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Introduction: Cardiac dysfunction is a major cause of morbidity and mortality in patients with
end-stage renal disease (ESRD). Previous studies have shown that kidney transplantation can
reverse some of the gross changes in the myocardial structure such as left ventricular ejection
fraction (LVEF) and volumes. Whether kidney transplantation can reverse the subtle and early
myocardial changes in ESRD patients who do not suffer from gross alternations in myocardial

;@;vc tl(;rg:aickin function is not yet studied. The aim of this study was to answer this question.
P ) & Methods: We followed 25 patients with ESRD at baseline that all of them had a kidney transplant
Echocardiography

and were reassessed 1 month after the transplantation. Conventional and speckle tracking
echocardiography (STE)was done at baseline and 1 month after kidney transplantation in patients.
Results: LV hypertrophy was the most prevalent finding at baseline (58%), followed by diastolic
dysfunction (53%). Kidney transplantation significantly improved the ejection fraction (EF)
(treatment effect=4.23+2.06%; P=0.046) and apical 4-chamber strain (treatment effect =
-0.89+0.37%; P=0.021) in the patients. It also reduced the LV mass index (treatment effect =
-73.82+11.6; P<0.001) and relative wall thickness (treatment effect = -0.056+0.023; P=0.021).
Other variables including global longitudinal strain and diastolic dysfunction were not improved
significantly.

Conclusion: STE may show early improvements in myocardial function 1 month after renal
transplantation.

End-Stage Renal Disease
Renal Transplantation
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Introduction

Cardiac disease is common in patients with end-stage renal
disease (ESRD), and these patients have high morbidity
and mortality often related to cardiac disease. In one report,
myocardial infarction and cardiac arrest were reported
in up to 39% of such patients.! Gross alterations in the
myocardial structure have been noticed in several studies.
Left ventricular (LV) systolic and diastolic dysfunction
had a prevalence of 38.4% in ESRD patients most of
whom (82%) were asymptomatic.> However, symptomatic
heart failure in ESRD patients (ejection fraction [EF] less
than 40%) is shown to be associated with lower survival.®
The most prevalent echocardiographic finding in ESRD

patients is LV hypertrophy (56.9%) and most of these
patients had a normal systolic function.** Prevalence of
valvular regurgitation like mitral regurgitation (MR) and
aortic regurgitation (AR) was 2.7% and 1.3%, respectively.*
EF and LV dilation were the strongest predictors of
survival in these patients.>*

Echocardiography is a practical available tool for detection
of these gross cardiac changes before and after renal
transplantation.* In addition, new echocardiographic
techniques are now available that can detect subtle cardiac
alteration, and may help implement preventive therapies
to protect the heart from gross alterations. Tissue Doppler
imaging is a method for accurate estimation of myocardial
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systolic function, diastolic velocities and deformation
information which is independent on volume load and
is a good tool for precise assessment of LV function
before systolic and diastolic dysfunction by conventional
echocardiography appears.®” There is evidence of tissue
Doppler imaging changes after renal transplantations that
could measure systolic and diastolic function at subclinical
stages and showed improvement of LV function post-
transplant.® !

Speckle tracking echocardiography (STE) is a method
for early LV function change assessment and could be
used for longitudinal LV function impairment when
circumferential LV shortening remains preserved in
the early phase of cardiac damage by diseases."*** It is
based on speckle (Speckles are spots that appear by the
interaction of the ultrasound beam on the myocardial
fiber) displacement analysis and is non-Doppler and
non-angle dependent.' STE application in the cardiac
evaluation included hypertension-related concentric
changes, subclinical LV function impairment in diabetes
and coronary artery disease, cardiomyopathies (including
uremic cardiomyopathy),”” valvular heart disease, heart
failure evaluation, mechanical dyssynchrony and heart
transplantation.’ In an animal study, Kramann and
colleagues showed that STE parameters were the first
parameters to decrease after a renal failure occurs and
could predict cardiac mortality.”

The role of speckle tracking is not still evaluated in
humans with ESRD. Therefore, we decided to conduct this
study using conventional and STE indices before and 1
month after renal transplantation to show how and when
LV function change occurs.

