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Abstract

Patients with heart failure (HF), particularly those with impaired renal function receiving renin—angiotensin—aldosterone sys-
tem inhibitors (RAASis), are at risk of hyperkalaemia; when hyperkalaemia is severe, this can have serious clinical conse-
qguences. The incidence, prevalence, and risk factors for hyperkalaemia reported in randomized trials of RAASis may not reflect
clinical practice due to exclusion of patients with elevated serum potassium (sK*) or severe renal impairment: information on
patients managed in routine clinical care is important to understanding the actual burden of hyperkalaemia. This paper re-
views the available clinical epidemiology data on hyperkalaemia in HF and considers areas requiring further research. Obser-
vational studies published since 2017 that focused on hyperkalaemia, included patients with HF, and had >1000 participants
were considered. Hyperkalaemia occurrence in HF varied widely from 7% to 39% depending on the setting, HF severity,
follow-up length, and concomitant medications. Rates were lowest in patients with newly diagnosed HF and highest in pa-
tients with greater disease severity; comorbidities, such as chronic kidney disease and diabetes, and RAASi use, reflected com-
monly identified risk factors for hyperkalaemia in patients with HF. Hyperkalaemia was most often mild; however, from the
limited data available, persistence of mild hyperkalaemia was associated with an increased risk of mortality and major adverse
cardiovascular events. There were also limited data available on the progression of hyperkalaemia. Recurrence was common,
occurring in one-quarter to two-fifths of hyperkalaemia cases. Despite HF guidelines recommending close monitoring of sk*,
55-93% of patients did not receive appropriate testing before or after initiation of RAASi or in follow-up to moderate/severe
hyperkalaemia detection. Many of the observational studies were retrospective and from a single country. There is a need for
international, prospective, longitudinal, observational studies, such as the CARE-HK in HF study (NCT04864795), to understand
hyperkalaemia’s prevalence, incidence, and severity; to identify and characterize cases that persist, progress, and recur; to
highlight the importance of sK* monitoring when using RAASI; and to assess the impact of newer HF therapies and potassium
binders in clinical practice. Data from both clinical trials and observational studies with adjustments for confounding variables
will be needed to assess the contribution of hyperkalaemia to clinical outcomes.
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Introduction <2.5 mEq/L, respectively).””> Hyperkalaemia can contribute

to peripheral neuropathy and cause renal tubular acidosis
Both hyperkalaemia and hypokalaemia can lead to serious and is associated with increased risk of mortality, which is
consequences and can constitute clinical emergencies when only partially explained by cardiac arrhythmia caused by se-
serum potassium (sK*) levels are extreme (>6.0 and vere hyperkalaemia, although hyperkalaemia may be an
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indirect rather than direct cause of increased mortality in
other instances (this is discussed further in a later section).>*

Because the kidneys play a central role in potassium (K*)
homeostasis,” and approximately one-third to one-half of pa-
tients with heart failure (HF) have renal insufficiency (defined
as estimated glomerular filtration rate [eGFR] <60 mL/min/
1.73 m?), patients with HF may be at greater risk of develop-
ing hyperkalaemia.® Renin—angiotensin—aldosterone system
inhibitor (RAASi) treatments for HF, especially mineralocorti-
coid receptor antagonists (MRAs), may also cause or exacer-
bate hyperkalaemia. RAASis, such as angiotensin-converting
enzyme inhibitors (ACEis) and angiotensin receptor blockers
(ARBs), indirectly interfere with angiotensin Il-mediated stim-
ulation of aldosterone, decreasing renal blood flow and in-
creasing sK*, and MRAs directly block the interaction of aldo-
sterone with its receptor, reducing renal K* excretion.” Other
factors that may play a role in the development of
hyperkalaemia include the severity of HF, diabetes mellitus,
acidosis, exercise, K infusion/oral intake, and advanced
age.??

