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Abstract

Background and Objectives: CKD is one of the major health problems all over the world. Autonomic dysfunction is
common in CKD patients but symptomatic autonomic Neuropathy is not that common. Presence of Cardiac Autonomic
Neuropathy (CAN) is responsible for silent myocardial infarction and sud+den death in CKD patients. Prolongation of
corrected QT (QTc) in electrocardiogram (ECG), lack of heart rate variability (HRV) and postural hypotension (PH) are found
to be early indicators of Cardiovascular Autonomic Neuropathy.

Methods: This is a Cross-sectional study done to evaluate the correlation of cardiac autonomic neuropathy among chronic
kidney disease patients in pre-dialysis stage and CKD patients in maintenance hemodialysis stage, with the help of
prolongation of corrected QT (QTc) in ECG, lack of heart rate variability (HRV) and postural hypotension (PH). A total of
100 patients admitted in KVG Medical College, Sullia satisfying the inclusion and exclusion criteria were studied. They were
divided into 2 groups, CKD in predialysis stage and CKD in maintenance hemodialysis stage. The prevalence of CAN was
evaluated and compared in the two groups with respect to Heart rate variability, Postural hypotension and QTc interval.
Results: Out of 100 CKD patients, 50 patients were CKD in predialysis stage and 50 patients were CKD on maintenance
hemodialysis. Among the predialysis group, 15 patients (30%) had QTc prolongation, 27 patients (54%) had postural
hypotension and 49 patients (98%) had lack of heart rate variability. Among the dialysis group, 28 patients (56%) had QTc
prolangation, 39 patients (78%) had Postural hypotension and 50 patients (100%) had lack of heart rate variability.

All these values were statistically significant suggesting prevalence of CAN increases as the progression of CKD from
predialysis stage to hemodialysis stage.

Conclusions: From the above results we can conclude that the Prevalence of Cardiovascular Autonomic Neuropathy is high in
CKD patients and the prevalence of CAN increases as the progression of CKD from predialysis stage to dialysis stage. Hence
we suggest all CKD patient should be evaluated with simple bedside tests like postural hypotension, lack of Heart rate
variability (HRV), prolongation of QTc in ECG for early detection of CAN, so as to prevent further complications with early
intervention and proactive treatment.
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kidney disease.
Cardiac autonomic neuropathy is associated with resting

Introduction
Chronic kidney disease is a growing public health problem,

affecting 5-7% of the world’s population M, and the number
of clinical cases eventuating in End stage renal disease is
increasing at an alarming rate of 3% annually .Individuals
with Chronic kidney disease are more likely to die of
cardiovascular complications than to develop kidney failure
because of the high prevalence of cardiovascular disease in
this patient population & 4 ®1. Therefore the focus recently
shifted to optimizing patient care during the phase of
Chronic kidney disease before the onset of End stage renal
disease 1. In Chronic kidney disease Patients mortality
from cardiovascular disease stratified by age is 10 times
higher than in the general population.

Chronic kidney disease patients with cardiovascular
autonomic dysfunction consistently have shown an
enhanced risk of premature death, suggesting direct
detrimental effects on the clinical prognosis of renal failure
[, Sudden cardiac death is a major cause of cardiac
mortality in End stage renal disease patients & °1, with the
incidence increasing with the stage of renal failure.
Therefore Cardio vascular disease prevention and treatment
are critical in the management of individuals with Chronic

tachycardia, postural hypotension, painless myocardial
ischemia or infarction, arrhythmias and sudden cardiac
death [9 Cardiac autonomic neuropathy contributes
significantly to increased cardiovascular mortality and
morbidity in Chronic kidney disease patients [ 121,

Cardiac autonomic neuropathy in chronic Kkidney
disease

The autonomic nervous system modulates the electrical and
contractile activity of the myocardium via the interplay of
sympathetic and parasympathetic activity [ Cardiovascular
autonomic neuropathy, a common form of autonomic
dysfunction found in patients with Chronic kidney disease,
causes abnormalities in heart rate control, as well as defects
in central and peripheral vascular dynamics [4]

Cardiac autonomic neuropathy has been linked to resting
tachycardia, postural hypotension, orthostatic bradycardia
and orthostatic tachycardia, exercise intolerance, decreased
hypoxia-induced respiratory drive, loss of baroreceptor
sensitivity, enhanced intraoperative or perioperative
cardiovascular  liability,  increased  incidence  of
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asymptomatic  ischemia, myocardial infarction, and
decreased rate of survival after myocardial infarction and
congestive heart failure 5 Hence this study aims at
studying the manifestations of autonomic neuropathy on
cardiovascular system in predialysis and dialysis Chronic
kidney disease patients, thereby reassessing the need for
early recognition and more aggressive management of this
disease.