Materials and Methods

Patients

In this prospective study, 25 patients with ESRD who
candidate for Kidney transplantation was included and
was evaluated with echocardiography (conventional
and STE) at baseline. Patients underwent kidney
transplantation and a new echo 1 month after renal
transplantation was performed on them to investigate the
acute benefits of kidney transplantation on the heart. Each
patient was aware of the target of echocardiography exam
and aim of the study was explained to them. Inclusion
criteria were being on hemodialysis, no previous coronary
artery disease or valvular heart disease and not a previous
transplant kidney recipient.

Measurements

Blood Pressure (threshold of Hypertension considered
>140/90 mm Hg), ESRD cause and duration of dialysis
from the start and dialysis frequency extracted from
patients’ records and echocardiography measurements
based on ASE (American Society of Echocardiography)
guideline on chamber quantification 2015 and guideline
on diastolic function assessment’ were evaluated on

patients.

All echocardiographic evaluations were performed via
General Electric’s (GE) E9 machine with a M5ScD probe
with a bandwidth of 1.5-4.6 MHz 1 day after hemodialysis
sessions to achieved relative dry weight while echo exams.
Each patient by complete informed consent underwent
two rounds of echocardiography by two expert operators
who were unaware of treatment to reduce observer and
interobserver variabilities. Reported data are a mean of
these examinations.

Parameters in echocardiography examination included
(1) LV morphology: Left ventricular end diastolic
diameter (LVEDD), LV end systolic diameter (LVESD),
LV end-diastolic volume (LVEDV), LV end systolic
volume (LVESV), Posterior wall thickness (PWT), Inter-
ventricular septal thickness (IVS), LV mass (LVM), LV
mass index corrected by body surface area (LVMI), and
Relative wall thickness (RWT). (2) LV systolic function:
EF by Simpson method, Fractional shortening (FS). (3)
Diastolic function: Early mitral inflow diastolic velocity
(E), atrial contraction mitral inflow diastolic velocity
(A), E/A ratio, tissue Doppler velocity at Interventricular
septum (e'), E/e’ ratio. Cutoff values for abnormal diastolic
function consider as e'<7cm/s, E/e’>15, E velocity >50
cm/s and E/A <0.8 or >2 according to ASE guideline
2016 for Diastolic function assessment.” LV longitudinal
speckle pattern also checked by STE Examination.
Speckle tracking assessments were performed in apical
long axis (ALAX), apical four chambers (A4C) and
apical two-chamber (A2C) views by myocardial tracking
and global longitudinal strain (GLS: mean of these
measures) depicted as Bowl’s eye pattern. Strain rates
were analyzed automatically by GE E9 Echocardiography
machine software. The cutoff value for abnormal strain
rates considered <-19% according to related articles.?*'
Fortunately, all of the patients were suitable for STE and
good myocardial tracking was achieved.

Statistical analysis

Data were entered into a statistical package for social
sciences, version 17.0 (SPSS Inc., Chicago, IL, USA).
Descriptive data were presented as mean, standard
deviation, frequency, and percentage. Continuous
variables were described as mean + SD. P values less
than 0.05 were considered statistically significant. For
comparison of within-group analysis, paired t-test was
used.

Results

As shown in Table 1, the mean age of the patients was
44.64+13.9 years. Most of the patients were male (84% of
patients). Causes of ESRD were hypertensive nephropathy,
diabetic nephropathy, autosomal dominant polycystic
kidney disease (ADPKD), Alport syndrome, nephrotic
syndrome, chronic glomerulonephritis and idiopathic or
unknown causes were most prevalent in patients (40%)

J Cardiovasc Thorac Res, 2018, 10(2), 90-94 |91



Hamidi et al

Table 1. Demographic data

Variable Percent, Mean + SD

Age (y) 44.64+13.91

Gender 84% Male, 16% Female
ESRD cause 40% idiopathic, 30% HTN
ESRD duration month 67.6163

HD duration month 56.04+9.7

HD session/week 2.6+0.81

Abbreviations: HTN, hypertensive nephropathy, ESRD, end stage renal
disease, HD, hemodialysis.

and hypertensive nephropathy (30%) and both diabetic
nephropathy and unknown causes (25%) had the highest
prevalence after that.