In patients with HF with reduced ejection fraction [HFrEF;
left ventricular ejection fraction (LVEF) <40%], RAASis,
including ACEis, ARBs, angiotensin receptor—neprilysin inhibi-
tors (ARNis), and MRAs, together with beta-blockers (BBs)
and sodium—glucose cotransporter-2 inhibitors (SGLT-2is)
have been shown to increase survival, reduce the risk of HF
hospitalizations, and improve symptoms.’®*? These thera-
pies are, therefore, recommended for patients with HFrEF
by the latest HF guidelines.*>*? In a review of hyperkalaemia
in clinical trials of RAASis in patients with hypertension, HF,
or chronic kidney disease (CKD), the rate of hyperkalaemia
(sK* >5.5 mEg/L) in patients on RAASi monotherapy was
low (<2%), but was higher (5%) in patients on dual RAASI
therapy, and was highest (5-10%) in patients with HF or
CKD albeit with small increases in sK* of 0.1-0.3 mEq/L and
low rates of study discontinuation due to hyperkalaemia.”
However, a more recent systematic review of clinical trials
of ARB, ARNi, and MRA therapies in patients with HFrEF
showed rates of hyperkalaemia (sK* >5.5 mEq/L) varying
from 0.6% to 30.2%," with the lowest rate in the ELITE trial
of the ARB, losartan (only hyperkalaemia leading to treat-
ment discontinuation is reported for the study),’* and the
highest rates in the EMPHASIS-HF trial of the MRA, eplere-
none (11.8% vs. 7.2% on placebo) (Figure 1),*> as well as a
subgroup of patients with worsening renal function on
spironolactone in the RALES trial (30.2% vs. 13.3% on
placebo).’® Indeed, the RALES and EPHESUS clinical trials
showed patients with an eGFR <60 mL/min/1.73 m? receiving
the MRAs, spironolactone, or eplerenone, had higher rates of
hyperkalaemia (sk* >5.5 mEq/L) (22.1-25.6% on an MRA vs.
8.5-13.8% on placebo) as well as a higher proportion
of experiencing worsening renal function (eGFR reduced 20—
30%) compared with patients receiving placebo (16.9-17%
vs. 7-14.7%).16718

In general, conclusions on the extent of hyperkalaemia in
HF from interventional clinical trials may be limited by inclu-
sion of carefully selected populations with the patient selec-
tion criteria often inherently minimizing the risk of
hyperkalaemia: for example, patients with elevated sk* and/
or CKD may be underrepresented.’® Furthermore, data on
hyperkalaemia in clinical trials may be limited to patients
with sK* >5.5 or 6.0 mEqg/L, and HF therapy discontinuation
with hyperkalaemia as a contributing factor may not be re-
ported in all cases. Such limitations in data from interven-
tional clinical trials may consequently impact how these in-
terventions are used in clinical practice—hyperkalaemia and
fear of hyperkalaemia have been identified as leading causes
of the underuse or underdosing of guideline-directed medical
HF therapies in clinical practice.?®*? Following the results of
clinical trials on MRA use in HF described above,*>™*® only
18-33% of patients with HFrEF were found to be treated with
an MRA in clinical practice.’®** In contrast, other RAASis
were found to be used in a greater proportion of patients,
with ACEis/ARBs/ARNis used in approximately three-quarters
and BBs used in approximately two-thirds of the patients
studied in clinical practice.?®**

To understand the actual prevalence and incidence of
hyperkalaemia and associated risk factors in routine clinical
care, observational data are needed. This review assesses
the currently available epidemiology data of hyperkalaemia
and its risk factors in patients with HF treated in clinical prac-
tice and discusses the considerations for future observational
studies to further understanding of the epidemiology of this
condition in HF.

Selection of observational studies

Observational studies published since 2017, focused on the
occurrence of hyperkalaemia, that included patients with HF
and had >1000 participants were found by searching of
MEDLINE using PubMed and were supplemented by author
recommendations. Data have been referred to as prevalence
orincidence as stated in the cited reference and as prevalence
in instances where prevalence or incidence is not stated and
new cases are not specified. Most of the identified references
are of retrospective studies; only two prospective studies were
identified, both of which are patient registries.>>%®

Prevalence and incidence of
hyperkalaemia

Hyperkalaemia is typically defined as sk* >5.0 mEq/L,>” with
mild, moderate, and severe hyperkalaemia defined as
sK* >5.0 to <5.5, >5.5 to <6.0, and >6.0 mEq/L,
respectively.?® The prevalence of hyperkalaemia is infrequent

ESC Heart Failure 2024; 11: 1821-1840
DOI: 10.1002/ehf2.14661

85U801 SUOWILLOD 8A1IE81D) 9ot dde 8Ly Aq peussnof afe sejoiie VO ‘88N JO Sa|nI o} Akeid18Ul|UO /8|1 UO (SUONIPUOD-PUR-SLLIB)/LID" AB 1M ARIq 1 BUIUO//:SdNL) SUORIPUOD PUe SWIS | 8U188S *[7202/20/TE] uo Akiqiauluo A8im ‘AseAIUN 18N AQ T99YT ZIUe/200T 0T/I0p/w0d Ae|im Afelq 1 jeuljuo//Sdny Wolj pepeoumoq ‘v ‘vZ0Z ‘22855502