Methodology

Study population

100 Chronic kidney disease patients, 50 in pre-dialysis stage
and 50 in maintenance hemodialysis stage, of both gender,
attending outpatient department and inpatients of K.V.G
Medical College Hospital, Sullia were studied.

Study Duration
This study was conducted for a period of one and a half
years from December 2017 to May 2019

Study Design

It is a cross sectional study using random sampling methods
to detect cardiovascular autonomic neuropathy in CKD
patients and the correlation of cardiac autonomic neuropathy
among chronic Kidney disease patients in pre-dialysis stage
(n=50) and in maintenance hemodialysis stage(n=50).

Methods

Inclusion criteria

= Age 10-70 Years

= Chronic kidney disease patients

Exclusion criteria

= Patients with Valvular heart disease, Ischemic heart
disease, cerebro-vascular accident, any Cancer,
Demyelinating diseases.

= Patients who were on any drugs that would interfere
with the autonomic functions like phenothiazines,
tricyclic antidepressants.

After satisfying the inclusion and exclusion criteria, patients
were included in the study. Written informed consent was
obtained from all the patients participating in the study.
Cardiac autonomic imbalance was assessed by detailed
history and clinical examination as per annexed proforma.
Symptoms suggestive of dysautonomia like light eadedness,
postural syncope, pre-syncope, easy fatigability, palpitation,
excessive sweating, diarrhoea, constipation were evaluated.
Since cardiac autonomic neuropathy is usually associated
with other features of autonomic neuropathy this
questionnaire was useful in assessing the patients along with
the bed side tests. The selected patients were further studied
with the 3 bedside cardiovascular reflex tests, namely,
Postural hypotension (PH), Heart rate variability (HRV) &
corrected QT interval (QTc) in Medical ward by using
sphygmomanometer and Electrocardiograph. These tests
were performed in 5-8 hours post prandial state and tthese
patients were were instructed not to ingest caffeine
containing products on the day of study.

Postural hypotension: (PH)

After ensuring the adequate hydration status of the patient,
This test was performed by measuring the subject’s blood
pressure with a sphygmomanometer while he was supine
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and after one minute of standing. The postural fall in blood
pressure was taken as the difference between the systolic
pressures in lying and standing position. A difference of
more than 20 mmHg is defined as the presence of postural
hypotension.

Heart rate variabilty: (HRV)

The subject was asked to breathe deeply at six breaths per
minute (Five seconds “inspiration” and five seconds
“expiration”) for one minute. The average heart rate
difference  (maximum minus minimum during the
respiratory cycle) is calculated while the patient breaths
deeply for 1 minute. The results were expressed as the mean
of the difference between maximum and minimum heart
rates for the six measured cycles in beats per minute.

The variation of heart rates in inspiration and expiration is
determined by ECG. The variation of HR during inspiration
and expiration of less than 20 beats per minute is accepted
as CAN. In addition to respiratory-dependent variations in
HR, there are also non-respiratory HR fluctuations
(oscillations of RR interval duration on electrocardiogram-
ECG) beat to beat in rhythmic oscillations in particular,
vagal activity. This phenomenon, when, in balanced state
(supine or standing), the system receptors-VMC-respiratory
centre effectors and value of HR (duration of R-R interval)
oscillates synchronously, is known as heart rate variability.

Corrected QT interval (QTC)

QT interval is measured on an ECG recorded at rest and
corrected for the cardiac cycle Length (QTc). The QTc is
calculated by the equation of Bazett:QTc = [QT
intervalARR interval]. A QTc interval more than 440
Millisecond is considered prolonged and as an indicator of
CAN.

