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SUMMARY

The aim of this study was to investigate whether electrical stimulation of skeletal mus-
cles could represent a rehabilitation alternative for patients with chronic heart failure
(CHF). Thirty patients with CHF and NYHA class II-III were randomly assigned to a
rehabilitation program using either electrical stimulation of skeletal muscles or bicycle
training. Patients in the first group (» = 15) had 8 weeks of home-based low-frequency
electrical stimulation (LFES) applied simultaneously to the quadriceps and calf muscles
of both legs (1 h/day for 7 days/week); patients in the second group (n = 15) underwent
8 weeks of 40 minute aerobic exercise (3 times a week). After the 8-week period signif-
icant increases in several functional parameters were observed in both groups: maximal
\'/O2 uptake (LFES group: from 17.5 + 4.4 mL/kg/min to 18.3 = 4.2 mL/kg/min, P < 0.05;
bicycle group: from 18.1 + 3.9 mL/kg/min to 19.3 + 4.1 mL/kg/min, P < 0.01), maximal
workload (LFES group: from 84.3 £ 152 W to 95.9 £ 9.8 W, P < 0.05; bicycle group:
from 91.2 £ 13.4 W to 112.9 £ 10.8 W, P < 0.01), distance walked in 6 minutes (LFES
group: from 398 + 105 m to 435 + 112 m, P < 0.05; bicycle group: from 425 + 118 m to
483 + 120 m, P < 0.03), and exercise duration (LFES group: from 488 + 45 seconds to
568 £ 120 seconds, P < 0.05; bicycle group: from 510 £ 90 seconds to 611 £ 112 seconds,
P < 0.03). These results demonstrate that an improvement of exercise capacities can be
achieved either by classical exercise training or by home-based electrical stimulation.
LFES should be considered as a valuable alternative to classical exercise training in
patients with CHF. (Int Heart J 2006; 47: 441-453)
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DysPNEA and premature fatigue of skeletal muscles are common symptoms of
reduced exercise capacity in subjects with chronic heart failure (CHF). CHF is a
complex metabolic syndrome with impaired left ventricular function and poor
prognosis.'? Several studies have reported a strong increase of sympathetic activ-
ity, the onset of peripheral vascular remodeling, and skeletal muscle metabolic
alterations in response to exercise.>” Histochemical analyses have demonstrated
extensive mitochondrial damage resulting in depressed activity of the oxidative
enzymes.*'? An important contributor to the decondition in CHF is physical inac-
tivity and, since exercise training has been shown to improve functional capacity,
quality of life as well as muscle strength should be considered as an integral part
of the therapy in such patients.'"'> Most types of actual training protocols, how-
ever, are based on systemic exercises that result in increased cardiac work-
load.'*' This could lead to the onset of life-threatening side effects such as fatal
dysrhythmias, and for this reason classical rehabilitation programs require medi-
cal supervision. Other issues related to the choice of adequate exercise therapy for
such patients are the severity of disease, low exercise tolerance, and poor motiva-
tion to exercise. Accordingly, a number of new training alternatives have been
investigated, such as physical low-intensity training,'® or resistance training
based on muscle build-up.'”'® Low-frequency electrical stimulation (LFES) of
the skeletal muscles has been shown to increase oxidative enzyme activity in
skeletal muscle fibers, to enhance muscular regeneration, and to prevent atro-
phy." Considering the dramatic pathophysiologic changes that occur in chronic
heart failure, such as deterioration of the muscle mass, the therapeutic effects of
LFES in chronic heart failure should be examined. The aim of the present study
was to evaluate the possible benefits of LFES in patients with CHF, and to com-
pare the results with those of conventional bicycle training.

METHODS

Thirty patients (7 women, 23 men, mean age, 56.3 £ 6 years) with stable
chronic heart failure, NYHA class II-III, and a mean left ventricular ejection frac-
tion (LVEF) of 34.7 £ 5% were randomly assigned to 2 groups; patients in the
LFES group (n = 15) underwent 8 weeks of home-based low-frequency electrical
stimulation (LFES) of the lower limbs, while those in the bicycle group (n = 15)
performed 8 weeks of exercise bicycle training (Table I). Informed consent was
obtained from all the subjects before their inclusion in the study. The study was
approved by the local Ethics Committee, and conformed with the principles out-
lined in the Declaration of Helsinki and to the GCP guidelines of the European
Community.
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Table I. Characteristics of Patients Included in the Study

Women / men 7/23

Age 56.3 + 6 years

Heart failure etiology (ischemic/nonischemic) 24/6

Mean body weight 84.6£7.7kg

BMI 283+3.9

NYHA class (II/III) 22/8

Left-ventricular ejection fraction (%) 347+ 5%

Treatment * ACEI, diuretics, f-blockers

* pharmacologic treatment was not changed 2 months or later before the begin-
ning of rehabilitation.

