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Disclaimer: 

 

The Risk Management Plan (RMP) is a comprehensive document submitted as part of the application dossier for 

market approval of a medicine. The RMP summary contains information on the medicine's safety profile and 

explains the measures that are taken in order to further investigate and follow the risks as well as to prevent or 

minimise them. 

The RMP summary of LOKELMATM is a concise document and does not claim to be exhaustive. 

As the RMP is an international document, the summary might differ from the “Arzneimittelinformation / Information 

sur le médicament” approved and published in Switzerland, e.g. by mentioning risks occurring in populations or 

indications not included in the Swiss authorization. 

Please note that the reference document which is valid and relevant for the effective and safe use of LOKELMATM  

in Switzerland is the “Arzneimittelinformation / Information sur le médicament” (see www.swissmedic.ch) approved 

and authorized by Swissmedic. AstraZeneca AG is fully responsible for the accuracy and correctness of the content 

of the published summary RMP of LOKELMATM. 

  

http://www.swissmedic.ch/
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1. THE MEDICINE AND WHAT IT IS USED FOR 

LOKELMA is authorised for the treatment of hyperkalaemia in adult patients. It 

contains sodium zirconium cyclosilicate as a powder, which is suspended in water 

and swallowed. 

2. RISKS ASSOCIATED WITH THE MEDICINE AND ACTIVITIES TO 

MINIMISE OR FURTHER CHARACTERISE THE RISKS 

Important risks of LOKELMA together with measures to minimise such risks and the 

proposed studies for learning more about LOKELMA's risks, are outlined below. 

Measures to minimise the risks identified for medicinal products can be: 

• Specific information, such as warnings, precautions, and advice on correct use, 
in the package leaflet addressed to patients and healthcare professionals; 

• Important advice on the medicine’s packaging; 

• The authorised pack size — the amount of medicine in a pack is chosen so to 
ensure that the medicine is used correctly; 

• The medicine’s legal status — the way a medicine is supplied to the patient (e.g. 

with or without prescription) can help to minimise its risks. 

Together, these measures constitute routine risk minimisation measures. 

In addition to these measures, information about adverse reactions is collected 

continuously and regularly analysed so that immediate action may be taken as 

necessary. These measures constitute routine pharmacovigilance activities. 

If important information that may affect the safe use of LOKELMA is not yet available, 

it is listed under ‘missing information’ below. 

2.1 List of important risks and missing information 

Important risks of LOKELMA are risks that need special risk management activities to 

further investigate or minimise the risk, so that the medicinal product can be safely 

administered. Important risks can be regarded as identified or potential. Identified risks 

are concerns for which there is sufficient proof of a link with the use of LOKELMA. 

Potential risks are concerns for which an association with the use of this medicine is 

possible based on available data, but this association has not been established yet 

and needs further evaluation. Missing information refers to information on the safety of 

the medicinal product that is currently missing and needs to be collected (e.g. on the 

long-term use of the medicine). 
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Table 1 List of Important Risks and Missing Information 

Important Identified Risks None 

Important Potential Risks New Onset Cardiac Failure 

Missing Information None 

 

2.2 Summary of important risks  

Important Identified Risks 

None 

Important Potential Risks 

New onset cardiac failure 

Table 2 Important potential risk: New onset cardiac failure 

Evidence for 
linking the risk to 
the medicine 

A pooled analysis of eight clinical trials was conducted to 
assess the potential risk of heart failure associated with 
treatment using Sodium Zirconium Cyclosilicate (SZC). Due to 
variations in study designs, the analysis was divided into three 
distinct pools: (1) placebo-controlled titrated dose studies, 
including Stabilize Chronic Kidney Disease (CKD), Realize-
Kalium (K), and Prioritize Heart Failure (HF); (2) single-arm 
studies, consisting of ZS-005 and Japan-Long Term Study 
(LTS); and (3) placebo-controlled fixed dose studies, which 
included ZS-004, Harmonize-Global, and Harmonize-Asia. 
Difference in risk was compared both on absolute scale, 
difference in Kaplan-Meier (KM) estimates, and relative scale, 
hazard ratio (HR). Initially the risk for heart failure was explored 
within the subgroups of prior/no-prior HF at baseline, then within 
subgroups of patients with prior heart failure at baseline. The 
analysis suggested that the risk of new-onset heart failure 
remains unclear, but at this time there is no reasonable 
possibility of a causal relationship between SZC and new onset 
of heart failure. However, an increased risk of heart failure 
worsening with SZC in patients with a history of heart failure 
was observed. 

Risk factors and 
risk groups 

The risk of cardiac failure associated with SZC treatment is 
influenced by multiple factors and patient populations. Key risk 
factors include pre-existing cardiac conditions (e.g coronary 
artery disease), renal impairment leading to sodium retention 
and fluid overload, and advanced age with reduced cardiac 
reserve. Sodium sensitivity, particularly in salt-sensitive 
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hypertension or fluid balance disorders, also elevates risk. 
Concomitant use of fluid-retentive medications (e.g., Non-
steroidal anti-inflammatory drugs (NSAIDs), corticosteroids, 
certain antihypertensives) further exacerbates this, especially in 
patients with comorbidities like diabetes, obesity, or CKD and 
adrenal insufficiency (Mladenka et al 20181, Gibbs et al 20002). 

Risk minimisation 
measures 

No risk minimisation measures 

1Mladenka P, Applová L, Patočka J, Costa VM, Remiao F, Pourová J, et al. TOX-OER and CARDIOTOX Hradec Králové 
Researchers and Collaborators. Comprehensive review of cardiovascular toxicity of drugs and related agents. Med Res Rev. 

22018; 38(4):1332-1403. 
Gibbs CR, Jackson G, Lip GY. ABC of heart failure. Non-drug management. BMJ. 2000;320(7231):366-9. 

 

3. POST-AUTHORISATION DEVELOPMENT PLAN 
 

3.1 Studies which are conditions of the marketing authorisation 

There are no studies that are conditions of the marketing authorisation or specific 

obligations for LOKELMA. 

3.2 Other studies in post-authorisation development plan 

There are no studies required for LOKELMA. 


