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Annex 1 GRADE summary of findings tables

What is the effect of decreased sodium intake relative to higher intake in adults (≥16 years of age)? 

 Effect Number of participants Quality of the evidence  
Outcomes (95 % CI) (studies) (GRADE) Comments
    
Cardiovascular disease 1 RR: 1,12  46 483 ⊕⊝⊝⊝ Data from cohort studies begin with a GRADE of low.
(directly assessed; RR greater than 1 (0.93 to 1.34) (9 studies) very low Downgraded due to imprecision  because 95%CI
indicates increased risk with increased sodium intake)    crossed threshold of relevance of benefit or harm.
    
Cardiovascular disease 1  RR: 0.84 720 ⊕⊕⊕⊝ Data from randomized-controlled trials. Only two      
(directly assessed; RR less than 1 (0.57, 1.23) (2 studies) moderate studies.  Downgraded due to imprecision  because 
indicates decreased risk with decreased sodium intake)    95%CI crossed threshold of relevance of benefit or harm. 
    
Stroke RR: 1.24 72 878 ⊕⊝⊝⊝ Data from cohort studies begin with a GRADE of low.  
(directly assessed: RR greater than 1 indicates increase (1.08 to 1.43) (10 studies) very low Downgraded due to inconsistency.
risk with increased sodium intake)    

Coronary heart disease  RR: 1,04 37 343 ⊕⊝⊝⊝ Data from cohort studies begin with a GRADE of low.    
(directly assessed: RR greater than 1 indicates  (0.86 to 1.24) (6 studies) very low Downgraded due to imprecision  because 95%CI
increased risk with increased sodium intake)     crossed threshold of relevance of benefit or harm.

All cause mortality  RR: 1,06 21 515 ⊕⊝⊝⊝ Data from cohort studies begin with a GRADE of low.   
(directly assessed: RR greater than 1 indicates  (0.94 to 1.20) (7 studies) very low Downgraded due to inconsistency.
increased risk with increased sodium intake)     

Resting systolic blood pressure 2 MD 3.39 lower 3  6 736 ⊕⊕⊕⊕ Evidence suggests a dose response with greater 
(follow-up 1-36 months; units (4.31 to 2.46 lower) (36 studies) high benefit to blood pressure as sodium intake decreases
mmHg; better indicated by lower values)     

         

CI, Confidence interval; RR, Risk ratio; MD, Mean difference. 
GRADE Working Group grades of evidence:
High quality: We are very confident that the true effect lies close to that of the estimate of the effect.
Moderate quality: We have moderate confidence in the effect estimate. The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.
Low quality: Our confidence in the effect estimate is limited. The true effect may be substantially different from the estimate of the effect.
Very low quality: We have very little confidence in the effect estimate. The true effect is likely to be substantially different from the estimate of the effect.

1 Composite cardiovascular disease as reported by original study authors. This variable included some or all of the following: fatal and non-fatal stroke, coronary heart disease, myocardial infarction, and/or congestive 
cardiac failure, or episode of coronary revascularization, bypass grafting, and/or angioplasty.
2 Additional evidence from a meta-analysis of 36 randomized-controlled trials (RCTs) with 49 comparisons reporting resting diastolic blood pressure is supportive of a benefit of decreased sodium on blood pressure (MD 
1.54 mmHg lower (2.11 to 0.98 lower)) (quality of evidence high), and a meta-analysis of six RCTs with six comparisons reporting ambulatory systolic and diastolic blood pressure is supportive of a benefit of decreased 
sodium on blood pressure (systolic MD 5.51 mmHg lower (7.87 to 3.16 lower); diastolic MD 2.94 mmHg lower (4.36 to 1.51 lower) (quality of evidence high).
3 A MD described as ‘lower’ signifies a reduction in the outcome in the decreased sodium versus the higher sodium group.

For details on studies included in the reviews, see references (49, 50).
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What is the effect of decreased sodium intake relative to higher intake in adults (≥16 years of age)? 

 Effect Number of participants Quality of the evidence  
Outcomes (95 % CI) (studies) (GRADE) Comments
    
Total cholesterol 4 MD 0.02 higher 2 339 ⊕⊕⊕⊕ Not downgraded due to imprecision because 
95%CI(follow-up 1 - 2 months; units mmol/L; Better (0.03 lower to 0.07 higher) (11 studies) high did not cross threshold of relevance of benefit or harm.
indicated by lower values)    
    
Plasma noradrenaline 5  MD 8.23 higher 265 ⊕⊕⊕⊕ Not downgraded due to imprecision because      
(follow-up 1 - 2.5 months; units pg/mL;  (27.84 lower to 44.29 higher) (7 studies) high did not cross threshold of relevance of benefit or harm.e 
better indicated by lower values)    
    
Urinary protein excretion 6 MD 76.6 lower 189 ⊕⊕⊕⊕ Only one study with three comparisons included in  
(follow-up mean 1.5 months; units (154.2 lower to 0.97 higher) (1 study) high the meta-analysis to produce effect estimate
ng/mL filtrate; better indicated by lower values)    

Minor side effects 7  249 ⊕⊝⊝⊝ No quantitative data available
(better indicated by lower values)   (3 studies) very low 
    

CI, Confidence interval; RR, Risk ratio; MD, Mean difference. 
GRADE Working Group grades of evidence:
High quality: We are very confident that the true effect lies close to that of the estimate of the effect.
Moderate quality: We have moderate confidence in the effect estimate. The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.
Low quality: Our confidence in the effect estimate is limited. The true effect may be substantially different from the estimate of the effect.
Very low quality: We have very little confidence in the effect estimate. The true effect is likely to be substantially different from the estimate of the effect.