Inclusion criteria: The inclusion criteria were symptomatic stability, NYHA
class II-111, identification of coronary stenosis by coronary angiography, LVEF <
40% determined by echocardiography, and optimized pharmacological treatment
(unchanged 2 months before and throughout the study).

Exclusion criteria: The exclusion criteria were the presence of unstable angina
pectoris, evolutive ventricular dysrhythmia, intermittent claudication, an
implanted cardiac pacemaker, diabetes mellitus, and chronic broncho-pulmonary
disease.

Training protocols:

Protocol of LFES application.

The quadriceps and calf muscles of both legs were stimulated. Self-adhesive
surface electrodes 80 x 130 mm (PALS® Platinum, Axelgaard Manufacturing
Co., Lystrup, Denmark) were positioned on the thighs approximately 5 cm below
the inguinal fold and 5 cm above the upper patella border. On the calf muscles,
the electrodes were positioned on an area approximately 2 cm below the knee
joint and just over the proximal end of the Achilles tendon. Electrical stimulation
was performed for 60 minutes per day, 7 days a week for 8 consecutive weeks,
using a dual-channel battery-powered stimulator Elpha-1I 2000 (DANMETER®
A/S, Odense, Denmark). The stimulator delivered a biphasic current of 10 Hz fre-
quency. The current characteristics were set-up as follows: “on-off” mode stimu-
lus (20 second stimulation, 20 second rest), pulse width 200 msec, and maximal
stimulation amplitude 60 mA. Before handing over the stimulators to the patients,
they were instructed on the use of the devices and the placement of the electrodes.
Stimulations were performed at home, in the supine position, and at the same time
each day (10-12:00 AM).

Protocol of exercise training on bicycle.

Patients in the bicycle group performed standard exercise training on a bicy-

cle (electromagnetically braked bicycle ergometer: MAGNITEK, Taipei). The
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training protocol consisted of a 10 minute warm-up session and 40 minutes of
intermittent aerobic training (5 minute warm-up without workload, 30 minutes of
training consisting of alternating periods of 1 minute of work and 2 minutes with-
out workload, and a 5 minute cool-down period without workload). The final
phase was 10 minutes of relaxation in the supine position. The exercise workload
was adjusted individually and performed at the level of the anaerobic threshold
determined by spiroergometry under supervision of the medical staff (doctor,
physiotherapist and nurse). The training sessions were performed 3 times a week
(Monday, Wednesday, and Friday, at the same time - 10:00 AM), for a total period
of 8 weeks.

At baseline and after 8 weeks of the given type of rehabilitation, all patients

underwent a 6 minute corridor walking-test and spiroergometric test for the eval-
uation of exercise performance. Spiroergometry was performed by all patients
according to the standardized protocol of Wasserman, et al.>” The test was done
at progressively increasing working rates (10 W/min) to the maximal tolerance
level on an electromagnetically braked bicycle ergometer (MAGNITEK, Taipei).
Blood gases were analyzed throughout the entire exercise period and the recovery
period (5 minutes). Heart rate was monitored continuously using a 12-lead elec-
trocardiograph (SCHILLER Co., Germany), and blood pressure was measured
noninvasively every 2 minutes. The peak workload was recorded; oxygen uptake
and carbon dioxide production were calculated breath-by-breath (CPX/D system,
Medical Graphics Corporation, St. Paul, Minneapolis), interpolated, and aver-
aged over 10-second pe{iods. Peak oxygen uptake (\’/Ozpeak) and oxygen uptake at
anaerobic threshold (VO,,r) were determined according to the method of
Wasserman, et al (1999). All patients underwent two 60-minute applications of
LFES at the clinic under medical supervision. Blood pressure and heart rate val-
ues were monitored during these periods in order to evaluate the reactions of the
hemodynamic parameters to LFES. Next, during the period of home stimulation,
patients visited the clinic once a week to check the stimulators and to measure
resting values of blood pressure and heart rate. To assess the quality of life (QoL),
all patients completed the Minnesota “Living with Heart Failure” questionnaire
(21 items) at baseline and at the end of the study.
Statistics: All data are presented as the mean + SD. Statistical analysis was per-
formed using the paired Student ¢ test to compare within-group values before and
after rehabilitation, the unpaired Student 7 test for comparison between both
groups, and the Mann-Whitney U test to compare unpaired abnormally distrib-
uted data. Differences between the 2 groups were tested using one-way ANOVA.
A P value < 0.05 was considered significant.
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RESULTS

