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Abstract. Left ventricular (LV) hypertrophy (LVH) is a risk
factor for mortality in patients with end-stage renal disease
(ESRD). Whether the attenuation of LVH has a positive effect
on survival of patients with ESRD has not been documented.
The aim of this study was to determine the effect of parallel
treatment of hypertension and anemiaon LV mass (LVM) and
to determine the effect of LVM changes on survival. A cohort
of 153 patients receiving hemodialysis was studied. The dura-
tion of follow-up was 54 = 37 mo. All patients had echocar-
diographic determination of LV dimensions and LVM at base-
line and regular intervals until the end of the follow-up period.
During the study, BP decreased from (mean = SD) 169.4 =+
29.7/90.2 + 15.6t0 146.7 + 29/78 = 14.1 mmHg (P < 0.001),
and hemoglobin increased from 8.65 + 1.65 to 10.5 = 1.45
g/dl (P < 0.001). The LV end-diastolic diameter and mean

wall thickness decreased from 56.6 + 6.5t0 54.8 = 6.5 mm (P
< 0.001), and from 10.4 = 1.6 t0 10.2 = 1.6 mm (P < 0.05),
respectively. The LVM decreased from 290 + 80 to 264 +
86 g (P < 0.01). Fifty-eight deaths occurred, 38 attributed to
cardiovascular (CV) disease and 20 attributed to non-CV
causes. According to Cox analyses after adjustment for age,
gender, diabetes, history of CV disease, and all nonspecific CV
risk factors, LVM regression positively affected the survival.
The hazard risk ratio associated with a10% LV M decrease was
0.78 (95% confidence interval, 0.63 to 0.92) for all-causes
mortality and 0.72 (95% confidence interval, 0.51 to 0.90) for
mortality due to CV disease. These results show that a partial
LVH regression in patients with ESRD had a favorable and
independent effect on patients’ all-cause and CV survival.

Cardiovascular (CV) disease (CVD) is the leading cause of
mortality among patients with end-stage renal disease (ESRD)
(1,2). Left ventricular (LV) hypertrophy (LVH) and LV dila-
tion determined by echocardiography are frequent cardiac al-
terations in ESRD and are independent risk factors for mortal-
ity (3-7). These alterations develop early during the course of
renal insufficiency; their prevalence progressesin parallel with
the decline of renal function (8), and LVH is present in 75% of
subjects at the start of dialysis (9). These alterationsresult from
the chronic pressure, volume overload, or both, in association
with a number of metabolic and neurohumoral abnormalities
(10-15). The principal hemodynamic factors responsible for
the progression of LVH and LV dilation in patients with renal
insufficiency are increased systolic BP (SBP) and anemia (16),
and in patients receiving hemodialysis, the arteriovenous (AV)
shunts and overhydration further enhance volume overload (3).
LV dterations tend to progress over time in the majority of
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patients (3,16—20). Previous studies showed that treatment of
hypertension or anemia could partly reverse LV dilation and
LVH, but it has not been demonstrated that this regression has
an effect on the survival of these patients (21-24). The aims of
this study were to determine the effect of parallel lowering of
BP and attenuation of anemia on LV size and function and to
determine the effect of LV changes on survival.

Materials and Methods
Patients

The study, which involved a single hemodialysis unit, began in
1990. The mean follow-up period was (mean = SD) 54 = 37 mo
(range, 10 to 126 mo). Patients were eligible for inclusion if they had
been receiving hemodialysis for at least 3 mo (67.7 = 60.5 mo); if
they had a predialysis BP >140/90 mmHg and hemoglobin <11 g/dl;
if they had good-quality echocardiography; and if they agreed to
participate in the follow-up study, which was approved by our Insti-
tutional Review Board. In al, 166 patients met the entry criteria
Because the regression of LVH is a slow process, the final analyses
took into consideration only those patients with follow-up periods
longer than 9 mo. Thirteen patients were not followed for 9 mo: 3
received arenal transplant, 3 moved, and 7 died (1 accident, 1 sepsis,
1 pulmonary embolism, 2 mesenteric infarction, and 2 acute pulmo-
nary edema). Final analyses were performed on a cohort of 153
patients. Patients who were included in the study who underwent renal
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transplantation and patients who moved were censored on the day of
transplantation or departure.

All but 17 patients were white; 62% were men or boys; and 9% had
diabetes mellitus. Sixty-four patients had previous history of CVD (27
coronary artery disease, 5 myocardial infarctions, 23 peripheral arte-
ria occlusive disease, aortic aneurysm, or both, and 9 asymptomatic
“echocardiographic cardiomyopathy” characterized by a percentage
of LV shortening <29%). Data on mortality were obtained for the
entire cohort. The mean age of the cohort at inclusion was51.5 + 15.3
yr. During the follow-up period, al patients underwent dialysis; the
dialysis techniques have been detailed elsewhere (11). Blood chem-
istries at baseline and at monthly intervals thereafter included blood
urea, hemoglobin, serum albumin, blood lipids, calcemia, serum phos-
phate, and Kt/V, and were determined by standard methods. Since
1994, C-reactive protein (CRP) was measured nephelometrically ev-
ery 3 mo in 111 patients.