Results
Age distribution

Table 1: Age distribution

Group
Agegroup I 5 ialysis? | Dialysis | | O
<40 Count 8 6 14
% 16.0% 12.0% | 14.0%
Count 6 8 14
40 - 45 % 12.0% 16.0% | 14.0%
Count 1 5 6
4550 =g 2.0% 10.0% | 6.0%
Count 6 8 14
50 -55 % 12.0% 16.0% | 14.0%
Count 10 5 15
55-60 =4, 200% | 10.0% | 15.0%
Count 10 10 20
60-65 =, 20.0% 20.0% | 20.0%
65 Count 9 8 17
% 18.0% 16.0% | 17.0%
Total Count >0 2 00
% 100.0% 100.0% | 100.0%

a. Xx2=5.249 p=0.512 ns

Among the Predialysis group 30% patients were below 50
years of age, 70% of them were above 50 years of age.
Among the dialysis group 38% patients were below 50 years
of age, 62% of them were above 50 years of age.
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Among predialysis group 8(16%) patients complained of
giddiness on standing. Among dialysis group 25(50%)
patients had symptom of giddiness on standing, 25 (50%)
patients did not. P value is <0.01 and the result is
statistically significant. Postural giddiness was more
common in dialysis group compared to predialysis group.

Qtc prolongation

Table 4: Qtc prolongation in predialysis and dialysis group
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Fig 1: Age distribution
Gender distribution

Table 2: Gender distribution

. Group
QTc prolongation Predialysis | dialysis Total
Yes Count 15 28 43
% 30.0% 56.0% | 43.0%
No Count 35 22 57
% 70.0% 44.0% | 57.0%
Total Count 50 50 100
% 100.0% 100.0% | 100.0%

a. Xx2=6.895 p=0.009 hs

Gender _ Qrou _ Total
Predialysis® Dialysis

Male Count 33 29 62
% 66.0% 58.0% 62.0%

Female Count 17 21 38
% 34.0% 42.0% 38.0%

Total Count 50 50 100
% 100.0% 100.0% | 100.0%

a. x2=0.679 p=0.41 ns

Among predialysis group 15 patients (30%) had qtc
prolangation, 35 patients (70%)did not have qtc
prolongation.

Among dialysis group 28 patients (56%) had qtc
prolangation, 22 patients (44%) did not.

p value is 0.009 The results are statistically significant.

Postural hypotension

Table 5: Postural hypotension in predialysis and dialysis group

Among predialysis group 33 patients were male, 17 patients
were female. Among dialysis group 29 patients were male,

21 patients were female.

Group
PH Predialysis® Dialysis Total
Yes Count 27 39 66
PH % 54.0% 78.0% 66.0%
No Count 23 11 34
% 46.0% 22.0% 34.0%
Total Count 50 50 100
% 100.0% 100.0% 100.0%

a. X2=6.417 p=0.011 sig

Among predialysis group 27 patients (54%) had postural
hypotension, 23 patients (46%) did not had postural
hypotension. Among dialysis group 39 patients (78%) had
PH and 11 patients (22%) did not p value 0.011 The results
are statistically significant.

Heart rate variability

Table 6: Heart rate variability in predialysis and dialysis group
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Fig 2: Gender distribution
Symptoms

Postural giddiness

Table 3: Postural giddiness among predialysis and dialysis group

- Grou

Postural giddiness Predialysis® | Dialysis Total

Yes Count 8 25 33
% 16.0% 50.0% | 33.0%

No Count 42 25 67
% 84.0% 50.0% | 67.0%

Total Count 50 50 100
% 100.0% | 100.0% |100.0%

a. x2=13.071 p<0.001 vhs

Group

HRV Predialysis® | Dialysis Total
Yes Count 49 50 99
% 98.0% 100.0% | 99.0%

No Count 1 0 1
% 2.0% 0.0% 1.0%

Total Count 50 50 100
% 100.0% 100.0% | 100.0%

a. x2=1.01 p=0.315ns

Among predialysis group 49 patients (98%) had lack of
heart rate variability.

Among dialysis group 50 patients (100%) had lack of heart
rate variability.
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Fig 3: HRVRN during breathing

Table 7: Comparison of mean heart rate variability in predialysis
and dialysis group

CKD N | Mean Std. Deviation T
Predialysis |50 10.740 3.735 2.722
Dialysis  |50| 12.680 3.383 p=0.008 hs

Mean Heart Rate Variability in predialysis group was
10.740, among dialysis group it was 12.680 p=0.008 and the
results are statistically significant.