Six minute corridor walking-test: The distance walked after 8 weeks of rehabili-
tation was significantly increased in both groups; in the LFES group from 398 +
105 m to 435 £ 112 m (P < 0.05), and in the bicycle group from 425 £ 118 m to
483 £ 120 m (P <0.03). There was no significant difference between the 2 groups
(Figure 1).

Duration of exercise testing.

The duration of exercise during the control spiroergometric test was signifi-
cantly prolonged after 8§ weeks of rehabilitation in the LFES group (from 488 +
45 seconds to 568 £ 120 seconds, P < 0.05), and also in the bicycle group (from
510 £ 90 seconds to 611 £ 112 seconds, P < 0.03); there was no significant difter-
ence between the 2 groups (Figure 2).

Peak oxygen uptake.

Both types of rehabilitation significantly increased the value of peak oxygen
uptake after 8 weeks. The \./Ozpeak in the LFES group improved from 17.5 £ 4.4
mL/kg/min to 18.3 £ 4.2 mL/kg/min (P < 0.05), and in the bicycle group from
18.1 £ 3.9 mL/kg/min to 19.3 + 4.1 mL/kg/min (P < 0.01). Comparison of the 2
groups showed that the magnitude of increase (A\}Ozpeak) was greater in the bicy-
cle group (bicycle versus LFES group, P < 0.04; see Figures 3 and 4).

Oxygen uptake at anaerobic threshold.

The value of \702 A7 Was significantly increased in the bicycle group (from
11.1 £ 3.8 mL/kg/min to 13.6 £ 3.9 mL/kg/min; P < 0.01); 8 weeks of LFES led
also to an increase in \.702 A however, the increase was not statistically signifi-
cant (from 11.3 £ 3.1 mL/kg/min to 12.1 £ 3.5 mL/kg/min, NS). Comparison of
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Figure 1. Results of the 6 minute corridor walking test in both groups at Figure 2. Results of exercise duration in both groups at baseline and
baseline and after 8 weeks of the given type of rehabilitation. Results are after 8 weeks of the given type of rehabilitation (assessed by spiroergo-
expressed as the mean (£ SD). metric test). Results are expressed as the mean (£ SD).
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the 2 groups showed a significant increase in A\.foz Ar I the bicycle group (bicy-
cle versus LFES group, P < 0.02; see Figures 5 and 6).
Peak workload.

Eight weeks of LFES significantly improved the values of symptom-limited
workload in the LFES group (from 84.3 £ 15.2 W t0 95.9 £ 9.8 W; P <0.05); this
parameter was also significantly increased in the bicycle group (from 91.2 + 13.4
W to 112.9 £ 10.8 W; P < 0.01). Comparison of the 2 groups after 8§ weeks of
rehabilitation did not reveal any significant differences (Figure 7).

Peak heart rate.

After 8 weeks of rehabilitation the value of HR ., increased significantly in

the bicycle group (from 138 £ 28 beats/min to 159 + 27 beats/min; P < 0.03). The
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Figure 3. Results of peak oxygen uptake in both groups at baseline
and after 8 weeks of the given type of rehabilitation (assessed by
spiroergometric test). Results are expressed as the mean (+ SD).
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Figure 5. Results of oxygen uptake at anaerobic threshold
(assessed by spiroergometric test) in both groups at baseline
and after 8 weeks of the given type of rehabilitation. Results
are expressed as the mean (£ SD).
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Figure 4. Increment of peak oxygen uptake (4 \'/Ogmk); com-
parison of the 2 groups after 8 weeks of the given type of reha-
bilitation. Results are expressed as the mean (+ SD).
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Figure 6. Increment of oxygen uptake at anaerobic threshold
(VOsu1); comparison of the 2 groups after 8 weeks of the given
type of rehabilitation. Results are expressed as the mean (+
SD).
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HR,, in the LFES group was also increased, although not significantly (from
133 £ 31 beats/min to148 + 22 beats/min; NS). There was a significant difference
in AHR ., between the 2 groups after 8 weeks of rehabilitation (bicycle versus
LFES group; P < 0.04; see Figures 8 and 9).

