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Experimental studies 
 

Paper King, M., Sibbald, B., Ward, E., Bower, P., Lloyd, M., Gabbay, M., & Byford, S. Randomised controlled trial of non-directive counselling, 
cognitive-behaviour therapy and usual general practitioner care in the management of depression as well as mixed anxiety and depression in 
primary care. Health Technology Assessment. 4[19], 83. 2000. 

Description Randomised controlled trial 

N= n=197 
UK 

Intervention Therapy by non-directive counselling or cognitive behaviour therapy vs. standard GP care. 
 

Outcomes Beck Depression Inventory (BDI) as primary outcome and patient satisfaction 

Results � At four months combined therapies vs. GP care F=4.91, df=2 (p=0.008) 

� At twelve months no significant difference 
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Paper Simpson, S., Corney, R., Fitzgerald, P., & Beecham, J. A randomised controlled trial to evaluate the effectiveness and cost-effectiveness of 

counselling patients with chronic depression. Health Technology Assessment. 4[36], 83. 2000. 

Description Randomised controlled trial 

N= n=181 
UK 

Intervention � Counselling treatment (6 professionals using psychodynamic approach, 2 took cognitive approach) for up to 12 weekly sessions 

Outcomes Main outcome of score on beck Depression Inventory (BDI), and other scores.  

� Other outcome of still being a case on a dichotomised score of BDI +/– 14 

Results � No significant effect on BDI scores at 4 or 12 months, univariate analysis of experimental vs. control group and BDI at 12 months but not 
significant when other factors are added (especially baseline sensitivity) 

Comments Differentiation of patients by severity showed differences in improvement in both arms 
Requires a better outcome to detect change in psychological status 
Use of pharmacological interventions in control group greater (by patient reporting) 
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Paper Kostis, J. B., Rosen, R. C., Cosgrove, N. M., Shindler, D. M., & Wilson, A. C. 1994, "Nonpharmacologic therapy improves functional and 

emotional status in congestive heart failure", Chest, vol. 106, no. 4, pp. 996-1001 

Description Randomised controlled trial 

N= n=20 
New Jersey, USA 

Intervention Non-pharmacological therapy with exercise training dietary control, and cognitive behaviour therapy in group sessions, compared to digoxin and 
placebo 

Outcomes Various biochemical outcomes tested, and depression anxiety with Beck depression inventory score, and Hamilton scales for anxiety and for 
depression 

Results � Hamilton anxiety score decrease of 5.2 ±5.4 (p<0.05) 

� Hamilton depression score decrease of 6.6 ±10.1 (p<0.01) � Beck depression inventory decrease of 5.0 ±4.2 (p<0.05) 

� Digoxin and Placebo showed an increase in these changes to baseline to 12 week follow up 
Comments Small sample size makes outcomes questionable 

Good analysis comparing both actual change in outcomes and percentage change 
Not clear what facet of the non-pharmacological intervention might have caused effect 
Safety of intervention cannot be assessed 
Only a short term assessment—cannot extrapolate to longer effects 
Only limited to mild heart failure patients—may not hold true for more severe cases 

 



Heart Failure Guideline:  Evidence tables 
Section 11: Anxiety and depression 

Page 5 

 
Paper Friedman, M. M. & Griffin, J. A. 2001, "Relationship of physical symptoms and physical functioning to depression in patients with heart failure", 

Heart & Lung, vol. 30, no. 2, pp. 98-104 

Description Case control study 

N= n= 170 
New York, USA 

Intervention Level of physical HF symptoms 
Scale of physical functioning 

Outcomes Depression on Centre for epidemiological studies depression scale (CES-D) with score >10 indicating depression at 4 to 6 weeks post 
discharge 

Results � 3 variables of  
Physical symptoms (13%) 
Physical functioning (2%) 
Initial depression 
(18%)  
Accounted for 46% of the variation in depression at follow up f=47.9 (p<0.001) 

Comments Symptoms and function may be determined by co-morbidities 
A study of patients in early stages of HF - could measure changes over a longer period  
Large potential variation in timing of outcome assessment (up to 33%) 
Those lost to follow up or refusing to participate may have been older or more symptomatic 
Further validation of symptomology checklist required. 