Data Collection

Information compiled from the questionnaire filled out at inclusion
included personal and family histories, smoking habits, and history of
CVD, including the following: coronary artery disease (angina pec-
toris, angioplasty, graft), congestive heart failure, aortic and periph-
eral vascular disease, and cerebrovascular disease. The baseline mea-
surements were made during the 2 wk after inclusion, on the morning
before the midweek hemodialysis. BP was measured after 15 min of
recumbency with a mercury sphygmomanometer and a cuff of appro-
priate size in the arm contralateral to the AV shunt. Phases| and V of
the Korotkoff sounds were taken as the SBP and diastolic BP (DBP).
The mean BP (MBP) was calculated as follows: MBP = DBP +
[(SBP — DBP)/3]. The heart rate was determined from the three-lead
orthogonal electrocardiogram. Echocardiographic measurements were
performed by the same echographer with a Hewlett-Packard Sonos
100 equipped with a 2.25-MHz probe at baseline and at regular
intervals (9 mo, 18 mo, 24 mo, and then yearly). Measurements were
centralized and read blindly by the same two readers and averaged.
LV mass (LVM) measurements were made according to the Penn
convention (25) and included the LV end-diastolic diameter (LVE-
DiD), LV posterior wall thickness (PWTh), and interventricul ar septal
thickness (IVTh). Mean wall thickness (MWTh) was calculated as
(PWTh + 1VTh)/2, and LV relative wall thickness was calculated as
(PWTh + IVTh)/LVEDID. Three successive complexes were ana-
lyzed and averaged. The LVM index was calculated as the ratio
LVM/height (m*”) and as the ratio LVM/body surface area (m?). LV
outflow velocity was taken from the apical position, and early (E) and
atrial (A) mitral inflow velocities were taken with the signal posi-
tioned at the tip of the mitral leaflets. Stroke volume (SV) (ml) was
calculated as the aortic annular cross-sectional area multiplied by the
velocity integral of LV outflow and cardiac output (L/min) as SV
multiplied by heart rate. Total peripheral resistance (TPR) was com-
puted as follows: TPR = MBP X 80/cardiac output. Diastolic filling
of the LV was calculated as the E/A ratio. For LVM, intrareader
variability was 5.8%, and interreader variability was 8.3%. In a
blinded, randomized study, the long-term (1 yr) change of LVM
(ALVM) under placebo was +4.2% (26).

Aortic stiffness was determined as carotid-femora pulse wave
velocity (PWV) via the foot-to-foot method (27). Transcutaneous
Doppler flow-velocity recordings were carried out simultaneously at
the base of the neck over the common carotid artery and the femoral
artery in the groin with a SEGA M842 8-MHz Doppler unit (SEGA,
Paris, France) and a Gould 8188 recorder. The time interval (t)
between the feet of the flow waves was determined. The distance
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traveled by the pulse wave was measured over the body surface asthe
distance between the two recording sites minus that from the su-
prasternal notch to the carotid (D). PWV (m/s) was calculated as PWV
= D/t

Interventions

The target of the treatment was to achieve and maintain predialysis
BP below 160/90 mmHg or a SBP decrease of >15 mmHg from
baseline values. The first step was an attempt to achieve a “dry
weight.” When this attempt failed, antihypertensive drug therapy was
initiated. Patients received as a first-line drug an angiotensin-convert-
ing enzyme (ACE) inhibitor or a calcium antagonist. When the BP
target was still not achieved, a B-blocker was added. Finaly, when
elevated BP persisted, ACE inhibitor, calcium blocker, and 3-blocker
were used in combination. The target BP was achieved after 4 to 14
wk. Recombinant human erythropoietin (EPO) was prescribed at an
initial dose of 30 mg/kg per week, provided subcutaneously. The
hemoglobin level was monitored bimonthly, and treatment was ad-
justed accordingly. Hydroxysaccharate iron was administered intra-
venously to patients with documented iron depletion. The target
hemoglobin was set at 10 to 11 g/L, and the mean titration phase
lasted 10 wk.

Satistical Analyses

All data are expressed as means = SD. The D’ Agostino Omnibus
test was used to assess the shape of distribution curves. Continuous
variables were compared by t test or Wilcoxon's rank-sum tests as
appropriate. ANOVA was used for multiple-group comparisons of
normally distributed variables at baseline and follow-up. Differences
in frequencies were tested by x* analysis. Gender (0, male; 1, female),
and previous CVD (0, no; 1, yes) were used as dummy variables.
Multiple correlation—regression anaysis was used to test the associ-
ation of parameters related to ALV dimensions or ALVM by the
|east-squares method.

The outcome events studied were all-cause and CV mortality. The
primary analysis concerned the survival curves and the Cox propor-
tional hazards model. Survival was estimated by the Kaplan-Meier
product-limit method and compared by the Mantel (log-rank) test.
Factors prognostic of survival were identified by the Cox proportional
hazards regression model. The assumption of proportional hazards
over time was verified before the analyses and was met by al
covariates. The assumption concerning linearity of continuous covari-
ates was also verified before analysis. Because ALVM data were not
normally distributed, they were converted for the statistical analyses
into normally distributed percentage changes from baseline (baseline
value — final value/baseline value). Variables were considered to be
prognostic when they were found to be statistically significant (P <
0.05) in the Cox proportional hazards regression model. Adjusted
hazard risk ratios were calculated as the antilogarithm of the
coefficient of the Cox regression of the outcome events with all of the
prognostic variables entered into the models (age, duration of dialysis
before inclusion, baseline BP, ABP, history of CVD, changesin blood
chemistries). The 95% confidence intervals for the adjusted risk ratio
estimates were obtained with the following formula: antilogarithm (B
+ 1.96SE), where SE is the standard error of 8. To predict the cutoff
values of ALVM, we used the receiver operating characteristic curves.
The optimal ALVM cutoff was defined as the maximization of the
sum of sensitivity and specificity (28). All analyses were performed
by NCSS 7.0. software (Kaysville, UT).
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Results
Overall Population

