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Abstract

Aims Red cell distribution width (RDW) is a strong prognostic marker in patients with heart failure (HF) and reduced ejection
fraction and other conditions. However, very little is known about its prognostic significance in HF with preserved ejection
fraction. We examined the relationship between RDW and outcomes and the effect of sacubitril/valsartan, compared with
valsartan, on RDW and clinical outcomes in PARAGON-HF.

Methods and results PARAGON-HF enrolled patients with a left ventricular ejection fraction of >45%, structural heart
disease, and elevated N-terminal pro-B-type natriuretic peptide (NT-proBNP). The primary endpoint was a composite of total
HF hospitalizations and cardiovascular deaths. Median RDW at randomization was 14.1% (interquartile range 13.5-15.0%).
Patients with higher RDW levels were more often men and had more comorbidity, a higher heart rate and NT-proBNP concen-
tration, more advanced New York Heart Association class, and worse Kansas City Cardiomyopathy Questionnaire scores. There
was a graded relationship between quartiles of RDW at randomization and the primary endpoint, with a significantly higher
risk associated with increasing RDW, even after adjustment for NT-proBNP and other prognostic variables {Quartile 1, refer-
ence; Quartile 2, rate ratio 1.03 [95% confidence interval (Cl) 0.83 to 1.28]; Quartile 3, 1.25 [1.01 to 1.54]; Quartile 4, 1.70
[1.39 to 2.08]}. This association was seen for each of the secondary outcomes, including cardiovascular and all-cause death.
Compared with valsartan, sacubitril/valsartan reduced RDW at 48 weeks [mean change —0.09 (95% CI —0.15 to —0.02)].
The effect of sacubitril/valsartan vs. valsartan was not significantly modified by RDW levels at randomization.

Conclusions RDW, a routinely available and inexpensive biomarker, provides incremental prognostic information when
added to established predictors. Compared with valsartan, sacubitril/valsartan led to a small reduction in RDW.
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Introduction

Red cell distribution width (RDW) is a measure of the hetero-
geneity in the size of circulating red cells, and it is routinely
assessed as part of a complete blood cell count, but not al-
ways reported.”> RDW is calculated by dividing the standard
deviation of the red blood cell volume by the mean corpuscu-

lar volume multiplied by 100.%* Higher RDW values reflect
greater heterogeneity in red blood cell size (i.e. anisocytosis),
and, together with other measures, it has traditionally been
used to aid diagnosis of the cause of anaemia.™?

RDW is an independent predictor of poor outcomes in the
general population and individuals with various chronic
diseases.>™ This measure is of particular interest in heart
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failure (HF), because inflammation and neurohormonal acti-
vation (especially adrenergic activation), all of which are part
of the pathophysiology of HF,'>*! may alter erythropoiesis,
red blood cell circulation half-life, and red blood cell mem-
brane deformability and thereby lead to increased RDW.?
RDW is associated with incident HF,**™*° and it is also a pre-
dictor of worse outcomes in ambulatory and hospitalized pa-
tients with established HF with reduced ejection fraction
(HFrEF).**"%! However, few of these studies were rigorously
adjusted for known prognostic variables, including natriuretic
peptides.*®*! In addition, remarkably little is known about its
prognostic significance in patients with HF with preserved
ejection fraction (HFpEF), especially in the ambulatory
setting. >

Consequently, we have examined the relationship be-
tween RDW and outcomes in ambulatory patients with
HFpEF enrolled in the Prospective Comparison of ARNI With
ARB Global Outcomes in HF With Preserved Ejection Fraction
trial (PARAGON-HF).>? Because sacubitril/valsartan improves
overall HF status and directly or indirectly suppresses neuro-
humoral activation and inflammation and other processes
that could lead to anisocytosis, we have also examined the ef-
fect of sacubitril/valsartan, compared with valsartan, on RDW
levels during follow-up.

Methods

PARAGON-HF was a randomized, double-blind, parallel-group,
active-controlled trial in patients with HFpEF, evaluating the
efficacy and safety of sacubitril/valsartan compared with
valsartan. The design and primary results of the trial are
published.?*?* The corresponding author had full access to
all the trial data and takes responsibility for its integrity and
the data analysis. Trial data will be made available by the
sponsor, Novartis, in accordance with their data sharing policy.