Control blood pressure and heart rate monitoring.

No significant changes in systolic blood pressure (SBP), diastolic blood
pressure, (DBP) and heart rate (HR) in comparison to the respective resting val-
ues were found in the two periods of stimulation during the control monitoring of
the reactions of the cardiovascular parameters before the beginning of home stim-
ulation (see Table II). As well, comparison of the mean resting values of SBP,
DBP, and HR at the beginning and at the end of stimulation did not show any sig-
nificant differences (values at baseline versus values after end of the stimulation
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Figure 7. Results of peak workload (assessed by spiroergometric
test) in both groups at baseline and after 8 weeks of the given type
of rehabilitation. Results are expressed as the mean (+ SD).
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Figure 8. Results of peak heart rate in both groups at baseline Figure 9. Increment of peak heart rate (AHR,,); comparison of

and after 6 weeks of the given type of rehabilitation (assessed by the 2 groups after 8 weeks of given type of rehabilitation. Results

spiroergometric test). Results are expressed as the mean (= SD). are expressed as the mean (+ SD).
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Table II.  Comparison of Resting Input Values of Basic Cardiovascular Parame-
ters at Rest and During 2 Control Applications of LFES Before the Beginning of
Home Training

At rest (baseline) 1. Stimulation 2. Stimulation P
SBP (mmHg) 114+ 5.8 119 £ 8.1 115+£5.9 NS
DBP (mmHg) 71+£6.5 77+6.6 71+84 NS
HR (bpm) 70+3.8 76+7.3 69+3.1 NS

Results are expressed as the mean (+ SD).

period: SBP 114 £ 5.8 mmHg versus117 £ 3.2 mmHg, NS; DBP 71 £ 6.5 mmHg
versus 73 £ 5.3 mmHg, NS; HR 70 + 3.8 bpm versus 71 £ 4.9 bpm, NS).
Quality of life score.

The QoL score assessed using the Minnesota Living with Heart Failure
Questionnaire was significantly improved in the bicycle group (from 41.4 £ 5.3
to 27.3 + 6.3; P < 0.03), whereas there was only a slight improvement in the
LFES group (from 39.6 £ 2.9 to 31.4 £ 4.8; NS).