All the patients were on hemodialysis and those with
peritoneal dialysis were not included in this study. Mean
ESRD duration was 67.6 months. Mean hemodialysis
session per week was about 2.6 sessions per week.
Post-transplantation all of the patients were receiving
cyclosporine and 88% were hypertensive.

In the baseline echocardiographic evaluations, LVH (LV
mass index more than 116/m” in male and more than 96/
m’ in female) was the most prevalent echocardiographic
finding present in 21 out of 25 patients (84%). In the LVH
type, most of the patients were concentric hypertrophy
(71.5%) with criteria of relative wall thickness (RW'T) more
than 0.42 and LVMI more than 116/m? in the males and
more than 96/m? in the females. Eccentric hypertrophy
(RWT less than 0.42 and LVMI more than 116/m? in
males and more than 96/m” in female) was present in
only 6 patients. Diastolic dysfunction (tissue Doppler e’
velocity less than 0.07 m/s measured at interventricular
septum) was the second with 48% prevalence. Diastolic
dysfunction persisted 1 month after renal transplantation
in 44% of the patients. Prevalence of Systolic Dysfunction
with criteria of EF by Simpson method less than 40% were
8%. Table 2 displays the measurements at baseline.

The difference between baseline and 1-month later
measurements of echocardiographic variables was
calculated in patients and compared, as shown in Table

2. RWT and apical four-chamber strain were decreased
significantly in 1 month after kidney transplantation.
Transplantation also led to an improvement in EF and a
reduction in LVMI. Other variables showed no significant
difference.

Discussion

Here, we have shown that subtle and gross changes in
myocardial function assessed by conventional and STE
are improving with kidney transplantation in patients
with ESRD.

Pakfetrat et al showed in a previous study® evaluating
1354 ESRD patients from 2000 to 2010; LVH was the
most prevalent echocardiography finding (47.5%) and
atrial dilation, diastolic dysfunction, dilated end diastolic
dimension were followed next, and systolic dysfunction
was the least prevalent (18.5%). Older age, male gender,
longer duration of hemodialysis and anemia correlated
with echocardiographic abnormalities and hypocalcemia
was associated with atrial and LV End diastolic dilation.
Each gram drop of Hemoglobin in ESRD patients showed
to be correlated with the rise of LV mass about 10 g/m.* In
our study, LVH was the most prevalent echocardiographic
measure (58%), a finding which is inconsistent with
previous findings. Post Renal-transplantation LV mass
may decrease significantly during 3 months, and after
12 months LV mass became normal in 23% of cases as
shown in one study.?? Our study results showed that LV
mass regression can start earlier than 3 months after renal
transplantation (1 month).

In the study of Dgbska-Slizien et al,”® improvement of
EF and LV systolic indices was shown after one year of
transplantation. In the study of Dzemidzic et al,? 1 year
after renal transplantation 63% of transplanted patients
showed normal EF. Our results also showed that EF would
improve with transplantation even within 1 month of
transplantation. The effect that may partially attribute to
decrease volume overload in patients after transplant.

In the study of Debska-Slizien et al,?* diastolic dysfunction
persisted after kidney transplantation. The authors

Table 2. Comparison of the changes in echocardiographic measures after one month of transplantations in patients

Variable Baseline measures 1m Later measures Difference P value
RWT 0.430.11 0.35+0.08 -0.08+0.09 0.000
LVMI (g/m?) 148.5+50.2 92+32.5 -56.5+49 0.000
EF (%) 61.77+13.7 64.8+8.6 3.0346.7 0.033
FS (%) 32.319.4 36.8+7.7 4.5+8.3 0.012
e’ (m/s) 0.08+.02 0.08+0.02 0.003+0.01 0.345
E/e’ 10.8+3.7 9.9+2.37 -0.91+2.5 0.083
PLAX strain (%) -18.2+3.9 -18.6%3.5 -0.4£1.9 0.304
AAC strain (%) -18.2+2.9 -18.9+3.4 -0.75%1.6 0.029
A2C strain (%) -18.8+3.4 -18.5+3.1 0.22+2.35 0.639
GLS (%) -18.4+3.11 -18.7+3.2 -0.3241.48 0.277

