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Lokelma is indicated for the treatment of hyperkalaemia in adult patients.
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4.4 Special warnings and precautions for use
Serum potassium levels
Serum potassium should be monitored when clinically indicated, including after changes are made
to medicinal products that affect the serum potassium concentration (e.g. renin-angiotensin-
aldosterone system (RAAS) inhibitors or diuretics) and after the Lokelma dose is titrated.

Monitoring frequency will depend upon a variety of factors including other medicinal products,
progression of chronic kidney disease and dietary potassium intake.

Hypokalaemia
Hypokalaemia may be observed (see section 4.8). Dose titration as described under maintenance

posology may be required in such cases to prevent moderate to severe hypokalaemia. In patients
with severe hypokalaemia, Lokelma should be discontinued and the patient re-evaluated.

Worsening of pre-existing heart failure

Patients with pre-existing heart failure, particularly those in whom an increased sodium
intake may lead to fluid overload and decompensation, should be monitored for
manifestations of worsening heart failure. These may include increased dyspnoea,
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oedema and rapid weight gain, and should be managed as per standard clinical practice
(see section 4.8).

[..]

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions were hypokalaemia (4.1%) and oedema related
events

(5.7%).

In 2 clinical trials with open label exposure of Lokelma up to 1 year in 874 subjects, the following
events were reported as related by investigators: gastrointestinal events [constipation (2.9%), nausea
(1.6%), diarrhoea (0.9%), abdominal pain/distension (0.5%) and vomiting (0.5%)]; and
hypersensitivity reactions [rash (0.3%) and pruritus (0.1%)]. These events were mild to moderate in
nature, none were reported as serious and were generally resolved while the patient continued
treatment. Due to the open label study design, a causal relationship between these events and
Lokelma cannot be established.

In clinical studies conducted in countries with a predominantly Asian population, constipation with
an estimated frequency of 8.9% occurred in non-dialysis patients receiving Lokelma; and was
resolved with dose adjustment or treatment discontinuation.

In a pooled analysis of three placebo-controlled clinical studies of Lokelma in non-dialysis
patients, some patients with pre-existing heart failure experienced worsening of heart
failure, which occurred at a frequency of 13.6% (30/220) on Lokelma and 5.7% (12/209) on
placebo. Most cases resolved with appropriate clinical management without withdrawing
Lokelma (see section 4.4).

Tabulated list of adverse reactions
The safety profile of Lokelma was evaluated in clinical trials involving 1,760 patients with 507
patients exposed for one year.

The adverse reactions identified from controlled trials and post-marketing reports are shown in
Table 1. Adverse reactions listed below are classified according to frequency and system organ
class (SOC). The following convention was used for frequency of adverse reactions: Very
common (> 1/10); Common (> 1/100 to < 1/10); Uncommon (> 1/1,000 to < 1/100); Rare (>
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1/10,000 to < 1/1,000); Very rare (< 1/10,000); not known (cannot be estimated from the available
data).

Table 1. List of adverse reactions in clinical trials and post-marketing reports

System Organ class Very Common Common
Metabolism and nutrition disorders Hypokalaemia
Gastrointestinal disorders Constipation
General disorders and administration site Oedema related events
conditions
Cardiac disorders Worsening of pre-existing

heart failure

5.1 Pharmacodynamic properties

[...]

Study 6 - PRIORITIZE HFE

This was a randomised, double-blind, placebo-controlled study aimed to assess if a
treatment regimen containing Lokelma would allow Renin Angiotensin Aldosterone System
Inhibitor (RAASI) therapies to be up-titrated to target doses at 3 months vs placebo in
patients with heart failure and hyperkalaemia or at high risk of developing hyperkalaemia.
The primary endpoint of the study was proportion of subjects in the following 4 categories at
3 months: No Angiotensin Converting Enzyme Inhibitors (ACEi)/Angiotensin Receptor
Blocker (ARB)/Angiotensin Receptor Blocker/Neprilysin Inhibitors (ARNI) or at less than
target dose and no Mineralocorticoid Receptor Antagonist (MRA); ACEiI/ARB/ARNI at target
dose and no MRA; MRA at less than target dose; MRA at target dose.

Heart failure patients with New York Heart Association (NYHA) Class II-IV with Left
Ventricular Ejection Fraction (LVEF) <40%, estimated glomerular filtration rate (eGFR) 20-59
mL/min/1.73 m? and serum potassium 4.0-5.5 mmol/L were randomised to receive Lokelma
or placebo (1:1) for 3 months. RAASI up-titration to guideline-recommended doses was
encouraged but not mandated, and Lokelma or placebo dose titrations were performed in
parallel to prevent hyperkalaemia.