Epidemiology of HK in HF

1823

Figure 1 Hyperkalaemia (HK) occurrence, risk factors, and key areas for future research in patients (pts) with heart failure (HF). *See Table 1 for fur-
ther information on the observational studies cited. 'See Box 1 for details of comorbidities and patient (pt) characteristics. *Four pillars of therapy
include angiotensin-converting enzyme inhibitors/angiotensin receptor blockers (ARBs)/angiotensin receptor—neprilysin inhibitors, mineralocorticoid
receptor antagonists (MRAs), beta-blockers, and sodium—glucose cotransporter-2 inhibitors. AE, adverse event; discont., discontinuation; FU, follow-
up; GDMT, guideline-directed medical therapy; RAASis, renin—angiotensin—aldosterone system inhibitors; sK*, serum potassium.
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in the general population (0.035%%°), and patients with
hyperkalaemia commonly have CKD, diabetes, or HF (58.9%,
39.7%, and 11.3%, respectively, vs. 1.1%, 13.1%, and 1.3%, re-
spectively, in matched non-hyperkalaemic controls).?” In clini-
cal practice, the prevalence of hyperkalaemia ranged from
2.6% to 12.8% overall**>° and from 8.6% to 25.0% in patients
with HF and/or CKD,?°~3! and the crude rate of hyperkalaemia
was more than double in patients with HF than in patients
overall (491 vs. 224 events per 1000 patient-years; Supporting
Information, Table $1).3? Overall, the majority of cases of
hyperkalaemia in these studies were mild.3*33

In patients with HF, the prevalence of hyperkalaemia var-
ied from 7% to 23% within 6 months prior to study inclusion
to up to 1 year of follow-up,?>?3%3433 3nd the incidence var-
ied from 25% to 39% in studies with 1-3 years of follow-up
(Figure 1).3%3¢73% Occurrence of hyperkalaemia varied de-
pending on the care setting, severity of HF, length of fol-
low-up, and concomitant medication exposure (Table 7 and
Supporting Information, Table SI), with cases more fre-
quently mild than moderate/severe.?>3%3%3%38 Qyer time,
the incidence of hyperkalaemia in patients with HF can be
large: in one study, the incidence was 39% with a mean
follow-up of 2.2 years, and the cumulative incidences for
hyperkalaemia were 25% within the first year and 32% within
3 years of HF diagnosis.*® Notably, patients with HF and co-

morbidities, such as Stage 3a—5 CKD, had an even higher inci-
dence (26-48%) of hyperkalaemia within the first year.3® The
lowest prevalence of hyperkalaemia in these studies (6.6%)
was in patients with newly diagnosed HF.3* The rate of
hyperkalaemia in patients with newly diagnosed HF was also
lower than in HF overall (323.5 vs. 490.6 per 100 patient-
years).>*** |n agreement with this, patients with more severe
HF as determined by higher New York Heart Association
(NYHA) functional class and lower LVEF were observed to
have higher rates of hyperkalaemia,>>** with one of these
studies identifying higher NYHA functional class as an inde-
pendent predictor for hyperkalaemia.”®

Patients with HF requiring more than two non-urgent care
or emergency department (ED) visits at least 2 years apart,**
or admitted to a hospital for HF,>>** have a high likelihood of
hyperkalaemia (61% and 4.6—12.9%, respectively) (Table I).
Similarly, patients with HF and hyperkalaemia may require
acute-care hospitalization or ED visits, although neither HF
nor hyperkalaemia was specified as the reason for these
visits.3*3¢ For example, in one of these studies, 74% of pa-
tients with HF who developed hyperkalaemia had any
acute-care hospitalization 6 months after hyperkalaemia vs.
53% of patients 6 months before the hyperkalaemia event
[before—after risk ratio, 1.41; 95% confidence interval (Cl),
1.38-1.44).%¢
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Prevalence and incidence of
hypokalaemia

Hypokalaemia is typically defined as sK* <3.5 mEq/L.** The
prevalence and incidence of hypokalaemia have also been
assessed in observational studies, including patients overall
(incidence 13.6% over 3 years),>* patients older than 55 years
(prevalence 1.0-1.2% per year),”® and patients with HF (prev-
alence 1.2-9.8% within 6 months prior to or at the time of
study inclusion, varying by setting and severity of HF, and in-
cidence 24% over 1 year of follow-up) (Table 1 and
Supporting Information, Table §1).2>:343>37:42

Prevalence and incidence of
hyperkalaemia in patients on renin—
angiotensin—-aldosterone system
inhibitors

The prevalence and incidence of hyperkalaemia have also
been specifically studied in patients receiving RAASI therapies
in clinical practice, including some patients with HF,?>**** as
well as being studied in HFrEF specifically,2® with recent sys-
tematic review/meta-analyses of patients prescribed with
RAASis* or an ARNi specifically*®*” (Table 2).

In RAASI (ACEis, ARBs, and MRAs) users, the prevalence of
hyperkalaemia was 64.5% overall (71.6% in new RAASi users)
in a large retrospective cohort study in the United Kingdom
with an incidence rate of moderate/severe hyperkalaemia
of 1.30 (95% Cl 1.28-1.32) per 100 patient-years.** In studies
of new users of ACEis/ARBs** and MRAs,?? incidence of
hyperkalaemia was 5.6% and 18.5%, respectively, with both
studies showing that the incidence was higher compared with
propensity score-matched cohorts of new BB users who were
not on ACEis/ARBs and MRAs (4.4% and 6.4%, respectively).

