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Abstract

Heart failure (HF) is a complex condition which is a growing and lethal public health
issue in Canada and internationally. In the last several decades, the number of treatments
for HF with reduced ejection fraction, which makes up a large portion of the HF
population, has grown. The recommended therapy for HF patients is a combination of
medications known as guideline-directed medical therapy or GDMT. However, as HF is a
condition characterized by progressive deterioration many individuals who suffer from
chronic HF (CHF) experience frequent episodes of acute decompensation leading to
hospitalization for worsening HF also known as acute HF (AHF) even though they are
being treated with GDMT. Patients are often given intravenous (IV) magnesium during
AHF episodes, but little is known about the frequency and pattern of magnesium testing
and treatment, and even less is known about the impact of magnesium treatment on

patient outcomes and health-related quality of life (QoL).

The main goal of this study was to determine the current patterns of IV
magnesium use and its impact on patient outcomes in acute heart failure. An extension of
this goal was to develop the foundational research needed for a future study to assess the
impact of IV magnesium therapy on QoL. Consequently, we designed a retrospective
cohort study that involved the collection and analysis of data from 42,763 patients and
78,957 episodes of emergency department (ED) visits or hospitalization over 8 years to
determine the rates and outcomes of magnesium testing, replacement, and

hypomagnesemia. Furthermore, we conducted a network meta-analysis and systematic



review to determine what impact, if any, from IV magnesium would justify its continued
use, the sample size needed for a sufficiently powered future prospective study, and the

effect of different treatment combinations on the QoL of patients with CHF.

Our first study demonstrated that serum magnesium testing occurred in 58.7% of
episodes and did not occur more frequently in patients with lower or higher potassium
levels. The testing established that 31.7% of all patient episodes were hypomagnesemic
and we found that with every 0.02 mmol/L unit decrease in serum magnesium level from
0.7 mmol/L and every 0.02 mmol/L unit increase in serum magnesium level from 0.86
mmol/L the risk of mortality at 2 years from the event increased significantly. This
experiment also found that IV magnesium was given in 13.7% of all patient episodes and
in those episodes 70.2% of the patients had hypomagnesemia. After overlap weighting,
IV magnesium was associated with a higher risk of mortality at 7 and 7-30 days, but not
any time points afterward. Patients with normal magnesium levels had the highest risk of
mortality after receiving IV magnesium. Our second study showed that a combination of
ARNi + BB + MRA + SGLT2i resulted in the largest change in QoL with an effect size of
7.11 units of change, but this effect was not significant. The treatment combination that
resulted in the largest improvement in QoL was ARNi + BB + SGLT2i which had an
effect size of 5.33. Our study results also showed that the individual therapy that led to
the greatest improvement in QoL was SGLT21 with a mean change of 3.37 while the least

effective was digoxin with a mean change of -5.34.



We concluded that hypomagnesemia may be associated with worse long-term
outcomes for patients with acute heart failure, but it is not clear if this is related to
physiological actions of magnesium. Furthermore, our studies showed that IV magnesium
is associated with an increased risk of short-term mortality, however, whether this is
caused by the administration of IV magnesium is unknown. Our network meta-analysis
indicated that accepted combinations of HF treatments resulted had an effect size of 3-7
units in the KCCQ overall summary score and our findings suggest that a study
evaluating IV magnesium’s impact on QoL should do so both through a measurement of
the mean change of QoL score and through a measurement of the proportion of patients
undergoing a small, medium and large clinical change both towards improvement and

deterioration of QoL due to the within-group variability in QoL experience.
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Chapter 1 - Introduction and Review

1.1 THE SYNDROME OF HEART FAILURE:
1.1.1 The Condition

Heart failure (HF) is a complex condition occurring when the heart fails to pump
sufficient amounts of blood due to structural or functional changes in the heart that
prevent the heart muscle, or myocardium, from relaxing or contracting appropriately.
Declared an emerging epidemic in 1997, heart failure is a growing and lethal public
health issue in Canada and internationally.' It is estimated that more than 750,000
Canadians currently have a form of HF and while the incidence of heart failure has been
falling, an aging Canadian population has resulted in a continued high burden of heart
failure.>* HF is expected to cost the Canadian healthcare system billions of dollars by
2030, several hundred million of which is due solely to the growing number of
hospitalizations with a primary complaint of HF.* The severe nature of heart failure yields
frequent emergency room visits and hospitalizations and a 5-year mortality rate of
roughly 50%.* The severe impact of HF on public health is a result of the gradual or
sudden onset of symptoms and continuous degeneration of health that eventually impairs

daily living.
1.1.2 HF types

What happens in HF pathophysiology when the myocardium fails to contract and relax
appropriately is analogous to a traffic jam, the location and result of which depends on
whether heart failure occurs in the left, right, or both ventricles. Left-sided HF is more
common and it leads to reduced perfusion of the organs, increased blood volume, and
pressure in the pulmonary system. Right-sided HF is generally a result of the pressure
and volume overload of the right ventricle and congestion of the pulmonary system
which occurs during the failure of the left ventricle to effectively pump blood in
left-sided HF, among other causes.’ The result of right-sided HF is generally the

development of swelling throughout the body and breathlessness as the right ventricle



struggles to pump blood into the pulmonary system. Left-sided HF can be further
subdivided into HF with reduced ejection fraction (HFrEF), HF with mildly reduced
ejection fraction (HFmrEF), and HF with preserved ejection fraction (HFpEF) - ejection
fraction (EF) being the ratio of the amount of blood that is pumped out of the heart

compared to the amount pumped in.
1.1.3 HFrEF/HFmrEF/HFpEF

The proportion of people who develop HFrEF compared to HFpEF/HFmrEF is roughly
equal but varies from country to country.® The remodeling which results in reduced
cardiac output leading to heart failure has different causes in HFrEF and HFpEF. HFrEF
generally occurs under conditions of ischemia, which leads to loss of cardiomyocytes,
such as myocardial infarction - colloquially known as a heart attack.”'® Under these
conditions eccentric remodeling occurs along with fibrosis and cardiomyocyte autophagy,
which essentially results in a thinning of the heart muscle and a loss of contractile
capacity in the left ventricle.”'’ Patients with HFpEF generally have several
comorbidities like hypertension, obesity, and chronic obstructive pulmonary disease
(COPD) before HF which lead to a continuous low-grade inflammatory response.’'® The
persistent inflammation eventually leads to concentric remodeling, fibrosis, and further
inflammation which essentially thickens the heart muscle, which weakens it and reduces
the ability of the left ventricle to relax.'" Compared to individuals with HFpEF patients
with HFrEF are younger, more likely to be male, more likely to have higher biomarker
levels, more likely to have severe symptoms, more likely to have an ischemic etiology,
more likely to have coronary artery disease (CAD) and kidney disease.”'° There is also
some evidence to suggest that patients with HFmrEF are closer clinically to HFrEF than
to HFpEF as they are generally younger, have a higher likelihood of having ischemic
etiologies, are more likely to have coronary artery disease than patients with HFpEF, but
have less severe symptoms, lower biomarker levels, and higher blood pressure than
patients with HFrEF.”'° Consequently, it is suggested that HFmrEF may be a milder form
of HFrEF. It is also uncertain as to whether there is a difference in outcomes between

individuals across the EF spectrum as some evidence suggests that patients with HFrEF



have a higher mortality and hospitalization rate than patients with HFpEF/HFmrEF, while
others have found little difference in outcomes across ejection fractions.”'*'* This is
further confused due to the differences in available treatments across ejection fractions as
there are not any mortality or morbidity-reducing treatment options for patients with
HFpEF, and while there is some evidence to suggest that therapies effective in HFrEF
may also be effective in HFmrEF, these therapies have not yet been sufficiently assessed

in standalone randomized controlled trials (RCT) in patients with HFmrEF.?
1.1.4 Chronic and Acute HF

Finally, it's important to consider the differences between chronic and acute HF clinical
presentations. Generally, patients who have HF with an established diagnosis or a gradual
onset of symptoms are described as having chronic HF (CHF). A sudden development of
HF symptoms or the sudden deterioration of a person with chronic HF leading to
hospitalization is referred to as acute HF (AHF). When a person presents to the hospital
without an HF diagnosis acute HF is referred to as new onset or de novo HF as opposed
to decompensated chronic HF when the patient has a diagnosis of HF and their symptoms
deteriorate suddenly. Decompensated chronic HF is more common than de novo acute HF
and tends to pose a higher long-term mortality risk than de novo acute HF as a
decompensation event signals a worsening prognosis and an advancing deterioration for
patients with CHF.">"'® While AHF is a transient episode and in some cases is amenable to
complete recovery, such as in viral myocarditis or alcohol-induced cardiomyopathy, CHF
is a persistently deteriorating condition. Even when well managed, the mechanisms of
compensation, including neurohormonal activation, overtime paradoxically lead to
further damage which can eventually reach a stage of advanced HF."” This stage is
characterized by the presence of persistent severe symptoms, accompanied by exercise
intolerance and frequent episodes of acute decompensation and AHF. A patient with CHF
may have several CHF decompensation episodes, that is episodes of AHF, before

eventually experiencing sudden cardiac death or death due to progressive heart failure.’



1.2 DIAGNOSIS, HF BURDEN, AND TREATMENT
1.2.1 Diagnosis

The diagnosis of HF involves assessing the signs and symptoms of a patient, their
medical history, their electrocardiogram, blood biomarker and electrolyte values, and
echocardiography results.’ In the non-acute setting clinicians may first look for signs of
congestion and symptoms of difficulty breathing and swelling in areas like the ankles.*"
If these signs and symptoms are present, if there are abnormalities on the
electrocardiogram or past conditions that are risk factors for HF (hypertension,
myocardial infarction, CAD) the physicians may then order blood biomarker and
electrolyte analyses.’ These tests will determine the levels of natriuretic peptides BNP
and NT-ProBNP, primarily. In healthy hearts, these hormones are present at low levels,
and they form part of the compensatory mechanism for when the heart experiences
volume or pressure overload; As normal heart function becomes heart failure however,
BNP and NT-ProBNP levels are elevated and as a result, they can be used along with the
other critical information listed previously to help rule in or rule out HF.*!” Finally an
echocardiogram will be developed that will give information about the ejection fraction
of the ventricles, whether they display eccentric or concentric hypertrophy, and whether
there are regional wall motion abnormalities that may present an alternative diagnosis.*"
Together all of this information is used to determine whether HF is present, what type of
HF it is, and thus, the most effective treatment for it. In acute settings, the diagnostic
process may be reversed with echocardiography being completed before blood biomarker
tests to rule out the potential for other more immediately harmful conditions before the

diagnosis of HF is made for certain.’
1.2.2 HF Burden and Quality of Life

Beyond the risk of shortening a person's life, HF also presents the risk of decreasing the
quality of a person's life.'®!"” HF symptoms include difficulty breathing and swelling in
the lower extremities, but they also include exercise intolerance and fatigue, and while

less common, other symptoms can include nausea, loss of appetite, confusion, and



wheezing.? As heart failure progresses, without effective treatment, these symptoms can
become more severe and the condition as a whole can take a severe psychological toll to
the point of preventing normal life activities."*** Even when HF symptoms can be
relatively well managed by recommended therapies and devices, patients have to suffer
the side effects of these therapies which can be just as debilitating.?'** These side effects
can include hyperkalemia -elevated potassium levels which can be dangerous-,
hypotension, renal insufficiency, and a low heart rate which may lead to the intolerance
of the medications required to reduce the risk of mortality and morbidity.?* Intolerance of
these medications is further complicated as patients with HF generally have a number of
comorbidities such as atrial fibrillation, chronic kidney disease, COPD, depression, and
diabetes mellitus some of which may also increase the likelihood of intolerability of
critical therapies.”**” Beyond having to deal with the burden of HF symptoms and the
side effects of their treatments, HF accounts for a large, and oftentimes the largest,
proportion of hospitalizations in developed countries during which patients may
experience decompensation which is a difficult experience.*® Patients also have to rely on
caregivers, many of whom are not prepared to support a person with HF.?* While living
with HF is not impossible, the burden that HF presents can prevent patients from fully
enjoying their lives and results in a generally low quality of life for patients with HF
which decreases with time. As quality of life can be as critical, if not more critical than
the length of life for patients with HF across HF types, quality of life must be at the front

of mind when assessing the value of current and future HF treatments.>*

1.2.3 HF Treatments

The treatments available for HF can be divided into treatments that reduce
mortality and morbidity and treatments that reduce symptoms of HF and other
comorbidities. To date, there is only evidence of mortality and morbidity-reducing
treatments for HFrEF and within this group, there are several classes of drugs that are
recommended by the American College of Cardiology, American Heart Association, and
the European Society of Cardiology.*'"> The recommendations include angiotensin

receptor blocker/neprilysin inhibitors (ARN1) or in cases of intolerance



angiotensin-converting enzyme inhibitors (ACE1) or angiotensin receptor blockers (ARB)
on their own. They also include beta blockers (BB), mineralocorticoid receptor
antagonists (MRA), and sodium-glucose cotransporter 2 inhibitors (SGLT2i). Together
these 4 classes of drugs form guideline-directed medical therapy or GDMT. In certain
scenarios, drugs including ivabradine, soluble guanylate cyclase receptor stimulators like
vericiguat, and nitrates like hydralazine and isosorbide dinitrate (H-ISDN) can be added
to GDMT to further support the health of patients with HFrEF.>!* While some of these
drugs are prescribed for patients with HFpEF and HFmrEF to treat comorbidities like
hypertension there is limited evidence that they reduce mortality and morbidity in these
patients. Devices like cardioverter-defibrillators or defibrillators for cardiac
resynchronization therapy may also be indicated depending on the clinical characteristics
of a patient.*'” Patients experiencing de novo HF may have GDMT initiated if this aligns
with the etiology and type of their HF and patients experiencing decompensation of
chronic HFrEF may have their current treatments adjusted, but in an acute setting, the
primary goal is to manage symptoms and reduce damage to the heart in the short term
which is why GDMT, which is titrated over a period of time for maximal efficacy, is not
the primary treatment for a patient with an acute presentation. The treatments which are
available to reduce symptoms of HF in the acute setting are used for all HF types
including HFpEF, HFmrEF, and HFrEF. These treatments are mainly focused on
controlling blood volume and fluid balance using diuretics, managing the other
conditions experienced by patients through beta blockers or ACEi, and particularly in
acute settings, managing blood pressure through vasodilators and vasopressors as

needed.>"’

While not recommended by leading cardiovascular associations, other treatments
may be used in acute settings. However, unlike GDMTs whose efficacy in improving
patient outcomes is supported by countless high-quality studies, there has been little
research into how treatments in the acute setting impact patient outcomes including
mortality and morbidity as well as patient quality of life during and following AHF. As

acute episodes of HF are a critical time for patients with new onset HF to define the



trajectory of their condition and a persistent feature of the experience of patients with

CHEF, it is important to better understand the efficacy of treatments in AHF.

1.3 ACUTE HF TREATMENT AND THE ROLE OF MAGNESIUM

1.3.1 Acute HF presentations and treatments

Acute HF can present clinically in 4 major ways and its management relies on three main
therapies which may or may not be used depending on the presentation. AHF may
present in the form of acute decompensated HF which is the most common presentation
and mostly occurs in patients with CHF. This presentation is mainly characterized by a
generally gradual development of congestion due to fluid retention. Cardiogenic shock is
another presentation that is generally much more severe as it involves a life-threatening
lack of blood flow throughout the body. This presentation occurs in advanced HF or in
cases of severe ischemia, where a lack of blood flow to the heart leads to myocardial
death. The last two presentations include acute pulmonary oedema and isolated right
ventricular failure. Patients who are diagnosed with AHF are treated first for the
underlying cause of the episode (myocardial infarction, acute coronary syndrome,
hypertensive emergencies, etc.) then management is largely based on the clinical

presentation.

Acute decompensated HF, pulmonary oedema, and right ventricular failure
presentations can all be treated with diuretics to resolve fluid retention. Cardiogenic
shock, acute decompensated HF, and right ventricular failure if there is evidence of
hypoperfusion of the tissues can be treated with inotropes and/or pressors to increase
blood flow to the body. Finally, pulmonary oedema may be treated with vasodilators to
help alleviate congestion in the pulmonary system. While in theory patients with AHF
would fall neatly into the categories listed above, this may not be the case and often the 3
therapies listed will be mixed and matched to achieve the desired outcome. If these 3
treatments -diuretics, vasopressors/vasodilators, and inotropic agents- don't relieve the

symptoms of the patient renal replacement therapy or mechanical circulatory support may



be indicated, but this is largely the entire toolkit available for the treatment of AHF.
Unfortunately, these treatments may reduce congestion and prevent immediate organ
failure from hypoperfusion, but there is limited evidence that they provide a morbidity or

mortality benefit.

It has been proposed that relieving congestion and reducing blood volumes
through vasodilators and diuretics would reduce the risk of mortality because it would
result in a reduction of the burden on an already weak heart, but there is no evidence to
support this.?'**3¢ While there is also no evidence for a reduction in the risk of mortality
with the use of diuretics, there is a consensus that they are indicated for all patients who
present to the emergency room with signs of congestion and fluid retention.***7>* The
role and use of vasodilators are much more controversial, however. The AHA/ACC
guidelines suggest that vasodilators may be considered for patients who present without
hypotension or hypoperfusion and ESC guidelines suggest that if the patient's systolic
blood pressure is higher than 100 mmHg vasodilators may provide an added decongestive
benefit.>!*** However both guidelines and other studies recognize the significant lack of
evidence supporting an association between vasodilator use both with and instead of
diuretics with reductions in mortality and the toxicity of current vasodilator options like
sodium nitroprusside and nitroglycerine.*'>***! New vasodilators like ularitide and
serelaxin in TRUE-AHF and RELAX-AHF respectively have also failed to show
significant reductions in risk of mortality and morbidity following AHF and so have
combinations of vasodilators including nitrates, RAAS blockers, and hydralazine.**** It
seems that the focus on new treatments for AHF has shifted towards revisiting diuretics
and therapies for HFrEF like SGLT2is.** Regardless of the controversy surrounding the
use of vasodilators as a treatment for AHF, intravenous magnesium sulfate infusions are

still used within the treatment of AHF.
1.3.2 The role of magnesium in the cardiovascular system

Magnesium ions play a critical role in the body and specifically within the cardiovascular

system. Magnesium is a metabolic cofactor in hundreds of enzymatic reactions,



particularly ones concerning energy utilization.*” It is required in the sodium potassium
ATPase pump and calcium ATPase pump and as such may exert a level of control on
intracellular potassium and calcium concentrations.* Magnesium is required for nucleic
acid and protein synthesis and it is involved in a number of mitochondrial processes.*
The biochemical relationships of the magnesium ion mean it is directly involved in the
regulation of the contraction and conduction of the heart and the vascular tone. As a
result, administration of magnesium has been reported to result in vasodilation of both
coronary arteries and the peripheral vasculature through modulation of vascular smooth
muscle and endothelium dependent relaxation resulting in a reduction in mean arterial
and pulmonary arterial pressures which could aid in decongestion.*** By reducing
pulmonary and mean arterial pressures and congestion, as has been postulated before for
other vasodilators, magnesium infusions would be expected to result in a decrease in the
force required by a failing heart to pump blood, potentially preventing further damage to
the myocardium.’® Additionally, magnesium administration may result in a reduction in
the frequency and severity of arrhythmias and improvement in heart rhythm as
hypomagnesemia - magnesium deficiency in the blood - has been associated with an
increase in ventricular arrhythmias.’'-** This action of magnesium could be due partly to
the association between hypomagnesemia and hypokalemia - potassium deficiency in the
blood -, which has been reported to be rectified by potassium administration only after
magnesium supplementation, hypokalemia being a critical factor in the development of
arrhythmias.”">*** Indeed the administration of magnesium both intravenously and orally
has been shown time and again to promote better heart rhythm and reduce
arrhythmias.”” Additionally, oral magnesium administration for 5 weeks was found to
result in a reduction of C-reactive protein in patients with chronic heart failure,
potentially resulting in reduced inflammatory cascade signaling.’® However, even with all
of the evidence surrounding magnesium's key role in the cardiovascular system and in
heart failure, it is still unclear whether in acute heart failure hypomagnesemia is
associated with an increased mortality rate and whether magnesium treatment is

associated with decreased mortality.



1.3.3 Hypomagnesemia

Due to the significant evidence supporting the importance of magnesium within the
cardiovascular system it would be expected that hypomagnesemia would have a clearly
defined association with patient outcomes in HF, but this isn't the case. The earliest
studies already set the stage for controversy as Gottlieb et al. found that in patients with
HFrEF hypomagnesemia was significantly associated with higher 1 year and 2 year
mortality rates while the PROMISE study a few years later found no association between
hypomagnesemia and poorer outcomes in the patients with HFrEF after adjusting for key
variables.”®* Cohen et al would later present evidence that hypomagnesemia is
associated with increased mortality in hospitalized patients with HE.®' Further,
investigators presented evidence using a propensity-matched population of patients with
CHF across the EF spectrum from the DIG trial participant datasets that supported the
results of Cohen et al suggesting that low magnesium was associated with cardiovascular
mortality, but not hospitalizations or all cause mortality.”> A few other studies agree with
the conclusion that there is an association between low magnesium and worse outcomes
in patients with HF including the trial by Nishihara et al which found an association
between lower magnesium levels and higher mortality in patients with HFpEF.®
However, these results are tempered by another set of studies such as the EVEREST and
EPHESUS trials which also found no relationship between hypomagnesemia and
increased mortality and hospitalization.**%

There is no consensus or high quality evidence concerning whether or not
magnesium levels have a prognostic significance in HF. Two factors that may contribute
to this lack of consensus are the difference in study populations and the absence of a
standard serum concentration of magnesium which defines hypomagnesemia. Some of
the mentioned studies analyzed the relationship between serum magnesium concentration
and poor outcomes in patients with HFrEF, some in patients with HFpEF, and some with
all patients with HF. One study looked specifically at patients with acute HF
presentations, while others were focused on patients with chronic HF. Further, some

studies like Gottlieb et al considered hypomagnesemia to be serum magnesium levels
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lower than 0.8 mmol/L while other studies like the EVEREST Trial considered it to be
lower than 0.74 mmol/L.*** Magnesium is unequivocally important to the normal
functioning of the cardiovascular system, but clearly, the prognostic significance of

magnesium is more complex than known previously.
1.3.4 IV magnesium

Even more unclear than the prognostic significance of magnesium in HF is the potential
that intravenous (IV) magnesium infusion may have in acute HF since after a
comprehensive search no study was found that endeavored to examine this. Experimental
data that suggested that magnesium may be protective against ischemia inspired several
studies to investigate IV magnesium infusion as a treatment for suspected acute
myocardial infarction. Initial studies reported very significant, groundbreaking, protective
effects in patients hospitalized with acute myocardial infarction: Shechter et al reported a
75% reduction in mortality compared to placebo in patients who didn’t receive
thrombolytic therapy, Raghu et al reported a 65% reduction in mortality compared to
placebo in patients who received thrombolytic therapy, and a meta analysis by Horner et
al reported a pooled hazard ratio of 0.46 for IV magnesium therapy in acute myocardial
infarction - which is a reduction in mortality by 58% - across 8 studies.®®" This was
enough evidence for 2 large scale randomized controlled trials, ISIS-4 and MAGIC, to be
undertaken. However, neither trial was able to replicate the results that were seen in the
smaller scale trials, with both reporting nearly identical mortality rates in IV magnesium
treated and placebo controlled groups of patients suspected of experiencing acute
myocardial infarction.”””* While acute myocardial infarction and acute heart failure are
related and myocardial infarction can often lead to HF, more research is needed to rule

out the possible efficacy of IV magnesium in AHF.

IV magnesium infusions are administered in both patients with acute HF who have
a serum magnesium deficiency and those who do not and upon reviewing the currently
available evidence concerning IV magnesium’s potential as a treatment in acute HF this

is likely based on clinical experience and anecdotal evidence. The continued use of IV
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magnesium against a background of a known lack of benefit in acute myocardial
infarction suggests that direct evidence evaluating the effectiveness of magnesium
therapy is needed and that there may be a hidden benefit to patient outcomes justifying its
use even without clear evidence of a mortality benefit. Specifically, a quality of life
benefit may be imparted by IV magnesium therapy as it may potentially reduce
congestion and rhythmic abnormalities during AHF which may improve patients'
experience during AHF and afterward. Beyond the symptoms of HF mentioned
previously such as dyspnea, fatigue, and depression which lead to a deteriorating quality
of life, the experience of the acute care environment and of AHF can lead to further
declines in quality of life.”>”* Indeed the perceived severity and experience of
arrhythmias and congestion seem to have a significant impact on the quality of life of
patients with HF and other cardiac conditions, the impact of health conditions on the
quality of one’s life can be so great that patients prefer quality of life improving therapies
over survival improving therapies, thus improving quality of life and care experiences is
critically important.”>”>7¢ This suggests that if magnesium therapy provides a quality of
life benefit its use may be justified even if it does not impact mortality-related outcomes.
More research is needed to understand how quality of life is influenced and if therapies
like IV magnesium can improve patient outcomes or the quality of life of patients with
acute heart failure. However, quality of life is not regularly assessed in clinical practice
and as a result, prospective or RCT-based studies must be used to assess the impact of IV

magnesium therapy on quality of life.
1.4 THESIS STRUCTURE
1.4.1 Research objective

The main goal of this study is to determine the current patterns of use of [V magnesium
and its impact on outcomes such as mortality and hospitalization in patients who have
experienced an acute heart failure episode. Additionally, an evaluation of the change in
quality of life experienced by patients with AHF after [V magnesium therapy is

necessary. Therefore, an extension of the main goal of this study is to develop the

12



foundational research needed to permit the future development of a study to assess the
impact of IV magnesium therapy on quality of life. Consequently, we conducted a
retrospective cohort study using population-based data to determine what the frequency
and factors associated with serum magnesium testing and IV magnesium administration
are, whether serum magnesium levels are associated with negative outcomes, whether
administration of IV magnesium results in corrections of these outcomes and whether
administration of IV magnesium results in improvement of outcomes regardless of
magnesium level. We also used a network meta-analysis methodology in a second
experiment to determine and compare the impact of various combinations of accepted
treatments on changes in quality of life in patients with chronic HF to facilitate a future

study that could evaluate IV magnesium.

1.4.2 Research methodology

The decision to separate the experiments and use the named methodologies was based on
our ability to access a set of comprehensive databases with clinical and follow-up
information for 48,000 patients with acute heart failure which made a retrospective study
design appropriate. However, as this database did not include quality of life scores and it
was not possible to evaluate the effect of [V magnesium infusions on the quality of life of
patients with acute heart failure at this time, we decided instead to build the foundation
for a future study using a network meta-analysis design to answer several important
questions. By determining the effect of accepted treatment combinations on quality of life
in a similar patient population the network meta-analysis would allow us to determine
what impact, if any, from IV magnesium would justify its continued use and what number
of patients would be necessary to ensure that there was a large enough sample size for a
sufficiently powered prospective study. Additionally, this study would allow us to
compare the effect of different treatment combinations on the quality of life of patients
with chronic HF to better understand how quality of life is influenced in this patient
group which will help inform the design of a quality of life study for patients in acute HF

episodes.
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The thesis is divided into four chapters. Chapter one provides background
information of the study and chapter four is a summary of the results, conclusions, and
further recommendations. Chapters 2 and 3 are versions of manuscripts being prepared

for publication under the same title.
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Chapter 2 - Factors related to the testing and replacement of magnesium and
its association with clinical outcomes in patients with acute heart failure: a

population-based study
2.1 INTRODUCTION:

2.1.1 Choosing wisely

Discussions surrounding unnecessary tests and treatments in cardiovascular medicine
have become more prevalent since 2014 when the Choosing Wisely Canada campaign
was launched, but have been ongoing for several decades.”” Decisions about whether to
administer a test or provide a treatment/procedure are even more involved in complex
conditions like heart failure which is a major public health problem, with frequent
emergency department visits, hospital admissions, and a 5-year survival rate of roughly
50%.* While many tests, treatments, and procedures are being evaluated closely to
determine their necessity, to our knowledge the frequency and patterns of serum

magnesium level testing and intravenous (IV) magnesium treatments are unknown.