Reference 250 
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Paper Jiang, W., Alexander, J., Christopher, E., Kuchibhatla, M., Gaulden, L. H., Cuffe, M. S., Blazing, M. A., Davenport, C., Califf, R. M., Krishnan, R. 

R., & O’Connor, C. M. 2001, "Relationship of depression to increased risk of mortality and rehospitalization in patients with congestive heart 
failure", Archives of Internal Medicine, vol. 161, no. 15, pp. 1849-1856. 

Description Case control study 

N= n=331 
North Carolina, USA 

Intervention Depression, and severity of depression as defined by Becks’ depression inventory (BDI) with those defined as being depressed (score>10) 
subdivided into severe depression or mild depression on National Institute for mental health Diagnostic Interview schedule (DIS). depression as 
defined by Beck’s depression inventory 

Outcomes Mortality at 3 months and 1 year. 1 year follow up data described here 

Results � Patients with major depression had the highest mortality rates at 3 months and a year (13% and 26.1%) and roughly twice the mortality rate 
than non-depressed subjects at 1 year OR=2.23 (1.04-4.77) (p=0.04) 

� No differences noted between no depression and mild, or mild and major depression 

� In multivariate analysis with Age, NYHA class, ejection fraction and cause of HF the effect of major depression no longer significant to 
mortality at 3 months or 1 year,  

� However, rates of readmission still significant at 1 year OR 2.98 (1.17-7.59) (p=0.03) 
Comments NYHA class not associated with outcomes of mortality or readmission at 3 months but was at 1 year 

The use of standardised psychiatric diagnostic measures may be necessary 
Patients in depression arms had higher NYHA scores than non depressed 
High drop out rate at assessment of severity of depression (26/126) reasonable to hypothesise that this group had a higher rate of major 
depression 
Efficacy of anti-depressants not evaluated 
Results may not be relevant to HF outpatients with stable clinical presentations 
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Paper Skotzko, C. E., Krichten, C., Zietowski, G., Alves, L., Freudenberger, R., Robinson, S., Fisher, M., & Gottlieb, S. S. 2000, "Depression is 

common and precludes accurate assessment of functional status in elderly patients with congestive heart failure", Journal of Cardiac Failure, 
vol. 6, no. 4, pp. 300-305. 

Description Cohort study 

N= n=33, Depressed arm =14 
Male =90%, Age =66yrs, ejection fraction =23% 
Maryland, USA 

Intervention Depression in Congestive HF patients by Centre for epidemiological studies depression scale (CES-D) with >16 being indicative of depression 

Outcomes Walking impairment by self report 
Sub-maximal exercise 6 min walk test 
Energy expenditure by double labelled water test 
Peak VO2 consumption 
QOL using SF 36 scale 

Results � Walking impairment by self report  (No Significant difference) 

� Sub-maximal exercise 6 min walk test (No significant difference) 

� Energy expenditure (No significant difference) 

� Peak VO2 consumption (depressed group reached lower quotient p=0.017) � QOL using SF 36 scale (depressed group scored lower 59 Vs 89 p=0.001) 
Comments Speculation that the severity of Congestive HF contributes to level of depression was not supported 

Depression leads to a decreased perception of functional ability rather than diminished functional ability resulting in depression 
Small sample size 
NHYA IV excluded - this may have reduced effects seen 
42% had depressive symptoms 
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Paper Griez, E. J., Mammar, N., Loirat, J. C., Djega, N., Trochut, J. N., & Bouhour, J. B. 2000, "Panic disorder and idiopathic cardiomyopathy", Journal 

of Psychosomatic Research, vol. 48, no. 6, pp. 585-587 

Description Cohort study 

N= n=93 
France 

Intervention Heart failure of dilated idiopathic cardiomyopathy 

Outcomes Panic disorder and other psychiatric diagnoses 

Results � No significant difference amongst groups for incidence of Panic disorder or any of the other diagnoses studied. 