Table 8: Comparison of various factors in predialysis and dialysis

group
Group |N| Mean |Std. Deviation T
) Predialysis50[128.000]  9.806 1.101
SBP(Supine)MMHg e dis [501125.560] 12231 |p=0.274 ns
DBP supine Predialysis{50| 83.920 5.965 1.506
P Dialysis [5081.960|  7.004 _ |p=-0.135
. Predialysis50[110.200] _ 16.078 3.985
SBP(standing)mmHg o i I50[121.080] 11312 |<0.001 vhs
) Predialysis50] 75.080| _ 8.093 2.053
DBPstanding i i 50/ 78.080] 6426 |p=0.043 sig
RR Predialysis{50] 16.160 1.845 1.756
Dialysis |50/ 16.840 2.024 p=0.082 ns

Systolic blood pressure at supine position was measured in
both the study groups. The mean SBP was found to be
128mmhg and 125.560mmhg among the 2study groups
respectively, which was not statistically significant. Mean
SBP on standing was 110.2 in CKD predialysis group and
121.280mmhg in dialysis group.

P value <0.001 and the result was found to be statistically
significant. Diastolic blood pressure at supine position was
measured in both the study groups. The mean DBP was
found to be 83.920mmhg and 81.960mmhg among the
2study groups respectively, which was not statistically
significant. But again in the standing position the mean DBP
was 75.080 in CKD predialysis group and 78.080mmhg in
dialysis group.

P value 0.043 and difference was found to be statistically
significant.
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Fig 4: Comparison of Mean SBP & DBP between Predialysis and
Dialysis patients

Discussion

Age

Majority were in age group of 60-65 years, in pre-dialysis
group majority were in age group of 55-65 years and in
dialysis group it was 60-65 years. The difference was not
significant statistically. Mean was 54.2+13.2 years. The
study by Obinna Onodugo et al [*®1, had majority in the age
group of 20-29 years which is younger than the current
study and the study by Preeti Chandra et al'” had mean age
of 59.5+14.7, this is higher than our study.

Gender

In the current study there were majority males (62%). In the
pre-dialysis group there were 66% and in dialysis group
58%. The difference was not significant statistically.The
study by Obinna Onodugo et al ['81, had majority females
while in the current study it was males and The study by
Preeti Chandra et al 1 and the study by Thapa L 18 had
majority male patients this is similar to the current study.
but the percentage was higher in the current study
(62%).The study by H. Makimoto et al I had 53% males
which is less than the current study.

Postural giddiness

Postural giddiness was present only among 33%, among that
16% had in pre-dialysis group and 50% among dialysis
group. The difference was statistically significant. The study
by H. Makimoto et al. ?° had seen that sympathovagal
balance was not affected by CKD.

QTc prolongation

QTc prolongation was present among 43%, in the
predialysis group it was 30% and in dialysis group 56%.
The difference was significant statistically.

Postural Hypotension

Postural Hypotension was present among 66% patients, in
the predialysis group it was 54% and in dialysis group its
78%.
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The difference was significant statistically. The study by
Obinna Onodugo et al [, had orthostatic hypotension
among 13.8% while in our study it was 64% and the study
by Beata Januszko-Giergielewicz 11 had 37% patients with
hypotension while in our study it was more.

Heart Rate Variability

Heart Rate Variability was present among 99% patients. In
pre dialysis group it was 98% and 100% in dialysis group.
The difference was significant statistically.

The study by Obinna Onodugo et al ¢, had variability of
heart rate among 80% while in our study in predialysis
group it was 98%. The study by Obinna Onodugo et al, had
statistically significant results and the study by Yu-Hsiang
Chou ™, in their study found that heart rate variability
increased with severity of CKD this is similar to the current
study.

SBP (supine)

Mean SBP (supine) was 128+9.08 among predialysis group
and in dialysis group it was 125.5+12.23, difference was not
statistically significant. The study by Carlos Alberto de
Oliveira et al. ?° had mean SBP in the CKD group to be
150.3 £ 23.4 mmHg while in our study in the predialysis
group it was 128+9.08 which was much less. The study by
H. Makimoto et al I had mean SBP of 126 + 19 this is
comparable to the current study.

DBP (supine)

Mean DBP (supine) was 83£5.9 in predialysis group and in

dialysis group it was 81.9+7.0, difference is not statistically

significant.