In terms of HF specifically, one study of patients treated
with ACEis/ARBs (74%), BBs (83%), and/or MRAs (55%) found
the prevalence of hyperkalaemia to be 8% overall and 12.3%
at 9 months of follow-up after up-titration of ACEis/ARBs.%®
In a systematic review of observational and interventional
studies of patients with HFrEF prescribed with RAASis, the oc-
currence (prevalence and incidence were considered alto-
gether) of moderate/severe hyperkalaemia was 2.0-38.2%
(1.6-23.6% severe) in observational studies with combined
use of RAASis vs. 2.8-19.0% for moderate/severe
hyperkalaemia (0.5-5.6% severe) in interventional studies of
RAASis.*> Furthermore, in observational studies, there was a
4-fold to 13-fold increase in risk of hyperkalaemia when
spironolactone or another MRA was added to background
ACEi and/or ARB therapy, which is higher than risk estimates
in clinical trials.*® In a systematic review/meta-analysis of pa-
tients with HFrEF prescribed with sacubitril/valsartan in clini-

cal practice, the incidence rate of moderate/severe
hyperkalaemia was 12 (95% Cl 5-19) per 100 person-years,*®
which was slightly higher than the 10 and 7.3 per 100
patient-years in MRA-treated and non-MRA-treated partici-
pants, respectively, in the PARADIGM-HF study.** Overall,
these values suggest that there is a higher prevalence and in-
cidence of moderate/severe hyperkalaemia in clinical prac-
tice than clinical trials. However, in another systematic re-
view/meta-analysis of patients with HFrEF prescribed with
sacubitril/valsartan in observational studies, the incidence
of moderate/severe hyperkalaemia was 2.1% in men and
2.3% in women with a follow-up of 2-12 months*” vs. 7.2—
16.1% in randomized controlled trials.**>* Nuechterlein
et al.*’” speculate that this lower incidence in observational
studies than clinical trials could be due to less frequent sk*
monitoring in clinical practice than clinical trials, and this is
discussed further in a later section.

Observational studies of RAASis have focused on ACEis,
ARBs, and MRAs (primarily spironolactone), with systematic
review/meta-analysis of ARNis focused on sacubitril/valsar-
tan. There is a lack of data from clinical practice on newer
HF therapies. A meta-analysis of clinical trial data suggested
that there was a lower relative risk of hyperkalaemia with
ACEi/ARB treatment combined with finerenone than com-
bined with eplerenone or spironolactone in patients
with diabetic nephropathy.>®> Data from FIDELIO-DKD have
shown that finerenone was independently associated with
hyperkalaemia in patients with CKD and type 2 diabetes,>>
and data from the FIDELITY pooled analysis of the FIDELIO-
DKD and FIGARO-DKD trials, comprising 7.7% of patients
with HF (patients with symptomatic HFrEF were excluded),
have shown higher rates of hyperkalaemia (14.0% vs.
6.9%), serious hyperkalaemia (1.1% vs. 0.2%), and perma-
nent discontinuation due to hyperkalaemia (1.7% vs. 0.6%)
in patients receiving finerenone than placebo.>® Further-
more, in FIDELITY, hyperkalaemia was reported more fre-
quently in patients with poorer eGFRs.>>*® However, an in-
direct comparison of clinical trial data showed lower
rates of moderate/severe hyperkalaemia in patients
treated with finerenone than those treated with
spironolactone and a K' binder (11.6% vs. 35.4%).°” The
rate of hyperkalaemia with finerenone in patients with
HFrEF will be established when data from the Phase 3
FINEARTS trial (NCT04435626) are available in 2024.% Re-
sults from DAPA-HF indicate that hyperkalaemia is less fre-
quent in patients treated with MRAs in combination with
dapagliflozin than in combination with placebo,*® but, as
yet, there are no studies of hyperkalaemia prevalence
and/or incidence in patients with HF treated with SGLT-2is
in clinical practice. Given that there may be differences in
the prevalence and incidence of hyperkalaemia between
clinical trials and observational studies, data on
hyperkalaemia in patients with HF receiving these newer
therapies in clinical practice are warranted.
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Risk factors for hyperkalaemia