DISCUSSION

In the present study we have attempted to evaluate the therapeutic potential
of low-frequency electrical stimulation (LFES) of leg muscles in chronic heart
failure (CHF) patients. We demonstrated that LFES can effectively counterbal-
ance their decreased physical capacity. The LFES protocol selected (frequency 10
Hz, stimulation 1 h/day, 7 days/week for 8§ weeks) was very similar to that used
by Maillefert, et al*" who first reported a significant improvement of exercise
capacity parameters in 14 patients with CHF after 5 weeks of LFES, namely an
improvement of VOzpeak, VO, and a 6 minute walking test. In the same study,
a nuclear magnetic resonance test showed a significant increase in the muscle
mass of the triceps surae muscle. Similarly, Vaquero, et a/*® found a significant
increase in the peak values of VOzpeak in CHF patients after 8 weeks of electrical
stimulation of the lower limbs. The beneficial influence of LFES on muscle
strength was reported by Quittan, et al.*» Finally, 2 recent randomized trials
showed that both home-based electrical stimulation of the legs and classical exer-
cise training can significantly increase muscle strength and quality of life*” and
improve oxygen uptake after several weeks of stimulation in patients with CHF.?>
These results were confirmed also in the present study. The increases in VOzpeak,
W ear» and distance walked in 6 minutes, and also the exercise duration after 8
weeks of LFES were very similar to the increases in these parameters in the bicy-
cle group. Other parameters (HR ¢, VO, and QoL) significantly increased in
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the bicycle group but not in the LFES group (only slight improvement was
observed). Comparison of the effectiveness of both LFES and bicycle training
may lead to the conclusion that bicycle training is more effective at improving
aero-metabolic capacity and heart rate response than electrical stimulation. On
the other hand, the comparable increases in maximal workload, 6 minute walk-
test, and exercise time in spiroergometric testing indicate similar effects on mus-
cle endurance and resistance to fatigue in both groups. Despite the differences
between the 2 methods (myostimulation activity is local, whereas bicycle exer-
cise training challenges the entire body), LFES could be regarded as an accept-
able analogue of endurance training which can improve the physiological
condition of CHF patients in a period of several weeks, and can be easily per-
formed at home without medical supervision. During the stimulation periods, no
complaints were recorded concerning pain or health complications, such as skin
burns or muscle damage. Similar experiences have already been reported in the
studies by Harris, et al*® and Nubhr, et al.*® According to Maillefert, et al?V and
Quittan, et al,> LFES does not cause any significant change in cardiac output and
heart frequency. During the 8 weeks of stimulation we did not observe any life-
threatening side effects of LFES on blood pressure or heart rate. In our latest
international trial, performed in a group of patients with advanced CHF (class
NYHA 1V, all on the “waiting list” for a heart transplant), only slight, insignifi-
cant increases in blood creatine phosphokinase (CPK) and lactate dehydrogenase
(LDH) levels were present after 1 week of stimulation. These findings could be
explained as being a reflection of increased muscle load during introductory
phases of stimulation, which resembles the increase in muscle activity in healthy
people, for instance during exercise (unpublished observations). At the same
time, this result suggests that stimulation does not cause any adverse overload of
or damage to muscle fibers. The above cited results as well as our own experience
during several years of application of LFES, justify the conclusion that the occur-
rence of life-threatening cardiovascular complications in CHF patients is minimal
during stimulation of big muscle groups. We assume that LFES fully complies
with strict methodological and safety criteria for application in CHF patients.
This conclusion is supported by several electromyostimulation studies performed
in CHF patients with implanted pacemakers.?**® It is well known that the global
hypoperfusion and chronic hypoxia in CHF gradually damages the functional and
metabolic integrity of the skeletal muscle mass. The consequent massive produc-
tion of a variety of pro-inflammatory cytokines stimulates apoptotic pathways
leading to fiber atrophy,” loss of strength, reduction of the total muscle mass,
global overexpression of anaerobic white fibers (fast glycolytic), and the devel-
opment of general cachexia.’*3¥ A large number of studies have reported on the
effects of LFES in mammalian skeletal muscles; the first pioneer work was done
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40 years ago by A. J. Buller.*® LFES in experimental animal models has been
shown to induce qualitative and quantitative changes in different compartments
of skeletal muscle fibers. Both structural and functional alterations observed
might be caused by transformation of fast protein isoforms to their slow counter-
parts, followed by increased activity of oxidative enzymes, improved oxygen
consumption and growth of the terminal micro-vascular bed, with increased
expression of vascular growth factors.**® These changes represent the basis for
the general improvement of the aero-metabolic capacity, the prevention of muscle
atrophy, and increased resistance to fatigue. Such events could play a very impor-
tant role under the conditions of chronic heart failure characterized by impaired
oxidative capacity and poor fatigue tolerance. Electrical stimulation of skeletal
muscles in humans has been shown to be a useful therapeutic tool in neurology,*”-
42 postoperative treatment, and in cases of long-term immobilization.**-*® In a
recent study, LFES was reported to improve the functional capacity in claudi-
cants.*” Hamada, et al*® observed enhanced energy consumption, carbohydrate
oxidation, and whole body glucose uptake after low-frequency electrical stimula-
tion of the lower limbs, a finding that suggests the possibility of therapeutic appli-
cation of LFES for diabetic subjects. However, the number of studies concerning
the effects of LFES in cardiovascular rehabilitation is still very low. The effec-
tiveness of conventional exercise training in cardiovascular rehabilitation has
been sufficiently proven,*® and LFES is not likely to replace it. But the safety
and ease of application could be especially beneficial in patients with advanced
CHF (III-1V). Although the present results are encouraging, it is necessary to take
into account the limitations of this trial, for example the low number of patients
included. Further investigations should yield more detailed data, including infor-
mation about possible interactions between the central and peripheral cardiovas-
cular mechanisms during muscle stimulation. Future studies should also address
the possibility of combining LFES with some type of classical exercise training.
Clinical trials in larger groups of patients will be needed before fully utilizing
LFES in cardiovascular rehabilitation.

Conclusion: This study is among the first randomized trials aiming to compare
the effectiveness of low-frequency electrical stimulation of skeletal muscles with
conventional bicycle training in patients with chronic heart failure. The present
results demonstrated the good tolerance and significant improvement of func-
tional capacity after 8 weeks of electrical stimulation. It can be concluded that an
improvement of exercise capacity in patients with chronic heart failure can be
achieved either by aerobic training or by local electrical stimulation of the
strength muscles of the lower limbs.



