
blockers was included. Recently, the advantages of nebivolol,
a vasodilatory beta-blocker, over conventional 𝛽-blockers in
reducing the central blood pressure and inducing regres-
sion of the left ventricular mass have been reported [22].
Compared with atenolol, nebivolol exerts a more favorable
effect on 24-hour blood pressure profile [23]. Furthermore,
nebivolol and telmisartan, an angiotensin II receptor blocker,
decreased the left ventricular mass to a similar degree
[24].

Shahin et al. reported that angiotensin-converting en-
zyme inhibitors improve endothelial function and are supe-
rior antihypertensive agents as compared to calcium channel
blockers and beta-blockers [25]. However, in all of the studies
cited in their meta-analysis, atenolol had been used as the
beta-blocker. In contrast to atenolol, carvedilol and nebivolol
also improve the endothelial function [26, 27].

While the meta-analysis conducted by Messerli et al.
reported the unfavorable effects of beta-blockers on the
metabolic profiles, this analysis did not include studies in
which vasodilatory beta-blockers had been used [28]. More
recent studies have reported the relatively less harmful effects
of vasodilatory beta-blockers on the metabolic profiles and
also on weight gain [29, 30].
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As described above, new generations of beta-blockers,
such as the long-acting and/or vasodilatory beta-blockers
may overcome the relatively weak effect of beta-blockers in
preventing cardiovascular events.

2.2. Concerns about Recent Meta-Analyses. A Cochrane Col-
laboration analysis conducted by Wiysonge et al., which was
a representative analysis to evaluate the usefulness of beta-
blockers in the management of hypertension, suggested that
first-line beta-blocker use was not as good as other classes of
antihypertensive drugs to decrease themortality ormorbidity
[1, 2]. In his review, 60–70% of the subjects were receiving
atenolol. As mentioned above, there is some doubt about the
suitability of atenolol as a first-line antihypertensive drug,
because of its low lipophilic profile and relatively weak effect
on cardiovascular protection [5].

The MAPHY study demonstrated the significantly lower
risk for coronary events in patients onmetoprolol, a lipophilic
beta-blocker, as compared to those on diuretics [31]. The
usefulness of lipophilic beta-blockers for the prevention
of cardiovascular events is still under debate [5, 6]. The
meta-analysis conducted by Wiysonge et al. (total num-
ber of analyzed subjects, 91561) reported the higher risk
for cardiovascular events in patients on beta-blockers as
compared to those on diuretics. However, the number of
study subjects prescribed metoprolol included in their meta-
analysis was 7663 (8.4%). On the other hand, the meta-
analysis conducted by Turnbull et al. (total number of study
subjects for the comparison of the outcomes of major cardio-
vascular events (angiotensin converting enzyme inhibitor or
calciumantagonist versus beta-blocker)was 14583, whichwas
calculated from Figure 4 in [32]) demonstrated no evidence
of any difference in the effect between beta-blockers and
other classes of antihypertensive agents in preventing major
cardiovascular events [32]. This meta-analysis included two
studies in which metoprolol alone was used in the beta-
blocker arm and two other studies in which metoprolol
was used as one of the beta-blockers in the beta-blocker
arm. The number of study subjects prescribed metoprolol
included in this meta-analysis was 10062 (13.5%). Thus,
the meta-analysis conducted by Turnbull et al. might have
included a lower number of subjects prescribed atenolol and
higher number of study subjects prescribed metoprolol, as
compared to the meta-analysis conducted by Wiysonge et al.
[1]. Then, recently, Turnbull et al. suggested that lipophilic
beta-blockers may be preferable to hydrophilic beta-blockers
for reducing the mortality in patients with coronary artery
disease [33], though lipophilic 𝛽-blockers are associated with
an increased risk of depressive symptoms [34].

Lindholm et al. reported that the differential effects
between nonatenolol beta-blockers and other antihyperten-
sive drugs on the risk of major cardiovascular events could
not be fully evaluated because of the small number of studies
including subjects prescribed nonatenolol beta-blockers [3].
Anyhow, atenolol is one of the most widely used beta-
blockers, and more than 50% of the data in previous meta-
analyses were derived from subjects prescribed atenolol. A
meta-analysis to examine the effects of lipophilic and/or

vasodilatory beta-blockers on the risk of major cardiovascu-
lar events is proposed.

