[bookmark: _Toc211461904]Additional File 1 Supplement to Methods
[bookmark: _Toc211461905]Text S1 Modifications to the Protocol
In our initial protocol, we intended to focus on major adverse cardiovascular events, including acute myocardial infarction, acute coronary syndrome, ischemic heart disease, stroke, and heart failure. However, due to the lack of sufficient information reported in the included trials, accurate differentiation of these events was not feasible. Consequently, we revised this outcome to encompass any non-fatal cardiovascular event.
In our planned meta-regressions, factors such as year of publication, sample size, and duration of intervention were initially considered. However, prior to the commencement of the study, thorough discussions among all authors led to the removal of these factors from the protocol. This decision was based on the consensus that they might not be sufficiently impactful or relevant for our analysis.


[bookmark: _Toc211461906]Table S1 Full search strategy
[bookmark: _Toc211461907]PubMed
	#
	Searches

	1
	"salt substitution"[Title/Abstract] OR "salt substitute"[Title/Abstract] OR "salt substitutes"[Title/Abstract] OR "low-sodium"[Title/Abstract] OR "low sodium"[Title/Abstract] OR "high-potassium"[Title/Abstract] OR "high potassium"[Title/Abstract] OR "high-magnesium"[Title/Abstract] OR "high magnesium"[Title/Abstract] OR "potassium-enriched"[Title/Abstract] OR "potassium enriched"[Title/Abstract] OR "sodium substitution"[Title/Abstract] OR " sodium substitute"[Title/Abstract] OR "sodium substitutes"[Title/Abstract] OR (("sodium"[Title/Abstract] OR "salt"[Title/Abstract]) AND ("potassium"[Title/Abstract] OR "magnesium"[Title/Abstract] OR "calcium"[Title/Abstract])) OR "mineral salt"[Title/Abstract] OR "smart salt"[Title/Abstract] OR "health salt"[Title/Abstract] OR "lite salt"[Title/Abstract] OR "light salt"[Title/Abstract] OR "sodium free salt"[Title/Abstract]

	2
	"myocardial infarction"[MeSH Terms] OR "myocardial infarction"[Title/Abstract] OR "acute coronary syndrome"[MeSH Terms] OR "acute coronary syndrome"[Title/Abstract] OR "myocardial ischemia"[MeSH Terms] OR "ischemic heart disease"[Title/Abstract] OR "coronary artery disease"[MeSH Terms] OR "stroke"[MeSH Terms] OR "ischemic stroke"[MeSH Terms] OR "stroke"[Title/Abstract] OR "heart failure"[MeSH Terms] OR "heart failure"[Title/Abstract] OR "mortality"[MeSH Terms] OR "mortality"[MeSH Subheading] OR "mortality"[Title/Abstract] OR "mortalities"[Title/Abstract] OR "death"[MeSH Terms] OR "death"[Title/Abstract] OR "deaths"[Title/Abstract]

	3
	"hypertense"[Title/Abstract] OR "hypertension"[MeSH Terms] OR "hypertension"[Title/Abstract] OR "hypertension's"[Title/Abstract] OR "hypertensions"[Title/Abstract] OR "hypertensive"[Title/Abstract] OR "hypertensive's"[Title/Abstract] OR "hypertensives"[Title/Abstract] OR "Blood pressure"[MeSH Terms] OR ("Blood"[Title/Abstract] AND "pressure"[Title/Abstract]) OR "Blood pressure"[Title/Abstract] OR "Blood pressure determination"[MeSH Terms] OR "arterial pressure"[MeSH Terms] OR ("arterial"[Title/Abstract] AND "pressure"[Title/Abstract]) OR "arterial pressure"[Title/Abstract] OR "arterial-pressure"[Title/Abstract] OR "systolic pressure"[Title/Abstract] OR "diastolic pressure"[Title/Abstract] OR "systolic-pressure"[Title/Abstract] OR "diastolic-pressure"[Title/Abstract]

	4
	"randomized controlled trial"[Publication Type] OR "controlled clinical trial"[Publication Type] OR "randomized"[Title/Abstract] OR "randomised"[Title/Abstract] OR "randomly"[Title/Abstract]

	5
	#1 AND (#2 OR #3) AND #4




[bookmark: _Toc211461908]OVID Embase
	#
	Searches

	1
	'salt substitution':ti,ab OR 'salt substitute':ti,ab OR 'salt substitutes':ti,ab OR 'low-sodium':ti,ab OR 'low sodium':ti,ab OR 'high-potassium':ti,ab OR 'high potassium':ti,ab OR 'high-magnesium':ti,ab OR 'high magnesium':ti,ab OR 'potassium-enriched':ti,ab OR 'potassium enriched':ti,ab OR 'sodium substitution':ti,ab OR 'sodium substitute':ti,ab OR 'sodium substitutes':ti,ab OR (('sodium':ti,ab OR 'salt':ti,ab) AND ('potassium':ti,ab OR 'magnesium':ti,ab OR 'calcium':ti,ab)) OR 'mineral salt':ti,ab OR 'smart salt':ti,ab OR 'health salt':ti,ab OR 'lite salt':ti,ab OR 'light salt':ti,ab OR 'sodium free salt':ti,ab

	2
	'myocardial infarction'/exp OR 'myocardial infarction':ti,ab OR 'acute coronary syndrome'/exp OR 'acute coronary syndrome':ti,ab OR 'myocardial ischemia'/exp OR 'ischemic heart disease':ti,ab OR 'coronary artery disease'/exp OR 'stroke'/exp OR 'ischemic stroke'/exp OR 'stroke':ti,ab OR 'heart failure'/exp OR 'heart failure':ti,ab OR 'mortality'/exp OR 'mortality':ti,ab OR 'mortalities':ti,ab OR 'death'/exp OR 'death':ti,ab OR 'deaths':ti,ab

	3
	'hypertense':ti,ab OR 'hypertension'/exp OR 'hypertension':ti,ab OR 'hypertensions':ti,ab OR 'hypertensive':ti,ab OR 'hypertensives':ti,ab OR 'Blood pressure'/exp OR ('Blood':ti,ab AND 'pressure':ti,ab) OR 'Blood pressure':ti,ab OR 'Blood pressure determination'/exp OR 'arterial pressure'/exp OR ('arterial':ti,ab AND 'pressure':ti,ab) OR 'arterial pressure':ti,ab OR 'arterial-pressure':ti,ab OR 'systolic pressure':ti,ab OR 'diastolic pressure':ti,ab OR 'systolic-pressure':ti,ab OR 'diastolic-pressure':ti,ab

	4
	random* OR (doubl* AND blind*) OR (singl* AND blind*) OR 'crossover procedure'/exp OR 'double blind procedure'/exp OR 'randomized controlled trial'/exp OR 'single blind procedure'/exp