=  The study by Carlos Alberto de Oliveira et al %], had
mean DBP in the CKD group to be 93.6 £ 17.0 mmHg
while in our study in the predialysis group it was
83+5.9 which was much less. This could be because all
patients in the above mentioned study were
hypertensive.

»  The study by Yoshihiro Matsumoto 2% had mean DBP
of 83 £ 15 it was comparable to the current study and
the study by H. Makimoto et al. [*® had mean DBP of
70 + 12 this is less in comparision to the current study.

SBP (standing)

Mean SBP (standing) was 113+15.0 in predialysis group

and in dialysis group it was 118+13.6, difference was

statistically significant.

»  The study by Carlos Alberto de Oliveira et al 1, saw
for variability in SBP on tilting of predialysis patients
and normal controls, they found that the variability was
no significant in predialysis group. However in the
current study Mean SBP on standing in both groups the
results are statistically significant.

DBP (standing)

Mean DBP (standing) was 76.3+7.7 predialysis group and in
dialysis group it was 76.8+7.12, difference was statistically
significant.

QT interval

Mean QT interval was 361.0£37.9 in predialysis group and
in dialysis group it was 357+59, difference was statistically
significant.
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QTc interval

Mean QTc interval was 433+35.5 in predialysis group and

in dialysis group it was 446.8+44.37 and difference was

statistically significant.

= The study by Yoshihiro Matsumoto ! had mean QTc
interval at 1 year after dialysis to be 437, this is
comparable to the current study predialysis values. The
mean of QTc at 7years after dialysis was 445ms and
this is comparable to the dialysis group of the current
study. The difference was statistically significant
similar to the current study.

Mean variability

Mean variability of heart rate was 11.98+3.86 in predialysis

group and in dialysis group it was 11.180+3.403, difference

was statistically significant.

= The study by Carlos Alberto de Oliveira et al %®, saw
for variability in heart rate on tilting of predialysis
patients and normal controls, they found that the
variability was significant in predialysis group. Similar
findings are seen in the current study and the study by
Preeti Chandra et al 71, saw that lower heart rate
variability was associated with greater cardiovascular
risks.

Conclusion
The Prevalence of Cardiovascular Autonomic Neuropathy is
high in CKD patients. A significant correlation is present
between QTc prolongation, lack of heart rate variability,
postural hypotension in CKD predialysis stage and
maintenance dialysis stage patients.The prevalence of CAN
increases as the progression of Chronic Kidney Disease
from predialysis stage to maintenance dialysis stage.So
Heart rate variation (HRV) is the earliest manifestation in
CAN patients and autonomic features that are associated
with sympathetic nervous system dysfunction (postural
hypotension) is relatively late complications.
= Simple bed side tests like postural hypotension,
prolongation of QTc, lack of heart rate variability,
should be performed in every CKD patient, for early
detection of CAN.
= All these tests are bed side tests which are easy, cheap
and safe and can be performed in any centre. Hence all
CKD patients should be evaluated with simple bedside
tests for early detection of CAN, so as to prevent
further complications with early intervention and
proactive treatment.

References

1. Couser WG, Remuzzi G, Mendis S, Tonelli M. The
contribution of chronic kidney disease to the global
burden of major non-communicable diseases. Kidney
Int. 2011; 80(12):1258-70.

2. Collins AJ, Foley RN, Gilbertson DT, Chen SC. The
state of chronic kidney disease, ESRD, and morbidity
and mortality in the first year of dialysis. Clin J Am Soc
Nephrol CJASN. 2009; 4(1):S5-11.

3. Tonelli M, Wiebe N, Culleton B, House A, Rabbat C,
Fok M, et al. Chronic kidney disease and mortality risk:
a systematic rewiew. J Am Soc Nephrol.2006;
17(7):2034-47.

4. US renal data system, US renal data system annual data
report. atlas of chronic kidney disease and end-stage


http://www.allsubjectjournal.com/

International Journal of Multidisciplinary Research and Development

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

renal disease in the United States. National institutes of
health, national institute of diabetes and digestive and
kidney diseases, Bethesda, MD2013 Jan. Report No.:
15236838 (Electronic) 0272-6386 (Linking).