The clinical and hemodynamic characteristics of the entire
cohort at inclusion and end of follow-up are shown in Table 1.
Target BP was obtained by adjustment of “dry weight” in 45
patients; antihypertensive drugs alone or in combination were
prescribed to 108 patients receiving an average of 1.3 = 0.9
antihypertensive drugs. BP decreased significantly in the entire
cohort. In amultivariate analysis, the ASBP were correlated to
APWYV (r = 0.498; P < 0.001) and to lesser degreeto ASV (r
= 0.204; P = 0.048). Similarly, the changes in pulse pressure
were correlated to APWV (r = 0.3582; P < 0.001) and SV
changes (r = 0.236; P = 0.0142). The hemoglobin level
increased significantly and the levels achieved corresponded to
the therapeutic target. At baseline, the LVEDID and MWTh
were in the upper range of normal values, with normal relative
wall thickness. LVM was increased in the overall population.
LVH (LVM index >50 g/m*" and >132 g/m? for boys and
men, >47 g/m*’ and >110 g/m? for women and girls) was
present in 138 patients, and 15 patients had LVM indexes
within normal range. Nine months after the start of follow-up,

Table 1. Characteristics of the entire population

Ventricular Hypertrophy in Patients Receiving Hemodialysis 2761

the LVM did not change significantly in the entire population
(278 £ 78 g). At the end of follow-up, moderate but significant
decreases of LVEDID, MWTh, LVM, and LVM indexes were
observed in the entire population (Table 1).

Table 2 shows the multiple correlation between ALVM,
APWYV, and hemoglobin changes (the correlations with ASBP
were NS when adjusted for APWV). Cardiac output decreased
significantly due to lower SV and heart rate. SV changes were
correlated with hemoglobin changes (r = —0.2912; P <
0.001). The percentage of LV shortening moderately de-
creased, and the E/A ratio moderately increased.

Outcome and Prognostic Effect of ALVM

During the follow-up period, 58 deaths occurred, including
38 deaths due to CV failure. According to the Cox analysis, the
only significant and independent covariates retained for al-
cause mortality were age and history of CVD (positive influ-
ence) and decrease of LVM (negative influence) (Table 3).
Similar results were observed for CV mortality. Gender, smok-
ing, time on dialysis, blood chemistry abnormalities, and Kt/V
were NS independent factors. According to receiver operating

Parameter Baseline End of Follow-Up

Systolic BP (mmHg) 169.4 = 29.7 146.7 + 29°
Diastolic BP (mmHg) 90.2 + 15.6 78 + 14°
Pulse pressure (mmHg) 78 + 23 69 + 24°
Mean BP (mmHg) 116.2 = 19.1 103.0 + 17.2°
Heart rate (beats/min) 75 + 13 71+ 11°
Stroke volume (ml) 90.8 + 22.9 93.7 = 27.8°
Cardiac output (L/min) 7.40 + 2.0 6.6 + 2.0°
Total peripheral resistance (dyne - s+ cm™>) 1346 + 447 1364 + 478
Pulse wave velocity (m/s) 11.15 = 2.70 11.03 + 3.18
LV shortening (%) 354 + 6.7 34 + 6.4°
E/A (ratio) 0.87 = 0.36 0.93 + 0.35¢
LV mass (g) 290 + 80 264 + 86°
LV mass index (g/m*7) 77.0 + 19.9 705 + 22.1¢
LV mass index (g/m?) 174 + 45 162 + 45°
LV end-diastolic diameter (mm) 56.6 + 6.5 54.8 + 6.5°
LV end-systolic diameter (mm) 36.7*+ 7.2 36.4 *+ 6.4
LV mean wall thickness (mm) 104+ 16 10.2 = 1.6°
LV relative wall thickness (ratio) 0.37 = 0.07 0.38 = 0.07
Body weight (kg) 61.8 = 13 615+ 13
Body height (cm) 163.9 = 10 163.8 = 9.9
Body surface area (m?) 1.66 = 0.20 1.65 = 0.20
Hemoglobin (g/100 ml) 8.65 + 1.65 10.5 + 1.45°
Interdialytic weight gain (kg) 251 * 0.67 253+ 0.64
Tota cholesterol (mmol/L) 528 + 1.13 5.13 + 1.14°
HDL cholesterol (mmol/L) 1.10 = 0.30 1.08 = 0.37
Triglycerides (mmol/L) 1.69 = 0.94 1.78 = 0.92
Serum albumin (g/L) 405+ 22 40.3 = 3.0

2Vaues are means = standard deviation.
bp < 0.001.

°P < 0.05.

4p < 0.01.
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Table 2. Multiple regression for changes of left ventricular mass as a dependent variable during follow-up

Parameter B Coefficient t Value P Vaue Sequential r? Partial r?
A Pulse wave velocity (m/s) 4.10 7.43 0.00001 0.3059 0.2703
A Hemoglobin (g/L) —-3.12 —3.47 0.00068 0.3578 0.0747
r? = 0.3578; F ratio = 41.5; P < 0.00001
Table 3. Proportional hazards risk ratios for all-cause and cardiovascular mortality as censor variables for an
entire population
Parameter RR (95% Cl) z Statistic P Value Pseudo-r?
All cause
age (yr) 1.05 (1.02-1.08) 3.90 0.0001 0.1330
A LVM (10% decrease) 0.78 (0.63-0.92) 3.24 0.0012 0.0957
prior CVD (0, no; 1, yes) 2.42 (1.25-4.67) 2.62 0.0088 0.0649
x> = 65.6; P < 0.00001; pseudo r? = 0.3984
Cardiovascular
A LVM (10% decrease) 0.72 (0.51-0.90) 3.16 0.0016 0.1048
prior CVD (0, no; 1, yes) 3.90 (1.60-9.82) 2.89 0.0039 0.0894
age (yr) 1.04 (1.01-1.07) 2.46 0.0141 0.0662

x° = 51; P < 0.00001; pseudo r? = 0.3750

2RR, relative risk; LVM, left ventricular mass; CVD, cardiovascular disease; Cl, confidence interval.

characteristic curves, the best cutoff value for all-cause sur-
vival was a 4.5% decrease of LVM with a sensitivity of 80%,
specificity of 69%, positive predictive value of 61%, and
negative predictive value of 84%. The cutoff value for CV
survival was a 6.7% decrease in LVM with similar sensitivity
and specificity.