	5
	#1 AND (#2 OR #3) AND #4




[bookmark: _Toc211461909]Cochrane library
	#
	Searches

	1
	'salt substitution':ti,ab,kw OR 'salt substitute':ti,ab,kw OR 'salt substitutes':ti,ab,kw OR 'low-sodium':ti,ab,kw OR 'low sodium':ti,ab,kw OR 'high-potassium':ti,ab,kw OR 'high potassium':ti,ab,kw OR 'high-magnesium':ti,ab,kw OR 'high magnesium':ti,ab,kw OR 'potassium-enriched':ti,ab,kw OR 'potassium enriched':ti,ab,kw OR 'sodium substitution':ti,ab,kw OR 'sodium substitute':ti,ab,kw OR 'sodium substitutes':ti,ab,kw OR (('sodium':ti,ab,kw OR 'salt':ti,ab,kw) AND ('potassium':ti,ab,kw OR 'magnesium':ti,ab,kw OR 'calcium':ti,ab,kw)) OR 'mineral salt':ti,ab,kw OR 'smart salt':ti,ab,kw OR 'health salt':ti,ab,kw OR 'lite salt':ti,ab,kw OR 'light salt':ti,ab,kw OR 'sodium free salt':ti,ab,kw

	2
	MeSH descriptor: [myocardial infarction] explode all trees OR (myocardial infarction):ti,ab,kw OR MeSH descriptor: [acute coronary syndrome] explode all trees OR (acute coronary syndrome):ti,ab,kw OR MeSH descriptor: [myocardial ischemia] explode all trees OR (myocardial ischemia):ti,ab,kw OR (ischemic heart disease):ti,ab,kw OR MeSH descriptor: [coronary artery disease] explode all trees OR MeSH descriptor: [stroke] explode all trees OR (stroke):ti,ab,kw OR MeSH descriptor: [ischemic stroke] explode all trees OR MeSH descriptor: [heart failure] explode all trees OR (heart failure):ti,ab,kw OR MeSH descriptor: [mortality] explode all trees OR (mortality):ti,ab,kw OR MeSH descriptor: [death] explode all trees OR (death*):ti,ab,kw OR MeSH descriptor: [hypertension] explode all trees OR MeSH descriptor: [Blood pressure] explode all trees

	3
	MeSH descriptor: [Randomized Controlled Trial] explode all trees OR (random*):ti,ab,kw OR (clinical trial):ti,ab,kw

	4
	#1 AND #2 AND #3




[bookmark: _Toc211461910]WHO International Clinical Trials Registry Platform
	#
	Searches

	1
	Title: salt substitution OR salt substitute OR salt substitutes OR low-sodium OR high-potassium OR potassium-enriched OR sodium substitution OR sodium substitute OR sodium substitutes OR mineral salt OR smart salt OR health salt OR lite salt OR sodium free salt

	2
	Condition: myocardial infarction OR acute coronary syndrome OR myocardial ischemia OR ischemic heart disease OR coronary artery disease OR stroke OR heart failure OR mortality OR death OR hypertension OR Blood pressure

	3
	Recruitment Status: ALL

	4
	Phases: ALL

	5
	Study results: studies with results

	6
	#1 AND #2 AND #3 AND #4 AND #5




[bookmark: _Toc211461911]ClinicalTrials.gov
	#
	Searches

	1
	Condition: myocardial infarction OR acute coronary syndrome OR myocardial ischemia OR ischemic heart disease OR coronary artery disease OR stroke OR heart failure OR mortality OR death OR hypertension OR Blood pressure

	2
	Other terms: salt substitution OR salt substitute OR salt substitutes OR low-sodium OR high-potassium OR potassium-enriched OR sodium substitution OR sodium substitute OR sodium substitutes OR mineral salt OR smart salt OR health salt OR lite salt OR sodium free salt

	3
	Study type: interventional studies

	4
	Study results: studies with results

	6
	#1 AND #2 AND #3 AND #4




[bookmark: _Toc211461912]China National Knowledge Infrastructure
	#
	Searches

	1
	SU=(盐) OR TKA=(代盐 OR 代替盐 OR 替代盐 OR 富钾低钠盐 OR 富钾盐 OR 低钠盐 OR 健康盐)

	2
	SU=(心血管 OR 循环系统 OR 卒中 OR 心肌梗死 OR 冠脉综合征 OR 缺血性心脏病 OR 心力衰竭 OR 血压 OR 死亡) OR TKA=(心血管 OR 循环系统 OR 卒中 OR 中风 OR 心肌梗死 OR 冠脉综合征 OR 缺血性心脏病 OR 心力衰竭 OR 心衰 OR 高血压 OR 收缩压 OR 舒张压 OR 死亡)

	3
	SU=(随机对照试验 OR 临床试验) OR TKA=(随机 OR 对照 OR RCT OR 临床试验)

	4
	#1 AND #2 AND #3



Explanation of the Search Strategy
The search strategy was designed to systematically retrieve relevant studies from the China National Knowledge Infrastructure (CNKI) database. The search terms and Boolean operators were constructed as follows:
Salt-related terms (#1): This set includes terms related to salt (e.g., "salt", "substitute salt", "low-sodium salt", "health salt", etc.) to capture all studies involving dietary salt and its alternatives. The search also included variations of terms for substitute salts, reflecting a focus on alternative salts and their health implications.
Cardiovascular health terms (#2): This search set incorporates terms related to cardiovascular conditions (e.g., "cardiovascular system", "stroke", "myocardial infarction", "coronary syndrome", etc.), capturing studies discussing the impact of salt on cardiovascular health outcomes. Additional terms such as "hypertension", "blood pressure", and "death" were included to broaden the scope.
Clinical trial terms (#3): This set focuses on clinical trials, including terms such as "randomized controlled trial", "RCT", and their synonyms, ensuring the retrieval of evidence from rigorous experimental designs.
Combined search (#4): The final search combines the three sets (#1 AND #2 AND #3) using Boolean operators, ensuring that the results are restricted to studies at the intersection of salt-related topics, cardiovascular outcomes, and clinical trials.


[bookmark: _Toc211461913]Wanfang Database
	#
	Searches

	1
	主题:(盐) OR 题名或关键词:(代盐 OR 代替盐 OR 替代盐 OR 富钾低钠盐 OR 富钾盐 OR 低钠盐 OR 健康盐)

	2
	主题:(心血管 OR 循环系统 OR 卒中 OR 心肌梗死 OR 冠脉综合征 OR 缺血性心脏病 OR 心力衰竭 OR 血压 OR 死亡) OR 题名或关键词:(心血管 OR 循环系统 OR 卒中 OR 中风 OR 心肌梗死 OR 冠脉综合征 OR 缺血性心脏病 OR 心力衰竭 OR 心衰 OR 高血压 OR 收缩压 OR 舒张压 OR 死亡)

	3
	主题:(随机对照试验 OR 临床试验) OR 题名或关键词:(随机 OR 对照 OR RCT OR 临床试验) OR摘要:(随机 OR 对照 OR RCT OR 临床试验)

	4
	#1 AND #2 AND #3



Explanation of the Search Strategy
The following search strategy was designed to systematically identify relevant studies from the Wanfang Database, focusing on the impact of salt or its substitutes on cardiovascular health within the context of clinical trials. The search logic is outlined as follows:
Salt-related terms (#1): This set includes keywords related to salt and salt substitutes, such as "salt", "substitute salt", "low-sodium salt", "healthy salt", etc. The search was performed in titles, subjects, or keywords to comprehensively capture all studies discussing these topics.
Cardiovascular health terms (#2): This set targets keywords related to cardiovascular conditions and health outcomes, such as "cardiovascular system", "stroke", "myocardial infarction", "coronary syndrome", "hypertension", "blood pressure", and "death". The search covers these terms in the title, subject, or keywords fields to ensure thorough coverage.
Clinical trial terms (#3): Keywords related to clinical trials were used, such as "randomized controlled trial", "RCT", and synonyms. The search was applied to titles, subjects, keywords, or abstracts, aiming to retrieve studies with robust experimental designs.
Combined search (#4): Using Boolean operators, the three sets were combined (#1 AND #2 AND #3) to extract studies at the intersection of the specified topics—salt-related interventions, cardiovascular outcomes, and clinical trials.