Vol 47

No 3 MUSCLE STIMULATION AND EXERCISE IN HEART FAILURE 451
ACKNOWLEDGEMENT
This study was supported by grants from the Czech Ministry of Health IGA MZ CR,
No. NR 7983-3.
REFERENCES
1. Bohm M. Pathophysiology of heart failure today. Herz 2002; 27: 75-91. (Review)
2. Soska V. Dyslipidemia and the metabolic syndrome. Vnitr Lek 2003; 49: 943-7. (Review) (Czech)
3. Ledoux J, Gee DM, Leblanc N. Increased peripheral resistance in heart failure: new evidence suggests an alter-
ation in vascular smooth muscle function. Br J Pharmacol 2003; 139: 1245-8.
4. Nakamura M. Peripheral vascular remodeling in chronic heart failure: clinical relevance and new conceptual-
ization of its mechanisms. J Card Fail 1999; 5: 127-38. (Review)
5. Schulze PC, Linke A, Schoene N, ef al. Functional and morphological skeletal muscle abnormalities correlate
with reduced electromyographic activity in chronic heart failure. Eur J Cardiovasc Prev Rehabil 2004; 11: 155-
6l.
6.  Suzuki K, Omiya K, Yamada S, et al. Relations between strength and endurance of leg skeletal muscle and car-
diopulmonary exercise testing parameters in patients with chronic heart failure. J Cardiol 2004; 43: 59-68.
7. Senden PJ, Sabelis LW, Zonderland ML, ef al. Determinants of maximal exercise performance in chronic heart
failure. Eur J Cardiovasc Prev Rehabil 2004; 11: 41-7.
8. van Bilsen M, Smeets PJ, Gilde AJ, van der Vusse GJ. Metabolic remodelling of the failing heart: the cardiac
burn-out syndrome? Cardiovasc Res 2004; 61: 218-26. (Review)
9.  Soska V. Is there a relation between serum ferritin levels, oxidized LDL antibodies and vitamins and risk for
coronary atherosclerosis? Vnitr Lek 2004; 50: 183-5. (Czech)
10.  Kerner J, Vazquez E, Chandler M, et al. Impaired mitochondrial oxidative metabolism in heart failure. J Mol
Cell Cardiol 2002; 6: A33.
11.  Coats AJ, Adamopoulos S, Radaelli A, et al. Controlled trial of physical training in chronic heart failure. Exer-
cise performance, hemodynamics, ventilation, and autonomic function. Circulation 1992; 85: 2119-31.
12.  Adamopoulos S, Parissis J, Kroupis C, et al. Physical training reduces peripheral markers of inflammation in
patients with chronic heart failure. Eur Heart J 2001; 22: 791-7.
13. Schulze PC, Gielen S, Schuler G, Hambrecht R. Chronic heart failureand skeletal muscle catabolism: effects of
exercise training. Int J Cardiol 2002; 85: 141-9. (Review)
14.  Wielenga RP, Coats AJ, Mosterd W, Huisveld IA. I. The role of exercise training in chronic heart failure. Heart
1997, 78: 431-6. (Review)
15.  Piepoli MF, Davos C, Francis DP, Coats AJ. ExTraMATCH Collaborative. Exercise training meta-analysis of
trials in patients with chronic heart failure (ExTraMATCH). BMJ 2004; 328: 189.
16.  Malfatto G, Branzi G, Riva B, Sala L. Recovery of cardiac autonomic responsiveness with low-intensity physi-
cal training in patients with chronic heart failure. Eur J Heart Fail 2002; 4: 159-66.
17.  Maiorana A, O'Driscoll G Dembo L, et al. Effect of aerobic and resistance exercise training on vascular func-
tion in heart failure. Am J Physiol Heart Circ Physiol 2000; 279: H1999-2005.
18.  Delagardelle C, Feiereisen P, Autier P, Shita R, Krecke R, Beissel J. Strength/endurance training versus endur-
ance training in congestive heart failure. Med Sci Sports Exerc 2002; 34: 1868-72.
19.  Pette D, Staron RS. Mammalian skeletal muscle fiber type transitions. Int Rev Cytol 1997; 170: 143-223.
(Review)
20.  Wasserman K, Hansen JE, Sue DY, et al. Principles of Exercise Testing and Interpretation. 3 ed. Baltimore,
MD: Lippincott Williams & Wilkins; 1999.
21.  Maillefert JF, Eicher JC, Walker P, et al. Effects of low-frequency electrical stimulation of quadriceps and calf
muscles in patients with chronic heart failure. J Cardiopulm Rehabil 1998; 18: 277-82.
22.  Vaquero AF, Chicharro JL, Gil L, ef al. Effects of muscle electrical stimulation on peak \'/O2 in cardiac trans-

plant patients. Int J Sports Med 1998; 19: 317-22.



