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1.   Overview of the REHAB-HF Study 
REHAB-HF: A Trial of Rehabilitation Therapy in Older Acute Heart Failure Patients, is a 
multicenter, randomized, attention-controlled, single-blind trial designed to examine the 
hypothesis that, in addition to standard care, a novel, tailored, progressive, multi-domain 
rehabilitation intervention administered to older patients with acute decompensated heart failure 
(ADHF) beginning early during hospitalization and continuing for 12 weeks will improve physical 
function and key clinical outcomes, including the rate of rehospitalization. 
 
Three centers will recruit a total of 360 consenting patients ≥ 60 years old hospitalized with 
ADHF.  Following informed consent and baseline testing, the participants will be randomized in 
a 1:1 fashion to receive a 12-week novel, progressive, multi-domain rehabilitation and exercise 
training intervention or attention control.  The multi-domain rehabilitation intervention will include 
endurance, mobility, strength, and balance training and will be tailored based on participant 
performance in each of these domains.  It will begin upon randomization during the 
hospitalization and will continue 3 times per week in an outpatient setting.  Participants 
randomized to the attention control arm will receive all services ordered by their primary 
physician and will be contacted bi-weekly by study staff.  All participants will undergo measures 
of physical function and quality of life at baseline, 1 month, and 3 months.  Clinical events will be 
monitored for 6 months following the index hospitalization. 
 
By testing a novel rehabilitation intervention supported by multiple levels of evidence, this trial 
will address a critical evidence gap in the care of older patients with ADHF. The REHAB-HF 
results have the potential to shift paradigms by improving physical function and quality of life as 
well as clinical outcomes.  If successful, the results could have a major impact on the 
management of patients with ADHF, the most common Medicare discharge diagnosis. 
 
2.   Study Objectives 
 
2.1 Primary Objective 
To conduct a multicenter, randomized, attention-controlled, single-blind trial of a novel, tailored, 
progressive, multi-domain, 12-week physical function intervention in 360 older patients with 
ADHF in order to test the following primary specific hypothesis:  The REHAB-HF intervention 
will improve physical function, as measured by the short physical performance battery (SPPB). 
 
2.2 Secondary Objective 
To systematically collect clinical outcomes data during the 6 months following the index 
hospitalization to test the following secondary hypothesis:  The REHAB-HF intervention will 
reduce the 6-month all-cause rehospitalization rate. 
 
2.3  Other Objectives 
1. To assess the economic impact of the intervention by comparing medical costs between 
treatment arms, inclusive of the cost for rehabilitation therapy, relative to its associated changes 
in health outcomes. 
 
2. To estimate the proportion of the reduction in rehospitalizations explained by the 
intervention’s effect on the SPPB score.  
 
3. To examine the effect of the intervention on these exploratory endpoints: 

1. Change in the Kansas City Cardiomyopathy Questionnaire (KCCQ) total score and 
physical component score at 3 months  
2. Change in 6-minute walk distance (6MWD) at 3 months 
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 3. Change in component scores of the SPPB at 3 months 
4. Change in the 12-item short form health survey (SF-12), depression, and cognition 
measures at 3 months 

 5. Change in frailty status at 3 months 
 6. All-cause rehospitalizations at 1 month and 3 months 

7. All-cause combined rehospitalization and death at 6 months 
8. Global rank endpoint of SPPB score + all-cause rehospitalization + death  

 9. Heart failure (HF)-specific rehospitalizations 
 10. Cardiovascular events  
 11. All-cause rehospitalization days  
 12. Total hospitalization days post-randomization 
 13. Total facility-free days alive 
 14. Deaths  
 15. Falls  
 16. Change in biomarkers at 3 months 
 
3.   Background 
ADHF is the leading cause of hospitalization in persons > 60 years in the United States.  
Hospitalized ADHF is associated with severely reduced health-related quality of life (QOL), 
persistently high rehospitalization rates,(1) markedly increased mortality, and costs over $39 
billion per year.(2)  Current HF management guidelines, even when perfectly adhered to, have 
had only modest impact on ADHF outcomes, particularly rehospitalizations in the older 
population.(1;3-5)  Furthermore, several recent trials of new interventions to improve ADHF 
outcomes, such as telemonitoring,(6;7) alternative diuretic regimens,(8-11) novel agents(11;12) 
and biomarker guidance have been negative.(9;13) This suggests outcomes in older ADHF 
patients may be driven partly by mechanisms that are not addressed by current approaches.    
 
Multiple lines of emerging evidence suggest that severely reduced physical function and frailty 
strongly contribute to adverse outcomes in older patients with hospitalized ADHF.(14)   We and 
others have shown that even when stable with compensated cardiovascular function, older 
patients with chronic HF have particularly severe impairments in physical function(14-16) due to 
the combined effects of aging, cardiovascular dysfunction, and impaired skeletal muscle 
function.(17-27)  As patients with chronic HF transition to ADHF, physical function worsens 
markedly both because of HF decompensation and accelerated physical 
deconditioning.(19;28;29) This is further exacerbated by the hospital processes, including forced 
bed rest which can markedly accelerate physical dysfunction.(30-36)  We and others have 
shown that after resolution of the acute HF symptoms and congestion, older ADHF patients 
continue to have marked impairments in physical function, including strength, balance, mobility 
and endurance, and that most patients meet formal definitions of frailty.(28;29;37-39)  
Furthermore, these deficits persist and some patients never recover baseline 
function.(14;33;40-43)  This occurs during the most vulnerable, high risk period for 
rehospitalization and adverse outcomes - up to 6 months post discharge.(44;45) We 
hypothesize that this physical frailty predisposes patients to adverse outcomes and that this 
cascade of events contributes to the persistently high rates of adverse outcomes, including 
rehospitalization, in older HF patients.(4;16;28;29;37;38;41;42;45-47)   
 
The typical older ADHF patient has > 5 comorbidities(14;48;49) and these contribute to impaired 
physical function(50) and subsequent adverse outcomes.(4;14;28;47;49;51-56)  Impaired 
physical function and frequent non-cardiac comorbidities may explain the unexpected finding 
from multiple studies that > 50% of rehospitalizations in older ADHF patients are due to non-
cardiac events rather than recurrent ADHF.(4;14;40;48;49;57-59)   
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In our published model,(14) we have identified 5 factors that contribute to severely impaired 
physical function and subsequent events in older ADHF patients: aging-related changes, the 
primary HF disease, deconditioning, multiple comorbidities, and iatrogenesis. Our data and 
others’ from studies in other medical conditions common in older patients support that targeted 
physical function interventions can improve impairments related to each of these factors.(21;60-
67)   
 
However, current ADHF management paradigms do not account for or address the marked 
physical dysfunction in hospitalized older patients with acute HF.(3;4;50) This may also explain 
why trials of a wide range of interventions in ADHF have been largely negative(6-8;11;12;12) 
and disease management programs have had, at most, modest impact on long-term outcomes 
and mortality.(6;37;68;69)   
 
Furthermore, the exercise training trials in HF to date (n >17) have systematically excluded 
ADHF patients in this key period of vulnerability.(70-73) The largest of these, the NIH-funded 
HF-ACTION trial, systematically excluded patients with ADHF and those within 6 weeks of 
hospital discharge.(73;74) Possibly because of recent instability, the study did not significantly 
reduce the primary endpoint of all-cause mortality or all-cause hospitalizations.(74)  HF-ACTION 
also enrolled relatively few older patients, excluded those with multiple comorbidities, and 
utilized a traditional cardiac rehabilitation exercise training intervention that would not have been 
appropriate for older patients with significant frailty.  As a result, and similar to prior trials, it likely 
missed the patients who are elderly, frail, and have multimorbidity who have the largest potential 
for improvements in outcomes.(3;3;4;75-77)   
 
Prior exercise training studies in HF have not addressed the domains of balance and strength 
which are important for preventing early injuries in frail, older hospitalized ADHF patients(78) 
and for enhancing gains in function.(79)  Prior intervention studies in older hospitalized patients 
that have included these domains have generally excluded patients with HF. (65;67;78-80)  
However, the results of such studies informed and support the primary hypothesis of the 
proposed study.(41;79-82)  For instance, Morris et al showed that an early mobility program 
improved outcomes in older hospitalized patients with acute respiratory failure.(82)  In a non-
randomized quasiexperimental study, Tinetti et al. recently showed that a restorative home care 
model that included physical function reduced rehospitalizations by one-third in older patients, 
some of whom had HF.(41) The primary hypothesis is also supported by our pilot study which 
showed that in older patients with ADHF, the proposed intervention can improve SPPB score, a 
strong predictor of hospitalization, disability, and death.(38)   
 
4.  Overview of Investigational Plan 
The REHAB-HF study is a multicenter, randomized, attention-controlled, single-blind trial of a 
novel, progressive, multi-domain rehabilitation intervention versus attention control in 360 older 
patients hospitalized with ADHF.  The primary hypothesis is that the REHAB-HF intervention will 
improve physical function, as measured by the SPPB, the primary outcome. 
 
Patients will be screened and enrolled during the index HF hospitalization.  After completion of 
the baseline testing, participants will be randomly assigned to a novel, progressive, multi-
domain, 12-week physical function intervention or to attention control.  Participants randomized 
to the intervention arm will begin a tailored, novel, multi-domain rehabilitation intervention in the 
hospital which will progress to the outpatient setting.  The intervention will focus on four key 
physical functional domains: endurance, mobility, strength, and balance; and will be tailored 
based on participant performance in each of these domains.  Participants randomized to the 



Protocol Final Version- 5/8/2014 8 

attention control arm will receive all services ordered by their primary physician and will be 
contacted bi-weekly by study staff.  Blinded assessments will be repeated 1 month and 3 
months following the index hospital discharge.  Data on clinical events and resource use will be 
collected for 6 months following the index hospital discharge.  
 
5. Study Population 
The inclusion and exclusion criteria have been developed to include a broad range of older 
patients who are hospitalized with ADHF and expected to be discharged to home.  To enhance 
the applicability of the results, the criteria are designed to be inclusive of older patients with 
multiple comorbidities, heterogeneous functional performance, and both preserved (≥ 45%) and 
reduced ejection fraction.  Specifically, the study has the goal that patients with preserved 
ejection fraction will compromise at least 30% of the total study population.   
 
5.1 Inclusion Criteria 

 Age ≥ 60 years old 
 In the hospital setting >24 hours for the management of ADHF, or diagnosed with ADHF 

after being hospitalized for another reason. ADHF will be confirmed by the study 
physician, and will be defined according to the Food and Drug Administration definition 
of hospitalized heart failure as a combination of symptoms, signs, and HF-specific 
medical treatments, and requires that all 4 of the following are met: 

 
1) At least one symptom of HF which has worsened from baseline: a. dyspnea at 
rest or with exertion; b. exertional fatigue; c. orthopnea; d. paroxysmal nocturnal 
dyspnea (PND) 
 
2) At least two of the following signs of HF: a. Pulmonary congestion or edema on 
exam (rales or crackles) or by chest xray; b. Elevated jugular venous pressure or 
central venous pressure ≥ 10 mm Hg; c. peripheral edema; d. wedge or left 
ventricular end diastolic pressure ≥15 mmHg; e. rapid weight gain (≥ 5 lbs.); f. 
Increased b-type natriuretic peptide (BNP) (≥100 pg/ml) or N-terminal prohormone 
BNP (≥220pg/ml) 
 
3) Change in medical treatment specifically targeting HF defined as change in dose 
or initiation of or augmentation of at least one of the following therapies: a. diuretics; 
b. vasodilators; c. inotropes (including digoxin if for HF); d. other neurohormonal 
modulating agents, including angiotensin converting enzyme inhibitors, angiotensin II 
receptor blockers, beta-blockers, aldosterone or direct renin inhibitors 
 
4) The primary cause of symptoms and signs is judged by the investigator to be due 
to HF 
 

 Adequate clinical stability has been achieved in the judgment of the investigator to allow 
participation in study assessments and the intervention  

 Prior to admission and HF decompensation, patient was independent with basic 
activities of daily living (ADLs) including the ability to ambulate independently (with or 
without the use of an assistive device) 

 Able to walk 4 meters (with or without the use of an assistive device) at the time of 
enrollment 

 Signed informed consent document indicating that the patient understands the purpose 
of and procedures required for the study and is willing to participate in the study 
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5.2 Exclusion criteria 

 Acute myocardial infarction (Note: given that cardiac biomarkers such as troponin are 
frequently elevated in HF patients, the diagnosis of acute myocardial infarction should be 
based on clinical diagnosis, not biomarkers alone) 

 Planned discharge other than to home or a facility where the participant will live 
independently 

 Already actively participating in formal, facility-based cardiac rehabilitation 

 Prior cardiac transplantation or planned within the next 6 months 

 Severe aortic valve stenosis 

 Ventricular assist device or anticipated within the next 6 months 

 Already engaging in regular moderate to vigorous exercise conditioning defined as  > 30 
minutes per day, ≥ twice per week consistently during the previous 6 weeks 

 Terminal illness other than HF with life expectancy < 1 year 

 Impairment from stroke, injury or other medical disorder that precludes participation in 
the intervention 

 Dementia that precludes ability to participate in rehabilitation and follow study protocols 

 Enrollment in a clinical trial not approved for co-enrollment 

 Expected use of continuous intravenous inotropic therapy after discharge 

 Implantable cardioverter defibrillator with heart rate limits < expected heart rates for 
exercise and unable to be reprogrammed 

 Advanced chronic kidney disease defined as estimated glomerular filtration rate < 20 
mL/min/1.73 m2 based upon the Modification of Diet in Renal Disease study equation, 
current ultrafiltration, or on chronic or intermittent dialysis or dialysis anticipated within 
the next 6 months 

 High risk for non-adherence as determined by screening evaluation 

 Inability or unwillingness to comply with the study requirements 

 Anticipated hospital discharge before baseline study measures could be completed 
 
6. Participant Enrollment 
 
6.1 Screening 
Screening for enrollment will be initiated as early as possible during the patient’s hospitalization 
for ADHF.  Patients who are eligible and agree to participate in REHAB-HF will give written, 
informed consent. 
 
Following informed consent, screening will continue with a brief assessment of walking 
capability as well as a brief adherence screening tool and behavioral agreement designed to 
identify participants at high risk of failing to adhere to the study intervention. Participants who 
are able to ambulate 4 meters independently, are not at high risk for failing to adhere to the 
intervention, and meet all other inclusion criteria will be enrolled.  A record of participants who 
provided informed consent but were not subsequently enrolled and the specific exclusion 
reasons will be maintained by the study.  In addition, a record of patients screened, but not 
consented, will be maintained by the study.   

 
6.2 Baseline Testing 
Baseline testing of physical function, measures of health status and QOL, and collection of 
blood samples will be completed as soon as possible after consent (see sections 9 and 10 for 
details).   
 
6.3 Randomization  



Protocol Final Version- 5/8/2014 10 

Once a participant has been identified who satisfies all enrollment criteria, informed consent has 
been obtained, and baseline testing is complete, the participant will be randomized to a multi-
domain rehabilitation intervention group or to an attention control group.  Block randomization 
will be performed, stratified on clinical center and ejection fraction (<45, ≥45), and will be 
performed by a centralized, web-based system developed and maintained by Dr. Timothy 
Morgan.  
 
7.  Investigational Intervention  
 
7.1 Attention Control 
Participants randomized to the attention control arm will be notified immediately, and will follow 
standard care as ordered by their individual, treating physician.  Importantly, to reduce the 
potential for bias from greater attention and surveillance in the rehabilitation intervention group, 
participants in the attention control group will receive at least bi-weekly contact from study 
personnel during the first 3 months following the index hospitalization.  This contact will be 
provided as a combination of telephone calls and specified study visits.  Specifically, contact will 
be made with study visits at weeks 4 and 12 and with telephone calls at weeks 2, 6, 8, and 10.  
Further, in-person contact will be made within the first 2 weeks following discharge for the 
purposes of retention (section 8.2.2). Consistent with the rehabilitation intervention group, 
telephone contact will also be made at weeks 14, 16, 20, and 24. Information regarding 
symptoms, HF transitional management program use, medical compliance, activity level, 
rehabilitation received, medical resource utilization, and clinical events will be collected at each 
of these encounters. 
 
Participants in the attention control arm will not receive any specific rehabilitation 
recommendations or exercise prescription from study personnel.  They may, however, receive 
any physical or occupational therapy deemed appropriate by their usual clinical care providers, 
both during the hospitalization and as outpatients.   

 
7.2 Rehabilitation Intervention Group 
 
7.2.1 REHAB-HF Rehabilitation Intervention Overview 
The multi-domain rehabilitation intervention for this study is a novel integration of rehabilitation 
therapies developed specifically for older heart failure patients who have been hospitalized for 
ADHF; a population characterized by heterogeneity in mobility status, multiple co-morbid 
conditions, and high rates of frailty.(48;50;83-85)  The goal of the intervention is to increase 
endurance, mobility, strength, and balance utilizing reproducible targeted exercises 
administered by a multi-disciplinary team with specific milestones for progression.   
 
This is a transitional intervention which begins during the acute hospitalization and continues for 
12 weeks after discharge in the outpatient setting.  The intervention will be administered once 
daily in the hospital and 3 days per week in the outpatient setting.  Each session will include 3 
stages: 1) warm-up (seated core exercises, 2-3 minutes light walking if able, and stretching 
exercises), 2) rehabilitation/training, and 3) cool-down (stretching exercises).  The 
rehabilitation/training portion of each session will include exercises tailored based on participant 
performance in each of 4 domains: endurance, mobility, strength, and balance. 
 
7.2.2 Initiation of the Rehabilitation Intervention 
Participants randomized to the multi-domain rehabilitation intervention will begin the intervention 
in the hospital as soon as possible after randomization.  Though not required for enrollment, 
when possible the intervention will begin in the hospital.  Plans for the initiation / continuation of 
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the intervention in the outpatient setting will be made prior to hospital discharge and will be 
scheduled to begin within the first week following discharge.   
 
7.2.3 Initial Exercise Prescription 
The initial rehabilitation exercise prescription will be individualized for each participant based 
upon functional performance level (1-4, from lowest to highest) in each domain using the 
objective criteria shown in Table 1.  Performance level will be assessed in the first rehabilitation 
session in both the inpatient and outpatient setting. Using a standardized approach, exercises 
specifically targeted to the participant’s functional level in each domain will be selected from the 
rehabilitation intervention protocols.  We anticipate a range of initial performance levels based 
on the REHAB-HF pilot study where 40% of participants were initially at level 1 for most 
domains, 33% were at level 2, and 27% were at level 3. 

 
Table 1.  Performance Levels for Strength, Balance, Mobility and Endurance 

 Level 1 Level 2 Level 3 Level 4 

Strength:  Rise from chair 
without hand support 

unable at least once 
5 times in > 15 
but <60 sec. 

5 times in ≤ 15 
sec. 

Balance: Standing unable with feet 
together for 10 sec. 

with feet together for 
10 sec. 

unsupported and 
reach forward 10 in. 

on 1 leg for 10 
sec. 

Endurance: Continuous 
walking 

< 2 minutes ≥ 2 but < 10 minutes 
≥ 10 but 

< 20 minutes 
≥ 20 minutes 

Mobility: Gait speed ≤ 0.4 m/sec. > 0.4 but ≤ 0.6 m/sec 
> 0.6 but ≤ 0.8 

m/sec. 
> 0.8 m/sec. 

 
7.2.4 Exercise Duration 
During the hospitalization, each rehabilitation session will last for approximately 45 minutes and 
will include warm-up (~5 minutes), cool-down (~5 minutes), and rest periods as needed.  The 
outpatient rehabilitation sessions will last for approximately 60 minutes (range 45 - 75 minutes), 
including 5 to 10 minutes each for warm-up and cool-down periods.  The relative time spent on 
each domain during the rehabilitation session will be tailored to the participant’s physical 
function impairments. Specifically, a participant with poor balance and functional mobility will 
spend a greater proportion of time performing balance and mobility exercises in the early 
portions of the intervention.  As balance and functional mobility improve, these will comprise a 
smaller portion of the session and time spent on endurance will be increased.  Alternatively, a 
participant with only modest impairments in balance and functional mobility at baseline will 
spend most of the exercise session performing endurance and strengthening exercises, even 
early in the intervention. 
 
7.2.5 Exercise Intensity 
Exercise intensity will be based upon patient-reported rate of perceived exertion (RPE) using a 
6-20 point scale.  While hospitalized and initially following discharge, target intensity will be low 
(RPE ≤ 12).  In the outpatient setting, target intensity will gradually increase over the first 2 
weeks of the intervention.  For strengthening rehabilitation, the target RPE will progress to 15-
16, as this level of intensity may be necessary to obtain significant functional improvement in 
strength, as previously shown.(67)  For the endurance exercises, the target RPE will progress to 
13 (“somewhat hard”) with a range of 11-15.  After 4 weeks of the endurance intervention, 
intensity within the RPE range will be adjusted to ensure a heart rate response of ≥ 20 beats per 
minute above the resting heart rate, as exercise increase is needed to achieve > 60% of 
exercise reserve capacity.(86)  Using both RPE and heart rate will ensure an adequate training 
effect and minimize non-responders while maintaining safety(74;87;88)   
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7.2.6 Exercise Progression 
A key aspect of the REHAB-HF intervention is its structured, gradual progression using specific 
small increments in each exercise.  As discussed in section 7.2.3, initial performance level 
(Table 1) will be assessed at the first inpatient and outpatient session.  Using a standardized 
approach, initial exercises specifically targeted to the participant’s functional level in each 
domain will be selected from the rehabilitation intervention protocols below.  Participants will 
then be continually challenged to safely and effectively improve physical function by advancing 
through the specified progression for each exercise based on their individual performance.  
Further, the performance level in each domain will be reassessed bi-weekly in the outpatient 
setting to re-evaluate functional abilities (i.e. to ensure no under-treatment) and to evaluate 
progression.  Exercise prescription within each domain will be adjusted accordingly.  
Importantly, as function improves, the duration of endurance-based exercise will be increased 
as tolerated by the participant.  Progression will be monitored by the intervention team under the 
direction of the site intervention supervisor and in consultation with Dr. Duncan, overall study 
intervention leader.   
 
