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Abstract

Depression is common in heart failure and is associated with increased mortality. Yet, it is often
underdiagnosed and inadequately treated. Lack of disease-specific and easy-to-administer screening
tools is one of the reasons for underdiagnosis of depression in heart failure. We examined the effect
of depression, as diagnosed by a single question about depression caused by heart failure symptoms
and affecting quality of life, in a propensity score matched cohort of heart failure patients. Of the
581 patients enrolled in the quality of life sub-study of the Digitalis Investigation Group trial, 298
(51%) reported that their heart failure prevented them from living as they wanted during the last
month by making them feel depressed. Seventy patients (23%) who reported that they felt “much”
or “very much” depressed were considered depressed for the purpose of this study. We matched 47
(67%) of these depressed patients with 47 patients from among the 283 patients without depression.
Kaplan-Meier and matched Cox regression analyses were used to estimate associations of depression
with mortality and hospitalizations during a median follow up of 33 months. Compared with 8 (17%)
deaths in patients in the non-depressed group, 19 (40%) of those in the depressed group died from
all causes (unadjusted hazard ratio {HR}, 1.55, 95% confidence interval {Cl1}, 1.004-2.39; p, 0.048).
Adjustment for propensity scores (adjusted HR, 1.77, 95% CI, 1.04-3.00; p, 0.034) or other covariates
(adjusted HR, 1.85, 95% Cl, 1.12-3.04; p, 0.016) did not alter the association between depression
and mortality. The association, however, became marginally significant in the matched cohort (HR,
2.50, 95% ClI, 0.97-6.44; p, 0.058). There was no significant association between depression and
hospitalization. Baseline depression, identified by a single disease-specific question, was associated
with increased mortality among ambulatory chronic heart failure patients.
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INTRODUCTION

Depression is common in heart failure (HF) and is associated with poor outcomes. 1S Studies
of depression in HF are often restricted to hospitalized acute HF patients and limited by the
use of research-oriented screening tools, such as the Center for Epidemiologic Studies
Depression scale, which are almost never used in clinical practice.1‘5 One of the Minnesota
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Living with Heart Failure Questionnaire (MLHFQ) items asks a direct question about
depression caused by HF 5ymptom5.6v7 Such a single question may not identify all patients
with depression, but will likely identify the most severe cases of depression, and might be
easier to use by busy clinicians. However, the prognostic value of depression assessed in this
manner is not well known. Using the Digitalis Investigation Group (DIG) trial data we studied
the effect of depression as identified by a single question on outcomes in a propensity score
matched cohort of ambulatory chronic HF patients.

We used a public-use version of the DIG dataset obtained from the National Heart, Lung and
Blood Institute. The details of the DIG trial have been previously published.&9 Briefly, 7788
ambulatory chronic HF patients in normal sinus rhythm from 302 centers in United States and
Canada were randomized to either digoxin or placebo during 1991-1993.8:9 Of these, 6800
had left ventricular ejection fraction <=45%. Most patients were receiving angiotensin-
converting enzyme (ACE) inhibitor and diuretics. DIG participants were followed for a median
of 38 months. Vital status was collected up to December 31, 1995 and was ascertained for 99%
of the patients.10

A subgroup of 581 patients participated in the quality of life sub-study and responded to the
MLHFQ at baseline. One of the MLHFQ items asks “Did your heart failure prevent you from
living as you wanted during the last month by making you feel depressed?ﬁ’ Responses were
recorded on a 6-point Likert scale (0=no to 5=very much). Of the 581 patients, 283 responded
negatively and 298 patients responded positively. For the purpose of this study, patients (n=70)
who felt “much” or “very much” depressed due to their HF symptoms (responses 4 or 5 on the
Likert scale) were categorized as having depression. Patients (n=228) who felt “very little” to
“somewhat” depressed were excluded from our analysis, resulting in a sample size of 353
patients: 70 depressed and 283 non-depressed.

We then estimated propensity scores for depression for all 353 patients, using a non-
parsimonious multivariable logistic regression model (c statistic=0.86), and used that to match
47 depressed patients with 47 patients without depression. Covariates in the model included
all baseline patient characteristics in Table 1, as well as clinically plausible interactions. 11~

3 The propensity score is the conditional probability of receiving an exposure (e.g. to be
depressed) given a vector of measured covariates, and can be used to adjust for selection bias
when assessing causal effects in observational studies.14~17 pre-match mean propensity
scores for depressed and non-depressed patients were respectively 0.46201 and 0.13307
(absolute standardized difference, 147%; t-test p, <0.0001). After matching, mean propensity
scores for depressed and non-depressed were respectively 0.32909 and 0.33373 (absolute
standardized difference, 2%); t-test p, 0.919).