Study patients and trial procedures

Key inclusion criteria were signs and symptoms of HF [New
York Heart Association (NYHA) functional class II-1V], a left
ventricular ejection fraction (LVEF) of >45% within 6 months
of screening, elevated natriuretic peptide level (with different
cut-offs depending on the occurrence of a recent HF hospital-
ization and the presence of atrial fibrillation/flutter), evidence
of structural heart disease (left atrial enlargement or left ven-
tricular hypertrophy), and diuretic therapy. Key exclusion
criteria were any previous echocardiographic measurement
of LVEF < 40%,; recent acute coronary syndrome, cardiac sur-
gery, or percutaneous coronary intervention; acute decom-
pensated HF at the time of screening; intolerance to either
study drug (or similar classes) or a history of angioedema;
systolic blood pressure of >180 or <110 mmHg; estimated

glomerular filtration rate (eGFR) < 30 mL/min/1.73 m?; and
serum potassium level > 5.2 mmol/L. A complete list of
exclusion criteria is provided in the design paper.?®

During the single-blind run-in periods, all participants
first received valsartan at half the target dose and then
sacubitril/valsartan at half the target dose. Participants who
tolerated this dose in both run-in phases were randomized
to treatment with either sacubitril/valsartan (target dose,
97/103 mg twice daily) or valsartan (target dose, 160 mg of
valsartan twice daily) in a 1:1 ratio.

Red cell distribution width measurements

Blood samples were collected at baseline, that is, immedi-
ately before the single-blind run-in period; at the end of the
run-in period, that is, while taking sacubitril/valsartan imme-
diately before randomization; 16 weeks after randomization;
and 48 weeks after randomization. All samples were analysed
in a central laboratory.

Trial outcomes

The primary outcome in the trial was a composite of total
(first and recurrent) HF hospitalizations and cardiovascular
death. In the present analysis, we examined the components
of the primary outcome; first HF hospitalization or cardiovas-
cular death; first HF hospitalization; total cardiovascular hos-
pitalizations; total all-cause hospitalizations; all-cause death;
death due to worsening HF (‘pump failure’); sudden cardiac
death; and non-cardiovascular death. We also examined the
change in RDW levels from baseline to 16 and 48 weeks.

Statistical analyses

Baseline characteristics were summarized as frequencies with
percentages, means with standard deviation, or medians with
interquartile ranges. Differences in baseline characteristics
were tested using the Cochran—Armitage trend test for binary
variables, the Cochran—Mantel-Haenszel test for categorical
variables, and the Jonckheere—Terpstra test and linear regres-
sion for non-normal and normally distributed continuous var-
iables, respectively.

Regardless of treatment allocation, total (first and recur-
rent) events were evaluated with Nelson—Aalen cumulative
hazard curves and semiparametric proportional-rates models,
stratified according to region, and adjusted for treatment
group assignment.>* Time-to-event data were evaluated with
the Kaplan—Meier estimator, the Aalen—Johansen estimator,
and Cox proportional-hazards models, stratified according to
region, and adjusted for treatment group assignment. In
addition, semiparametric proportional-rates models and
Cox proportional-hazards models, respectively, stratified
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according to geographic region and adjusted for treatment
assignment, age, sex, systolic blood pressure, heart rate, body
mass index, eGFR, log of N-terminal pro-B-type natriuretic
peptide (NT-proBNP), haemoglobin, mean corpuscular vol-
ume, LVEF, NYHA functional class, HF duration, prior HF hos-
pitalization, history of myocardial infarction, atrial fibrillation/
flutter, and diabetes, were performed. The relationship be-
tween RDW as a continuous variable and the risk of out-
comes was also examined in restricted cubic spline analyses
(with the median value as the reference).

In a landmark analysis, the association between the change in
RDW levels from baseline to 16 weeks after randomization and
the risk of outcomes was examined in restricted cubic spline
analyses (with 0, i.e. no change, as the reference). In this analy-
sis, only patients who were alive and had a measurement of
RDW at 16 weeks after randomization were included, and pa-
tients were followed from 16 weeks after randomization.

To compare the effects of sacubitril/valsartan vs. valsartan
on clinical outcomes, total (first and recurrent) events and
time-to-event data were evaluated with semiparametric
proportional-rates models and Cox proportional-hazards
models, respectively, and models were stratified according
to region.