452
23.

24.

25.

26.

27.

28.

29.

30.

31

32.
33.

34.

3s.
36.
37.
38.
39.
40.
41.
42.
43.

44,

45.

46.

Int Heart J
DOBSAK, ET AL May 2006

Quittan M, Sochor A, Wiesinger GF, et al. Strength improvement of knee extensor muscles in patients with
chronic heart failure by neuromuscular electrical stimulation. Artif Organs 1999; 23: 432-5.

Harris S, LeMaitre JP, Mackenzie G, Fox KA, Denvir MA. A randomised study of home-based electrical stim-
ulation of the legs and conventional bicycle exercise training for patients with chronic heart failure. Eur Heart J
2003; 24: 871-8.

Nuhr MJ, Pette D, Berger R, et al. Beneficial effects of chronic low-frequency stimulation of thigh muscles in
patients with advanced chronic heart failure. Eur Heart J 2004; 25: 136-43.

Wiesinger GF, Crevenna R, Nuhr MJ, Huelsmann M, Fialka-Moser V, Quittan M. Neuromuscular electric
stimulation in heart transplantation candidates with cardiac pacemakers. Arch Phys Med Rehabil 2001; 82:
1476-7.

Crevenna R, Posch M, Sochor A, et al. Optimizing electrotherapy - a comparative study of 3 different currents.
Wien Klin Wochenschr 2002; 114: 400-4. (German)

Crevenna R, Wolzt M, Fialka-Moser V, et al. Long-term transcutaneous neuromuscular electrical stimulation in
patients with bipolar sensing implantable cardioverter defibrillators: a pilot safety study. Artif Organs 2004; 28:
99-102.

Leri A, Claudio PP, Li Q, ez al. Stretch-mediated release of angiotensin II induces myocyte apoptosis by acti-
vating p53 that enhances the local renin-angiotensin system and decreases the Bcl-2-to-Bax protein ratio in the
cell. J Clin Invest 1998; 101: 1326-42.

Drexler H. Skeletal muscle failure in heart failure. Circulation 1992; 85: 1621-3.

Krankel N, Adams V, Gielen S, ef al. Differential gene expression in skeletal muscle after induction of heart
failure: impact of cytokines on protein phosphatase 2A expression. Mol Genet Metab 2003; 80: 262-71.

Anker SD, Rauchhaus M. Heart failure as a metabolic problem. Eur J Heart Fail 1999; 1: 127-31. (Review)
Mazza A, Tikhonoff'V, Casiglia E, Pessina AC. Predictors of congestive heart failure mortality in elderly peo-
ple from the general population. Int Heart J 2005; 46: 419-31.

Koller-Strametz J, Pacher R, Frey B, Kos T, Woloszczuk W, Stanek B. Circulating tumor necrosis factor-alpha
levels in chronic heart failure: relation to its soluble receptor II, interleukin-6, and neurohumoral variables. J
Heart Lung Transplant 1998; 17: 356-62.

Buller AJ, Eccles JC, Eccles RM. Interactions between motoneurones and muscles in respect of the characteris-
tic speeds of their responses. J Physiol 1960; 150: 417-39.

Kanno S, Oda N, Abe M, e al. Establishment of a simple and practical procedure applicable to therapeutic
angiogenesis. Circulation 1999; 99: 2682-7.

Annex BH, Torgan CE, Lin P, ef al. Induction and maintenance of increased VEGF protein by chronic motor
nerve stimulation in skeletal muscle. Am J Physiol 1998; 274: H860-7.

Pette D, Vrbova G. What does chronic electrical stimulation teach us about muscle plasticity ? Muscle Nerve
1999; 22: 666-77. (Review)

Gordon T, Mao J. Muscle atrophy and procedures for training after spinal cord injury. Phys Ther 1994; 74: 50-
60. (Review)

Jacobs PL, Nash MS. Modes, benefits, and risks of voluntary and electrically induced exercise in persons with
spinal cord injury. J Spinal Cord Med 2001; 24: 10-8. (Review)

Hillegass EA, Dudley GA. Surface electrical stimulation of skeletal muscle after spinal cord injury. Spinal Cord
1999; 37: 251-7.