Characteristics of patients with hyperkalaemia include older
age, 30318981 particularly in patients >80 years old,?® being
male®%%? (although a higher proportion with hyperkalaemia
were female in one study®®), and being non-White.®?
Patients with comorbidities such as HF,>*** more advanced
CKD,?>:316162 raduced renal function,®*®° diabetes,?°3161
303161 higher Charlson Comorbidity Index
(cc1),®® and peripheral vascular disease®*®* were also at
increased risk of hyperkalaemia. Patients
receiving ACEis,>>%®1 ARBs,??*1®1 MRAs,>*%* and/or BBs*!
and/or not receiving loop/thiazide diuretics or other blood
pressure medication®*®* were at increased risk of
hyperkalaemia (Table 1 and Supporting Information, Table
S1). Likewise, in studies of patients receiving RAASis (ACEis,

hypertension,

ARBs, and MRAs),** MRAs,*? and ACEis/ARBs,*® similar char-
acteristics as those mentioned above were observed in pa-
tients with hyperkalaemia (Table 2).

Similarly, in patients with HF specifically, there were a num-
ber of factors relating to patient characteristics, comorbidities,
and the severity and treatment of HF that have been identified
as risks for hyperkalaemia (Box 1 and Figure 1). Factors such as
impaired kidney function and diabetes were commonly identi-
fied as risk factors for hyperkalaemia in patients with
HF.2>263436:37.4145 \while, in most studies, RAASis*® including
ACEis,** ARBs,** and MRAs?%2%3741 were identified as risk fac-
tors for hyperkalaemia in patients with HF, there was one study
that showed that no treatment with ACEis/ARBs + MRAs?> was
a risk factor for hyperkalaemia. This finding could be related to
the discontinuation of ACEis/ARBs + MRAs in patients who pre-
viously developed hyperkalaemia.

Box 1 Summary of risk factors for hyperkalaemia in HF

Patient characteristics
Older/advanced agezs'“'45
Non-Black race®*

Lower BMI**

Male”>*! although also female®’
Higher baseline Ne

Previous hyperkalaemia36

Hb < 120 g/L*’

Smoker™!

Haematocrit <0.36*

although also younger age34

Higher NYHA functional class®

LVEF < 40%”>**

Requires hospitalization37

No use of loop/thiazide diuretics®

No use of other anti-hypertensive drugs34
No use of digoxin26

HF severity/therapies

Comorbidities

Lower eGFR/higher creatinine/renal insuf‘ﬁ<:ien(:yz‘r"26'34'3s'37'41
Dial\ésis36

CKD 5,36,45

DiabetesZS,34,36,37,41,45

pvD*®

copp’’

Hypertension41 although also hypotension (in AHF)25
Hyperlipidaemia41

Ischaemia

e RAASIs:
o ACEis™
o ARBs"
o MRA526,36,37,41
e ACEis/ARBs + MRAs"
e Although also no treatment with ACEis/ARBs + MRAs*®
o No use of BBs®’
e Use of K™-sparing diuretics®* plus trimethoprim or ACEi*

ACEis, angiotensin-converting enzyme inhibitors; AHF, acute heart failure; ARBs, angiotensin receptor blockers; BBs, beta-
blockers; BMI, body mass index; CKD, chronic kidney disease; COPD, chronic obstructive pulmonary disease; eGFR, estimated
glomerular filtration rate; Hb, haemoglobin; HF, heart failure; K*, potassium; LVEF, left ventricular ejection fraction; MRAs,
mineralocorticoid receptor antagonists; NYHA, New York Heart Association; PVD, peripheral vascular disease; RAASis, renin—
angiotensin—aldosterone system inhibitors; sk*, serum potassium.

No observational studies have so far identified risk factors
for hyperkalaemia in patients with HF receiving ARNis. How-
ever, clinical trial data from PARADIGM-HF showed that se-
vere hyperkalaemia was less likely during treatment with
MRAs plus sacubitril/valsartan than MRAs plus enalapril [2.2
vs. 3.1 per 100 patient-years; hazard ratio (HR) 1.37 (95% ClI
1.06-1.76), P = 0.02].*