Abbreviations: RWT, relative wall thickness; LVMI, left ventricular mass index; EF, ejection fraction; FS, fractional shortening; PLAX, parasternal long
axis; A4C, apical 4-chamber; A2C, apical 2-chamber; GLS, global longitudinal strain.
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attributed this finding to cyclosporine usage, hypertension,
and myocardial fibrosis. Other studies** have shown that
renal transplantation can improve the LV function and
LVH by removal of negative chronotropic and inotropic
molecules existed in the serum of ESRD patients and
longer duration of hemodialysis pre-transplant cause
lesser improvement of LV function post-transplant.
In agreement with previous studies, we also noticed
that diastolic dysfunction which was present in 48% of
patients’ pre-transplant, persisted in post-transplant for a
1-month period in 44% of patients although LVMI had
improved with a mean 55 g/m* decrease. Therefore, the
persistence of diastolic dysfunction could not be simply
explained by the persistence of LVH but may be related
to other factors such as cyclosporine usage and persistent
Hypertension. The study of Rakhit et al demonstrated
that e’ velocity in tissue Doppler imaging can predict
mortality and major cardiovascular event independently,
and improvement of e’ velocity noted during 4 years after
renal transplantations from 5.6 to 6.5 cm/s.” Our result
revealed no significant rise in e’ Doppler velocity 1 month
after renal transplantation. One possible explanation for
this failure to rise may be the shorter duration of the
post-transplant evaluation period in our study. Various
studies evaluating diastolic LV function changes post-
renal transplantations showed variables results that may
be due to angiotensin-converting enzyme (ACE) gene
polymorphism, AV fistula patency, immunosuppressant
drugs, control of Hypertension, graft function, normal
hemoglobin level and infection and rejection status. The
lower level of immunosuppressant drug and sirolimus
usage is associated with lower prevalence of diastolic
dysfunction and higher LVH regression.®**

To the best of our knowledge, few previous human studies
evaluated the effect of kidney transplantation on the
speckle tracking parameters. In an animal study, Kramann
and colleagues showed that STE was the first parameter
which decreased after the renal failure occurred and could
predict cardiac mortality.'” For this reason, we evaluated
STE parameters at baseline and after 1 month due to
the capability of earlier improvement and deterioration
demonstration. In other cardiac situation such as ischemic
heart disease, it was shown that speckle tracking could
show alteration in LV function months before conventional
echocardiography measure changes developed. Our Study
results showed that apical 4-chamber strain is the only STE
parameter that changed significantly after transplantation.
Our study had some limitations. Lack of a significant
difference in some variables such as global longitudinal
strain may be related to our sample size and higher
sample sizes may reveal significant differences. A short
time after transplantation may also affect the other
variables to change because other researchers showed the
improvements months and years after transplantation.
Lack of drug usage associations with echocardiography
measures was another limitation of our study, because

drug used by patients may influence echocardiography
parameters.

It can be concluded that cardiac dysfunction caused by
ESRD and uremic cardiomyopathy may be improved
by renal transplantation even as early as 1-month
post-transplantation. LVMI, apical 4-chamber strains
are two useful parameters to follow gross and subtle
improvements in the myocardial function and structure
after transplantation. Further studies are needed
to compare echocardiographic changes between
hemodialysis and peritoneal dialysis patients. Studies
for determination of molecules responsible for cardiac
depression in hemodialysis patients which has been
removed by transplant are also needed to be conducted
for implementation of better preventive strategies.

Ethical approval

This study was approved by the ethics committee, Shiraz
University of Medical Sciences, Shiraz, Iran (IR.SUMS.
med.REC.1394.515). Informed consent forms were signed
by patients.

Competing interests
None.

Acknowledgements

The present article was extracted from the thesis written
by Sahand Hamidi M.D and financially supported by
Shiraz University of Medical Sciences grants No. 6499.

References

1. Lameire N, Hoeben H. The influence of renal replacement
therapy on cardiac disease in patient with end-stage renal
disease. J Clin Basic Cardiol. 2001;4:101-107.

2. Barrionuevo JD, Vargas-Machuca ME Pulido FG,
Sacaluga LG, Govantes MA, Martinez Martinez
A. Prevalence of cardiovascular disease in kidney
transplant candidates: outpatient cardiac evaluation.
Transplant Proc. 2010;42:3126-3127. doi: 10.1016/j.
transproceed.2010.05.077.