Because the prevalence of history of CVD had a very strong
effect on mortality, a Cox anaysis of patients with no history of
CVD (n = 89; receiving didysis 63.3 = 58.6 mo; aged 44.4 =
15.4 yr; follow-up period 54.3 = 34 mo) was also performed.
Results (Table 4) indicate that a decrease of LVM in this popu-
lation was a so associated with lower all-cause and CV mortality.

Comparisons of Responders and Nonresponders
Previous prospective blinded and randomized interventional
studies (21,27) performed in our department, which aimed at

assessing the different components of the variability of repested
measurements of LVM and LVM index, showed that an 8.6%
decrease from the basdline LVM was the limit of the regression to
the mean when patients were selected on the basis of the presence
of LVH (29). Therefore, in the study presented here, the patients
whose LVM decreased by >10% were considered to be respond-
ers, and those whose LVM increased or decreased by <10% were
considered to be nonresponders. On the basis of this cutoff value,
patients were divided as follows. 70 responders and 83 nonre-
sponders (LVM was stable in 33 patients and increased in 50)
(Table 5). During follow-up, 48 nonresponders died versus 10
responders (P < 0.001) (Figure 1).

At baseline, the nonresponders had been on dialysis for 50
mo (4 to 237 mo) in comparison with 37 mo (4 to 225 mo) for
responders (NS). Nonresponders were older (54 = 15 versus
49 + 16 yr, P < 0.05), with higher proportions of girls and

Table 4. Proportional hazard risk ratios for all-cause and cardiovascular mortality as censor variables for patients with no

history CvD?
Parameter RR (95% ClI) z Statistic P Value Pseudo-r?

All cause

age (yr) 1.08 (1.02-1.14) 2.70 0.0069 0.1450

A LVM (10% decrease) 0.69 (0.52-0.83) 2.39 0.0182 0.1141

x° = 18.5; P = 0.00012; pseudo r? = 0.2992

Cardiovascular

A LVM (10% decrease) 0.52 (0.23-0.75) 2.38 0.0204 0.1167

age (yr) 1.63 NS

x> = 5.80; P = 0.0204; pseudo r? = 0.1167

2RR, relative risk; Cl, confidence interval; LVM, left ventricular mass; NS, not significant.
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Table 5. Hemodynamic characteristics of responders and nonresponders at baseline and follow-up?

Ventricular Hypertrophy in Patients Receiving Hemodialysis

Responders (n = 70)

Nonresponders (n = 83)

Parameter

Baseline (1) Follow-up (2) Baseline (3) Follow-up (4)
Systolic BP (mmHg) 168.4 = 28.4 137.3 = 28.4C 168.4 = 31.6 154.2 = 27.0C, H
Diastolic BP (mmHg) 90.4 = 16.7 76.7 = 13.4C 88.6 = 16.1 80.0 = 14.2C
Mean BP (mmHg) 116.5 = 20.0 99.6 = 16.7C 114.6 = 18.9 104.6 = 16.4C
Pulse pressure (mmHg) 758+ 214 60.6 = 21.7C 79.4 = 23.7 75.1 = 23.0A,H
Heart rate (beat/min) 73.8 = 13.7 69.2 = 10.5A 76.0 = 11.7 72.0 = 10.7B
Stroke volume (ml) 100.3 = 23.2 85.3 = 23.0C 994 + 228 102.0 = 29.7H
Cardiac output (L/min) 7.31 = 2.00 592 = 1.71C 7.49 = 1.98 7.21 = 2.10A,H
TPR (dyne- s- cm™°) 1383 = 466 1456 * 519 1314 = 431 1280 = 423G
Aortic PWV (m/s) 11.37 = 2.80 10.18 = 2.57C 10.96 = 2.58 11.81 = 3.50C, H
% LV shortening 36.0*+ 7.2 352*+6.0 3Hlx61 329 = 6.5A,F
E/A (ratio) 0.92 =031 0.97 = 0.31 0.84 = 0.38 0.87 = 0.37
LV mass (g) 310 = 85 239 = 74C 272 = 73D 296 = 87B, H
LV mass index (g/m 80.5 = 20.8 61.2 = 17.2C 72.6 = 18.4D 79.5 = 225B,H
LV mass index (g/m?) 185 = 47 140 = 40C 165 = 41D 182 = 50B, H
LV diastolic diameter (mm) 56.5 = 6.8 52.4 = 6.5C 56.7 = 6.4 57.2 = 6.4H
LV systolic diameter (mm) 365+ 78 34.0 = 7.5C 36.9 = 6.7 38.6 = 6.3H
LV mean wall thickness (mm) 11.0*+18 10.0 £ 1.9C 10.0 = 26E 105+ 15B, F
LV relative wall thickness 0.40 = 0.08 0.39 = 0.08 0.35 = 0.06E 0.37 = 0.06
Interdialytic weight gain (kg) 256 = 0.74 255+ 0.70 242 = 0.62 2.45 = 0.50H
Hemoglobin (g/100 ml) 8.50 = 1.60 10.80 = 1.20C 885+ 175 10.15 = 1.50C, G
Serum abumin (g/L) 405+ 29 40.7 £ 2.8 39.8 = 3.0 39.7 = 3.2
CRP (mg/L) 48 24 53x27 11.9 = 9E 122 = 12.1H
Body height (cm) 165.0 = 10.3 165.0 = 10.3 163.0 = 9.5 162.8 = 10.0
Body weight (kg) 63.1 = 14.0 63.6 = 14.0 60.6 = 11.7 50.7 = 11.9
Body surface area (m?) 1.68 = 0.20 170 £ 0.21 1.65 = 0.18 1.63 = 0.18F