2.3. Heart Rate in Beta-Blockers. The meta-analysis con-
ducted by Bangalore et al. demonstrated an inverse rela-
tionship between beta-blocker-induced heart rate lowering
and the reduction in the risk of future cardiovascular events
in patients with hypertension [35]. This heart rate lowering
causes a pseudoantihypertensive effect; that is, the central
aortic pressure becomes less than the brachial pressure [7, 17,
18]. This phenomenon is thought to be one of mechanisms
underlying the lower cardiovascular-protective effects of
beta-blockers. On the other hand, high heart rate is known as
an independent risk factor for major cardiovascular events.
The risk seems to increase as the heart rate begins to exceed
70 bpm [36]. The aforementioned meta-analysis conducted
by Bangalore et al. demonstrated an inverse relationship
between heart rate and cardiovascular events in subjects with
heart rates under 70 bpm, and no study until the current
date has examined the relationship between the heart rate
and the risk for cardiovascular events in cases receiving beta-
blocker treatmentwith heart rates over 70 bpm. Furthermore,
atenolol was used in more than 80% of the study subjects of
the meta-analysis conducted by Bangalore et al. [35]. Thus,
no study has examined the association between the reduction
in heart rate and the increased risk of cardiovascular events
by the treatment with beta-blockers other than atenolol. Our
previous prospective study identified high heart rate as an
independent risk factor for vascular damage (increase in
arterial stiffening) [37]. Therefore, it has not been concluded
that beta-blocker-induced heart rate lowering increases the
risk of cardiovascular events in cases with heart rate over
70 bpm. In the case of patients with hypertension and a high
heart rate, we have sometimes experienced good efficacy of
beta-blockers for the control of both the blood pressure and
the heart rate (Figure 2).

3. CKD

3.1. Renal Protection and Beta-Blockers in CKD. In addition
to the prevention of cardiovascular events, renal protection
is crucial in the management of CKD. Recent guidelines
recommendedRA systemblockers as the agents of first choice
for the management of hypertension in patients with CKD,
because of the significant renal-protective effects of this class
of drugs [38, 39]. On the other hand, the sympathetic nervous
system is activated in CKD [40, 41], which acts as a key
player in the progression of renal dysfunction and may also
contribute to the onset/progression of cardiovascular disease
[40, 41]. However, reduction of the cardiac output and the
consequent impairment of renal perfusion caused by beta-
blockers are thought to be harmful in patients withCKD [42].
Actually, recent studies have demonstrated that only 20–30%
of patients with CKD are prescribed beta-blockers [43, 44].

The Kidney Disease Outcomes Quality Initiative (K/
DOQI) guideline recommend that beta-blockers be used
as the third-line antihypertensive agents in patients with
proteinuria [45]. However, as mentioned above, while
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Figure 2: Self-measured blood pressure and heart rate at home under treatment with candesartan and under treatment with carvedilol.

meta-analyses have suggested the demerits of atenolol in
the management of hypertension [1–3], controversial results
of the renal-protective effects of atenolol as compared to
those of other antihypertensive agents were reported in
subjects with hypertension accompanying CKD [46, 47].
Concerning other beta-blockers, the AfricanAmerican Study
of Kidney Disease and Hypertension Study (AASK Trials)
demonstrated the absence of any significant differences in the
clinical composite outcomes (renal function decline, onset
of end-stage renal disease, and/or death) between patients
treated with metoprolol and those treated with amlodipine
[48]. Two multicenter studies reported the renal protective
effects of carvedilol, a vasodilatatory beta-blocker [29, 49].
Thus, it has not yet been concluded whether beta-blockers
(especially vasodilatory beta-blockers) may simply represent
third-line of antihypertensive agents for the management
of hypertension in patients with CKD. Further study is
proposed to clarify whether calcium channel blockers (espe-
cially nondihydropyridines, which reduce proteinuria) [50]
or vasodilatory beta-blockers may be more suitable for renal
protection and controlling blood pressure in patients with
CKD.