2.1.2 Hypomagnesemia and [V magnesium

Electrolyte imbalances such as hypomagnesemia, are frequently observed in HF patients
with 19-53% having hypomagnesemia.”%*>"8" However, there is a limited
understanding of the involvement of magnesium in the pathophysiology of HF
particularly in the acute setting. Several studies have shown treatment with magnesium to
be associated with greater conductive and vascular stability, with reports of decreased
mean arterial pressure, systemic resistance, ventricular ectopy, tachycardia, and QT
interval variability in addition to increases in heart rate variability and arterial compliance
in both patients with acute or chronic HF.337:3-6062787 Earlier studies in this area also
indicated that there may be an association between hypomagnesemia and increased
mortality risk in patients with HF. However, results have varied, consequently, there is no
consensus on whether hypomagnesemia is associated with adverse outcomes in patients

with acute or chronic HF.¢"*%% Further, while large clinical trials have shown that IV Mg
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does not improve survival in acute myocardial infarction, the efficacy of IV magnesium

as a treatment in heart failure is still unknown.” 7

Thus, to address these knowledge gaps, we designed this study to explore the
frequency and factors related to magnesium testing and treatment, as well as any
associations between hypomagnesemia and IV magnesium treatments with patient

outcomes in patients with acute HF.

2.2 METHODS:
2.2.1 Study design

This is a retrospective cohort study that used patient data collected from April 1, 2012 to
March 31, 2020 in the province of Alberta through the Alberta Health Services Discharge
Abstract Database (DAD) and the National Ambulatory Care Reporting System
(NACRS). This period of time was chosen to avoid overlap with the abnormal care
conditions stemming from the COVID-19 pandemic. Through these databases, we were
able to identify all primary heart failure hospitalizations or emergency department visits
(ED) during the mentioned time period. The Pharmaceutical Information Network (PIN)
database provided the information (including Drug Identification Number (DIN),
Anatomical Therapeutic Chemical Classification (ATC), dispensing date, amount, and
days of supply) on prescribed medications dispensed to outpatients in Alberta from
January 1, 2008 onwards. Hospital-based pharmaceutical datasets including DOSE and
SCM were used to obtain information on IV magnesium supplementation. The laboratory
testing details were collected from a province-wide laboratory repository that included
inpatient, ED, and outpatient lab tests and was available from April 2012 onwards. The
Population Registry database contained patients’ demographic information (i.e. year of
birth, sex, first three digits of patients’ residential postal code) and the Vital Statistics
database provided information on deaths including date of death. All of the diagnoses
complied with International Classification of Diseases-10th Revision (ICD-10) codes and
this study is reported in accordance with Strengthening the Reporting of Observational
Studies in Epidemiology (STROBE) guidelines.
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2.2.2 Patient Population

Patients included in the cohort were adults > 18 years old who visited the emergency
department or were hospitalized with a primary diagnosis of HF (ICD-10: 150.x) between
April 01, 2012 and March 31, 2020. We considered ED visits and hospitalizations with
HF within 48 hours as a single episode of care. Recognizing the discontinuous nature of
intravenous magnesium replacement in patients with HF, we analyzed each
hospitalization or ED visit (except those within 48 hours) as discrete episodes of care and
consequently analyses were done at the episode level rather than the patient level. Patient
comorbidities were identified using ICD codes (9th and 10th revision) from any
hospitalizations, ambulatory encounters, or from physician’s claims in the outpatient
setting (>2 claims at least 30 days apart within one year) for all healthcare encounters up

to six years prior to the index episode.

2.2.3 Serum Magnesium Definition

Serum magnesium tests and other laboratory tests were captured from the laboratory
database if the test was done within = 1 day of HF episodes. The lowest values of serum
magnesium concentration were chosen when multiple tests were done during a single
episode. For other laboratory tests, the tests closest to the episode start date were selected
for the analysis. The main analysis evaluated serum magnesium as a continuous variable.
In addition, serum magnesium levels were considered to be indicative of
hypomagnesemia if they were lower than 0.75 mmol/L. A range of cutoff values were
explored including 0.65 mmol/L, however, 0.75 mmol/L was chosen for the main

analysis considering values in the literature.>*!-%

2.2.4 Intravenous Magnesium Therapy Classification

Treatment of patients in the cohort with magnesium was considered in the analysis when
the magnesium compound was formulated as magnesium sulfate (MgSQO,) as this is the
only available intravenous magnesium formulation in Canada. Administration of

magnesium sulfate was only considered if it occurred within = 1 day of HF episodes.
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2.2.5 Outcomes

The primary clinical outcomes of interest included all-cause death and hospitalization
(all-cause, CV related, and HF-related). Secondary outcomes of interest included ED
visits (all-cause, CV related, and HF-related) and Physician claims (all-cause, CV related,
and HF-related). Other outcomes included factors and rates of serum magnesium testing
and hypomagnesemia. Patients in the cohort were followed from the index episode for
two years until they had another episode of HF hospitalization or ED visits, moved out of
the province, died or the study ended (March 31, 2020), whichever occurred first.
However, the next episode of HF hospitalization or ED visit, that occurred in two years,
might be considered as the outcome of the earlier episode. The time to event was
measured as the time from the first episode to the first outcome event that occurred

during the follow-up.

2.2.6 Statistical Analysis

Categorical variables were summarized as counts with proportions, and compared

between/across groups using Chi-square tests. Continuous variables were summarized as
medians with interquartile range (IQR). Mann-Whitney U test was used to compare them
between two groups, and the Kruskal-Wallis test was applied when comparing more than

two groups.

We used multivariable binary logistic regression models with generalized
estimating equation (GEE) to determine (i) the factors associated with magnesium testing
and (i1) the factors associated with hypomagnesemia. We included a number of variables
such as patient demographics, comorbidities, and medications. The variables included
were chosen due to their availability within databases and their clinical relevance in the
context of magnesium balance within the cardiovascular system and AHF. Linearity
assumption for the relationship of continuous variables such as age with magnesium
testing and hypomagnesemia was assessed and included as the natural cubic spline

including percentiles with 3 knots.
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We determined the association between IV magnesium replacement and clinical
outcomes of interest including death, hospitalization (all-cause, CV related, and
HF-related), and ED visits (all-cause, CV related, and HF-related). The crude rate of
outcomes in groups receiving versus not receiving magnesium therapy was presented as

the rate per 100 person-months.

Time-varying cause-specific Cox regression models with weighting to balance the
treatment groups were used to determine the change in risk of mortality and other clinical
outcomes with IV magnesium sulfate administration. The period of measurement for
outcomes in the previously mentioned subjects included the length of time from one HF
hospitalization where the magnesium test was done to the next. Additionally, a second
analysis explored the association between magnesium therapy and short-term hospital
mortality. We limited this analysis to patients aged 60 to 90 years old, with a maximum of
three HF episodes, due to the lower number of IV magnesium administration events
among patients who did not meet the above criteria preventing the efficient propensity
score based balancing of the treatment groups. Outcomes were reported as weighted
hazard ratios (HR) with 95% confidence intervals (CI) for periods of conditional
mortality. In this analysis, mortality was considered a competing risk for other outcomes.
To get the propensity of receiving magnesium supplementation at each episode, we
constructed a multivariable binary logistic regression model including a number of
variables that were clinically relevant and accessible in the database such as patient
demographics (age and sex), residence, hospital type, clinical setting (ED and admission),
fiscal year, diabetes, hypertension, hyperlipidemia, CAD, PVD, Afib, thromboembolism,
liver disease, renal disease, asthma, COPD, cancer, depression, dementia, medications,
comorbidities and laboratory test results (sodium, potassium, magnesium, serum
creatinine and hemoglobin, and BNP). The variables included were chosen due to their
availability within databases and their clinical relevance in the context of magnesium
balance within the cardiovascular system and AHF. Continuous variables were included
in the model as natural cubic splines including percentiles method. Around 99% of

patients had hemoglobin and serum creatinine tests available, while 67.5% had sodium
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and potassium tests available. Missing sodium, potassium, hemoglobin and creatinine
values were imputed using multiple imputation with a fully conditional specification
method. After examining the interaction between variables, an interaction term for age
and serum magnesium value was included in the propensity model. The balance of
variables between groups was assessed using the standardized mean differences;
variables were considered well balanced if the standardized mean differences ranged
from -0.2 to 0.2. We used overlap weight instead of inverse probability weight to avoid
the influence of observations with extreme weight on outcome.® The overlap weighting
approach assigned each patient a weight proportional to his or her probability of being in
the opposite treatment group, and we also observed the exact balance of covariates
between the treatment groups. Further, a falsification endpoint was used to further
evaluate for the presence or absence of bias in the model which evaluated the association
between IV magnesium with patient outcomes after weighting. To achieve this, the
association between IV magnesium and urinary tract infections (UTIs) or hip fractures
was explored as both conditions are associated with increased frailty and poorer overall

health unrelated to magnesium pathophysiology or the cardiovascular system.

Two-sided p-values <0.05 were considered statistically significant. All analyses

were done with SAS 9.4 version (SAS Institute Inc).

This study was approved by the University of Alberta Research Ethics Board
(Pro00010852). Given the nature of the study, with de-identified administrative data
provided through Alberta Health Services, individual patient consent was not deemed

necessary by the board.
2.3 RESULTS
2.3.1 Cohort characteristics

Our study included 78,957 episodes of hospitalization or ED visits for HF (in 42,763
patients followed for a median of 1.9 years [Interquartile range (IQR) 0-3.8] after their

first episode of care), and in 58.7% episodes, serum magnesium was measured. The
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median age of the patient cohort was 80 years (IQR 70, 87) with 47.2% of patients being
female. Among 46,363 episodes during which magnesium was measured, patients had
serum magnesium levels <0.75 mmol/L in 31.7% of episodes, between 0.75 - 0.95
mmol/L in 56.8% of episodes and >0.95 mmol/L in 11.5% of episodes. Episodes, where
patients were tested for serum magnesium levels, were more likely to occur at a tertiary
hospital (23.7% vs 5.7%; p<0.0001), were more likely to occur with patients who were
admitted rather than discharged from the ED (69.1% vs 42.3%; p<0.0001) and had a
longer length of stay (5 (IQR 1,11) vs 1 (IQR 1,5) days; p<.0001) (Table 1). Patients had
higher BNP (858 (IQR 478, 1580) vs 746 (IQR 413, 1364); p<.0001) and NT-proBNP
(1908 (IQR 696, 5528) vs 1420 (IQR 531, 3877); p<.0001) values in episodes with a
magnesium test compared with episodes without a magnesium test (Table 1). Patients in
episodes with a serum magnesium test also had more comorbidities according to the
Charlson Comorbidity Index (5 (IQR 3, 7) vs 4 (IQR 2, 6); p<0.0001) than patients in
episodes that did not feature a test (Table 1). However, there was no difference in

potassium levels, medication use, or ejection fraction between the two groups.

2.3.2 Hypomagnesemia

Magnesium levels (per 0.02 mmol/L increase) were independently associated with
mortality when they were less than 0.70 mmol/L [hazard ratio (HR) 0.99 (95%
confidence interval (CI) 0.98-0.99); p<0.001] or greater than 0.86 mmol/L [HR 1.04
(95% CI 1.03-1.04); p<0.001] (Figure 1). Patients with hypomagnesemia were also more
likely to be hospitalized rather than discharged from the ED compared with patients with
normal magnesium levels and hypermagnesemia respectively (72.4% vs 67.8% vs 66.3%;
p<0.0001) (Table 3). Patients with hypomagnesemia also had longer episodes (6 (IQR 1,
13) vs 5 (IQR 1, 10) vs 4 (1,10); p<0.0001) (Table 3). However, patients with
hypomagnesemia had lower BNP (545 (IQR 198, 1220) vs 573 (IQR 214, 1238) vs 708
(IQR 238, 1680); p<0.0001) NT-proBNP levels (1830 (IQR 676, 5305) vs 1898 (IQR
696, 5385) vs 2209 (IQR 781, 7421); p<0.0001) than patients without hypomagnesemia,

while having similar medication use, residence and potassium levels (Table 3).
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2.3.3 IV magnesium

IV magnesium was given in 13.7% (n=6,333) of episodes that featured a serum
magnesium test and in 30.3% (n=4451) of episodes with hypomagnesemia. Among
patient episodes that received IV Mg (n=6,333), 70.3% (n=4,451) of episodes had
magnesium levels <0.75 mmol/L, 27.5% (n=1,744) had magnesium levels 0.75-0.95
mmol/L and 2.2% (n=138) had magnesium levels above 0.95 mmol/L. In the patients
who did not receive IV magnesium, but had a magnesium test there were 9010 deaths
(2.6 per 100 person-months) and 13339 hospitalizations for any cause (5.8 per 100
person-months). Whereas, in the group of patients who received IV magnesium the
number of deaths was 1539 (2.7 per 100 person-months) and the number of any cause
hospitalizations was 2176 (5.8 per 100 person-months). Having an urban residence [aOR
1.55 (95% CI 1.42-1.69); p<0.001], visiting a tertiary hospital [aOR 1.35 (95% CI
1.26-1.45); p<0.001], and being admitted to the hospital [aOR 2.41 (95% CI 2.22-2.62);
p<0.001] were associated with an increased likelihood of receiving IV magnesium (Table
5). Similarly, patients with coronary artery disease [aOR 1.13 (95% CI 1.06-1.21);
p<0.001] and atrial fibrillation [aOR 1.17 (95% CI 1.09-1.25); p<0.001] were also more
likely to receive IV magnesium (Table 5). Additionally, every 0.1 mmol/L reduction in
serum magnesium concentration from 0.8 mmol/L was associated with a 308% increase
in the likelihood of receiving IV magnesium [aOR 4.08 (95% CI 3.92-4.25); p<0.001]
(Table 5). However, the use of beta blockers [aOR 0.83 (95% CI 0.77-0.90); p<0.001]
was associated with a lower likelihood of receiving IV magnesium and other GDMTs
such as MRAs and ACEi/ARB/ARNI trended towards a lower likelihood of receiving IV

magnesium, but was not statistically significant (Table 5).

After weighting, receiving IV magnesium was associated with a higher 7 day
mortality risk [HR 1.57 (95% CI 1.33-1.86); p<0.0001], that persisted in the 7-30 day
period [HR 1.45 (95% CI 1.11-1.90); p=0.007] (Figure 3). Up to 60 days after the
infusion of magnesium a pattern of mortality risk according to serum magnesium
concentration was evident as patients with normal magnesium levels had a higher risk of

death compared to both patients with hypomagnesemia and patients with

22



hypermagnesemia (Figure 3). IV magnesium was also associated with a higher risk of 7
day [HR 1.36 (95% CI 1.13-1.64); p<0.001] all-cause hospitalization and a reduction in
the risk of 7 day all-cause ED visits [HR 0.62 (95% CI 0.50-0.78); p<0.001] after
weighting (Figure 3). IV magnesium was associated with an increase in the likelihood of
30-60 day CV physician claims after weighting [HR 1.27 (95% 1.06-1.51); p=0.009]
(Figure 3). IV Magnesium was not associated with CV or HF hospitalization, ED visits,
or Physician claims at any time point after adjustment. Patient outcomes at all other time

points were similar regardless of IV magnesium administration (Figure 3).

2.3.4 Falsification Endpoint:

IV magnesium therapy was not associated with increased or decreased risk of urinary
tract infection (UTIs) or hip fractures at any time point, before or after adjustment with

propensity weighting (Table 6).

2.4 DISCUSSION
2.4.1 Key findings

This study explored the factors and outcomes related to serum magnesium testing,
hypomagnesemia, and IV magnesium supplementation in patients with acute HF, which
to our knowledge no other study has done before. There are three key results from our
study that warrant discussion. First, serum magnesium testing is associated with more
testing, longer hospital stays, and worse patient conditions, and IV magnesium
administration may have two main patterns of prescription. Second, serum magnesium
levels are associated with increased mortality below 0.7 mmol/L, and hypomagnesemia is
not associated with an increase in BNP or NT-proBNP levels. Finally, IV magnesium
administration is associated with greater mortality, particularly when it is given to

patients with normal serum magnesium levels.
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2.4.2 Patterns in administration and testing

We determined that serum magnesium testing and IV magnesium replacement occur
frequently in patients with heart failure in hospitals. Serum magnesium testing occurred
more in patients with heart failure that appears more severe and with more comorbidities,
patients with longer hospital stays, and patients being treated in tertiary hospitals. Patients
who were tested for serum magnesium were also more likely to have been tested for other
markers and electrolytes such as sodium, potassium, and creatinine. This suggests that
testing was more likely to occur when patients appeared to have a worse condition and
potentially as a part of a routine combination of tests. Conversely, the likelihood of
receiving Intravenous magnesium supplementation was higher for patients with
hypomagnesemia, patients who had atrial fibrillation, patients who were admitted rather
than discharged, and patients who visited tertiary hospitals. This supports the presence of
two main prescription patterns for IV magnesium: its association with hypomagnesemia
suggests that it is often used to correct the magnesium balance, additionally, its increased
use in patients with a heightened risk of arrhythmias such as patients with atrial
fibrillation and the evidence of magnesium acting as an antiarrhythmic suggest its other

main use to be as a prophylactic antiarrhythmic agent.

2.4.3 Hypomagnesemia

There is no consensus concerning the prognostic significance of hypomagnesemia in HF
and limited agreement concerning the factors related to hypomagnesemia, but our study
may provide some clarity concerning the factors and significance of hypomagnesemia in
AHF. Our study found that hypomagnesemia was more likely in patients who were
younger and female and that hypomagnesemia was associated with more hospitalizations,
and longer hospital stays, but not higher BNP and NT-proBNP levels. Importantly, our
study also found that serum magnesium concentrations were associated with mortality
when they were below the level of 0.7 mmol/L and above the level of 0.86 mmol/L. In
comparison to studies in the past which have found both evidence for and against an
association between low magnesium levels and poor outcomes, our study took a data

driven approach; previous studies generally grouped patients into categories of
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hypomagnesemia, normal magnesemia, and hypermagnesemia or low and high serum
magnesium and evaluated the association of these groups with poor outcomes, 7965787
This approach introduces some unnecessary assumptions and is the reason that there are a
variety of definitions of hypomagnesemia that have been used in previous studies, but
even when studies used similar definitions they often had varying mean serum
magnesium concentrations in their groups.”**% For example, the EVEREST study,
which was the only other study to evaluate the prognostic significance of serum
magnesium in worsening heart failure, used a similar cutoff of 0.74 mmol/L to our data
driven cut off of 0.7 mmol/L for the hypomagnesemic group, however the mean
magnesium concentration in this group was 0.7 mmol/L which suggests that much of this
group was not at a magnesium level which would be associated with worse future
outcomes according to our results.®* This may be one reason why their study did not find
an association between hypomagnesemia and mortality in patients with worsening heart
failure while our study did. In general, our study is able to avoid the problem of defining
hypomagnesemia a priori and consequently, it provides stronger results, but cannot be

compared directly with previous research.

While our study provides more evidence supporting the prognostic significance of
magnesium in acute HF, it is still unclear whether serum magnesium is representative of
total body magnesium balance which poses an important problem because while it is
clear that magnesium is critical to the physiology of the cardiovascular system, it cannot
be determined if the association between hypomagnesemia and poorer outcomes in
patients with acute HF is due to a pathophysiological depletion of critical electrolytes or
if hypomagnesemia is associated with poor outcomes for another reason such as a lack of
high magnesium foods, which has more consistently been associated with worse
outcomes, resulting in hypomagnesemia.’®***>* Consequently a greater understanding of
the relationship between serum magnesium concentration and pathophysiological

processes 1s necessary.
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2.4.4 TV magnesium

Although previously there were no attempts to evaluate the efficacy of IV magnesium in
reducing mortality and hospitalization in chronic or acute HF, some research evaluating
the use of oral and IV magnesium supplementation to establish rhythmic, electrolytic, and
hemodynamic control has been done in patients with HF.">>>"-7% Particularly well
documented is the reduction in arrhythmic phenotypes and increases in serum magnesium
concentration which result from IV magnesium infusion in patients with chronic and
worsening HF.***>*7 While IV magnesium may be able to reduce arrhythmic phenotypes
the results of our study suggest that IV magnesium may not address more dangerous
arrhythmias as we were unable to find an impact on the mortality and morbidity risk for
patients with acute HF at any time point with IV magnesium administration. In fact, there
was a strong association between magnesium infusion and greater mortality risks at 7 and
30 days in our study after adjustment for known confounders. This was not observed in
trials of IV magnesium infusion in patients with acute myocardial infarction like MAGIC
and ISIS-5 which found no association between mortality and IV magnesium
infusion.”’”* As magnesium is a potent vasodilator and may have a role in modulating the
central nervous system, it is possible that IV magnesium administration contributed to
severe hypotension and respiratory depression in some patients, however, our results also
indicate that the risk of mortality associated with IV magnesium infusion is largest for
individuals with magnesium in the relatively normal range, and near neutral for
individuals with hyper- and hypo- magnesemia which suggest that the association of IV
magnesium with mortality is not dose related and may have a more complex pattern in
AHF.* As the likelihood of IV magnesium administration was higher for individuals who
were admitted to the hospital rather than discharged it is possible that IV magnesium was
more likely to be administered to patients with a more severe condition. This would
suggest that IV magnesium and patient outcomes may be associated with a mutual
relationship with another variable. However, it is unlikely that a mortality benefit is
hidden under an erroneous association between IV magnesium therapy and patient
outcomes through effect modification after the extensive adjustment procedures followed.
Additionally, a potential association between IV magnesium administration and health

condition severity is tempered as an explanation for the mortality risk seen after [V
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magnesium administration due to the lack of a similar association between IV magnesium
administration and other factors (UTI’s and Hip Fractures) which may be associated with
health condition severity.*”*° More research is needed to understand the association

between IV magnesium and mortality in AHF.

2.4.5 Strengths and limitations

Our study has a number of strengths, but due to its observational and retrospective
design, it also has some limitations. By using administrative health data from a single
payer universal healthcare system our study population closely represents the
characteristics of the general population and as a result, our study findings are easily
generalizable to the general population. We addressed the influence of known
confounders and factors influencing exposure risk through our propensity-weighted
analysis and falsification endpoint analysis, but we also recognize that there may be
unknown or unmeasured variables that may have impacted our results. Though the
administrative health database did not have access to data on clinical characteristics of
patients like blood pressure, New York Heart Association functional class, or ejection
fraction in the case of some patients, we were able to access and account for other
characteristics including laboratory tests like serum potassium, and natriuretic peptide

levels.

2.4.6 Conclusion

We determined that nearly 59% of acute HF episodes had a serum magnesium test, with
31.7% having hypomagnesemia and IV magnesium infusion being given in 8% of all
episodes and 13.7% of episodes that featured a serum magnesium test. This represents a
significant portion of the AHF patient population which suggests that magnesium related
tests and treatments are frequently prescribed. It is still unclear how important serum
magnesium levels are to patient outcomes in heart failure and there is no evidence to
suggest a patient benefit from IV magnesium treatment; on the contrary, our results

indicate there may be significant harm associated with the treatment in patients with
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acute HF, particularly patients with normal serum magnesium levels. It is critical then, to
further evaluate the relationship between acute heart failure and magnesium balance and

when and if IV magnesium’s frequent use is justified in patients with acute HF.
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Figure 2.1. The proportion of patients at various magnesium concentrations with a hazard
ratio curve for various magnesium concentrations at 2 years overlayed.
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Figure 2.3: Forest plots with unadjusted and adjusted hazard ratios for patient outcomes

after IV magnesium administration from the time-varying Cox proportional hazard

model.

Abbreviations: ED, emergency department; CV, cardiovascular; HF, heart failure.
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Tables:

Table 2.1. Characteristics of episodes with HF according to Magnesium testing.