2BP, blood pressure; TPR, total peripheral resistance; PWV, pulse wave velocity; LV, left ventricular; CRP, C-reactive protein (n =

2763

111). Vaues are means *+ standard deviation. Letters indicate significance: 1 versus 2; 3 versus 4: A, P < 0.05; B, P < 0.01; C,P <
0.001; 1 versus 3: D, P < 0.05; E, P < 0.01; 2versus4: F, P < 0.05; G, P < 0.01; H, P < 0.001.

women (38 of 83 versus 22 of 70, P < 0.05), patients with
previous CVD (46 of 83 versus 18 of 70, P < 0.01), and
patients with aortic disease, periphera artery disease, or both
(18 of 83 versus 5 of 70) (P < 0.01). Responders and nonre-
sponders received on average, respectively, 1.3 and 1.2 anti-
hypertensive drugs (NS). For the maintenance of target hemo-
globin, responders received 2707 = 2000 U/wk (49 = 31 U/kg
per week) of EPO versus 5629 + 3830 (87 = 50 U/kg per
week) for nonresponders (P < 0.01). Hemodynamic parame-
ters were similar, with the exception of baseline LVM, which
was lower in nonresponders (P < 0.05). In nonresponders, the
LVM increased during the follow-up. In nonresponders, these
changes were attributed to the persistent increase of hemody-
namic overload due to increased aortic stiffness, and to higher
SV and cardiac output associated with lower hemoglobin.
Although the SBP, DBP, and MBP decreased significantly
in both groups, SBP remained higher in nonresponders (P <
0.001). The principa difference concerned the changes of
pulse pressure, which were not influenced by treatment in
nonresponders. The persistence of high pulse pressure in non-
responders reflected principally increased aortic stiffness in
parallel with higher SV. Blood chemistry parameters remained

stable during the follow-up period (data not shown). CRP was
higher in nonresponders. For the entire population, the APWV
was correlated with serum CRP levels (Figure 2) and decrease
of PWV in response to BP decrease was associated with lower
CRP, whereas the absence of BP responsiveness was associ-
ated with higher CRP (P < 0.01). For the entire population,
CRP was positively correlated with the weekly dose of EPO
needed to maintain target hemoglobin levels (r = 0.252; P =
0.012).

Discussion

LVH is common in patients with ESRD and was present in
90% of patientsin the study presented here. The structural LV
aterations occur early during the course of renal insufficiency
and result in large part from volume and pressure overloads
(3,4,8,9). Although the association between cardiac aterations
and hemodynamic overload was principally documented by
cross-sectional studies, a recent prospective study by Levin et
al. (16) demonstrated that the decline of the hemoglobin level
and increase of SBP were independent predictors of LVM
growth in early renal insufficiency. In the general population
(30) and in patients with ESRD, increased LVM is an inde-
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B. Probability of cardiovascular
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Figure 1. Probability of (A) overall survival and (B) cardiovascular event-free survival in responders and nonresponders. Comparisons between
survival curves were highly significant (x> = 30.1 for overall survival and x* = 31.5 for event-free survival; P < 0.001 for both).

pendent predictor of death (5,6). The expected consequence of
reversing LVH should be improved patient survival.

In patients with essential hypertension and ESRD, a reduc-
tion of LVM was a favorable prognostic marker that predicted
a lower risk for subsequent nonfatal CV morbid events
(20,31,32). This study showed that reversal of LVH was a
favorable marker that predicted a lower risk for subsequent
death of patients with ESRD receiving hemodialysis. Our
results indicate that prolonged survival is essentialy linked to
decreased LVM as such, and the beneficial effect of LVM
reduction was also verified in patients receiving hemodialysis

8.04

T r=0.388 ® ®
. P<0.0001 o o ®

A aortic pulse wave velocity (m/s)

-80- T Al T T

T =TT T T T T T

CRP (Ln mg/l)

Figure 2. Scatter plot showing the correlation between the changes of
aortic pulse wave velocity and the C-reactive protein (CRP) level
(mg/L, log scale) at the end of follow-up.

with no CV complications before inclusion into the study
(Table 4).

Treatment of hypertension in patients with ESRD induces
partial regression of LVH (21,22). Although several studies
showed that attenuation of anemiainduced a partial regression
of LVH (23,24), that finding was challenged by Foley et al.
(33), who showed that normalization of hemoglobin in patients
with asymptomatic cardiomyopathy prevented the develop-
ment of further LV dilation with a limited effect on LVM as
such (33). For our entire cohort, the LVM decrease was sig-
nificant and attributed to changes of hemoglobin and changes
of arterial stiffness, which is an important vascular alteration
opposing LV gection in these patients. LVM changes were
moderate, and a significant LVH reduction (responders) was
observed in only 46% of the patients, a percentage close to that
reported by Foley et al. (20). This is not surprising because
many patients did not respond to treatment, and the correction
of hemodynamic overload was largely incomplete. Indeed,
anemia was only partly corrected and overhydration (interdia-
Iytic change in body weight) and AV shunts were still present.
BP changes were significant in the entire popul ation and within
the two subgroups. The principal factor responsible for the
MBP decrease was decreased cardiac output because the TPR
did not change significantly. The relative stability of TPR
resulted from the opposite effects of increased viscosity due to
attenuation of anemia and due to the use vasodilating antihy-
pertensive drugs.