3.2. Prevention of Cardiovascular Events, including Sudden
Death, and Beta-Blockers in CKD. Traditional risk factors
such as hypertension, diabetes mellitus, and dyslipidemia,
and nontraditional risk factors such as inflammation, oxida-
tive stress, abnormal mineral metabolisms, hyperparathy-
roidism, homocysteinemia, and anemia are known to be
associated with cardiovascular events in patients with CKD
[51]. The reported rate of sudden cardiac death in patients
with end-stage renal disease is 50-fold higher than that in
the general population [52]. In addition to the prevalence of

coronary artery disease and/or heart failure, left ventricular
hypertrophy, electrolyte abnormalities such as hyperkalemia,
and vascular calcification might also be associated with
sudden cardiac death in patients with CKD [52].

Badve et al.’s meta-analysis demonstrated that beta-
blockers reduce the risk of all-cause and cardiovascular
mortality in patients with CKD and systolic heart failure
[53]. Basically, in their review, studies involving the use
of beta-blockers other than atenolol were included, and
ACE inhibitors were concomitantly prescribed for most of
the patients in these studies. However, their meta-analysis
did not evaluate the effect of beta-blockers on sudden
cardiac death. The hemodialysis (HEMO) study suggested
a trend towards the benefit of beta-blockers for the pre-
vention of sudden cardiac death in patients with CKD and
coronary heart disease, but not in CKD patients without
coronary artery disease (this study did not describe the
details about the kind of beta-blockers used, e.g., atenolol)
[54].

4. Summary

4.1. Hypertension. This review does not support the use of
beta-blockers as the primary tool to treat hypertension. How-
ever, it does propose proper use of beta-blockers, especially
in cases with high heart rate and/or resistant hypertension,
considering their long-acting, vasodilatory, and/or lipophilic
profiles.

4.2. CKD. Beta-blockers are recommended as second-line
agents after RA system blockers for controlling hypertension
in patients with CKD and systolic heart failure. As compared
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to other antihypertensive agents, except RA system blockers,
it has been confirmed that there are no demerits to using beta-
blockers for renal protection. In addition, vasodilatory beta-
blockers may also have beneficial renal-protective effects.
Even in patients with CKD, control of blood pressure is
crucial for the prevention of cardiovascular events. While the
combination of RA system blockers with diuretics is effective
for reducing the blood pressure, in CKD often three or more
different antihypertensive drugs are required to control blood
pressure level. Then, there is no evidence that beta-blockers,
especially vasodilatory beta blockers, are inferior to diuretics
or calcium channel blockers as second- or third-line agents
for renal protection and control of blood pressure in patients
with CKD [55].
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[10] B. Dahlöf, P. S. Sever, N. R. Poulter et al., “Prevention of cardio-
vascular events with an antihypertensive regimen of amlodipine
adding perindopril as required versus atenolol adding ben-
droflumethiazide as required, in the Anglo-Scandinavian Car-
diac Outcomes Trial-Blood Pressure Lowering Arm (ASCOT-
BPLA): a multicentre randomised controlled trial,”The Lancet,
vol. 366, no. 9489, pp. 895–906, 2005.

[11] A. J. Webb, U. Fischer, Z. Mehta, and P. M. Rothwell, “Effects
of antihypertensive-drug class on interindividual variation in
blood pressure and risk of stroke: a systematic review andmeta-
analysis,”The Lancet, vol. 375, no. 9718, pp. 906–915, 2010.

[12] P. M. Rothwell, S. C. Howard, E. Dolan et al., “Effects of 𝛽
blockers and calcium-channel blockers on within-individual
variability in blood pressure and risk of stroke,” The Lancet
Neurology, vol. 9, no. 5, pp. 469–480, 2010.

[13] J. M. Neutel, H. Schnaper, D. G. Cheung, W. F. Graettinger,
and M. A. Weber, “Antihypertensive effects of 𝛽-blockers
administered once daily: 24-hour measurements,” American
Heart Journal, vol. 120, no. 1, pp. 166–171, 1990.

[14] T. O. Morgan and A. Anderson, “Different drug classes have
variable effects on blood pressure depending on the time of day,”
American Journal of Hypertension, vol. 16, no. 1, pp. 46–50, 2003.

[15] P. Sarafidis, Z. Bogojevic, E. Basta, E. Kirstner, and G. L. Bakris,
“Comparative efficacy of two different beta-blockers on 24-hour
blood pressure control,” The Journal of Clinical Hypertension,
vol. 10, no. 2, pp. 112–118, 2008.