[bookmark: _Toc211461914]Table S2 Study eligibility
[bookmark: _Toc211461915]Exclusion criteria for title and abstract screening
In the screening of titles and abstracts, we only adhered to the following criteria to exclude studies:
1) studies did not employ a prospective randomised design;
2) studies without adults; or
3) no salt substitute or related interventions were used.

Two reviewers independently conduct title and abstract screening based on the following instructions:
	Please assess the following items based on the information presented in the title and abstract. "Definitely yes" and "definitely no" indicate that there is direct information in the title and abstract to support your judgment, while "unclear" indicates that the available information does not provide a clear basis for a positive response.

	1: Participants

	1.1 The subjects of the study were not humans
	Definitely yes, definitely no, or unclear

	1.2 The study participants were all underage
	Definitely yes, definitely no, or unclear

	2: Interventions

	2.1 No salt substitute or related interventions were used
	Definitely yes, definitely no, or unclear

	3: Study design

	3.1 The study did not use a prospective design
	Definitely yes, definitely no, or unclear

	3.2 The study did not use a randomised design
	Definitely yes, definitely no, or unclear

	When any of the items is judged as "definitely yes," the respective study is excluded. The remaining studies are then moved to the subsequent full-text screening phase for eligibility review.




[bookmark: _Toc211461916]Inclusion criteria for full-text screening
In the screening of titles and abstracts, we included studies that met all the following criteria:

1) Participants: We considered studies involving adults aged 18 years and older.
2) Interventions: salt substitute, also referred to as low-sodium salt, are low-sodium alternatives to regular edible salt. For inclusion, salt substitutes had to use potassium chloride (KCl) or other components to replace a minimum of 3% of sodium chloride (NaCl). We excluded studies that examined combined interventions where the effects of salt substitutes could not be isolated (e.g., interventions combining salt substitutes with specific dietary patterns or salt restriction). Following discussions with nutrition experts, we employed two strategies to categorize the included intervention measures:
a) Potassium (K) and sodium (Na) salts share similar salty tastes, and there is evidence of a negative correlation between potassium intake and the risk of cardiovascular events. In practice, potassium chloride (KCl) is the predominant substitute used in most salt substitutes. Therefore, we categorized salt substitutes based on the proportion of KCl they contained. We employed multiples of 5% to stratify the KCl content in each intervention and included interventions falling within a ±2.5% range of the specified categories. For instance, if the original report indicated a KCl content of 43% in a salt substitute, we classified it as a 45% KCl salt substitute.
b) Apart from KCl, salt substitutes may also incorporate other alternative components, such as calcium chloride or magnesium sulfate. Different combinations of components in salt substitutes could potentially account for variations in their effectiveness. Therefore, in sensitivity analyses, we categorized salt substitutes based on their primary alternative components, defined as those constituting ≥3% of the total replacement composition.
3) Controls: We defined regular salt as edible salt containing over 97% NaCl. Studies using this type of salt served as the control group for comparison.
4) Outcomes: 
a) Efficacy: ① systolic Blood pressure (SBP); ② diastolic Blood pressure (DBP); ③ non-fatal cardiovascular events; ④ all‐cause mortality; ⑤ cardiovascular mortality.
b) Acceptability: ① withdrawals due to any reason; ② acceptance of taste.
c) Tolerability: withdrawals due to any adverse event (AE).
d) Safety: ① any AE related to intervention; ② Blood sodium; ③ Blood potassium; ④ Urinary sodium; ⑤ Urinary potassium.
5) Study design: randomised controlled trials (RCTs), including parallel, crossover, or cluster-randomised controlled designs, wherein participants or clusters were randomly allocated to interventions, without publication status and language restrictions.


[bookmark: _Toc211461917]List of excluded records
	Title
	Year
	Reason

	Secondary analysis of the salt substitute and stroke study (SSaSS): Effects of potassium-enriched salt on cardiac outcomes
	2025
	Duplicate data sources

	Salt substitution and recurrent stroke and death: A randomized clinical trial
	2025
	Duplicate data sources

	Effects of salt substitution on cumulative blood pressure: A secondary analysis of the SSaSS
	2025
	Duplicate data sources

	Effect of sodium-reduced potassium-enriched salt substitutes on stomach cancer: The salt substitute and stroke study (SSaSS)
	2025
	Duplicate data sources

	Diurnal Urinary Aldosterone Excretion and Potassium Intake During Pregnancy Are Associated With High Normal Blood Pressure in Early Childhood.
	2025
	Irrelevant designs

	Clinical benefits of icodextrin in peritoneal dialysis: Evidence from a multicenter, prospective, randomized controlled trial.
	2025
	Irrelevant interventions

	Effects of physiological doses of atrial natriuretic peptide on lipolysis, ketogenesis, and glucose metabolism in men.
	2025
	Irrelevant interventions

	Effect of sodium balance on levels of nitrates in healthy subjects: Posthoc analysis of a randomized, double-blinded, placebo-controlled, crossover study.
	2025
	Irrelevant interventions

	Sodium-Glucose Cotransporter 2 Inhibitor With and Without an Aldosterone Antagonist for Heart Failure With Preserved Ejection Fraction: The SOGALDI-PEF  Trial.
	2025
	Irrelevant interventions

	Potassium quantification and sensory analysis in plant food cooking processes in heart disease patients.
	2025
	Irrelevant interventions

	Targeted Outreach by an Insurance Company Improved Dietary Habits and Urine Sodium/Potassium Ratios Among High-Risk Individuals with Lifestyle-Related  Diseases.
	2025
	Irrelevant interventions

	The randomized DIALIZE-Outcomes trial evaluated sodium zirconium cyclosilicate in hemodialysis.
	2025
	Irrelevant interventions

	Lorundrostat in Participants With Uncontrolled Hypertension and Treatment-Resistant Hypertension: The Launch-HTN Randomized Clinical Trial.
	2025
	Irrelevant interventions

	Effect of low-sodium, potassium-rich salt based on the Chinese modified DASH diet on home blood pressure monitoring in patients with hypertension and type 2  diabetes: a clinical trial.
	2025
	Irrelevant interventions

	Dietary Patterns, Sodium Reduction, and Blood Pressure in Type 2 Diabetes: The DASH4D Randomized Clinical Trial.
	2025
	Irrelevant interventions

	A Randomized Clinical Trial of ICT-based Interventions for Sodium and Potassium Regulation in Healthy Adults.
	2025
	Irrelevant interventions

	Mannitol vs placebo for brain relaxation in cerebellopontine angle tumor surgeries: A randomized controlled trial.
	2025
	Irrelevant interventions

	Effect of Salt Reduction Interventions in Lowering Blood Pressure and Salt Intake in Zhejiang Province, China, 2017-2021: A Randomized Controlled Trial.
	2025
	Irrelevant interventions

	The impact of predialytic oral protein-based supplements on nutritional status and quality of life in hemodialysis patients: a randomized clinical trial.
	2025
	Irrelevant interventions