For the entire population, another reason for the modest
response of LVM to therapeutic intervention was the increased
arteria stiffness observed in nonresponders. The most visible
consequences of this abnormality were the persistent increases
of SBP and pulse pressure in these patients. The appropriate
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term to define the arterial factor or factors opposing LV ejec-
tion is “aortic input impedance,” which depends principally on
TPR, the distensibility of the aorta and large central arteries,
the intensity of arterial wave reflection, and inertance of the
blood column in the arteries (34,35). Stiffening of the arterial
system in patients receiving dialysis is an important factor
contributing to pressure overload (11,12), and stiffening of
arterial walls is an independent determinant of CV and all-
cause mortality of patients receiving hemodialysis (36,37).
Moreover, in a recent study, it was shown that nonresponsive-
ness of aortic stiffness to lowered BP was associated with
shorter survival of patients with ESRD (38). The maintenance
of an abnormally high pulse pressure in nonresponders was the
direct consequence of the progressive increase of aortic stiff-
ness. Pulse pressure is an independent CV risk factor (39,40)
and could account for the higher mortality of nonresponders.

The reasons for the progressive increase of aortic stiffnessin
nonresponders are not clear. A possible explanation is that
these subjects have advanced BP-insensitive “ uremic arteriopa-
thy” (41). The association of CRP level with the smaller
response of aortic PWV to BP changes could suggest that
chronic microinflammation might be associated with resistance
to treatment (Figure 2). Furthermore, nonresponders had lower
final hemoglobin levels despite significantly higher weekly
doses of EPO, which were positively correlated with CRP.
These results suggest that in patients receiving hemodialysis,
microinflammation through its influence on EPO efficacy and
its association with progressive arteriosclerosis participate in
the maintenance of hemodynamic overload and limited effi-
cacy of therapeutic interventions. LVM changes were accom-
panied by a small decrease of the percentage of LV shortening,
which is in agreement with the decreased cardiac inotropic
function associated with the correction of anemia (42).

This study has several limitations. The first limitation is the
absence of aparallel control group (omitted for obvious ethical
reasons), and comparisons can only by made with previous
publications that evaluate the spontaneous evolution of LV
changes during dialysis before the introduction of EPO. In the
long run, progressive LV dilation with compensatory hyper-
trophy is a characteristic spontaneous evolution of cardiomy-
opathy in patients receiving dialysis (3,16,20,27). In a previ-
ously published 48-mo follow-up study performed in our unit,
we observed the same evolution with progressive increases of
LV diameter and LVM (3). The results of this study indicate
that therapeutic intervention aimed at stabilizing or reversing
LVH can be successful and can thwart the natural evolution of
LV alterations.

The volume overload in patients with ESRD is not attribut-
able to anemia aone but is also a consequence of overhydra-
tionand AV shunt flow (3). Although interdialytic body weight
changes were similar at baseline and at the end of the follow-up
period, and athough they were not associated with LVM
changes, the AV shunt flows were not evaluated. Previous
studies have shown that AV shunt flow is one of the factors of
volume overload associated with the increases of LVEDID and
LVM (3,15). The persistence of AV shunts in patients is a
factor that limits the therapeutic efficacy of treatments aimed at
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reducing the mechanical cardiac overload. AV shunt-induced
volume overload develops over time, but because the total
duration of hemodialysis was similar for responders and non-
responders, there are no arguments supporting the presence of
higher AV shunt flow in the latter group.

Although M-mode echocardiography can be used to evaluate
LV dimensions and thereby estimate LV volume or LVM,
many errors can occur in their calculations because many
assumptions are required to assess these parameters. Asaresult
of the “weight” of the LVEDID in the formula used for the
calculation of LVM, an increased internal diameter of the LV,
like that frequently observed in patients with ESRD, tends to
overestimate the LVM in comparison with other techniques
(43). Because the LVEDID is influenced by volume status
(3,15) and decreases during the hemodialysis session (44), it is
essential to perform the follow-up echocardiographic studies
with the same timing in relationship to the hemodiaysis
session.

Another problem with the serial evaluations of LVM could
be the “regression-to-the-mean” phenomenon (29,45). This
phenomenon occurs when a study sample is selected on the
basis of an increased (or decreased) value of a given parameter
(e.g., LVM), which is taken as an expression of a specific
dteration (e.g., LVH). When the first determination of that
variable is extreme to the limits of its distribution, the subse-
quent measurements will tend to be closer to the center of the
distribution. The regression-to-the-mean phenomenon in this
study is unlikely for several reasons. The inclusion criteria for
the study were not based on the presence or absence of LVH,
and at inclusion, 15 patients had LVM indexes within the
normal range (LVM decreased in 9 of these patients). The
separation of responders and nonresponders was based on
evauation of the regression to the mean, which was based on
the results of a previously conducted controlled and random-
ized study in patients with uremia selected for the presence of
LVH (21).

The ability to generalize the results of this study may be
limited because of the inclusion criteria and the demographic
and clinical characteristics. Patients included in the study had
good-quality and reproducible echocardiographies; several pa-
tients with poor images were not included. Their exclusion
could have introduced some bias in the population selection
(45). Patients with ESRD are a high-risk population with CV
mortality up to 20 times higher than that of the general popu-
lation without uremia (1). Moreover, the percentage of patients
with diabetes among patients with ESRD, athough steadily
increasing in France, was lower than in North America and in
northern Europe. Finaly, the LV systolic function was within
the normal range, with only a moderate ateration of diastolic
filling.

In conclusion, the results of this study demonstrate the
following: (1) attenuation of hemodynamic overload reduced
LVH in patients receiving hemodialysis; (2) LVH regression
had a positive effect on survival of patients receiving hemodi-
aysis; and (3) failure of LVH to respond to treatment was
associated with persistent hemodynamic overload due to pro-
gressive aortic stiffening and poorer response of anemia to
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EPO in patients with chronic microinflammation. The data
showed that the attempts to correct hemodynamic overload
should be more aggressive and should start earlier in the course
of rena insufficiency because late intervention, such as that
found in this study, has limited efficacy. Another approach
would be to elucidate the reasons for progressive arterial stiff-
ening and the cause or causes of microinflammation, and to
propose an appropriate therapeutic strategy.