3. de Mattos AM, Siedlecki A, Gaston RS, Perry GJ, Julian BA,
Kew CA I, et al. Systolic dysfunction portends increased
mortality among those waiting for renal transplant. J
Am Soc Nephrol. 2008;19:1191-1196. doi: 10.1681/
ASN.2007040503.

4.  Paunovi¢ GJ, Paunovi¢ K, Kosti¢ SM, §alinger S, Marjanovi¢
G, Apostolovi¢ S. Cardiovascular risk factors and
echocardiographic findings in patients on waiting list for
cadaveric kidney transplantation. Med Biol 2005;12:28-32.

5. Rocha SG, Chitalia N, Gregson H, Kaski JC, Sharma R,
Banerjee D. Echocardiographic abnormalities in patients
on kidney transplant waiting list. ] Nephrol. 2012;25:1119-
1125. doi: 10.5301/jn.5000103.

6. Pakfetrat M, Roozbeh J, Nikoo MH, Asem Z, Malekmakan
L, Nikoo MA. Common echocardiography findings in
pretransplant dialysis patients and their associations.
Hong Kong Journal of Nephrology. 2013;15:68-74. doi:
10.1016/j.hkjn.2013.07.001.

7. Hayashi SY, Rohani M, Lindholm B, Brodin LA, Lind B,

J Cardiovasc Thorac Res, 2018, 10(2), 90-94 |93



Hamidi et al

10.

11.

12.

13.

14.

15.

16.

17.

18.

Barany P, et al. Left ventricular function in patients with
chronic kidney disease evaluated by colour tissue Doppler
velocity imaging. Nephrol Dial Transplant. 2006;21:125-
132. doi: 10.1093/ndt/gfi075.

Souza FLd, Junior FACM, Filho NS. Effects of kidney
transplantation on cardiac morphology and function.
J. Bras. Nefrol. 2011;33:94-99. doi: 10.1590/S0101-
28002012000100016.

Rakhit D], Zhang XH, Leano R, Armstrong KA, Isbel NM,
Marwick TH. Prognostic role of subclinical left ventricular
abnormalities and impact of transplantation in chronic
kidney disease. Am Heart J. 2007;153:656-664. doi:
10.1016/j.ahj.2007.01.028.

Pirat B, Bozbas H, Demirtas S, Simsek V, Sayin B, Colak
T, et al. Comparison of tissue Doppler echocardiography
parameters in patients with end-stage renal disease and
renal transplant recipients. Transplant Proc. 2008;40:107-
110. doi: 10.1016/j.transproceed.2007.11.039.

Weaver DJ Jr., Kimball T, Witt SA, Glascock BJ, Khoury
PR, Kartal J, et al. Subclinical systolic dysfunction in
pediatric patients with chronic kidney disease. J Pediatr.
2008;153:565-569. doi: 10.1016/j.jpeds.2008.04.026.
Moaref A, Zamirian M, Safari A, Emami Y. Evaluation of
Global and Regional Strain in Patients with Acute Coronary
Syndrome without Previous Myocardial Infarction.
International  Cardiovascular  Research  Journal.
2016;10:6-11. doi: 10.17795/icrj-10(1)6

Mirzaee F, Attar A, Mohammadianpanah M, Abtahi E
Amirmoezi F A. M. Speckle Tracking Echocardiography
for detection early myocardial changes in patients treated
with anthracyclines. Int Cardiovasc Res J. 2017;11:55-59.
Abtahi E, Zibaeenezhad MJ, Shafazadeh F Tahamtan M.
Tissue Doppler Findings in Patients with Pulmonary
Arterial Hypertension. Int Cardiovasc Res J. 2016;10:113-
117. doi: 10.17795/icrj-10(03)113.

Karaca O, Ava A, Babur Giiler G, Omaygenc O, Cakal B,
Gunes HM, et al. Predictors of Right Ventricular Systolic
Dysfunction in Non-Ischemic Dilated Cardiomyopathy: An
Echocardiographic Study. International Cardiovascular
Research Journal. 2016;10:17-23. doi: 10.17795/icrj-
10(1)17.