Schiffrin EL, Lipman ML, Mann JF. Chronic kidney
disease: effects on the cardiovascular system.
Circulation. 2007; 116(1):85-97.

Kidney disease outcomes quality initiative (KDOQI).
Clinical practice guideline for chronic kidney disease
care [database on the Internet]. National kidney
foundation http://www.kidney. org/. 2013

Dursun B, Demircioglu F, Varan HI, Basarici |,
Kabukcu M, Ersoy F et al. Effects of differential
dialysis modalities on cardiac autonomic dysfunctions
in ESRD patients: one year prospective study. Renal
Fail. 2004; 26(1):35-8

Ranpuria R, Hall M, Chan CT, Unruh M. Heart rate
variability (HRV) in kidney failure: measurement and
consequences of reduced HRV. Nephrol Dial
Transplant. 2008; 23(2):444-9.

Shamseddin MK, Parfrey PS. Sudden cardiac death in
chronic kidney disease: epidemiology and prevention.
Nat Rev Nephrol. 2011; 7(3):145-54.

Scott LA, Kench PL. Cardiac autonomic neuropathy in
the diabetic patient: does 123I-MIBG imaging have a
role to play in early diagnosis? J Nucl Med Technol.
2004; 32:66-71.

Grassi G, Quarti-Trevano F, Seravalle G, Arenare F,
Volpe M, Furiani S, et al. Early sympathetic activation
in the initial clinical stages of chronic renal failure.
Hypertension. 2011; 57(4):846-51.

Zoccali C, Mallamaci F, Tripepi G, Parlongo S, Cutrupi
S, Benedetto FA, et al. Norepinephrine and concentric
hypertrophy in patients with end-stage renal disease.
Hypertension. 2002; 40(1):41-6.

Pal GK, Pal P, Nanda N, Amudharaj D, Adithan C.

Cardiovascular  dysfunctions and sympathovagal
imbalance in hypertension and prehypertension:
physiological perspectives. Futur Cardiol. 2013;
9(1):53-69.

Li Y-L. Cardiovascular autonomic dysfunction in
diabetes as a complication: cellular and molecular
mechanisms. In: Wagner D, editor. Type 1 diabetes
complication. Rijeka: In Tech, 2011.

Vinik Al, Erbas T. Diabetic autonomic neuropathy.
HandbClinNeurol. 2013;117:279

Onodugo O, Arodiwe E, Okoye J, Ezeala B, Onodugo
N, Ulasi I, et al. Prevalence of autonomic dysfunction
among pre-dialysis chronic kidney disease patients in a
tertiary hospital, South East Nigeria. Afri Health Sci.
2018; 18(4):950-957

Preeti Chandra,Robin L.Sands Predictors of heart rate
variability and its prognostic significance in chronic
kidney disease Nephrol Dial Transplant. 2012;
27(2):700-709.

Dr. Lekhjung Thapa, Karki P, Sharma SK, Bajaj BK.
College of Medical sciences teaching hospital Chitwan
Nepal. J Nepal Med Assc 2010; 49(178):121-8
Makimoto. Impaired heart rate variability in patients
with non-diabetic chronic kidney disease Prominent
disruption of vagal control and daily fluctuation. 1JC
Metabolic & Endocrine. 9:22-27.
10.1016/j.ijcme.2015.10.003.

Matsumoto Y, Mori Y, Kageyama S, Arihara K, Sato

21.

22.

23.

http://www.allsubjectjournal.com

H, Nagata K, et al. Changes in QTc interval in long-
term hemodialysis patients. PLoS One. 2019;
14(1):0209297.doi:10.1371/journal. pone. 0209297
Januszko-Giergielewicz Beata, Gromadzinski Leszek,
Dudziak Maria, Debska-Slizien Alicja. Orthostatic
Hypotension in Asymptomatic Patients with Chronic
Kidney Disease. Medicina. 55.113.10.3390/medicina
55040113.

Autonomic dysfunction in chronic kidney disease: An
old problem in a new era. Yu-Hsiang Chou, Tun-Jun
Tsai. Journal of Formosan Medical Association. 2016;
115:687-688

Oliveira Carlos, Junior. Depressed cardiac autonomic
modulation in patients with chronic kidney disease. J
Bras Nefrol. 2014; 36(2):155-162. DOI: 10.5935/0101-
2800.20140025.


http://www.allsubjectjournal.com/