Acknowledgment

This work was supported by GEPIR (Groupe d’ Etude de |a Patho-

physiologie de I’ Insuffisance Rénale).

References

1

10.

11.

12.

13.

US Renal Data System: USRDA 1991 Annual Report. Bethesda,
MD, Nationa Institute of Diabetes and Digestive and Kidney
Diseases, 1991

Raine AEG, Margreiter R, Brunner FP, Ehrich JHH, Geelings W,
Landais P, Loirat C, Mallick NP, Selwood NH, Tufveson G,
Valderrabano F: Report on management of renal failure in Eu-
rope, XXII, 1991. Nephrol Dial Transplant 7[Suppl 2]: 7-35,
1992

London GM, Marchais SJ, Guérin AP, Fabiani F, Mé&tivier F:
Cardiovascular function in hemodialysis patients. In: Advances
in Nephrology, Vol. 20, edited by Griinfeld JP, Bach JF, Funck-
Brentano JL, Maxwell MH, St. Louis, Mosby-Y ear Book, 1991,
pp 249-273

Harnett JD, Kent GM, Barre PE, Taylor R, Parfrey PS: Risk
factors for the development of left ventricular hypertrophy in a
prospective cohort of dialysis patients. J Am Soc Nephrol 4:
1486-1490, 1994

Silberberg J, Barre PE, Prichard SS, Sniderman AD: Impact of
left ventricular hypertrophy on survival in end-stage renal dis-
ease. Kidney Int 36: 286—290, 1989

Parfrey PS, Foley RN, Harnett JD, Kent GM, Murray DC, Barre
PE: Outcome and risk factors for left ventricular disorders in
chronic uremia. Nephrol Dial Transplant 11: 1277-1285, 1996
Harnett JD, Foley RN, Kent GM, Barre PE, Murray D, Parfrey
PS: Congestive heart failure in dialysis patients: Prevalence,
incidence, prognosis and risk factors. Kidney Int 47: 884—890,
1995

Levin A, Singer J, Thompson CR, Ross H, Lewis M: Prevalent
left ventricular hypertrophy in the predialysis population: Iden-
tifying opportunities for intervention. Am J Kidney Dis 27: 347—
354, 1996

Foley RN, Parfrey PS, Harnett JD, Kent GM, Martin CJ, Murray
DC, Barre PE: Clinical and echocardiographic disease in patients
starting end-stage renal disease therapy. Kidney Int 47: 186—192,
1995

London GM, Fabiani F, Marchais SJ, de Verngoul M-Ch,
Guérin AP, Safar ME, Metivier F, Llach F: Uremic cardiomy-
opathy: An inadequate left ventricular hypertrophy. Kidney Int
31: 973-980, 1987

London GM, Guérin AP, Marchais SJ, Pannier B, Safar ME, Day
M, Métivier F: Cardiac and arteria interactions in end-stage
rena disease. Kidney Int 50: 600—608, 1996

London GM, Guérin AP, Marchais SJ: Pressure-overload cardio-
myopathy in end-stage renal disease. Curr Opin Nephrol Hyper-
tens 8: 179-186, 1999

Vlahakos DV, Hahalis G, Vassilakos P, Marathias KP, Gerou-
lanos S: Relationship between left ventricular hypertrophy and

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

J Am Soc Nephrol 12: 2759-2767, 2001

plasmarenin activity in chronic hemodiaysis patients. J Am Soc
Nephrol 8: 1764-1770, 1997

Demuth K, Blacher J, Guérin AP, Benoit M-O, Moatti N, Safar
ME, London GM: Endothelin and cardiovascular remodelling in
end-stage renal disease. Nephrol Dial Transplant 13: 375-383,
1998

London GM, Parfrey PS. Cardiac disease in chronic uremia
Pathogenesis. Adv Ren Replace Ther 4: 194-211, 1997

Levin A, Thompson CR, Ethier J, Carlide EJF, Tobe S, Men-
delssohn D, Burgess E, Jindal K, Barrett B, Singer J, Djurdjev O:
Left ventricular massindex increasein early renal disease: Impact of
decline in hemoglobin. Am J Kidney Dis 34: 125-134, 1999
Parfrey PS, Harnett JD, Griffiths SM, Taylor R, Hand J, King A,
Barre PE: The clinical course of left ventricular hypertrophy in
dialysis patients. Nephron 55: 114-120, 1990

Hiting J, Alpert MA: Progression of left ventricular hypertrophy
in end-stage renal disease treated by continuous ambulatory
peritoneal dialysis depends on hypertension and hypercircula-
tion. Clin Cardiol 15: 190-196, 1992

Foley RN, Parfrey PS, Kent GM, Harnett JD, Murray DC, Barre
PE: Long-term evolution of cardiomyopathy in dialysis patients.
Kidney Int 54: 17201725, 1998

Foley RN, Parfrey PS, Kent GM, Harnett JD, Murray DC, Barre
PE: Serial changes in echocardiographic parameters and cardiac
failure in end-stage renal disease. J Am Soc Nephrol 11: 912—
916, 2000

London GM, Pannier B, Guérin AP, Marchais SJ, Safar ME,
Cuche JL: Cardiac hypertrophy, aortic compliance, peripheral
resistance, and wave reflection in end-stage renal disease: Com-
parative effects of ACE inhibition and calcium channel blockade.
Circulation 90: 2786—2796, 1994

Cannella G, Paoletti E, Delfino R, Peloso G, Rolla D, Molinari
S: Prolonged therapy with ACE inhibitors induces a regression of
left ventricular hypertrophy of dialyzed uremic patients indepen-
dently from hypotensive effects. Am J Kidney Dis 30: 659—664,
1997