Comments Only significant difference was in total alcohol consumption corrected for years 
Overall prevalence of panic disorder at 19% in study population higher than endemic levels 
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Paper Havranek, E. P., Ware, M. G., & Lowes, B. D. 1999, "Prevalence of depression in congestive heart failure", American Journal of Cardiology, vol. 

84, no. 3, pp. 348-350. 

Description Cohort study 

N= n=76 
Denver, Colorado, USA 

Intervention Having congestive heart failure, rather than hypertension 

Outcomes Depression score on CES-D, and six minute walk test 

Results � Congestive heart failure patients had higher CES-D scores than control subjects 12.0 ±9.7 vs. 7.3 ±6.4 (p<0.036) 

Comments Screening with PRIME-MD tool showed no greater incidence of other common mental health diagnoses in these patients 
Confounding effects of medication not assessed 
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Non-experimental studies 
 

Paper 1993, "Depression in primary care.", Clinical Practice Guideline., vol. 1 (Detection and diagnosis). 

Description Guideline 

N=  

Intervention  

Outcomes  
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Results � Depression Co-occurring with other General Medical disorders 
- Many general medical conditions are risk factors for major depression. Major depressive disorder, when present, should be viewed as an 
independent condition and specifically treated. Treatment may include (a) optimising the treatment of the general medical disorder and or (b) 
providing specific treatment for the depression - Many other medical disorders also cause some criterion symptoms of depression, such as 
weight loss, sleep disturbance, and low energy. Alternative cognitive emotional symptoms such as fearful or depressed appearance, social 
withdrawal, decreased talkativeness, self-pity, or pessimism can be used to assess depression 
- Occurrence of depression with another medical condition can be explained by 4 interaction 
 -The general medical disorder biologically causes depression 
 -The general medical disorder triggers the onset of depression in those who are genetically                vulnerable 
 -The general medical disorder psychologically causes the depression 
 -The general medical disorder and depression are not causally related 
In the first two instances treatment should aim first at the general medical disorder and depression treated if persistent once stabilised. In the 
third case counselling, education, support, and medication should treat depression. In the last scenario specific treatment is initiated for both 
disorders 

� Coronary Artery Disease 
- The relationship between depression and increased morbidity and mortality is well documented in both post-myocardial infarction patients and 
in coronary artery disease patients without MI. Given the higher morbidity and the fact that most of these patients do not develop major 
depression, the practitioner is advised to screen, assess fully, and treat major depression when present in these patent groups 
- Several studies have linked depression with poor adherence to cardiac treatment regimes 

� Medication interaction with depressive symptomology 
- ANTIHYPERTENSIVES 
 -5 to 20% risk of depression in patients treated with reserpine. Depression is related to dosage, with more severe depressions reported in 
patients receiving >0.5mg per day. Dosage should not exceed 5mg per day and the drug should be avoided in patients with a history of mood 
disorders 
 -Beta-adrenergic blocking agents have been associated with depressive symptomology with lethargy being the main symptom reported. 
However 3 comparative studies and the Veterans Administration Cooperative study reported no differences to controls and incidence of 
depressive events similar to general population 
 -Alpha-methyldopa: studies failed to show any causal relationship with depression in typical dosages 
 -Clonidine use for hypertension was found in a review of 44 studies to relate to a 1.5% incidence of depression, indicating it is rarely associated 
with depression 
 -Calcium channel blockers have been reported in data from case reports to include depression as a side effect, however there are no controlled 
reports to confirm this and so can be used 
 -At present [1993] there is no evidence to suggest that angiotensin I converting enzyme (ACE) inhibitors are associated with depression 
- ANTIARRYTHMICS 
 -Digoxin has been studied only with regard to its toxicity and related delirium 
-Procainamide has been linked to several case reports of mania 

Comments An evidence based guideline by systematic reviewing with recommendations graded A-C with peer review 
Primary Care guidelines for Depression with sections focussing on other medical conditions and contraindicated medication. 
No longer viewed as guidance for current medical practice, under review 
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Paper Murberg, T. A., Bru, E., Aarsland, T., & Svebak, S. 1998, "Functional status and depression among men and women with congestive heart 

failure", International Journal of Psychiatry in Medicine, vol. 28, no. 3, pp. 273-291.  