Variable Label Statistic
Total N N

Age (years) Median (IQR)
Female Sex n (%)
Residence

Tertiary hospital

Rural n (%)
Urban n (%)
n (%)

Clinical setting

Discharged from n (%)

ED

Admitted n (%)

Length of episode

Fiscal year

HF subtype

Median (IQR)

2012 n (%)
2013 n (%)
2014 n (%)
2015 n (%)
2016 n (%)
2017 n (%)
2018 n (%)
2019 n (%)

HFmrEF n (%)

HFpEF n (%)
HFrEF n (%)
Missing n (%)

Episodes with no

tests
32,594
81 (72, 88)
15,609 (47.9)

10,692 (32.8)
21,902 (67.2)
1,860 (5.7)

18,799 (57.7)

13,795 (42.3)
1(1,5)

4,033 (12.4)
3,911 (12.0)
4,166 (12.8)
4,070 (12.5)
4,147 (12.7)
4,388 (13.5)
4,566 (14.0)
3,313 (10.2)

1,002 (3.1)
4,549 (14.0)

1,876 (5.8)
25,167 (77.2)
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Episodes with

tests
46,363
80 (69, 87)
21,620 (46.6)

7,938 (17.1)
38,425 (82.9)
10,968 (23.7)

14,332 (30.9)

32,031 (69.1)
5(1, 11)

4,955 (10.7)
5,457 (11.8)
5,855 (12.6)
5,981 (12.9)
6,351 (13.7)
6,616 (14.3)
6,858 (14.8)
4,290 (9.3)

1,745 (3.8)
6,713 (14.5)
3,910 (8.4)

33,995 (73.3)

p-value

<.0001
0.0005

<.0001

<.0001

<.0001

<.0001

<.0001

<.0001



Comorbidities
Diabetes n (%)
Hypertension n (%)
Dyslipidemia n (%)
CAD n (%)
PVD n (%)
Atrial Fibrillation n (%)
Stroke/TIA n (%)
Thromboembolism n (%)
Asthma n (%)
COPD n (%)
Anemia n (%)
Cancer n (%)
Sleep Apnea n (%)
Depression n (%)
Dementia n (%)
Smoking n (%)

Charlson
Comorbidity Index

Medications
ACEi n (%)
ARB n (%)
ARNI n (%)
MRA n (%)
ACEi/ARB/ARNI n (%)
Beta blocker n (%)
Digoxin n (%)
Statin n (%)

Imaging

LVEF test n (%)

LVEF values Median (IQR)

Median (IQR)

14,175 (43.5)
28,516 (87.5)
5,798 (17.8)
17,153 (52.6)
5,451 (16.7)
16,508 (50.6)
19 (0.1)
4,940 (15.2)
3,931 (12.1)
12,718 (39.0)
8,858 (27.2)
5,671 (17.4)
3,079 (9.4)
6,111 (18.7)
3,386 (10.4)
3,958 (12.1)
4 (2, 6)

17,328 (53.2)
10,815 (33.2)
403 (1.2)
9,320 (28.6)
25,385 (77.9)
23,250 (71.3)
4,426 (13.6)
18,681 (57.3)

7,427 (22.8)
55 (40, 65)
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21,662 (46.7)
40,372 (87.1)
9,125 (19.7)
24,709 (53.3)
7,429 (16.0)
24,688 (53.2)
53 (0.1)
7,052 (15.2)
5,240 (11.3)
17,481 (37.7)
14,130 (30.5)
7,749 (16.7)
4,965 (10.7)
9,365 (20.2)
4,875 (10.5)
6,060 (13.1)
5(3,7)

24,400 (52.6)
15,136 (32.6)
529 (1.1)
12,327 (26.6)
35,541 (76.7)
33,320 (71.9)
5,995 (12.9)
27,237 (58.7)

12,368 (26.7)
53 (35, 65)

<.0001
0.0887
<.0001
0.0639
0.0087
<.0001
0.0102
0.8344
0.0011
0.0002
<.0001
0.0116
<.0001
<.0001
0.5677
0.0001
<.0001

0.1382
0.1156
0.2216
<.0001
<.0001
0.1002
0.0080
<.0001

<.0001
<.0001



Laboratory

Hemoglobin n (%) 29,734 (91.2) 46,219 (99.7) <.0001
Hemoglobin, g/dl Median (IQR) 12.1 (10.6, 13.5) 11.9(10.3-13.4)  <.0001
Serum Creatinine n (%) 29,989 (92.0) 46,273 (99.8) <.0001

Serum creatinine Median (IQR) 106.0 (81.0, 113.0 (85.0, <.0001
value 146.0) 161.0)

Sodium n (%) 17,839 (54.7) 32,466 (70.0) <.0001

Sodium value Median (IQR) 139.0 (136.0, 138.0 (135.0, <.0001
142.0) 141.0)

Potassium n (%) 17,894 (54.9) 32,509 (70.1) <.0001

Potassium value Median (IQR) 4.0 (3.8,4.3) 4.0 (3.0,4.2) <.0001

BNP n (%) 4,067 (12.5) 17,813 (38.4) <.0001

BNP value Median (IQR) 746.0 (413.0, 858.0 (478.0, <.0001
1364.0) 1580.0)

NTproBNP n (%) 18,068 (55.4) 20,748 (44.8) <.0001

NTproBNP value Median (IQR)  1420.0 (531.0, 1908.0 (696.0, <.0001
3877.0) 5528.0)

Abbreviations: IQR, interquartile range; ED, emergency department; HFmrEF, heart failure with
mildly reduced ejection fraction; HFrEF, heart failure with reduced ejection fraction; HFpEF,
heart failure with preserved ejection fraction; CAD, coronary artery disease; PVD, peripheral
vascular disease; TIA, transient ischemic attack; COPD, chronic obstructive pulmonary disease;
ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor blocker; ARNI,
angiotensin receptor neprilysin inhibitor; MRA, mineralocorticoid receptor antagonist; LVEF,
left ventricular ejection fraction; BNP, B-type natriuretic peptide; NTproBNP, N-type proBNP.
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Table 2.2. Factors associated with Magnesium testing.

Variables

Age <75 years (per 5 years increase)

Age >75 years (per 5 years increase)

Sex- Males vs Females

Residence- Urban vs Rural

Hospital- tertiary vs non-tertiary

Clinical setting- Admitted vs ED discharged

Fiscal year

Comorbidities

2013 vs 2012
2014 vs 2012
2015 vs 2012
2016 vs 2012
2017 vs 2012
2018 vs 2012

2019 vs 2012

Diabetes

Hypertension
Hyperlipidemia
Coronary artery disease

Peripheral vascular disease

38

aOR (95% CI)
0.94(0.93-0.96)
0.92(0.90-0.93)
1.05(1.01-1.08)
2.07(1.99-2.15)
2.54(2.41-2.68)

2.43(2.36-2.52)

1.13(1.06-1.21)
1.17(1.10-1.24)
1.22(1.15-1.30)
1.31(1.22-1.39)
1.31(1.23-1.40)
1.29(1.22-1.38)

1.16(1.08-1.25)

1.07(1.03-1.11)
0.96(0.91-1.02)
1.06(1.01-1.11)
1.00(0.96-1.03)

0.92(0.88-0.97)

p-value
<.0001
<.0001
0.012
<.0001
<.0001

<.0001
<0.001

0.0003
0.16

0.022
0.85

0.001



Atrial fibrillation
Thromboembolism
Asthma
Chronic obstructive pulmonary disease
Anemia
Cancer
Sleep Apnea
Depression
Dementia
Smoking
Medications
ACEi/ARB/ARNI
MRA
Beta-blocker
Digoxin

Statin

Abbreviations: aOR, adjusted odds ratio; ED, emergency department; ACEI,

1.16(1.12-1.20)
1.00(0.95-1.05)
0.89(0.85-0.94)
0.98(0.95-1.02)
1.08(1.04-1.12)
1.00(0.95-1.04)
1.03(0.97-1.09)
0.99(0.95-1.04)
1.03(0.97-1.09)

1.04(0.99-1.10)

0.94(0.90-0.98)
0.94(0.90-0.97)
0.96(0.93-1.00)
0.95(0.90-1.00)

1.00(0.97-1.04)

<.0001

0.90

<.0001

0.39

0.0002

0.93

0.31

0.78

0.29

0.13

0.004

0.001

0.083

0.065

0.85

angiotensin-converting enzyme inhibitor; ARB, angiotensin-receptor blocker; ARNI, angiotensin
receptor neprilysin inhibitor; MRA, mineralocorticoid receptor antagonist; LVEF, left ventricular

ejection fraction; BNP, B-type natriuretic peptide; NTproBNP, N-type proBNP.
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Table 2.3. Characteristics of patient episodes with hypomagnesemia (<0.75 mmol/L),
normal magnesemia (0.75-0.95 mmol/L), and hypermagnesemia (>0.95 mmol/L).

Variable Label Statistic Magnesium Magnesium Magnesium | p-value
<0.75 mmol/L 0.75-0.95 >(0.95 mmol
mmol/L
Total N N 14,699 26,323 5,341
Age Median 77 (68, 85) 80 (70, 87) 82 (73, 88) <.0001
(IQR)
Female Sex n (%) 7,365 (50.1) | 11,909 (45.2) | 2,346 (43.9) | <.0001
Residence
Rural |n (%) 2,710 (18.4) | 4,360 (16.6) 868 (16.3) <.0001
Urban |n (%) 11,989 (81.6) | 21,963 (83.4) | 4,473 (83.7)
Tertiary hospital n (%) 3,676 (25.0) | 6,122 (23.3) 1,170 (21.9) | <.0001
Clinical setting
Discharged from ED |n (%) 4,053 (27.6) | 8,481 (32.2) 1,798 (33.7) | <.0001
Admitted |n (%) 10,646 (72.4) | 17,842 (67.8) | 3,543 (66.3)
Length of episode Median 6 (1, 13) 5(1, 10) 4(1,10) <.0001
(IQR)
Fiscal year
2012 |n (%) 1,522 (10.4) | 2,846 (10.8) 587 (11.0) <.0001
2013 n (%) 1,712 (11.6) | 3,127 (11.9) 618 (11.6)
2014 n (%) 2,035 (13.8) | 3,225(12.3) 595 (11.1)
2015 n (%) 1,951 (13.3) | 3,464 (13.2) 566 (10.6)
2016 n (%) 2,028 (13.8) | 3,591 (13.6) 732 (13.7)
2017 In (%) 2,070 (14.1) | 3,755 (14.3) 791 (14.8)
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2018 |n (%) 2,169 (14.8) | 3,844 (14.6) 845 (15.8)
2019 |n (%) 1,212 (8.2) 2,471 (9.4) 607 (11.4)
HF type
HFmEF |n (%) 638 (4.3) 953 (3.6) 154 (2.9) <.0001
HFpEF |n (%) 2,332 (15.9) | 3,746 (14.2) 635 (11.9)
HFrEF n (%) 1,317 (9.0) 2,268 (8.6) 325 (6.1)
Missing n (%) 10,412 (70.8) | 19,356 (73.5) | 4,227 (79.1)
Comorbidities
Diabetes n (%) 8,457 (57.5) | 10,782 (41.0) | 2,423 (45.4) | <.0001
Hypertension n (%) 13,030 (88.6) | 22,547 (85.7) | 4,795 (89.8) | <.0001
Hyperlipidemia |n (%) 2,992 (20.4) | 5,024 (19.1) 1,109 (20.8) | 0.0009
CAD |n (%) 7,816 (53.2) | 13,922(52.9) | 2,971 (55.6) | 0.0012
PVD |n (%) 2,412 (16.4) | 4,047 (15.4) 970 (18.2) <.0001
Atrial Fibrillation n (%) 7,640 (52.0) | 14,122 (53.6) | 2,926 (54.8) | 0.0003
Cerebrovascular- |n (%) 18 (0.1) 31(0.1) 4(0.1) 0.6571
Stroke/TIA
Thromboembolism |n (%) 2,395 (16.3) 3,846 (14.6) 811 (15.2) <.0001
Asthma |n (%) 1,710 (11.6) | 2,936 (11.2) 594 (11.1) 0.3071
COPD |n (%) 6,000 (40.8) | 9,585 (36.4) 1,896 (35.5) | <.0001
Anemia n (%) 4,768 (32.4) | 7,504 (28.5) 1,858 (34.8) | <.0001
Cancer n (%) 2,465 (16.8) | 4,390 (16.7) 894 (16.7) 0.9702
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Sleep Apnea n (%) 1,782 (12.1) | 2,632 (10.0) 551 (10.3) <.0001
Depression |n (%) 3,244 (22.1) | 5,171 (19.6) 950 (17.8) <.0001
Dementia |n (%) 1,465 (10.0) | 2,844 (10.8) 566 (10.6) 0.0291
Smoking n (%) 2,432 (16.5) 3,118 (11.8) 510 (9.5) <.0001
Charlson Median 53,7 4(2,6) 53,7 <.0001
Comorbidity Index  |(IQR)
Medications
ACEi |n (%) 7,980 (54.3) | 13,562 (51.5) | 2,858 (53.5) | <.0001
ARB n (%) 4,822 (32.8) | 8,372 (31.8) 1,942 (36.4) | <.0001
ARNi n (%) 154 (1.0) 312 (1.2) 63 (1.2) 0.4355
MRA |n (%) 3,689 (25.1) | 6,863 (26.1) 1,775 (33.2) | <.0001
ACEi/ARB/ARNI |n (%) 11,588 (78.8) | 19,725 (74.9) | 4,228 (79.2) | <.0001
Beta blocker n (%) 10,678 (72.6) | 18,585 (70.6) | 4,057 (76.0) | <.0001
Digoxin n (%) 1,788 (12.2) | 3,390 (12.9) 817 (15.3) <.0001
Statin |n (%) 9,178 (62.4) | 14,923 (56.7) | 3,136 (58.7) | <.0001
Imaging
LVEF test|n (%) 4,287 (29.2) | 6,967 (26.5) 1,114 (20.9) | <.0001
LVEF Median 53 (35, 65) 53 (34, 65) 53 (36, 65) 0.0335
(IQR)
Laboratory tests
Hemoglobin test n (%) 14,651 (99.7) | 26,244 (99.7) | 5,324 (99.7) | 0.8939
Hemoglobin (g/dl) | Median 11.8 (10.3, 12.1 (10.5, |11.3(9.7,12.9) | <.0001
(IQR) 13.3) 13.6)
Serum creatinine n (%) 14,671 (99.8) | 26,267 (99.8) | 5,335(99.9) | 0.3127
Serum creatinine | Median 103.0 (79.0, 111.0 (85.0, 169.0 (122.0, | <.0001
value |(IQR) 142.0) 155.0) 251.0)
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Sodium [n (%) 10,531 (71.6) | 18,218 (69.2) | 3,717 (69.6) | <.0001

Sodium value Median | 138.0 (135.0, | 139.0 (136.0, | 138.0 (135.0, | <.0001
(IQR) 141.0) 141.0) 141.0)

Potassium n (%) 10,542 (71.7) | 18,239(69.3) | 3,728 (69.8) | <.0001

Potassium value Median | 4.0 (3.0,4.0) | 4.0(3.2,4.2) | 4.0(4.0,4.8) | <0001

(IQR)

BNP |n (%) 5,562 (37.8) | 10,365 (39.4) | 1,886 (35.3) | <.0001

BNP value[Median | 544.6 (198.4, | 572.8 (214.0, | 708.1 (238.1, | <.0001
(IQR) 1220.0) 1237.6) 1679.7)

NTproBNP n (%) 6,626 (45.1) | 11,683 (44.4) | 2,439 (45.7) | 0.1435

NTproBNP value Median | 1830.0 (676.0, | 1898.0 (696.0, | 2209.0 (781.0, | <.0001
(IQR) 5305.0) 5385.0) 7421.0)

Abbreviations: IQR, interquartile range; ED, emergency department; HFmrEF, heart failure with
mildly reduced ejection fraction; HFrEF, heart failure with reduced ejection fraction; HFpEF,
heart failure with preserved ejection fraction; CAD, coronary artery disease; PVD, peripheral
vascular disease; TIA, transient ischemic attack; COPD, chronic obstructive pulmonary disease;
ACE]I, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor blocker; ARNI,
angiotensin receptor neprilysin inhibitor; MRA, mineralocorticoid receptor antagonist; LVEF,
left ventricular ejection fraction; BNP, B-type natriuretic peptide; NTproBNP, N-type proBNP.
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Table 2.4. Factors associated with hypomagnesemia (<0.75 mmol/L).

Variables

Age <75 years (per 5 years increase)
Age >75 years (per 5 years increase)
Sex- Males vs Females

Residence- Urban vs Rural
Hospital- tertiary vs non-tertiary
Clinical setting- Admitted vs ED discharged
Fiscal year

2013 vs 2012

2014 vs 2012

2015 vs 2012

2016 vs 2012

2017 vs 2012

2018 vs 2012

2019 vs 2012

Diabetes

Hypertension

Hyperlipidemia

Coronary artery disease

Peripheral vascular disease

Atrial fibrillation
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aOR (95% CT)
0.96(0.95-0.98)
0.89(0.87-0.91)
0.72(0.68-0.75)
0.93(0.87-0.99)
1.06(1.00-1.11)

1.29(1.23-1.35)

1.04(0.96-1.14)
1.23(1.13-1.34)
1.07(0.98-1.17)
1.04(0.95-1.13)
1.02(0.93-1.11)
1.01(0.93-1.10)
0.88(0.80-0.97)
1.83(1.74-1.93)
1.12(1.04-1.21)
0.92(0.86-0.97)
0.94(0.89-0.99)
0.98(0.92-1.04)

1.07(1.02-1.12)

p-values
<.0001
<.0001
<.0001
0.0171
0.0332

<.0001
<0.001

<.0001
0.0025
0.0054
0.0189
0.5132

0.0081



Thromboembolism 1.05(0.99-1.12) 0.1286
Asthma 0.92(0.85-0.99) 0.0282
Chronic obstructive pulmonary disease 1.17(1.11-1.23) <.0001
Anemia 1.11(1.05-1.17) 0.0001
Cancer 1.07(1.01-1.14) 0.0228
Sleep Apnea 0.98(0.90-1.05) 0.5242
Depression 1.05(0.99-1.11) 0.1264
Dementia 0.98(0.91-1.06) 0.6866
Smoking 1.25(1.16-1.34) <.0001
ACEi/ARB/ARNI1 1.11(1.04-1.17) 0.0007
Mineralocorticoid receptor antagonist 0.81(0.77-0.85) <.0001
Beta-blocker 1.02(0.97-1.08) 0.3946
Digoxin 0.89(0.82-0.95) 0.001

Statin 1.11(1.06-1.18) <.0001

Abbreviations: aOR, adjusted odds ratio; ED, emergency department; ACEI, angiotensin
converting enzyme inhibitor; ARB, angiotensin-receptor blocker; ARNI, angiotensin receptor
neprilysin inhibitor; MRA, mineralocorticoid receptor antagonist; LVEF, left ventricular ejection
fraction; BNP, B-type natriuretic peptide; NTproBNP, N-type proBNP.
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Tables 2.5. Factors associated with IV Magnesium.

Variables

Age <75 years (per 5 years increase)
Age >75 years (per 5 years increase)
Sex- Males vs Females

Residence- Urban vs Rural

Hospital- tertiary vs non-tertiary
Clinical setting- Admitted vs ED discharged
Fiscal year

2013 vs 2012

2014 vs 2012

2015 vs 2012

2016 vs 2012

2017 vs 2012

2018 vs 2012

2019 vs 2012

Mg level <1.1 (per 0.1 unit decrease)
Mg level <0.8 (per 0.1 unit decrease)
Diabetes

Hypertension

Hyperlipidemia

Coronary artery disease
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aOR (95% CI)
0.97 (0.95-0.99)
0.76 (0.73-0.78)
1.18 (1.10-1.26)
1.55 (1.42-1.69)
1.35 (1.26-1.45)

2.41(2.22-2.62)

1.07 (0.93-1.22)
1.23 (1.08-1.40)
1.26 (1.11-1.43)
1.19 (1.05-1.36)
1.28 (1.13-1.46)
1.38 (1.21-1.56)
1.46 (1.26-1.68)
1.28 (1.19-1.38)
4.08 (3.92-4.25)
0.83 (0.77-0.89)
0.89 (0.81-0.98)
0.93 (0.86-1.01)

1.13 (1.06-1.21)

p-value
0.003
<0.001
<0.001
<0.001
<0.001
<0.001

<0.001

<0.001

<0.001

0.024
0.091

<0.001



Peripheral vascular disease 1.03 (0.94-1.12) 0.52
Atrial fibrillation 1.17 (1.09-1.25) <0.001
Thromboembolism 0.98 (0.90-1.07) 0.65
Asthma 1.00 (0.90-1.10) 0.96
Chronic obstructive pulmonary disease 0.85 (0.80-0.92) <0.001
Anemia 0.93 (0.86-0.99) 0.033
Cancer 1.00 (0.92-1.09) 0.98
Sleep Apnea 0.93 (0.84-1.02) 0.13
Depression 0.89 (0.83-0.97) 0.005
Dementia 0.94 (0.84-1.05) 0.27
Smoking 0.95 (0.87-1.04) 0.26
ACEi/ARB/ARNi 0.96 (0.89-1.05) 0.36
Mineralocorticoid receptor antagonist 0.93 (0.87-1.01) 0.078
Beta blocker 0.83 (0.77-0.90) <0.001
Digoxin 0.91 (0.83-1.01) 0.075
Statin 0.97 (0.90-1.04) 0.37

Abbreviations: aOR, adjusted odds ratio; ED, emergency department; ACEI,
angiotensin-converting enzyme inhibitor; ARB, angiotensin-receptor blocker; ARNI, angiotensin
receptor neprilysin inhibitor; MRA, mineralocorticoid receptor antagonist; LVEEF, left ventricular
ejection fraction; BNP, B-type natriuretic peptide; NTproBNP, N-type proBNP.
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Table 2.6. Association between falsification endpoints and IV magnesium administration.

Hospitalization- UTI
7 days

7-30 days

30-60 days

60-365 days
365-730 days
Hospitalization- hip
fracture

30 days

30-60 days

60-365 days
365-730 days

Unadjusted
HR (95% CI)

1.79(0.91-3.50)
1.07(0.51-2.27)
1.33(0.62-2.87)
0.81(0.57-1.16)
0.84(0.55-1.29)

0.51(0.07-3.95)
0.88(0.26-2.95)
0.94(0.53-1.65)
0.68(0.31-1.49)

Weighted

p-value HR (95% CI)

0.0892 2.61(0.68-9.97)
0.8546 0.76(0.20-2.89)
0.4591 1.28(0.34-4.85)
0.2588 0.84(0.48-1.48)
0.4249 0.54(0.27-1.08)

0.5214 1.19(0.03-45.0)
0.8356 0.69(0.10-4.92)
0.8227 1.16(0.46-2.94)
0.3333 0.62(0.20-1.91)

Abbreviations: HR, hazard ratio; UTI, urinary tract infection.
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p-value

0.1604
0.6873
0.7197
0.5563
0.0819

0.9241
0.7135
0.7532
0.4028



Chapter 3 - A Network Meta-analysis of Health-Related Quality of Life in
Patients Undergoing Pharmacological Treatment for Heart Failure with

Reduced Ejection Fraction.
3.1 INTRODUCTION

3.1.1 Current Treatment for HFrEF

Heart failure (HF) is a complex, multifactorial end-stage clinical condition that affects
more than 50 million people globally and is associated with frequent hospital and
emergency department visits, reduced health-related quality of life (HRQoL) and high
mortality rates.”'? In recent years the growing number of pharmacological treatments
available for heart failure with reduced ejection fraction (HFrEF) such as
angiotensin-converting enzyme inhibitors (ACE1), angiotensin receptor blockers (ARB),
beta-blockers (BB), mineralocorticoid receptor antagonists (MRAs), digoxin,
hydralazine-isosorbide dinitrate, ivabradine, angiotensin receptor—neprilysin inhibitors
(ARN1), sodium glucose cotransporter-2 inhibitors (SGLT21), vericiguat, and
omecamtiv-mecarbil (OM) have allowed physicians to build treatment plans consisting of
pharmacological agents that target multiple aspects of HFrEF which are titrated to levels
that achieve a maximally positive effect on mortality and hospitalization risk.>*'
However, a complete understanding of the effect of these agents together on HRQoL is

not currently available.

3.1.2 A foundation for an RCT

While several systematic reviews and meta-analyses have previously shown the effect
that various classes of drugs used to treat HFrEF have on HRQoL individually, there has
not yet been an assessment of the effect of different agent combinations on quality of life
which is more clinically relevant.”*'%” As a recent systematic review and network
meta-analysis of pharmacological treatment effects on patient outcomes in HFrEF has
shown evidence for the additive nature of these medications, evaluating the treatment

effect of these combinations on HRQoL is feasible.'”® Since most patients with HFrEF are
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prescribed numerous medications of various classes, which may or may not concurrently
reduce the risk of mortality and increase HRQoL, understanding the effect of the most
recommended and accepted medication combinations would facilitate understanding how
another HF treatments like IV magnesium may influence quality of life in a similar
patient population. Further, understanding how large the impact of effective HF treatment
combinations are on quality of life would provide a baseline for determining a sample
size and effectively interpreting the findings for a future study on the effects of IV
magnesium on the quality of life experienced by patients during and after acute HF. As a
result we conducted a systematic review and network meta analysis to estimate the
aggregate impact of combinations of pharmacological therapies in adult patients with
HFrEF.

3.2 METHODS
3.2.1 Study design

Based on a prespecified study protocol and relying on frequentist statistical methods, we
performed a systematic review and network meta-analysis. The results of the study are
reported according to the PRISMA extension statement for systematic reviews

incorporating network meta-analyses.

3.2.2 Search strategy, eligibility and selection criteria, and data collection

We performed a systematic search of MEDLINE, EMBASE, and the Cochrane Central
Register of Controlled Trials for randomized controlled trials published between January
1st 2021 and February 20th, 2024. Subject headings, MeSH terms, and /or keyword
searches were based on the search terms used in a previous network meta-analysis
(Tromp and Ouwerkerk et al).'® In this study, previously used outcome parameters in
Tromp and Ouwerkerk et al (e.g. mortality) were replaced with parameters related to
quality of life including the scores assessed by the MLHFQ and KCCQ tools. The full

search terms and protocol are outlined in the end of chapter 3.'® Search results were
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supplemented with the trials included in Tromp and Ouwerkerk et al. and trials included

in related meta-analyses by other authors.” "

We evaluated randomized controlled trials (RCT) that investigated the effects of
GDMTs and other drugs which are effective in patients with HFrEF. Pharmacological
agents considered included digoxin, hydralazine-isosorbide dinitrate (H-ISDN), ACE;,
ARB, BB, MRA, ivabradine, ARNi, SGLT21i, vericiguat, and omecamtiv-mecarbil. Target
studies were limited to adult populations (aged >18 years) with HFrEF, enrolled in the
outpatient setting or after stabilization following hospitalization for HF who were
assessed using the Kansas City Cardiomyopathy Questionnaire (KCCQ) or the Minnesota
Living With Heart Failure Questionnaire (MLHFQ) as these are reliable assessment tools
which are most prevalent in contemporary clinical trials.'”!'"! Studies were excluded
when the entire study population was composed of patients with a concomitant diagnosis
that likely had a major effect on quality of life outcomes of interest such as trials only
including patients with diabetes. Studies that only investigated therapies for patients in
acute HF episodes, studies that only compared agents within the same drug group, and

studies that were not available in English were excluded.

Titles and abstracts of retrieved citations were screened independently by two
investigators (R.M. and N.S.) to identify trial eligibility. The full texts of the trials which
were deemed eligible were then independently screened by the same 2 investigators.
Discrepancies were resolved by discussion and consensus at each step. Data from the
final set of eligible trials after full text review were extracted by the same 2 authors, who

double-checked each other’s work for inconsistencies.

3.2.3 Outcomes

The primary outcome of interest of the study was the change in health-related quality of
life assessed as the KCCQ Overall Summary Score (OSS) and the MLHFQ Overall score

as these are the most commonly recorded score domains. The QoL scores from studies
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using the KCCQ or MLHFQ were standardized based on a relevant clinical improvement

conversion regression formula established by Nassif et al.''?

MLWHEF change = KCCQ OSS change * (-0.74902) — 2.92430

Using this formula, a common overall score was established and mean differences
(MD) for the change in quality of life were calculated. Results are presented as a MD

with 95% confidence intervals.

3.2.4 Network meta-analysis

We constructed network meta-analysis models using a frequentist framework through
which we generated a random effects model. We assessed the change in quality of life
scores for the individual components of the network compared with placebo and
employed an additive component network meta-analysis model to evaluate the influence
of individual treatment components as many treatments were combinations of a number
of common components. This model assumes that the effect of treatment combinations is
the sum of the effects of its components which has been accepted for similar network
meta-analyses evaluating HFrEF therapies. Therefore, through this network meta-analysis
we compared different combinations of treatments based on the treatment given and the
background therapy within a trial. Treatment combinations that are not included in the
network cannot be compared and a connected network is important for accurate results.
We considered patients on background therapy if 50% of patients in the treatment arm
were on that therapy at the time of enrollment in the trial. Given the mixed use of ARNi,
ACEi, and ARBs in recent clinical trials, it was difficult to accurately place these patients
on a background therapy of ARNi1 ACEi or ARB individually while it was clear that the
use of ACEi/ARB/ARN:I was high. To accurately represent the background therapies of
the trial we considered these trials against a background of ARNi if more than 40% of the
patients using ACEi/ARN1/ARB in either arm were on ARN], if less than 40% were
taking an ARNIi then the background therapy was considered to be an ACEi.'*"'* We

reported our findings as the MD for quality of life outcomes. Treatments were ranked
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using the P-Score which is the frequentist equivalent of the surface under the cumulative
ranking curve (SUCRA), both scores show the proportion of treatments that are worse

than the treatment in question.'?