The difference between treatment groups in the change in
RDW from baseline to 16 and 48 weeks, respectively, was
analysed using analysis of covariance models, adjusted for
baseline RDW, and results are presented as least-squares
mean differences with 95% confidence intervals (Cls). The dif-
ference between treatment groups in the change in RDW is
also presented as ratios of geometric means with 95% Cls.

All analyses were conducted using SAS 9.4 and STATA 17.0.
A P-value of 0.05 was considered statistically significant.

Results

In total, 4742, 4795, 4519, and 4270 patients had RDW
measurements available at baseline, randomization, 16 weeks
after randomization, and 48 weeks after randomization,
respectively. Median RDW at randomization was 14.1%
(25th—75th percentile, 13.5-15.0%). The four groups defined
by quartiles of RDW at randomization were (i) <13.6%, (ii)
13.6-14.1%, (iii) 14.2-15.0%, and (iv) >15.0%.

Patient characteristics

Baseline characteristics according to quartiles of RDW at ran-
domization are presented in Table 7 and Supporting Informa-
tion, Table S1. Compared with patients with a lower RDW,
those with a higher RDW were older and more often male
and Asian (and less often White). They had a higher heart rate
(if atrial fibrillation/flutter was not present on the electrocar-
diogram) and body mass index, and they were more likely to

be current or former smokers and to have a prior HF hospital-
ization, atrial fibrillation/flutter, peripheral artery disease, di-
abetes, chronic obstructive pulmonary disease, renal disease,
obstructive sleep apnoea, and anaemia. Patients with a
higher RDW also had more signs or symptoms of HF (lower
Kansas City Cardiomyopathy Questionnaire scores and higher
NYHA functional class) than individuals with a lower RDW.

Regarding biomarkers, patients with greater RDW had
higher levels of many biomarkers, including NT-proBNP, cre-
atinine, blood urea nitrogen, uric acid, erythrocyte count,
neutrophil/lymphocyte and neutrophil/leucocyte ratio,
markers of collagen turnover, and high-sensitivity troponin
T. Conversely, levels of other biomarkers were lower in
individuals with higher RDW levels, including albumin, choles-
terol, haemoglobin, platelets, haematocrit, mean corpuscular
haemoglobin concentration, mean corpuscular volume, and
alanine aminotransferase.

Regarding pharmacological treatment, those with a higher
RDW were less frequently treated with a renin—angiotensin
system inhibitor but more often with a mineralocorticoid re-
ceptor antagonist, digoxin, and oral anticoagulant.

Outcomes according to red cell distribution width
at randomization

Compared with the lowest quartile of RDW at randomization,
patients in the higher quartiles had higher rates of the
primary composite outcome of total HF hospitalizations and
cardiovascular death [Quartile 1, reference; Quartile 2, 1.19
(95% Cl 0.95 to 1.48); Quartile 3, 1.55 (1.25 to 1.93); Quartile
4,2.72 (2.23 to 3.30)] and each of the secondary clinical out-
comes (Figure 1 and Table 2). After adjustment for
NT-proBNP and other prognostic variables, these associations
remained statistically significant for all outcomes (Table 2).
When RDW was examined as a continuous variable, a similar
picture was evident (Supporting Information, Figure S1).

We further examined the two principal modes of cardio-
vascular death, that is, sudden death and death due to wors-
ening HF (‘pump failure’). Compared with those in the lowest
quartile of RDW, patients in the highest quartile had a signif-
icantly higher adjusted risk of sudden death (Table 2).

RDW provided independent incremental prognostic infor-
mation when added to established prognostic cardiac bio-
markers (NT-proBNP and troponin), eGFR, and haemoglobin
(Figure 2).

Outcomes according to the change in red cell
distribution width from baseline to 16 weeks
after randomization

In a landmark analysis of patients who were alive at 16 weeks
after randomization, a reduction in RDW levels from baseline
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Figure 1 Outcomes according to quartiles of red cell distribution width at randomization. This figure shows the cumulative hazard estimate for total
heart failure (HF) hospitalizations and cardiovascular death, and total HF hospitalizations, and the cumulative incidence of cardiovascular death and
all-cause death according to quartiles of red cell distribution width at randomization.
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to 16 weeks after randomization was associated with a lower
risk of the primary composite outcome, each of its compo-
nents, and all-cause death, compared with no change
(Supporting Information, Figure S2). An increase in RDW
levels from baseline to 16 weeks after randomization was
not significantly associated with a higher risk of these out-
comes compared with no change (Supporting Information,
Figure S2).