Scremin AM, Kurta L, Gentili A, et al. Increasing muscle mass in spinal cord injured persons with a functional
electrical stimulation exercise program. Arch Phys Med Rehabil 1999; 80: 1531-6.

Arvidsson I, Arvidsson H, Eriksson E, Jansson E. Prevention of quadriceps wasting after immobilization: an
evaluation of the effect of electrical stimulation. Orthopedics 1986; 9: 1519-28.

Gibson JN, Morrison WL, Scrimgeour CM, Smith K, Stoward PJ, Rennie MJ. Effects of therapeutic percutane-
ous electrical stimulation of atrophic human quadriceps on muscle composition, protein synthesis and contrac-
tile properties. Eur J Clin Invest 1989; 19: 206-12.

Vinge O, Edvardsen L, Jensen F, Jensen FG, Wernerman J, Kehlet H. Effect of transcutaneous electrical muscle
stimulation on postoperative muscle mass and protein synthesis. Br J Surg 1996; 83: 360-3.

Lewek M, Stevens J, Snyder-Mackler L. The use of electrical stimulation to increase quadriceps femoris mus-
cle force in an elderly patient following a total knee arthroplasty. Phys Ther 2001; 81: 1565-71.



Vol 47
No 3

47.

48.

49.

50.

51

52.

53.

MUSCLE STIMULATION AND EXERCISE IN HEART FAILURE 453

Anderson SI, Whatling P, Hudlicka O, Gosling P, Simms M, Brown MD. Chronic transcutaneous electrical
stimulation of calf muscles improves functional capacity without inducing systemic inflammation in claudi-
cants. Eur J Vasc Endovasc Surg 2004; 27: 201-9.

Hamada T, Hayashi T, Kimura T, Nakao K, Moritani T. Electrical stimulation of human lower extremities
enhances energy consumption, carbohydrate oxidation and whole body glucose uptake. J Appl Physiol 2004;
96: 911-6.

Ueshima K, Kamata J, Kobayashi N, ef al. Effects of exercise training after open heart surgery on quality of life
and exercise tolerance in patients with mitral regurgitation or aortic regurgitation. Jpn Heart J 2004; 45: 789-97.
Terzi S, Dayi SU, Akbulut T, ez al. Value of left atrial function in predicting exercise capacity in heart failure
with moderate to severe left ventricular systolic dysfunction. Int Heart J 2005; 46: 123-31.

Turkmen S, Dogan S, Barutcu I, ef al. The changes in circulating levels of vasoactive intestinal polypeptide
during exercise and its reproducibility for detection of myocardial ischemia. Int Heart J 2005; 46: 363-71.
Kiilavuori K, Naveri H, Salmi T, Harkonen M. The effect of physical training on skeletal muscle in patients
with chronic heart failure. Eur J Heart Fail 2000; 2: 53-63.

Hambrecht R, Gielen S, Linke A, et al. Effects of exercise training on left ventricular function and peripheral
resistance in patients with chronic heart failure: a randomized trial. JAMA 2000; 283: 3095-101.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /ENU (Use these settings to create PDF documents with higher image resolution for high quality pre-press printing. The PDF documents can be opened with Acrobat and Reader 5.0 and later. These settings require font embedding.)
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /KOR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe7f6e521b5efa76840020005000440046002065876863ff0c5c065305542b66f49ad8768456fe50cf52068fa87387ff0c4ee575284e8e9ad88d2891cf76845370524d6253537030028be5002000500044004600206587686353ef4ee54f7f752800200020004100630072006f00620061007400204e0e002000520065006100640065007200200035002e00300020548c66f49ad87248672c62535f0030028fd94e9b8bbe7f6e89816c425d4c51655b574f533002>
    /CHT <FEFF4f7f752890194e9b8a2d5b9a5efa7acb76840020005000440046002065874ef65305542b8f039ad876845f7150cf89e367905ea6ff0c9069752865bc9ad854c18cea76845370524d521753703002005000440046002065874ef653ef4ee54f7f75280020004100630072006f0062006100740020548c002000520065006100640065007200200035002e0030002053ca66f465b07248672c4f86958b555f300290194e9b8a2d5b9a89816c425d4c51655b57578b3002>
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