7.2.7 Modality of Exercise 
The REHAB-HF intervention incorporates 4 exercise domains into each session: endurance, 
mobility, strength, and balance.  A brief description of the types and range of exercises in each 
of these domains is included below.  Generally, exercises range from those adapted to the 
lowest level of functioning (level 1) to the highest (level 4). A detailed description of each 
exercise and how it is to be progressed is contained in the manual of operations.    
 
7.2.7.1 Endurance Training 
For the most debilitated participants (level 1), endurance training will begin with repeated bouts 
of ambulation at usual speed with rest breaks as needed, with an initial goal of 5-10 minutes 
total duration.  The endurance training will progress to sustained walking at the target RPE for 
up to 40 minutes for the highest-functioning participants (level 4).  Walking is the preferred 
mode of endurance exercise, however, endurance exercises utilizing other equipment while still 
involving major muscle groups of the lower extremities (e.g. exercise bicycle) may be 
incorporated into the endurance training to supplement walking. 
 
7.2.7.2 Mobility Rehabilitation 
One of the primary goals of the rehabilitation intervention is to improve functional mobility, 
particularly in participants with slower gait speeds (<0.8 meter/second) and impaired dynamic 
balance.  Accomplishing this will involve rehabilitation exercises that combine balance activities 
with mobility.  Such exercises will include dynamic start and stop and changing direction while 
walking.  In addition, participants with a slow gait speed will undergo exercises involving brief 
episodes of accelerated gait.  Close supervision and guarding will be provided to prevent 
injuries and falls.   
 
7.2.7.3 Strengthening Rehabilitation 
The intervention focuses on functional strengthening exercises of the lower extremities that may 
be supplemented by general resistance exercises for major muscle groups of the upper and 
lower extremities. Functional strengthening exercises include: sit-to-stand from chair (or bed in 
the hospital setting), step-ups (front and side), and calf raises.  For the most impaired 
participants (level 1), this will begin with guarded stands, assisted step-ups on a 4-inch step, 
and seated toe raises.  These exercises will progress to (level 4) rapidly repeated stands with 
platform in front of chair, unassisted step-ups on an 8-10 inch step, and standing toe raises on 
one leg. For general strengthening exercises, the most impaired participants (level 1) will begin 
with assistive or lightly resistive exercises.  The interventionists will match the participant’s 
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ability to exercise major muscle groups of the upper and lower extremities.  As participants 
progress, strengthening exercises of the major muscle groups of the upper and lower 
extremities using resistance bands or free weights will be incorporated.  The amount of 
resistance will be progress so that the participant can perform 1 set of 10 repetitions at the 
target rate of RPE. 
 
7.2.7.4 Balance Rehabilitation 
Balance rehabilitation will include both static and dynamic exercises.  For the most unsteady 
participants (level 1), balance rehabilitation will begin with holding a shoulder-width stance for 
static balance and standing and reaching forward and backward 6 inches for dynamic balance.  
For static balance, these exercises will progress to holding an increasingly narrow base of 
support (feet together to semi-tandem stance to tandem stance to single leg stance) with eyes 
open and progressing to eyes closed.  Close supervision, including the use of a gait belt as 
needed, will be provided by the study personnel to prevent injuries and falls.  For dynamic 
balance, participants will be challenged to reach further beyond their base of support during 
seated progressing to standing activities.  Dynamic balance will also be integrated within 
functional strengthening exercises (e.g. step and reach).  Close supervision, including the use of 
a gait belt as needed, will be provided by the study personnel to prevent injuries and falls.  As 
patients progress to level 3 and 4, dynamic balance activities will be incorporated into 
endurance episodes, such as supervised walking and turning, walking and abrupt stops, walking 
and talking, and walking and side stepping.   
 
7.2.8 Exercise Safety  
During each exercise session, participants will sign an attendance sheet and log any health-
related problems or symptoms they are experiencing.  These sheets will be reviewed by 
intervention staff before initiating physical activity.  Should a participant report a significant 
change in health status (see safety parameters below) before or during exercise, a study 
physician onsite or the participant’s primary doctor should be consulted prior to exercise 
participation.  Vital signs, including heart rate, blood pressure and pulse oximetery will be 
recorded at the beginning and conclusion of each session.  Routine assessment of heart rate 
during the exercise session will also be used to enhance exercise safety.  Exercising blood 
pressure and pulse oximetery will be monitored on a symptom-driven basis as needed during 
the trial to ensure participant safety.   
 
For participants who meet any of the safety parameters listed below, the following steps and 
additional monitoring procedures will be conducted:  

 Exercise training sessions will be stopped 

 The participant will subsequently be re-evaluated for medical contraindications to 
exercise  

 Exercise intensity levels will be re-assessed and modified as needed   
 
Safety Parameters 

 Resting blood pressure systolic > 200 mm Hg or diastolic > 100 mm Hg 

 Resting heart rate >120 beats/min or < 40 beats/min 

 Increase in heart rate 90% of age predicted maximum during exercise 

 Oxygen saturation < 90% on room air 

 Unusual or severe shortness of breath 

 Chest pain including chest discomfort or pressure, left arm pain, report of indigestion 
or stomach discomfort 

 Palpitations 
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 Severe light headedness, dizziness or feeling about to faint 

 A physical activity session had to be discontinued because of other symptoms 
excluding musculoskeletal symptoms (e.g. knees, ankles, hips) reported by the 
participant 

 Decrease in diastolic blood pressure 20 mmHg during exercise 

 Increase in systolic blood pressure to 250 mmHg or in diastolic blood pressure to 

115 mmHg during exercise 

 Decrease in oxygen saturation to <88% on room air during exercise 
 

An automated external defibrillator (AED) will be available at the facility.  On-site staff, including 
a study interventionist, trained in basic life support, will be available to deal with medical 
emergencies.  Also, institutional and community emergency medical services will be activated if 
needed. 
 

7.2.9 Home Visit and Home Exercise Prescription 
All participants randomized to the study intervention will receive one home evaluation within one 
week following hospital discharge (preferred within 3 days).  The home visit will be utilized to:  

 Establish patient identified goals 

 Prescribe a customized the home exercise program based on patient goals and 
identified deficits 

 Identify areas for safe performance of walking and functional strengthening exercises 

 Engage the participant’s caregiver/partner to support home exercise 

 Identify resources in the home and community (i.e. technology, exercise facilities) to 
promote adherence to home exercise and goal achievement 

 Review use of physical activity monitor to track progress towards goals and promote 
adherence  

 
Participants will be instructed in low-intensity walking at their usual pace on non-program days, 
gradually increasing toward a goal of 30 minutes daily. The functional strengthening exercises 
(sit-to-stand from chair, step-ups, if feasible, and calf raises) will be incorporated as well.  
Participants will be encouraged to wear a physical activity monitor to both motivate and track 
adherence to the home exercise (see section 7.4). 
 
7.2.10 Allowance of Supervised Home-Based Exercise 
The preferred location of the outpatient intervention is facility-based.   However, some patients 
in the REHAB-HF target population may not be able to immediately begin the intervention in an 
outpatient facility, particularly in the first 2 weeks following hospital discharge.  At the discretion 
of the investigator, home-based training by appropriately trained personnel following the same 
intervention as described above (simply different location) is included as an option in the study 
protocol early after hospital discharge.  The investigator must have high confidence that the 
participant will be able to progress and is willing and able to transition to facility-based training.  
If a participant requires the home-based intervention, the focus will be to improve functional 
performance and to remove any barriers so that participants can subsequently transition to 
facility-based rehabilitation and exercise training.   
 
7.2.11 Maintenance Phase 
Following the completion of the outpatient intervention, participants in the intervention arm will 
be encouraged to continue with exercise training as part of a maintenance phase.  Preparations 
for the maintenance phase will begin after randomization and continue throughout the 
supervised exercise portion of the intervention.  These preparations may include  
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 Evaluation of home environment for safe and feasible participation in home exercises 
as described below (home visit section 7.2.9) 

 Ongoing encouragement to participate in the home walking exercise as described 
above (home exercise prescription section 7.2.9) 

 Identifying and addressing potential barriers to participation in exercise training after 
the supervised portion of the protocol is complete 

 Discussing the importance of continued regular exercise after the supervised 
intervention is complete 

 Identifying community resources available to the participant for ongoing physical 
activity and exercise training  

 Engagement of spouse or caregiver, when applicable, for ongoing support of 
continued exercise training 

 
Towards the conclusion of the outpatient intervention, an individualized exercise prescription will 
be developed by the interventionist and approved by a study physician.  This exercise 
prescription will be given to the participant at the 3-month visit.  All participants will receive 
regularly scheduled phone calls (two in month 4, one in months 5 and 6) to assess clinical 
status as described below (follow up schedule section 9.1).  For participants in the intervention 
arm, these phone calls will also be used to discuss the maintenance phase exercise 
prescription.   
 
7.2.12 Management of Conflicts with Physician-Ordered Care 
All participants will receive standard care as ordered by their personal, treating physician. 
Efforts will be made to integrate the REHAB-HF intervention into the standard of care ordered 
by the treating provider. In the event of conflict between standard care and the REHAB-HF 
intervention assignment, the study protocol will yield to individual, physician-ordered standard 
care.   
 
7.3  Intercurrent Illness and Interruption to Study Intervention 
Interruptions to the study intervention, including illness and hospitalization, are anticipated.  
Although this is an intention-to-treat protocol, to help ensure each participant has a reasonable 
opportunity to complete the study intervention (defined as completing at least 30 outpatient 
sessions) and that the physical performance outcome measures reflect the intended 
intervention of this study, limited extensions of the study intervention are included in the study 
protocol.  Participants who suffer an illness, hospitalization or other complications that interferes 
with participating in the study intervention will resume the intervention once medically stable.  
Participants will have up to 4 additional weeks beyond the initially planned 12 weeks to attempt 
to complete the multi-domain intervention.   

  
In addition, if a participant is acutely ill or hospitalized within 2 weeks of the anticipated date of 
the final 3-month visit, the visit will be delayed for up to 2 weeks to allow for up to 6 additional 
rehabilitation and exercise sessions.  Similarly, the final 3-month visit for those in the attention 
control arm will also be delayed for up to 2 weeks in the event of acute illness or hospitalization 
within 2 weeks of the date of the visit.     
 
7.4 Monitoring of Exercise and Rehabilitation 
The details regarding the number of rehabilitation sessions attended as well as key markers of 
adherence to the exercise prescription and progression will be recorded and entered into the 
secure database by the study personnel supervising the rehabilitation and exercise training.  In 
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addition, participants in both the study intervention arm and the attention control arm will keep a 
diary of any exercise performed or any usual care rehabilitation received.   
 
Participants in the rehabilitation intervention arm will be issued physical activity monitors to 
promote adherence to home exercise and activity goals.  In addition, at specific time points in 
the study, the attention control arm will wear a physical activity monitor to allow comparison of 
home activity between the two arms. 
 
Participant adherence with both exercise diary entries and wearing of an accelerometer will be 
encouraged throughout the study during follow-up visits and phone calls. 
 
8. Retention and Treatment Fidelity 
 
8.1 Overview 
In order for the REHAB-HF study to be successful, we will implement proactive procedures to 
insure that we (1) retain participants in accord with the intent-to-treat principle, (2) deliver the 
REHAB-HF intervention safely and effectively as outlined in the protocol, and (3) maximize 
adherence to intervention.   
 
8.2 Retention 
 
8.2.1 Adherence Screening and Behavioral Agreement 
Retaining participants in the study will begin prior to enrollment.  Following informed consent, a 
brief adherence screening tool and behavioral agreement will be completed.  The adherence 
screening tool explains the basic commitments of the rehabilitation intervention and asks the 
participant to rate the degree of: 1) conflicts from other commitments/personal issues interfering 
with the intervention, 2) difficulty in obtaining transportation, 3) how they think their primary 
physician would feel about the study intervention, and 4) their confidence in being able to carry 
out the intervention.  The behavioral agreement is a document to be signed by the participant 
detailing the requirements of REHAB-HF and indicating the participant’s willingness to complete 
the requirements of either treatment arm of the intervention once randomized.   
 
This process will not only allow us to identify adherence risks, but along with informed consent, 
it will also be used as a mechanism to give participants an in-depth understanding of REHAB-
HF and enable us to collect information to assist in the tailoring of treatment. 
 
The study team at each site will carefully discuss the information gleaned from these 
assessments to make a final determination on behavioral suitability for REHAB-HF. 
 
8.2.2 Retention Promotion Efforts 
To promote retention, the following steps will be followed: 1) provision of a clear schedule of all 
visits, reminders, same-day phone calls for any missed visits, involvement of family and 
caregivers, and sharing of test results and intervention progress, if applicable; 2) free parking for 
study visits and intervention sessions; 3) transportation to study visits and intervention sessions 
as needed for participants of low socioeconomic status; and 4) required in-person contact within 
the first 2 weeks following discharge, achieved through intervention sessions, home visit, or 
meeting at a usual care clinic visit or if necessary, a scheduled clinic visit.  
 
8.2.3 Retention for Study Visits  
Algorithms are developed to address non-attendance to study visits. These involve procedures 
(discussed below) that facilitate documentation of these events and how best to rectify the 
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problem. The following procedures will be implemented (as appropriate in each site) to carefully 
document and monitor missed study visits: 

 Preparing for the next visit at the end of each current visit by making the 
appointment and giving instructions for the next visit 

 Rescheduling the visit within the same window, if possible. Examinations that fall 
outside of the target window remain important and are used in all analyses. These 
examinations are assigned to whichever target visit would be the closest in time. If it 
becomes clear that a visit corresponding to a particular set of forms (e.g. a 3-month 
visit) is not completed, a Missed Visit form is filled out 

 
The following guidelines are implemented to promote adherence to study visits: 

 Fostering personal relationships between participants and individual members of the 
staff  

 Insuring that the clinic environment is warm and pleasant, and oriented to the 
comfort of the patient 

 Using easily accessible clinic locations, providing transportation when necessary, 
and convenient clinic hours all serve to facilitate study adherence 

 Keeping total clinic visit time to a minimum. If waiting is necessary, the situation is 
explained to the participant and, if possible, an offer is made for the participant to see 
another staff member, or to reschedule the visit 

 Appointment reminders are used to prompt participants to attend clinic visits  
 
8.2.4 Monitoring Recruitment and Retention  
The study investigators, including Dr. Jack Rejeski, consultant for retention and adherence, will 
routinely monitor screening and recruitment yields, and compare these to preset gender and 
ethnic minority benchmarks for each site. If sites encounter difficulties with recruitment or 
retention, the investigators will partner with the site in question to establish specific steps to 
assist in resolving the problem encountered.  
 
8.2.5 Retention and Efforts to Maintain Contact with Inactive Participants  
Retention is promoted by:  

 Examining and attempting to remove barriers (e.g., by addressing parking and other 
transportation issues, adjusting clinic hours). 

 Incorporating a variety of methods to promote contact with all participants and 
provide social support for all participants. 

 Ensuring that participants' concerns are identified and addressed before they 
express a desire to reduce their involvement in the study. 

 
REHAB-HF has the goal of maintaining some form of contact (e.g., phone, e-mail) with 
participants who are unable to continue full engagement in the study and to foster some form of 
continued involvement (e.g., even an agreement to allow future contact) with participants who 
are inactive in the study. Priority is given to attending assessment visits. 
 
8.3 Treatment Fidelity: Delivering the Physical Activity Intervention as Detailed in the 
Protocol  
Critical to the success of REHAB-HF is insuring fidelity of the intervention.  There are 3 steps 
taken to address this facet of study conduct.  
 
1. Prior to study launch, all intervention personnel will participate in on-site training sessions.  
Training materials will include videos, handouts, and case presentations, as well as hands-on 
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demonstrations for each site.  The training will be led by Dr. Pamela Duncan, overall trial 
intervention leader, who will review, critique, and provide feedback to the interventionists. 
 
2. The intervention will be carried out in a standardized manner across treatment sites.  To 
facilitate this, the intervention protocol contains a standardized protocol for guiding exercise 
prescription (section 7.3.2) and exercise progression (section 7.3.5), the two most critical pieces 
to ensure consistent implementation.   
 
3. An intervention committee will regularly review intervention adherence, progression, and 
fidelity.  This committee will comprise of Dr. Duncan and the intervention supervisors from each 
site along with Dr. Rejeski, as needed.  This committee will regularly review real-time reports 
generated from the study database to track attendance and progression on key measures in 
each domain (such as walking distance, sit-to-stand level achieved).  Bi-weekly 
teleconferences, including the interventionists, will be used to discuss the progress of individual 
participants, the performance of interventionists and sites, and to troubleshoot any potential 
barriers to attendance or progression that may arise.   
 
9. Study Participant Follow-up  
 
9.1 Follow up schedule  
All baseline measures (see Table 2) will be collected during the index hospitalization.  Follow up 
visits will occur 4 weeks ± 3 days and 12 weeks ± 10 days (unless intervention is extended, see 
section 7.3) from the day of discharge from the index hospitalization.  These visits will include a 
brief history and physical and collection of study measures (see Table 2).  Historical information 
will include heart failure symptoms, NYHA class, current medications, the results of any 
intervening cardiac studies (echocardiogram, stress tests, etc.), and the occurrence of any 
clinical events.  The focused physical examination will include evaluation of the lungs, heart, 
and periphery.  During these visits, the participants will also complete health status and quality 
of life measures as well as follow-up measures of physical function as detailed in Table 2 below.  
To promote retention, all participants will receive in-person contact within the first 2 weeks 
following discharge, achieved through intervention sessions, home visit, usual care clinic visit, or 
a scheduled clinic visit. In addition to the follow up visits, participants will receive a scheduled 
phone call at the end of months 2, 3.5, 4, 5, and 6 to evaluate clinical status and for follow-up on 
adherence to the maintenance phase.  Additional telephone contact will be made with the 
attention control group participants (see section 7.1). Telephone contact will also be maintained 
with participants unable or unwilling to attend the clinic visits.  In some instances, participants 
unable to attend these visits may receive a home visit to collect important end points.   
 
Table 2: Collection of Outcome Measures    

 
Index 

Hospitalization 
(Baseline) 

1 Month 
(Visit) 

2 Months 
(phone 

call) 

3 Months 
(Visit) 

3.5, 4, 5, & 6 
Months 

(phone call) 

6MWT X X  X  

SPPB X X  X  

Grip  X X  X  

Biomarkers X   X  

KCCQ X X  X  

SF-12 X X  X  

EQ-5D-5L X X  X X (6M only) 

GDS-15 X   X  
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MoCA X   X  

Clinical 
Events 

X X X X X 

Medications 
Review 

X X X X X 

Medical 
Resource 

Use 
 X X X X 

 
9.2 Blinding 
The study will use a single-blind design where the study personnel assessing outcomes will be 
blinded to the study arm to which participants are assigned.  To enhance continued blinding of 
assessors, participants will be asked not to disclose their assigned group during the assessment 
sessions. 
 

10  Outcomes 
 

10.1  Measures of Physical Performance 
The primary efficacy outcome for this study will be the SPPB.  The 6MWD, gait speed, and 
handgrip strength are other important measure of physical function that will be assessed.   
 

10.1.1  SPPB 
The SPPB was chosen as the primary outcome because: 1) physical function is an 
independently important outcome in older persons; 2) the SPPB is a well-accepted, reliable, 
validated measure of physical function in the older population,(89) and is safe and feasible in 
clinic, home, and hospital settings,(90) including hospitalized older ADHF patients HF;(28;29;37)  
3) the  SPPB score is highly predictive of important clinical outcomes, including disability, 
hospitalization, nursing home admission, and death;(89;91-94) 4) it is sensitive to change in 
health status(95) and responsive to exercise training;(65;67;96;97)  5) interventions that 
improve SPPB also improve clinical events, providing independent confirmation of 
validity;(98;99) 6) the SPPB is a key outcome in LIFE, the largest NIA-funded physical function 
intervention trial; 7) in our pilot study, the improvement in SPPB explained 90% of the 
improvement in rehospitalizations, providing a mechanistic link; and 8) the SPPB is 
standardized, simple, and relatively brief (<10 minutes). The SPPB measures physical function 
using 3 components: usual gait speed over 4 meters, time to complete 5 chair rises, and 
standing balance with progressively narrow base of support.  Each component is scored on a 0-
4 scale and summed for an overall score range of 0-12.  Each component of the SPPB is 
independently associated with important outcomes including mortality.(100;100)  Gait speed is 
associated with survival at increments of 0.1 m/s in community-dwelling adults(101) and is 
associated with survival in hospitalized older adults with coronary disease.(102)   
 
10.1.2 6MWD 
The 6MWD test is a well-established outcome measure in HF.  It is valid and reproducible in 
patients with a wide range of physical function, predicts clinical events, and responds to 
interventions.(103-106) We showed that it is as predictive of clinical events as exercise oxygen 
consumption,(107) and improves with exercise training including in older HF patients.(74;108)  
Although most studies involved outpatients with stable HF, the 6MWD is safe, feasible and 
predictive of outcomes in an inpatient population(109) and was feasible, safe, and responsive to 
the intervention in the REHAB-HF pilot study.(28)  The 6MWD will be conducted in an 
unobstructed hallway, utilizing a standardized script as recommended and as previously 
reported.(106;107;110)  Total distance covered, the number of times and duration of rest, along 
with symptoms, will be recorded.   
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10.1.3  Handgrip Strength 
Handgrip strength is a simple measure of upper extremity strength that correlates well with 
lower extremity strength and may serve as a marker of mobility.(111)  The measurement is 
obtained in only a few minutes using a handheld dynamometer.  Lower handgrip strength has 
been associated with increased risk of clinical outcomes including ADL disability (112) and 
mortality.(100)  Cut-off points of < 20 kg in women and < 30 kg in men have been 
recommended to help identify patients with sarcopenia, a geriatric syndrome characterized by 
progressive loss of muscle mass and strength (111;113) and has been used as an indicator of 
frailty.(114)  
 

10.2 Health Status and Quality of Life Measures  
 

10.2.1  Kansas City Cardiomyopathy Questionnaire (KCCQ) 
To assess change in health status and health-related QOL, participants will complete the 
KCCQ, a 23-item self-administered questionnaire that quantifies physical function, symptoms, 
social function, self-efficacy, and QOL in patients with HF. Scores range from 0-100; higher 
scores indicate better function.  The KCCQ score is an independent predictor of clinical 
outcomes such as hospitalization and mortality in outpatients with HF,(115;116) and those 
recently hospitalized for ADHF.(117)  It is a reliable and valid measure in HF patients, more 
sensitive to change than other measures of QOL.(118;119)  The KCCQ is also reliable, valid, 
and responsive in patients with comorbidities.(120)  A change in score of as little as 5 points is 
clinically significant and is associated with changes in clinical status(119) and physical function.  
A one standard deviation change in 6-minute walk distance correlates with a 5 point change in 
KCCQ.(121;122) A 5-point change in KCCQ is associated with all-cause mortality, 
cardiovascular death and hospitalization in patients with HF complicating acute myocardial 
infarction.(123)    
 
10.2.2 12-Item Short-Form Health Survey (SF-12) 
Given the high rates of comorbidities that frequently drive events in this population and which 
may be impacted by the study intervention, participants will also complete the 12-Item Short-
Form Health Survey (SF-12).  The SF-12, a quick (2 minute)(124) 12 item health survey is valid 
and reliable in older adults (125;126) and in HF.(127)   

 

10.2.3 EuroQol (EQ-5D-5L) 
This instrument assesses patient-specific health utilities used in cost-effectiveness analyses to 
capture QOL.(128) It performed well in HF-ACTION(129) and the PROTECT trial of ADHF.(130)  
It consists of five items that measure difficulty with 1) mobility; 2) self-care; 3) usual activities; 4) 
pain/discomfort; and 5) anxiety / depression and a self-rating (0-100) "thermometer" of the 
respondent’s overall health.  We will use the 5-level version which has improved sensitivity and 
reduced ceiling effect. It takes approximately 90 sec to complete.(131) When administering the 
EQ-5D-5L we will discern if participants require assistance with any essential ADLs as identified 
with responses of ‘severe problems’ or ‘unable to’ wash or dress (i.e. the self-care domain).     
 