Effect of sacubitril/valsartan on red cell
distribution width

There was no meaningful difference between patients
treated with sacubitril/valsartan and valsartan in the change
in RDW from baseline to 16 weeks [mean treatment differ-
ence 0.02 (95% ClI —0.04 to 0.07), P = 0.51; ratio of geometric
means 1.00 (1.00 to 1.00), P = 0.55] (Supporting Information,
Figure S3 and Tables S2 and S3). However, there was a sig-
nificant attenuation of the increase in RDW from baseline
to 48 weeks after randomization in patients treated with
sacubitril/valsartan vs. valsartan [mean treatment difference
—0.09 (95% Cl —0.15 to —0.02), P = 0.009; ratio of geometric
means 0.99 (0.99 to 1.00), P = 0.009] (Supporting Information,
Figure $3 and Tables S2 and S3).

Effect of sacubitril/valsartan on clinical outcomes
according to red cell distribution width at
randomization

Interaction testing showed no significant modification of the
effects of sacubitril/valsartan, compared with valsartan, by
RDW at randomization examined as a categorical variable. How-
ever, the trend to a favourable effect of sacubitril/valsartan,
compared with valsartan, was attenuated among patients in
the highest RDW quartile (Figure 3 and Supporting Informa-
tion, Table S4). When RDW at randomization was analysed
as a continuous variable, there was a significant interaction
with treatment for the primary endpoint and HF hospitaliza-
tions, with an absence of benefit in patients at the higher
end of the RDW range (Figure 4).

Discussion

In ambulant patients with HFpEF, higher levels of RDW were
associated with worse outcomes, with the greatest risk among
patients in the fourth quartile of RDW values at randomiza-
tion. The lower boundary of this quartile (15%) corresponded
with a commonly used upper limit of normal for RDW. RDW
remained a predictor of outcomes independently of other es-
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Table 2 Outcomes according to quartiles of red cell distribution width at randomization