3.2.5 Risk of bias and sensitivity analyses

We used a Cochrane Group risk of bias assessment tool (RoB2) to evaluate confidence in
individual trials.'* Using the August 2019 version of the RoB2, Each trial was assessed
to determine the presence of bias arising from the randomization process, bias due to
deviations from intended interventions, bias due to missing outcome data, bias in the
measurement of the outcome, and bias in the selection of the reported results. The
risk-of-bias was classified as low risk, moderate risk (some concerns); or high risk (major
concerns) of bias in each domain using a combination of signaling questions and tool
algorithms which was used to inform a study risk-of-bias judgment. All studies were
included regardless of their risk of bias to determine the confidence in individual
comparisons according to the Grading of Recommendations, Assessment, Development,
and Evaluations (GRADE) framework using the Confidence in Network Meta-Analysis
(CINeMA).'> The CINeMA framework considers 6 domains to assess confidence: 1)
within-study bias; 2) reporting bias; 3) indirectness; 4) imprecision; 5) heterogeneity; and
6) incoherence. Within-study bias was assessed using the RoB2 study risk-of-bias
assessment. Reporting bias was formally tested using the Egger test, which assesses the
symmetry of funnel plots.'*® When this was found to be nonsignificant, we considered the
risk of reporting bias as “low.” Indirectness, which captures transitivity in the network,
was assessed as low based on published guidelines. Imprecision compares the treatment
effects included in the 95% CI with the range of equivalence using clinically important
effects which were considered to be a change in score of 5. To assess heterogeneity, we

calculated I values.'”’ I

values are calculated using the chi-square statistic and its df and
represent the amount of inconsistency in the network. Incoherence captures transitivity,
which stipulates that 2 treatments can be compared indirectly via an intermediate
treatment node. If estimates from direct and indirect evidence disagree, transitivity does
not hold and there is incoherence within the network. Incoherence was assessed through a

visual evaluation of differences between evidence based on direct and indirect
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comparisons in addition to a global test based on a random-effects design-by-treatment
interaction model where a nonsignificant P value means that there is no incoherence. In
our sensitivity analyses we further supported the validity of the standardization of KCCQ
and MLHFQ overall scores, we separately analyzed trials that used the MLHFQ using the
converted scores and the raw scores and compared these results. The random effects
network meta-analysis was performed using the netmeta package in R (R Foundation); P
values < 0.05 were considered statistically significant. Values that were not reported were
imputed with the mean value from all studies or with values from studies with the most
similar conditions (ie. length of follow up, background therapy) in the case of score
standard deviations. Missing values were treated in the same way as they were treated in

the original studies.

3.3 RESULTS
3.3.1 Characteristics of the included studies

After a search of MEDLINE, EMBASE, and Cochrane databases and the initial removal
of duplicates we identified 988 studies. After title and abstract screening 922 studies were
excluded (Figure 1), the full text of 66 studies were screened and 40 were included in the
analysis.'"*12#125157 Thege studies had a median of 273 (interquartile range (IQR) 105,
495) participants and together analyzed 40,832 patients who were mostly male (74.7%)
with a mean LVEF of 27.9 and a median follow up time of 5.5 months (IQR 3,8). Of the
40 studies which were included, 35 were multi-center, 15 were multinational, and 20 used
the MLHFQ and 20 used the KCCQ. 10 studies evaluated the impact of BBs on quality of
life, while 9 studies evaluated the impact of SGLT21, 5 studies evaluated ACEi1 compared
to ARN1, 3 studies each evaluated 1vabradine and OM, 2 studies each evaluated ACEi
and ARB, 1 study each evaluated H-ISDN, vericiguat, digoxin, MRA, ARB compared to
ACEi, and ARB compared to ARNi (Table 1).
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3.3.2 Risk of bias and publication bias

The overall risk of bias was low as all studies were randomized, double-blind,
placebo-controlled studies with most being multi-center (Table 2). Two studies had major
concerns due to an imbalance in the number of missing patients between treatment
groups without reported evidence that the outcomes of the missing participants were
accounted for."**!*” However, as one of the studies (SUGARDM-HF) did not report the
OSS change of their treatment groups, this study was not included in the main analysis."”’
The other study with major concerns for bias, Willenheimer et al, was included in the
main analysis, but sensitivity analyses showed that its removal did not significantly
impact the main results.'*® There was no evidence of reporting bias for the outcome of
change in quality of life (Egger test p = 0.818) (Figure 3). As the exclusion and inclusion
criteria were very selective, indirectness was judged as low-very low. The minimally
important clinical difference represents the minimum change which represents a
noticeable improvement for a patient. In the KCCQ scale, a small clinical benefit has
been defined as a change of 5 units, consequently, the effect size to evaluate the
imprecision and heterogeneity in the study was defined as 5 units of score change in our
study."® Due to the high variability in quality of life scores observed across all the studies
there was a high level of imprecision in many treatment comparisons. Overall
heterogeneity for the additive network meta-analysis model was high (I* 61.9%)).
Incoherence was not significant and the confidence rating was high or moderate for all
clinically relevant treatment comparisons. The confidence in the results of comparisons
between treatments was generally lower for many of the comparisons which relied on
smaller trials that had high variability and those that included data from the Willenheimer

et al trial.'*

3.3.3 Component analysis

Out of the 40 studies included in the NMA only 35 reported either the KCCQ OSS or the
MLHFQ score;!'#122:128-149.153-16 thege studies were included in the main analysis of change
in quality of life measured through the change in OSS and converted MLHFQ scores
(Figure 2). It was not possible to analyze the other domains of the KCCQ as there were
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not enough studies to build an adequate network; 14, 14, and 8 studies reported the
clinical summary score domain, the total symptom score domain, and the physical
limitation score domain in sufficient detail for analysis respectively. The main analysis
indicated that the therapies whose effect on quality of life was H-ISDN [MD 3.87 (95%
CI-0.73-8.47)], however this effect was not significant. The treatment with the next
largest effect was SGLT21 [MD 3.37 (95% CI 1.44-5.30)] which lead to the greatest
improvement in quality of life, followed by Ivabradine [MD 3.26 (95% CI 0.08-6.43)],
then ARNi [MD 2.62 (95% CI -3.24-8.47)] and then Vericiguat [MD 1.00 (95% CI
-3.18-5.18)]. BB, ACEi, and ARB had a neutral impact on quality of life and Digoxin
significantly reduced quality of life [MD -5.34 (95% CI -10.30 - -0.38)] (Figure 4).

3.3.4 Additive analysis
A combination of ARNi + BB + MRA + SGLT2i [MD 7.11 (95% CI -0.99-15.22)] had

the largest effect on quality of life, but this effect was not significant. The combination of
ARNi + BB + SGLT2i [MD 5.33 (95% CI 0.40-10.25)] was the most effective. Other
combinations such as ACEi + BB + MRA + SGLT2i [MD 5.32 (95% CI -2.63-13.26)],
ACEi + BB + MRA + Ivabradine [MD 5.24 (95% CI -3.07-13.55)], and ARNi + BB +
MRA [MD 3.81 (95% CI -4.09-11.71)] also did not have a significant effect (Figure 5).
Other combinations of ACEi/ARB/ARNi1 with BB and MRA generally had a neutral
impact on quality of life and most combinations involving digoxin had a negative impact
on quality of life even when paired with ACEi/ARB or BB. The P scores given in Table 3
demonstrate a similar pattern. The combination of ARNi + BB + MRA + SGLT?2i did not
improve quality of life significantly better than the combination of ACEi + BB + MRA +
SGLT2i or the combination of ARNi + BB + SGLT2i, but was significantly more
effective than a combination of ARNi + BB + MRA (Table 4).

3.3.5 Sensitivity Analysis

Two sensitivity analyses were conducted to supplement the main results of this study. The

first sensitivity analysis evaluated the sensitivity of the results to the conversion of the
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MLHFQ score to the KCCQ score scale. This was achieved by comparing a subnetwork
with only trials that have converted scores to a subnetwork of only trials that have the
original MLHFQ scores, and the result was largely the same (Figure 6). The second
sensitivity analysis found that after removing studies which were determined to have
major concerns in their results the primary analysis outcomes were largely the same
(Figure 7).

3.4 DISCUSSION
3.4.1 Key Findings

This study evaluated the effect of interventions efficacious in heart failure with reduced
ejection fraction on the health related quality of life experienced by patients with heart
failure. Our study has two major findings which can inform the design of a study to
evaluate the association between IV magnesium therapy and quality of life changes in
patients with AHF. First, evidence with high confidence showed that a combination of
ARNI + BB + MRA + SGLT2i had the largest impact on quality of life, but was not
significant, instead, a combination of ARNi + BB + SGLT2i was the most effective at
improving quality of life followed by a combination of ACEi1 + BB + MRA + SGLT2i
respectively. Second, the addition of SGLT2i1 and Ivabradine to other treatment
combinations significantly improved quality of life scores while the addition of digoxin

to the treatment significantly reduced quality of life.

3.4.2 Additive network

The current guideline recommended therapy (GDMT) for heart failure with reduced
ejection fraction involves the initiation and up titration of a combination of ARNi + BB +
MRA + SGLT?2i if possible as it is the most effective for improving survival however our
study results could not confirm this combination is also the combination most effective
for improving quality of life. We also could not confirm whether the replacement of
SGLT2i with Vericiguat or ivabradine in combination with ACEi, BB, and MRA resulted
in a change in quality of life as no significant difference in effect was found. The lack of
significance for many results may not be an accurate reflection of the true effect of the

treatment combinations and instead it could be due to the variability of the measure of
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change in quality of life score and the lack of direct evidence for many of the
comparisons. To our knowledge this is the first study to build a network meta-analysis for
the evaluation of the efficacy of HFrEF interventions in improving quality of life,
however, similar analyses evaluating these treatment combinations for their impact on
mortality and hospitalization, which are outcomes that can influence quality of life, have
found similar rankings of treatment combinations, but were often able to identify
significant treatment effects.'”'®! Thus, while more direct comparisons and higher
certainty evidence are needed, the current evidence together with the results of similar
studies supports the immediate initiation and uptitration of a triple therapy of ARNI + BB
+ MRA or a quadruple therapy consisting of ARNi + BB + MRA, and SGLT?2i for the
majority of patients with HFrEF. These results also demonstrate the maximum mean
quality of life benefit which can be expected from recommended pharmacological agent
combinations, however more evidence is needed to determine if vericiguat or ivabradine
can or should be added to quadruple therapy or used in combination with some parts of

the quadruple therapy to increase quality of life for any subgroup of patients with HFrEF.

3.4.3 Component network

Concerning the effect of each treatment component individually, our results generally
agree with previously conducted non-network based meta analyses. Results from recently
conducted meta-analyses support our conclusions concerning the efficacy of SGLT2i and
Ivabradine in improving quality of life as it has been demonstrated previously that
SGLT2i and Ivabradine are both able to significantly improve quality of life.'**'** Also,
similar to the findings of past research, BB and ACEi did not have a significant impact on
quality of life.'"** However, our study suggests that digoxin, which was previously shown
to be neutral in its impact on quality of life, may significantly hinder quality of life.'*
Further, ARNi, ARB, and H-ISDN, which have been suggested to significantly improve
quality of life did not have a statistically significant impact on quality of life in our
study.'**'% The impact of vericiguat on quality of life has not been evaluated previously,

but in our study it did not have a significant impact. We were unable to assess the efficacy
of OM or MRAs individually due to the lack of trials that evaluated the effect of the
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interventions on the KCCQ OSS. Our results suggest that the addition of Ivabradine
could be considered after GDMT is optimized, however, more evidence may be needed to
determine the efficacy of Vericiguat and H-ISDN in improving quality of life before it is
considered for addition to GDMT, particularly since only one trial evaluated the impact
of H-ISDN and this trial only involved patients who self-identified as black.'*> Digoxin,
however, should not be considered for addition to GDMT as it may result in a clinically
meaningful reduction in quality of life. This may be the case due to the fact that
particularly before the use of multiple imputation methods was computationally
accessible, quality of life measurement practices heavily penalized treatment groups for
patient deaths by imputing the worst score possible for missing data.'*”'*® The DIG
investigation - which was the only trial which evaluated digoxin directly in our study -
used the worst score possible imputation method as a sensitivity analysis and patient
scores using this method were found to be similar to the scores used in the main analysis
which suggests that the imputed numbers may have been lower than the true scores of
participants.'® As digoxin may not reduce mortality in patients with HFrEF the potential
toxicity and risks of digoxin treatment may not be compensated in the way that other
medications such as ACEi and ARNIi are, due to their beneficial effects on mortality. '
169170 Consequently, digoxin, thought to be a treatment which improves quality of life,
appears to reduce quality of life in our study when compared with other treatment options
for HFrEF. This has implications for the assessment of IV magnesium which may also

lack mortality reducing benefits.

3.4.4 Significance for assessment of IV magnesium

The conversion between the outcome measure of the study and the KCCQ OSS is direct
so that the estimated MD of any treatment combination also describes the mean change in
the KCCQ OSS which may be experienced by a patient who is initiated on this treatment.
This means that patients who are initiated on a combination of ARNi + BB + MRA +
SGLT2i may on average experience a small-medium clinically meaningful quality of life
improvement and for combinations of ARNi + BB + SGLT2i, ACEi + BB + MRA +
SGLT2i, or ACEi + BB + MRA + Ivabradine a small clinically meaningful quality of life
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improvement may be experienced on average. This demonstrates that the effect size for
recommended contemporary CHF intervention, which is a combination of multiple
therapies, should lie somewhere between 3-7 mean units of change in the KCCQ. This is
relevant for a future study of IV magnesium and will help determine the necessary
sample size of such a study to prevent an over or under powered study. However, it’s
important to recognize that our network meta-analysis also revealed the extremely
variable nature of the experience of quality of life in patients with CHF and our findings
agree that the mean change is an incomplete description of the change in quality of life
that may be experienced by a patient with heart failure. Patients are not likely to
experience a mean improvement in quality of life, but rather a deterioration, no
improvement or an improvement in quality of life; consequently it is suggested to
summarize the intervention’s impact on quality of life by considering and comparing the
proportion of patients who experience a change of 5 units, 10 units and 20 units in the
KCCQ - which have been defined by Spertus et al in their 2020 review as small, medium
and large clinical changes respectively - in either direction in addition to the mean change
in quality of life due to the intervention.'”® A future study evaluating magnesium therapy
should consider evaluating quality of life using both measures. Another implication of the
findings of our study is that the choice of quality of life measurement methodology would
be critical to the accurate assessment of the study results. The use of a methodology
which inappropriately penalizes the treatment group if it fails to reduce the risk of
mortality in comparison with placebo would allow the direct quality of life benefits to be
more clear for IV magnesium as it may not improve mortality and may in fact increase

mortality.

3.4.5 Strengths and limitations

This is the largest and only study to evaluate the impact of combinations of treatments for
heart failure with reduced ejection fraction on health related quality of life using a
network meta analysis and systematic review methodology. It includes 40 placebo
controlled, randomized, double blind trials, the majority of which are multi center trials

and represents the best available evidence for the impact of efficacious HFrEF treatments
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on patients’ quality of life. The main analysis for the most clinically relevant treatment
combinations largely relied on high confidence evidence with little detected bias. We
conducted sensitivity analyses which showed that the conversion of scores from one
score scale to the other and the bias that was detected in some studies did not influence
the results of our study. However, many treatment combinations in our study did not have
a statistically significant impact on quality of life likely due to the natural variability in
quality of life experiences within study treatment groups and the lack of direct evidence
for comparisons. Additionally, while the heterogeneity of the standard NMA model was
low, the additive NMA model showed high heterogeneity which we partially
compensated for by using a random effects model. Further, we were unable to account for
the dosages of study treatments or the variability in length of follow up between studies.
Thus, while our results should be interpreted with caution, these results are based on the

best evidence currently available and provide clinically meaningful information.

3.4.6 Conclusion

The results of this study indicate the most effective treatment combinations and
additional therapies for improving quality of life, this not only provides clinically
meaningful information that can help patients and clinicians more effectively achieve
patient goals, this will help inform the appropriate design and interpretation of a clinical

trial for assessing the impact of IV magnesium on AHF.
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Figure 3.1. PRISMA flowchart.
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Figure 3.2. Network connection diagram for change in quality of life outcome.

Abbreviations: ACEI, angiotensin-converting enzyme inhibitor; ARB, angiotensin-receptor
blocker; ARNI, angiotensin receptor neprilysin inhibitor; BB, beta-blocker; Dig, digoxin;
H-ISDN, hydralazine—isosorbide dinitrate; MRA, mineralocorticoid receptor antagonist;
SGLT2i, sodium-glucose cotransporter 2 inhibitor
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Figure 3.3. Funnel plots for quality of life outcome.

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor
blocker; ARNI, angiotensin receptor neprilysin inhibitor; BB, beta-blocker; Dig, digoxin;
H-ISDN, hydralazine—isosorbide dinitrate; MRA, mineralocorticoid receptor antagonist;

SGLT21, sodium-glucose cotransporter 2 inhibitor
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Figure 3.4. Forest Plot Showing the Mean Difference in Quality of Life Score Change

Against Placebo.

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor
blocker; ARNI, angiotensin receptor neprilysin inhibitor; BB, beta-blocker; Dig, digoxin;
H-ISDN, hydralazine—isosorbide dinitrate; MRA, mineralocorticoid receptor antagonist;
SGLT21, sodium-glucose cotransporter 2 inhibitor
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Comparison: other vs 'Placebo’

Treatment (Random Effects Model) MD 95%-ClI
ACEi + DIG — -5.36 [-11.38; 0.67]
ACEi + ARB + DIG + -5.35 [-12.84; 2.14]
DIG — -5.34 [-10.08; -0.60]
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BB + DIG — -5.10 [-10.31; 0.11]
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ARB + BB —— 0.25 [-3.38; 3.88]
ACEi + BB + MRA = 201 [-5.72; 9.75]
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Figure 3.5. Forest plot showing the mean difference in quality of life score change of
treatments in the additive network meta analysis against placebo.

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor
blocker; ARNI, angiotensin receptor neprilysin inhibitor; BB, beta-blocker; Dig, digoxin;
H-ISDN, hydralazine—isosorbide dinitrate; MRA, mineralocorticoid receptor antagonist;
SGLT?2i, sodium-glucose cotransporter 2 inhibitor
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Comparison: other vs 'Placebo’

Treatment (Random Effects Model) MD 95%-ClI
ARB+DIG — -4.15 [-9.53; 1.24]
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Comparison: other vs 'Placebo’

Treatment (Random Effects Model) MD 95%-ClI
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DIG — -5.34 [-12.02; 1.34]
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Figure 3.6. Forest plot showing the mean difference in quality of life Score for various
treatments only in studies which used the MLHFQ score (A) and only in studies which
used the MLHFQ score and were subsequently converted to KCCQ (B).

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor
blocker; ARNI, angiotensin receptor neprilysin inhibitor; BB, beta-blocker; DIG, digoxin;
H-ISDN, hydralazine—isosorbide dinitrate; MRA, mineralocorticoid receptor antagonist;
SGLT?2i, sodium-glucose cotransporter 2 inhibitor
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Comparison: other vs 'Placebo’

Treatment (Random Effects Model) MD 95%—-Cl
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Figure 3.7. Forest plot showing the mean difference in quality of life Score for various
Treatments after the removal of studies with major concerns of bias.

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor
blocker; ARNI, angiotensin receptor neprilysin inhibitor; BB, beta-blocker; DIG, digoxin;
H-ISDN, hydralazine—isosorbide dinitrate; MRA, mineralocorticoid receptor antagonist;

68



Tables:

Table 3.1. Study characteristics and outcomes by treatment arm

Pollock et al
1990

Widimsky et al
1995

Bristow et al
1996

Packer et al
1996

Colucci et al
1996

Cohn et al 1997

Goldstein et al
1999

Treatment
DIG
BB+DIG
DIG
ACEi+DIG
ACEi+DIG
ACEi+DIG
ACEi+DIG
ACEi+DIG

ACEi+BB+DI
G

ACEi+BB+DI
G

ACEi+BB+DI
G

ACEi+DIG

ACEi+BB+DI
G

ACEi+DIG

ACEi+BB+DI
G

ACEi+DIG

ACEi+BB+DI
G

ACEi+DIG

N
Follo randomize
wup d
3 7
3 12
3 48
3 48
3 53
3 51
3 48
6 84
6 83
6 89
6 89
6 145
6 133
12 134
12 232
3 35
3 70
6 19

Mean
MLHFQ
score
change

-7.3

-5.5
-3.7

-5.5
-4.9

2.4
-8.8

-11.6

-4.84

69

Mean
KCCQ
overall
summary
score
(OSS)
change

4.11
24.13
6.78
13.45
6.78
4.11
8.11
5.84

6.64

5.84

3.44
1.04

3.44
2.64

-0.70
7.84

11.58

2.56

Mean
KCCQ
total
Symptom
score
(TSS)
change

NR
NR
NR
NR
NR
NR
NR
NR

NR

NR

NR
NR

NR
NR

NR
NR

NR

NR

Mean
KCCQ
clinical
summary
score
(CSS)
change

NR
NR
NR
NR
NR
NR
NR
NR

NR

NR

NR
NR

NR
NR

NR
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NR

NR

Number of
participants
discontinuing
the drug in
the group
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Hjalmarson et
al 2000

Granger et al
2000
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2000

De Milliano et
al 2001

Hutcheon et al
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RA

ARNi+BB+M
RA

ACEi+BB+M
RA

ACEi+BB+M
RA-+Ivabradin
e

ARNi+BB+M
RA

ARNi+BB+M

Palau et al 2022 RA+SGLT2i1

12

12

113

112

70

70

53

52

3072

3076

1867

1863

98

103

168

167

172

170

45

45

72

NR

NR

NR

NR

NR

NR

NR

NR

NR

NR

NR

NR

NR

NR

NR

NR

NR

NR

4.19

2.89

NR

NR

NR

NR

6.5

5.84

8.11

10.8

11.8

-0.43

4.11

NR

NR

NR

NR

4.2

0.7

6.3

5.8

6.75

4.75

8.29

NR

NR

NR

NR

NR

NR

-3.49

-2.22

NR

NR

NR

NR

NR

NR

5.5

4.92

7.33

NR

NR

NR

NR

13

11

50

41

335

303

36

49

13

13



Spertus et al
2022

Butler et al
2022

Lewis et al
2022

Placebo
SGLT2i

ACEi+BB+M
RA

ACEi+BB+M
RA+Vericiguat

ARNi+BB+M
RA

ARNi+BB+M
RA+OM

91
90

2524

2526

91

185

NR
NR

NR

NR

NR

NR

6.6
9.8

6.8

7.8

NR

NR

4.2
9.1

7.3

6.3

1.8

0.3

3.9
7.5

6.3

6.3

NR

NR

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor
blocker; ARNI, angiotensin receptor neprilysin inhibitor; BB, beta-blocker; DIG, digoxin;
H-ISDN, hydralazine—isosorbide dinitrate; MRA, mineralocorticoid receptor antagonist;

Table 3.2. Risk of bias 2 assessment domain and overall scores for all included studies.

Unigue ID

Pollock et
al 1990

Widimsky
et al 1995

Bristow et
al 1996

Packer et al

1996

Colucci et
al 1996

Cohn et al

1997

Experimental Comparator Study Design

BB

ACEi

BB

BB

BB

BB

Placebo

Placebo

Placebo

Placebo

Placebo

Placebo

DB, SC

DB, MC

DB, MC

DB, MC

DB, MC

DB, MC

73

2

D4

D5

Some
0 Concerns

0 Low risk

0 Low risk

0 Low risk

0 Low risk

0 Low risk

Overall

18
13

565

610

21



Goldstein
et al 1999

Hjalmarson
et al 2000
Granger et
al 2000

Beanlands
et al 2000

De Milliano
et al 2001

Hutcheon
et al 2002
Willenheim
er et al
2002

Lader et al
2003

Taylor et al
2004

Majani et al
2004

Edes et al
2005

Chan et al
2007
Ekman et al
2011
Abdel-Sala
m et al
2015

Lewis et al
2017
Nassif et al
2019
Desai et al
2019
McMurray
etal 2019

Jensen et
al 2020

BB

BB

ARB

BB

BB

ACEi

ACEi

DIG

H-ISDN

ARB

BB

ARB+MRA

lvabradine

Ivabradine

ARNi

SGLT2i

ARNi

SGLT2i

SGLT2i

Placebo

Placebo

Placebo

Placebo

Placebo

Placebo

ARB

Placebo

Placebo

Placebo

Placebo

ARB

Placebo

Placebo

ACEi

Placebo

ACEi

Placebo

Placebo

DB, MC

DB, MC

DB, MC

DB, MC

DB, MC

DB, SC

DB, MC

DB, MC

DB, MC

DB, MC

DB, MC

DB, SC

DB, MC

DB, SC

DB, MC

DB, MC

DB, MC

DB, MC

DB, MC

74

Some

0 Concerns
Some

0 Concerns
Some

0 Concerns

0 Low Risk

Some
0 Concerns

0 Low Risk

Major
0 Concerns

0 Low Risk

0 Low Risk

0 Low Risk

0 Low Risk

0 Low Risk

0 Low Risk

0 Low Risk

0 Low Risk

0 Low Risk

0 Low Risk

0 Low Risk

0 Low Risk




Felker et al

2020 oM Placebo DB, MC 0 0 Low Risk
Abraham et

al 2021 SGLT2i Placebo DB, MC 0 0 Low Risk
Santos-Gall

ego et al

2021 SGLT2i Placebo DB, SC 0 0 Low Risk
Tsutsui et al

2021 ARNi ACEi DB, MC 0 0 Low Risk
Khandwalla Some
etal 2020 ARNi ACEi DB, MC 0 0 Concerns
Lee et al Major
2021 SGLT2i Placebo DB, MC 0 0 Concerns
Teerlink et

al 2021 oM Placebo DB, MC 0 0 Low Risk
Butler et al Some
2021 SGLT2i Placebo DB, MC 0 0 Concerns
Halle et al

2021 ARNi ACEi DB, MC 0 0 Low Risk
Mann et al. Some
2021 ARNI ARB DB, MC 0 0 Concerns
Ye et al

2022 Ivabradine Placebo DB, MC 0 0 Low Risk
Palau et al Some
2022 SGLT2i Placebo DB, MC 0 0 Concerns
Spertus et

al 2022 SGLT2i Placebo DB, MC 0 0 Low Risk
Butler et al

2022 Vericiguat  Placebo DB, MC 0 0 Low Risk
Lewis et al

2022 oM Placebo DB, MC 0 0 Low Risk

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor
blocker; ARNI, angiotensin receptor neprilysin inhibitor; BB, beta-blocker; DIG, digoxin;
H-ISDN, hydralazine—isosorbide dinitrate; MRA, mineralocorticoid receptor antagonist;
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Table 3.3. P scores of each component

Treatment combination P-score
ARNi + BB + MRA + SGLT2i 0.948
ARNi + BB + SGLT2i 0.859
ACEi + BB + MRA + SGLT2i 0.842
ACEi + BB + MRA + Ivabradine 0.831
SGLT2i 0.739
ARNi + BB + MRA 0.727
ACEi + BB + MRA + Vericiguat 0.655
ARNi + BB 0.642
ARB + BB + MRA 0.579
ACEi + BB + MRA 0.566
BB 0.481
ARB + BB 0.48
ACEi + BB 0.473
Placebo 0.46
ACEi 0.454
ACEi + BB + DIG + H-ISDN 0.415
BB + DIG 0.154
ACEi + BB + DIG 0.149
ACEi + ARB + DIG 0.143
ARB + DIG 0.137
DIG 0.136
ACEi + DIG 0.131

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor
blocker; ARNI, angiotensin receptor neprilysin inhibitor; BB, beta-blocker; DIG, digoxin;
H-ISDN, hydralazine—isosorbide dinitrate; MRA, mineralocorticoid receptor antagonist;
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Table 3.4. Estimates of relative differences in treatment effect on quality of life of

treatment combinations presented as the estimate of the difference between the treatment
combination in the column versus the treatment combination in the respective row.