The study was terminated prematurely during the Covid-19 pandemic due to recruitment
challenges and difficulties to ascertain adequate safety monitoring when patients were not
able to attend study and laboratory check visits. This resulted in 182 patients randomised as
opposed to the planned 280 patients. The premature termination of the study precludes any
firm conclusions on the primary and other efficacy measures.

Study 7 - REALIZE-K

This was a Phase 4, prospective, double-blind, randomised-withdrawal trial aimed to
determine the efficacy and safety of Lokelma in optimising MRA therapy in patients with
heart failure with reduced ejection fraction. The primary endpoint was the occurrence of
optimal response, defined as the composite of serum potassium in the normal range (3.5-5.0
mmol/L), on a spironolactone dose of 225 mg/daily, without the need of rescue therapy for
hyperkalaemia.

This study enrolled adults with established heart failure diagnosis = 3 months duration, LVEF
<40% with NYHA Class II-IV symptoms who were receiving treatment with an
ACEI/ARB/ARNI and a beta-adrenergic receptor blocker (unless contraindicated) at stable
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dose for 24 weeks. Participation was permitted for those untreated with a MRA and those
receiving spironolactone or eplerenone <25 mg once daily.

Patients were screened and entered an open label run in phase with two cohorts. Cohort 1
included patients who had evidence of prevalent hyperkalaemia (defined as serum
potassium 5.1-5.9 mmol/L) and eGFR 230 mL/min/1.73 m?. Patients in this cohort received
Lokelma to correct potassium to normal range, after which spironolactone was initiated or
up-titrated per protocol. Cohort 2 included patients who were at high risk for hyperkalaemia
(defined as either a history of serum potassium >5.0 mmol/L within the prior 36 month and
eGFR 230 mL/min/1.73 m? OR serum potassium 4.5-5.0 mmol/L with eGFR 30-60
mL/min/1.73m? OR serum potassium 4.5-5.0 mmol/L and age >75 years. These patients had
spironolactone initiated or up-titrated towards the target dose; those developing
hyperkalaemia received Lokelma to correct potassium to normal range, while those who
failed to become hyperkalaemic within 4 weeks were discontinued from the study.

In this trial, use of Lokelma led to a greater occurrence of optimal response for the primary
endpoint compared with placebo (OR 4.45 [95% CI 2.89-6.86], p<0.001, estimated
percentages 71% vs 36%). These results were consistent when patients receiving 15 g of
Lokelma at randomisation were excluded from the analysis. Lokelma also improved
secondary endpoints vs placebo: the occurrence of normokalaemia on the randomised dose
of spironolactone and without rescue therapy for hyperkalaemia (HK) (OR 4.58 [95% CI
2.78-7.55], p<0.001; estimated percentages 58% vs 23%); the occurrence of spironolactone
225 mg/daily dose (OR 4.33 [95% CI 2.50-7.52], p<0.001; estimated percentages 81% vs
50%); time to first HK episode (serum K* >5.0 mmol/L) (HR 0.51 [95% CI 0.37-0.71],
p<0.001); and time to first decrease or discontinuation of spironolactone dose due to HK (HR
0.37 [95% CI 0.17-0.73], p=0.006).

Study 8 - STABILIZE-CKD

This was a Phase 3, randomised withdrawal, double-blind, parallel-group, placebo-controlled
study aimed to assess whether Lokelma, as an adjunct to ACEi/ARB therapy, is superior to
placebo in slowing Chronic kidney disease (CKD) progression over time in patients with
hyperkalaemia or at risk of hyperkalaemia. Co-primary endpoints were eGFR total slope
(from randomisation to end of treatment) and eGFR chronic slope (from 12 weeks after
randomisation to end of treatment).

The study enrolled patients with eGFR 25-59 mL/min/1.73 m?, urine albumin-to-creatinine
ratio (UACR) 200-5000 mg/g, and hyperkalaemia (serum potassium [sK+] >5.0 to <6.5
mmol/L) on adequate/limited ACEIi/ARB therapy or normokalaemia on limited ACEi/ARB
therapy. Patients with NYHA class Il to IV congestive heart failure at the time of screening
or previous history of severe or symptomatic heart failure were excluded from the study.

The study included a screening period, an initiation phase (with up to 72 hr open-label
Lokelma for the participants to maintain or achieve normokalaemia), a 3-month run-in phase
(where lisinopril or valsartan were expected to be up-titrated to maximal tolerated doses
under open-label Lokelma potassium management), an originally planned 24-month
randomised blinded maintenance phase (1:1 blinded Lokelma or matching placebo, and
both lisinopril or valsartan and Lokelma/placebo were titrated and monitored for efficacy and
safety assessments), and a follow-up visit.