Persistence, progression, and
recurrence of hyperkalaemia

There is limited evidence available on the persistence of
hyperkalaemia in the observational studies identified. One
study of patients with newly diagnosed HF defined
hyperkalaemia by the frequency of occurrence: transient
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hyperkalaemia was one occurrence; intermittent
hyperkalaemia was more than one occurrence, but <50% of
sK* measurements were elevated; and persistent
hyperkalaemia as >50% of sK* measurements were
elevated.®* This study found that the prevalence was 3.3%,
1.1%, and 0.4% for transient, intermittent, and persistent
hyperkalaemia, respectively, with the highest risk of mortality
in those with persistent [adjusted HR 1.7 (95% CI 1.5-1.9)],
followed by intermittent [adjusted HR 1.3 (95% CI 1.2-1.4)],
and transient [adjusted HR 1.3 (95% ClI 1.3-1.4)]
hyperkalaemia.* However, these mortality rates likely also
reflect the underlying pathologies of the patients and treat-
ments they receive. Similarly, in a study including a broader
population of patients with sK* measurements in clinical
practice, with the same definitions of hyperkalaemia as the
previous study, even mild hyperkalaemia was associated with
adverse clinical and economic consequences in cases where
the hyperkalaemia was persistent or recurrent.®® The risk of
major adverse cardiovascular events (MACEs) was higher in
patients with persistently recurring hyperkalaemia than those
with transient hyperkalaemia [HR 2.31 (95% Cl 2.20-2.43),
P < 0.001].%® Again, the risk of MACE likely also reflects the
characteristics and treatment of the patients studied in each
cohort. For example, CCl was higher (4.3 vs. 3.1) and RAASI
use was lower (ACEi 30% vs. 48%; ARB 13% vs. 18%; MRA
37% vs. 25%) in patients with hyperkalaemia that was persis-
tently recurring than when it was transient.®® Indeed,
hyperkalaemia has been suggested as a risk marker for RAASi
discontinuation, and a large European registry study of pa-
tients with HF showed that after adjusting for RAASi (ACEi,
ARB, or MRA) discontinuation, hyperkalaemia was no longer
associated with increased mortality.* A further study of pa-
tients with Stage 3-5 CKD, a third of whom also had HF,
found a greater effect of transient (<50% of sK* measure-
ments were elevated) than chronic (>50% of sK* measure-
ments were elevated) hyperkalaemia on increasing the risk
of MACE vs. the reference of normokalaemia [HR 1.36 (95%
Cl 1.29-1.44) and HR 1.16 (95% Cl 1.05-1.28), respectively].®*
In this study, patients with transient hyperkalaemia also had
an increased risk of hyperkalaemia on MRAs vs. patients with
chronic hyperkalaemia [odds ratio 1.76 (95% CI 1.66—1.87)
and odds ratio 1.26 (95% ClI 1.10-1.45), respectively].

In terms of progression of hyperkalaemia (i.e. when sK* in-
creases further and hyperkalaemia becomes more severe),
there is also limited evidence available from observational
studies. One study of patients with mild hyperkalaemia,
which included patients with HF, assessed sK* over 2 years
and found that 16.9% progressed to moderate/severe
hyperkalaemia and 8.7%  progressed to severe
hyperkalaemia.®?

There is evidence that recurrence of hyperkalaemia occurs
in approximately one-quarter to two-fifths of hyperkalaemia
cases in a large healthcare setting,! after ED discharge,®* in
RAASI users,*® in MRA users,? and in patients with HF.3#3¢

RAASi users had an increased risk of moderate or severe
hyperkalaemia if they had a history of hyperkalaemia than if
they did not [rate of 3.41 (95% Cl 3.28-3.54) vs. 0.74 (95%
Cl 0.71-0.77) per 100 patient-years].** In patients with HF
and a first hyperkalaemia event, risk of second, third, or
fourth event was 43%, 54%, and 60%, respectively.*®

Frequency of potassium monitoring

The most recent HF guidelines recommend closely monitor-
ing sK* levels of patients with HF initiating or receiving
ACEi/ARB/ARNi/MRA therapy.**? However, low rates of sK*
monitoring have been observed in clinical practice
(Table 3).3%32344385 £or example, although the majority of
patients with HF (83.0-95.5%) had sK* measured in the
course of a year,>*** many patients (55.4-92.8%) did not re-
ceive appropriate testing before or after initiation of MRAs®®
or ACEi/ARB,*® or in follow-up to moderate/severe
hyperkalaemia detection.®* In comparison, patients in clinical
trials, such as PARADIGM-HF, were evaluated every 2-
8 weeks during the initial 4-month double-blind treatment
phase, with sK* assessed at every study visit and further
checks advised for any patient with an sk* >5.3 mEq/L.***°