ACEi+BB ACEi+ ACEi+BB+ ACEi+BB ACFEi+ BB+ ARNi+ ARNi+

+ DIG +
H-ISDN

-1.23

(-8.32-5.86)
ACEi ;0.7345
ACEi +
ARB +
DIG

4.11
(-1.92-10.1
3); 0.1818

-1.47
(-8.22-5.29)
;0.67

ACEi +
BB

ACEi +
BB +
DIG
ACEi +
BB +
DIG +
H-ISD
N 1

3.87
(-0.94-8.68)
£ 0.1146

ACEi +
BB +
MRA
ACEi +
BB +
MRA +
Ivabrad
ine
ACEi +
BB+ -6.56
MRA + (-16.06-2.9
SGLT2i 4); 0.1758

-3.26
(-12.59-6.0
7); 0.4937

-6.49
(-16.3-3.32)
:0.1948

BB+ MRA +
MRA  Ivabradine
2.03

(-4.75-8 5.26

.82); (-2.17-12.69);
0.5575 0.1653

7.36

(-1.42-1 10.59

6.14); (1.3-19.88);
0.1002 0.0254

1.79

(-4.64-8 5.02

22); (-2.09-12.13);
0.5857 0.1666

7.13

(-0.86-1 10.36

5.12);  (1.81-18.91);

0.0804 0.0175

3.26
(-6.07-1 6.49
2.59); (-3.32-16.3);

0.4937 0.1948

3.23
(0.2-6.26);
1 0.0368
-3.23
(-6.26--
0.2);
0.0368 1
-33
(-5.11-- -0.07
1.5);  (-3.6-3.45);
3e-04  0.9672

+ MRA +
SGLT2i

5.34
(-1.69-12.3
6); 0.1364

10.67

(1.7-19.63);

0.0197
5.09
(-1.59-11.7
8); 0.1351

10.43

(2.24-18.63

); 0.0126

6.56
(-2.94-16.0
6); 0.1758

3.3
(1.5-5.11);
3e-04

0.07
(-3.45-3.6);
0.9672

77

MRA +
Vericiguat

3.03

(-4.81-10.87)

; 0.4487

8.36

(-1.26-17.98)

; 0.0884

2.79

(-4.75-10.33)

; 0.4683

8.13

(-0.78-17.04)

; 0.0736

4.26

(-5.86-14.38)

; 0.4097

1
(-2.93-4.93);
0.6179

223
(-7.19-2.73);
0.3783

23
(-6.63-2.02);
0.2961

BB+ BB+MRA
MRA  + SGLT2i
3.83

(-3.34-1 7.13

1); (-0.26-14.5
0.2957 2); 0.0587
9.16

(0.13-1 12.46
8.18); (3.26-21.67
0.0467 ); 0.008
3.58

(-3.25-1 6.89

0.42); (-0.18-13.9
0.3043  6); 0.0562
8.92

(0.6-17. 12.23

25);  (3.71-20.75
0.0356 ); 0.0049
5.05

(-4.56-1 8.36
4.67); (-1.42-18.1
0.3029 4); 0.094
1.8

(-0.52-4 5.1

11);  (2.16-8.04)
0.1292 ;7e-04
-1.44

(-5.25-2 1.87

38);  (-2.35-6.09

0.4612 ); 0.3855

-1.51
(-4.45-1 1.8

43);  (-0.52-4.11
0314 );0.1292

ARNi +
BB +
SGLT2i
5.34
(1.7-8.9
9);
0.0041
10.67
(4.09-1
7.26);
0.0015
5.1
(2.16-8.
04);
7e-04
10.44
(4.86-1
6.02);
2e-04

6.57
(-0.8-13
93);
0.0805
3.31
(-3.76-1
0.38);
0.3589

0.08
(-7.61-7
.78);
0.9837
0.01
(-6.83-6
.84);
0.9986



ACEi +
BB +

MRA +
Vericig

426
(-14.38-5.8
uat  6);0.4097
4.11
(-1.16-9.38)
:0.1261

ACEi +
DIG

-1.49
(-9.03-6.04)
:0.6977

ARB +
BB

ARB +
BB +
MRA

328
(-13.19-6.6
3); 0.5162

4.09
(-2.15-10.3
3); 0.1989

ARB +
DIG

-3.26
(-10.41-3.8
8); 0.3704

ARNi +
BB

ARNi +
BB +
MRA
ARNi +
BB +
MRA +
SGLT2i

-5.05
(-14.67-4.5
6); 0.3029

-8.36
(-18.14-1.4
2); 0.094

ARNi +
BB +
SGLT2i

-6.57
(-13.93-0.8)
: 0.0805

-1.49
(-9.2-6.22);

BB 0.7058

-1

(-4.93-2 2.23
93);  (-2.73-7.19);
0.6179 0.3783
7.37

(-0.91-1 10.6

5.65); (1.78-19.42);
0.081 0.0184
1.76

(-5.48-9 5

01);  (-2.86-12.85);
0.6332 0.2127
-0.02

(-3.36-3 3.21

31 (-1.3-7.72);
0.9886 0.1635
7.35

(-1.58-1 10.58

6.27);  (1.15-20);
0.1067 0.0279
-0.01

(-6.84-6 3.22

83);  (-4.26-10.7);
0.9986 0.3982

1.8

(-4.11-0 1.44

52);  (-2.38-5.25);
0.1292 0.4612

5.1

(-8.04-- -1.87

2.16); (-6.09-2.35);
7e-04  0.3855
331

(-10.38- -0.08

3.76); (-7.78-7.61);
0.3589 0.9837
1.77

(-5.66-9 5

2): (-3.02-13.03);
0.6401 0.2217

2.3
(-2.02-6.63)

02961 1

10.68 8.37
(2.2-19.15); (-0.79-17.53)
0.0135 £ 0.0734

5.07 2.76

(-2.4-12.54) (-5.48-11.01)
;0.1834 ; 0.511

3.28 0.98
(-0.51-7.07) (-4.18-6.13);
:0.0902  0.7107

10.65 8.35
(1.54-19.76 (-1.41-18.1);
);0.0219  0.0935

3.3 0.99
(-3.77-10.3 (-6.89-8.88);
7); 0.3607  0.805

1.51 0.8
(-1.43-4.45) (-5.36-3.77);
:0.314 0.7326

‘1.8 4.1
(-4.11-0.52) (-9.01-0.81);
201292 0.1014
-0.01 231

(-6.84-6.83) (-10.4-5.78);
:0.9986  0.5756

5.08 2.77

(-2.57-12.7 (-5.63-11.18)
2);0.1931 ;0.5179

78

0.8

(-3.77-5 4.1

.36); (-0.81-9.01

0.7326 );0.1014

9.17

(0.57-1 12.47

7.76); (3.69-21.26

0.0367 ); 0.0054

3.56

(-3.8-10 6.86

.92); (-0.71-14.4

0.3428 4);0.0756

1.77

(-1.79-5 5.08

34); (1.08-9.07)

0.3302 ;0.0128

9.14

(0.13-1 1245

8.16); (3.25-21.64

0.0468 ); 0.008

1.79

(-4.64-8 5.09

22); (-1.59-11.7

0.5857 8);0.1351
33
(1.5-5.11);

1 3e-04

-3.3

(-5.11--

1.5);

3e-04 |1

-1.52

(-8.2-5. 1.79

17); (-4.64-8.22

0.6566 ); 0.5857

3.57

(-4.03-1 6.87

1.17); (-0.94-14.6

0.3576 8); 0.0847

2.31
(-5.78-1
0.4);
0.5756
10.68
(4.7-16.
66);
5e-04
5.08
(1.08-9.
07);
0.0128
3.29
(-4.29-1
0.86);
0.395
10.66
(4.09-1
7.22);
0.0015
33
(1.5-5.1
1);
3e-04
1.52
(-5.17-8
2);
0.6566
-1.79
(-8.22-4
.64);
0.5857

1

5.08
(0.65-9.
52);
0.0246



7.11 8.91 10.42

3.86 (-1.7-15 10.34 10.42 8.11 (-0.05-1 12.21 (3.93-1

BB+ (-2.22-9.93) 93);  (1.02-19.67); (1.42-19.42 (-1.54-17.76) 7.87); (3.07-21.35 6.92);
DIG ;02138  0.1138 0.0297 );0.0233 5 0.0994 0.0513 );0.0088  0.0017
7.35 9.15 10.67

4.1 (-1.72-1 10.58 10.66 8.35 (-0.07-1 12.45 (3.82-1
(-2.35-10.5 6.43); (1.02-20.15); (1.41-19.91 (-1.53-18.24) 8.37); (3.06-21.85 7.51);

DIG  5);0.2131 0.1122 0.0301 );0.024  ;0.0978 0.0517 );0.0093  0.0022
2.01 3.81 5.33

-1.24 (-5.72-9 5.24 5.32 3.01 (-4.09-1 7.11 (0.4-10.
(-9.25-6.76) .75);  (-3.07-13.55); (-2.63-13.2 (-5.66-11.69) 1.71); (-0.99-15.2 25);
Placebo ;0.7608  0.6099 0.2161 6); 0.1894 ;0.496 0.3447 2);0.0854 0.0342
-1.29 0.5 2.02

-4.55 (-9.23-6 1.94 2.01 -0.29 (-7.6-8. 3.81 (-2.57-6
(-12.76-3.6 .65);  (-6.56-10.44); (-5.72-9.75) (-9.15-8.57); 61);  (-4.09-11.7 .61);
SGLT2i 6); 0.2774 0.7502 0.6548 :0.6099 0.9488 0.9029 1);0.3447 0.388

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor
blocker; ARNI, angiotensin receptor neprilysin inhibitor; BB, beta-blocker; DIG, digoxin;
H-ISDN, hydralazine—isosorbide dinitrate; MRA, mineralocorticoid receptor antagonist;
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Table 3.5. Cinema framework domain summary for all included comparisons

Number
of Within-study Reporting Indirectne Imprecisio Heterogenei Confidence
Comparison studies bias bias Ss n ty Incoherence rating
Some No Major No No
ACEi:ACEi+BB concerns Low risk concerns concerns concerns concerns Low
ACEIi:ACEi+DI No No No No
G No concerns Low risk concerns concerns concerns concerns High
Some Major No No
ACEi:Placebo No concerns Low risk concerns concerns concerns concerns Low
ACEi+ARB+DI No No No No
G:ACEi+DIG No concerns Low risk concerns concerns concerns concerns High
ACEi+BB:ARB Maijor No No No No
+BB concerns Low risk concerns concerns concerns concerns Low
ACEi+BB:ARNi No No No No
+BB No concerns Low risk concerns concerns concerns concerns High
ACEi+BB+DIG:
ACEi+BB+DIG Some No No No
+H-ISDN No concerns Low risk concerns concerns concerns concerns Moderate
ACEi+BB+DIG: No No No No
ACEi+DIG No concerns Low risk concerns concerns concerns concerns High
ACEi+BB+MR
A:ACEi+BB+M No No No No
RA+lvabradine No concerns Low risk concerns concerns concerns concerns High
ACEi+BB+MR
A:ACEi+BB+M No No No No
RA+SGLT2i No concerns Low risk concerns concerns concerns concerns High
ACEi+BB+MR
A:ACEi+BB+M No No No No
RA+Vericiguat No concerns Low risk concerns concerns concerns concerns High
ACEi+BB+MR
A:ARNi+BB+M No No No No
RA No concerns Low risk concerns concerns concerns concerns High
No Some Some No
ACEi+DIG:DIG No concerns Low risk concerns concerns concerns concerns Moderate
ARB+BB:ARB+ No Some No No
BB+MRA No concerns Low risk concerns concerns concerns concerns Moderate
ARB+BB+MRA
:ARNi+BB+MR Some No No Some No
A concerns Low risk concerns concerns concerns concerns Moderate
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ARB+DIG:DIG

ARNi+BB:ARNi
+BB+SGLT2i

ARNi+BB+MR
A:ARNi+BB+M
RA+SGLT2i

BB:Placebo

BB+DIG:DIG

Placebo:SGLT
2i

ACEi:ACEi+AR
B+DIG

ACEi:ACEi+BB
+DIG

ACEi:ACEi+BB
+DIG+H-ISDN

ACEi:ACEi+BB
+MRA

ACEi:ACEi+BB
+MRA+lvabrad
ine

ACEi:ACEi+BB
+MRA+SGLT2i

ACEi:ACEi+BB
+MRA+Vericig
uat

ACEi:ARB+BB

ACEi:ARB+BB
+MRA

ACEi:ARB+DI
G

ACEi:ARNi+BB

ACEi:ARNi+BB
+MRA

ACEi:ARNi+BB
+MRA+SGLT2i

Some
1 concerns

1 No concerns

2 No concerns

1 No concerns

Some
1 concerns

1 No concerns

0 No concerns

0 No concerns

0 No concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Major
0 concerns

Some
0 concerns

0 No concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns
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No
concerns

No
concerns

No
concerns
Major
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

Some
concerns
Maijor
concerns

Major
concerns
Major
concerns

Major
concerns
Major
concerns
Major
concerns

No
concerns

Some
concerns
Major
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Moderate

High

High

Low

Moderate

Moderate

Moderate

High

Moderate

Low

Low

Low

Low

Very low

Low

High

Low

Low

Low



ACEi:ARNi+BB
+SGLT2i

ACEi:BB

ACEi:BB+DIG

ACEi:DIG

ACEi:SGLT2i

ACEi+ARB+DI
G:ACEi+BB

ACEi+ARB+DI
G:ACEi+BB+DI
G

ACEi+ARB+DI
G:ACEi+BB+DI
G+H-ISDN

ACEi+ARB+DI
G:ACEi+BB+M
RA

ACEi+ARB+DI
G:ACEi+BB+M
RA+lvabradine

ACEi+ARB+DI
G:ACEi+BB+M
RA+SGLT2i

ACEi+ARB+DI
G:ACEi+BB+M
RA+Vericiguat

ACEi+ARB+DI
G:ARB+BB

ACEi+ARB+DI
G:ARB+BB+M
RA

ACEi+ARB+DI
G:ARB+DIG

ACEi+ARB+DI
G:ARNi+BB

ACEi+ARB+DI
G:ARNi+BB+M
RA

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns
Some

0 concerns

Some
0 concerns

0 No concerns

0 No concerns

Some
0 concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

Some
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

82

No
concerns
Major
concerns

Some
concerns

Some
concerns

Some
concerns
Major
concerns

No
concerns

No
concerns

Major
concerns

Some
concerns

Some
concerns

Major
concerns
Major
concerns

Major
concerns

No
concerns

Some
concerns

Major
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

Some
concerns

No
concerns

Some
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

High

Moderate

Moderate

Moderate

Moderate

Low

Moderate

Moderate

Low

Low

Low

Low

Low

Low

High

Moderate

Low



ACEi+ARB+DI
G:ARNi+BB+M
RA+SGLT2i

ACEi+ARB+DI
G:ARNi+BB+S
GLT2i

ACEi+ARB+DI
G:BB

ACEi+ARB+DI
G:BB+DIG

ACEi+ARB+DI
G:DIG

ACEi+ARB+DI
G:Placebo

ACEi+ARB+DI
G:SGLT2i

ACEi+BB:ACEi
+BB+DIG

ACEi+BB:ACEi
+BB+DIG+H-IS
DN

ACEi+BB:ACEi
+BB+MRA

ACEi+BB:ACEi
+BB+MRA+lva
bradine

ACEi+BB:ACEi
+BB+MRA+SG
LT2i

ACEi+BB:ACEi
+BB+MRA+Ver
iciguat
ACEi+BB:ACEi
+DIG

ACEi+BB:ARB
+BB+MRA

ACEi+BB:ARB
+DIG

ACEi+BB:ARNi
+BB+MRA

Some
0 concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns
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Some
concerns

No
concerns
Major
concerns

No
concerns

Some
concerns

Some
concerns

Some
concerns

Some
concerns

Major
concerns
Major
concerns

Some
concerns

Some
concerns

Major
concerns

Some
concerns

Some
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

Some
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Moderate

High

Low

Moderate

Moderate

Moderate

Moderate

Moderate

Low

Low

Moderate

Moderate

Low

Moderate

Low

Moderate

Low



ACEi+BB:ARNi
+BB+MRA+SG
LT2i

ACEi+BB:ARNi
+BB+SGLT2i

ACEi+BB:BB

ACEi+BB:BB+
DIG

ACEi+BB:DIG

ACEi+BB:Plac
ebo

ACEi+BB:SGL
T2i

ACEi+BB+DIG:
ACEi+BB+MR
A

ACEi+BB+DIG:
ACEi+BB+MR
A+lvabradine

ACEi+BB+DIG:
ACEi+BB+MR
A+SGLT2i

ACEi+BB+DIG:
ACEi+BB+MR
A+Vericiguat

ACEi+BB+DIG:
ARB+BB

ACEi+BB+DIG:
ARB+BB+MRA

ACEi+BB+DIG:
ARB+DIG

ACEi+BB+DIG:
ARNi+BB

ACEi+BB+DIG:
ARNi+BB+MR
A

ACEi+BB+DIG:
ARNi+BB+MR
A+SGLT2i

Some
0 concerns

0 No concerns

0 No concerns

Some
0 concerns

0 No concerns

Some
0 concerns

0 No concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some

0 concerns

0 No concerns

0 No concerns

Some
0 concerns

Some
0 concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns
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Some
concerns

No
concerns
Major
concerns
Major
concerns
Some
concerns
Major
concerns
Major
concerns

Some
concerns

Some
concerns

Some
concerns

Some
concerns

Some
concerns

Some
concerns

Some
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Moderate

High

Low

Low

Moderate

Very low

Low

Low

Moderate

Moderate

Moderate

Low

Moderate

Moderate

Moderate

Moderate

Moderate



ACEi+BB+DIG:
ARNi+BB+SGL
T2i

ACEi+BB+DIG:
BB

ACEi+BB+DIG:
BB+DIG

ACEi+BB+DIG:
DIG

ACEi+BB+DIG:
Placebo

ACEi+BB+DIG:
SGLT2i

ACEi+BB+DIG
+H-ISDN:ACEi
+BB+MRA

ACEi+BB+DIG
+H-ISDN:ACEi
+BB+MRA+Iva
bradine

ACEi+BB+DIG
+H-ISDN:ACEI
+BB+MRA+SG
LT2i

ACEi+BB+DIG
+H-ISDN:ACEi
+BB+MRA+Ver
iciguat
ACEi+BB+DIG
+H-ISDN:ACEi
+DIG

ACEi+BB+DIG
+H-ISDN:ARB
+BB

ACEi+BB+DIG
+H-ISDN:ARB
+BB+MRA

ACEi+BB+DIG
+H-ISDN:ARB
+DIG

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

Some
0 concerns

0 No concerns

Some
0 concerns

0 No concerns

0 No concerns

Some
0 concerns

Some
0 concerns

0 No concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns
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No
concerns
Major
concerns
No
concerns
Major
concerns

Some
concerns

No
concerns

Major
concerns

Major
concerns

Major
concerns

Major
concerns

No
concerns

Major
concerns

Major
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

High

Low

High

Low

Moderate

High

Low

Low

Low

Low

Moderate

Low

Low

High



ACEi+BB+DIG
+H-ISDN:ARNi
+BB

ACEi+BB+DIG
+H-ISDN:ARNi
+BB+MRA

ACEi+BB+DIG
+H-ISDN:ARNi
+BB+MRA+SG
LT2i

ACEi+BB+DIG
+H-ISDN:ARNi
+BB+SGLT2i

ACEi+BB+DIG
+H-ISDN:BB

ACEi+BB+DIG
+H-ISDN:BB+
DIG

ACEi+BB+DIG
+H-ISDN:DIG

ACEi+BB+DIG
+H-ISDN:Place
bo

ACEi+BB+DIG
+H-ISDN:SGLT
2i

ACEi+BB+MR
A:ACEi+DIG

ACEi+BB+MR
A:ARB+BB

ACEi+BB+MR
A:ARB+BB+M
RA

ACEi+BB+MR
A:ARB+DIG

ACEi+BB+MR
A:ARNi+BB

ACEi+BB+MR
A:ARNi+BB+M
RA+SGLT2i

0 No concerns

Some
0 concerns

Some
0 concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

Some
0 concerns

0 No concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

0 No concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns
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Some
concerns

Major
concerns

Some
concerns

No
concerns
Maijor
concerns

Some
concerns

Some
concerns

Major
concerns

Some
concerns

Some
concerns

Some
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

Some
concerns

No
concerns

Some
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Moderate

Low

Low

High

Low

Moderate

Moderate

Low

Moderate

Low

Moderate

Moderate

Moderate

Low

High



ACEi+BB+MR
A:ARNi+BB+S
GLT2i

ACEi+BB+MR
A:BB

ACEi+BB+MR
A:BB+DIG

ACEi+BB+MR
A:DIG

ACEi+BB+MR
A:Placebo

ACEi+BB+MR
A:SGLT2i

ACEi+BB+MR
A+lvabradine:A
CEi+BB+MRA
+SGLT2i

ACEi+BB+MR
A+lvabradine:A
CEi+BB+MRA
+Vericiguat

ACEi+BB+MR
A+lvabradine:A
CEi+DIG

ACEi+BB+MR
A+lvabradine:A
RB+BB

ACEi+BB+MR
A+lvabradine:A
RB+BB+MRA

ACEi+BB+MR
A+lvabradine:A
RB+DIG

ACEi+BB+MR
A+lvabradine:A
RNi+BB

ACEi+BB+MR
A+lvabradine:A
RNi+BB+MRA

ACEi+BB+MR
A+lvabradine:A

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

0 No concerns

0 No concerns

Some
0 concerns

0 No concerns

0 No concerns

Some
0 concerns

Some
0 concerns

0 No concerns

0 No concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns
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No
concerns

Major
concerns

Major
concerns

Some
concerns

Major
concerns

Major
concerns

No
concerns

No
concerns

Some
concerns

Some
concerns

Some
concerns

No
concerns

Major
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Moderate

Low

Low

Low

Low

Low

High

High

Moderate

Moderate

Moderate

Moderate

Low

High

Moderate



RNi+BB+MRA
+SGLT2i

ACEi+BB+MR
A+lvabradine:A
RNi+BB+SGLT
2i

ACEi+BB+MR
A+lvabradine:B
B

ACEi+BB+MR
A+lvabradine:B
B+DIG

ACEi+BB+MR
A+lvabradine:
DIG

ACEi+BB+MR
A+lvabradine:P
lacebo

ACEi+BB+MR
A+lvabradine:S
GLT2i

ACEi+BB+MR
A+SGLT2i:ACE
i+BB+MRA+Ve
riciguat

ACEi+BB+MR
A+SGLT2i:ACE
i+DIG

ACEi+BB+MR
A+SGLT2i:ARB
+BB

ACEi+BB+MR
A+SGLT2i:ARB
+BB+MRA

ACEi+BB+MR
A+SGLT2i:ARB
+DIG

ACEi+BB+MR
A+SGLT2i:AR
Ni+BB

ACEi+BB+MR
A+SGLT2i:AR
Ni+BB+MRA

0 No concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

0 No concerns

Some
0 concerns

0 No concerns

0 No concerns

Some
0 concerns

Some
0 concerns

0 No concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns
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No
concerns

Major
concerns

Major
concerns

Some
concerns

Major
concerns

Major
concerns

No
concerns

Some
concerns

Some
concerns

Some
concerns

No
concerns

Major
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

High

Low

Low

Moderate

Low

Low

High

Moderate

Moderate

Moderate

Moderate

Low

High



ACEi+BB+MR
A+SGLT2i:AR
Ni+BB+MRA+
SGLT2i

ACEi+BB+MR
A+SGLT2i:AR
Ni+BB+SGLT2i

ACEi+BB+MR
A+SGLT2i:BB

ACEi+BB+MR
A+SGLT2i:BB+
DIG

ACEi+BB+MR
A+SGLT2i:DIG

ACEi+BB+MR
A+SGLT2i:Plac
ebo

ACEi+BB+MR
A+SGLT2i:SGL
T2i

ACEi+BB+MR
A+Vericiguat:A
CEi+DIG

ACEi+BB+MR
A+Vericiguat:A
RB+BB

ACEi+BB+MR
A+Vericiguat:A
RB+BB+MRA

ACEi+BB+MR
A+Vericiguat:A
RB+DIG

ACEi+BB+MR
A+Vericiguat:A
RNi+BB

ACEi+BB+MR
A+Vericiguat:A
RNi+BB+MRA

ACEi+BB+MR

A+Vericiguat:A
RNi+BB+MRA

+SGLT2i

0 No concerns

0 No concerns
Some

0 concerns
Some

0 concerns
Some

0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

0 No concerns

0 No concerns

Some
0 concerns

Some

0 concerns

0 No concerns

0 No concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns
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Some
concerns

No
concerns

Major
concerns

Major
concerns

Some
concerns

Major
concerns

Major
concerns

Some
concerns

Some
concerns

No
concerns

No
concerns

Major
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Moderate

High

Low

Low

Moderate

Low

Low

Moderate

Moderate

Moderate

Moderate

Low

High

High



ACEi+BB+MR
A+Vericiguat:A
RNi+BB+SGLT
2i

ACEi+BB+MR
A+Vericiguat:B
B
ACEi+BB+MR
A+Vericiguat:B
B+DIG
ACEi+BB+MR
A+Vericiguat:D
IG
ACEi+BB+MR
A+Vericiguat:P
acebo
ACEi+BB+MR
A+Vericiguat:S
GLT2i

ACEi+DIG:AR
B+BB

ACEi+DIG:AR
B+BB+MRA

ACEi+DIG:AR
B+DIG

ACEi+DIG:AR
Ni+BB

ACEi+DIG:AR
Ni+BB+MRA

ACEi+DIG:AR
Ni+BB+MRA+
SGLT2i

ACEi+DIG:AR
Ni+BB+SGLT2i

ACEi+DIG:BB

ACEi+DIG:BB+
DIG

ACEi+DIG:Plac
ebo

ACEi+DIG:SG
LT2i

0 No concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some

0 concerns

0 No concerns
Some

0 concerns

Some
0 concerns

0 No concerns

0 No concerns

Some

0 concerns

0 No concerns

0 No concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns
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No
concerns