RDW Quartile 1

RDW Quartile 2

RDW Quartile 3

RDW Quartile 4

<13.6% 13.6-14.1% 14.2-15.0% >15.0%
N = 1256 N = 1177 N = 1247 N =1115
Primary composite outcome
No. of events 302 333 481 786
Event rate per 100 person-years (95% Cl) 8.2 (7.3-9.2) 9.8 (8.8-10.9) 13.3(12.1-14.5) 25.2 (23.5-27.1)
R (95% CI) Reference 1.19 (0.95-1.48) 1.55 (1.25-1.93) 2.72 (2.23-3.30)
RR (95% CI)® Reference 1.03 (0.83-1.28) 1.25(1.01-1.54) 1.70 (1.39-2.08)
Total HF hospitalizations
No. of events 224 255 376 631
Event rate per 100 person-years (95% Cl) 6.1 (5.3-6.9) 7.5 (6.6-8.4) 10 4 (9.4-11.5) 20.3 (18.7-21.9)
RR (95% CI)® Reference 1.23 (0.95-1.58) 1.62 (1.27-2.08) 2.85 (2.29-3.56)
RR (95% CI)b Reference 1.05 (0.83-1.34) 1.28 (1.01-1.63) 1.72 (1.37-2.14)
Total cardiovascular hospitalizations
No. of events 665 655 847 1105
Event rate per 100 person-years (95% Cl) 18.0 (16.7-19.4) 19.2 (17.8-20.7) 23.3 (21.8-25.0) 35.5 (33.5-37.6)
RR (95% CI) Reference 1.07 (0.92-1.24) 1.26 (1.08-1.46) 1.77 (1.53-2.05)
R (95% CI) Reference 0.99 (0.85-1.15) 1.10 (0.95-1.27) 1.36 (1.17-1.58)
Total all-cause hospitalizations
No. of events 1391 1324 1804 2256
Event rate per 100 person-years (95% Cl) 37.7 (35.8-39.7) 38.8 (36.7-40.9) 49.7 (47.5-52.1) 72.5 (69.5-75.5)
R (95% CI) Reference 1.03 (0.91-1.16) 1.27 (1.13-1.42) 1.69 (1.51-1.90)
R (95% CI) Reference 0.97 (0.86-1.09) 1.13 (1.01-1.26) 1.34 (1.19-1.51)
Cardlovascular death
N (%) 78 (6.2) 78 (6.6) 105 (8.4) 155 (13.9)
Event rate per 100 person-years (95% Cl) 2.1 (1.7-2.6) 2.3 (1.8-2.8) 2.9 (2.4-3.5) 5.0 (4.2-5.8)
HR (95% CI) Reference 1.08 (0.79-1.48) 1.35(1.01-1.81) 2.30 (1.74-3.03)
HR (95% CI)° Reference 0.97 (0.71-1.34) 1.14 (0.84-1.53) 1.62 (1.21-2.19)
Pump failure death
N (%) 21 (1.7) 17 (1.4) 28 (2.2) 52 (4.7)
Event rate per 100 person-years (95% Cl) 0.6 (0.4-0.9) 0.5 (0.3-0.8) 0.8 (0.5-1.1) 1.7 (1.3-2.2)
HR (95% CI)® Reference 0.88 (0.47-1.68) 1.29 (0.73-2.28) 2.62 (1.57-4.38)
HR (95% CI)b Reference 0.80 (0.42-1.52) 0.97 (0.54-1.72) 1.47 (0.84-2.55)
Sudden cardiac death
N (%) 28 (2.2) 27 (2.3) 42 (3.4) 57 (5.1)
Event rate per 100 person-years (95% Cl) 0.8 (0.5-1.1) 0.8 (0.5-1.2) 1.2 (0.9-1.6) 1.8 (1.4-2.4)
HR (95% CI) Reference 1.05 (0.62-1.79) 1.55 (0.96-2.50) 2.50 (1.58-3.96)
HR (95% CI)° Reference 0.96 (0.56-1.63) 1.31 (0.80-2.14) 2.08 (1.27-3.40)
Non-cardiovascular death
N (%) 41 (3.3) 57 (4.8) 90 (7.2) 86 (7.7)
Event rate per 100 person-years (95% Cl) 1.1 (0.8-1.5) 1.7 (1.3-2.2) 2.5 (2.0-3.0) 2.8 (2.2-3.4)
HR (95% CI) Reference 1.48 (0.99-2.21) 2.21 (1.52-3.20) 2.56 (1.76-3.73)
HR (95% CI) Reference 1.32 (0.88-1.99) 1.84 (1.26-2.69) 1.79 (1.20-2.67)
All-cause death
N (%) 119 (9.5) 135 (11.5) 195 (15.6) 241 (21.6)
Event rate per 100 person-years (95% Cl) 3.2 (2.7-3.9) 4.0 (3.3-4.7) 5.4 (4.7-6.2) 7.7 (6.8-8.8)
HR (95% CI) Reference 1.22 (0.95-1.56) 1.65 (1.31-2.07) 2.39 (1.92-2.99)
HR (95% CI)° Reference 1.10 (0.85-1.41) 1.39 (1.10-1.75) 1.69 (1.33-2.14)
First HF hospitalization or cardiovascular death
N (%) 208 (16.6) 211 (17.9) 280 (22.5) 383 (34.3)
Event rate per 100 person-years (95% Cl) 6.0 (5.3-6.9) 6.6 (5.8-7.6) 8.4 (7.5-9.5) 14.3 (13.0-15.9)
HR (95% CI)® Reference 1.10 (0.91-1.33) 1.36 (1.13-1.62) 2.18 (1.84-2.59)
HR (95% CI)b Reference 0.96 (0.79-1.17) 1.12 (0.93-1.35) 1.44 (1.20-1.73)
First HF hospitalization
N (%) 156 (12.4) 156 (13.3) 220 (17.6) 305 (27.4)
Event rate per 100 person-years (95% Cl) 4.5 (3.9-5.3) 4.9 (4.2-5.7) 6.6 (5.8-7.6) 11.4(10.2-12.8)
HR (95% CI) Reference 1.08 (0.87-1.35) 1.41 (1.15-1.73) 2.26 (1.86-2.75)
HR (95% CI) Reference 0.94 (0.75-1.17) 1.14 (0.92-1.41) 1.42 (1.15-1.76)