	Effects of monitoring dietary biomarkers and providing vegetable juice on metabolic syndrome components in adults with an overweight or obese body mass  index in Ulaanbaatar: a randomized controlled trial.
	2025
	Irrelevant interventions

	"Minimal-Advice" on Salt Intake: Results of a Multicentre Pilot Randomised Controlled Trial on Hypertensive Patients.
	2025
	Irrelevant interventions

	The effect of different timings of protein supplementation on variable outcomes in hemodialysis patients: a randomized clinical trial.
	2025
	Irrelevant interventions

	The direct and urinary electrolyte-mediated effects of ambient temperature on population blood pressure: A causal mediation analysis.
	2025
	Irrelevant interventions

	Sodium Zirconium Cyclosilicate for Management of Hyperkalemia During Spironolactone Optimization in Patients With Heart Failure.
	2025
	Irrelevant interventions

	Prevalence and characteristics of upfront diuretic resistance in acute heart failure: The P-Value-AHF study.
	2025
	Irrelevant interventions

	Adenoma detection rate and tolerability of 2 ultra-low-volume bowel preparations in screening: a noninferiority randomized controlled trial.
	2025
	Irrelevant interventions

	Efficacy and safety of dual renin-angiotensin system (RAS) blockade for non-elderly diabetic kidney disease patients with preserved eGFR.
	2025
	Irrelevant interventions

	Self-Monitoring and Self-Efficacy in Patients with Chronic Kidney Disease During Low-Sodium Diet Self-Management Interventions: Secondary Analysis of the ESMO and  SUBLIME Trials.
	2025
	Irrelevant interventions

	Cost-Effectiveness of Salt Substitute and Salt Supply Restriction
in Eldercare Facilities
	2024
	Duplicate data sources

	Effect of a Salt Substitute on Incidence of Hypertension and Hypotension Among Normotensive Adults
	2024
	Duplicate data sources

	Effects and individual response of salt substitute intervention on blood pressure in a high-risk stroke population: Findings from 4200 participants of the China salt substitute and stroke study
	2024
	Duplicate data sources

	Effect of salt substitution on fracture-a secondary analysis of the Salt Substitute and Stroke Study (SSaSS).
	2024
	Duplicate data sources

	Guideline-directed antihypertensive medication use among young adult participants with uncontrolled hypertension at enrollment in the MyHEART study.
	2024
	Irrelevant designs

	Adherence to the Mediterranean Diet, Sodium and Potassium Intake in People at a High Risk of Dementia.
	2024
	Irrelevant designs

	Comparing a range of potassium-enriched low sodium salt substitutes to common salt: Results of taste and visual tests in South African adults.
	2024
	Irrelevant designs

	Postprandial Vascular Effects of a High Potassium Meal in Patients with Treated Hypertension.
	2024
	Irrelevant interventions

	Long-Term Effects of a Comprehensive Intervention Strategy for Salt Reduction in China: Scale-Up of a Cluster Randomized Controlled Trial.
	2024
	Irrelevant interventions

	Effect of a Low Salt Diet on the Progression of Chronic Kidney Disease: A Prospective, Open-Label, Randomized Controlled Trial.
	2024
	Irrelevant interventions

	Effect of Denosumab or Alendronate on Vascular Calcification: Secondary Analysis of SALTIRE2 Randomized Controlled Trial.
	2024
	Irrelevant interventions

	First-in-Human Study to Assess the Safety, Pharmacokinetics, and Pharmacodynamics of BMS-986308: A Renal Outer Medullary Potassium Channel Inhibitor.
	2024
	Irrelevant interventions

	Efficacy and Safety of a Novel Low-Dose Triple Single-Pill Combination Compared With Placebo for Initial Treatment of Hypertension.
	2024
	Irrelevant interventions

	First-in-human study evaluating safety, pharmacokinetics, and pharmacodynamics of lorundrostat, a novel and highly selective aldosterone synthase inhibitor.
	2024
	Irrelevant interventions

	Beneficial Effects of Ketoanalogues on the Evolution of Renal Function and Bone Mineral Disorders in Patients with Advanced Chronic Kidney Disease: A Pilot  Study.
	2024
	Irrelevant interventions

	Sodium Zirconium Cyclosilicate in HFrEF and Hyperkalemia: REALIZE-K Design and Baseline Characteristics.
	2024
	Irrelevant interventions

	Self-Performed Dietary Sodium Reduction and Blood Pressure in Patients With Essential Hypertension: A Randomized Clinical Trial.
	2024
	Irrelevant interventions

	Prenatal Magnesium Sulfate and Functional Connectivity in Offspring at Term-Equivalent Age.
	2024
	Irrelevant interventions

	Effects of salt intake reduction by urinary sodium to potassium ratio self-monitoring method.
	2024
	Irrelevant interventions

	Plant-Based Meat Analogs and Their Effects on Cardiometabolic Health: An 8-Week Randomized Controlled Trial Comparing Plant-Based Meat Analogs With Their  Corresponding Animal-Based Foods.
	2024
	Irrelevant interventions

	Prediction of new-onset heart failure in patients with type 2 diabetes derived from ALTITUDE and CANVAS.
	2024
	Irrelevant interventions

	First-In-Man Trial of β3-Adrenoceptor Agonist Treatment in Chronic Heart Failure: Impact on Diastolic Function.
	2024
	Irrelevant interventions

	The role of T-type calcium channels in elderly human vascular function: A pilot randomized controlled trial.
	2024
	Irrelevant interventions

	Effects of Reduced Dietary Sodium and the DASH Diet on GFR: The DASH-Sodium Trial.
	2024
	Irrelevant interventions

	Effect of short-term changes in salt intake on plasma cytokines in women with healthy and hypertensive pregnancies.
	2024
	Irrelevant interventions

	The effects of a sugar-free amino acid-containing electrolyte beverage on 5-kilometer performance, blood electrolytes, and post-exercise cramping versus a  conventional carbohydrate-electrolyte sports beverage and water.
	2024
	Irrelevant interventions

	Blood Pressure Stability and Plasma Aldosterone Reduction: The Effects of a Sodium and Bicarbonate-Rich Water - A Randomized Controlled Intervention Study.
	2024
	Irrelevant interventions

	Lack of change in blood pressure and arterial stiffness after high dairy intake in hyperinsulinemic subjects: a cross-over randomized controlled trial.
	2024
	Irrelevant interventions

	Safety evaluation of Mikania glomerata and Mikania laevigata in healthy volunteers: A randomized, open label and multiple dose phase I clinical trial.
	2024
	Irrelevant interventions

	The Proportion of Dietary Salt Replaced with Potassium-Enriched Salt in the SSaSS: Implications for Scale-Up
	2023
	Duplicate data sources

	Association between low-sodium salt intervention and long-term blood pressure changes is modified by ENaC genetic variation: a gene–diet interaction analysis in a randomized controlled trial
	2023
	Duplicate data sources

	Empowerment-based nutrition interventions on blood pressure: a randomized comparative effectiveness trial.
	2023
	Irrelevant interventions

	The effects of substituting red and processed meat for mycoprotein on biomarkers of cardiovascular risk in healthy volunteers: an analysis of secondary endpoints  from Mycomeat.
	2023
	Irrelevant interventions