[16] J. M. Neutel, D. H. G. Smith, C. V. S. Ram et al., “Application
of ambulatory blood pressure monitoring in differentiating
between antihypertensive agents,” The American Journal of
Medicine, vol. 94, no. 2, pp. 181–187, 1993.

[17] H. Tomiyama and A. Yamashina, “Non-invasive vascular func-
tion tests: their pathophysiological background and clinical
application,” Circulation Journal, vol. 74, no. 1, pp. 24–33, 2010.

[18] C. Vlachopoulos, K. Aznaouridis, M. F. O’Rourke, M. E.
Safar, K. Baou, and C. Stefanadis, “Prediction of cardiovascular
events and all-cause mortality with central haemodynamics: a
systematic review and meta-analysis,” European Heart Journal,
vol. 31, no. 15, pp. 1865–1871, 2010.

[19] Z. Dhakam, C. M. McEniery, Y. Yasmin, J. R. Cockcroft,
M. J. Brown, and I. B. Wilkinson, “Atenolol and eprosartan:
dfferential effects on central blood pressure and aortic pulse
wave velocity,” American Journal of Hypertension, vol. 19, no. 2,
pp. 214–219, 2006.

[20] C. H. Manisty and A. D. Hughes, “Meta-analysis of the com-
parative effects of different classes of antihypertensive agents on
brachial and central systolic blood pressure, and augmentation
index,” British Journal of Clinical Pharmacology, vol. 75, no. 1,
pp. 79–92, 2013.

[21] R. H. Fagard, H. Celis, L. Thijs, and S. Wouters, “Regression
of left ventricular mass by antihypertensive treatment: a meta-
analysis of randomized comparative studies,”Hypertension, vol.
54, no. 5, pp. 1084–1091, 2009.

[22] P. Kampus, M. Serg, J. Kals et al., “Differential effects of
nebivolol and metoprolol on central aortic pressure and left
ventricular wall thickness,”Hypertension, vol. 57, no. 6, pp. 1122–
1128, 2011.

[23] L. I. Gapon, A. A. Prilepova, and M. D. Tsygol’nik, “Effect of
nebivolol on parameters of cerebral haemodynanics and 24-
hour blood pressure profile in patients with arterial hyperten-
sion,” Kardiologiya, vol. 45, no. 10, pp. 18–22, 2005.

[24] K. Fountoulaki, V. Dimopoulos, J. Giannakoulis, E. Zintzaras,
and F. Triposkiadis, “Left ventricular mass and mechanics
in mild-to-moderate hypertension: effect of nebivolol versus
telmisartan,” American Journal of Hypertension, vol. 18, no. 2,
part 1, pp. 171–177, 2005.

[25] Y. Shahin, J. A. Khan, N. Samuel, and I. Chetter, “Angiotensin
converting enzyme inhibitors effect on endothelial dysfunction:



6 International Journal of Hypertension

ameta-analysis of randomised controlled trials,”Atherosclerosis,
vol. 216, no. 1, pp. 7–16, 2011.

[26] A. J. Bank, A. S. Kelly, A. M. Thelen, D. R. Kaiser, and J. M.
Gonzalez-Campoy, “Effects of carvedilol versus metoprolol on
endothelial function and oxidative stress in patients with type
2 diabetes mellitus,” American Journal of Hypertension, vol. 20,
no. 7, pp. 777–783, 2007.

[27] A. F. Pasini, U. Garbin, C. Stranieri et al., “Nebivolol treat-
ment reduces serum levels of asymmetric dimethylarginine
and improves endothelial dysfunction in essential hypertensive
patients,” American Journal of Hypertension, vol. 21, no. 11, pp.
1251–1257, 2008.

[28] F. H. Messerli, S. Bangalore, and S. Julius, “Risk/benefit assess-
ment of 𝛽-blockers and diuretics precludes their use for first-
line therapy in hypertension,” Circulation, vol. 117, no. 20, pp.
2706–2715, 2008.