10.3  Depression and Cognitive Status 
 
10.3.1 Geriatric Depression Scale – 15 (GDS-15) 
Depression is common in patients hospitalized with heart failure and is associated with worse 
clinical outcomes (132;133) and quality of life.(134;135) The Geriatric Depression Scale is a 
depression screening questionnaire developed specifically for the elderly.  The original version 
consists of 30 ‘yes/no’ questions.  A shorter, 15 item version that was subsequently developed 
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(GDS-15) has also been shown to be a valid and reliable screening instrument for depression in 
an elderly population (136) with sensitivity and specificity similar to the longer 30-item 
GDS.(137) 
 
10.3.2  Montreal Cognitive Assessment (MoCA) 
Cognitive impairment is common in HF patients(138) particularly when recently 
hospitalized,(139) and is associated with worse clinical outcomes, decreased independence 
with ADLs, and poorer functional mobility.(139;140)  The MoCA, a widely used, sensitive 
instrument for this purpose, will be used to identify participants with cognitive impairment and 
assess changes in cognitive status.(141) 
  

10.4  Biomarkers  
To determine if the intervention alters the HF disease course, we selected two well-accepted 
biomarkers of HF disease severity and prognosis, NT-proBNP(142) and galectin-3;(142) both of 
which were responsive in HF-ACTION and ASCEND.  Tumor necrosis factor alpha, C-reactive 
protein, and interleukin-6 were selected because we found they were increased in older HF 
patients and correlated with their SPPB score(143) and are known to predict prognosis.  The 
latter two were also responsive to the physical function intervention in the LIFE study.(144)  
Twenty mL of venous blood will be drawn at the baseline visit and the 3-month follow-up visit, 
spun, and frozen at -20oC in 1 mL aliquots, stored locally at -80oC, and shipped in batches to 
Wake Forest Health on dry ice via overnight transport.  Samples will be analyzed later in paired 
fashion (baseline and follow-up) to minimize inter-batch variability and cost.   
   

10.5 Clinical Measures 
Clinical events will be collected prospectively from randomization until 6 months after discharge 
from the index hospitalization, the highest risk period for older ADHF patients,(44) by 
interviewing participants and family at each visit, phone calls, and medical records review. 
 

10.5.1 Rehospitalizations 
All-cause rehospitalization was chosen as the secondary outcome because: 1) it is the most 
frequent adverse outcome in ADHF; 2) it is associated with impaired physical function, reduced 
quality of life, increased mortality, and increased cost; and 3) our pilot data and others’ suggest 
that it is responsive to physical function interventions.  A rehospitalization will be defined as a 
hospital stay > 24 hours, including prolonged emergency department visits or observational unit 
stays, for any cause and categorized according to the recommendations of Horwitz et al.(145)  
Rehospitalizations will be categorized by the site investigators as primarily due to non-
cardiovascular, HF, or other cardiovascular (myocardial infarction, acute coronary syndrome 
without myocardial infarction, arrhythmia, peripheral vascular) cause, and whether they were 
related to the study intervention or assessments.   
 

10.5.2 Other Clinical Events 
The study will also capture deaths, emergency department visits < 24 hrs, stays at 
observational units < 24 hrs, unscheduled, urgent medical visits, nursing home placement, 
myocardial infarction, stroke, serious arrhythmia, syncope, and falls.  A fall will be defined as 
‘‘an unexpected event in which the participants come to rest on the ground, floor, or lower level” 
as recommended by a recent consensus statement on defining falls as an outcome.(146) 
 

10.6 Frailty 
Frailty has been described as a geriatric syndrome characterized by decreased physiologic 
reserve due to impairment in multiple interrelated systems that results in increased vulnerability 
to stressors and increased risk for adverse events (147;148).  Fried et al developed an 
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operationalized definition of frailty(114)’(149) based on five characteristics:  unintentional weight 
loss; self-reported exhaustion; weakness; slow walking speed; and low physical activity.(150) 
This now widely adopted frailty phenotype is associated with multiple adverse events, disability 
and death(114;149) and in HF patients is strongly associated with increased risk of 
hospitalization.(151)  It is dynamic(152) and responds favorably to interventions.(97)  For this 
study, frailty status will be based on modification of the Fried assessment described by 
McNallan et al(153) for older HF patients using: a) slowness (gait speed by SPPB); b) low 
physical activity (physical component of SF-12); c) weakness by handgrip strength 
(dynamometer); d) unexpected weight loss by self report or body mass index <18.5; e) 
exhaustion based on KCCQ questions 5,6.  Participants meeting > 3 of these criteria will be 
classified as frail; those meeting 1 or 2 as pre-frail; and those meeting none as non-frail. 
 
10.7 Timing and Order of Outcome Measures 
All baseline assessments are to be collected prior to hospital discharge.  Ideally, all measures at 
all visits will be performed consecutively in 1 period with short-term (~2-5 minute) rest breaks as 
needed. However, at baseline, extended rest breaks or interruptions to outcomes testing will be 
allowed to accommodate usual care procedures, visitors, or unusual fatigue. 
 
The order of testing should be kept constant for each participant at each visit.  Measures of 
health status and quality of life should be collected prior to measures of physical performance.  
Within physical performance, the SPPB should be performed first.   
 
11. Economic Analysis 
 
11.1 Direct Medical Costs 
The case report form will be used to collect patient-level information on all-cause medical 
resource use (hospitalizations, emergency department and urgent care visits,  major medical 
procedures, home and skilled nursing facility care, and outpatient visits) and personnel and 
capital resources required to provide the REHAB-HF intervention. Medical resource use data 
will be ascertained by patient self-report and caregiver interviews and supplemented by their 
medical records. Intervention-related information will be documented by study personnel 
throughout the study. Direct medical costs will be valued from the societal perspective.(154) 
Professional services and costs for skilled nursing, home nursing and outpatient visits will be 
valued using Medicare fee schedules.(155) Costs for emergency department visits and 
hospitalizations will be estimated using models developed from HF-ACTION based on hospital-
level variables (length of stay, reason for admission, major procedures).(156) Cost for the 
REHAB-HF study intervention will be estimated using our recently-developed TEAM-HF Costing 
Tool.(157)   
 
11.2 Direct Non-Medical Costs 
At 3 months and 6 months, patients will be asked to report information on direct non-medical 
costs incurred to comply with the REHAB-HF intervention including costs associated with 
transportation and/or parking and fees for health club memberships, exercise equipment or 
other services or resources that patients have chosen to purchase to help them adhere to 
exercise training. 
 
11.3 Indirect (Patient Time) Costs 
To estimate time spent on REHAB-HF intervention, we will use information reported within the 
trial pertaining to adherence to protocol-required rehabilitation sessions and patient-reported 
information on time spent on home exercise. We will also ask patients to report the total amount 
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of time they spend getting to each rehabilitation session. Indirect costs associated with patient 
time will be valued using the average hourly wage in the USA.(158)   
 
11.4 Short-term Cost Analysis 
We will compare mean direct medical costs, indirect (patient time) costs, total costs and quality-
adjusted survival over the six-month follow-up period in the REHAB-HF intervention patients 
versus attention control. We will generate utility weights from the EQ-5D-5L collected data.  
 
11.5 Long-term Cost-Effectiveness Analysis 
We will also perform a cost-effectiveness analysis of the REHAB-HF intervention by combining 
estimated long-term costs and quality-adjusted survival with rehabilitation versus attention 
control.  We plan to use our TEAM-HF Cost-Effectiveness Model(157) developed with NIH 
funding (R01 NR011873) to generate long-term estimates of costs, survival and quality-adjusted 
survival for patient-centered interventions in heart failure.  We will conduct sensitivity analyses 
to evaluate the impact of varying the time horizon for the study and costs associated with the 
intervention.  
 
11.6 Sustainability of the Intervention 
To evaluate the sustainability of the intervention after the trial concludes, we will determine the 
extent to which the cost of the rehabilitation program is offset by savings from reductions in 
readmissions and other medical resources.  This information will be used to propose payment 
models for 3rd party payers (e.g. CMS) and accountable care organizations and health 
maintenance organizations who provide care to heart failure patients on a capitated basis.  If the 
intervention does not produce a net cost-savings, the cost-effectiveness analysis will assess 
gains in health outcomes vs. incremental costs of the intervention, which will provide important 
information for coverage decisions. 
 

12  Efficacy Parameters 
 
12.1 Primary Efficacy Parameter   
The primary outcome for assessing the efficacy of the REHAB-HF intervention will be change in 
physical function, as measured by the SPPB score, at 3 months. 

 

12.2 Secondary Efficacy Parameter 
The secondary outcome for assessing the efficacy of the REHAB-HF intervention will be the 
total number of all-cause rehospitalizations during the 6 months following discharge from the 
index hospitalization. 
   

12.3  Exploratory Efficacy Parameters  
The study will explore several other possible endpoints: 

1. Change in the Kansas City Cardiomyopathy Questionnaire (KCCQ) total score and 
physical component score at 3 months  
2. Change in 6-minute walk distance (6MWD) at 3 months 

 3. Change in component scores of the SPPB at 3 months 
4. Change in the 12-item short form health survey (SF-12), depression, and cognition 
measures at 3 months 

 5. Change in frailty status at 3 months 
 6. All-cause rehospitalizations at 1 month and 3 months 

7. All-cause combined rehospitalization and death at 6 months 
8. Global rank endpoint of SPPB score + all-cause rehospitalization + death  

 9. Heart failure (HF)-specific rehospitalizations 
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 10. Cardiovascular events  
 11. All-cause rehospitalization days  
 12. Total hospitalization days post-randomization 
 13. Total facility-free days alive  
 14. Deaths  
 15. Falls  
 16. Change in biomarkers at 3 months 
  

13. Safety Monitoring and Adverse Events 
Safety Monitoring and Adverse Events, including falls, will be collected at all visits, recorded 
with clinical details on the case report form, discussed during the regular Operations Committee 
meetings (Section 16), and forwarded to institutional review boards and the data safety 
monitoring board (DSMB; see section 12.2).  An independent DSMB, appointed by NIH and 
governed by NIH policy, will meet semi-annually (or more frequently as indicated) and will 
monitor study-wide safety and clinical events. 
 
13.1      Adverse Events (AE) and Serious Adverse Events (SAE) 
The following standard definitions of an adverse event and a serious adverse event are based 
on NHLBI policy as follows. 

 
1. Adverse event (experience): 
Any untoward medical occurrences in participants will be captured, regardless of causal 
relationship with the intervention and procedures.  An AE can therefore be any unfavorable and 
unintended sign (including an abnormal laboratory finding), symptoms, or disease temporally 
associated with the investigational intervention, whether or not considered related to the 
investigational intervention. 
 
2. Serious adverse event (experience) (SAE): 
Any untoward medical occurrences that may result in any of the following outcomes: 

 Death 

 Is life-threatening 

 Requires inpatient hospitalization or prolongation of existing hospitalization 

 Results in persistent or significant disability/incapacity 

 Is a congenital anomaly/birth defect 

 Important medical event that may not result in death, be life-threatening, or require 
hospitalization may be considered a serious adverse event when, based upon 
appropriate medical judgment, it may jeopardize the patient or participant and may 
require medical or surgical intervention to prevent one of the outcomes listed above   

 
Disability is defined as a substantial disruption of a person’s ability to conduct normal life’s 
functions (Federal Code of Regulations 21 CFR 312.32) 
 
For the purpose of the REHAB-HF study, the following AE’s and SAE’s will be reported to the 
DSMB: death, hospitalization, hospitalization/observation unit stay lasting less than 24 hours, 
emergency room visit, urgent clinic visits, and adverse events occurring while participant 
performing the REHAB-HF intervention (including angina, syncope/presyncope, palpitations, 
symptomatic hypoglycemia and/or falls).  All cardiovascular events (including worsening heart 
failure, acute coronary syndrome, arrhythmia, and stroke) will be collected and reported to the 
DSMB.  For the purpose of this protocol, hospitalizations will be identified as planned or not 
planned.   We will not be collecting specific information on congenital anomalies.   At the end of 
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the study or at death, an attempt will be made to ascertain if any permanent disabilities occurred 
related to the intervention. 
 
SAE’s resulting in a death associated with REHAB-HF intervention, defined as occurring while 
undergoing the multi-domain intervention or within 3 hours after the multi-domain intervention 
will be reported within 5 days to the REHAB-HF study investigators who will forward this 
information to the DSMB chairperson.  If it is unknown whether a SAE resulting in a death 
occurred while undergoing treatment or within 3 hours after treatment, this event will also be 
reported within 5 days to the investigators and forwarded to the DSMB chairperson.  
 

13.2  Data Safety Monitoring Board (DSMB)    
An independent DSMB, appointed by NIH and governed by NIH policy, will be charged with 
monitoring study-wide safety and clinical events on a regular basis (semi-annually).  In 
particular, the DSMB will review the following SAE’s and the following specific clinical and safety 
events: death, hospitalization, hospitalization/observation unit stay lasting less than 24 hours, 
emergency room visit, urgent clinic visits, and adverse events occurring while participant 
performing the REHAB-HF intervention (including angina, syncope/presyncope, palpitations, 
symptomatic hypoglycemia and/or falls), cardiovascular events (including worsening heart 
failure, acute coronary syndrome, arrhythmia, and stroke), nursing home placement, and injury 
(or fall) during rehabilitation.  

 

14.  Statistical Considerations 
 
14.1  Statistical Methods  
The primary aim of the study is to assess the efficacy of the REHAB-HF intervention on physical 
function measured by the total SPPB score. The effect of the intervention on SPPB score 
measured 3 months post-randomization will be estimated and tested for significance using 
analysis of covariance, where the randomized arm is the between-subject grouping variable and 
the pre-randomized measure of SPPB score, clinical site, age, gender, and ejection fraction 
category (preserved vs. reduced) will be covariates. Least square means will be used to 
estimate the intervention effect. Tests will be conducted at the 5% two-sided level of 
significance.   
 
The secondary aim of the study is to assess the intervention’s effect on the total number of all-
cause rehospitalizations during the 6 months following discharge from the index hospitalization. 
Since the count of all-cause rehospitalizations per participant may not be normally distributed, 
the effect of the intervention on total all-cause rehospitalizations will be estimated using a 
Poisson model for modeling count data, where the randomized arm is the between-subject 
grouping variable and clinical site, age, gender, and ejection fraction category will be covariates.   
 
The proportion of the intervention’s effect on total all-cause rehospitalizations that can be 
explained by its effect on 3-month SPPB score will be analyzed by multivariable regression 
between total number of all-cause rehospitalizations and the residual of the analysis of 
covariance model for 3-month SPPB omitting intervention from the model.   
 
Similar statistical methods as described above will be used for all of the exploratory efficacy 
parameters.   
 
14.2 Sample Size Justification 
The REHAB-HF pilot study showed an estimated intervention effect of an increase of 1.13 units 
in 3-month SPPB score (the primary outcome) or a 17.9% relative increase above the least 
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square mean for the attention control group, with a mean square error from the analysis of 
covariance model of 3.269. A clinically meaningful but small change in SPPB score is 0.5 units 
and a substantial change is 1.0 units.(159)  This study is designed to have 80% power to detect 
a 10% treatment difference (0.63 absolute difference) in the 3-month least square mean of 
SPPB score. This requires 258 evaluable participants. In our pilot study, the observed retention 
rate was 89%.  Conservatively assuming an 85% retention rate, the study requires randomizing 
304 participants (25.3 per site per year).  
 
In the completed pilot study, the number of all-cause rehospitalizations within 6 months was 
reduced 29.3% by the intervention (1.673+0.392 per patient in the attention control group vs. 
1.157+0.349 in the intervention group).  We performed additional work with an analysis of a 
contemporaneous sample of 239 consecutive patients aged > 65 years admitted with the 
primary diagnosis of ADHF.  This confirmatory sample yielded a 6-month rehospitalization event 
rate estimate within 0.5% of our attention control group, giving confidence in our pilot study 
estimate.  This study is designed to have 80% power to detect a 25% reduction (0.41 absolute 
difference) in the total number of all-cause rehospitalizations during the 6 months following the 
index hospitalization.  This requires 334 evaluable participants.  In the pilot study we were able 
to evaluate the number of hospitalizations within 6 months in 100% of participants. 
Conservatively assuming up to 5% inevaluability, the study requires randomizing 352 total 
participants.  Rounding up to 30 patients per site per yr, this study will randomize a total of 360 
patients, providing > 80% power for the primary and secondary aims. 
 

14.3 Data Management 
The REDCap (Research Electronic Data Capture) data management system developed by the 
Clinical and Translational Science Award-funded Centers (NIH) will be used.  The REDCap 
system is a secure, web-based database.  The system will be developed and maintained by the 
study Data Manager.  The REDCap system is hosted through the Bio-medical Informatics 
program of the WFU Translational Science Institute. 
 

15. Privacy protection 
The data analyses will pool data from all 3 sites.  Before transmission to a data center, identifier 
information will be stripped and replaced with a unique code while the code linking the specimen 
with the participant’s identity will remain in the security of the local site principal investigator.  
Data de-identification will be in full compliance with section 19.8 of the Wake Forest Office of 
Research Investigator page: http://www.wakehealth.edu/IC_Office-of-Research/IC_Investigator-
Resource-Page.htm. Only individuals trained and certified in privacy protection will have access 
to data.   
 

16. Organizational structure 
REHAB-HF is comprised of 3 clinical centers and an administrative center.  The Steering 
Committee is comprised of the directors of the 3 clinical centers (Drs. Kitzman, O’Connor, 
Whellan, Reeves, Patel), study biostatistician (Dr. Morgan), intervention leader (Dr. Duncan), 
and economic analysis leader (Dr. Reed).  All key decisions will be made by this group which 
will meet by teleconference every other week (or weekly as needed).  The Operations 
Committee will consist of the study investigators, research nurse coordinators, intervention 
supervisors, study manager and data manager from the administrative center, and will meet by 
bi-weekly teleconference. The Intervention Committee, led by Dr. Duncan, includes the 
intervention supervisors from each site and will meet every other week.  The Administrative 
Center at Wake Forest will: 1) administer subcontracts with clinical centers, matching timelines 
and deliverables; 2) maintain the Manual of Operations, protocol and intervention materials, 
questionnaires and forms; 3) coordinate training and certification of clinical center staff; 4) 

http://www.wakehealth.edu/IC_Office-of-Research/IC_Investigator-Resource-Page.htm
http://www.wakehealth.edu/IC_Office-of-Research/IC_Investigator-Resource-Page.htm
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maintain the centralized web-based data management system and randomization procedures; 
5) monitor data collection, measurement and intervention reliability; 6) generate data quality 
reports for study sites, steering committee and DSMB meetings; and 7) schedule and lead all 
teleconferences.    
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1.   Overview of the REHAB-HF Study 
REHAB-HF: A Trial of Rehabilitation Therapy in Older Acute Heart Failure Patients, is a 
multicenter, randomized, attention-controlled, single-blind trial designed to examine the 
hypothesis that, in addition to standard care, a novel, tailored, progressive, multi-domain 
rehabilitation intervention administered to older patients with acute decompensated heart failure 
(ADHF) beginning early during hospitalization and continuing for 12 weeks will improve physical 
function and key clinical outcomes, including the rate of rehospitalization. 
 
There will be 3 lead centers, Wake Forest Baptist Health, Duke University Medical Center, and 
Thomas Jefferson University and Hospital.  Each lead center may recruit up to 3 geographically-
close, tightly-affiliated 'satellite' sites under their direct management and budgetary control.  
Together, these sites will recruit a total of 360 consenting patients ≥ 60 years old hospitalized 
with ADHF.  Following informed consent and baseline testing, the participants will be 
randomized in a 1:1 fashion to receive a 12-week novel, progressive, multi-domain rehabilitation 
and exercise training intervention or attention control.  The multi-domain rehabilitation 
intervention will include endurance, mobility, strength, and balance training and will be tailored 
based on participant performance in each of these domains.  It will begin upon randomization 
during the hospitalization and will continue 3 times per week in an outpatient setting.  
Participants randomized to the attention control arm will receive all services ordered by their 
primary physician and will be contacted bi-weekly by study staff.  All participants will undergo 
measures of physical function and quality of life at baseline, 1 month, and 3 months.  Clinical 
events will be monitored for 6 months following the index hospitalization. 
 
By testing a novel rehabilitation intervention supported by multiple levels of evidence, this trial 
will address a critical evidence gap in the care of older patients with ADHF. The REHAB-HF 
results have the potential to shift paradigms by improving physical function and quality of life as 
well as clinical outcomes.  If successful, the results could have a major impact on the 
management of patients with ADHF, the most common Medicare discharge diagnosis. 
 