Cl, confidence interval; HF, heart failure; HR, hazard ratio; RDW, red cell distribution width; RR, rate ratio.
Stratlfled by region and adjusted for treatment assignment.
BStratified by region and adjusted for treatment assignment, age, sex, systolic blood pressure, heart rate, body mass index, estimated glo-
merular filtration rate, log of N-terminal pro-B-type natriuretic peptide, haemoglobin, mean corpuscular volume, left ventricular ejection
fraction, New York Heart Association functional class, HF duration, prior HF hospitalization, history of myocardial infarction, atrial fibril-

lation/flutter, and diabetes.
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Figure 2 Outcomes according to red cell distribution width (RDW) in conjunction with established prognostic cardiac biomarkers, kidney function, and
haemoglobin. This figure shows the event rates per 100 person-years of total heart failure (HF) hospitalizations or cardiovascular death according to
RDW in conjunction with N-terminal pro-B-type natriuretic peptide (NT-proBNP), troponin, estimated glomerular filtration rate (eGFR), and

haemoglobin.
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tablished prognostic variables, including established cardiac
biomarkers, kidney function, and haemoglobin. Treatment
with sacubitril/valsartan, compared with valsartan, led to a
small reduction in RDW, and a decrease in RDW over time
was associated with better outcomes. Finally, the possible
beneficial effect of sacubitril/valsartan on clinical outcomes
appeared to be attenuated in patients with the highest levels
of RDW.

Association between red cell distribution width
and outcomes

RDW was first shown to be predictive of outcomes in chronic
HF enrolled in the Candesartan in Heart Failure: Assessment
of Reduction in Mortality and Morbidity (CHARM) trials. In
CHARM, RDW was among the strongest prognostic markers
of morbidity and mortality and remained an independent
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Figure 3 Effects of sacubitril/valsartan, compared with valsartan, on outcomes according to quartiles of red cell distribution width at randomization. A
rate ratio or hazard ratio < 1 favours sacubitril/valsartan, and a rate ratio or hazard ratio > 1 favours valsartan. Models were stratified by region. Cl,

confidence interval; HF, heart failure.
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predictor of worse outcomes in a multivariable model,
although that model did not include natriuretic peptides.®
These findings have subsequently been confirmed in both
ambulant and hospitalized patients in several observational
reports, some of which have included measurements of natri-
uretic peptides.*® ! While elevated levels of RDW have been
consistently associated with worse outcomes in patients with
HF, most prior studies either did not distinguish between HF
phenotype (HFrEF or HFpEF) or included patients with HFrEF
only.**2! We are not aware of any robust prior analysis of
the association between RDW levels and adverse outcomes
in ambulant patients with HFpEF. Therefore, the present
analysis of approximately 4800 ambulatory patients with
HFpEF extends previous findings on the prognostic value of
RDW in HF. Specifically, we found that higher levels of RDW
were associated with substantially higher rates of the primary
composite outcome (total HF hospitalizations and cardiovas-
cular death), each of its components, and all-cause death. Im-
portantly, these associations persisted after comprehensive
adjustment for prognostic variables, including NT-proBNP,
and whether RDW was examined as a categorical or continu-
ous variable.

Although elevated RDW has recently been linked to worse
outcomes in other cardiovascular and non-cardiovascular dis-
eases, the unadjusted risk among patients in the highest RDW
quartile in PARAGON-HF was greatest for HF hospitalization
and smallest for all-cause hospitalization (and intermediate
for cardiovascular hospitalization), suggesting some specific-
ity for HF outcomes. However, the risks of cardiovascular
and non-cardiovascular death were similarly elevated in
patients with high RDW.

As a biomarker, RDW has caused intrigue because the
mechanisms underlying its association with adverse clinical
outcomes are not clear, although several explanations have
been proposed. First, anisocytosis may be directly harmful
by altering the haemorheological properties and functioning
of erythrocytes. Large red cells that are less deformable
may not traverse the microcirculation and may be less effec-
tive in delivering oxygen and modulating nitric oxide levels.
Associated membrane fragility and increased cell lysis, with
the liberation of iron, lipids, and microparticles, may contrib-
ute to several pathophysiological processes including the
progression of atherosclerosis and cardiovascular fibrosis.
Second, erythropoiesis is influenced by the sympathetic

ESC Heart Failure 2024; 11: 65-77
DOI: 10.1002/ehf2.14558

95U8017 SUOLILLIOD aAITEaID 9|dedljdde ay) Aq peusencb ale seoile VO ‘8sN JO SajnJ Joj AkeiqiauljuQ 8|1/ UO (SUONIPUOD-pUe-SWLB)L0 A3 | Aleig jeuluo//Sdny) SUONIPUCD pue sWie 1 8u)8es *[7202/20/T0] uo Akiqiauliuo Ao|iM 81 AQ 8SST ZIU8/200T OT/I0p/W0d A Aseldijpul|uo//sdny woi) pepeojumoq ‘T ‘¥20Z ‘22855502



74

J.H. Butt et al.