	Effect of low-sodium salt applied to Chinese modified DASH diet on arterial stiffness in older patients with hypertension and type 2 diabetes.
	2023
	Irrelevant interventions

	Effects of Triamterene in Hospitalized Patients with Heart Failure and Diuretic Resistance: A Randomized Clinical Trial.
	2023
	Irrelevant interventions

	Efficacy of an Educational Intervention for Sodium Restriction in Patients with Hypertension: A Randomized Controlled Trial.
	2023
	Irrelevant interventions

	Dapagliflozin vs. metolazone in heart failure resistant to loop diuretics.
	2023
	Irrelevant interventions

	Metabolomic Profiles Associated With Blood Pressure Reduction in Response to the DASH and DASH-Sodium Dietary Interventions.
	2023
	Irrelevant interventions

	Effects of a low-sodium diet in patients with idiopathic hyperaldosteronism: a randomized controlled trial.
	2023
	Irrelevant interventions

	Sodium and potassium changes during decongestion with acetazolamide - A pre-specified analysis from the ADVOR trial.
	2023
	Irrelevant interventions

	Rationale and Design of the Groceries for Black Residents of Boston to Stop Hypertension Among Adults Without Treated Hypertension (GoFresh) Trial.
	2023
	Irrelevant interventions

	Exploring heated exercise as a means of preventing the deleterious effects of high-sodium intake in Black women.
	2023
	Irrelevant interventions

	A randomized study to compare oral potassium binders in the treatment of acute hyperkalemia.
	2023
	Irrelevant interventions

	CYP11B2 inhibitor dexfadrostat phosphate suppresses the aldosterone-to-renin ratio, an indicator of sodium retention, in healthy volunteers.
	2023
	Irrelevant interventions

	The effect of orally administered nitrate on renal function and blood pressure in a randomized, placebo-controlled, crossover study in healthy subjects.
	2023
	Irrelevant interventions

	Effectiveness of a Sodium-Reduction Smartphone App and Reduced-Sodium Salt to Lower Sodium Intake in Adults With Hypertension: Findings From the Salt  Alternatives Randomized Controlled Trial.
	2023
	Irrelevant interventions

	Effect of High Sodium Intake (5 mEq/kg/day) in Preterm Newborns (<35 Weeks Gestation) During the Initial 24 Hours of Life: A Non-Blinded Randomized Clinical  Trial.
	2023
	Irrelevant interventions

	Urinary Sodium Excretion and Salt Intake Are Not Associated With Blood Pressure Variability in a White General Population.
	2023
	Irrelevant interventions

	Potassium reduction with sodium zirconium cyclosilicate in patients with heart failure.
	2023
	Irrelevant interventions

	Effect of regulated add-on sodium chloride intake on stabilization of serum lithium concentration in bipolar disorder: A randomized controlled trial.
	2023
	Irrelevant interventions

	A nomogram to predict hyperkalemia in patients with hemodialysis: a retrospective cohort study.
	2022
	Irrelevant designs

	A Novel Risk-Prediction Scoring System for Sepsis among Patients with Acute Pancreatitis: A Retrospective Analysis of a Large Clinical Database.
	2022
	Irrelevant designs

	Cost-Effectiveness of a Household Salt Substitution Intervention: Findings From 20 995 Participants of the Salt Substitute and Stroke Study.
	2022
	Irrelevant designs

	Efficacy of inhaled Desmopressin in pregnant women with idiopathic oligohydramnios - a randomized controlled trial.
	2022
	Irrelevant interventions

	A Town-Level Comprehensive Intervention Study to Reduce Salt Intake in China: Cluster Randomized Controlled Trial.
	2022
	Irrelevant interventions

	Prognostic relevance of magnesium alterations in patients with a myocardial infarction and left ventricular dysfunction: insights from the EPHESUS trial.
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	Acetate hemodialysis does not increase the frequency of arrhythmia in hemodialysis patients.
	1998
	Irrelevant interventions

	Influence of race and dietary salt on the antihypertensive efficacy of an angiotensin-converting enzyme inhibitor or a calcium channel antagonist in  salt-sensitive hypertensives.
	1998
	Irrelevant interventions

	Effects of angiotensin II-receptor blockade with losartan on insulin sensitivity, lipid profile, and endothelin in normotensive offspring of hypertensive parents.
	1998
	Irrelevant interventions

	A cross-over medication trial for patients with autosomal-dominant hypertension with brachydactyly.
	1998
	Irrelevant interventions

	Renal protection in patients undergoing cardiopulmonary bypass with preoperative abnormal renal function.
	1998
	Irrelevant interventions

	Correction of metabolic acidosis and its effect on albumin in chronic hemodialysis patients.
	1998
	Irrelevant interventions

	Antihypertensive and renal effects of isradipine in essential hypertension: focus on renin system activity.
	1997
	Irrelevant interventions

	7.5% hypertonic saline versus 20% mannitol during elective neurosurgical supratentorial procedures.
	1997
	Irrelevant interventions

	Angiotensin II-receptor blockade further reduces afterload safely in patients maximally treated with angiotensin-converting enzyme inhibitors for heart  failure.
	1997
	Irrelevant interventions

	The effects of pathophysiological increments in brain natriuretic peptide in left ventricular systolic dysfunction.
	1997
	Irrelevant interventions

	Fenoterol but not dobutamine increases erythropoietin production in humans.
	1997
	Irrelevant interventions

	Functional magnesium deficiency in critically ill patients identified using a magnesium-loading test.
	1997
	Irrelevant interventions

	Contrasting effects of calcium channel blockade versus converting enzyme inhibition on proteinuria in African Americans with non-insulin-dependent  diabetes mellitus and nephropathy.
	1997
	Irrelevant interventions

	Low-sodium diet in pregnancy: effects on blood pressure and maternal nutritional status.
	1997
	Irrelevant interventions

	Blood pressure and metabolic responses to moderate sodium restriction in isradipine-treated hypertensive patients.
	1997
	Irrelevant interventions

	Potassium intake and cardiovascular reactivity in children with risk factors for essential hypertension.
	1997
	Irrelevant participants

	Hemodynamic and renal excretory effects of human brain natriuretic peptide infusion in patients with congestive heart failure. A double-blind,  placebo-controlled, randomized crossover trial.
	1996
	Irrelevant interventions

	Relationship to blood pressure of combinations of dietary macronutrients. Findings of the Multiple Risk Factor Intervention Trial (MRFIT).
	1996
	Irrelevant interventions

	Ambulatory blood pressure monitoring (ABPM) in the normal menstrual cycle and in women using oral contraceptives. Comparison with conventional blood pressure  measurement.
	1996
	Irrelevant interventions

	Improvement of insulin sensitivity by metformin treatment does not lower blood pressure of nonobese insulin-resistant hypertensive patients with normal glucose  tolerance.
	1996
	Irrelevant interventions

	Atrial natriuretic peptide and plasma renin levels in assessment of mineralocorticoid replacement in Addison's disease.
	1996
	Irrelevant interventions

	University of Wisconsin solution versus Stanford cardioplegic solution and the development of cardiac allograft vasculopathy.
	1995
	Irrelevant designs

	Effectiveness of enalapril versus nifedipine to antagonize blood pressure and the renal response to endothelin in humans.
	1995
	Irrelevant interventions