2.   Study Objectives 
 
2.1 Primary Objective 
To conduct a multicenter, randomized, attention-controlled, single-blind trial of a novel, tailored, 
progressive, multi-domain, 12-week physical function intervention in 360 older patients with 
ADHF in order to test the following primary specific hypothesis:  The REHAB-HF intervention 
will improve physical function, as measured by the short physical performance battery (SPPB). 
 
2.2 Secondary Objective 
To systematically collect clinical outcomes data during the 6 months following the index 
hospitalization to test the following secondary hypothesis:  The REHAB-HF intervention will 
reduce the 6-month all-cause rehospitalization rate. 
 
2.3  Other Objectives 
1. To assess the economic impact of the intervention by comparing medical costs between 
treatment arms, inclusive of the cost for rehabilitation therapy, relative to its associated changes 
in health outcomes. 
 
2. To estimate the proportion of the reduction in rehospitalizations explained by the 
intervention’s effect on the SPPB score.  
 
3. To examine the effect of the intervention on these exploratory endpoints: 



Protocol  Version4-2/6/2018 6 

1. Change in the Kansas City Cardiomyopathy Questionnaire (KCCQ) total score and 
physical component score at 3 months  
2. Change in 6-minute walk distance (6MWD) at 3 months 

 3. Change in component scores of the SPPB at 3 months 
4. Change in the 12-item short form health survey (SF-12), depression, and cognition 
measures at 3 months 

 5. Change in frailty status at 3 months 
 6. All-cause rehospitalizations at 1 month and 3 months 
 7. All-cause rehospitalizations 6 months from the date of randomization 

8. All-cause combined rehospitalization and death at 6 months 
9. Global rank endpoint of SPPB score + all-cause rehospitalization + death  

 10. Heart failure (HF)-specific rehospitalizations 
 11. Cardiovascular events  
 12. All-cause rehospitalization days  
 13. Total hospitalization days post-randomization 
 14. Total facility-free days alive 
 15. Deaths  
 16. Falls  
 17. Change in biomarkers at 3 months 
 18. Blood-based bioenergetics profiling. 
 
3.   Background 
ADHF is the leading cause of hospitalization in persons > 60 years in the United States.  
Hospitalized ADHF is associated with severely reduced health-related quality of life (QOL), 
persistently high rehospitalization rates,(1) markedly increased mortality, and costs over $39 
billion per year.(2)  Current HF management guidelines, even when perfectly adhered to, have 
had only modest impact on ADHF outcomes, particularly rehospitalizations in the older 
population.(1;3-5)  Furthermore, several recent trials of new interventions to improve ADHF 
outcomes, such as telemonitoring,(6;7) alternative diuretic regimens,(8-11) novel agents(11;12) 
and biomarker guidance have been negative.(9;13) This suggests outcomes in older ADHF 
patients may be driven partly by mechanisms that are not addressed by current approaches.    
 
Multiple lines of emerging evidence suggest that severely reduced physical function and frailty 
strongly contribute to adverse outcomes in older patients with hospitalized ADHF.(14)   We and 
others have shown that even when stable with compensated cardiovascular function, older 
patients with chronic HF have particularly severe impairments in physical function(14-16) due to 
the combined effects of aging, cardiovascular dysfunction, and impaired skeletal muscle 
function.(17-27)  As patients with chronic HF transition to ADHF, physical function worsens 
markedly both because of HF decompensation and accelerated physical 
deconditioning.(19;28;29) This is further exacerbated by the hospital processes, including forced 
bed rest which can markedly accelerate physical dysfunction.(30-36)  We and others have 
shown that after resolution of the acute HF symptoms and congestion, older ADHF patients 
continue to have marked impairments in physical function, including strength, balance, mobility 
and endurance, and that most patients meet formal definitions of frailty.(28;29;37-39)  
Furthermore, these deficits persist and some patients never recover baseline 
function.(14;33;40-43)  This occurs during the most vulnerable, high risk period for 
rehospitalization and adverse outcomes - up to 6 months post discharge.(44;45) We 
hypothesize that this physical frailty predisposes patients to adverse outcomes and that this 
cascade of events contributes to the persistently high rates of adverse outcomes, including 
rehospitalization, in older HF patients.(4;16;28;29;37;38;41;42;45-47)   
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The typical older ADHF patient has > 5 comorbidities(14;48;49) and these contribute to impaired 
physical function(50) and subsequent adverse outcomes.(4;14;28;47;49;51-56)  Impaired 
physical function and frequent non-cardiac comorbidities may explain the unexpected finding 
from multiple studies that > 50% of rehospitalizations in older ADHF patients are due to non-
cardiac events rather than recurrent ADHF.(4;14;40;48;49;57-59)   
 
In our published model,(14) we have identified 5 factors that contribute to severely impaired 
physical function and subsequent events in older ADHF patients: aging-related changes, the 
primary HF disease, deconditioning, multiple comorbidities, and iatrogenesis. Our data and 
others’ from studies in other medical conditions common in older patients support that targeted 
physical function interventions can improve impairments related to each of these factors.(21;60-
67)   
 
However, current ADHF management paradigms do not account for or address the marked 
physical dysfunction in hospitalized older patients with acute HF.(3;4;50) This may also explain 
why trials of a wide range of interventions in ADHF have been largely negative(6-8;11;12;12) 
and disease management programs have had, at most, modest impact on long-term outcomes 
and mortality.(6;37;68;69)   
 
Furthermore, the exercise training trials in HF to date (n >17) have systematically excluded 
ADHF patients in this key period of vulnerability.(70-73) The largest of these, the NIH-funded 
HF-ACTION trial, systematically excluded patients with ADHF and those within 6 weeks of 
hospital discharge.(73;74) Possibly because of recent instability, the study did not significantly 
reduce the primary endpoint of all-cause mortality or all-cause hospitalizations.(74)  HF-ACTION 
also enrolled relatively few older patients, excluded those with multiple comorbidities, and 
utilized a traditional cardiac rehabilitation exercise training intervention that would not have been 
appropriate for older patients with significant frailty.  As a result, and similar to prior trials, it likely 
missed the patients who are elderly, frail, and have multimorbidity who have the largest potential 
for improvements in outcomes.(3;3;4;75-77)   
 
Prior exercise training studies in HF have not addressed the domains of balance and strength 
which are important for preventing early injuries in frail, older hospitalized ADHF patients(78) 
and for enhancing gains in function.(79)  Prior intervention studies in older hospitalized patients 
that have included these domains have generally excluded patients with HF. (65;67;78-80)  
However, the results of such studies informed and support the primary hypothesis of the 
proposed study.(41;79-82)  For instance, Morris et al showed that an early mobility program 
improved outcomes in older hospitalized patients with acute respiratory failure.(82)  In a non-
randomized quasiexperimental study, Tinetti et al. recently showed that a restorative home care 
model that included physical function reduced rehospitalizations by one-third in older patients, 
some of whom had HF.(41) The primary hypothesis is also supported by our pilot study which 
showed that in older patients with ADHF, the proposed intervention can improve SPPB score, a 
strong predictor of hospitalization, disability, and death.(38)   
 
4.  Overview of Investigational Plan 
The REHAB-HF study is a multicenter, randomized, attention-controlled, single-blind trial of a 
novel, progressive, multi-domain rehabilitation intervention versus attention control in 360 older 
patients hospitalized with ADHF.  The primary hypothesis is that the REHAB-HF intervention will 
improve physical function, as measured by the SPPB, the primary outcome. 
 
Patients will be screened and enrolled during the index HF hospitalization.  After completion of 
the baseline testing, participants will be randomly assigned to a novel, progressive, multi-
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domain, 12-week physical function intervention or to attention control.  Participants randomized 
to the intervention arm will begin a tailored, novel, multi-domain rehabilitation intervention in the 
hospital which will progress to the outpatient setting.  The intervention will focus on four key 
physical functional domains: endurance, mobility, strength, and balance; and will be tailored 
based on participant performance in each of these domains.  Participants randomized to the 
attention control arm will receive all services ordered by their primary physician and will be 
contacted bi-weekly by study staff.  Blinded assessments will be repeated 1 month and 3 
months following the index hospital discharge.  Data on clinical events and resource use will be 
collected for 6 months following the index hospital discharge.  
 
5. Study Population 
The inclusion and exclusion criteria have been developed to include a broad range of older 
patients who are hospitalized with ADHF and expected to be discharged to home.  To enhance 
the applicability of the results, the criteria are designed to be inclusive of older patients with 
multiple comorbidities, heterogeneous functional performance, and both preserved (≥ 45%) and 
reduced ejection fraction.  Specifically, the study has the goal that patients with preserved 
ejection fraction will compromise at least 30% of the total study population.   
 
5.1 Inclusion Criteria 

 Age ≥ 60 years old 
 In the hospital setting >24 hours for the management of ADHF, or diagnosed with ADHF 

after being hospitalized for another reason. ADHF will be confirmed by the study 
physician, and will be defined according to the Food and Drug Administration definition 
of hospitalized heart failure as a combination of symptoms, signs, and HF-specific 
medical treatments, and requires that all 4 of the following are met: 

 
1) At least one symptom of HF which has worsened from baseline: a. dyspnea at 
rest or with exertion; b. exertional fatigue; c. orthopnea; d. paroxysmal nocturnal 
dyspnea (PND) 
 
2) At least two of the following signs of HF: a. Pulmonary congestion or edema on 
exam (rales or crackles) or by chest xray; b. Elevated jugular venous pressure or 
central venous pressure ≥ 10 mm Hg; c. peripheral edema; d. wedge or left 
ventricular end diastolic pressure ≥15 mmHg; e. rapid weight gain (≥ 5 lbs.); f. 
Increased b-type natriuretic peptide (BNP) (≥100 pg/ml) or N-terminal prohormone 
BNP (≥220pg/ml) 
 
3) Change in medical treatment specifically targeting HF defined as change in dose 
or initiation of or augmentation of at least one of the following therapies: a. diuretics; 
b. vasodilators; c. inotropes (including digoxin if for HF); d. other neurohormonal 
modulating agents, including angiotensin converting enzyme inhibitors, angiotensin II 
receptor blockers, beta-blockers, aldosterone or direct renin inhibitors 
 
4) The primary cause of symptoms and signs is judged by the investigator to be due 
to HF 
 

 Adequate clinical stability has been achieved in the judgment of the investigator to allow 
participation in study assessments and the intervention  

 Prior to admission and HF decompensation, patient was independent with basic 
activities of daily living (ADLs) including the ability to ambulate independently (with or 
without the use of an assistive device) 



Protocol  Version4-2/6/2018 9 

 Able to walk 4 meters (with or without the use of an assistive device) at the time of 
enrollment 

 Signed informed consent document indicating that the patient understands the purpose 
of and procedures required for the study and is willing to participate in the study 
 

5.2 Exclusion criteria 

 Acute myocardial infarction (Note: given that cardiac biomarkers such as troponin are 
frequently elevated in HF patients, the diagnosis of acute myocardial infarction should be 
based on clinical diagnosis, not biomarkers alone) 

 Planned discharge other than to home or a facility where the participant will live 
independently 

 Already actively participating in formal, facility-based cardiac rehabilitation 

 Prior cardiac transplantation or planned within the next 6 months 

 Severe aortic valve stenosis 

 Ventricular assist device or anticipated within the next 6 months 

 Already engaging in regular moderate to vigorous exercise conditioning defined as  > 30 
minutes per day, ≥ twice per week consistently during the previous 6 weeks 

 Terminal illness other than HF with life expectancy < 1 year 

 Impairment from stroke, injury or other medical disorder that precludes participation in 
the intervention 

 Dementia that precludes ability to participate in rehabilitation and follow study protocols 

 Enrollment in a clinical trial not approved for co-enrollment 

 Expected use of continuous intravenous inotropic therapy after discharge 

 Implantable cardioverter defibrillator with heart rate limits < expected heart rates for 
exercise and unable to be reprogrammed 

 Advanced chronic kidney disease defined as estimated glomerular filtration rate < 20 
mL/min/1.73 m2 based upon the Modification of Diet in Renal Disease study equation, 
current ultrafiltration, or on chronic or intermittent dialysis or dialysis anticipated within 
the next 6 months 

 High risk for non-adherence as determined by screening evaluation 

 Inability or unwillingness to comply with the study requirements 

 Anticipated hospital discharge before baseline study measures could be completed 
 
6. Participant Enrollment 
 
6.1 Screening 
Screening for enrollment will be initiated as early as possible during the patient’s hospitalization 
for ADHF.  Patients who are eligible and agree to participate in REHAB-HF will give written, 
informed consent. 
 
Following informed consent, screening will continue with a brief assessment of walking 
capability as well as a brief adherence screening tool and behavioral agreement designed to 
identify participants at high risk of failing to adhere to the study intervention. Participants who 
are able to ambulate 4 meters independently, are not at high risk for failing to adhere to the 
intervention, and meet all other inclusion criteria will be enrolled.  A record of participants who 
provided informed consent but were not subsequently enrolled and the specific exclusion 
reasons will be maintained by the study.  In addition, a record of patients screened, but not 
consented, will be maintained by the study.   

 
6.2 Baseline Testing 
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Baseline testing of physical function, measures of health status and QOL, and collection of 
blood samples will be completed as soon as possible after consent (see sections 9 and 10 for 
details).   
 
6.3 Randomization  
Once a participant has been identified who satisfies all enrollment criteria, informed consent has 
been obtained, and baseline testing is complete, the participant will be randomized to a multi-
domain rehabilitation intervention group or to an attention control group.  Block randomization 
will be performed, stratified on clinical center and ejection fraction (<45, ≥45), and will be 
performed by a centralized, web-based system developed and maintained by Dr. Timothy 
Morgan.  
 
7.  Investigational Intervention  
 
7.1 Attention Control 
Participants randomized to the attention control arm will be notified immediately, and will follow 
standard care as ordered by their individual, treating physician.  Importantly, to reduce the 
potential for bias from greater attention and surveillance in the rehabilitation intervention group, 
participants in the attention control group will receive at least bi-weekly contact from study 
personnel during the first 3 months following the index hospitalization.  This contact will be 
provided as a combination of telephone calls and specified study visits.  Specifically, contact will 
be made with study visits at weeks 4 and 12 and with telephone calls at weeks 2, 6, 8, and 10.  
Further, in-person contact will be made within the first 2 weeks following discharge for the 
purposes of retention (section 8.2.2). Consistent with the rehabilitation intervention group, 
telephone contact will also be made at weeks 14, 16, 20, and 24. Information regarding 
symptoms, HF transitional management program use, medical compliance, activity level, 
rehabilitation received, medical resource utilization, and clinical events will be collected at each 
of these encounters. 
 
Participants in the attention control arm will not receive any specific rehabilitation 
recommendations or exercise prescription from study personnel.  They may, however, receive 
any physical or occupational therapy deemed appropriate by their usual clinical care providers, 
both during the hospitalization and as outpatients.   

 
7.2 Rehabilitation Intervention Group 
 
7.2.1 REHAB-HF Rehabilitation Intervention Overview 
The multi-domain rehabilitation intervention for this study is a novel integration of rehabilitation 
therapies developed specifically for older heart failure patients who have been hospitalized for 
ADHF; a population characterized by heterogeneity in mobility status, multiple co-morbid 
conditions, and high rates of frailty.(48;50;83-85)  The goal of the intervention is to increase 
endurance, mobility, strength, and balance utilizing reproducible targeted exercises 
administered by a multi-disciplinary team with specific milestones for progression.   
 
This is a transitional intervention which begins during the acute hospitalization and continues for 
12 weeks after discharge in the outpatient setting.  The intervention will be administered once 
daily in the hospital and 3 days per week in the outpatient setting.  Each session will include 3 
stages: 1) warm-up (seated core exercises, 2-3 minutes light walking if able, and stretching 
exercises), 2) rehabilitation/training, and 3) cool-down (stretching exercises).  The 
rehabilitation/training portion of each session will include exercises tailored based on participant 
performance in each of 4 domains: endurance, mobility, strength, and balance. 
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7.2.2 Initiation of the Rehabilitation Intervention 
Participants randomized to the multi-domain rehabilitation intervention will begin the intervention 
in the hospital as soon as possible after randomization.  Though not required for enrollment, 
when possible the intervention will begin in the hospital.  Plans for the initiation / continuation of 
the intervention in the outpatient setting will be made prior to hospital discharge and will be 
scheduled to begin within the first week following discharge.   
 
7.2.3 Initial Exercise Prescription 
The initial rehabilitation exercise prescription will be individualized for each participant based 
upon functional performance level (1-4, from lowest to highest) in each domain using the 
objective criteria shown in Table 1.  Performance level will be assessed in the first rehabilitation 
session in both the inpatient and outpatient setting. Using a standardized approach, exercises 
specifically targeted to the participant’s functional level in each domain will be selected from the 
rehabilitation intervention protocols.  We anticipate a range of initial performance levels based 
on the REHAB-HF pilot study where 40% of participants were initially at level 1 for most 
domains, 33% were at level 2, and 27% were at level 3. 

 
Table 1.  Performance Levels for Strength, Balance, Mobility and Endurance 

 Level 1 Level 2 Level 3 Level 4 

Strength:  Rise from chair 
without hand support 

unable at least once 
5 times in > 15 
but <60 sec. 

5 times in ≤ 15 
sec. 

Balance: Standing unable with feet 
together for 10 sec. 

with feet together for 
10 sec. 

unsupported and 
reach forward 10 in. 

on 1 leg for 10 
sec. 

Endurance: Continuous 
walking 

< 2 minutes ≥ 2 but < 10 minutes 
≥ 10 but 

< 20 minutes 
≥ 20 minutes 

Mobility: Gait speed ≤ 0.4 m/sec. > 0.4 but ≤ 0.6 m/sec 
> 0.6 but ≤ 0.8 

m/sec. 
> 0.8 m/sec. 

 
7.2.4 Exercise Duration 
During the hospitalization, each rehabilitation session will last for approximately 45 minutes and 
will include warm-up (~5 minutes), cool-down (~5 minutes), and rest periods as needed.  The 
outpatient rehabilitation sessions will last for approximately 60 minutes (range 45 - 75 minutes), 
including 5 to 10 minutes each for warm-up and cool-down periods.  The relative time spent on 
each domain during the rehabilitation session will be tailored to the participant’s physical 
function impairments. Specifically, a participant with poor balance and functional mobility will 
spend a greater proportion of time performing balance and mobility exercises in the early 
portions of the intervention.  As balance and functional mobility improve, these will comprise a 
smaller portion of the session and time spent on endurance will be increased.  Alternatively, a 
participant with only modest impairments in balance and functional mobility at baseline will 
spend most of the exercise session performing endurance and strengthening exercises, even 
early in the intervention. 
 
7.2.5 Exercise Intensity 
Exercise intensity will be based upon patient-reported rate of perceived exertion (RPE) using a 
6-20 point scale.  While hospitalized and initially following discharge, target intensity will be low 
(RPE ≤ 12).  In the outpatient setting, target intensity will gradually increase over the first 2 
weeks of the intervention.  For strengthening rehabilitation, the target RPE will progress to 15-
16, as this level of intensity may be necessary to obtain significant functional improvement in 
strength, as previously shown.(67)  For the endurance exercises, the target RPE will progress to 
13 (“somewhat hard”) with a range of 11-15.  After 4 weeks of the endurance intervention, 
intensity within the RPE range will be adjusted to ensure a heart rate response of ≥ 20 beats per 
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minute above the resting heart rate, as exercise increase is needed to achieve > 60% of 
exercise reserve capacity.(86)  Using both RPE and heart rate will ensure an adequate training 
effect and minimize non-responders while maintaining safety(74;87;88)   
 
7.2.6 Exercise Progression 
A key aspect of the REHAB-HF intervention is its structured, gradual progression using specific 
small increments in each exercise.  As discussed in section 7.2.3, initial performance level 
(Table 1) will be assessed at the first inpatient and outpatient session.  Using a standardized 
approach, initial exercises specifically targeted to the participant’s functional level in each 
domain will be selected from the rehabilitation intervention protocols below.  Participants will 
then be continually challenged to safely and effectively improve physical function by advancing 
through the specified progression for each exercise based on their individual performance.  
Further, the performance level in each domain will be reassessed bi-weekly in the outpatient 
setting to re-evaluate functional abilities (i.e. to ensure no under-treatment) and to evaluate 
progression.  Exercise prescription within each domain will be adjusted accordingly.  
Importantly, as function improves, the duration of endurance-based exercise will be increased 
as tolerated by the participant.  Progression will be monitored by the intervention team under the 
direction of the site intervention supervisor and in consultation with Dr. Duncan, overall study 
intervention leader.   
 
7.2.7 Modality of Exercise 
The REHAB-HF intervention incorporates 4 exercise domains into each session: endurance, 
mobility, strength, and balance.  A brief description of the types and range of exercises in each 
of these domains is included below.  Generally, exercises range from those adapted to the 
lowest level of functioning (level 1) to the highest (level 4). A detailed description of each 
exercise and how it is to be progressed is contained in the manual of operations.    
 
7.2.7.1 Endurance Training 
For the most debilitated participants (level 1), endurance training will begin with repeated bouts 
of ambulation at usual speed with rest breaks as needed, with an initial goal of 5-10 minutes 
total duration.  The endurance training will progress to sustained walking at the target RPE for 
up to 40 minutes for the highest-functioning participants (level 4).  Walking is the preferred 
mode of endurance exercise, however, endurance exercises utilizing other equipment while still 
involving major muscle groups of the lower extremities (e.g. exercise bicycle) may be 
incorporated into the endurance training to supplement walking. 
 
7.2.7.2 Mobility Rehabilitation 
One of the primary goals of the rehabilitation intervention is to improve functional mobility, 
particularly in participants with slower gait speeds (<0.8 meter/second) and impaired dynamic 
balance.  Accomplishing this will involve rehabilitation exercises that combine balance activities 
with mobility.  Such exercises will include dynamic start and stop and changing direction while 
walking.  In addition, participants with a slow gait speed will undergo exercises involving brief 
episodes of accelerated gait.  Close supervision and guarding will be provided to prevent 
injuries and falls.   
 