Figure 4 Effects of sacubitril/valsartan, compared with valsartan, on outcomes according to continuous red cell distribution width (RDW) at random-
ization. The black line represents the rate ratio or hazard ratio, and the shaded blue area represents the 95% confidence interval. A rate ratio or hazard
ratio < 1 favours sacubitril/valsartan, and a rate ratio or hazard ratio > 1 favours valsartan. Models were stratified by region. HF, heart failure.
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nervous system, and activity of this system increases with the
increasing severity of HF. Third, higher RDW may reflect
multiple underlying abnormalities themselves associated
with worse outcomes including nutritional deficiencies caus-
ing impaired erythropoiesis (e.g. iron, folate, and vitamin
B1,), kidney and liver failure, thyroid dysfunction, inflamma-
tion, oxidative stress, bleeding, haemolysis, myelodysplastic
syndromes, haemoglobinopathies, and premature senes-
cence. Which, if any of these, might explain the association
between RDW levels and adverse outcomes in the present
study is uncertain. Our analyses were adjusted for
haemoglobin and mean corpuscular volume (as a surrogate
for By, and folate stores). We did not have measurements
of iron status, and the greater use of anticoagulants and an-
tiplatelet agents may have led to more blood loss in patients
with the highest RDW values at baseline. Kidney function was
worse in patients with higher RDW, although RDW still pro-
vided independent incremental prognostic information when
added to eGFR. Hepatic function was not worse in patients in
the upper quartile of RDW values at baseline. The higher
NT-proBNP in patients with higher RDW supports the possi-
bility of greater neurohumoral activation, potentially includ-
ing adrenergic activation in these patients. The higher heart
rate in patients with the highest RDW values is also consis-
tent with greater sympathetic nervous system activity.

Interestingly, in the adjusted analyses, patients with the
highest RDW values had an elevated risk of sudden death,
which is consistent with the finding that greater erythrocyte
anisocytosis is associated with cardiac autonomic
dysfunction.?® Unfortunately, we did not have any measure
of inflammation such as high-sensitivity C-reactive protein.
However, perhaps the strength of RDW as a prognostic bio-
marker is that it serves as an integrator of a broad range of
detrimental processes that cumulatively lead to worse
outcomes.

Effects of sacubitril/valsartan according to
baseline red cell distribution width

Compared with valsartan, sacubitril/valsartan seemed to re-
duce the risk of the primary endpoint and HF hospitalizations
in patients with an RDW < 15%, with no benefit among those
in the highest quartile of RDW values. This unexpected
finding may reflect the play of chance as the interaction
test was only significant when RDW was analysed as a
continuous rather than categorical variable (and because
sacubitril/valsartan did not reduce the primary outcome sig-
nificantly in the trial overall). Although reminiscent of the in-
teraction seen with LVEF, there was no association between
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RDW and LVEF. The other subgroup interaction detected in
the primary analysis of PARAGON-HF was by sex, with greater
benefit in women than men. Interestingly, the proportion of
women decreased significantly as RDW increased.

Effects of sacubitril/valsartan on red cell
distribution width during follow-up

Compared with valsartan, treatment with sacubitril/valsartan
to a small absolute reduction in RDW of approximately 0.1%
was not observed until 48 weeks. The significance of such a
small change, after such a long period of follow-up, is uncer-
tain. However, treatment with sacubitril/valsartan has been
associated with a reduction in markers of inflammation and
fibrosis,?”?® and the reduction in RDW could reflect reduced
inflammation.

Limitations

In addition to the limitations mentioned above, the inclusion
and exclusion criteria in PARAGON-HF precluded the enrol-
ment of very high-risk patients, which may affect the general-
izability of our results. Second, given the observational nature
of the analyses on the association between RDW and clinical
outcomes, the possibility of residual confounding cannot be
fully excluded despite adjustment for measured, known con-
founders. Finally, we did not have data on reticulocyte count.

Conclusions

In ambulant patients with HFpEF, RDW, a routinely available
and inexpensive biomarker, provides incremental prognostic
information when added to NT-proBNP and other established
predictors. Compared with valsartan, sacubitril/valsartan re-
duced RDW levels, and its effect on clinical outcomes was
not significantly modified by RDW levels at randomization.
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