Major
concerns

Major
concerns

Some
concerns

Major
concerns

Major
concerns

Some
concerns

Some
concerns

Some
concerns

No
concerns

Some
concerns

No
concerns

No
concerns
Major
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

High

Low

Low

Moderate

Low

Low

Low

Moderate

Moderate

Moderate

Moderate

Moderate

High

Low

Moderate

Moderate

High



ARB+BB:ARB+
DIG

ARB+BB:ARNi
+BB

ARB+BB:ARNi
+BB+MRA

ARB+BB:ARNi
+BB+MRA+SG
LT2i

ARB+BB:ARNi
+BB+SGLT2i

ARB+BB:BB

ARB+BB:BB+D
IG

ARB+BB:DIG

ARB+BB:Place
bo

ARB+BB:SGLT
2i

ARB+BB+MRA
:ARB+DIG

ARB+BB+MRA
:ARNi+BB

ARB+BB+MRA
‘ARNi+BB+MR
A+SGLT2i

ARB+BB+MRA
:ARNi+BB+SG
LT2i

ARB+BB+MRA
:BB
ARB+BB+MRA
:BB+DIG

ARB+BB+MRA
:DIG
ARB+BB+MRA
:Placebo

ARB+BB+MRA
:SGLT2i

Some
0 concerns

Some
0 concerns

Some
0 concerns

0 No concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

91

No
concerns

No
concerns

Some
concerns

Some
concerns

No
concerns
Major
concerns
Major
concerns
Some
concerns
Major
concerns
Maijor
concerns

No
concerns

Some
concerns

Some
concerns

No
concerns

Major
concerns
Major
concerns
Some
concerns
Major
concerns
Maijor
concerns

Some
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Moderate

Moderate

Moderate

Moderate

Moderate

Low

Low

Low

Low

Low

Moderate

Moderate

Moderate

Moderate

Low

Low

Moderate

Low

Low



ARB+DIG:ARN
i+BB
ARB+DIG:ARN
i+BB+MRA

ARB+DIG:ARN
i+BB+MRA+S
GLT2i

ARB+DIG:ARN
i+BB+SGLT2i

ARB+DIG:BB

ARB+DIG:BB+
DIG

ARB+DIG:Plac
ebo

ARB+DIG:SGL
T2i

ARNi+BB:ARNi
+BB+MRA

ARNi+BB:ARNi
+BB+MRA+SG
LT2i

ARNi+BB:BB

ARNi+BB:BB+
DIG

ARNi+BB:DIG

ARNi+BB:Plac
ebo

ARNi+BB:SGL
T2i

ARNi+BB+MR
A:ARNi+BB+S
GLT2i
ARNi+BB+MR
A:BB
ARNi+BB+MR
A:BB+DIG

ARNi+BB+MR
A:DIG

0 No concerns

Some
0 concerns

Some
0 concerns

0 No concerns

0 No concerns

Some
0 concerns

0 No concerns

0 No concerns

Some
0 concerns

Some
0 concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Some
0 concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

92

No
concerns

No
concerns

No
concerns

No
concerns
Major
concerns

No
concerns

No
concerns

No
concerns
Major
concerns

Major
concerns
Major
concerns
Major
concerns
No
concerns
Major
concerns
Major
concerns

No
concerns

Major
concerns
Major
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

High

Moderate

Moderate

High

Low

Moderate

High

High

Low

Low

Low

Low

Moderate

Low

Low

Moderate

Low

Low

Moderate



ARNi+BB+MR
A:Placebo

ARNi+BB+MR
A:SGLT2i

ARNi+BB+MR
A+SGLT2i:AR
Ni+BB+SGLT2i

ARNi+BB+MR
A+SGLT2i:BB

ARNi+BB+MR
A+SGLT2i:BB+
DIG

ARNi+BB+MR
A+SGLT2i:DIG

ARNi+BB+MR
A+SGLT2i:Plac
ebo

ARNi+BB+MR
A+SGLT2i:SGL
T2i

ARNi+BB+SGL
T2i:BB
ARNi+BB+SGL
T2i:BB+DIG

ARNi+BB+SGL
T2i:DIG

ARNi{+BB+SGL
T2i:Placebo

ARNi+BB+SGL
T2i:SGLT2i

BB:BB+DIG
BB:DIG

BB:SGLT2i

BB+DIG:Place
bo

BB+DIG:SGLT
2i

Some
0 concerns

Some

0 concerns
Some

0 concerns
Some

0 concerns
Some

0 concerns
Some

0 concerns

Some
0 concerns

Some
0 concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

0 No concerns

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

Low risk

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

93

Major
concerns
Major
concerns

No
concerns
Major
concerns

Major
concerns

No
concerns

Major
concerns

Major
concerns
No
concerns
Major
concerns

No
concerns

No
concerns

No
concerns

Some
concerns
Major
concerns
Some
concerns
Major
concerns
Major
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Some
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

No
concerns

Low

Low

Moderate

Low

Low

Moderate

Low

Low

High

Low

High

High

High

Moderate

Low

Moderate

Low

Low



No Some No No

DIG:Placebo 0 No concerns Low risk concerns concerns concerns concerns Moderate
No No Some No
DIG:SGLT2i 0 No concerns Low risk concerns concerns concerns concerns Moderate

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin-receptor
blocker; ARNI, angiotensin receptor neprilysin inhibitor; BB, beta-blocker; DIG, digoxin;
H-ISDN, hydralazine—isosorbide dinitrate; MRA, mineralocorticoid receptor antagonist;

3.5 SEARCH TERMS:

MEDLINE(R)/JEMBASE search

Date of search: Feb 28 2023

1. exp Heart Failure/

2. Cardiomyopathy, Dilated/

3. (heart failure or cardiac failure or cardiac insufficiency or cardiomyopath$).tw.

4. ((cardi$ or myocard$) adj2 (failure$ or insufficien$)).tw.

5.0R/1-4

6. exp angiotensin receptor-neprilysin inhibitor/ OR ARNI

7. LCZ696 OR LCZ 696 OR LCZ-696 OR valsartan adj6 sacubitril OR valsartan adj6 sacubitril
OR valsartan sacubitril OR valsartan-sacubitril OR sacubitril adjévalsartan OR sacubitril
valsartan OR sacubitril-valsartan

8. exp dipeptidyl carboxypeptidase inhibitor/ OR exp Angiotensin-Converting Enzyme
Inhibitors/

9. (angiotensin converting enzyme inhibitor OR ACEI OR ACEI OR antagonist$ OR inhibitor$
benazepril OR captopril OR enalapril OR fosinopril OR imidapril OR lisinopril OR moexipril
OR perindopril OR quinapril OR ramipril OR trandolapril OR zofenopril OR alacepril OR
cilazapril OR spirapril OR delapril).mp.

10. exp beta adrenergic receptor blocking agent/ OR exp Adrenergic beta-Antagonists/

11. (beta blocker§ OR BB OR acebutolol OR atenolol OR betaxolol OR bisoprolol OR
carvedilol OR labetalol OR metoprolol OR nadolol OR nebivolol OR penbutolol OR pindolol
OR propranolol OR sotalol OR timolol).mp.

12. exp aldosterone antagonist/

13. (aldosterone antagonist$ OR mineralocorticoid-receptor antagonist OR MRA OR eplerenone
OR spironolactone).mp.

14. exp angiotensin receptor antagonist/

15. (angiotensin receptor blocker$ OR angiotensin receptor antagonist$ OR ARB OR azilsartan
OR candesartan OR eprosartan OR irbesartan OR losartan OR olmesartan OR telmisartan OR
valsartan).mp.
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16. sodium-glucose co-transporter 2 OR SGLT2 OR SGLT2 inhibitor* OR sodium glucose adj6
inhibitor* OR (SGLT2 inhibitor*) OR sodium-glucose adj6 inhibitor* OR Sodium-Glucose
Transporter 2 OR sodium glucose-cotransporter 2 OR sodium-glucose co-transporter$ OR
sodium glucose-cotransporter$

17. (dapagliflozin OR empagliflozin).mp.

18 exp ivabradine plus metoprolol/ or exp ivabradine/ or exp carvedilol plus ivabradine/

19 (Omecamtiv mecarbil OR CK-1827452 OR Omecamtiv OR mecarbil)

20 (Vericiguat OR guanylate cyclase stimulator OR guanylate cyclase stimulator)

21. (Hydralazine-Isosorbide Dinitrate OR Hydralazine-Isosorbide adj6 Dinitrate OR Hydralazine
Isosorbide Dinitrate OR Hydralazine adj6 Isosorbide adj6 Dinitrate)

22. OR/6-21

23. "randomized controlled trial".pt.

24. (random$ or placebo$ or single blind$ or double blind$ or triple blind$).ti,ab.

25. (retraction of publication or retracted publication).pt.

26. OR/23-25

27. "Quality of Life"/

28. (kansas city cardiomyopathy questionnaire or kccq)

29. ("minnesota living with heart failure questionnaire" or mlhfq)

30. ("quality of life" or qol or hrqol)

31. OR/27-30

32.22 AND 31

33. (animals not humans).sh.

34. ((comment or editorial or meta-analysis or practice-guideline or review or letter or journal
correspondence) not "randomized controlled trial").pt.

35. (random sampl$ or random digit$ or random effect$ or random survey or random
regression).ti,ab. not "randomized controlled trial".pt.

36.33 OR 34 OR 35

37.26 NOT 36

38. (randomS$ or placebo$ or single blind$ or double blind$ or triple blind$).ti,ab.

39. RETRACTED ARTICLE/

40. OR/38-39

41. (animal$ not human$).sh,hw.

42. (book or conference paper or editorial or letter or review).pt. not exp randomized controlled
trial/

43. (random sampl$ or random digity or random effecty or random survey or random
regression).ti,ab. not exp randomized controlled trial/

44. OR/41-43

45. 40 NOT 44

46.37 OR 45

47.5 AND 32 AND 46

48. limit 47 to (human and yr="2020-Current" and (adult <18 to 64 years> or aged <65+ years>))
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MEDLINE(R)/EMBASE search
Date of search: Feb 20 2024

1. exp Heart Failure/

2. Cardiomyopathy, Dilated/

3. (heart failure or cardiac failure or cardiac insufficiency or cardiomyopath$).tw.

4. ((cardi$ or myocard$) adj2 (failure$ or insufficien$)).tw.

5.0R/1-4

6. exp angiotensin receptor-neprilysin inhibitor/ OR ARNI

7. LCZ696 OR LCZ 696 OR LCZ-696 OR valsartan adj6 sacubitril OR valsartan adj6 sacubitril
OR valsartan sacubitril OR valsartan-sacubitril OR sacubitril adj6valsartan OR sacubitril
valsartan OR sacubitril-valsartan

8. exp dipeptidyl carboxypeptidase inhibitor/ OR exp Angiotensin-Converting Enzyme
Inhibitors/

9. (angiotensin converting enzyme inhibitor OR ACEI OR ACEI OR antagonist$ OR inhibitor$
benazepril OR captopril OR enalapril OR fosinopril OR imidapril OR lisinopril OR moexipril
OR perindopril OR quinapril OR ramipril OR trandolapril OR zofenopril OR alacepril OR
cilazapril OR spirapril OR delapril).mp.

10. exp beta adrenergic receptor blocking agent/ OR exp Adrenergic beta-Antagonists/

11. (beta blocker§ OR BB OR acebutolol OR atenolol OR betaxolol OR bisoprolol OR
carvedilol OR labetalol OR metoprolol OR nadolol OR nebivolol OR penbutolol OR pindolol
OR propranolol OR sotalol OR timolol).mp.

12. exp aldosterone antagonist/

13. (aldosterone antagonist$ OR mineralocorticoid-receptor antagonist OR MRA OR eplerenone
OR spironolactone).mp.

14. exp angiotensin receptor antagonist/

15. (angiotensin receptor blocker$ OR angiotensin receptor antagonist$ OR ARB OR azilsartan
OR candesartan OR eprosartan OR irbesartan OR losartan OR olmesartan OR telmisartan OR
valsartan).mp.

16. sodium-glucose co-transporter 2 OR SGLT2 OR SGLT?2 inhibitor* OR sodium glucose adj6
inhibitor* OR (SGLT2 inhibitor*) OR sodium-glucose adj6 inhibitor* OR Sodium-Glucose
Transporter 2 OR sodium glucose-cotransporter 2 OR sodium-glucose co-transporter$ OR
sodium glucose-cotransporter$

17. (dapagliflozin OR empagliflozin).mp.

18 exp ivabradine plus metoprolol/ or exp ivabradine/ or exp carvedilol plus ivabradine/

19 (Omecamtiv mecarbil OR CK-1827452 OR Omecamtiv OR mecarbil)

20 (Vericiguat OR guanylate cyclase stimulator OR guanylate cyclase stimulator)

21. (Hydralazine-Isosorbide Dinitrate OR Hydralazine-Isosorbide adj6 Dinitrate OR Hydralazine
Isosorbide Dinitrate OR Hydralazine adj6 Isosorbide adj6 Dinitrate)

22. OR/6-21

23. "randomized controlled trial".pt.

24. (random$ or placebo$ or single blind$ or double blind$ or triple blind$).ti,ab.

25. (retraction of publication or retracted publication).pt.

26. OR/23-25

27. "Quality of Life"/

28. (kansas city cardiomyopathy questionnaire or kccq)
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29. ("minnesota living with heart failure questionnaire" or mlhfq)

30. ("quality of life" or qol or hrqol)

31. OR/27-30

32.22 AND 31

33. (animals not humans).sh.

34. ((comment or editorial or meta-analysis or practice-guideline or review or letter or journal
correspondence) not "randomized controlled trial").pt.

35. (random sampl$ or random digit$ or random effect$ or random survey or random
regression).ti,ab. not "randomized controlled trial".pt.

36.33 OR 34 OR 35

37.26 NOT 36

38. (randomS$ or placebo$ or single blind$ or double blind$ or triple blind$).ti,ab.

39. RETRACTED ARTICLE/

40. OR/38-39

41. (animal$ not human$).sh,hw.

42. (book or conference paper or editorial or letter or review).pt. not exp randomized controlled
trial/

43. (random sampl$ or random digit$ or random effect$ or random survey or random
regression).ti,ab. not exp randomized controlled trial/

44. OR/41-43

45. 40 NOT 44

46.37 OR 45

47.5 AND 32 AND 46

48. limit 47 to (human and yr="2023-Current" and (adult <18 to 64 years> or aged <65+ years>))

Cochrane Clinical Trial search

Date of search: Feb 28 2023

#1 MeSH descriptor: [Heart Failure] explode all trees

#2 MeSH descriptor: [Cardiomyopathy, Dilated] explode all trees

#3 (heart failure or cardiac failure or cardiac insufficiency or cardiomyopath$):ti,ab,kw (Word
variations have been searched)

#4 #1 or #2 or #3

#5 (LCZ696 or LCZ 696 or LCZ-696 or valsartan adj6 sacubitril or valsartan adj6 sacubitril or
valsartan sacubitril or valsartan-sacubitril or sacubitril adj6valsartan or sacubitril valsartan or
sacubitril-valsartan):ti,ab,kw

#6 MeSH descriptor: [Angiotensin-Converting Enzyme Inhibitors] explode all trees

#7 (angiotensin converting enzyme inhibitor or ACEI or ACEI or antagonist$ or inhibitor$
benazepril or captopril or enalapril or fosinopril or imidapril or lisinopril or moexipril or
perindopril or quinapril or ramipril or trandolapril or zofenopril or alacepril or cilazapril or
spirapril or delapril):ti,ab,kw (Word variations have been searched)

#8 MeSH descriptor: [Adrenergic beta-Antagonists] explode all trees
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#9 (beta blocker$ or BB or acebutolol or atenolol or betaxolol or bisoprolol or carvedilol or
labetalol or metoprolol or nadolol or nebivolol or penbutolol or pindolol or propranolol or sotalol
or timolol):ti,ab,kw (Word variations have been searched)

#10 MeSH descriptor: [Mineralocorticoid Receptor Antagonists] explode all trees

#11 (aldosterone antagonist$ or mineralocorticoid-receptor antagonist or MRA or eplerenone or
spironolactone):ti,ab,kw (Word variations have been searched)

#12 MeSH descriptor: [Angiotensin Receptor Antagonists] explode all trees

#13 (angiotensin receptor blocker$ or angiotensin receptor antagonist$ or ARB or azilsartan or
candesartan or eprosartan or irbesartan or losartan or olmesartan or telmisartan or
valsartan):ti,ab,kw (Word variations have been searched)

#14 MeSH descriptor: [Sodium-Glucose Transporter 2 Inhibitors] explode all trees

#15 (sodium-glucose co-transporter 2 or SGLT2 or SGLT2 inhibitor* or sodium glucose adj6
inhibitor* OR (SGLT2 inhibitor*) or sodium-glucose adj6 inhibitor* or Sodium-Glucose
Transporter 2 or sodium glucose-cotransporter 2 or sodium-glucose co-transporter$ or sodium
glucose-cotransporter$):ti,ab,kw (Word variations have been searched)

#16 (dapagliflozin or empagliflozin):ti,ab,kw

#17 MeSH descriptor: [Ivabradine] explode all trees

#18 (ivabradine plus metoprolol or ivabradine or exp carvedilol plus ivabradine):ti,ab,kw

#19 (Omecamtiv mecarbil or CK-1827452 or Omecamtiv or mecarbil):ti,ab,kw

#20 (Vericiguat OR guanylate cyclase stimulator OR guanylate cyclase stimulator):ti,ab,kw

#21 (Hydralazine-Isosorbide Dinitrate OR Hydralazine-Isosorbide adj6 Dinitrate OR
Hydralazine Isosorbide Dinitrate OR Hydralazine adj6 Isosorbide adj6 Dinitrate):ti,ab,kw

#22 MeSH descriptor: [Quality of Life] explode all trees

#23 (kansas city cardiomyopathy questionnaire or kccq):ti,ab,kw

#24 ("minnesota living with heart failure questionnaire" or mlhfq):ti,ab,kw

#25 ("quality of life" or qol or hrqol):ti,ab,kw

#26 #22 or #25 or # 23 or #24

#27 #5 or #6 or #7 or #8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 or
#19 or #20 or #21

#28 #4 and #26 and #27

#29 human not animal

#30 #28 and #29

#31 #30 in trials

#32 #31 (limit from 2020)

Cochrane Clinical Trial search

Date of search: Feb 20 2024

#1 MeSH descriptor: [Heart Failure] explode all trees

#2 MeSH descriptor: [Cardiomyopathy, Dilated] explode all trees

#3 (heart failure or cardiac failure or cardiac insufficiency or cardiomyopath$):ti,ab,kw (Word
variations have been searched)

#4 #1 or #2 or #3
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#5 (LCZ696 or LCZ 696 or LCZ-696 or valsartan adj6 sacubitril or valsartan adj6 sacubitril or
valsartan sacubitril or valsartan-sacubitril or sacubitril adj6valsartan or sacubitril valsartan or
sacubitril-valsartan):ti,ab,kw

#6 MeSH descriptor: [Angiotensin-Converting Enzyme Inhibitors] explode all trees

#7 (angiotensin converting enzyme inhibitor or ACEI or ACEI or antagonist$ or inhibitor$
benazepril or captopril or enalapril or fosinopril or imidapril or lisinopril or moexipril or
perindopril or quinapril or ramipril or trandolapril or zofenopril or alacepril or cilazapril or
spirapril or delapril):ti,ab,kw (Word variations have been searched)

#8 MeSH descriptor: [Adrenergic beta-Antagonists] explode all trees

#9 (beta blocker$ or BB or acebutolol or atenolol or betaxolol or bisoprolol or carvedilol or
labetalol or metoprolol or nadolol or nebivolol or penbutolol or pindolol or propranolol or sotalol
or timolol):ti,ab,kw (Word variations have been searched)

#10 MeSH descriptor: [Mineralocorticoid Receptor Antagonists] explode all trees

#11 (aldosterone antagonist$ or mineralocorticoid-receptor antagonist or MRA or eplerenone or
spironolactone):ti,ab,kw (Word variations have been searched)

#12 MeSH descriptor: [Angiotensin Receptor Antagonists] explode all trees

#13 (angiotensin receptor blocker$ or angiotensin receptor antagonist$ or ARB or azilsartan or
candesartan or eprosartan or irbesartan or losartan or olmesartan or telmisartan or
valsartan):ti,ab,kw (Word variations have been searched)

#14 MeSH descriptor: [Sodium-Glucose Transporter 2 Inhibitors] explode all trees

#15 (sodium-glucose co-transporter 2 or SGLT2 or SGLT2 inhibitor* or sodium glucose adj6
inhibitor* OR (SGLT2 inhibitor*) or sodium-glucose adj6 inhibitor* or Sodium-Glucose
Transporter 2 or sodium glucose-cotransporter 2 or sodium-glucose co-transporter$ or sodium
glucose-cotransporter$):ti,ab,kw (Word variations have been searched)

#16 (dapagliflozin or empagliflozin):ti,ab,kw

#17 MeSH descriptor: [Ivabradine] explode all trees

#18 (ivabradine plus metoprolol or ivabradine or exp carvedilol plus ivabradine):ti,ab,kw

#19 (Omecamtiv mecarbil or CK-1827452 or Omecamtiv or mecarbil):ti,ab,kw

#20 (Vericiguat OR guanylate cyclase stimulator OR guanylate cyclase stimulator):ti,ab,kw

#21 (Hydralazine-Isosorbide Dinitrate OR Hydralazine-Isosorbide adj6 Dinitrate OR
Hydralazine Isosorbide Dinitrate OR Hydralazine adj6 Isosorbide adj6 Dinitrate):ti,ab,kw

#22 MeSH descriptor: [Quality of Life] explode all trees

#23 (Kansas City Cardiomyopathy Questionnaire or kccq):ti,ab,kw

#24 ("minnesota living with heart failure questionnaire" or mlhfq):ti,ab,kw

#25 ("quality of life" or qol or hrqol):ti,ab,kw

#26 #22 or #25 or # 23 or #24

#27 #5 or #6 or #7 or #8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 or
#19 or #20 or #21

#28 #4 and #26 and #27

#29 human not animal

#30 #28 and #29

#31 #30 in trials

#32 #31 (limit from 2023)
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Chapter 4 - Summary, Conclusion, and Recommendations

4.1 OVERVIEW OF RESEARCH

In a set of two experiments we evaluated the impact of serum magnesium levels and IV
magnesium supplementation on patient outcomes in acute heart failure and established
the effect size of modern treatment combinations on quality of life and important
limitations that will inform the design and interpretation of a future analysis of IV
magnesium supplementation. Our first experiment evaluated the patterns and frequency
of serum magnesium testing and IV magnesium supplementation through a retrospective
cohort study design. Through this experiment we also evaluated the association between
patient outcomes and IV magnesium and hypomagnesemia. Our study involved the
collection and analysis of data from 42,763 patients and 78,957 patient episodes of ED
visit or hospitalization over the course of 8 years from 2012 until 2020. We used a
combination of descriptive statistics, multivariable binary logistic regression models, and
time varying multivariable cox regression with overlap weighting to explore the data.
Concurrently, in our second experiment we evaluated the impact of different HFrEF
pharmacological treatment classes on quality of life both separately and in combination to
determine the effect size of accepted HF treatments on quality of life. In this study we
built a network meta analysis based on a frequentist model which included 40 studies that
used the KCCQ or MLHFQ scores, but 5 studies were not analyzed due to insufficient
data. We built an additive network in addition to the standard model and explored both
random and variable effects in both. We also explored the sensitivity of the results of the

conversion of MLHFQ scores to KCCQ scores and evaluated the results for bias.
4.2 SUMMARY OF RESULTS:

4.2.1 Study 1

Our analysis found that serum magnesium testing, hypomagnesemia and IV magnesium
administration occurred frequently. Serum magnesium testing occurred in 58.7% of

episodes and it was more common in tertiary hospitals, patients who were admitted to the
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hospital rather than discharged, patients with higher natriuretic peptide levels, and
patients with longer stays. Serum magnesium testing did not occur more frequently in
patients with lower or higher potassium levels. The testing established that 31.7% of all
patient episodes were hypomagnesemic. These patients were more likely to be
hospitalized rather than discharged from the ER compared to patients who were not
hypomagnesemic, they were also more likely to have a longer stay than patients who
were not hypomagnesemic. We also found that with every 0.02 mmol/L unit decrease in
serum magnesium level from 0.7 mmol/L and every 0.02 mmol/L unit increase in serum
magnesium level from 0.86 mmol/L the risk of mortality at 2 years from the event

increased significantly.

IV magnesium was given in 13.7% of all patient episodes and in the episodes in
which it was given 70.2% of the patients had hypomagnesemia. Patients who visited a
tertiary hospital, patients who were admitted instead of being discharged from the ER,
patients with certain comorbidities and patients with hypomagnesemia were more likely
to receive IV magnesium. After overlap weighting, [V magnesium was associated with
higher risk of mortality at 7 until 30 days, but not any time points afterwards. Patients
with normal magnesium levels had the highest risk of mortality after receiving IV
magnesium. Patients with serum magnesium levels below (0.6 mmol/L) and patients with
hypermagnesemia (0.95 mmol/L) who received IV magnesium did not have an increased
risk of mortality compared with patients who did not receive IV magnesium at 7-30 days.
Patients who received IV magnesium had a higher likelihood of any cause hospitalization
at 7 days and lower likelihood of any cause ED visits at 7 days after overlapping
weighting, but not at any other time point. [V magnesium was not associated with an

increase in the likelihood of either falsification endpoint.

4.2.2: Study 2

Our network meta analysis included 40,832 patients across 40 clinical trials with a
median follow up time of 5.5 months. All of the included studies were placebo controlled

and double blinded, while the vast majority were also multi-center trials. We were only
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able to analyze the effect of the various pharmacological treatment classes on the KCCQ
overall summary score. Our study results showed that the individual therapies which lead
to the greatest improvement in quality of life were SGLT21, then Ivabradine, then ARNi.
BB, ACE]j, vericiguat and ARB had a neutral impact on quality of life and Digoxin
significantly reduced quality of life. Only 1 trial evaluated H-ISDN so its impact on
quality of life should be interpreted cautiously. A combination of ARNi + BB + SGLT2i1
was the most effective at improving quality of life. ARNi + BB + MRA + SGLT2i were
shown to increase quality of life most, but their impact was not significant and this
combination was followed by a combination of ACEi + BB + MRA + SGLT2i, then
ACEi + BB + MRA + Ivabradine, and then ARNi + BB + MRA. Other combinations of
ACEi/ARB/ARNi with BB and MRA generally had a neutral impact on quality of life
and most combinations involving digoxin had a negative impact on quality of life even
when paired with ACEi/ARB or BB. As the reported MD of the study translated directly
to change in the KCCQ OSS score the effect size of the most effective treatment was
determined to be 5.33 units of change on the KCCQ OSS scale and other effective
treatments had effect sizes ranging from 3.01-7.11 units of change. The results had high
variability and as a result the importance of supplementing the mean change in QoL score
with data on the proportions of patients who experienced small, medium and large
changes in quality of life was revealed. Further, the significance of using a methodology
which did not inappropriately penalize a treatment group for mortality was shown as
digoxin, which was known to reduce hospitalization risk and worsening heart failure risk,
yielded a negative impact on quality life; this was likely due to a combination of the
toxicity and adverse effects of digoxin with penalization due to the lack of improvement
in mortality risk compared to placebo. These results were found to have high strength of
evidence based on the GRADE criteria measured through the CINeMA framework.
Additionally, sensitivity analyses showed that the inclusion of studies with major
concerns for bias did not impact the outcome and that the results were not sensitive to the
conversion of the MLHFQ scores to the KCCQ scale.
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4.3 CONCLUSION:

The treatments used to improve the outcomes of patients with HF vary significantly in
their physiological mechanisms and their efficacy. Often these treatments are combined
to attempt to gain the largest benefit possible and occasionally treatments which are not
sufficiently understood become a regular part of the treatment regimen. IV magnesium
administration and serum magnesium testing have largely followed this pattern because
while there 1s no evidence that their use improves the outcomes of patients with acute HF
their use in thousands of patient hospitalization episodes suggests that they are a routine
part of care. Our experiments have shown that hypomagnesemia may be associated with
worse long term outcomes for patients with acute heart failure, but it is not clear if this is
related to the physiological impact of magnesium in the cardiovascular system or if this is
because hypomagnesemia is associated with another factor such as a low magnesium diet
which is also associated with poor outcomes. A prospective study which can accurately
evaluate and adjust factors like diet is necessary to determine if hypomagnesemia truly

causes an increased risk of mortality.