7.2.7.3 Strengthening Rehabilitation 
The intervention focuses on functional strengthening exercises of the lower extremities that may 
be supplemented by general resistance exercises for major muscle groups of the upper and 
lower extremities. Functional strengthening exercises include: sit-to-stand from chair (or bed in 
the hospital setting), step-ups (front and side), calf raises, and squats.  For the most impaired 
participants (level 1), this will begin with guarded stands, assisted step-ups on a 4-inch step, 
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seated toe raises, and 0-15 degree squats with support.  These exercises will progress to (level 
4) rapidly repeated stands with platform in front of chair, unassisted step-ups on an 8-10 inch 
step, standing toe raises on one leg, and 45-90 degree squats without support. For general 
strengthening exercises, the most impaired participants (level 1) will begin with assistive or 
lightly resistive exercises.  The interventionists will match the participant’s ability to exercise 
major muscle groups of the upper and lower extremities.  As participants progress, 
strengthening exercises of the major muscle groups of the upper and lower extremities using 
resistance bands or free weights will be incorporated.  The amount of resistance will be 
progress so that the participant can perform 1 set of 10 repetitions at the target rate of RPE. 
 
7.2.7.4 Balance Rehabilitation 
Balance rehabilitation will include both static and dynamic exercises.  For the most unsteady 
participants (level 1), balance rehabilitation will begin with holding a shoulder-width stance for 
static balance and standing and reaching forward and backward 6 inches for dynamic balance.  
For static balance, these exercises will progress to holding an increasingly narrow base of 
support (feet together to semi-tandem stance to tandem stance to single leg stance) with eyes 
open and progressing to eyes closed.  Close supervision, including the use of a gait belt as 
needed, will be provided by the study personnel to prevent injuries and falls.  For dynamic 
balance, participants will be challenged to reach further beyond their base of support during 
seated progressing to standing activities.  Dynamic balance will also be integrated within 
functional strengthening exercises (e.g. step and reach).  Close supervision, including the use of 
a gait belt as needed, will be provided by the study personnel to prevent injuries and falls.  As 
patients progress to level 3 and 4, dynamic balance activities will be incorporated into 
endurance episodes, such as supervised walking and turning, walking and abrupt stops, walking 
and talking, and walking and side stepping.   
 
7.2.8 Exercise Safety  
During each exercise session, participants will sign an attendance sheet and log any health-
related problems or symptoms they are experiencing.  These sheets will be reviewed by 
intervention staff before initiating physical activity.  Should a participant report a significant 
change in health status (see safety parameters below) before or during exercise, a study 
physician onsite or the participant’s primary doctor should be consulted prior to exercise 
participation.  Vital signs, including heart rate, blood pressure and pulse oximetery will be 
recorded at the beginning and conclusion of each session.  Routine assessment of heart rate 
during the exercise session will also be used to enhance exercise safety.  Exercising blood 
pressure and pulse oximetery will be monitored on a symptom-driven basis as needed during 
the trial to ensure participant safety.   
 
For participants who meet any of the safety parameters listed below, the following steps and 
additional monitoring procedures will be conducted:  

 Exercise training sessions will be stopped 

 The participant will subsequently be re-evaluated for medical contraindications to 
exercise  

 Exercise intensity levels will be re-assessed and modified as needed   
 
Safety Parameters 

 Resting blood pressure systolic > 200 mm Hg or diastolic > 100 mm Hg 

 Resting blood pressure systolic < 80 mm Hg 

 Resting blood pressure systolic between 80 and 89 mm Hg with associated or 
uncertain symptoms of lightheadedness or dizziness 
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 Resting heart rate >120 beats/min or < 40 beats/min 

 Increase in heart rate 90% of age predicted maximum during exercise 

 Oxygen saturation < 90% on room air 

 Unusual or severe shortness of breath 

 Chest pain including chest discomfort or pressure, left arm pain, report of indigestion 
or stomach discomfort 

 Palpitations 

 Severe light headedness, dizziness or feeling about to faint 

 A physical activity session had to be discontinued because of other symptoms 
excluding musculoskeletal symptoms (e.g. knees, ankles, hips) reported by the 
participant 

 Decrease in diastolic blood pressure 20 mmHg during exercise 

 Increase in systolic blood pressure to 250 mmHg or in diastolic blood pressure to 

115 mmHg during exercise 

 Decrease in oxygen saturation to <88% on room air during exercise 
 

An automated external defibrillator (AED) will be available at the facility.  On-site staff, including 
a study interventionist, trained in basic life support, will be available to deal with medical 
emergencies.  Also, institutional and community emergency medical services will be activated if 
needed. 
 

7.2.9 Home Visit and Home Exercise Prescription 
All participants randomized to the study intervention will receive one home evaluation within one 
week following hospital discharge (preferred within 3 days).  The home visit will be utilized to:  

 Establish patient identified goals 

 Prescribe a customized the home exercise program based on patient goals and 
identified deficits 

 Identify areas for safe performance of walking and functional strengthening exercises 

 Engage the participant’s caregiver/partner to support home exercise 

 Identify resources in the home and community (i.e. technology, exercise facilities) to 
promote adherence to home exercise and goal achievement 

 Review use of pedometer to track progress towards goals and promote adherence  

 
Participants will be instructed in low-intensity walking at their usual pace on non-program days, 
gradually increasing toward a goal of 30 minutes daily. The functional strengthening exercises 
(sit-to-stand from chair, step-ups, if feasible, and calf raises) will be incorporated as well.  
Participants will be encouraged to wear a pedometer to both motivate and track adherence to 
the home exercise (see section 7.4). 
 
7.2.10 Allowance of Supervised Home-Based Exercise 
The preferred location of the outpatient intervention is facility-based.   However, some patients 
in the REHAB-HF target population may not be able to immediately begin the intervention in an 
outpatient facility, particularly in the first 2 weeks following hospital discharge.  At the discretion 
of the investigator, home-based training by appropriately trained personnel following the same 
intervention as described above (simply different location) is included as an option in the study 
protocol early after hospital discharge.  The investigator must have high confidence that the 
participant will be able to progress and is willing and able to transition to facility-based training.  
If a participant requires the home-based intervention, the focus will be to improve functional 
performance and to remove any barriers so that participants can subsequently transition to 
facility-based rehabilitation and exercise training.   
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7.2.11 Maintenance Phase 
Following the completion of the outpatient intervention, participants in the intervention arm will 
be encouraged to continue with exercise training as part of a maintenance phase.  Preparations 
for the maintenance phase will begin after randomization and continue throughout the 
supervised exercise portion of the intervention.  These preparations may include  

 Evaluation of home environment for safe and feasible participation in home exercises 
as described below (home visit section 7.2.9) 

 Ongoing encouragement to participate in the home walking exercise as described 
above (home exercise prescription section 7.2.9) 

 Identifying and addressing potential barriers to participation in exercise training after 
the supervised portion of the protocol is complete 

 Discussing the importance of continued regular exercise after the supervised 
intervention is complete 

 Identifying community resources available to the participant for ongoing physical 
activity and exercise training  

 Engagement of spouse or caregiver, when applicable, for ongoing support of 
continued exercise training 

 
Towards the conclusion of the outpatient intervention, an individualized exercise prescription will 
be developed by the interventionist and approved by a study physician.  This exercise 
prescription will be given to the participant at the 3-month visit.  All participants will receive 
regularly scheduled phone calls (one at months 4, 5, and 6) to assess clinical status as 
described below (follow up schedule section 9.1).  For participants in the intervention arm, these 
phone calls will also be used to discuss the maintenance phase exercise prescription.   
 
7.2.12 Management of Conflicts with Physician-Ordered Care 
All participants will receive standard care as ordered by their personal, treating physician. 
Efforts will be made to integrate the REHAB-HF intervention into the standard of care ordered 
by the treating provider. In the event of conflict between standard care and the REHAB-HF 
intervention assignment, the study protocol will yield to individual, physician-ordered standard 
care.   
 
7.3  Intercurrent Illness and Interruption to Study Intervention 
Interruptions to the study intervention, including illness and hospitalization, are anticipated.  
Although this is an intention-to-treat protocol, to help ensure each participant has a reasonable 
opportunity to complete the study intervention (defined as completing at least 30 outpatient 
sessions) and that the physical performance outcome measures reflect the intended 
intervention of this study, limited extensions of the study intervention are included in the study 
protocol.  Participants who suffer an illness, hospitalization or other complications that interferes 
with participating in the study intervention will resume the intervention once medically stable.  
Participants will have up to 4 additional weeks beyond the initially planned 12 weeks to attempt 
to complete the multi-domain intervention.   

  
In addition, if a participant is acutely ill or hospitalized within 2 weeks of the anticipated date of 
the final 3-month visit, the visit will be delayed for up to 2 weeks to allow for up to 6 additional 
rehabilitation and exercise sessions.  Similarly, the final 3-month visit for those in the attention 
control arm will also be delayed for up to 2 weeks in the event of acute illness or hospitalization 
within 2 weeks of the date of the visit.     
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7.4 Monitoring of Exercise and Rehabilitation 
The details regarding the number of rehabilitation sessions attended as well as key markers of 
adherence to the exercise prescription and progression will be recorded and entered into the 
secure database by the study personnel supervising the rehabilitation and exercise training.  In 
addition, participants in both the study intervention arm and the attention control arm will keep a 
diary of any exercise performed or any usual care rehabilitation received.   
 
Participants in the rehabilitation intervention arm will be issued a pedometer to promote 
adherence to home exercise and activity goals.   
 
Participant adherence with both exercise diary entries and wearing of a pedometer will be 
encouraged throughout the study during follow-up visits and phone calls. 
 
8. Retention and Treatment Fidelity 
 
8.1 Overview 
In order for the REHAB-HF study to be successful, we will implement proactive procedures to 
insure that we (1) retain participants in accord with the intent-to-treat principle, (2) deliver the 
REHAB-HF intervention safely and effectively as outlined in the protocol, and (3) maximize 
adherence to intervention.   
 
8.2 Retention 
 
8.2.1 Adherence Screening and Behavioral Agreement 
Retaining participants in the study will begin prior to enrollment.  Following informed consent, a 
brief adherence screening tool and behavioral agreement will be completed.  The adherence 
screening tool explains the basic commitments of the rehabilitation intervention and asks the 
participant to rate the degree of: 1) conflicts from other commitments/personal issues interfering 
with the intervention, 2) difficulty in obtaining transportation, 3) how they think their primary 
physician would feel about the study intervention, and 4) their confidence in being able to carry 
out the intervention.  The behavioral agreement is a document to be signed by the participant 
detailing the requirements of REHAB-HF and indicating the participant’s willingness to complete 
the requirements of either treatment arm of the intervention once randomized.   
 
This process will not only allow us to identify adherence risks, but along with informed consent, 
it will also be used as a mechanism to give participants an in-depth understanding of REHAB-
HF and enable us to collect information to assist in the tailoring of treatment. 
 
The study team at each site will carefully discuss the information gleaned from these 
assessments to make a final determination on behavioral suitability for REHAB-HF. 
 
8.2.2 Retention Promotion Efforts 
To promote retention, the following steps will be followed: 1) provision of a clear schedule of all 
visits, reminders, same-day phone calls for any missed visits, involvement of family and 
caregivers, and sharing of test results and intervention progress, if applicable; 2) free parking for 
study visits and intervention sessions; 3) transportation to study visits and intervention sessions 
as needed for participants of low socioeconomic status; and 4) required in-person contact within 
the first 2 weeks following discharge, achieved through intervention sessions, home visit, or 
meeting at a usual care clinic visit or if necessary, a scheduled clinic visit.  
 
8.2.3 Retention for Study Visits  
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Algorithms are developed to address non-attendance to study visits. These involve procedures 
(discussed below) that facilitate documentation of these events and how best to rectify the 
problem. The following procedures will be implemented (as appropriate in each site) to carefully 
document and monitor missed study visits: 

 Preparing for the next visit at the end of each current visit by making the 
appointment and giving instructions for the next visit 

 Rescheduling the visit within the same window, if possible. Examinations that fall 
outside of the target window remain important and are used in all analyses. These 
examinations are assigned to whichever target visit would be the closest in time. If it 
becomes clear that a visit corresponding to a particular set of forms (e.g. a 3-month 
visit) is not completed, a Missed Visit form is filled out 

 
The following guidelines are implemented to promote adherence to study visits: 

 Fostering personal relationships between participants and individual members of the 
staff  

 Insuring that the clinic environment is warm and pleasant, and oriented to the 
comfort of the patient 

 Using easily accessible clinic locations, providing transportation when necessary, 
and convenient clinic hours all serve to facilitate study adherence 

 Keeping total clinic visit time to a minimum. If waiting is necessary, the situation is 
explained to the participant and, if possible, an offer is made for the participant to see 
another staff member, or to reschedule the visit 

 Appointment reminders are used to prompt participants to attend clinic visits  
 
8.2.4 Monitoring Recruitment and Retention  
The study investigators, including Dr. Jack Rejeski, consultant for retention and adherence, will 
routinely monitor screening and recruitment yields, and compare these to preset gender and 
ethnic minority benchmarks for each site. If sites encounter difficulties with recruitment or 
retention, the investigators will partner with the site in question to establish specific steps to 
assist in resolving the problem encountered.  
 
8.2.5 Retention and Efforts to Maintain Contact with Inactive Participants  
Retention is promoted by:  

 Examining and attempting to remove barriers (e.g., by addressing parking and other 
transportation issues, adjusting clinic hours). 

 Incorporating a variety of methods to promote contact with all participants and 
provide social support for all participants. 

 Ensuring that participants' concerns are identified and addressed before they 
express a desire to reduce their involvement in the study. 

 
REHAB-HF has the goal of maintaining some form of contact (e.g., phone, e-mail) with 
participants who are unable to continue full engagement in the study and to foster some form of 
continued involvement (e.g., even an agreement to allow future contact) with participants who 
are inactive in the study. Priority is given to attending assessment visits. 
 
8.3 Treatment Fidelity: Delivering the Physical Activity Intervention as Detailed in the 
Protocol  
Critical to the success of REHAB-HF is insuring fidelity of the intervention.  There are 3 steps 
taken to address this facet of study conduct.  
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1. Prior to study launch, all intervention personnel will participate in on-site training sessions.  
Training materials will include videos, handouts, and case presentations, as well as hands-on 
demonstrations for each site.  The training will be led by Dr. Pamela Duncan, overall trial 
intervention leader, who will review, critique, and provide feedback to the interventionists. 
 
2. The intervention will be carried out in a standardized manner across treatment sites.  To 
facilitate this, the intervention protocol contains a standardized protocol for guiding exercise 
prescription (section 7.3.2) and exercise progression (section 7.3.5), the two most critical pieces 
to ensure consistent implementation.   
 
3. An intervention committee will regularly review intervention adherence, progression, and 
fidelity.  This committee will comprise of Dr. Duncan and the intervention supervisors from each 
site along with Dr. Rejeski, as needed.  This committee will regularly review real-time reports 
generated from the study database to track attendance and progression on key measures in 
each domain (such as walking distance, sit-to-stand level achieved).  Bi-weekly 
teleconferences, including the interventionists, will be used to discuss the progress of individual 
participants, the performance of interventionists and sites, and to troubleshoot any potential 
barriers to attendance or progression that may arise.   
 
9. Study Participant Follow-up  
 
9.1 Follow up schedule  
All baseline measures (see Table 2) will be collected during the index hospitalization.  Follow up 
visits will occur 4 weeks ± 3 days and 12 weeks ± 10 days (unless intervention is extended, see 
section 7.3) from the day of discharge from the index hospitalization.  These visits will include a 
brief history and physical and collection of study measures (see Table 2).  Historical information 
will include heart failure symptoms, NYHA class, current medications, the results of any 
intervening cardiac studies (echocardiogram, stress tests, etc.), and the occurrence of any 
clinical events.  The focused physical examination will include evaluation of the lungs, heart, 
and periphery.  During these visits, the participants will also complete health status and quality 
of life measures as well as follow-up measures of physical function as detailed in Table 2 below.  
To promote retention, all participants will receive in-person contact within the first 2 weeks 
following discharge, achieved through intervention sessions, home visit, usual care clinic visit, or 
a scheduled clinic visit. In addition to the follow up visits, participants will receive a scheduled 
phone call at the end of months 2, 4, 5, and 6 to evaluate clinical status and for follow-up on 
adherence to the maintenance phase.  Additional telephone contact will be made with the 
attention control group participants (see section 7.1). Telephone contact will also be maintained 
with participants unable or unwilling to attend the clinic visits.  In some instances, participants 
unable to attend these visits may receive a home visit to collect important end points.   
 
Table 2: Collection of Outcome Measures    

 
Index 

Hospitalization 
(Baseline) 

1 Month 
(Visit) 

2 Months 
(phone 

call) 

3 Months 
(Visit) 

4, 5, & 6 
Months 

(phone call) 

6MWT X X  X  

SPPB X X  X  

Grip  X X  X  

Biomarkers X   X  

Bioenergetic 
Profiling 

X   X  
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KCCQ X X  X  

SF-12 X X  X  

EQ-5D-5L X X  X X (6M only) 

GDS-15 X   X  

LOT X   X  

MoCA X   X  

Clinical 
Events 

X X X X X 

Medications 
Review 

X X X X X 

Medical 
Resource 

Use 
 X X X X 

 
9.2 Blinding 
The study will use a single-blind design where the study personnel assessing outcomes will be 
blinded to the study arm to which participants are assigned.  To enhance continued blinding of 
assessors, participants will be asked not to disclose their assigned group during the assessment 
sessions. 
 

10  Outcomes 
 

10.1  Measures of Physical Performance 
The primary efficacy outcome for this study will be the SPPB.  The 6MWD, gait speed, and 
handgrip strength are other important measure of physical function that will be assessed.   
 

10.1.1  SPPB 
The SPPB was chosen as the primary outcome because: 1) physical function is an 
independently important outcome in older persons; 2) the SPPB is a well-accepted, reliable, 
validated measure of physical function in the older population,(89) and is safe and feasible in 
clinic, home, and hospital settings,(90) including hospitalized older ADHF patients HF;(28;29;37)  
3) the  SPPB score is highly predictive of important clinical outcomes, including disability, 
hospitalization, nursing home admission, and death;(89;91-94) 4) it is sensitive to change in 
health status(95) and responsive to exercise training;(65;67;96;97)  5) interventions that 
improve SPPB also improve clinical events, providing independent confirmation of 
validity;(98;99) 6) the SPPB is a key outcome in LIFE, the largest NIA-funded physical function 
intervention trial; 7) in our pilot study, the improvement in SPPB explained 90% of the 
improvement in rehospitalizations, providing a mechanistic link; and 8) the SPPB is 
standardized, simple, and relatively brief (<10 minutes). The SPPB measures physical function 
using 3 components: usual gait speed over 4 meters, time to complete 5 chair rises, and 
standing balance with progressively narrow base of support.  Each component is scored on a 0-
4 scale and summed for an overall score range of 0-12.  Each component of the SPPB is 
independently associated with important outcomes including mortality.(100;100)  Gait speed is 
associated with survival at increments of 0.1 m/s in community-dwelling adults(101) and is 
associated with survival in hospitalized older adults with coronary disease.(102)   
 
10.1.2 6MWD 
The 6MWD test is a well-established outcome measure in HF.  It is valid and reproducible in 
patients with a wide range of physical function, predicts clinical events, and responds to 
interventions.(103-106) We showed that it is as predictive of clinical events as exercise oxygen 
consumption,(107) and improves with exercise training including in older HF patients.(74;108)  
Although most studies involved outpatients with stable HF, the 6MWD is safe, feasible and 
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predictive of outcomes in an inpatient population(109) and was feasible, safe, and responsive to 
the intervention in the REHAB-HF pilot study.(28)  The 6MWD will be conducted in an 
unobstructed hallway, utilizing a standardized script as recommended and as previously 
reported.(106;107;110)  Total distance covered, the number of times and duration of rest, along 
with symptoms, will be recorded.   
 
10.1.3  Handgrip Strength 
Handgrip strength is a simple measure of upper extremity strength that correlates well with 
lower extremity strength and may serve as a marker of mobility.(111)  The measurement is 
obtained in only a few minutes using a handheld dynamometer.  Lower handgrip strength has 
been associated with increased risk of clinical outcomes including ADL disability (112) and 
mortality.(100)  Cut-off points of < 20 kg in women and < 30 kg in men have been 
recommended to help identify patients with sarcopenia, a geriatric syndrome characterized by 
progressive loss of muscle mass and strength (111;113) and has been used as an indicator of 
frailty.(114)  
 

10.2 Health Status and Quality of Life Measures  
 

10.2.1  Kansas City Cardiomyopathy Questionnaire (KCCQ) 
To assess change in health status and health-related QOL, participants will complete the 
KCCQ, a 23-item self-administered questionnaire that quantifies physical function, symptoms, 
social function, self-efficacy, and QOL in patients with HF. Scores range from 0-100; higher 
scores indicate better function.  The KCCQ score is an independent predictor of clinical 
outcomes such as hospitalization and mortality in outpatients with HF,(115;116) and those 
recently hospitalized for ADHF.(117)  It is a reliable and valid measure in HF patients, more 
sensitive to change than other measures of QOL.(118;119)  The KCCQ is also reliable, valid, 
and responsive in patients with comorbidities.(120)  A change in score of as little as 5 points is 
clinically significant and is associated with changes in clinical status(119) and physical function.  
A one standard deviation change in 6-minute walk distance correlates with a 5 point change in 
KCCQ.(121;122) A 5-point change in KCCQ is associated with all-cause mortality, 
cardiovascular death and hospitalization in patients with HF complicating acute myocardial 
infarction.(123)    
 
10.2.2 12-Item Short-Form Health Survey (SF-12) 
Given the high rates of comorbidities that frequently drive events in this population and which 
may be impacted by the study intervention, participants will also complete the 12-Item Short-
Form Health Survey (SF-12).  The SF-12, a quick (2 minute)(124) 12 item health survey is valid 
and reliable in older adults (125;126) and in HF.(127)   

 

10.2.3 EuroQol (EQ-5D-5L) 
This instrument assesses patient-specific health utilities used in cost-effectiveness analyses to 
capture QOL.(128) It performed well in HF-ACTION(129) and the PROTECT trial of ADHF.(130)  
It consists of five items that measure difficulty with 1) mobility; 2) self-care; 3) usual activities; 4) 
pain/discomfort; and 5) anxiety / depression and a self-rating (0-100) "thermometer" of the 
respondent’s overall health.  We will use the 5-level version which has improved sensitivity and 
reduced ceiling effect. It takes approximately 90 sec to complete.(131) When administering the 
EQ-5D-5L we will discern if participants require assistance with any essential ADLs as identified 
with responses of ‘severe problems’ or ‘unable to’ wash or dress (i.e. the self-care domain).     
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10.3  Depression, Cognitive Status, and Optimism 
 
10.3.1 Geriatric Depression Scale – 15 (GDS-15) 
Depression is common in patients hospitalized with heart failure and is associated with worse 
clinical outcomes (132;133) and quality of life.(134;135) The Geriatric Depression Scale is a 
depression screening questionnaire developed specifically for the elderly.  The original version 
consists of 30 ‘yes/no’ questions.  A shorter, 15 item version that was subsequently developed 
(GDS-15) has also been shown to be a valid and reliable screening instrument for depression in 
an elderly population (136) with sensitivity and specificity similar to the longer 30-item 
GDS.(137) 
 
10.3.2  Montreal Cognitive Assessment (MoCA) 
Cognitive impairment is common in HF patients(138) particularly when recently 
hospitalized,(139) and is associated with worse clinical outcomes, decreased independence 
with ADLs, and poorer functional mobility.(139;140)  The MoCA, a widely used, sensitive 
instrument for this purpose, will be used to identify participants with cognitive impairment and 
assess changes in cognitive status.(141) 
 
10.3.3 Life Orientation Test (LOT-R) 
Optimism is broadly defined as the tendency to believe that experiences will lead to good results 
rather than bad.  In other populations, optimism has been associated with decreased 
readmissions and total mortality. An objective measure of optimism, the revised Life Orientation 
Test (LOT-R), is easily administered in this population and will be used to determine its stability 
in patients with heart failure as well as the effect of physical conditioning.   
 