Notably, in a large retrospective cohort study in the United
Kingdom of patients with at least one of HF, resistant hyper-
tension, diabetes, Stage 3+ CKD, dialysis, and/or RAASi use
(ACEis, ARBs, MRAs, and renin inhibitors), the crude rate of
hyperkalaemia was highest in patients with HF and lowest
in patients receiving RAASis (490.6 vs. 211.0 per 1000 pa-
tient-years).2* Additionally, the frequency of sk* tests was
highest in patents with HF and lowest in patients receiving
RAASis (crude rate 2429.3 vs. 1216.2 per 1000 patient-
years).3? James et al.>? speculate that these data may reflect
a heightened awareness of hyperkalaemia in patients with
HF, discontinuation of RAASis following hyperkalaemia in
these patients, and/or treatment of patients with RAASis
who lack the comorbidities that may increase their
hyperkalaemia risk and who therefore did not require fre-
quent sK* monitoring. The accuracy of presented data on
prevalence and incidence of hyperkalaemia or hypokalaemia
may be influenced by the perceived risk of these conditions
in that patient population and resulting frequency of testing,
completeness of test results in clinical records, and/or lack of
data capture of laboratory results within the research data-
bases used for observational analyses. Patients perceived to
be at risk of hyperkalaemia are also more likely to have sK*
monitored and hyperkalaemia diagnosed.3**4438° For exam-
ple, higher proportions of mild and moderate/severe as well
as recurrent hyperkalaemia were detected in one study with
more frequent testing, with odds ratio for hyperkalaemia de-
tection of 4.17 (95% Cl 3.99-4.36) for 3—-4 sK* tests per year
and 17.26 (95% Cl 16.58-17.97) for >4 sK* tests per year.*?
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Another factor that could be considered along with the fre-
quency of sk* measurements may be seasonal variations in sK*
levels. One Japanese study of sK™ measured in an ED showed
that moderate/severe hyperkalaemia prevalence was higher
in winter than summer months in patients with both pre-
served (2.9% vs. 1.1%) and reduced renal function (14.4% vs.
9.7%).%° This agrees with other studies of haemodialysis pa-
tients in Japan and the United States, which showed higher
sK* in winter than summer months.®*® This seasonal
variation in sK* levels may be due to such factors as seasonal
trends in the consumption of vegetables and fruits, loss of K*
through sweat and urine in hot weather, and seasonal
variations in serum aldosterone levels.

Considerations for future observational
studies of hyperkalaemia

Occurrence of hyperkalaemia in HF varied widely in the
region of 7-39% depending on the setting, severity of
HF, length of follow-up, and concomitant medication
exposure.?>?931:34738 pates were notably higher in patients
with HF than general populations,?>?°~! and within HF popu-
lations, were lowest in patients with newly diagnosed
HF,2%2%38 and were highest in patients with greater disease
severity,>>2”*1 comorbidities such as CKD,>® visits to the ED
or hospital,>>*¥*2 and RAASi use.?®3¢374145 Bacause there is
evidence to show that the comorbidities of CKD and
diabetes?>26:3436:37.4145 44 the use of RAASis (ACEis, ARBs,
and MRAs)?36374145 gre risk factors for hyperkalaemia in pa-
tients with HF, it will be important to understand how these
risk factors are modified in patients with HFrEF receiving the
recently recommended combination of ACEis/ARBs/ARN:is,
MRAs, BBs, and SGLT-2is*"*? in clinical practice. This knowl-
edge will help to ensure the optimal treatment of HF with
guideline-directed medical therapies while minimizing the risk
of hyperkalaemia.

Hyperkalaemia in patients with HF was most often
mild?>32:343538, however, it has been shown that even mild
hyperkalaemia is associated with an increased risk of mortality
and MACEs when hyperkalaemia persists.3*%® A notable differ-
ence between using observational study and clinical trial data
to assess the clinical consequences of hyperkalaemia or
hypokalaemia is that patients are not necessarily selected in
observational studies as they are in clinical trials, for example,
on the basis of sK™ and specific HF severity, with the exclusion
of other potentially confounding conditions, such as Stage 5
CKD. Therefore, the resultant population may consist of pa-
tients with differing disease severities and a mixture of addi-
tional prognostically relevant conditions, which may require
a variety of different treatment approaches, adding a layer of
complexity to the findings. Although propensity score
matching can be used to match for factors such as CKD stage

Frequency of sk* measurements

breakdown
Diabetes: 31%
Stage 3+ CKD:
31%

Dialysis: 0.5%
RAASI use: 81%
RAASis and in no
other group: 28%

Overall n and
population
: SCREAM, Stockholm CREAtinine Measurements; sK*, serum potassium.

, potassium; MRAs, mineralocorticoid receptor antagonists; NSAIDs, non-steroidal anti-inflammatory drugs; PVD, peripheral vascular

Years
T

Population studied
RAASIs

32

ACEis, angiotensin-converting enzyme inhibitors; AF, atrial fibrillation; ARB, angiotensin receptor blocker; BBs, beta-blockers; CAD, coronary artery disease; Cl, confidence interval; CKD,
chronic kidney disease; COPD, chronic obstructive pulmonary disease; CPD, chronic pulmonary disease; CVD, cerebrovascular disease; DM, diabetes mellitus; eGFR, estimated glomerular

disease; RAASIs, renin—angiotensin-aldosterone system inhibitors

Episode Statistics databasesCKD, dialysis, and/or
filtration rate; HF, heart failure; HT, hypertension; K

Table 3 (continued)
in the United Kingdom

Study
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or CCl, unmeasured confounding factors will inevitably re-
main. A combination of data from both clinical trials and
well-characterized observational studies with appropriate ad-
justments for confounding variables may eventually show
the true contribution of deviations in sK* to clinical outcomes.