Further, this study revealed that IV magnesium may follow a few patterns of
administration: it may be administered to reduce the likelihood and severity of
arrhythmias or it may be used to replace serum magnesium in hypomagnesemia.
However it does not seem to reduce mortality in either case and in fact seems to be
associated with a greater risk of short term mortality particularly when it may be used as
to reduce the risk of arrhythmias as the risk associated with IV magnesium administration
was seemingly highest for individuals with normal magnesium levels and much lower for
individuals with low or high magnesium levels. This pattern also suggests that the
physiological mechanism of IV magnesium sulfate which results in increased mortality
may not be dose dependent as in the case of a dose dependent relationship it would be
expected that the increased risk of mortality following magnesium administration would
be highest in the patients with a high serum magnesium concentration. The difference in
response compared to individuals with low and high magnesium who had a lower risk of

mortality, but not a neutral relationship, may also suggest that IV magnesium is not being
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used in the correct patient subgroups or that I'V magnesium administration is associated
with another factor like health condition severity which is itself associated with worse
patient outcomes. In either case further research is required. IV magnesium was also
associated with an increased risk of any cause hospitalizations at 7 days and a decrease in
risk of any cause ED visits. It is not clear what relationship IV magnesium has with

hospitalization or ED visits.

Whether IV magnesium has any significant positive impact on patient quality of
life during and following an AHF episode which could justify its continued and frequent
use is unknown. In order to further evaluate the IV magnesium therapy in acute heart
failure through an RCT we would need to know what the expected effect of such a
therapy is and through our network meta-analysis we were able to determine that a
reasonable effect size estimate is somewhere between 3-7. Our findings also showed that
an RCT to evaluate the effect of IV magnesium should consider measuring the change in
quality of life both through a measurement of mean change of quality of life score and a
measurement of the proportion of patients undergoing a small, medium and large clinical
change both towards improvement and deterioration. Additionally, a future study should
cautiously select the methodology used to analyze missing scores due to death as this

may obscure the direct quality of life benefit provided by IV magnesium.

4.4 RECOMMENDATIONS FOR FUTURE RESEARCH:

- The effect of IV magnesium on subgroups of patients with various serum
magnesium levels: to determine where IV magnesium is most effective and to
determine where it is most detrimental, a study to evaluate the effect of IV
magnesium in various subgroups of patients with AHF is necessary.

- The association between IV magnesium outcomes and markers of heart failure
severity and progression: to more fully understand the impact of IV magnesium
administration in heart failure it would be necessary to evaluate the association

between the administration of IV magnesium and heart failure severity markers.
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This would allow for a better understanding of the physiological impact of
magnesium infusion on potential short term damage which may occur in the
cardiovascular system during AHF.

An RCT to examine the effect of IV magnesium on quality of life: to determine
whether or not IV magnesium should have a role in AHF therapy due to a positive
impact on quality of life we would need to conduct an RCT. Currently, it would
not be possible to evaluate quality of life through a retrospective study design as
quality of life information is not accessible in current health databases.

An RCT to examine the effect of IV magnesium in AHF: while our study provides
strong evidence that IV magnesium is harmful in AHF an RCT would allow us to
isolate the relationship between IV magnesium and patient outcomes in AHF
which would give stronger and more reliable results, particularly if further
research replicates the results of our study.

Oral magnesium supplementation for patients at high risk of AHF: efforts to
evaluate the efficacy of oral magnesium supplementation have been focused
largely on chronic heart failure and have not sufficiently explored the effect of oral
magnesium supplementation on patient outcomes. Thus, more research is
necessary to evaluate the impact of oral magnesium supplementation on patient

outcomes in AHF.

105



References

1.

10.

I1.

12.

Braunwald, E. (1997). Cardiovascular medicine at the turn of the millennium: triumphs,
concerns, and opportunities. New England Journal of Medicine, 337(19), 1360-1369.
Public Health Agency of Canada. Canadian Chronic Disease Surveillance System
(CCDSS), Data Tool 2000-2020, 2022 Edition. Ottawa (ON): Public Health Agency of
Canada; 2023.

McDonagh, T. A., Metra, M., Adamo, M., Gardner, R. S., Baumbach, A., Bohm, M., ... &
Kathrine Skibelund, A. (2021). 2021 ESC Guidelines for the diagnosis and treatment of
acute and chronic heart failure: Developed by the Task Force for the diagnosis and
treatment of acute and chronic heart failure of the European Society of Cardiology (ESC)
With the special contribution of the Heart Failure Association (HFA) of the ESC.
European heart journal, 42(36), 3599-3726.

Tran DT, Ohinmaa A, Thanh NX, Howlett JG, Ezekowitz JA, McAlister FA, Kaul P. The
current and future financial burden of hospital admissions for heart failure in Canada: a
cost analysis. CMAJ Open 2016;4(3):E365-e370.

Haddad, F., Doyle, R., Murphy, D. J., & Hunt, S. A. (2008). Right ventricular function in
cardiovascular disease, part II: pathophysiology, clinical importance, and management of
right ventricular failure. Circulation, 117(13), 1717-1731.

Dunlay, S. M., Roger, V. L., & Redfield, M. M. (2017). Epidemiology of heart failure
with preserved ejection fraction. Nature Reviews Cardiology, 14(10), 591-602.

Chioncel, O., Lainscak, M., Seferovic, P. M., Anker, S. D., Crespo-Leiro, M. G., Harjola,
V. P, ... & Filippatos, G. (2017). Epidemiology and one-year outcomes in patients with
chronic heart failure and preserved, mid-range and reduced ejection fraction: an analysis
of the ESC Heart Failure Long-Term Registry. European journal of heart failure, 19(12),
1574-1585.

Kalogeropoulos, A. P., Fonarow, G. C., Georgiopoulou, V., Burkman, G.,
Siwamogsatham, S., Patel, A., ... & Butler, J. (2016). Characteristics and outcomes of
adult outpatients with heart failure and improved or recovered ejection fraction. JAMA
cardiology, 1(5), 510-518.

Lam, C. S., Gamble, G. D., Ling, L. H., Sim, D., Leong, K. T. G, Yeo, P. S. D., ... &
Doughty, R. N. (2018). Mortality associated with heart failure with preserved vs. reduced
ejection fraction in a prospective international multi-ethnic cohort study. European heart
journal, 39(20), 1770-1780.

Simmonds, S. J., Cuijpers, 1., Heymans, S., & Jones, E. A. (2020). Cellular and molecular
differences between HFpEF and HFrEF: a step ahead in an improved pathological
understanding. Cells, 9(1), 242.

Schwinger, R. H. (2021). Pathophysiology of heart failure. Cardiovascular diagnosis and
therapy, 11(1), 263.

Gerber, Y., Weston, S. A., Redfield, M. M., Chamberlain, A. M., Manemann, S. M.,
Jiang, R., ... & Roger, V. L. (2015). A contemporary appraisal of the heart failure

106



13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

epidemic in Olmsted County, Minnesota, 2000 to 2010. JAMA internal medicine, 175(6),
996-1004.

Pocock, S. J., Ariti, C. A., McMurray, J. J., Maggioni, A., Keber, L., Squire, I. B., ... &
Meta-Analysis Global Group in Chronic Heart Failure (MAGGIC). (2013). Predicting
survival in heart failure: a risk score based on 39 372 patients from 30 studies. European
heart journal, 34(19), 1404-1413.

Tsao, C. W., Lyass, A., Enserro, D., Larson, M. G., Ho, J. E., Kizer, J. R., ... & Vasan, R.
S. (2018). Temporal trends in the incidence of and mortality associated with heart failure
with preserved and reduced ejection fraction. JACC: heart failure, 6(8), 678-685.
Heidenreich, P. A., Bozkurt, B., Aguilar, D., Allen, L. A., Byun, J. J., Colvin, M. M., ... &
Yancy, C. W. (2022). 2022 AHA/ACC/HFSA guideline for the management of heart
failure: a report of the American College of Cardiology/American Heart Association
Joint Committee on Clinical Practice Guidelines. Journal of the American College of
Cardiology, 79(17), €263-e421.

Butt, J. H., Fosbel, E. L., Gerds, T. A., Andersson, C., McMurray, J. J., Petrie, M. C., ...
& Schou, M. (2020). Readmission and death in patients admitted with new-onset versus
worsening of chronic heart failure: insights from a nationwide cohort. European Journal
of Heart Failure, 22(10), 1777-1785.

Piek, A., De Boer, R. A., & Silljé, H. H. W. (2016). The fibrosis-cell death axis in heart
failure. Heart failure reviews, 21, 199-211.

Sadeghiazar, S., Mobasseri, K., Gholizadeh, L., Sarbakhsh, P., & Allahbakhshian, A.
(2022). Illness acceptance, medication adherence and the quality of life in patients with
heart failure: A path analysis of a conceptual model. Applied Nursing Research, 65,
151583.

Ghuloom, A. M., & Sanad, H. M. (2023). Perceived quality of life in patients with heart
failure: a cross-sectional study among adults in Kingdom of Bahrain. Arab Gulf Journal
of Scientific Research, 41(1), 67-76.

Boyd, K. J., Murray, S. A., Kendall, M., Worth, A., Benton, T. F., & Clausen, H. (2004).
Living with advanced heart failure: a prospective, community based study of patients and
their carers. European journal of heart failure, 6(5), 585-591.

Westphal, J. G., Bekfani, T., & Schulze, P. C. (2018). What’s new in heart failure therapy
2018?. Interactive cardiovascular and thoracic surgery, 27(6), 921-930.

Greene, S. J., Fonarow, G. C., DeVore, A. D., Sharma, P. P., Vaduganathan, M., Albert, N.
M., ... & Butler, J. (2019). Titration of medical therapy for heart failure with reduced
ejection fraction. Journal of the American College of Cardiology, 73(19), 2365-2383.
Rogers, A., Addington-Hall, J. M., McCoy, A. S., Edmonds, P. M., Abery, A. J., Coats,
A.J., ... & Gibbs, R. (2002). A qualitative study of chronic heart failure patients’
understanding of their symptoms and drug therapy. European journal of heart failure,
4(3), 283-287.

107



24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

Jani, B., Blane, D., Browne, S., Montori, V., May, C., Shippee, N., & Mair, F. S. (2013).
Identifying treatment burden as an important concept for end of life care in those with
advanced heart failure. Current opinion in supportive and palliative care, 7(1), 3-7.
Kothari, S. M., Nunez, J. I., Quintero, P. A., Sabe, M. A., Grandin, E. W., Garan, A. R., &
Motiwala, S. R. (2022). Pharmacist Intervention Increases Optimization Of
Guideline-directed Medical Therapy In Heart Failure Patients With Medication
Intolerances. Journal of Cardiac Failure, 28(5), S14.

Albert, N. M., Tyson, R. J., Hill, C. L., DeVore, A. D., Spertus, J. A., Dufty, C., ... &
Fonarow, G. C. (2021). Variation in use and dosing escalation of renin angiotensin
system, mineralocorticoid receptor antagonist, angiotensin receptor neprilysin inhibitor
and beta-blocker therapies in heart failure and reduced ejection fraction: Association of
comorbidities. American Heart Journal, 235, 82-96.

Schoolwerth, A. C., Sica, D. A., Ballermann, B. J., & Wilcox, C. S. (2001). Renal
considerations in angiotensin converting enzyme inhibitor therapy: a statement for
healthcare professionals from the Council on the Kidney in Cardiovascular Disease and
the Council for High Blood Pressure Research of the American Heart Association.
Circulation, 104(16), 1985-1991.

Go, A. S., Mozaftarian, D., Roger, V. L., Benjamin, E. J., Berry, J. D., Borden, W. B., ...
& Turner, M. B. (2013). Heart disease and stroke statistics—2013 update: a report from
the American Heart Association. Circulation, 127(1), ¢6-e245.

Carers of persons with heart Faliure: A four nation study. Together in Heart Failure.
(n.d.).

Lewis, E. F., Johnson, P. A., Johnson, W., Collins, C., Griffin, L., & Stevenson, L. W.
(2001). Preferences for quality of life or survival expressed by patients with heart failure.
The Journal of heart and lung transplantation, 20(9), 1016-1024.

Forman, D. E., Ahmed, A., & Fleg, J. L. (2013). Heart failure in very old adults. Current
heart failure reports, 10, 387-400.

Krumholz, H. M., Phillips, R. S., Hamel, M. B., Teno, J. M., Bellamy, P., Broste, S. K., ...
& Goldman, L. (1998). Resuscitation preferences among patients with severe congestive
heart failure: results from the SUPPORT project. Circulation, 98(7), 648-655.

Metra, M., Cotter, G., Davison, B. A., Felker, G. M., Filippatos, G., Greenberg, B. H,, ...
& RELAX-AHF Investigators. (2013). Effect of serelaxin on cardiac, renal, and hepatic
biomarkers in the Relaxin in Acute Heart Failure (RELAX-AHF) development program:
correlation with outcomes. Journal of the American College of Cardiology, 61(2),
196-206.

Maisel, A. S., Peacock, W. F., McMullin, N., Jessie, R., Fonarow, G. C., Wynne, J., &
Mills, R. M. (2008). Timing of immunoreactive B-type natriuretic peptide levels and
treatment delay in acute decompensated heart failure: an ADHERE (Acute
Decompensated Heart Failure National Registry) analysis. Journal of the American
College of Cardiology, 52(7), 534-540.

108



35.

36.

37.

38

39.

40.

41.

42.

43.

44,

45

46.

47.

Peacock, W. F., Emerman, C., Costanzo, M. R., Diercks, D. B., Lopatin, M., & Fonarow,
G. C. (2009). Early vasoactive drugs improve heart failure outcomes. Congestive Heart
Failure, 15(6), 256-264.

Packer, M., O’Connor, C., McMurray, J. J., Wittes, J., Abraham, W. T., Anker, S. D., ... &
Holzmeister, J. (2017). Effect of ularitide on cardiovascular mortality in acute heart
failure. New England Journal of Medicine, 376(20), 1956-1964.

Felker, G. M., O'Connor, C. M., & Braunwald, E. (2009). Loop diuretics in acute
decompensated heart failure: necessary? Evil? A necessary evil?. Circulation: Heart
Failure, 2(1), 56-62.

. Cox, Z. L., & Stevenson, L. W. (2020). The weight of evidence for diuretics and

parachutes. Journal of the American College of Cardiology, 76(6), 680-683.

Freund, Y., Cachanado, M., Delannoy, Q., Laribi, S., Yordanov, Y., Gorlicki, J., ... &
Mebazaa, A. (2020). Effect of an emergency department care bundle on 30-day hospital
discharge and survival among elderly patients with acute heart failure: the ELISABETH
randomized clinical trial. Jama, 324(19), 1948-1956.

Hall, V. A., & Guest, J. M. (1992). Sodium nitroprusside-induced cyanide intoxication
and prevention with sodium thiosulfate prophylaxis. American Journal of Critical Care,
1(2), 19-25.

Farag, M., Shoaib, A., & Gorog, D. A. (2017). Nitrates for the management of acute heart
failure syndromes, a systematic review. Journal of Cardiovascular Pharmacology and
Therapeutics, 22(1), 20-27.

Teerlink, J. R., Cotter, G., Davison, B. A., Felker, G. M., Filippatos, G., Greenberg, B. H.,
... & Metra, M. (2013). Serelaxin, recombinant human relaxin-2, for treatment of acute
heart failure (RELAX-AHF): a randomised, placebo-controlled trial. The Lancet,
381(9860), 29-39.

Kozhuharov, N., Goudev, A., Flores, D., Maeder, M. T., Walter, J., Shrestha, S., ... &
GALACTIC Investigators. (2019). Effect of a strategy of comprehensive vasodilation vs
usual care on mortality and heart failure rehospitalization among patients with acute heart
failure: the GALACTIC randomized clinical trial. Jama, 322(23), 2292-2302.

Deniau, B., Costanzo, M. R., Sliwa, K., Asakage, A., Mullens, W., & Mebazaa, A.
(2023). Acute heart failure: current pharmacological treatment and perspectives.
European Heart Journal, 44(44), 4634-4649.

. Arsenian, M. A. (1993). Magnesium and cardiovascular disease. Progress in

cardiovascular diseases, 35(4), 271-310.

Kimura, T., Yasue, H., Sakaino, N., Rokutanda, M., Jougasaki, M., & Araki, H. (1989).
Effects of magnesium on the tone of isolated human coronary arteries. Comparison with
diltiazem and nitroglycerin. Circulation, 79(5), 1118-1124.

Haenni, A., Johansson, K., Lind, L., & Lithell, H. (2002). Magnesium infusion improves
endothelium-dependent vasodilation in the human forearm. American journal of
hypertension, 15(1), 10-15.

109



48.

49.

50.

51

52.

53.

54.

55.

56.

57.

38.

59.

Katz, S. D., Biasucci, L., Sabba, C., Strom, J. A., Jondeau, G., Galvao, M., ... &
LeJemtel, T. H. (1992). Impaired endothelium-mediated vasodilation in the peripheral
vasculature of patients with congestive heart failure. Journal of the American College of
Cardiology, 19(5), 918-925.

Teragawa, H., Matsuura, H., Chayama, K., & Oshima, T. (2002). Mechanisms
responsible for vasodilation upon magnesium infusion in vivo: clinical evidence.
Magnesium research, 15(3/4), 241-246.

Rasmussen, H. S., Larsen, O. G., Meier, K., & Larsen, J. (1988). Hemodynamic effects of
intravenously administered magnesium on patients with ischemic heart disease. Clinical
cardiology, 11(12), 824-828.

. Gottlieb, S. S., Fisher, M. L., Pressel, M. D., Patten, R. D., Weinberg, M., & Greenberg,

N. (1993). Effects of intravenous magnesium sulfate on arrhythmias in patients with
congestive heart failure. American Heart Journal, 125(6), 1645-1650.

Sueta, C. A., Clarke, S. W., Dunlap, S. H., Jensen, L., Blauwet, M. B., Koch, G., ... &
Adams Jr, K. F. (1994). Effect of acute magnesium administration on the frequency of
ventricular arrhythmia in patients with heart failure. Circulation, 89(2), 660-666.
Skogestad, J., & Aronsen, J. M. (2018). Hypokalemia-induced arrhythmias and heart
failure: new insights and implications for therapy. Frontiers in physiology, 9, 1500.
Kohvakka, A., Luurila, O., Gordin, A., & Sundberg, S. (1989). Comparison of potassium
alone and potassium-magnesium supplementation in patients with heart failure using
hydrochlorothiazide. Magnesium, 8(2), 71-76.

Ceremuzynski, L., Gebalska, J., Wolk, R., & Makowska, E. (2000). Hypomagnesemia in
heart failure with ventricular arrhythmias. Beneficial effects of magnesium
supplementation. Journal of internal medicine, 247(1), 78-86.

Almoznino-Sarafian, D., Sarafian, G., Berman, S., Shteinshnaider, M., Tzur, 1., Cohen,
N., & Gorelik, O. (2009). Magnesium administration may improve heart rate variability
in patients with heart failure. Nutrition, Metabolism and Cardiovascular Diseases, 19(9),
641-645.

Ince, C., Schulman, S. P., Quigley, J. F., Berger, R. D., Kolasa, M., Ferguson, R., ... &
Haigney, M. C. (2001). Usefulness of magnesium sulfate in stabilizing cardiac
repolarization in heart failure secondary to ischemic cardiomyopathy. The American
journal of cardiology, 88(3), 224-229.

Almoznino-Sarafian, D., Berman, S., Mor, A., Shteinshnaider, M., Gorelik, O., Tzur, 1.,
... & Cohen, N. (2007). Magnesium and C-reactive protein in heart failure: an
anti-inflammatory effect of magnesium administration?. European journal of nutrition,
46, 230-237.

Gottlieb, S. S., Baruch, L., Kukin, M. L., Bernstein, J. L., Fisher, M. L., & Packer, M.
(1990). Prognostic importance of the serum magnesium concentration in patients with
congestive heart failure. Journal of the American College of Cardiology, 16(4), 827-831.

110



60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

Eichhorn, E. J., Tandon, P. K., Dibianco, R., Timmis, G. C., Fenster, P. E., Shannon, J., ...
& Investigators, P. S. (1993). Clinical and prognostic significance of serum magnesium
concentration in patients with severe chronic congestive heart failure: the PROMISE
Study. Journal of the American College of Cardiology, 21(3), 634-640.

Cohen, N., Almoznino-Sarafian, D., Zaidenstein, R., Alon, 1., Gorelik, O.,
Shteinshnaider, M., ... & Modai, D. (2003). Serum magnesium aberrations in furosemide
(frusemide) treated patients with congestive heart failure: pathophysiological correlates
and prognostic evaluation. Heart, 89(4), 411.

Adamopoulos, C., Pitt, B, Sui, X., Love, T. E., Zannad, F., & Ahmed, A. (2009). Low
serum magnesium and cardiovascular mortality in chronic heart failure: a
propensity-matched study. International journal of cardiology, 136(3), 270-277.
Nishihara, T., Yamamoto, E., Sueta, D., Fujisue, K., Usuku, H., Oike, F., ... & Tsujita, K.
(2019). Clinical significance of serum magnesium levels in patients with heart failure
with preserved ejection fraction. Medicine, 98(38).

Vaduganathan, M., Greene, S. J., Ambrosy, A. P., Mentz, R. J., Fonarow, G. C., Zannad,
F., ... & EVEREST Trial Investigators. (2013). Relation of serum magnesium levels and
postdischarge outcomes in patients hospitalized for heart failure (from the EVEREST
Trial). The American journal of cardiology, 112(11), 1763-1769.

Martens, P., Ferreira, J. P., Vincent, J., Abreu, P., Busselen, M., Mullens, W., ... &
Rossignol, P. (2022). Prognostic relevance of magnesium alterations in patients with a
myocardial infarction and left ventricular dysfunction: insights from the EPHESUS trial.
European Heart Journal Acute Cardiovascular Care, 11(2), 148-159.

Shechter, M., Hod, H., Chouraqui, P., Kaplinsky, E., & Rabinowitz, B. (1997). Acute
myocardial infarction without thrombolytic therapy: beneficial effects of magnesium
sulfate. Herz, 22, 73.

Raghu, C., Rao, P. P, & Rao, D. S. (1999). Protective effect of intravenous magnesium in
acute myocardial infarction following thrombolytic therapy. International journal of
cardiology, 71(3), 209-215.

Horner, S. M. (1992). Efficacy of intravenous magnesium in acute myocardial infarction
in reducing arrhythmias and mortality. Meta-analysis of magnesium in acute myocardial
infarction. Circulation, 86(3), 774-779.

Thogersen, A. M., Johnson, O., & Wester, P. O. (1993). Effects of magnesium infusion on
thrombolytic and non-thrombolytic treated patients with acute myocardial infarction.
International journal of cardiology, 39(1), 13-22.

Woods, K. L., Fletcher, S., Roffe, C. H., & Haider, Y. (1992). Intravenous magnesium
sulphate in suspected acute myocardial infarction: results of the second Leicester
Intravenous Magnesium Intervention Trial (LIMIT-2). The Lancet, 339(8809),
1553-1558.

111



71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

ISIS-4 Collaborative Group. (1995). ISIS-4: a randomized factorial trial assessing early
oral captopril, oral mononitrate, and intravenous magnesium sulphate in 58050 patients
with suspected acute myocardial infarction. Lancet, 345, 669.

Antman, E. M. (2002). Early administration of intravenous magnesium to high-risk
patients with acute myocardial infarction in the Magnesium in Coronaries (MAGIC)
Trial: a randomised controlled trial. The Lancet, 360(9341), 1189-1196.

Arrigo, M., Jessup, M., Mullens, W., Reza, N., Shah, A. M., Sliwa, K., & Mebazaa, A.
(2020). Acute heart failure. Nature Reviews Disease Primers, 6(1), 16.

Reeves, G. R., Whellan, D. J., Patel, M. J., O'Connor, C. M., Duncan, P., Eggebeen, J. D.,
... & Kitzman, D. W. (2016). Comparison of frequency of frailty and severely impaired
physical function in patients> 60 years hospitalized with acute decompensated heart
failure versus chronic stable heart failure with reduced and preserved left ventricular
ejection fraction. The American journal of cardiology, 117(12), 1953-1958.

Hickey, K. T., Reiffel, J., Sciacca, R. R., Whang, W., Biviano, A., Baumeister, M., ... &
Garan, H. (2013). Correlating perceived arrhythmia symptoms and quality of life in an
older population with heart failure: a prospective, single centre, urban clinic study.
Journal of clinical nursing, 22(3-4), 434-444.

Dorian, P., Jung, W., Newman, D., Paquette, M., Wood, K., Ayers, G. M., ... & Luderitz,
B. (2000). The impairment of health-related quality of life in patients with intermittent
atrial fibrillation: implications for the assessment of investigational therapy. Journal of
the American College of Cardiology, 36(4), 1303-1309.

Levinson, W., Kallewaard, M., Bhatia, R. S., Wolfson, D., Shortt, S., & Kerr, E. A.
(2015). ‘Choosing Wisely’: a growing international campaign. BMJ quality & safety,
24(2), 167-174.

Dyckner, T., & Wester, P. O. (1987). Potassium/magnesium depletion in patients with
cardiovascular disease. The American Journal of Medicine, 82(3), 11-17.

Fuentes, J. C., Salmon, A. A., & Silver, M. A. (2006). Acute and chronic oral magnesium
supplementation: Effects on endothelial function, exercise capacity, and quality of life in
patients with symptomatic heart failure. Congestive Heart Failure, 12(1), 9—13.

Bashir, Y., Sneddon, J. F., Staunton, H. A., Haywood, G. A., Simpson, I. A., McKenna,
W. J., & Camm, A. J. (1993). Effects of long-term oral magnesium chloride replacement
in congestive heart failure secondary to coronary artery disease. The American journal of
cardiology, 72(15), 1156-1162.

Li F, Thomas LE, and Li F. Addressing Extreme Propensity Scores via the Overlap
Weights. Am J Epidemiol. 2019;188(1):250-257.

Swaminathan, R. (2003). Magnesium metabolism and its disorders. The Clinical
Biochemist Reviews, 24(2), 47.

Fox, C., Ramsoomair, D., & Carter, C. (2001). Magnesium: its proven and potential
clinical significance. Southern medical journal, 94(12), 1195-1202.