 
10.4 Accelerometry 
An accelerometer (Actigraph GT3X or similar device) will be used to monitor physical activity, 
movement patterns, and sleep.  The device is worn on the wrist, is validated, and is well-
accepted (>80% compliance in NHANES).  The participant will wear the device from the time of 
enrollment through final 6-month follow-up.   
  

10.5  Biomarkers and Blood-based Bioenergetic Profiling 
To determine if the intervention alters the HF disease course, we selected two well-accepted 
biomarkers of HF disease severity and prognosis, NT-proBNP(142) and galectin-3;(142) both of 
which were responsive in HF-ACTION and ASCEND.  Tumor necrosis factor alpha, C-reactive 
protein, and interleukin-6 were selected because we found they were increased in older HF 
patients and correlated with their SPPB score(143) and are known to predict prognosis.  The 
latter two were also responsive to the physical function intervention in the LIFE study.(144)  
Twenty mL of venous blood will be drawn at the baseline visit and the 3-month follow-up visit, 
spun, and frozen at -20oC in 1 mL aliquots, stored locally at -80oC, and shipped in batches to 
Wake Forest Health on dry ice via overnight transport.  Samples will be analyzed later in paired 
fashion (baseline and follow-up) to minimize inter-batch variability and cost.   
 
Whole blood (16mL at the baseline and 3-month visit) will be drawn for bioenergetics profiling. 
PBMCs, monocytes, lymphocytes, and platelets will be separated from whole blood and 
assessed for basal respiration, maximal respiration, ATP-linked respiration, spare respiratory 
capacity, proton leak, and non-mitochondrial respiration. There may also be a blood draw for up 
to 2 rehospitalizations, if these occur during the study intervention, at the Wake Forest Clinical 
Site only. 
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10.6 Clinical Measures 
Clinical events will be collected prospectively from randomization until 6 months after discharge 
from the index hospitalization, the highest risk period for older ADHF patients,(44) by 
interviewing participants and family at each visit, phone calls, and medical records review. 
 

10.6.1  Rehospitalizations 
All-cause rehospitalization was chosen as the secondary outcome because: 1) it is the most 
frequent adverse outcome in ADHF; 2) it is associated with impaired physical function, reduced 
quality of life, increased mortality, and increased cost; and 3) our pilot data and others’ suggest 
that it is responsive to physical function interventions.  A rehospitalization will be defined as a 
hospital stay > 24 hours, including prolonged emergency department visits or observational unit 
stays, for any cause and categorized according to the recommendations of Horwitz et al.(145)  
Rehospitalizations will be categorized by the site investigators as primarily due to non-
cardiovascular, HF, or other cardiovascular (myocardial infarction, acute coronary syndrome 
without myocardial infarction, arrhythmia, peripheral vascular) cause, and whether they were 
related to the study intervention or assessments.   
 

10.6.2  Other Clinical Events 
The study will also capture deaths, emergency department visits < 24 hrs, stays at 
observational units < 24 hrs, unscheduled, urgent medical visits, nursing home placement, 
myocardial infarction, stroke, serious arrhythmia, syncope, and falls.  A fall will be defined as 
‘‘an unexpected event in which the participants come to rest on the ground, floor, or lower level” 
as recommended by a recent consensus statement on defining falls as an outcome.(146) 
 

10.7  Frailty 
Frailty has been described as a geriatric syndrome characterized by decreased physiologic 
reserve due to impairment in multiple interrelated systems that results in increased vulnerability 
to stressors and increased risk for adverse events (147;148).  Fried et al developed an 
operationalized definition of frailty(114)’(149) based on five characteristics:  unintentional weight 
loss; self-reported exhaustion; weakness; slow walking speed; and low physical activity.(150) 
This now widely adopted frailty phenotype is associated with multiple adverse events, disability 
and death(114;149) and in HF patients is strongly associated with increased risk of 
hospitalization.(151)  It is dynamic(152) and responds favorably to interventions.(97)  For this 
study, frailty status will be based on modification of the Fried assessment described by 
McNallan et al(153) for older HF patients using: a) slowness (gait speed by SPPB); b) low 
physical activity (physical component of SF-12); c) weakness by handgrip strength 
(dynamometer); d) unexpected weight loss by self report or body mass index <18.5; e) 
exhaustion based on KCCQ questions 5,6.  Participants meeting > 3 of these criteria will be 
classified as frail; those meeting 1 or 2 as pre-frail; and those meeting none as non-frail. 
 
10.8 Timing and Order of Outcome Measures 
All baseline assessments are to be collected prior to hospital discharge.  Ideally, all measures at 
all visits will be performed consecutively in 1 period with short-term (~2-5 minute) rest breaks as 
needed. However, at baseline, extended rest breaks or interruptions to outcomes testing will be 
allowed to accommodate usual care procedures, visitors, or unusual fatigue. 
 
The order of testing should be kept constant for each participant at each visit.  Measures of 
health status and quality of life should be collected prior to measures of physical performance.  
Within physical performance, the SPPB should be performed first.   
 
11. Economic Analysis 
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11.1 Direct Medical Costs 
The case report form will be used to collect patient-level information on all-cause medical 
resource use (hospitalizations, emergency department and urgent care visits,  major medical 
procedures, home and skilled nursing facility care, and outpatient visits) and personnel and 
capital resources required to provide the REHAB-HF intervention. Medical resource use data 
will be ascertained by patient self-report and caregiver interviews and supplemented by their 
medical records. Intervention-related information will be documented by study personnel 
throughout the study. Direct medical costs will be valued from the societal perspective.(154) 
Professional services and costs for skilled nursing, home nursing and outpatient visits will be 
valued using Medicare fee schedules.(155) Costs for emergency department visits and 
hospitalizations will be estimated using models developed from HF-ACTION based on hospital-
level variables (length of stay, reason for admission, major procedures).(156) Cost for the 
REHAB-HF study intervention will be estimated using our recently-developed TEAM-HF Costing 
Tool.(157)   
 
11.2 Direct Non-Medical Costs 
At 3 months and 6 months, patients will be asked to report information on direct non-medical 
costs incurred to comply with the REHAB-HF intervention including costs associated with 
transportation and/or parking and fees for health club memberships, exercise equipment or 
other services or resources that patients have chosen to purchase to help them adhere to 
exercise training. 
 
11.3 Indirect (Patient Time) Costs 
To estimate time spent on REHAB-HF intervention, we will use information reported within the 
trial pertaining to adherence to protocol-required rehabilitation sessions and patient-reported 
information on time spent on home exercise. We will also ask patients to report the total amount 
of time they spend getting to each rehabilitation session. Indirect costs associated with patient 
time will be valued using the average hourly wage in the USA.(158)   
 
11.4 Short-term Cost Analysis 
We will compare mean direct medical costs, indirect (patient time) costs, total costs and quality-
adjusted survival over the six-month follow-up period in the REHAB-HF intervention patients 
versus attention control. We will generate utility weights from the EQ-5D-5L collected data.  
 
11.5 Long-term Cost-Effectiveness Analysis 
We will also perform a cost-effectiveness analysis of the REHAB-HF intervention by combining 
estimated long-term costs and quality-adjusted survival with rehabilitation versus attention 
control.  We plan to use our TEAM-HF Cost-Effectiveness Model(157) developed with NIH 
funding (R01 NR011873) to generate long-term estimates of costs, survival and quality-adjusted 
survival for patient-centered interventions in heart failure.  We will conduct sensitivity analyses 
to evaluate the impact of varying the time horizon for the study and costs associated with the 
intervention.  
 
11.6 Sustainability of the Intervention 
To evaluate the sustainability of the intervention after the trial concludes, we will determine the 
extent to which the cost of the rehabilitation program is offset by savings from reductions in 
readmissions and other medical resources.  This information will be used to propose payment 
models for 3rd party payers (e.g. CMS) and accountable care organizations and health 
maintenance organizations who provide care to heart failure patients on a capitated basis.  If the 
intervention does not produce a net cost-savings, the cost-effectiveness analysis will assess 
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gains in health outcomes vs. incremental costs of the intervention, which will provide important 
information for coverage decisions. 
 

12  Efficacy Parameters 
 
12.1 Primary Efficacy Parameter   
The primary outcome for assessing the efficacy of the REHAB-HF intervention will be change in 
physical function, as measured by the SPPB score, at 3 months. 

 

12.2 Secondary Efficacy Parameter 
The secondary outcome for assessing the efficacy of the REHAB-HF intervention will be the 
total number of all-cause rehospitalizations during the 6 months following discharge from the 
index hospitalization. 
   

12.3  Exploratory Efficacy Parameters  
The study will explore several other possible endpoints: 

1. Change in the Kansas City Cardiomyopathy Questionnaire (KCCQ) total score and 
physical component score at 3 months  
2. Change in 6-minute walk distance (6MWD) at 3 months 

 3. Change in component scores of the SPPB at 3 months 
4. Change in the 12-item short form health survey (SF-12), depression, and cognition 
measures at 3 months 

 5. Change in frailty status at 3 months 
 6. All-cause rehospitalizations at 1 month and 3 months 
 7. All-cause rehospitalizations 6 months from the date of randomization 

8. All-cause combined rehospitalization and death at 6 months 
9. Global rank endpoint of SPPB score + all-cause rehospitalization + death  

 10. Heart failure (HF)-specific rehospitalizations 
 11. Cardiovascular events  
 12. All-cause rehospitalization days  
 13. Total hospitalization days post-randomization 
 14. Total facility-free days alive  
 15. Deaths  
 16. Falls  
 17. Change in biomarkers at 3 months 
  

13. Safety Monitoring and Adverse Events 
Safety Monitoring and Adverse Events, including falls, will be collected at all visits, recorded 
with clinical details on the case report form, discussed during the regular Operations Committee 
meetings (Section 16), and forwarded to institutional review boards and the data safety 
monitoring board (DSMB; see section 12.2).  An independent DSMB, appointed by NIH and 
governed by NIH policy, will meet semi-annually (or more frequently as indicated) and will 
monitor study-wide safety and clinical events. 
 
13.1      Adverse Events (AE) and Serious Adverse Events (SAE) 
The following standard definitions of an adverse event and a serious adverse event are based 
on NHLBI policy as follows. 

 
1. Adverse event (experience): 
Any untoward medical occurrences in participants will be captured, regardless of causal 
relationship with the intervention and procedures.  An AE can therefore be any unfavorable and 
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unintended sign (including an abnormal laboratory finding), symptoms, or disease temporally 
associated with the investigational intervention, whether or not considered related to the 
investigational intervention. 
 
2. Serious adverse event (experience) (SAE): 
Any untoward medical occurrences that may result in any of the following outcomes: 

 Death 

 Is life-threatening 

 Requires inpatient hospitalization or prolongation of existing hospitalization 

 Results in persistent or significant disability/incapacity 

 Is a congenital anomaly/birth defect 

 Important medical event that may not result in death, be life-threatening, or require 
hospitalization may be considered a serious adverse event when, based upon 
appropriate medical judgment, it may jeopardize the patient or participant and may 
require medical or surgical intervention to prevent one of the outcomes listed above   

 
Disability is defined as a substantial disruption of a person’s ability to conduct normal life’s 
functions (Federal Code of Regulations 21 CFR 312.32) 
 
For the purpose of the REHAB-HF study, the following AE’s and SAE’s will be reported to the 
DSMB: death, hospitalization, hospitalization/observation unit stay lasting less than 24 hours, 
emergency room visit, urgent clinic visits, and adverse events occurring while participant 
performing the REHAB-HF intervention (including angina, syncope/presyncope, palpitations, 
symptomatic hypoglycemia and/or falls).  All cardiovascular events (including worsening heart 
failure, acute coronary syndrome, arrhythmia, and stroke) will be collected and reported to the 
DSMB.  For the purpose of this protocol, hospitalizations will be identified as planned or not 
planned.   We will not be collecting specific information on congenital anomalies.   At the end of 
the study or at death, an attempt will be made to ascertain if any permanent disabilities occurred 
related to the intervention. 
 
All SAE’s will be coded using MedDRA.  SAE’s resulting in a death will be reported to the DSMB 
Chair and NIA program officer within 2 business days for deaths judged related in any way to 
the study and 5 business days if judged unrelated to the study.  All serious adverse events will 
be reported by a blinded treatment arm (“A” and “B”) to the DSMB Chair and the NIA Project 
Officer monthly. 
 

13.2  Data Safety Monitoring Board (DSMB)    
An independent DSMB, appointed by NIH and governed by NIH policy, will be charged with 
monitoring study-wide safety and clinical events on a regular basis (semi-annually).  In 
particular, the DSMB will review the following SAE’s and the following specific clinical and safety 
events: death, hospitalization, hospitalization/observation unit stay lasting less than 24 hours, 
emergency room visit, urgent clinic visits, and adverse events occurring while participant 
performing the REHAB-HF intervention (including angina, syncope/presyncope, palpitations, 
symptomatic hypoglycemia and/or falls), cardiovascular events (including worsening heart 
failure, acute coronary syndrome, arrhythmia, and stroke), nursing home placement, and injury 
(or fall) during rehabilitation.  

 

The protocol will guard against “unreasonable harm” by performing interim looks at DSMB 
meetings.  The events included in this analysis will be death, disabling stroke, myocardial 
infarction, resuscitated sudden cardiac death, sustained symptomatic ventricular tachycardia, 
and ED visit or hospitalization for serious fall / injury. 



Protocol  Version4-2/6/2018 26 

 
14.  Statistical Considerations 
 
14.1  Statistical Methods  
The primary aim of the study is to assess the efficacy of the REHAB-HF intervention on physical 
function measured by the total SPPB score. The effect of the intervention on SPPB score 
measured 3 months post-randomization will be estimated and tested for significance using 
analysis of covariance, where the randomized arm is the between-subject grouping variable and 
the pre-randomized measure of SPPB score, clinical site, age, gender, and ejection fraction 
category (preserved vs. reduced) will be covariates. Least square means will be used to 
estimate the intervention effect. Tests will be conducted at the 5% two-sided level of 
significance.   
 
The secondary aim of the study is to assess the intervention’s effect on the total number of all-
cause rehospitalizations during the 6 months following discharge from the index hospitalization. 
Since the count of all-cause rehospitalizations per participant may not be normally distributed, 
the effect of the intervention on total all-cause rehospitalizations will be estimated using a 
Poisson model for modeling count data, where the randomized arm is the between-subject 
grouping variable and clinical site, age, gender, and ejection fraction category will be covariates.  
A supplemental analysis will be performed adding the duration of the index hospitalization and 
the number of inpatient intervention sessions as additional covariates. 
 
The proportion of the intervention’s effect on total all-cause rehospitalizations that can be 
explained by its effect on 3-month SPPB score will be analyzed by multivariable regression 
between total number of all-cause rehospitalizations and the residual of the analysis of 
covariance model for 3-month SPPB omitting intervention from the model.   
 
Similar statistical methods as described above will be used for all of the exploratory efficacy 
parameters.   
 
14.2 Sample Size Justification 
The REHAB-HF pilot study showed an estimated intervention effect of an increase of 1.13 units 
in 3-month SPPB score (the primary outcome) or a 17.9% relative increase above the least 
square mean for the attention control group, with a mean square error from the analysis of 
covariance model of 3.269. A clinically meaningful but small change in SPPB score is 0.5 units 
and a substantial change is 1.0 units.(159)  This study is designed to have 80% power to detect 
a 10% treatment difference (0.63 absolute difference) in the 3-month least square mean of 
SPPB score. This requires 258 evaluable participants. In our pilot study, the observed retention 
rate was 89%.  Conservatively assuming an 85% retention rate, the study requires randomizing 
304 participants (25.3 per site per year).  
 
In the completed pilot study, the number of all-cause rehospitalizations within 6 months was 
reduced 29.3% by the intervention (1.673+0.392 per patient in the attention control group vs. 
1.157+0.349 in the intervention group).  We performed additional work with an analysis of a 
contemporaneous sample of 239 consecutive patients aged > 65 years admitted with the 
primary diagnosis of ADHF.  This confirmatory sample yielded a 6-month rehospitalization event 
rate estimate within 0.5% of our attention control group, giving confidence in our pilot study 
estimate.  This study is designed to have 80% power to detect a 25% reduction (0.41 absolute 
difference) in the total number of all-cause rehospitalizations during the 6 months following the 
index hospitalization.  This requires 334 evaluable participants.  In the pilot study we were able 
to evaluate the number of hospitalizations within 6 months in 100% of participants. 
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Conservatively assuming up to 5% inevaluability, the study requires randomizing 352 total 
participants.  Rounding up to 30 patients per site per yr, this study will randomize a total of 360 
patients, providing > 80% power for the primary and secondary aims. 
 

14.3 Data Management 
The REDCap (Research Electronic Data Capture) data management system developed by the 
Clinical and Translational Science Award-funded Centers (NIH) will be used.  The REDCap 
system is a secure, web-based database.  The system will be developed and maintained by the 
study Data Manager.  The REDCap system is hosted through the Bio-medical Informatics 
program of the WFU Translational Science Institute. 
 

15. Privacy protection 
The data analyses will pool data from all 3 sites.  Before transmission to a data center, identifier 
information will be stripped and replaced with a unique code while the code linking the specimen 
with the participant’s identity will remain in the security of the local site principal investigator.  
Data de-identification will be in full compliance with section 19.8 of the Wake Forest Office of 
Research Investigator page: http://www.wakehealth.edu/IC_Office-of-Research/IC_Investigator-
Resource-Page.htm. Only individuals trained and certified in privacy protection will have access 
to data.   
 

16. Organizational structure 
REHAB-HF is comprised of 3 clinical centers, their affiliated satellites, and an administrative 
center.  The Steering Committee is comprised of the directors of the 3 clinical centers (Drs. 
Kitzman, O’Connor, Whellan, Reeves, Patel), study biostatistician (Dr. Morgan), intervention 
leader (Dr. Duncan), and economic analysis leader (Dr. Reed).  All key decisions will be made 
by this group which will meet by teleconference every other week (or weekly as needed).  The 
Operations Committee will consist of the study investigators, research nurse coordinators, 
intervention supervisors, study manager and data manager from the administrative center, and 
will meet by bi-weekly teleconference. The Intervention Committee, led by Dr. Duncan, includes 
the intervention supervisors from each site and will meet every other week.  The Administrative 
Center at Wake Forest will: 1) administer subcontracts with clinical centers, matching timelines 
and deliverables; 2) maintain the Manual of Operations, protocol and intervention materials, 
questionnaires and forms; 3) coordinate training and certification of clinical center staff; 4) 
maintain the centralized web-based data management system and randomization procedures; 
5) monitor data collection, measurement and intervention reliability; 6) generate data quality 
reports for study sites, steering committee and DSMB meetings; and 7) schedule and lead all 
teleconferences.    

http://www.wakehealth.edu/IC_Office-of-Research/IC_Investigator-Resource-Page.htm
http://www.wakehealth.edu/IC_Office-of-Research/IC_Investigator-Resource-Page.htm


Protocol  Version4-2/6/2018 28 

References 

 1.  Ross JS, Chen J, Lin Z et al. Recent national trends in readmission rates after heart failure 
hospitalization. Circ Heart Fail 2010;3:97-103. 

 2.  WRITING GROUP, Lloyd-Jones D, Adams RJ et al. Executive Summary: Heart Disease and 
Stroke Statistics--2010 Update: A Report From the American Heart Association. Circulation 
2010;121:948-54. 

 3.  Kitzman DW, Rich MW. Age Disparities in Heart Failure Research. JAMA 2010;304:1950-1. 

 4.  Kitzman DW. Outcomes in Patients With Heart Failure With Preserved Ejection Fraction: It Is 
More Than the Heart. J Am Coll Cardiol 2012;59:1006-7. 

 5.  Jaski BE, Bender M, Glaser D, Thomas V, Cary DS, Smith SC. Does systematic adherence to 
joint commission and AHA heart failure performance measures improve patient outcomes? 
[Abstract]. J Card Fail 2012;18:S85. 

 6.  Chaudhry SI, Mattera JA, Curtis JP et al. Telemonitoring in patients with heart failure. N Engl J 
Med 2010;363:2301-9. 

 7.  Goldberg LR, Piette JD, Walsh MN et al. Randomized trial of a daily electronic home monitoring 
system in patients with advanced heart failure: the Weight Monitoring in Heart Failure (WHARF) 
trial. Am Heart J 2003;146:705-12. 

 8.  Felker GM, Lee KL, Bull DA et al. Diuretic Strategies in Patients with Acute Decompensated 
Heart Failure. N Engl J Med 2011;364:797-805. 