[29] G. L. Bakris, V. Fonseca, R. E. Katholi et al., “Metabolic effects of
carvedilol vsmetoprolol in patientswith type 2 diabetesmellitus
and hypertension: a randomized controlled trial,” The Journal
of the American Medical Association, vol. 292, no. 18, pp. 2227–
2236, 2004.

[30] F. H. Messerli, D. S. H. Bell, V. Fonseca et al., “Body weight
changes with 𝛽-blocker use: results from GEMINI,”The Ameri-
can Journal of Medicine, vol. 120, no. 7, pp. 610–615, 2007.

[31] T. Kohro, D. Hayashi, T. Yamazaki, and R. Nagai, “Beta-blocker
prescription among Japanese cardiologists and its effect on
various outcomes,” Circulation Journal, vol. 74, no. 5, pp. 962–
969, 2010.

[32] J. Wikstrand, I. Warnold, J. Tuomilehto et al., “Metoprolol
versus thiazide diuretics in hypertension: morbidity results
from the MAPHY study,” Hypertension, vol. 17, no. 4, pp. 579–
588, 1991.

[33] F. Turnbull, B. Neal, T. Ninomiya et al., “Effects of different regi-
mens to lower blood pressure onmajor cardiovascular events in
older and younger people: meta-analysis of randomised trials,”
British Medical Journal, vol. 336, no. 7653, pp. 1121–1123, 2008.

[34] H. J. Luijendijk, J. F. van den Berg, A. Hofman, H. Tiemeier, and
B.H. C. Stricker, “𝛽-blockers and the risk of incident depression
in the elderly,” Journal of Clinical Psychopharmacology, vol. 31,
no. 1, pp. 45–50, 2011.

[35] S. Bangalore, S. Sawhney, and F. H. Messerli, “Relation of beta-
blocker—induced heart rate lowering and cardioprotection in
hypertension,” Journal of the American College of Cardiology,
vol. 52, no. 18, pp. 1482–1489, 2008.

[36] X. Jouven, J.-P. Empana, P. J. Schwartz, M. Desnos, D. Courbon,
and P. Ducimetière, “Heart-rate profile during exercise as
a predictor of sudden death,” The New England Journal of
Medicine, vol. 352, no. 19, pp. 1951–1958, 2005.

[37] H. Tomiyama, H. Hashimoto, H. Tanaka et al., “Synergistic
relationship between changes in the pulse wave velocity and
changes in the heart rate in middle-aged Japanese adults: a
prospective study,” Journal of Hypertension, vol. 28, no. 4, pp.
687–694, 2010.

[38] KDIGO Blood PressureWork Group, “KDIGO clinical practice
guideline for the management of blood pressure in chronic
kidney disease,” Kidney International Supplements, vol. 2, no. 5,
supplement, pp. 337–414, 2012.

[39] F. Verbeke, E. Lindley, L. Van Bortel et al., “A European Renal
Best Practice (ERBP) position statement on the Kidney Dis-
ease: improving Global Outcomes (KDIGO) Clinical Practice

Guideline for the Management of Blood Pressure in Non-
dialysis-dependent Chronic Kidney Disease: an endorsement
with some caveats for real-life application,” Nephrology Dialysis
Transplantation, 2013.

[40] D. Petras, K. Koutroutsos, A. Kordalis, C. Tsioufis, and C.
Stefanadis, “The role of sympathetic nervous system in the pro-
gression of chronic kidney disease in the era of catheter based
sympathetic renal denervation,”Current Clinical Pharmacology,
vol. 8, no. 3, pp. 197–205, 2013.

[41] C. Zoccali, F. Mallamaci, S. Parlongo et al., “Plasma nore-
pinephrine predicts survival and incident cardiovascular events
in patients with end-stage renal disease,” Circulation, vol. 105,
no. 11, pp. 1354–1359, 2002.

[42] A. G. Ptinopoulou, M. I. Pikilidou, and A. N. Lasaridis, “The
effect of antihypertensive drugs on chronic kidney disease: a
comprehensive review,”HypertensionResearch, vol. 36, no. 2, pp.
91–101, 2013.

[43] R. S.Wright, G. S. Reeder, C. A. Herzog et al., “Acutemyocardial
infarction and renal dysfunction: a high-risk combination,”
Annals of Internal Medicine, vol. 137, no. 7, pp. 563–570, 2002.