Mondillo S, Galderisi M, Mele D, Cameli M, Lomoriello VS,
Zaca V, et al. Speckle-Tracking Echocardiography. Journal
of Ultrasound in Medicine. 2011;30:71-83. doi: 10.7863/
jum.2011.30.1.71.

Kramann R, Erpenbeck J, Schneider RK, ROhl AB, Hein M,
Brandenburg VM, et al. Speckle tracking echocardiography
detects uremic cardiomyopathy early and predicts
cardiovascular mortality in ESRD. J Am Soc Nephrol.
2014;25:2351-2365. doi: 10.1681/ASN.2013070734.

Lang RM, Badano LP, Mor-Avi V, Afilalo J, Armstrong A,
Ernande L, et al. Recommendations for cardiac chamber
quantification by echocardiography in adults: an update

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

from the American Society of Echocardiography and
the European Association of Cardiovascular Imaging. J
Am Soc Echocardiogr. 2015;28:1-39 el4. doi: 10.1016/j.
echo.2014.10.003.

Nagueh SE Smiseth OA, Appleton CP, Byrd BE, Dokainish
H, Edvardsen T, et al. Recommendations for the Evaluation
of Left Ventricular Diastolic Function by Echocardiography:
An Update from the American Society of Echocardiography
and the European Association of Cardiovascular Imaging.
J Am Soc Echocardiogr. 2016;29:277-314. doi: 10.1016/j.
echo.2016.01.011.

Marwick TH, Leano RL, Brown J, Sun JP, Hoffmann
R, Lysyansky P, et al. Myocardial strain measurement
with 2-dimensional speckle-tracking echocardiography:
definition of normal range. JACC Cardiovasc Imaging.
2009;2(1):80-4. doi: 10.1016/j.jcmg.2007.12.007.
Bussadori C, Moreo A, Di Donato M, De Chiara B,
Negura D, Dall’Aglio E, et al. A new 2D-based method for
myocardial velocity strain and strain rate quantification in
a normal adult and paediatric population: assessment of
reference values. Cardiovasc Ultrasound. 2009;7:8. doi:
10.1186/1476-7120-7-8.

Dzemidzic ], Rasic S, Saracevic A. The influence of renal
allograft function on cardiovascular status and left
ventricular remodeling. Bosn J Basic Med Sci. 2009;9:102-
106. doi: 10.17305/bjbms.2009.2827.

Debska-Slizien A, Dudziak M, Kubasik A, Jackowiak D,
Zdrojewski Z, Rutkowski B. Echocardiographic changes in
left ventricular morphology and function after successful
renal transplantation. Transplantation Proceedings.
2000;32:1365-1366. doi: 10.1016/S0041-1345(00)01258-6.
Zolty R, Hynes PJ, Vittorio TJ. Severe left ventricular
systolic dysfunction may reverse with renal transplantation:
uremic cardiomyopathy and cardiorenal syndrome. Am
J Transplant. 2008;8:2219-2224. doi: 10.1111/j.1600-
6143.2008.02407 .x.

Fleming SJ, Caplin JL, Banim SO, Baker LR. Improved
cardiac function after renal transplantation. Postgraduate
Medical Journal. 1985;61:525-528.

Dudziak M, Debska-Slizien A, Rutkowski B. Cardiovascular
effects of successful renal transplantation: a 30-month
study on left ventricular morphology, systolic and diastolic
functions. Transplant Proc. 2005;37:1039-1043. doi:
10.1016/j.transproceed.2004.12.201.

Montanaro D, Gropuzzo M, Tulissi P, Vallone C, Boscutti
G, Mioni R, et al. Effects of successful renal transplantation
on left ventricular mass. Transplant Proc. 2005;37:2485-
2487. doi: 10.1016/j.transproceed.2005.06.022.

Igbal MM, Rashid HU, Banerjee SK, Rahman MH,
Mohsin M. Changes in cardiac parameters of renal
allograft recipients: a compilation of clinical, laboratory,
and echocardiographic observations. Transplant Proc.
2008;40:2327-232. doi: 10.1016/j.transproceed.2008.07.099.

94

| J Cardiovasc Thorac Res, 2018, 10(2), 90-94