 9.  Lainchbury JG, Troughton RW, Strangman KM et al. N-terminal pro-B-type natriuretic peptide-
guided treatment for chronic heart failure: Results from the BATTLESCARRED (NT-proBNP-A 
assisted treatment to lessen serial cardiac readmissions and death) trial. J Am Coll Cardiol 
2009;55:53-60. 

 10.  Binanay C, Califf RM, Hasselblad V et al. Evaluation study of congestive heart failure and 
pulmonary artery catheterization effectiveness; the ESCAPE trial. JAMA 2005;294:1625-33. 

 11.  O'Connor CM, Starling RC, Hernandez AF et al. Effect of nesiritide in patients with acute 
decompensated heart failure. N Engl J Med 2011;365:32-43. 

 12.  Massie BM, O'Connor CM, Metra M et al. Rolofylline, an adenosine A1-receptor antagonist, in 
acute heart failure. N Engl J Med 2010;363:1419-28. 

 13.  Maisel A. Natriuretic peptide-guided therapy for heart failure: Ready for "Battle" or Too "Scarred" 
by the Challenges of Trial Design? J Am Coll Cardiol 2009;55:61-4. 

 14.  Murad K, Kitzman D. Frailty and multiple comorbidities in the elderly patient with heart failure: 
implications for management. Heart Fail Rev 2011;1-8. 

 15.  Kitzman DW, Little WC, Brubaker PH et al. Pathophysiological characterization of isolated 
diastolic heart failure in comparison to systolic heart failure. JAMA 2002;288:2144-50. 

 16.  Gure T, Kabeto M, Blaum C, Langa K. Degree of Disability and Patterns of Caregiving among 
Older Americans with Congestive Heart Failure. J Gen Intern Med 2008;23:70-6. 



Protocol  Version4-2/6/2018 29 

 17.  Massie BM, Conway M, Rajagopalan B et al. Skeletal muscle metabolism during exercise under 
ischemic conditions in congestive heart failure. Evidence for abnormalities unrelated to blood 
flow. Circulation 1988;78:320-6. 

 18.  Haykowsky M, Vonder Muhll I, Ezekowitz J, Armstrong P. Supervised exercise training improves 
aerobic capacity and muscle strength in older women with heart failure. Can J Cardiol 
2005;21:1277-80. 

 19.  Chati Z, Zannad F, Jeandel C et al. Physical deconditioning may be a mechanism for the skeletal 
muscle energy phosphate metabolism abnormalities in chronic heart failure. Am Heart J 
1996;131:560-6. 

 20.  Haykowsky MJ, Brubaker PH, John JM, Stewart KP, Morgan TM, Kitzman DW. Determinants of 
Exercise Intolerance in Elderly Heart Failure Patients With Preserved Ejection Fraction. J Am Coll 
Cardiol 2011;58:265-74. 

 21.  Haykowsky MJ, Brubaker PH, Stewart KP, Morgan TM, Eggebeen J, Kitzman DW. Effect of 
endurance training on the determinants of peak exercise oxygen consumption in elderly patients 
with stable compensated heart failure and preserved ejection fraction. J Am Coll Cardiol 
2012;60(2):120-8. 

 22.  Kitzman DW, Haykowsky MJ. Mechanisms of exercise training in heart failure with preserved 
ejection fraction: central disappointment and peripheral promise. Am Heart J 2012;164:807-9. 

 23.  Bhella PS, Prasad A, Heinicke K et al. Abnormal haemodynamic response to exercise in heart 
failure with preserved ejection fraction. Eur J Heart Fail 2011;13:1296-304. 

 24.  Fujimoto N, Prasad A, Hastings JL et al. Cardiovascular effects of 1 year of progressive 
endurance exercise training in patients with heart failure with preserved ejection fraction. Am 
Heart J 2012;164:869-77. 

 25.  Clark AL, Poole-Wilson PA, Coats A. Exercise limitation in chronic heart failure: central role of the 
periphery. J Am Coll Cardiol 1996;28:1092-102. 

 26.  Maurer MS, Schulze PC. Exercise intolerance in heart failure with preserved ejection fraction: 
shifting focus from the heart to peripheral skeletal muscle. J Am Coll Cardiol 2012;60:129-31. 

 27.  Haykowsky MJ, Herrington DM, Brubaker PH, Morgan TM, Hundley WG, Kitzman DW. 
Relationship of flow mediated arterial; dilation and exercise capacity in older patients with heart 
failure and preserved ejection fraction. J Gerontol A Biol Sci Med Sci 2013;68:161-7. 

 28.  Reeves GR, Patel MJ, Whellan DJ et al. Elderly  hospitalized heart failure patients have profound 
impairments in physical function [Abstract]. J Cardiac Fail 2012;18:S98. 

 29.  Volpato S, Cavalieri M, Guerra G et al. Performance-Based Functional Assessment in Older 
Hospitalized Patients: Feasibility and Clinical Correlates. J Gerontol A Biol Sci Med Sci 
2008;63:1393-8. 

 30.  Kortebein P, Symons TB, Ferrando A et al. Functional Impact of 10 Days of Bed Rest in Healthy 
Older Adults. J Gerontol A Biol Sci Med Sci 2008;63:1076-81. 

 31.  Kortebein P, Ferrando A, Lombeida J, Wolfe R, Evans WJ. Effect of 10 Days of Bed Rest on 
Skeletal Muscle in Healthy Older Adults. JAMA 2007;297:1772-4. 



Protocol  Version4-2/6/2018 30 

 32.  Boyd CM, Landefeld CS, Counsell SR et al. Recovery of activities of daily living in older adults 
after hospitalization for acute medical illness. J Am Geriatr Soc 2008;56:2171-9. 

 33.  Inouye SK, Wagner DR, Acampora D, Horwitz RI, Cooney LM, Jr., Tinetti ME. A predictive index 
for functional decline in hospitalization elderly medical patients. J Am Geriatr Soc 1993;56:2171-
9. 

 34.  Covinsky KE PEJ. Hospitalization-associated disability: "She was probably able to ambulate, but 
I'm not sure". JAMA 2011;306:1782-93. 

 35.  Zisberg A, Shadmi E, Sinoff G, Gur-Yaish N, Srulovici E, Admi H. Low Mobility During 
Hospitalization and Functional Decline in Older Adults. J Am Geriatr Soc 2011;59:266-73. 

 36.  Brown CJ, Friedkin RJ, Inouye SK. Prevalence and Outcomes of Low Mobility in Hospitalized 
Older Patients. J Am Geriatr Soc 2004;52:1263-70. 

 37.  Chiarantini D, Volpato S, Sioulis F et al. Lower extremity performance measures predict long-term 
prognosis in older patients hospitalized for heart failure. J Card Fail 2010;16:390-5. 

 38.  Volpato S, Cavalieri M, Sioulis F et al. Predictive value of the short physical performance battery 
following hospitalization in older patients. J Gerontol A Biol Sci Med Sci 2011;66A:89-96. 

 39.  McNallan SM, Singh M, Chamberlain AM et al. Frailty and Healthcare Utilization Among Patients 
With Heart Failure in the Community. JACC: Heart Failure 2013;1:135-41. 

 40.  Chaudhry SI, McAvay G, Ning Y, Allore HG, Newman AB, Gill TM. Risk Factors for Onset of 
Disability Among Older Persons Newly Diagnosed With Heart Failure: The Cardiovascular Health 
Study. J Card Fail 2011;17:764-70. 

 41.  Tinetti ME, Charpentier P, Gottschalk M, Baker DI. Effect of a restorative model of posthospital 
home care on hospital readmissions. J Am Geriatr Soc 2012;60:1521-6. 

 42.  Gill TM, Allore HG, Gahbauer EA, Murphy TE. Change in disability after hospitalization or 
restricted activity in older persons. JAMA 2010;304:1919-28. 

 43.  Krumholz HM. Post-Hospital Syndrome: An Acquired, Transient Condition of Generalized Risk. N 
Engl J Med 2013;368:100-2. 

 44.  Vinson JM, Rich MW, Sperry JC, Shah AS, McNamara T. Early readmission of elderly patients 
with congestive heart failure. J Am Geriatr Soc 1990;38:1290-5. 

 45.  Solomon SD, Dobson J, Pocock S et al. Influence of Nonfatal Hospitalization for Heart Failure on 
Subsequent Mortality in Patients With Chronic Heart Failure. Circulation 2007;116:1482-7. 

 46.  Garcia-Perez L, Linertova R, Lorenzo-Riera A, Vazquez-Diaz JR, Duque-Gonzalez B, Sarria-
Santamera A. Risk factors for hospital readmissions in elderly patients: a systematic review. QJM 
2011;104:639-51. 

 47.  Ahluwalia S, Gross C, Chaudhry S et al. Impact of Comorbidity on Mortality Among Older 
Persons with Advanced Heart Failure. J Gen Intern Med 2012;27:513-9. 

 48.  Braunstein JB, Anderson GF, Gerstenblith G et al. Noncardiac comorbidity increases preventable 
hospitalizations and mortality among medicare beneficiaries with chronic heart failure. J Am Coll 
Cardiol 2003;42:1226-33. 



Protocol  Version4-2/6/2018 31 

 49.  van der Wel MC, Jansen RWMM, Bakx JC, Bor HHJ, OldeRikkert MGM, van Weel C. Non-
cardiovascular co-morbidity in elderly patients with heart failure outnumbers cardiovascular co-
morbidity. Eur J Heart Fail 2007;9:709-15. 

 50.  Edelmann F, Stahrenberg R, Gelbrich G et al. Contribution of comorbidities to functional 
impairment is higher in heart failure with preserved than with reduced ejection fraction. Clin Res 
Cardiol 2011;100:755-64. 

 51.  Allen LA, Hernandez AF, Peterson ED et al. Discharge to a Skilled Nursing Facility and 
Subsequent Clinical Outcomes Among Older Patients Hospitalized for Heart Failure / Clinical 
Perspective. Circ Heart Fail 2011;4:293-300. 

 52.  Marcantonio ER, McKean S, Goldfinger M, Kleefield S, Yurkofsky M, Brennan TA. Factors 
associated with unplanned hospital readmission among patients 65 years of age and older in a 
medicare managed care plan. Am J Med 1999;107:13-7. 

 53.  Sanchis J, Nunez J, Bodi V et al. Influence of comorbid conditions on one-year outcomes in non-
segment elevation acute coronary syndrome. Mayo Clin Proc 2011;86:291-6. 

 54.  Marchaux S, Six-Carpentier M, Bouabdallaoui N et al. Prognostic importance of comorbidities in 
heart failure with preserved left ventricular ejection fraction. Heart and Vessels 2010;In Press:1-8. 

 55.  Giallauria F, Vigorito C, Tramarin R et al. Cardiac Rehabilitation in Very Old Patients: Data From 

the Italian Survey on Cardiac Rehabilitation-2008 (ISYDE-2008)ÇöOfficial Report of the Italian 
Association for Cardiovascular Prevention, Rehabilitation, and Epidemiology. J Gerontol A Biol 
Sci Med Sci 2010;65A:1353-61. 

 56.  Oudejans I, Mosterd A, Zuithoff NP, Hoes AW. Comorbidity Drives Mortality in Newly Diagnosed 
Heart Failure: A Study Among Geriatric Outpatients. J Card Fail 2012;18:47-52. 

 57.  Dunlay SM, Redfield MM, Weston SA et al. Hospitalizations After Heart Failure Diagnosis: A 
Community Perspective. Journal of the American College of Cardiology 2009;54:1695-702. 

 58.  Massie BM, Carson PE, McMurray JJ et al. Irbesartan in Patients with Heart Failure and 
Preserved Ejection Fraction. N Engl J Med 2008;359:2456-67. 

 59.  Lam CSP, Carson P, Anand IS et al. Sex differences in clinical characteristics and outcomes in 
elderly patients with heart failure and preserved ejection fraction: The I-PRESERVED Trial. Circ 
Heart Fail 2012;5:571-8. 

 60.  Beere PA, Russell SD, Morey MC, Kitzman DW, Higginbotham MB. Aerobic exercise training can 
reverse age-related peripheral circulatory changes in healthy older men. Circulation 
1999;100:1085-94. 

 61.  Berry MJ, Rejeski WJ, Adair NE, Ettinger WH, Zaccaro DJ, Sevick MA. A randomized, controlled 
trial comparing long-term and short-term exercise in patients with chronic obstructive pulmonary 
disease. J Cardiopulm Rehabil 2003;23:60-8. 

 62.  Messier SP, Loeser RF, Miller GD et al. Exercise and dietary weight loss in overweight and obese 
older adults with knee osteoarthritis: The arthritis, diet, and activity promotion trial. Arthritis 
Rheum 2004;50:1501-10. 

 63.  Whelton PK, Appel LJ, Espeland MA et al. Sodium Reduction and Weight Loss in the Treatment 
of Hypertension in Older Persons: A Randomized Controlled Trial of Nonpharmacologic 
Interventions in the Elderly (TONE). JAMA 1998;279:839-46. 



Protocol  Version4-2/6/2018 32 

 64.  Shea MK, Houston DK, Nicklas BJ et al. The Effect of Randomization to Weight Loss on Total 
Mortality in Older Overweight and Obese Adults: The ADAPT Study. J Gerontol A Biol Sci Med 
Sci 2010;65:519-25. 

 65.  The LS, I, Pahor M, Blair SN et al. Effects of a Physical Activity Intervention on Measures of 
Physical Performance: Results of the Lifestyle Interventions and Independence for Elders Pilot 
(LIFE-P) Study. J Gerontol A Biol Sci Med Sci 2006;61:1157-65. 

 66.  Manini TM, Newman AB, Fielding R et al. Effects of Exercise on Mobility in Obese and Nonobese 
Older Adults. Obesity Res 2010;18:1168-75. 

 67.  Rejeski W, Marsh A, Chmelo E et al. The lifestyle interventions and independence for elders pilot 
(LIFE-P): 2-year follow-up. J Gerontol A Biol Sci Med Sci 2009;64A:462-7. 

 68.  Kimmelstiel C, Levine D, Perry K et al. Randomized, Controlled Evaluation of Short- and Long-
Term Benefits of Heart Failure Disease Management Within a Diverse Provider Network. The 
SPAN-CHF Trial. Circulation 2004;110:1450-5. 

 69.  DeBusk RF, Miller NH, Parker KM et al. Care Management for Low-Risk Patients with Heart 
Failure. Ann Intern Med 2004;141:606-13. 

 70.  McKelvie RS, Teo KK, Roberts R et al. Effects of exercise training in patients with heart failure: 
the Exercise Rehabilitation Trial (EXERT). Am Heart J 2002;144:23-30. 

 71.  Davies EJ, Moxham T, Rees K et al. Exercise training for systolic heart failure: Cochrane 
systematic review and meta-analysis. Eur J Heart Fail 2010;12:706-15. 

 72.  Piepoli MF, Davos C, Francis DP, Coats AJ. Exercise training meta-analysis of trials in patients 
with chronic heart failure (ExTraMATCH). BMJ 2004;328:189. 

 73.  Whellan DJ, O'Connor CM, Lee KL et al. Heart failure and a controlled trial investigating 
outcomes of exercise training (HF-ACTION): design and rationale. Am Heart J 2007;153:201-11. 

 74.  O'Connor CM, Whellan DJ, Lee KL et al. Efficacy and safety of exercise training in patients with 
chronic heart failure: HF-ACTION randomized controlled trial. JAMA 2009;301:1439-50. 

 75.  Fleg JL. Can exercise conditioning be effective in older heart failure patients? Heart Fail Rev 
2002;7:99-103. 

 76.  Kitzman DW. Understanding Results of Trials in Heart Failure With Preserved Ejection Fraction: 
Remembering Forgotten Lessons and Enduring Principles. Journal of the American College of 
Cardiology 2011;57:1687-9. 

 77.  Zulman D, Sussman J, Chen X, Cigolle C, Blaum C, Hayward R. Examining the Evidence: A 
Systematic Review of the Inclusion and Analysis of Older Adults in Randomized Controlled Trials. 
Journal of General Internal Medicine 2011;Ahead of print:1-8. 

 78.  Duncan PW, Sullivan KJ, Behrman AL et al. Body-weight supported treadmill rehabilitation after 
stroke. N Engl J Med 2011;364:2026-36. 

 79.  Marsh AP, Chmelo EA, Katula JA, Mihalko SL, Rejeski WJ. Should physical activity programs be 
tailored when older adults have compromised function? J Aging Phys Act 2009;17:294-306. 



Protocol  Version4-2/6/2018 33 

 80.  Bachmann S, Finger C, Huss A, Egger M, Stuck AE, Clough-Gorr KM. Inpatient rehabilitation 
specifically designed for geriatric patients: systematic review and meta-analysis of randomised 
controlled trials. BMJ 2010;340:c1718. 

 81.  Duncan PW, Sullivan KJ, Behrman AL et al. Body-WeightÇôSupported Treadmill Rehabilitation 
after Stroke. New England Journal of Medicine 2011;364:2026-36. 

 82.  Morris PE, Griffin L, Berry M et al. Receiving early mobility during an intensive care unit 
admission is a predictor of improved outcomes in acute respiratory failure. Am J Med Sci 
2011;341:373-7. 

 83.  McGann PE. Comorbidity in heart failure in the elderly. Clin Geriatr Med 2000;16:631-48. 

 84.  Gorelik O, Almoznino-Sarafian D, Shteinshnaider M et al. Clinical variables affecting survival in 
patients with decompensated diastolic versus sytolic heart failure. Clin Res Cardiol 2009;98:224-
32. 

 85.  Afilalo J, Karunananthan S, Eisenberg MJ, Alexander KP, Bergman H. Role of Frailty in Patients 
With Cardiovascular Disease. The American Journal of Cardiology 2009;103:1616-21. 

 86.  Joo KC, Brubaker P, MacDougall A, Saikin AM, Ross JH, Whaley MH. Exercise prescription 
using resting heart rate plus 20 or perceived exertion in cardiac rehabilitation. J Cardiopulm 
Rehabil 2004;24:178-84. 

 87.  Savage PD, Antkowiak M, Ades PA. Failure to improve cardiopulmonary fitness in cardiac 
rehabilitation. J Cardiopul Rehabil 2009;5:284-91. 

 88.  Brubaker P, Moore B, Stewart K, Wesley-Farrington D, Kitzman DW. Endurance exercise training 
in older patients with heart failure: Results from a randomized, controlled, single-blind trial. J Am 
Geriatr Soc 2009;57:1982-9. 

 89.  Guralnik JM, Ferrucci L, Simonsick EM, Salive ME, Wallace RB. Lower-extremity function in 
persons over the age of 70 years as a predictor of subsequent disability. N Engl J Med 
1995;332:556-61. 

 90.  Fisher S, Ottenbacher KJ, Goodwin JS, Graham JE, Ostir GV. Short Physical Performance 
Battery in hospitalized older adults. Aging Clin Exp Res 2009;21:445-52. 

 91.  Guralnik JM, Ferrucci L, Pieper CF et al. Lower extremity function and subsequent disability: 
consistency across studies, predictive models, and value of gait speed alone compared with the 
short physical performance battery. J Gerontol A Biol Sci Med Sci 2000;55:M221-M231. 

 92.  Penninx BWJH, Ferrucci L, Leveille SG, Rantanen T, Pahor M, Guralnik JM. Lower Extremity 
Performance in Nondisabled Older Persons as a Predictor of Subsequent Hospitalization. The 
Journals of Gerontology Series A: Biological Sciences and Medical Sciences 2000;55:M691-
M697. 

 93.  Miller DK, Wolinsky FD, Andresen EM, Malmstrom TK, Miller JP. Adverse Outcomes and 
Correlates of Change in the Short Physical Performance Battery Over 36 Months in the African 
American Health Project. The Journals of Gerontology Series A: Biological Sciences and Medical 
Sciences 2008;63:487-94. 

 94.  Fisher SR, Kuo YF, Sharma G et al. Mobility After Hospital Discharge as a Marker for 30-Day 
Readmission. The Journals of Gerontology Series A: Biological Sciences and Medical Sciences 
2012;Epub ahead of print. 



Protocol  Version4-2/6/2018 34 

 95.  Ostir GV, Volpato S, Fried LP, Chaves P, Guralnik JM. Reliability and sensitivity to change 
assessed for a summary measure of lower body function: Results from the Women's Health and 
Aging Study. J Clin Epidemiol 2002;55:916-21. 

 96.  Nelson ME, Layne JE, Bernstein MJ et al. The Effects of Multidimensional Home-Based Exercise 
on Functional Performance in Elderly People. The Journals of Gerontology Series A: Biological 
Sciences and Medical Sciences 2004;59:M154-M160. 

 97.  Cameron I, Fairhall N, Langron C et al. A multifactorial interdisciplinary intervention reduces frailty 
in older people: randomized trial. BMC Medicine 2013;11:65. 

 98.  Molino-Lova R, Pasquini G, Vannetti F et al. Effects of a structured physical activity intervention 
on measures of physical performance in frail elderly patients after cardiac rehabilitation: a pilot 
study with 1-year follow-up. Internal and Emergency Medicine1-9. 

 99.  The LS, I. Effects of a Physical Activity Intervention on Measures of Physical Performance: 
Results of the Lifestyle Interventions and Independence for Elders Pilot (LIFE-P) Study. J 
Gerontol A Biol Sci Med Sci 2006;61:1157-65. 

 100.  Cooper R, Kuh D, Cooper C et al. Objective measures of physical capability and subsequent 
health: a systematic review. Age and Ageing 2011;40:14-23. 

 101.  Studenski S, Perera S, Patel K et al. Gait Speed and Survival in Older Adults. JAMA 
2011;305:50-8. 

 102.  Purser JL, Kuchibhatla MN, Fillenbaum GG, Harding T, Peterson ED, Alexander KP. Identifying 
Frailty in Hospitalized Older Adults with Significant Coronary Artery Disease. Journal of the 
American Geriatrics Society 2006;54:1674-81. 

 103.  Kommuri NVA, Johnson ML, Koelling TM. Six-minute walk distance predicts 30-day readmission 
in hospitalized heart failure patients. Arch Med Res 2010;41:363-8. 

 104.  Shah MR, Hasselblad V, Gheorghiade M et al. Prognostic usefulness of the six-minute walk in 
patients with advanced congestive heart failure secondary to ischemic or nonischemic 
cardiomyopathy. Am J Cardiol 2001;88:987-93. 