	The dihydropyridine calcium channel blocker BAY t 7207 attenuates the exercise induced increase in plasma ANF and cyclic GMP in patients with mildly impaired  left ventricular function.
	1995
	Irrelevant interventions

	Humoral and haemodynamic effects of idrapril calcium, the prototype of a new class of ACE-inhibitors, in essential hypertensive patients.
	1995
	Irrelevant interventions

	Comparison of serum calcium levels between junior high school children with high-normal and low-normal blood pressure. The child and adolescent blood  pressure program.
	1994
	Irrelevant designs

	Nutritional factors for stroke and major cardiovascular diseases: international epidemiological comparison of dietary prevention.
	1994
	Irrelevant designs

	Acute effects of intravenous ouabain in healthy volunteers.
	1994
	Irrelevant interventions

	Trial of antihypertensive intervention and management: greater efficacy with weight reduction than with a sodium-potassium intervention.
	1993
	Irrelevant interventions

	The effects of dietary lipid modification on blood pressure, cardiovascular reactivity and sympathetic activity in man.
	1993
	Irrelevant interventions

	Sodium-potassium pump activity in white blood cells from children with an increased risk of developing hypertension--The Odense Schoolchild Study.
	1993
	Irrelevant interventions

	Guar gum improves insulin sensitivity, blood lipids, blood pressure, and fibrinolysis in healthy men.
	1992
	Irrelevant interventions

	Treatment of intraoperative hypertension with enflurane, nicardipine, or human atrial natriuretic peptide: haemodynamic and renal effects.
	1992
	Irrelevant interventions

	Potassium supplementation reduces clinic and ambulatory blood pressure in elderly hypertensive patients.
	1992
	Irrelevant interventions

	Hormonal responses to exercise during moderate cold exposure in young vs. middle-age subjects.
	1992
	Irrelevant interventions

	Organ-specific effects of tiratricol: a thyroid hormone analog with hepatic, not pituitary, superagonist effects.
	1992
	Irrelevant interventions

	Alpha-adrenoceptor blockade in patients with mild to moderate hypertension: long-term renal effects of doxazosin.
	1992
	Irrelevant interventions

	Feasibility of a long-term low-sodium diet in mild hypertension.
	1992
	Irrelevant interventions

	Isradipine for the treatment of hypertension following coronary artery bypass graft surgery: a randomized trial versus sodium nitroprusside.
	1992
	Irrelevant interventions

	Renal function and cardiopulmonary bypass: effect of perfusion pressure.
	1992
	Irrelevant interventions

	Interaction between cyclosporine and felodipine in renal transplant recipients.
	1992
	Irrelevant interventions

	Baseline characteristics of participants in phase I of the Trials of Hypertension Prevention.
	1992
	Irrelevant interventions

	Effects of flurbiprofen on renal function in patients with moderate renal insufficiency.
	1992
	Irrelevant interventions

	Demographic, knowledge, physiological, and behavioral variables as predictors of compliance with dietary treatment goals in hypertension.
	1991
	Irrelevant interventions

	Sodium, potassium, body mass, alcohol and blood pressure in three United Kingdom centres (the INTERSALT study).
	1990
	Irrelevant designs

	Effect of diet and weight reduction in hypertension.
	1990
	Irrelevant designs

	Attributions for dietary failures: problems reported by participants in the Hypertension Prevention Trial.
	1990
	Irrelevant designs

	Estimation of protein intake: comparison of dietary assessment and urinary excretion.
	1990
	Irrelevant designs

	Effect of calcium and calcium blockers in hypertension.
	1990
	Irrelevant interventions

	A factorial study of fat and fibre changes and sodium restriction on blood pressure of human hypertensive subjects.
	1990
	Irrelevant interventions

	Natriuresis-pressure relationship in polycystic kidney disease.
	1990
	Irrelevant interventions

	Preliminary report of cardiac study: cross-sectional multicenter study on dietary factors of cardiovascular diseases. CARDIAC Study Group.
	1989
	Irrelevant designs

	Facilitation of natriuresis with nifedipine in normal humans.
	1988
	Irrelevant designs

	Effect of potassium supplementation combined with dietary sodium reduction on blood pressure in men taking antihypertensive medication.
	1988
	Irrelevant interventions

	Predictors of blood pressure change in a series of controlled dietary intervention studies.
	1987
	Irrelevant interventions

	Effect of dietary sodium restriction on taste responses to sodium chloride: a longitudinal study.
	1986
	Irrelevant interventions

	Is the renal kallikrein system relevant to sodium sensitivity in patients with essential hypertension.
	1985
	Irrelevant designs

	The efficacy of quantitative and qualitative chloride titrators in the estimation of human salt intake.
	1985
	Irrelevant designs

	Cognitive aspects of health surveys for public information and policy.
	1985
	Irrelevant designs

	Low-sodium, high-potassium diet: feasibility and acceptability in a normotensive population.
	1984
	Irrelevant designs

	Safety and effects of potassium- and magnesium-containing low sodium salt mixtures.
	1984
	Irrelevant designs

	Adrenergic activity and peripheral hemodynamics in relation to sodium sensitivity in patients with essential hypertension.
	1984
	Irrelevant interventions

	Double-blind randomised crossover trial of moderate sodium restriction in essential hypertension.
	1982
	Irrelevant interventions

	The influence of elevated levels of sodium in drinking water on elementary and high school students in Massachusetts.
	1981
	Irrelevant interventions

	The renin-aldosterone system and thiazide-induced depletion of total body potassium in essential hypertension.
	1978
	Irrelevant interventions

	Urine electrolyte response to 18-hydroxy-11-deoxycorticosterone in normal man.
	1977
	Irrelevant interventions





[bookmark: _Toc211461918]Table S3 Data collection
Following calibration, two reviewers independently extracted:
	Category
	Specific Items

	Study Characteristics
	• First author
• Year of publication
• Study design

	Demographic Information
	• Country
• Sample size
• Age
• Body mass index
• Proportion of females
• Blood pressure
• Proportion of antihypertensive treatments
• Concurrent medical conditions

	Description of Interventions and Comparators
	• The name
• Components
• Daily intake amounts

	Outcomes of Interest
	• Means or medians
• Measures of variability for continuous outcomes
• The number of participants analysed
• The number of participants who experienced an event for dichotomous outcomes