We used Kaplan-Meier and matched Cox regression analysis to determine the effect of baseline
depression on mortality and hospitalization. Matched Cox regression analysis is a stratified
analysis that uses each pair of matched patients as a separate stratum to compare survival within
each pair, which is then used to estimate the overall hazard ratio. All statistical tests were
evaluated using two-tailed 95% confidence levels, and analyses were performed using SPSS
for Windows version 14.18

The mean (£SD) age of the 94 matched patients was 62 (£12) years, (range 21-92), 25% were
women, and 19% were non-whites. Baseline characteristics of the matched cohort are displayed
in Table 1.
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During a median follow up of 33 months (range, 0.3 to 43.8 months), 27 (29%) patients died
from all causes, 22 (23%) due to cardiovascular causes, and 7 (7%) due to worsening HF.
Compared with 8 (17%) deaths in patients in the non-depressed group, 19 (40%) of those in
the depressed group died from all causes (unadjusted hazard ratio {HR}, 1.55, 95% confidence
interval {Cl}, 1.004-2.39; p, 0.048; Table 2). Adjustment for propensity scores (adjusted HR,
1.77,95% Cl, 1.04-3.00; p, 0.034) or other covariates (adjusted HR, 1.85, 95% CI, 1.12-3.04;
p, 0.016) did not alter the association between depression and mortality. The association
between depression and all-cause mortality remained significant in the matched cohort (HR,
2.56, 95% Cl, 1.12-5.85; p, 0.026) but bordered on significance when matched Cox regression
analysis was used (HR, 2.50, 95% CI, 0.97-6.44; p, 0.058; Table 2). Kaplan-Meier plots for
all-cause mortality are displayed in Figure 1. Depression had no associations with
cardiovascular or HF mortality.

Hospitalizations due to all causes, cardiovascular causes and worsening HF occurred
respectively in 69 (74%), 53 (56%) and 33 (35%) patients. Compared with 34 (72%) all-cause
hospitalizations in patients in the non-depressed group, 35 (75%) of those in the depressed
group were hospitalized from all causes (HR, 1.15, 95% Cl, 0.63 — 2.09; p, 0.648). Depression
had no associations with hospitalizations due to cardiovascular causes or worsening HF.

DISCUSSION

In the current analysis, we demonstrate that using a single item question about the presence of
depression in the past four weeks caused by HF symptoms, it was possible to identify severely
depressed feeling among 12% of patients, which was associated with increased mortality. This
is important as it may provide an easy tool for busy clinicians to identify disease-specific
depression in ambulatory HF patients who might be at increased risk of death, which may be
potentially prevented by appropriate therapeutic interventions.

Our findings are consistent with prior investigations of the relationship between depression
and mortality.1‘5’19’20 However, our study is distinguished by the use of a single item
question to identify patients with depression related to HF symptoms, and the use of propensity
score matching. Although the underlying biological and behavioral mechanism by which
depression adversely affects survival in HF is not well understood, there are putative
explanations. Physiological hypotheses include heightened susceptibility to platelet activation,
autonomic di/sfunction, an impaired cytokine network, and activated apoptosis signaling
molecules.21-23 Other explanatory models have attempted to relate depression in HF to
increased mortality via behavioral mechanisms such as poor medication adherence, lack of
energy and drive, and a sedentary life style.24’25

Despite the high prevalence of depression among patients with HF, the poor outcomes
associated with it, and the safe treatment options available, it is surprising that it remains
relatively under-diagnosed and inadequately treated.26 Barriers to effective diagnosis and
treatment of depression in HF patients in general, and in elderly HF patients in particular,
include patient, provider, and health care system factors. One of the key provider factors is
inadequate time to evaluate and treat depression.26 Our findings suggest that a single question
related to depressed mood caused by HF symptoms would identify many depressed patients
who are at high risk of mortality. Although the aim of this study was not to examine the
psychometric properties of the single MLHFQ question relative to established depression
scales, it is noteworthy that this single question identified depression in 12% of patients and
that depression identified in this way was associated with increased risk of death. Furthermore,
this question is unique as it not only identified depression, but also qualified depression as
being due to their HF and as having limited their quality of life.
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Limitations of our analysis include a modest sample size and lack of validation of depression
using an established tool. Misclassification of some potential depressed patients in the non-
depressed group is possible. However, we excluded patients with mild to moderate depression,
and any random misclassification would likely result in underestimation of the association of
depression with mortality. In addition, residual bias and bias due to unmeasured covariates are
possible. Finally, patients in our study were relatively younger and predominantly men, with
normal sinus rhythm and from the pre-beta-blocker era of HF therapy. Therefore, larger
prospective studies in contemporary HF patients are needed to confirm our findings. In
conclusion, the presence of depression caused by HF symptoms in the previous four weeks as
identified by a single question was associated with increased mortality in ambulatory chronic
HF patients. This question may provide clinicians tool for identifying high risk depressed HF
patients for appropriate therapeutic interventions.
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Matched HR=2.50;
95% CIl =0.97-6.44,
p =0.058
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Figure 1.