 105.  Demers C, McKelvie RS, Negassa A, Yusuf S. Reliability, validity, and responsiveness of the six-
minute walk test in patients with heart failure. Am Heart J 2001;142:698-703. 

 106.   ATS Statement: Guidelines for the Six-Minute Walk Test. Am J Respir Crit Care Med 
2002;166:111-7. 

 107.  Forman DE, Fleg JL, Kitzman DW et al. 6-minute walk test provides prognostic utility comparable 
to cardiopulmonary exercise testing in ambulatory outpatients with systolic heart failure. J Am Coll 
Cardiol 2012;60:2653-61. 

 108.  Kitzman DW, Brubaker PH, Morgan TM, Stewart KP, Little WC. Exercise training in older patients 
with heart failure and preserved ejection fraction. Circ Heart Fail 2010;3:659-67. 

 109.  Alahdab MT, Mansour IN, Napan S, Stamos TD. Six Minute Walk Test Predicts Long-Term All-
Cause Mortality and Heart Failure Rehospitalization in African-American Patients Hospitalized 
With Acute Decompensated Heart Failure. J Card Fail 2009;15:130-5. 

 110.  Forman DE, Clare R, Kitzman DW et al. Relationship of age and exercise performance in patients 
with heart failure: The HF-ACTION study. Am Heart J 2009;158:S6-S15. 



Protocol  Version4-2/6/2018 35 

 111.  Lauretani F, Russo CR, Bandinelli S et al. Age-associated changes in skeletal muscles and their 
effect on mobility: an operational diagnosis of sarcopenia. J Appl Physiol 2003;95:1851-60. 

 112.  Al Snih S, Markides KS, Ottenbacher KJ, Raji MA. Hand grip strength and incident ADL disability 
in elderly Mexican Americans over a seven-year period. Aging Clin Exp Res 2004;16:481-6. 

 113.  Cruz-Jentoft A, Baeyens J, Bauer J et al. Sarcopenia: European consensus on definition and 
diagnosis. Age and Ageing 2010;39:412-23. 

 114.  Fried LP, Tangen C, Walston J et al. Frailty in older adults: Evidence for a phenotype. J Gerontol 
A Biol Sci Med Sci 2001;56A:M146-M156. 

 115.  Heidenreich PA, Spertus JA, Jones PG et al. Health Status Identifies Heart Failure Outpatients at 
Risk for Hospitalization or Death. Journal of the American College of Cardiology 2006;47:752-6. 

 116.  Soto GE, Jones P, Weintraub WS, Krumholz HM, Spertus JA. Prognostic Value of Health Status 
in Patients With Heart Failure After Acute Myocardial Infarction. Circulation 2004;110:546-51. 

 117.  Dunlay SM, Gheorghiade M, Reid KJ et al. Critical elements of clinical follow-up after hospital 
discharge for heart failure: insights from the EVEREST trial. Eur J Heart Fail 2010;12:367-74. 

 118.  Green CP, Porter CB, Bresnahan DR, Spertus JA. Development and evaluation of the Kansas 
City Cardiomyopathy Questionnaire: a new health status measure for heart failure. J Am Coll 
Cardiol 2000;35:1245-55. 

 119.  Spertus J, Peterson E, Conard MW et al. Monitoring clinical changes in patients with heart failure: 
A comparison of methods. Am Heart J 2005;150:707-15. 

 120.  Spertus J, Jones P, Kim J, Globe D. Validity, reliability, and responsiveness of the Kansas City 
Cardiomyopathy Questionnaire in anemic heart failure patients. Qual Life Res 2008;17:291-8. 

 121.  Flynn KE, Lin L, Ellis SJ et al. Outcomes, health policy, and managed care: Relationships 
between patient-reported outcome measures and clinical measures in outpatients with heart 
failure. Am Heart J 2009;158:S64-S71. 

 122.  Flynn K, Pina LI, Whellan DJ et al. Effects of exercise training on health status in patients with 
chronic heart failure: Findings from the HF-ACTION Randomized controlled Study. JAMA 
2009;301:1451-9. 

 123.  Kosiborod M, Soto GE, Jones PG et al. Identifying Heart Failure Patients at High Risk for Near-
Term Cardiovascular Events With Serial Health Status Assessments. Circulation 2007;115:1975-
81. 

 124.  WARE JEJR, KOSINSKI MARK, KELLER SD. A 12-Item Short-Form Health Survey: Construction 
of Scales and Preliminary Tests of Reliability and Validity. Medical Care 1996;34. 

 125.  Resnick B, Nahm ES. Reliability and validity testing of the revised 12-item Short-Form Health 
Survey in older adults. J Nurs Meas 2001;9:151-61. 

 126.  Cernin PA, Cresci K, Jankowski TB, Lichtenberg PA. Reliability and validity testing of the short-
form health survey in a sample of community-dwelling African American older adults. J Nurs 
Meas 2010;18:49-59. 

 127.  Bennett SJ, Oldridge NB, Eckert GJ et al. Discriminant properties of commonly used quality of life 
measures in heart failure. Qual Life Res 2002;11:349-59. 



Protocol  Version4-2/6/2018 36 

 128.  Reed SD, Li Y, Kamble S et al. Introduction of the tools for economic nalysis of patient 
management interventions in heart failure costing tool. Circ Cardiovasc Qual Outcomes 
2012;5:113-9. 

 129.  Reed SD, Whellan DJ, Li Y et al. Economic evaluation of the HF-ACTION (Heart failure: a 
controlled trial investigating outcomes of exercise training) randomized controlled trial. Circ 
Cardiovasc Qual Outcomes 2010;3:374-81. 

 130.  Cleland JGF, Chiswell K, Filippatos G et al. Quality of life 60 days after an acute heart failure 
event. Insights from the PROTECT trial [Abstract]. J Am Coll Cardiol 2012;59:E1032. 

 131.  Grady KL, Warner Stevenson L, Pagani FD et al. Beyond survival: Recommendations from 
INTERMACS for assessing function and quality of life with mechanical circulatory support. The 
Journal of Heart and Lung Transplantation 2012;31:1158-64. 

 132.  Jiang W, Alexander J, Christopher E et al. Relationship of Depression to Increased Risk of 
Mortality and Rehospitalization in Patients With Congestive Heart Failure. Archives of Internal 
Medicine 2001;161:1849-56. 

 133.  Jiang W, Kuchibhatla M, Clary GL et al. Relationship between depressive symptoms and long-
term mortality in patients with heart failure. Am Heart J 2007;154:102-8. 

 134.  Gott M, Barnes S, Parker C et al. Predictors of the quality of life of older people with heart failure 
recruited from primary care. Age and Ageing 2006;35:172-7. 

 135.  Rumsfeld JS, Havranek E, Masoudi FA et al. Depressive symptoms are the strongest predictors 
of short-term declines in health status in patients with heart failure. J Am Coll Cardiol 
2003;42:1811-7. 

 136.  Almeida OP, Almeida SA. Short versions of the geriatric depression scale: a study of their validity 
for the diagnosis of a major depressive episode according to ICD-10 and DSM-IV. Int J Geriat 
Psychiatry 1999;14:858-65. 

 137.  Wancata J, Alexandrowicz R, Marquart B, Weiss M, Friedrich F. The criterion validity of the 
Geriatric Depression Scale: a systematic review. Acta Psychiatrica Scandinavica 2006;114:398-
410. 

 138.  Vogels RLC, Scheltens P, Schroeder-Tanka JM, Weinstein HC. Cognitive impairment in heart 
failure: A systematic review of the literature. Eur J Heart Fail 2007;9:440-9. 

 139.  Piepoli MF, Flather M, Coats AJ. Overview of studies of exercise training in chronic heart failure: 
the need for a prospective randomized multicentre European trial. Eur Heart J 1998;19:830-41. 

 140.  Nieto ML, Albert SM, Morrow LA, Saxton J. Cognitive Status and Physical Function in Older 
African Americans. Journal of the American Geriatrics Society 2008;56:2014-9. 

 141.  Dong Y, Sharma VK, Chan BP-L et al. The Montreal Cognitive Assessment (MoCA) is superior to 
the Mini-Mental State Examination (MMSE) for the detection of vascular cognitive impairment 
after acute stroke. J Neurol Sci 2010;299:15-8. 

 142.  Felker GM, Fiuzat M, Shaw LK et al. Galectin-3 in ambulatory patients with heart failure/clinical 
perspective. Circ Heart Fail 2012;5:72-8. 



Protocol  Version4-2/6/2018 37 

 143.  Brinkley TE, Leng XY, Miller ME et al. Chronic inflammation is associated with low physical 
function in older adults across multiple comorbidities. J Gerontol A Biol Sci Med Sci 
2009;64A:455-61. 

 144.  Nicklas BJ, Hsu FC, Brinkley TJ et al. Exercise training and plasma c-reactive protein and 
interleukin-6 in elderly people. J Am Geriatr Soc 2008;56:2045-52. 

 145.  Horwtiz L, Partovian C, Lin Z et al. Hospital-wide (all-condition) 30-day risk-standardized 
readmission measure, DRAFT Measure Methodology Report. Centers for Medicare & Medicaid 
Services (CMS) 2011. 

 146.  Lamb SE, Jorstad-Stein EC, Hauer K, Becker C, on behalf of the Prevention of Falls Network 
Europe and Outcomes Consensus Group. Development of a Common Outcome Data Set for Fall 
Injury Prevention Trials: The Prevention of Falls Network Europe Consensus. J Am Geriatr Soc 
2005;53:1618-22. 

 147.  Afilalo J, Karunananthan S, Eisenberg MJ, Alexander KP, Bergman H. Role of Frailty in Patients 
With Cardiovascular Disease. The American Journal of Cardiology 2009;103:1616-21. 

 148.  Van Kan GA, Rolland Y, Bergman H, Morley JE, Kritchevsky SB, Vellas BotbotGAP. The I.A.N.A. 
Task Force on frailty assessment of older people in clinical practice. J Nutr Health Aging 
2008;12:29-37. 

 149.  Bandeen-Roche K, Xue QL, Ferrucci L et al. Phenotype of frailty: characterization in the women's 
health and aging studies. J Gerontol A Biol Sci Med Sci 2006;61:262-6. 

 150.  Ferrucci L, Gurainik JM, Studenski SA, Fried LP, Cutler GB, Walston J. Designing randomized, 
controlled trials aimed at preventing or delaying functional decline and disability in frail, older 
persons: A concensus report. J Am Geriatr Soc 2004;52:625-34. 

 151.  McNallan SM, Singh M, Chamberlain AM et al. Frailty and Healthcare Utilization Among Patients 
With-áHeart Failure in-áthe-áCommunity. JACC: Heart Failure 2013;1:135-41. 

 152.  Gill TM, Gahbauer EA, Han L, Allore HG. The relationship between intervening hospitalizations 
and transitions between frailty states. J Gerontol A Biol Sci Med Sci 2011;66A:1238-43. 

 153.  McNallan SM, Singh M, Chamberlain AM et al. Frailty and Healthcare Utilization Among Patients 
With-áHeart Failure in-áthe-áCommunity. JACC: Heart Failure 2013;1:135-41. 

 154.  Gold MR, Siegel JE, Russell LB, Weinstein MC. Cost-Effectiveness in Health and Medicine. New 
York, NY: Oxford University Press, 1996. 

 155.  Centers for Medicare and Medicaid Services. Physician Fee Schedule. National Payment Amount 
File. Available at: http://www.cms.gov/Medicare/Medicare-Fee-for-Service-
Payment/PhysicianFeeSched/index.html. Accessed May 29 2013. 

 156.  Reed SD, Whellan DJ, Li Y et al. Economic Evaluation of the HF-ACTION (Heart Failure: A 
Controlled Trial Investigating Outcomes of Exercise Training) Randomized Controlled Trial: An 
Exercise Training Study of Patients With Chronic Heart Failure. Circ Cardiovasc Qual Outcomes 
2010;3:374-81. 

 157.  Reed SD, Li Y, Kamble S et al. Introduction of the Tools for Economic Analysis of Patient 
Management Interventions in Heart Failure Costing Tool: A User-Friendly Spreadsheet Program 
to Estimate Costs of Providing Patient-Centered Interventions. Circ Cardiovasc Qual Outcomes 
2012;5:113-9. 

http://www.cms.gov/Medicare/Medicare-Fee-for-Service-Payment/PhysicianFeeSched/index.html
http://www.cms.gov/Medicare/Medicare-Fee-for-Service-Payment/PhysicianFeeSched/index.html


Protocol  Version4-2/6/2018 38 

 158.  United States Department of Labor BoLS. Occupational Employment Statistics (OES) Research 
Estimates, May 2012. Available at: 
http://www.bls.gov/oes/current/oes_research_estimates_2012.htm. Accessed May 29, 2013. 

 159.  Perera S, Mody SH, Woodman RC, Studenski SA. Meaningful change and responsiveness in 
common physical performance measures in older adults. J Am Geriatr Soc 2006;54:743-9. 

 
 

http://www.bls.gov/oes/current/oes_research_estimates_2012.htm


History of Protocol Changes  
 

Protocol 
Amendment 

Date of 
Change 

Changes Made 

1 8/15/2014 1. Section 1 and section 16- Added description of satellite 
centers 

2. Section 2.3 and section 12.3- Added ‘all-cause 
rehospitalizations 6 months from the date of 
randomization’ to exploratory endpoints 

3. Section 7.2.7.3- Added description of squat exercise  
4. Section 7.2.8- Added exercise safety parameter 

regarding minimum resting systolic blood pressure 
5. Section 7.2.9 and section 7.4- Now specify that a 

pedometer will be used and removed mention of 
physical activity monitor use in the attention control 
group 

6. Section 7.2.11 and section 9.1- Removed 3.5 month 
phone call  

7. Added section 10.4, ‘accelerometry’ 
8. Section 13.1- Changed description of reporting deaths 

and SAE’s to the DSMB and NIA 
9. Added section 13.3, ‘stopping rules’, for the DSMB 
10. Section 14.1- added a supplemental analysis to the 

secondary aim 
 

2 3/9/2016 1. Section 13.3 “Stopping Rules” was removed. Interim 
looks were incorporated into Section 13.2 for the 
purpose of looking at specified safety events. 

2. Section 13.1 Timeframe for reporting deaths to the 
DSMB was changed from 48 hours of investigator 
becoming aware to “within 2 business days for deaths 
judged related in any way to the study and 5 business 
days if judged unrelated to the study” 

 

3 5/4/2016 1. Section 10.5 – added a blood-based bioenergetics 
profiling substudy at the baseline and 3-month 
timepoints. 
 

4 2/8/2018 1. Section 10.3.3 – Addition of the Life Orientation Test 
(LOT) questionnaire was added as an outcome. 
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Statistical Analysis Plan for REHAB-HF Outcomes 
 
Primary Outcome Analysis 
The primary aim of the study is to assess the efficacy of the REHAB-HF intervention on physical 
function measured by the total SPPB score. The effect of the intervention on SPPB score 
measured 3 months post-randomization will be estimated and tested for significance using 
analysis of covariance, where the randomized arm is the between-subject grouping variable and 
the pre-randomized measure of SPPB score, clinical site, age, gender, and ejection fraction 
category (preserved vs. reduced) will be covariates. Least square means will be used to 
estimate the intervention effect. Tests will be conducted at the 5% two-sided level of 
significance.   
 
Secondary Outcome Analysis 
The secondary aim of the study is to assess the intervention’s effect on the total number of all-
cause rehospitalizations during the 6 months following discharge from the index hospitalization. 
Since the count of all-cause rehospitalizations per participant may not be normally distributed, 
the effect of the intervention on total all-cause rehospitalizations will be estimated using a 
Poisson model for modeling count data, where the randomized arm is the between-subject 
grouping variable and baseline SPPB score, clinical site, age, gender, and ejection fraction 
category will be covariates.  A supplemental analysis will be performed adding the duration of 
the index hospitalization and the number of inpatient intervention sessions as additional 
covariates.  
 
The proportion of the intervention’s effect on total all-cause rehospitalizations that can be 
explained by its effect on 3-month SPPB score will be analyzed by multivariable regression 
between total number of all-cause rehospitalizations and the residual of the analysis of 
covariance model for 3-month SPPB omitting intervention from the model.   
 
Baseline-Adjusted Analyses 
Additionally, both the primary and secondary outcomes (total SPPB score and total number of 
all-cause rehospitalizations, respectively) will undergo a supplemental baseline-adjusted 
analysis, using baseline measures that are significantly prognostic of the outcomes. This pre-
planned analysis will use baseline measurements objectively selected by using stepwise 
selection on baseline measures. Variables that are highly significantly predictive of outcomes 
(p<0.01) will be included as covariates in this adjusted analysis. This method was previously 
used in the HF ACTION Trial1. Measures included in the stepwise selection will include, but are 
not limited to, baseline measurements, comorbidities, geriatric conditions, and social factors. 
 
Dose-Response/Treated Analyses 
To address the issues of compliance with the rehabilitation intervention, rehospitalizations 
interfering with the intervention, and drop-outs, a dose and compliance-adjusted analysis will be 
performed. A dose-adjusted analysis will use exposure to the 4 domains of the intervention 
sessions (strength, balance, endurance, and mobility) as covariates to evaluate outcomes. A 
compliance-adjusted analysis will use percentage of completed outpatient intervention sessions 
(excluding sessions where the participant did not participate in the intervention, e.g., medical 
reasons) as a covariate to evaluate the primary and secondary outcomes. Rehabilitation 
intervention participants will have a range of 0-100% compliance. These analyses will provide 
important information about the efficacy of the intervention in relation to participant’s compliance 
with the exercise program. This is an ongoing area of statistical research and so methods may 
be altered and updated accordingly.  
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Cross-Over Analysis 
In order to examine participants who cross over from their randomized assignment, we will 
perform a cross-over analysis. We will prospectively develop methods to define what thresholds 
a participant crosses over from Intervention to Control and vice versa. This will establish 
Intervention patients crossing over to Control (via a lack of a pre-defined exposure to 
intervention) and Attention Control participants crossing over to Intervention (via participating in 
pre-specified levels of traditional cardiopulmonary rehabilitation or physical therapy treatments).  
 
Responders and Non-responders Analysis 
An analysis will be performed in the Rehabilitation Intervention group to determine significant 
baseline variables predictive of response to the intervention, progression within the intervention, 
and adherence to the intervention. This will be done using univariate analysis and multiple 
stepwise regression to determine significant baseline variables, including physical function, 
comorbidities and disease severity, and social factors (depression, living status, cognitive 
impairment) predictive of the outcomes of response, progression, and adherence. Response, 
progression within the intervention, and adherence will be measured on a continuous scale to 
allow for examination of relationships between variables. This type of analysis was previously 
used in a similar rehabilitation intervention, the LEAPS Trial2. 
 
Subgroup Analyses  
An analysis of covariance to test for potential interactions between subgroups based on 
baseline categorical variables will be performed. Baseline characteristics will include gender, 
age (≤70 vs. >70), race (black vs. non-black), BMI (BMI <25 vs. ≥25 and BMI <30 vs. ≥30), 
ejection fraction (<45% vs. ≥45% and <40% vs. ≥40% to <50% vs. ≥50%), NYHA Class, atrial 
fibrillation vs. no atrial fibrillation, diabetic vs. non-diabetic, ischemic heart disease vs. non-
ischemic heart disease, COPD vs. non-COPD, CKD vs. non-CKD, depressed vs. non-
depressed, cognitively impaired vs. non-cognitively impaired, frail vs. non-frail, among others.  
 
Exploratory Efficacy Parameters and Measures 
Similar statistical methods as described above will be used for all of the exploratory efficacy  
endpoints: 
 

1. Change in the Kansas City Cardiomyopathy Questionnaire (KCCQ) total score and 
physical component score at 3 months  
2. Change in 6-minute walk distance (6MWD) at 3 months 

 3. Change in component scores of the SPPB at 3 months 
4. Change in the 12-item short form health survey (SF-12), EQ-5D, depression, and 
cognition measures at 3 months 

 5. Change in frailty status at 3 months 
 6. All-cause rehospitalizations at 1 month and 3 months 
 7. All-cause rehospitalizations 6 months from the date of randomization 

8. All-cause combined rehospitalizations and deaths at 6 months 
9. Global rank endpoint of death + all-cause rehospitalizations + absolute change in  
SPPB score  
10. Global rank endpoint of death + all-cause rehospitalizations + 5-point change in 
KCCQ score 

 11. Heart failure (HF)-specific rehospitalizations 
 12. Cardiovascular events  
 13. All-cause rehospitalization days  
 14. Total hospitalization days post-randomization 
 15. Total facility-free days alive  
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 16. Deaths  
 17. Falls  
 18. Change in biomarkers at 3 months 

19. Time to first rehospitalization or death  
20. Global rank endpoint of death + HF rehospitalizations + absolute change in SPPB  
score  
21. Global rank endpoint of death + HF rehospitalizations + 5-point change in KCCQ 
score 
22. Global rank endpoint of death + all-cause rehospitalizations + % change in 6MWD 
23. Global rank endpoint of death + HF rehospitalizations + % change in 6MWD 
24. Days alive out of hospital 
 
 

History of Changes to SAP 
 

Date of Change Changes Made 

12/13/2016 Added plans for Baseline-Adjusted Analyses, Compliance-Adjusted 
Analyses, Subgroup Analyses  
 

2/1/2017 Added plans for Subgroup Analyses, Cross-Over Analyses, and 
Responders/Non-Responders Analyses 
 

7/31/2019 Baseline-Adjusted Analyses variable selection significance level set to 
p<0.01. 
 

9/17/2019 Added adjustment for baseline SPPB to the secondary outcome analysis 
plan. 
 
Compliance-Adjusted Analyses was revised to the Dose-Response/Treated 
Analyses.  
 
Global Rank Score with KCCQ was specified as a 5-point change 
 
Added Exploratory Efficacy Measures: 
   - Global rank endpoint of death + HF rehospitalization + SPPB score  
   - Global rank endpoint of death + HF rehospitalization + 5-point change in  
KCCQ score 
   - Days alive out of hospital 
 

1/17/2020 Added Exploratory Efficacy Measures: 
   -Global rank endpoint of death + all-cause rehospitalizations + %  change 
in 6MWD 
   - Global rank endpoint of death + HF rehospitalizations + %  change in 
6MWD 
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