Silberberg J, Racine N, Barre P, Sniderman AD: Regression of
left ventricular hypertrophy in dialysis patients following correc-
tion of anemia with recombinant human erythropoietin. Can
J Cardiol 6: 1-4, 1990

Cannella G, La Canna G, Sandrini M, Gaggiotti M, Nordio G,
Movilli E, Mombelloni S, Visioli O, Maiorca S: Reversal of |eft
ventricular hypertrophy following recombinant human erythro-
poietin treatment of anaemic dialysed uremic patients. Nephrol
Dial Transplant 6: 31-37, 1991

Devereux RB, Reichek N: Echocardiographic determination of
left ventricular mass in man: Anatomic validation of the method.
Circulation 55: 613-618, 1977

London GM, Marchais SJ, Guérin AP, Métivier F, Safar ME,
Fabiani F, Froment L: Salt and water retention and calcium
blockade in uremia. Circulation 82: 105-113, 1990

London GM, Marchais SJ, Sefar ME, Genest AF, Guérin AP,
Métivier F, Chedid K, London AM: Aortic and large artery com-
pliance in end-stage renal disease. Kidney Int 37: 137-142, 1990
Hanley JA, McNeil BJ The meaning and use of the area under
a receiver operating characteristic (ROC) curve. Radiology 143:
29-36, 1982

Herpin D, Demange J: Effect of regression to the mean in serial
echocardiographic measurements of |eft ventricular mass. Quan-
tification and clinical implications. Am J Hypertens 9: 824—828,
1994



J Am Soc Nephrol 12: 2759-2767, 2001

30.

31.

32.

33.

35.

36.

37.

Levy D, Anderson KM, Savage DD, Kannel WB, Christiansen
JC: Echocardiographically detected left ventricular hypertrophy:
Prevalence and risk factors: The Framingham Heart Study. Ann
Intern Med 108: 7-13, 1988

Verdecchia P, Schillaci G, Borgioni C, Ciucci A, Gattobigio R,
Zampi |, Reboldi G, Porcelatti C: Prognostic significance of
serial changes in left ventricular mass in essential hypertension.
Circulation 97: 48-54, 1998

Muiesan ML, Salvetti M, Rizzoni D, Castellano M, Donato F,
Agabiti-Rosel L: Association of change in left ventricular mass
with prognosis during long-term antihypertensive treatment.
J Hypertens 13: 1091-1095, 1995

Foley RN, Parfrey PS, Morgan J, Barré PE, Campbell P,
Cartier P, Coyle D, Fine A, Handa P, Kingma I, Lau CY,
Levin A, Mendelssohn D, Muirhead N, Murphy B, Plante RK,
Posen G, Wells GA: Effect of hemoglobin levels in hemodi-
alysis patients with asymptomatic cardiomyopathy. Kidney Int
58: 1325-1335,2000

Nichols WW, O'Rourke MF (eds.): Vascular impedance. In:
McDonald's Blood Flow in Arteries: Theoretical, Experimental
and Clinical Principles, 4th Ed., London, Edward Arnold, 1998,
pp 243-283

O'Rourke M: Mechanical principles in arterial disease. Hyper-
tension 26: 2-9, 1995

Blacher J, Pannier B, Guérin AP, Marchais SJ, Safar ME, Lon-
don GM: Carotid arterial stiffness as a predictor of cardiovascu-
lar and all-cause mortality in end-stage renal disease. Hyperten-
sion 32: 570-574, 1998

Blacher J, Guérin AP, Pannier B, Marchais SJ, Safar ME, Lon-
don GM: Impact of aortic stiffness on survival in end-stage renal
disease. Circulation 99: 2434—-2439, 1999

Ventricular Hypertrophy in Patients Receiving Hemodialysis

38.

39.

40.

41.

42.

43.

45,

2767

Guérin AP, Blacher J, Pannier B, Marchais SJ, Safar ME, Lon-
don GM: Impact of aortic stiffness attenuation on survival of
patients in end-stage renal disease. Circulation 103: 987-992,
2001

Benetos A, Safar M, Rudnichi A, Smulyan H, Richard JL,
Ducimetiere P, Guize L: Pulse pressure: A predictor of long-term
cardiovascular mortality in a French male population. Hyperten-
sion 30: 1410-1415, 1997

Franklin SS, Khan SA, Wong ND, Larson MG, Levy D: Ispulse
pressure useful in predicting risk for coronary heart disease? The
Framingham Heart Study. Circulation 100: 354—360, 1999
Mourad JJ, Girerd X, Boutouyrie P, Laurent S, Safar ME, Lon-
don GM: Increased stiffness of radial artery wall materia in
end-stage renal disease. Hypertension 30: 1425-1430, 1997
Fellner SK, Lang RM, Neumann A, Korcarz C, Borow KM:
Cardiovascular consequences of correction of the anemiaof renal
failure with erythropoietin. Kidney Int 44: 1309-1315, 1993
Steward GA, Foster J, Cowan M, Rooney E, McDonagh T,
Dargie HJ, Rodger SC, Jardine AG: Echocardiography over-
estimates left ventricular mass in hemodialysis patients rela-
tive to magnetic resonance imaging. Kidney Int 56: 2248—
2253, 1999

Harnett JD, Murphy B, Collingwood P, Purchase |, Kent G,
Parfrey PS: The reliability and validity of echocardiographic
measurements of left ventricular mass index in hemodiaysis
patients. Nephron 65: 212-214, 1993

Gardin JM: How reliable are serial echocardiographic mea-
surements in detecting regression in left ventricular hypertro-
phy and changes in function? J Am Coll Cardiol 34: 1633—
1636, 1999

Access to UpToDate on-line is available for additional clinical information
at http://www.jasn.org/