[44] K. C. Abbott, F. C. Trespalacios, L. Y. Agodoa, A. J. Taylor, and
G. L. Bakris, “𝛽-blocker use in long-term dialysis patients: asso-
ciationwith hospitalized heart failure andmortality,”Archives of
Internal Medicine, vol. 164, no. 22, pp. 2465–2471, 2004.

[45] Kidney Disease Outcomes Quality Initiative (K/DOQI),
“K/DOQI clinical practice guidelines on hypertension and
antihypertensive agents in chronic kidney disease,” American
Journal of Kidney Diseases, vol. 43, supplement 1, no. 5, pp.
S1–S290, 2004.

[46] G. L. Bakris, J. B. Copley, N. Vicknair, R. Sadler, and S. Leur-
gans, “Calcium channel blockers versus other antihypertensive
therapies on progression of NIDDM associated nephropathy,”
Kidney International, vol. 50, no. 5, pp. 1641–1650, 1996.

[47] R. Holman, R. Turner, I. Stratton et al., “Efficacy of atenolol and
captopril in reducing risk of macrovascular and microvascular
complications in type 2 diabetes: UKPDS 39,” British Medical
Journal, vol. 317, no. 7160, pp. 713–720, 1998.

[48] J. T. Wright Jr., G. Bakris, T. Greene et al., “Effect of blood pres-
sure lowering and antihypertensive drug class on progression of
hypertensive kidney disease: results from the AASK trial,” The
Journal of the AmericanMedical Association, vol. 288, no. 19, pp.
2421–2431, 2002.

[49] W. Fassbinder, O. Quarder, and A. Waltz, “Treatment with
carvedilol is associated with a significant reduction in microal-
buminuria: amulticentre randomised study,” International Jour-
nal of Clinical Practice, vol. 53, no. 7, pp. 519–522, 1999.

[50] G. L. Bakris, M. R. Weir, M. Secic, B. Campbell, and A. Weis-
McNulty, “Differential effects of calcium antagonist subclasses
on markers of nephropathy progression,” Kidney International,
vol. 65, no. 6, pp. 1991–2002, 2004.

[51] A. Levin, “Clinical epidemiology of cardiovascular disease in
chronic kidney disease prior to dialysis,” Seminars in Dialysis,
vol. 16, no. 2, pp. 101–105, 2003.

[52] D. Green, P. R. Roberts, D. I. New, and P. A. Kalra, “Sudden
cardiac death in hemodialysis patients: an in-depth review,”
American Journal of Kidney Diseases, vol. 57, no. 6, pp. 921–929,
2011.

[53] S. V. Badve, M. A. Roberts, C. M. Hawley et al., “Effects of beta-
adrenergic antagonists in patients with chronic kidney disease:
a systematic review and meta-analysis,” Journal of the American
College of Cardiology, vol. 58, no. 11, pp. 1152–1161, 2011.



International Journal of Hypertension 7

[54] N. Tangri, S. Shastri, H. Tighiouart et al., “𝛽-blockers for
prevention of sudden cardiac death in patients on hemodialysis:
a propensity score analysis of the HEMO study,” American
Journal of Kidney Diseases, vol. 58, no. 6, pp. 939–945, 2011.

[55] E. Ritz and L. C. Rump, “Do 𝛽-blockers combined with RAS
inhibitors make sense after all to protect against renal injury?”
Current Hypertension Reports, vol. 9, no. 5, pp. 409–414, 2007.



Submit your manuscripts at
http://www.hindawi.com

Stem Cells
International

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

MEDIATORS
INFLAMMATION

of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Behavioural 
Neurology

Endocrinology
International Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Disease Markers

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

BioMed 
Research International

Oncology
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Oxidative Medicine and 
Cellular Longevity

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

PPAR Research

The Scientific 
World Journal
Hindawi Publishing Corporation 
http://www.hindawi.com Volume 2014

Immunology Research
Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Journal of

Obesity
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

 Computational and  
Mathematical Methods 
in Medicine

Ophthalmology
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Diabetes Research
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Research and Treatment
AIDS

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Gastroenterology 
Research and Practice

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Parkinson’s 
Disease

Evidence-Based 
Complementary and 
Alternative Medicine

Volume 2014
Hindawi Publishing Corporation
http://www.hindawi.com