There is limited evidence available on the persistence as
well as the progression of hyperkalaemia in clinical practice.
Limited existing studies indicate that there are proportions
of patients for whom hyperkalaemia persists** or
progresses.®® Because persistent hyperkalaemia has been as-
sociated with adverse clinical consequences that may be mit-
igated by earlier medical management, it would be valuable
to assess in more detail how frequently this occurs in clinical
practice as well as characterize these patients to further un-
derstand the subsequent clinical implications. A number of
studies have shown that recurrence of hyperkalaemia is com-
mon and prior hyperkalaemia (or higher baseline sK*) is a risk
factor for the future development of
hyperkalaemia.?>293134364384 This finding supports fre-
quent monitoring of sK* particularly in patients with a history
of hyperkalaemia, which is supported by HF guidelines.***?
However, low rates of sK* monitoring have been observed
in clinical practice,®***3*4385 with factors such as perceived
risk and risk profiles for hyperkalaemia and/or frequency/
data capture of sK* monitoring having an impact. Notably, re-
cent studies on sK* monitoring have been lacking. Insufficient
sK* monitoring in clinical practice will have an impact not
only on prevalence and incidence data but also on the
prompt detection and treatment of the condition. Therefore,
it is important to determine whether the insufficient sk*
monitoring observed in clinical practice reflects a lack of or-
dering of tests and/or a lack of documentation of laboratory
findings in observational datasets. A lack of perceived neces-
sity and/or record of sK* monitoring could be addressed with
increased awareness of the importance of sK* monitoring per
guidance after initiating or changing RAASI dose.

Notably, many of the observational studies on
hyperkalaemia have been retrospective and usually from a
single country. These studies may have incomplete data col-
lection related to the limitations of documentation such as
a lack of coding for hyperkalaemia, no claim records for
non-reimbursed (out-of-pocket) RAASis, and missing or in-
complete test result records. Thus, there is a need for inter-
national prospectively designed studies with complete and
systematic data collection.

The CARE-HK in HF study (NCT04864795) is a prospective
observational study that aims to understand RAASi treatment
patterns in clinical practice and adoption of guideline-directed
medical therapy recommendations.®® Longitudinal data on pa-
tients with HF and history of hyperkalaemia or at high risk of
hyperkalaemia will be gathered in this study to provide evi-
dence on the impact of new HF guideline implementation
and use of the newer therapies such as ARNis, SGLT-2is, and
finerenone on hyperkalaemia in clinical practice.

Both the European Society of Cardiology HF guidelines and
the American Heart Association/American College of Cardiol-
ogy/Heart Failure Society of America HF guidelines provide
recommendations on RAASi use depending on the degree of
hyperkalaemia, with dose reductions or treatment discontinu-
ation advised, as well as recommending to avoid or monitor
use of K'-retaining drugs (K™-sparing diuretics) when using
MRAs.**? |t is also a standard clinical recommendation that
patients with CKD and chronic hyperkalaemia should avoid
foods high in potassium, but the clinical effectiveness of this
advice is uncertain.”® Management of hyperkalaemia with K*
binders in patients with HF on RAASis was recently included
in the European HF guidelines, with K* binders potentially
allowing initiation or up-titration of RAASis in a larger propor-
tion of patients.** However, the American HF guidelines high-
light that the effectiveness of K* binders to improve outcomes
by facilitating RAASI is uncertain, and this is an area for future
research.’? Importantly, data on the use of K* binders and their
impact on RAASi treatment decisions in patients with HF will
also be collected in CARE-HK in HF to help understand the
value of K* binders to enable RAASi treatment.

Conclusions

Occurrence of hyperkalaemia in HF varied widely in the re-
gion of 7-39% depending on the setting, severity of HF,
length of follow-up, and concomitant medication exposure.
Rates of hyperkalaemia were highest in patients with com-
monly identified risk factors for hyperkalaemia in HF, such
as CKD and diabetes, and the use of RAASis. Cases of
hyperkalaemia were mostly mild, but there are patients for
whom hyperkalaemia persists, progresses, or recurs, which
was associated with an increased risk of mortality and
MACEs. Despite HF guidelines recommending close monitor-
ing of sK*, low rates of monitoring are observed in clinical
practice, which impacts not only the understanding of preva-
lence and incidence of hyperkalaemia but also the prompt
detection and treatment of the condition. Further interna-
tional prospective longitudinal observational studies are
therefore warranted to better understand the prevalence, in-
cidence, and severity of hyperkalaemia; characterize and
identify cases of hyperkalaemia that persist, progress, and re-
cur; highlight the importance of sk* monitoring in clinical
practice; and assess the impact of newer therapies, such as
ARNis, SGLT-2is, finerenone, and K" binders (Figure 1).
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