The trial was terminated early due to recruitment challenges, resulting in a reduced sample
size of 760 randomised patients as opposed to the planned 1360 patients, and shortened
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post-randomisation follow-up duration (median ~8 - 9 months, as opposed to the planned 24

months). This precludes any conclusions on eGFR slope and hard renal outcomes.

In a pooled analysis of placebo-controlled clinical studies of Lokelma in non-dialysis patients

(PRIORITIZE-HF, REALIZE-K, STABILIZE-CKD), more patients with pre-existing heart
failure experienced worsening of heart failure on Lokelma comparing with the ones on

placebo (see section 4.8).

119989 1Yya ©9MNN 0INTY

+

9NN vIn'wn 1997 .2

:OX N9INNA WnnwnY I'R

.NONNN 179N WK 7'WoN 1IN ('aA7X) W Nnx

nNY172 win'Y? Niyann nITnfn nNATX

RIlvia}

NTA A7WURD NINN DX IPTA NINKD IR KON ,N9NN2A 719'0n N'7nNn 197

DTN NPT [A7URN NN1Y DRNNA T IR Q7Y (17N 0NN (170 IR 7270 ANR D XTI nan
TN NIDINI YT [A7WURN NN AT 7091 719'001 [N

PN 11D, AT [A7WURN NINN DX NRYY? DYYD [AW?3 NIDINN NpI7 NNX DX NINKY? IN X917 190
qIXT DX NNR2ANND NIDINN) NINWN DNISNN N7 17X NIDINN .AN7R170 (11 DX DRY? I 'Y

nimoin nionn ,(Enalapril) 797xax 120 (ACE) [roavuiniax 191nn DTN DX NI2dynn NIDNN L ([Nwn
[0 radyni (N2 nirval 0T yn'? AN 7ior0 nionn) (Valsartan) j0ako7x1 (120 '010101KY7 01071

(0T yn7 AN 7190 nionn) (Aliskiran) rporax 12

DR NINKRD IR RONN DX PTY? W' ,nnp17a 719'0n 17nna

NN DX NTIM a7 ankn L(QT yopn ndoakn) a0 axp 7w n'nwnn Niwea nyion 17 wr
270 2xp v yrowunt Mwy T nTa PYURN

.NPYTAN NIRXIN 7V Y'OUNT7 n710' Nn7171 AINKN L,|]a010 DI7'Y Y7 Y'Y

NI7V190 NIDSINN DY NNOXIY N'YA7 N'0 NI'NY7 717V AT INKALJV1A 9N X TAIKND AXON 7110 NNX
X2D'win nd>wna

D'2'M0NI DYIN'O .NT A¥N 1'NNY? D717V IT NDINN ,D'N'I0N D'7910N 7¥X .NN"'? 27 NP'90 'K 17 V!
N7y ;0"710072 IX 07202 NIN'OY ;NN'WI XIPA DNNN 71737 DYIYY 270 NP'90 'R 7¢ nnnn?
T R9INY% N9 L1770 D'1MONN IX D¥IN'ONN TNX NIIN NNX DX .77YNd N'IRNS

X117 NIYDIN



AstraZeneca

NIYSIN NN'YI X1jnY7 702N 27X .0'ynnwnnn 2702 'Ri7 niysin? nna 717y nn'77172 win'wn ,n9Nn 231 1mnd
[N NNX XN 71200 X721 PN NN

MYYN TNX Yynnunn NI Niy'siny niysin — (very common) TINN NINDY 'XII7 NIYDIN

JN"Z 27 N7'o0 'R 7w NN e

1100 9inn n'wnnwn 1-10-2 Niy*sINY NiyoIn — (COMMoN) NINDY X7 NIYSIN

[A7UN 7W YT NIDINY NINAY [A'0 NTIDNY , DMWY NIIXIDNN IN DY NYTIN  NI9YY NYINN W A7NNn - e
.0MMmnn 19K 0'2'NoN DX X9NY7 N'T'"'n 119 .07

(072100721 07202 ANY) 122 DIY NINPNA NIN'D17 72N , NN 09711 NN2VXN e

Ny L4

NINMAN TIWN TNRAY NISINNN NARN 1NI0T9 IX? NINMAN TIWNT? N7w1 PTIVAN [I7Vun
:DIYNIIN 7p27 NMd T Y 09T 17277 [N www.health.gov.il

4464301 x20 19> 1 y1 "'ny "N ,n"ya (78Wr) ApraTanLVON

09-7406527 opzo 073-2226099 1970

,2A0 T2

[Inm 728X

nimn nngn

n"ya (78W') NPITNNVON


http://www.health.gov.il/

	5.1 Pharmacodynamic properties