112



84.

85.

86.
87.

88.

89.

90.

91.

92.

93.

94.

Bonilla-Palomas, J. L., Gamez-Ldpez, A. L., Castillo-Dominguez, J. C., Moreno-Conde,
M., Ibafiez, M. C. L., Exposito, R. A., ... & Villar-Réez, A. (2016). Nutritional
intervention in malnourished hospitalized patients with heart failure. Archives of medical
research, 47(7), 535-540.

Singh, R. B. (1990). Effect of dietary magnesium supplementation in the prevention of
coronary heart disease and sudden cardiac death. Magnesium and trace elements, 9(3),
143-151.

Hicks, M. A., & Tyagi, A. (2020). Magnesium sulfate.

Chao CT, Lee SY, Wang J, Chien KL, Huang JW. Frailty increases the risk for developing

urinary tract infection among 79,887 patients with diabetic mellitus and chronic kidney
disease. BMC geriatrics. 2021 Jun 7;21(1):349.

Dent E, Dalla Via J, Bozanich T, Hoogendijk EO, Gebre AK, Smith C, Zhu K, Prince RL,
Lewis JR, Sim M. Frailty increases the long-term risk for fall and fracture-related
hospitalizations and all-cause mortality in community-dwelling older women. Journal of
bone and mineral research. 2024 Jan 4:zjad019.

Yang, X., Lupon, J., Vidan, M. T., Ferguson, C., Gastelurrutia, P., Newton, P. J., ... &
Fung, E. (2018). Impact of frailty on mortality and hospitalization in chronic heart
failure: a systematic review and meta-analysis. Journal of the American Heart
Association, 7(23), e¢008251.

Gastelurrutia, P., Lupdn, J., Altimir, S., De Antonio, M., Gonzélez, B., Cabanes, R., ... &
Bayes-Genis, A. (2014). Fragility is a key determinant of survival in heart failure
patients. International journal of cardiology, 175(1), 62-66.

Yan, T., Zhu, S., Yin, X., Xie, C., Xue, J., Zhu, M., ... & Guo, C. (2023). Burden, trends,
and inequalities of heart failure globally, 1990 to 2019: a secondary analysis based on the
global burden of disease 2019 study. Journal of the American Heart Association, 12(6),
e027852.

James, S. L., Abate, D., Abate, K. H., Abay, S. M., Abbafati, C., Abbasi, N., ... & Briggs,
A. M. (2018). Global, regional, and national incidence, prevalence, and years lived with
disability for 354 diseases and injuries for 195 countries and territories, 1990-2017: a
systematic analysis for the Global Burden of Disease Study 2017. The Lancet,
392(10159), 1789-1858.

Turgeon, R. D., Barry, A. R., Hawkins, N. M., & Ellis, U. M. (2021). Pharmacotherapy
for heart failure with reduced ejection fraction and health-related quality of life: a
systematic review and meta-analysis. European Journal of Heart Failure, 23(4), 578-589.
Shah, Y. R., & Turgeon, R. D. (2023). Impact of SGLT?2 inhibitors on quality of life in

heart failure across the ejection fraction spectrum: Systematic review and meta-analysis.
CJC Open

113



95. Song, Y., Zhao, Z., Zhang, J., Zhao, F., & Jin, P. (2022). Effects of sacubitril/valsartan on
life quality in chronic heart failure: A systematic review and meta-analysis of randomized
controlled trials. Frontiers in Cardiovascular Medicine, 9, 922721.

96. Yang, H. R., Xu, X. D., Shaikh, A. S., & Zhou, B. T. (2023). Efficacy and safety of
sacubitril/valsartan compared with ACEI/ARB on health-related quality of life in heart
failure patients: a meta-analysis. Annals of Pharmacotherapy, 57(8), 907-917.

97. Sephien, A., Ghobrial, M., Reljic, T., Prida, X., Nerella, N., & Kumar, A. (2023).
Efficacy of SGLT2 inhibitors in patients with heart failure: An overview of systematic
reviews. International Journal of Cardiology, 377, 79-85.

98. Ibrahim, R., Olagunju, A., Terrani, K., Takamatsu, C., Khludenev, G., & William, P.
(2023). KCCAQ total symptom score, clinical outcome measures, and adverse events
associated with omecamtiv mecarbil for heart failure with reduced ejection fraction: a
systematic review and meta-analysis of randomized controlled trials. Clinical Research in
Cardiology, 112(8), 1067-1076.

99. Aimo, A., Pateras, K., Stamatelopoulos, K., Bayes-Genis, A., Lombardi, C. M., Passino,
C., ... & Georgiopoulos, G. (2021). Relative efficacy of sacubitril-valsartan, vericiguat,
and SGLT?2 inhibitors in heart failure with reduced ejection fraction: a systematic review
and network meta-analysis. Cardiovascular drugs and therapy, 35, 1067-1076.

100. Patoulias, D., Papadopoulos, C., Kalogirou, M. S., Katsimardou, A., Toumpourleka,
M., & Doumas, M. (2020). Updated meta-analysis assessing the effect of sodium-glucose
co-transporter-2 inhibitors on surrogate end points in patients with heart failure with
reduced ejection fraction. American Journal of Cardiology, 137, 130-132.

101.  Butler, J., Usman, M. S., Khan, M. S., Greene, S. J., Friede, T., Vaduganathan, M., ...
& Anker, S. D. (2020). Efficacy and safety of SGLT2 inhibitors in heart failure:
systematic review and meta-analysis. ESC heart failure, 7(6), 3298-3309.

102. Chambergo-Michilot, D., Tauma-Arrué, A., & Loli-Guevara, S. (2021). Effects and
safety of SGLT2 inhibitors compared to placebo in patients with heart failure: a
systematic review and meta-analysis. IJC Heart & Vasculature, 32, 100690.

103. Kumar, K., Kheiri, B., Simpson, T. F., Osman, M., & Rahmouni, H. (2020).
Sodium-glucose cotransporter-2 inhibitors in heart failure: a meta-analysis of randomized
clinical trials. The American Journal of Medicine, 133(11), €625-¢630.

104. Salah, H. M., Al'Aref, S. J., Khan, M. S., Al-Hawwas, M., Vallurupalli, S., Mehta, J.
L., ... & Fudim, M. (2021). Effect of sodium-glucose cotransporter 2 inhibitors on
cardiovascular and kidney outcomes—systematic review and meta-analysis of
randomized placebo-controlled trials. American heart journal, 232, 10-22.

105. Zheng, X. D., Qu, Q., Jiang, X. Y., Wang, Z. Y., Tang, C., & Sun, J. Y. (2021). Effects
of dapagliflozin on cardiovascular events, death, and safety outcomes in patients with
heart failure: a meta-analysis. American Journal of Cardiovascular Drugs, 21, 321-330.

106. He, Z., Yang, L., Nie, Y., Wang, Y., Wang, Y., Niu, X., ... & Zhang, Z. (2021). Effects
of SGLT-2 inhibitors on health-related quality of life and exercise capacity in heart failure

114



patients with reduced ejection fraction: A systematic review and meta-analysis.
International Journal of Cardiology, 345, 83-88.

107.  Usman, M. S., Hamid, A., Siddiqi, T. J., Shurjeel, Q., Qazi, S., & Butler, J. (2023).
EFFECT OF SGLT2 INHIBITORS ON HEALTH-RELATED QUALITY OF LIFE IN
PATIENTS WITH HEART FAILURE: A SYSTEMATIC REVIEW AND
META-ANALYSIS. Journal of the American College of Cardiology, 81(8 Supplement),
756-756.

108.  Tromp, J., Ouwerkerk, W., van Veldhuisen, D. J., Hillege, H. L., Richards, A. M., van
der Meer, P., ... & Voors, A. A. (2022). A systematic review and network meta-analysis of
pharmacological treatment of heart failure with reduced ejection fraction. Heart Failure,
10(2), 73-84.

109. Albarrati, A. M., Altimani, R., Almogbel, O., Alnahdi, A. H., Almurdi, M. M.,
Abuammabh, A., & Nazer, R. (2023). Reliability and Validity of Kansas City
Cardiomyopathy Questionnaire in Arabic Patients with Chronic Heart Failure. Medicina,
59(11), 1910.

110. Bilbao, A., Escobar, A., Garcia-Perez, L., Navarro, G., & Quir6s, R. (2016). The
Minnesota living with heart failure questionnaire: comparison of different factor
structures. Health and quality of life outcomes, 14, 1-11.

111.  Yee, D., Novak, E., Platts, A., Nassif, M. E., LaRue, S. J., & Vader, J. M. (2019).
Comparison of the Kansas City cardiomyopathy questionnaire and Minnesota living with
heart failure questionnaire in predicting heart failure outcomes. The American journal of
cardiology, 123(5), 807-812.

112. Nassif, M. E., Tang, Y., Cleland, J. G., Abraham, W. T., Linde, C., Gold, M. R, ... &
Spertus, J. A. (2017). Precision medicine for cardiac resynchronization: predicting quality
of life benefits for individual patients—an analysis from 5 clinical trials. Circulation:
Heart Failure, 10(10), e¢004111.

113.  Lewis, G. D., Voors, A. A., Cohen-Solal, A., Metra, M., Whellan, D. J., Ezekowitz, J.
A., ... & Felker, G. M. (2022). Effect of omecamtiv mecarbil on exercise capacity in
chronic heart failure with reduced ejection fraction: the METEORIC-HF randomized
clinical trial. Jama, 328(3), 259-269.

114. Palau, P., Amiguet, M., Dominguez, E., Sastre, C., Mollar, A., Seller, J., ... & Nufiez,
J. (2022). Short-term effects of dapagliflozin on maximal functional capacity in heart
failure with reduced ejection fraction (DAPA-VO2): a randomized clinical trial.
European Journal of Heart Failure, 24(10), 1816-1826.

115. Spertus, J. A., Birmingham, M. C., Nassif, M., Damaraju, C. V., Abbate, A., Butler,
J., ... & Januzzi, J. L. (2022). The SGLT?2 inhibitor canagliflozin in heart failure: the
CHIEF-HF remote, patient-centered randomized trial. Nature medicine, 28(4), 809-813.

116. Butler, J., Stebbins, A., Melenovsky, V., Sweitzer, N. K., Cowie, M. R., Stehlik, J., ...
& VICTORIA Study Group. (2022). Vericiguat and health-related quality of life in

115



patients with heart failure with reduced ejection fraction: insights from the VICTORIA
trial. Circulation: Heart Failure, 15(6), €009337.

117. Butler, J., Anker, S. D., Filippatos, G., Khan, M. S., Ferreira, J. P., Pocock, S. J., ... &
EMPEROR-Reduced Trial Committees and Investigators. (2021). Empagliflozin and
health-related quality of life outcomes in patients with heart failure with reduced ejection
fraction: the EMPEROR-Reduced trial. European heart journal, 42(13), 1203-1212.

118.  Abraham, W. T., Lindenfeld, J., Ponikowski, P., Agostoni, P., Butler, J., Desai, A. S.,
... & Anker, S. D. (2021). Effect of empagliflozin on exercise ability and symptoms in
heart failure patients with reduced and preserved ejection fraction, with and without type
2 diabetes. European heart journal, 42(6), 700-710.

119. Santos-Gallego, C. G., Vargas-Delgado, A. P., Requena-Ibanez, J. A., Garcia-Ropero,
A., Mancini, D., Pinney, S., ... & EMPA-TROPISM (ATRU-4) Investigators. (2021).
Randomized trial of empagliflozin in nondiabetic patients with heart failure and reduced
ejection fraction. Journal of the American College of Cardiology, 77(3), 243-255.

120. Jensen, J., Omar, M., Kistorp, C., Poulsen, M. K., Tuxen, C., Gustafsson, ., ... &
Schou, M. (2020). Twelve weeks of treatment with empagliflozin in patients with heart
failure and reduced ejection fraction: a double-blinded, randomized, and
placebo-controlled trial. American heart journal, 228, 47-56.

121. Nassif, M. E., Windsor, S. L., Tang, F., Khariton, Y., Husain, M., Inzucchi, S. E., ... &
DEFINE-HF Investigators. (2019). Dapagliflozin effects on biomarkers, symptoms, and
functional status in patients with heart failure with reduced ejection fraction: the
DEFINE-HF trial. Circulation, 140(18), 1463-1476.

122.  Desai, A. S., Solomon, S. D., Shah, A. M., Claggett, B. L., Fang, J. C., Izzo, J., ... &
EVALUATE-HF Investigators. (2019). Effect of sacubitril-valsartan vs enalapril on aortic
stiffness in patients with heart failure and reduced ejection fraction: a randomized clinical
trial. Jama, 322(11), 1077-1084.

123.  Riicker, G., & Schwarzer, G. (2015). Ranking treatments in frequentist network
meta-analysis works without resampling methods. BMC medical research methodology,
15, 1-9.

124.  Sterne JAC, Savovi¢ J, Page MJ, Elbers RG, Blencowe NS, Boutron I, Cates CJ,
Cheng H-Y, Corbett MS, Eldridge SM, Hernan MA, Hopewell S, Hrobjartsson A,
Junqueira DR, Jiini P, Kirkham JJ, Lasserson T, Li T, McAleenan A, Reeves BC,
Shepperd S, Shrier I, Stewart LA, Tilling K, White IR, Whiting PF, Higgins JPT. RoB 2:
a revised tool for assessing risk of bias in randomised trials. BMJ 2019; 366: 14898.

125. Nikolakopoulou, A., Higgins, J. P., Papakonstantinou, T., Chaimani, A., Del Giovane,
C., Egger, M., & Salanti, G. (2020). CINeMA: an approach for assessing confidence in
the results of a network meta-analysis. PLoS medicine, 17(4), e1003082.

126. Sterne, J. A., Egger, M., & Smith, G. D. Systematic reviews in health care:
Investigating and dealing with publication and other biases in meta-analysis. BMJ
[Internet]. 2001 Jul 14 [cited 2015 Jul 28]; 323 (7304): 101-105.

116



127. Higgins, J. P., & Thompson, S. G. (2002). Quantifying heterogeneity in a
meta-analysis. Statistics in medicine, 21(11), 1539-1558.

128.  Pollock, S. G., Lystash, J., Tedesco, C., Craddock, G., & Smucker, M. L. (1990).
Usefulness of bucindolol in congestive heart failure. The American journal of cardiology,
66(5), 603-607.

129.  Widimsky, J., Uhlit, O., Kremer, H. J., & Jerie, P. (1995). Czech and Slovak spirapril
intervention study (CASSIS) A randomized, placebo and active-controlled, double-blind
multicentre trial in patients with congestive heart failure. European journal of clinical
pharmacology, 49, 95-102.

130. Bristow, M. R., Gilbert, E. M., Abraham, W. T., Adams, K. F., Fowler, M. B.,
Hershberger, R. E., ... & Shusterman, N. (1996). Carvedilol produces dose-related
improvements in left ventricular function and survival in subjects with chronic heart
failure. Circulation, 94(11), 2807-2816.

131.  Packer, M., Colucci, W. S., Sackner-Bernstein, J. D., Liang, C. S., Goldscher, D. A.,
Freeman, 1., ... & Shusterman, N. H. (1996). Double-blind, placebo-controlled study of
the effects of carvedilol in patients with moderate to severe heart failure: the PRECISE
trial. Circulation, 94(11), 2793-2799.

132.  Colucci, W. S., Packer, M., Bristow, M. R., Gilbert, E. M., Cohn, J. N., Fowler, M. B.,
... & Lukas, M. A. (1996). Carvedilol inhibits clinical progression in patients with mild
symptoms of heart failure. Circulation, 94(11), 2800-2806.

133.  JN, C. (1997). Safety and efficacy of carvedilol in severe heart failure: The US
Carvedilol Heart Failure Study Group. J Card Fail, 3, 173-179.

134. Goldstein, S., Kennedy, H. L., Hall, C., Anderson, J. L., Gheorghiade, M., Gottlieb,
S., ... & Haskell, L. (1999). Metoprolol CR/XL in patients with heart failure: a pilot study
examining the tolerability, safety, and effect on left ventricular ejection fraction.
American heart journal, 138(6), 1158-1165.

135.  Hjalmarson, A., Goldstein, S., Fagerberg, B., Wedel, H., Waagstein, F., Kjekshus, J.,
... & MERIT-HF Study Group. (2000). Effects of controlled-release metoprolol on total
mortality, hospitalizations, and well-being in patients with heart failure: the Metoprolol
CR/XL Randomized Intervention Trial in congestive heart failure (MERIT-HF). Jama,
283(10), 1295-1302.

136. Granger, C. B, Ertl, G., Kuch, J., Maggioni, A. P., McMurray, J., Rouleau, J. L., ... &
Pfefter, M. A. (2000). Randomized trial of candesartan cilexetil in the treatment of
patients with congestive heart failure and a history of intolerance to
angiotensin-converting enzyme inhibitors. American heart journal, 139(4), 609-617.

137. Beanlands, R. S. B., Nahmias, C., Gordon, E., Coates, G., DeKemp, R., Firnau, G., &
Fallen, E. (2000). The effects of f1-blockade on oxidative metabolism and the metabolic
cost of ventricular work in patients with left ventricular dysfunction: a double-blind,
placebo-controlled, positron-emission tomography study. Circulation, 102(17),
2070-2075.

117



138. de Milliano, P. A., de Groot, A. C., Tijssen, J. G., van Eck-Smit, B. L., Van Zwieten,
P. A., & Lie, K. I. (2002). Beneficial effects of metoprolol on myocardial sympathetic
function: evidence from a randomized, placebo-controlled study in patients with
congestive heart failure. American Heart Journal, 144(2), A14-A22.

139.  Hutcheon, S. D., Gillespie, N. D., Crombie, I. K., Struthers, A. D., & McMurdo, M.
E. T. (2002). Perindopril improves six minute walking distance in older patients with left
ventricular systolic dysfunction: a randomised double blind placebo controlled trial.
Heart, 88(4), 373-3717.

140. Willenheimer, R., Helmers, C., Pantev, E., Rydberg, E., Léfdahl, P., & Gordon, A.
(2002). Safety and efficacy of valsartan versus enalapril in heart failure patients.
International journal of cardiology, 85(2-3), 261-270.

141. Lader, E., Egan, D., Hunsberger, S., Garg, R., Czajkowski, S., & McSherry, F. (2003).
The effect of digoxin on the quality of life in patients with heart failure. Journal of
cardiac failure, 9(1), 4-12.

142.  Taylor, A. L., Ziesche, S., Yancy, C., Carson, P., D'Agostino Jr, R., Ferdinand, K., ...
& Cohn, J. N. (2004). Combination of isosorbide dinitrate and hydralazine in blacks with
heart failure. New England Journal of Medicine, 351(20), 2049-2057.

143.  Majani, G., Giardini, A., Opasich, C., Glazer, R., Hester, A., Tognoni, G., ... &
Tavazzi, L. (2005). Effect of valsartan on quality of life when added to usual therapy for
heart failure: results from the Valsartan Heart Failure Trial. Journal of cardiac failure,
11(4), 253-259.

144. Edes, I, Gasior, Z., & Wita, K. (2005). Effects of nebivolol on left ventricular
function in elderly patients with chronic heart failure: results of the ENECA study.
European journal of heart failure, 7(4), 631-639.

145. Chan, A. K., Sanderson, J. E., Wang, T., Lam, W., Yip, G., Wang, M., ... & Yu, C. M.
(2007). Aldosterone receptor antagonism induces reverse remodeling when added to
angiotensin receptor blockade in chronic heart failure. Journal of the American College
of Cardiology, 50(7), 591-596.

146. Ekman, 1., Chassany, O., Komajda, M., B6hm, M., Borer, J. S., Ford, L., ... &
Swedberg, K. (2011). Heart rate reduction with ivabradine and health related quality of
life in patients with chronic heart failure: results from the SHIFT study. European heart
journal, 32(19), 2395-2404.

147.  Abdel-Salam, Z., Rayan, M., Saleh, A., Abdel-Barr, M. G., Hussain, M., & Nammas,
W. (2015). If current inhibitor ivabradine in patients with idiopathic dilated
cardiomyopathy: Impact on the exercise tolerance and quality of life. Cardiology Journal,
22(2),227-232.

148. Lewis, E. F., Claggett, B. L., McMurray, J. J., Packer, M., Lefkowitz, M. P., Rouleau,
J. L., ... & Swedberg, K. (2017). Health-related quality of life outcomes in
PARADIGM-HF. Circulation: Heart Failure, 10(8), €003430.

118



149. McMurray, J. J., Solomon, S. D., Inzucchi, S. E., Keber, L., Kosiborod, M. N.,
Martinez, F. A., ... & Langkilde, A. M. (2019). Dapagliflozin in patients with heart failure
and reduced ejection fraction. New England Journal of Medicine, 381(21), 1995-2008.

150. Felker, G. M., Solomon, S. D., McMurray, J. J., Cleland, J. G., Abbasi, S. A., Malik,
F. L, ... & COSMIC-HF Investigators. (2020). Effects of omecamtiv mecarbil on
symptoms and health-related quality of life in patients with chronic heart failure: results
from the COSMIC-HF study. Circulation: Heart Failure, 13(12), e007814.

151. Teerlink, J. R., Diaz, R., Felker, G. M., McMurray, J. J., Metra, M., Solomon, S. D.,
... & Kurtz, C. E. (2021). Cardiac myosin activation with omecamtiv mecarbil in systolic
heart failure. New England Journal of Medicine, 384(2), 105-116.

152.  Tsutsui, H.,, Momomura, S. 1., Saito, Y., Ito, H., Yamamoto, K., Sakata, Y., ... &
PARALLEL-HF Investigators. (2021). Efficacy and Safety of Sacubitril/Valsartan in
Japanese Patients With Chronic Heart Failure and Reduced Ejection Fraction—Results
From the PARALLEL-HF Study—. Circulation Journal, 85(5), 584-594.

153. Khandwalla, R. M., Grant, D., Birkeland, K., Heywood, J. T., Fombu, E., Owens, R.
L., ... & AWAKE-HF Study Investigators. (2021). The AWAKE-HF
study:sacubitril/valsartan impact on daily physical activity and sleep in heart failure.
American Journal of Cardiovascular Drugs, 21, 241-254.

154. Halle, M., Schobel, C., Winzer, E. B., Bernhardt, P., Mueller, S., Sieder, C., & Lecker,
L. S. (2021). A randomized clinical trial on the short-term effects of 12-week
sacubitril/valsartan vs. enalapril on peak oxygen consumption in patients with heart
failure with reduced ejection fraction: results from the ACTIVITY -HF study. European
Journal of Heart Failure, 23(12), 2073-2082.

155. Mann, D. L., Givertz, M. M., Vader, J. M., Starling, R. C., Shah, P., McNulty, S. E., ...
& LIFE Investigators. (2022). Effect of treatment with sacubitril/valsartan in patients
with advanced heart failure and reduced ejection fraction: a randomized clinical trial.
JAMA cardiology, 7(1), 17-25.

156. Ye, F., Wang, X., Wu, S., Ma, S., Zhang, Y., Liu, G, ... & FIRST Investigators.
(2022). Sustained-release ivabradine hemisulfate in patients with systolic heart failure.
Journal of the American College of Cardiology, 80(6), 584-594.

157. Lee, M. M., Brooksbank, K. J., Wetherall, K., Mangion, K., Roditi, G., Campbell, R.
T., ... & Sattar, N. (2021). Effect of empagliflozin on left ventricular volumes in patients
with type 2 diabetes, or prediabetes, and heart failure with reduced ejection fraction
(SUGAR-DM-HF). Circulation, 143(6), 516-525.

158.  Spertus, J. A., Jones, P. G., Sandhu, A. T., & Arnold, S. V. (2020). Interpreting the
Kansas City Cardiomyopathy Questionnaire in clinical trials and clinical care: JACC
state-of-the-art review. Journal of the American College of Cardiology, 76(20),
2379-2390.

159.  Suebsaicharoen, T., Chunekamrai, P., Yingchoncharoen, T., Tansawet, A.,
Issarawattana, T., Numthavaj, P., & Thakkinstian, A. (2023). Comparative cardiovascular

119



outcomes of novel drugs as an addition to conventional triple therapy for heart failure
with reduced ejection fraction (HFrEF): a network meta-analysis of randomised
controlled trials. Open Heart, 10(2), €002364.

160. Xiang, B., Yu, Z., & Zhou, X. (2022). Comparative efficacy of medical treatments for
chronic heart failure: a network meta-analysis. Frontiers in Cardiovascular Medicine, 8,
787810.

161. De Marzo, V., Savarese, G., Tricarico, L., Hassan, S., lacoviello, M., Porto, 1., &
Ameri, P. (2022). Network meta-analysis of medical therapy efficacy in more than
90,000 patients with heart failure and reduced ejection fraction. Journal of Internal
Medicine, 292(2), 333-349.

162. Usman, M. S., Hamid, A., Siddiqi, T. J., Shurjeel, Q., Qazi, S., & Butler, J. (2023).
EFFECT OF SGLT2 INHIBITORS ON HEALTH-RELATED QUALITY OF LIFE IN
PATIENTS WITH HEART FAILURE: A SYSTEMATIC REVIEW AND
META-ANALYSIS. Journal of the American College of Cardiology, 81(8 Supplement),
756-756.

163. He, Z., Yang, L., Nie, Y., Wang, Y., Wang, Y., Niu, X., ... & Zhang, Z. (2021). Effects
of SGLT-2 inhibitors on health-related quality of life and exercise capacity in heart failure
patients with reduced ejection fraction: A systematic review and meta-analysis.
International Journal of Cardiology, 345, 83-88.

164. Turgeon, R. D., Barry, A. R., Hawkins, N. M., & Ellis, U. M. (2021).
Pharmacotherapy for heart failure with reduced ejection fraction and health-related
quality of life: a systematic review and meta-analysis. European Journal of Heart Failure,
23(4), 578-589.

165. Song, Y., Zhao, Z., Zhang, J., Zhao, F., & Jin, P. (2022). Effects of sacubitril/valsartan
on life quality in chronic heart failure: A systematic review and meta-analysis of
randomized controlled trials. Frontiers in Cardiovascular Medicine, 9, 922721.

166. Yang, H. R., Xu, X. D., Shaikh, A. S., & Zhou, B. T. (2023). Efficacy and Safety of
Sacubitril/Valsartan Compared With ACEI/ARB on Health-Related Quality of Life in
Heart Failure Patients: A Meta-Analysis. Annals of Pharmacotherapy, 57(8), 907-917.

167. Fielding, S., Ogbuagu, A., Sivasubramaniam, S., MacLennan, G., & Ramsay, C. R.
(2016). Reporting and dealing with missing quality of life data in RCTs: has the picture
changed in the last decade?. Quality of Life Research, 25, 2977-2983.

168. Biering, K., Hjollund, N. H., & Frydenberg, M. (2015). Using multiple imputation to
deal with missing data and attrition in longitudinal studies with repeated measures of
patient-reported outcomes. Clinical epidemiology, 91-106.

169. Patocka, J., Nepovimova, E., Wu, W., & Kuca, K. (2020). Digoxin: Pharmacology
and toxicology—A review. Environmental Toxicology and Pharmacology, 79, 103400.

170. Digitalis Investigation Group. (1997). The effect of digoxin on mortality and
morbidity in patients with heart failure. New England Journal of Medicine, 336(8),
525-533.

120