Description Case series 

N= n=119 
Norway 

Intervention  

Outcomes  

Results � Correlation between Physician defined NYHA class and scores on functional status scales of Minnesota Living with Heart Failure, and Disease 
specific Severe Heart Failure Questionnaires was r=0.40 and r=0.44 respectively � 60% of patients scored normally on Self-rating Depression Scale, 27% mildly depressive, 11% moderate to marked depressive, and 2% 
severe symptomology. 

� Of patient classified functional status only physical limitation showed a significant association with depression B=0.69 (p<0.01). � Prevalence of depression in population of HF patients slightly more than that for community surveys of elderly patients, but self-reporting 
scales can over diagnose depression. 

� Effect of Heart Failure on depression may not be related to perception of somatic symptoms, but on the effect of illness on patients’ ability to 
manage daily tasks without assistance from others. 

� The substantial gender difference in association between scores for physical limitation and depression may relate to women finding it easier to 
cope with social dependency associated with Heart Failure.  

Comments Outpatient Cardiology department 
To examine the prevalence of depression in Heart Failure 
To compare variables of physicians rating of functional status (NYHA class) and patient’s self assessment with symptoms of depression (Zung 
Self-rating Depression Scale) 
To examine differences in patterns between men and women 
123 patients of 204 invited to participate were willing (58.3% of the locally registered HF population) 3 patient excluded for mental debilitation or 
previous transplant 
Comparisons made to non participants show no differences in populations 
Validity of questionnaires for rating depression and patient functional status previously reported 
Age =66 yrs, Male =71%, Time since diagnosis =5 yrs, Aetiology was MI =64.7% 
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Paper Steptoe, A., Mohabir, A., Mahon, N. G., & McKenna, W. J. 2000, "Health related quality of life and psychological wellbeing in patients with 

dilated cardiomyopathy", Heart, vol. 83, no. 6, pp. 645-650. 

Description Questionnaire – case series 

N= n=60 (60.6% participation rate) 

Intervention  

Outcomes  

Results � Age =47.6yrs, Male67%, time since diagnosis =43 months 

� Patients with Dilated Cardiomyopathy only � Quality of life scores significantly lower than the general UK population (p<0.025) 

� 52% of patients fulfilled the criteria for possible anxiety disorder and 22% possible depression � Demographic and clinical variables did not predict anxiety, depression, role functioning, or social activity 

� Scores for adjustment to dilated cardiomyopathy accounted for additional variance in 7 out of 11 domains of QOL and Psychological well-
being. � Adjustment accounted for 15.5% of variance in scores for depression 

� Disease specific measures may be required to capture full phenomena 

� level of depression similar to that found in other coronary artery disease, but anxiety levels are higher than found in other cardiac conditions. 

� Patients with familial disease surprisingly perceived fewer role limitations related to emotional problems 

� Emotional state and role functioning may b effected by many other factors in a patients life 

� Low response rate may suggest that sample was not entirely representative 
 

Comments Aimed to assess health related QOL of patients with dilated cardiomyopathy, and relate these to physical variables and measures of 
psychological adjustment 
Patient questionnaire of QOL, sleep quality, psychological well being, and psychological adjustment to Cardiomyopathy, compared to 
demographic and clinical data from records 
Good internal consistency in most self reporting scales 
UK study 
No differences in demographics, disease severity (NYHA class), or presence of arrhythmias or mitral regurgitation between participants and non 
participants 
60% NYHA I 
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Paper Hawthorne, M. H. & Hixon, M. E. 1995, "Functional status, mood disturbance and quality-of-life in patients with heart failure", Progress in 

Cardiovascular Nursing, vol. 9, no. 1, pp. 22-32.  