Kaplan-Meier plots for all-cause mortality (HR=hazard ratio; Cl=confidence interval)
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Table 1
Baseline patient characteristics, by depression status, after propensity score matching
N (%) or mean (+SD) Not Depressed (N = 47) Depressed (N = 47) P
Age (years) 61.26 (+11.53) 62.32 (+13.09) 677
Female 14 (29.8%) 10 (21.3%) 344
Non-white 10 (21.3%) 8 (17.0%) .600
Body mass index, kg/m2 28.76 (+6.59) 28.07 (¢6.19) .599
Duration of HF (months) 20.32 (+26.28) 23.64 (+30.96) 577
Primary cause of HF
Ischemic 32 (68.1%) 32 (68.1%) .980
Hypertensive 6 (12.8%) 5 (10.6%)
Idiopathic 5 (10.6%) 6 (12.8%)
Others 4 (8.5%) 4 (8.5%)
Prior myocardial infarction 29 (61.7%) 32 (68.1%) 517
Current angina 22 (46.8%) 18 (38.3%) 404
Hypertension 21 (44.7%) 21 (44.7%) 1.00
Diabetes 14 (29.8%) 14 (29.8%) 1.00
Chronic kidney disease 17 (36.2%) 20 (42.6%) 527
Medications
Pre-trial use of digoxin 17 (36.2%) 16 (34.0%) .829
Trial use of digoxin 23 (48.9%) 17 (36.2%) 211
ACE inhibitors 46 (97.9%) 43 (91.5%) 168
Non-potassium-sparing diuretics 39 (83.0%) 35 (74.5%) 313
Potassium-sparing diuretics 3 (6.4%) 4 (8.5%) .694
Potassium supplement 14 (29.8%) 13 (27.7%) .820
Symptoms and signs of HF
Dyspnea at rest 14 (29.8%) 14 (29.8%) 1.00
Dyspnea on exertion 39 (83.0%) 42 (89.4%) .370
Limitation of activity 38 (80.9%) 41 (87.2%) .398
Jugular venous distension 3 (6.4%) 4 (8.5%) .694
Third heart sound 6 (12.8%) 10 (21.3%) 272
Pulmonary réles 6 (12.8%) 7 (14.9%) .765
Lower extremity edema 9 (19.1%) 12 (25.5%) 458
NYHA functional class, %
Class | 7 (14.9%) 6 (12.8%) 944
Class Il 18 (38.3%) 20 (42.6%)
Class 11 19 (40.4%) 19 (40.4%)
Class IV 3 (6.4%) 2 (4.3%)
Heart rate (/minute), 78.40 (£11.35) 78.36 (+14.05) .987
Blood pressure (mm Hg)
Systolic 126.83 (+17.78) 127.96 (+19.19) 768
Diastolic 74.28 (+10.71) 76.85 (+12.16) 279
Chest radiograph findings
Pulmonary congestion 7 (14.9%) 5 (10.6%) .536
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N (%) or mean (+SD) Not Depressed (N = 47) Depressed (N = 47) P
Cardiothoracic ratio >0.5 28 (59.6%) 29 (61.7%) .833

Serum potassium (mmol/L) 4.34 (£0.39) 4.31 (+0.44) .692

Serum creatinine (mg/dL) 1.22 (+0.34) 1.27 (+0.34) 448

Estimated glomerular filtration rate, ml/min per 66.43 (+18.84) 65.30 (+21.45) 787

1.73 m2

Ejection fraction (%) 35.83 (+13.00) 35.79 (+14.84) .988
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Table 2

Association of depression with all-cause mortality

Hazard ratio (95% confidence interval) P values
Unadjusted, before matching (n=353) 1.55 (1.004 - 2.39) 0.048
Adjusted for propensity scores, before matching (n=353) 1.77 (1.04 - 3.00) 0.034
Adijusted for covariates, " before matching (n=353) 1.85(1.12-3.04) 0.016
Propensity-matched (n=94) 2.56 (1.12 - 5.85) 0.026
Propensity-matched, accounted for matching (n=94) 2.50 (0.97 - 6.44) 0.058
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*
Covariates in the final model included age, sex, race, diabetes, use of angiotensin-converting enzyme inhibitors, lower extremity edema, and serum

creatinine.
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