[bookmark: _Toc211461919]Text S2 Risk of bias assessments
Paired reviewers used the tool developed by the CLARITY Group at McMaster University to assess the risk of bias of included parallel-RCTs. Each following question was answered by definitely yes, probably yes, probably no, and definitely no.
1) Was the allocation sequence adequately generated?
a) Examples of low risk of bias:
i. Referring to a random number table
ii. Using a computer random number generator
iii. Coin tossing
iv. Shuffling cards or envelopes
v. Throwing dice
vi. Drawing of lots
vii. Minimization with or without a random element
b) Examples of high risk of bias:
i. Sequence generated by odd or even date of birth
ii. Sequence generated by some rule based on date (or day) of admission
iii. Sequence generated by some rule based on hospital or clinic record number
iv. Allocation by judgement of the clinician
v. Allocation by preference of the participant
vi. Allocation based on the results of a series laboratory test or series of tests
vii. Allocation by availability of the intervention
2) Was the allocation adequately concealed
a) Examples of low risk of bias allocation concealment techniques:
i. Central allocation (including telephone, web-based, and pharmacy-controlled, randomization)
b) Examples of possible low risk of bias:
i. Sequentially numbered drug containers of identical appearance
ii. Sequentially numbered, opaque, sealed envelopes
c) Examples of high risk of bias allocation concealment techniques:
i. Using an open random allocation schedule (e.g. a list of random numbers)
ii. Assignment envelopes were used without appropriate safeguards (e.g. if envelopes were unsealed or non-opaque or not sequentially numbered)
iii. Alternation or rotation
iv. Date of birth
v. Case record number
vi. Any other explicitly unconcealed procedure
3) Blinding: Was knowledge of the allocated interventions adequately prevented?
3.a. Were patients blinded?
3.b. Were healthcare providers blinded?
3.c. Were data collectors blinded?
3.d. Were outcome assessors blinded?
3.e. Were data analysts blinded?
a) Examples of low risk of bias:
i. No blinding but the review authors judge that the outcome and the outcome measurement are not likely influenced by lack of blinding
ii. Blinding of participants and key study personnel ensured, and unlikely that blinding could have been broken
iii. Either participants or some key study personnel were not blinded, but outcome assessment was blinded and the nonblinding of others unlikely to introduce bias
b) Examples of high risk of bias:
i. No blinding but the review authors judge that the outcome and the outcome measurement are not likely influenced by lack of blinding
ii. Blinding of participants and key study personnel ensured, and unlikely that blinding could have been broken
iii. Either participants or some key study personnel were not blinded, but outcome assessment was blinded and the nonblinding of others unlikely to introduce bias
4) Was loss to follow-up (missing outcome data) infrequent?
a) Examples of low risk of bias:
i. No missing outcome data 
ii. Reasons for missing outcome data unlikely to be related to outcome (for survival data, censoring unlikely to be introducing bias) 
iii. Missing outcome data balanced in numbers across intervention groups, with similar reasons for missing data across groups
iv. For dichotomous outcome data, the proportion of missing outcomes compared with observed event risk not enough to have an important impact on the intervention effect estimate
v. For continuous outcome data, plausible effect size (difference in means or standardized difference in means) among missing outcomes not enough to have an important impact on observed effect size
vi. Missing data have been imputed using appropriate methods
b) Examples of high risk of bias:
i. Reason for missing outcome data likely to be related to true outcome, with either imbalance in numbers or reasons for missing data across intervention groups
ii. For dichotomous outcome data, the proportion of missing outcomes compared with observed event risk enough to induce important bias in intervention effect estimate
iii. For continuous outcome data, plausible effect size (difference in means or standardized difference in means) among missing outcomes enough to induce clinically relevant bias in observed effect size
iv. "As-treated" analysis done with substantial departure of the intervention received from that assigned at randomization
v. Potentially inappropriate application of simple imputation
5) Are reports of the study free of selective outcome reporting?
a) Examples of low risk of bias:
i. The study protocol is available and all of the study"s pre-specified (primary and secondary) outcomes that are of interest in the review have been reported in the pre-specified way
ii. The study protocol is not available but it is clear that the published reports include all expected outcomes, including those that were pre-specified (convincing text of this nature may be uncommon)
b) Examples of high risk of bias:
i. Not all of the study"s pre-specified primary outcomes have been reported
ii. One or more primary outcomes is reported using measurements, analysis methods or subsets of the data (e.g. subscales) that were not pre-specified
iii. One or more reported primary outcomes were not pre-specified (unless clear justification for their reporting is provided, such as an unexpected adverse effect)
iv. One or more outcomes of interest in the review are reported incompletely so that they cannot be entered in a meta-analysis
v. The study report fails to include results for a key outcome that would be expected to have been reported for such a study
6) Was the study apparently free of other problems that could put it at a risk of bias?
a) Examples of low risk of bias:
i. The study appears to be free of other sources of bias
b) Examples of high risk of bias:
i. Had a potential source of bias related to the specific study design used
ii. Stopped early due to some data-dependent process (including a formal-stopping rule)
iii. Had extreme baseline imbalance
iv. Has been claimed to have been fraudulent
v. Had some other problem

For crossover trials, this study exclusively focused on the results of the first phase. We employed the same assessment strategy as used for parallel-RCTs.

We also assessed the risk of bias for cluster-RCTs according to the following domains (Higgins 2017):
1) Recruitment bias. Recruitment bias can occur when individuals are recruited to the trial after the clusters have been randomized, as the knowledge of whether each cluster is an "intervention" or "control" cluster could affect the types of participants recruited. Farrin et al. showed differential participant recruitment in a trial of low back pain randomized by primary care practice; a greater number of less severe participants were recruited to the "active management" practices (Farrin 2005). Puffer et al. reviewed 36 cluster-randomized trials, and found possible recruitment bias in 14 (39%) (Puffer 2003).
2) Baseline imbalance. Cluster-randomized trials often randomize all clusters at once, so lack of concealment of an allocation sequence should not usually be an issue. However, because small numbers of clusters are randomized, there is a possibility of chance baseline imbalance between the randomized groups, in terms of either the clusters or the individuals. Although not a form of bias as such, the risk of baseline differences can be reduced by using stratified or pair-matched randomization of clusters. Reporting of the baseline comparability of clusters, or statistical adjustment for baseline characteristics, can help reduce concern about the effects of baseline imbalance.
3) Loss of clusters. Occasionally complete clusters are lost from a trial, and have to be omitted from the analysis. Just as for missing outcome data in individually randomized trials, this may lead to bias. In addition, missing outcomes for individuals within clusters may also lead to a risk of bias in cluster-randomized trials.
4) Incorrect analysis. Many cluster-randomized trials are analysed by incorrect statistical methods, not taking the clustering into account. For example, Eldridge et al. reviewed 152 cluster-randomized trials in primary care of which 41% did not account for clustering in their analyses (Eldridge 2004). Such analyses create a "unit of analysis error" and produce over-precise results (the standard error of the estimated intervention effect is too small) and P values that are too small. They do not lead to biased estimates of effect. However, if they remain uncorrected, they will receive too much weight in a meta-analysis. Approximate methods of correcting trial results that do not allow for clustering are suggested in Section 16.3.6. Some of these can be implemented by review authors.
5) Comparability with individually randomized trials. In a meta-analysis including both cluster and individually randomized trials, or including cluster-randomized trials with different types of clusters, possible differences between the intervention effects being estimated need to be considered. For example, in a vaccine trial of infectious diseases, a vaccine applied to all individuals in a community would be expected to be more effective than if the vaccine was applied to only half of the people. Another example is provided by Hahn et al., who discussed a Cochrane review of hip protectors (Hahn 2005). The cluster trials showed large positive effect whereas individually randomized trials did not show any clear benefit. One possibility is that there was a "herd effect" in the cluster-randomized trials (which were often performed in nursing homes, where compliance with using the protectors may have been enhanced). In general, such "contamination" would lead to underestimates of effect. Thus, if an intervention effect is still demonstrated despite contamination in those trials that were not cluster-randomized, a confident conclusion about the presence of an effect can be drawn. However, the size of the effect is likely to be underestimated. Contamination and "herd effects" may be different for different types of cluster.
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[bookmark: _Toc211461920]Text S3 Processing of data
[bookmark: _Toc211461921]Details on the missing means and SDs imputation for each outcome
Methods for imputation of missing means and standard deviations are as below:
1) We used published means and standard deviations (SDs), where available.
2) When standard errors instead of SDs were presented, the former was converted to SDs according to Cochrane Handbook.