Description Case series 

N= n=24 

Intervention  

Outcomes  

Results � At entry assessment Profile of mood status scores noted higher disturbances in tension-anxiety and fatigue-inertia domains 

� Significant interaction between profile of mood states and fatigue-anxiety scores f=3.3 (p=0.05) � Group with Heart Failure Functional status >5 had significantly higher total QOL than the other group f=6.197 (p=0.026) 

� Mood disturbance was found to be higher in this group of Heart Failure patients than in other cardiac populations and was significantly related 
to QOL 

� Little is understood about these fragile and complex patients 

� HF population is diverse and these factors need to be built into further investigations 
Comments Preliminary results from an RCT into nursing model to reduce readmission rates, patients not group for present analysis. 

North Carolina, USA 
Inclusion criteria for study included Ejection Fraction <35%, NYHA class III/IV, absence of COPD or renal failure, absence of cognitive deficit. 
Assessment of depression by Mischel Uncertainty in Illness Scale, Profile of Mood States, Heart Failure Functional Status Index, Quality of Life 
index-Cardiac III 
Patients dichotomised for analysis on patient activity levels by Heart Failure Functional Status Index +/- 5 MET’s 
Inpatients at university medical centre 
High attrition rate to 3 months (28%) due to illness mostly 
Age �

� �� �� � �	 
� � � �  � � � � �	 � � � �� � �� �� � � �  � � � �� � �� � � �� � � �  � �� �� � � � � �� � �  �! � "� � # 
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Paper MacMahon, K. M. & Lip, G. Y. 2002, "Psychological factors in heart failure: a review of the literature", Arch Intern.Med, vol. 162, no. 5, pp. 509-

516. 

Description Review 

N=  

Intervention  

Outcomes  

Results � Anxiety should be of interest to clinicians as it can negatively impact on cardiac output of patients with CHF 

� Adverse effects of depression on health status of HF patients may be due to neuro-endocrine and immune dysfunction rather than left 
ventricular dysfunction or congestion 

� 6 studies showing higher levels of depression among HF patients than counterparts, 1 study showed no differences however the selection 
procedure for this may have biased towards a healthier and younger population � The link between depression and mortality is yet unclear, may be some connection with cardiac death in HF from 1 study 

� Anxiety not found to be a significant difficulty for patients with HF in 1 study of hospital inpatients, but status of outpatients may differ 

� Lack of emotional support found to be associated with fatal and non-fatal cardiovascular outcomes, significant even when adjusted for 
demographics, clinical factors, social ties, and instrumental support, in 1 study (n=292) However in another study with 6 month follow up social 
support was not shown to be significant 

� Behavioural disengagement and a lack of acceptance have been found to be significantly associated with mortality even when disease 
severity and demographics accounted for. 

� Difficult to confirm the direction of causal relationships between health outcomes and coping strategies, however that such associations exist 
should be of concern to clinicians 

� ‘Tackling the reasons behind this depression through either medication or cognitive behaviour therapy may bring improvements to the 
individuals quality of life, reduce the number of hospital admissions, and even lower the rate of mortality. 

Comments Up to date review of 61 references 
Focusing on depression, anxiety, coping style, level of social support 
UK reviewers 
Good search strategy in Medline and Embase, and hand searching 
Duplicate selection and where disagreement a third reviewer was consulted 
Exclusion criteria stated as subjects <18 years, and not sufficiently differentiated co-morbidities to HF 
11 studies chosen as relevant for reviewing 
Review grouped by Cross-sectional studies, or longitudinal studies 
Paper identified the problems of comparing studies with varying self-reporting and interview methods to assess depressive outcomes  

 