· This method was used to impute SDs for Geleijnse 1994 in 4 outcomes: Blood potassium, Blood sodium, Urinary potassium, and Urinary sodium.
3) If both were missing, we estimated SDs from confidence interval (CIs) according to the recommendations of the Cochrane Handbook.

4) If studies reported medians, the first quartiles, and the third quartiles, we used the sum of the three divided by 3 to impute the missing means (Luo 2018). The SDs were estimated according to Wan et.al..
· This method was used to impute means and SDs for Baek 2015 in 6 outcomes: DBP, SBP, Blood potassium, Blood sodium, Urinary potassium, and Urinary sodium;
· for Che 2022 in 4 outcomes: Blood potassium, Blood sodium, Urinary potassium, and Urinary sodium;
· for Hu 2018 in 2 outcomes: Urinary potassium and Urinary sodium;
· for CSSS 2007 in 2 outcomes: Urinary potassium and Urinary sodium;
· for Zhou 2013 in 2 outcomes: Urinary potassium and Urinary sodium.
5) If studies reported medians and interquartile ranges (IQRs), we used median to impute the missing means and calculated SDs by dividing IQRs by 1.35.
6) If none of these options are viable, we imputed the missing SDs using pooled SDs from other studies included in our NMA following the formula below:
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[bookmark: _Toc211461922]Details on the calculation of change data from baseline
In the analyses of mean change data, we used the following methods to calculate. When authors reported mean change from baseline, we used mean change from baseline and SDs. If author reported baseline, endpoint mean and SDs, we calculated mean difference by minus baseline mean from endpoint, and calculated SDs according to Cochrane handbook using following formula:
	Group
	Baseline
	Endpoint
	Change 

	Experimental intervention
(Sample size)
	Mean1 (B)
SD1 (B)
	Mean1 (F)
SD1 (F)
	Mean1 (C)
SD1 (C)

	Control intervention
(Sample size)
	Mean2 (B)
SD2 (B)
	Mean2 (F)
SD2 (F)
	Mean2 (C)
SD2 (C)


We used studies that contained baseline, endpoint, and change SDs to estimate a common correlation coefficient (r) between bassline and endpoint value.
And similarly for the control intervention for r2. We then calculated change SD using following formula:


References
Chapter 5: Collecting data | Cochrane Training. (2024). Retrieved 28 March 2024, from https://training.cochrane.org/handbook/current/chapter-05


[bookmark: _Toc211461923]Details on the calculation of anticipated absolute effects
We calculated anticipated absolute effects using following formula:
For ORs:

For RRs:
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[bookmark: _Toc211461924]Text S4 Priori hypotheses of network meta-regression analyses
We conducted network meta-regression analyses to explore the impact of:
· mean age (hypothesizing a larger relative effect in trials with older participants);
· proportion of females (hypothesizing a larger relative effect in trials with a lower female proportion);
· mean body mass index (BMI, hypothesizing a larger relative effect in trials with higher BMI);
· baseline SBP (hypothesizing a larger relative effect in trials with higher baseline SBP); and
· baseline DBP (hypothesizing a larger relative effect in trials with higher baseline DBP).
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[bookmark: _Toc211461925]Table S4 MID thresholds of each outcome
	Classification of outcomes
	Outcomes
	MID
	Source

	Critical important
	All-cause mortality
	5 per 1000*
	Johnston et al., 2019

	
	Cardiovascular mortality
	5 per 1000*
	Johnston et al., 2019

	
	Non-fatal cardiovascular events
	10 per 1000*
	Johnston et al., 2019

	Important
	SBP
	3 mmHg
	Ge et al., 2020

	
	DBP
	2 mmHg
	Ge et al., 2020

	
	Withdrawals due to AE
	20 per 1000
	Siemieniuk., 2020

	
	Acceptance
	50 per 1000
	Consensus

	
	AE related to intervention
	30 per 1000
	Consensus

	
	Withdrawals due to any reason
	30 per 1000
	Consensus

	
	Serum potassium
	0.14 mmol/L
	Calculated by baseline SD*0.3

	
	Serum sodium
	0.75 mmol/L
	Calculated by baseline SD*0.3

	
	Urinary potassium
	8.97 mmol/24h
	Calculated by baseline SD*0.3

	
	Urinary sodium
	15.31 mmol/24h
	Calculated by baseline SD*0.3


* Based on the Emerging Risk Factors Collaboration, which comprises 102 cohorts including 698 782 participants, with a median follow-up of 5 years.
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[bookmark: _Toc211461926]Text S5 Certainty of evidence assessments
[bookmark: _Toc211461927]GRADE approach
We applied the GRADE approach to assess the certainty of evidence for direct, indirect, and network comparisons using a non-contextualized approach. The certainty of evidence was categorized as high, moderate, low, or very low. Initially, for each direct comparison, the starting point for certainty was considered high. This initial assessment could be downgraded due to significant issues related to risk of bias, inconsistency (heterogeneity), indirectness, and publication bias. The domain of imprecision was solely considered for network estimates.
For indirect evidence, our focus was on the most dominant order loop, and we rated the certainty of indirect evidence based on the lowest certainty among the direct comparisons contributing to that dominant loop. Additionally, we considered the domain of intransitivity, which addresses differences in effect modifiers between the two contributing direct comparisons.
Regarding network evidence, we began with the certainty of evidence derived from the direct and/or indirect sources that dominated the comparison. Further considerations were made with respect to incoherence or imprecision. Our assessments followed the flowchart provided by Izcovich et al.
[image: ]
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[bookmark: _Toc211461928]Baseline risk
We derived our baseline risk estimates from a 2012 meta-analysis conducted by the Cholesterol Treatment Trialists' (CTT) Collaboration, which provided risk stratification based on quintiles of 5-year predicted cardiovascular event risk(five categories: <5%, ≥5% to <10%, ≥10% to <20%, ≥20% to <30%, ≥30%). This meta-analysis was selected due to its comprehensive reporting of critical outcomes across these risk strata.
For the intermediate risk group, we utilized data corresponding to the 5-year cardiovascular event risk range of ≥5% to <10%. This selection is aligned with the observed risks in our systematic review and is consistent with the definition of intermediate risk as per primary prevention guidelines.
In the case of the high-risk group, we referenced data from the ≥20% to <30% risk category, as it most closely approximates the 5-year coronary event rate observed in the CALIBER cohort, which comprises 102,023 stable coronary patients.
	Risk stratum
	5-year control group event risk (baseline risk estimate)

	
	All-cause mortality
	Cardiovascular mortality
	Non-fatal cardiovascular events

	Intermediate risk
	62 per 1000
	29 per 1000
	75 per 1000

	High risk
	143 per 1000
	92 per 1000
	250 per 1000
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Assessing the certainty of evidence for one comparison in a network meta-analysis
Only necessary if direct and indirect

This diagram explains the process of assessing a single comparison within a network meta-analysis. i e T
For a summary of the process for assessing certainty in a whole network, please see supplementary table 1
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Fig 1 | Assessing the certainty of evidence for one comparison in a network meta-analysis. RoB=risk of bias; Inc=inconsistency; Ind=indirectness;
Pub=publication bias