4 Consistent with no effect of reduced sodium intake on total cholesterol levels, four additional RCTs qualitatively reported no statistically significant difference between reduced sodium and control groups in total 
cholesterol levels. A meta-analysis of 9 RCTs with 11 comparisons reporting high-density lipoprotein (HDL) concentration was consistent with a slight decrease in HDL which did not indicate a decrease of biological 
importance (MD 0.01 mmol/L lower (0.03 lower to 0.00)) (quality of evidence moderate). A meta-analysis of six RCTs with eight comparisons reporting low-density lipoprotein (LDL) concentration was consistent with 
no effect of low sodium intake on LDL (MD 0.03 mmol/L higher (0.02 lower to 0.08 higher))(quality of evidence high). A meta-analysis of eight RCTs with 10 comparisons reporting total triglyceride concentration was 
consistent with no effect of low sodium on triglyceride concentration (MD 0.04 mmol/L lower (0.01 lower to 0.09 higher))(quality of evidence high).
5 A meta-analysis of four RCTS with four comparisons reporting plasma adrenaline is supportive of no effect of reduced sodium on catecholamine levels (MD 6.90 pg/mL higher (2.17 lower to 15.96 higher)) (quality of 
evidence high).
6 Consistent with a beneficial effect of reduced sodium on renal function, one study, which could not be combined in the meta-analysis due to the form of results, reported a reduction in urinary protein excretion with 
reduced sodium. Consistent with a beneficial effect of reduced sodium, one study with 169 low sodium and 169 control participants reported a significant reduction in urinary albumin levels with low sodium intake, 
one study with 46 low sodium and 46 control participants reported a non-significant decrease in urinary albumin with reduced sodium, and one study with 17 low sodium and 17 control participants reported no 
change. Consistent with a beneficial effect of reduced sodium, two studies reported reduced urinary albumin:creatinine ratio with low sodium intake.
7 Minor adverse effects such as headache, edema, dizziness and muscle aches were reported in three studies and there was no difference in reported minor adverse effects between low sodium and control groups.

For details on studies included in the reviews, see references (49, 50).
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What is the effect of a decrease in sodium intake to <2 g/day relative to an intake of ≥2 g/day in adults? 

        Effect               Number of participants         Quality of the evidence  
Outcomes (95 % CI) (studies) (GRADE) Comments
    
Cardiovascular disease 1    There were no studies with cardiovascular disease as an  
(directly assessed)    outcome which addressed this question.  
  
Stroke    There were no studies with cardiovascular disease as an  
(directly assessed)    outcome which addressed this question.  
  
Coronary heart disease    There were no studies with cardiovascular disease as an  
(directly assessed)    outcome which addressed this question.  
   
All cause mortality    There were no studies with cardiovascular disease as an  
(directly assessed)    outcome which addressed this question.  
   
Resting systolic blood pressure 2 MD 3.47 lower 3  820 ⊕⊕⊕⊕ 
1-36 months; units mmHg; better indicated by lower values) (6.18 to 0.76 lower) (2 studies) high 
    
Total cholesterol 4 MD 0.05 higher 1 560 ⊕⊕⊕⊕ Only one study with three comparisons included in   
(follow-up 1 - 2 months; units mmol/L;   (0.00 lower to 0.11 higher) (1 study) high the meta-analysis to produce effect estimate
Better indicated by lower values)    
    
Plasma noradrenaline MD 107 lower 24 ⊕⊕⊕⊕ Only one study with three comparisons included in  
(follow-up 1 - 2.5 months; units pg/mL; (437 lower to 223 higher) (1 study) high the meta-analysis to produce effect estimate
Better indicated by lower values)

Urinary protein excretion    There were no studies with cardiovascular disease as an   
    outcome which addressed this question.

Minor side effects     There were no studies with cardiovascular disease as an   
    outcome which addressed this question.  
 

CI, Confidence interval; RR, Risk ratio; MD, Mean difference. 
GRADE Working Group grades of evidence:
High quality: We are very confident that the true effect lies close to that of the estimate of the effect.
Moderate quality: We have moderate confidence in the effect estimate. The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.
Low quality: Our confidence in the effect estimate is limited. The true effect may be substantially different from the estimate of the effect.
Very low quality: We have very little confidence in the effect estimate. The true effect is likely to be substantially different from the estimate of the effect.

1 Composite cardiovascular disease as reported by original study authors. This variable included some or all of the following: fatal and non-fatal stroke, coronary heart disease, myocardial infarction, and/or congestive cardiac failure, 
or episode of coronary revascularization, bypass grafting, and/or angioplasty. 
2 Additional evidence from a meta-analysis of 36 randomized-controlled trials (RCTs) subgrouped by those studies in which the intervention group achieved an absolute intake of <2 g/day compared to those studies in which the 
intervention group achieved an absolute intake of ≥2 g/day was compatible with a greater reduction in blood pressure when intake was <2g/day (<2 g/day, MD = 3.39 lower (4.69 to 2.09 lower) vs ≥2/day intake, MD = 2.68 lower (3.66 
to 1.70 lower)). 
3 A MD described as ‘lower’ signifies a reduction in the outcome in the decreased sodium versus the higher sodium group.
4 Additional evidence from a meta-analysis of 12 RCTs with 17 total comparisons subgrouped by those studies in which the intervention group achieved an absolute intake of <2 g/day compared to those studies in which the inter-
vention group achieved an absolute intake of ≥2 g/day was compatible with no differential effect of varying sodium intake levels on total cholesterol (l <2 g/day, mean difference = 0.02 lower (0.03 lower to 0.08 higher) vs ≥2g/day 
intake, MD = 0.02 lower (0.08 lower to 0.03 higher)). A meta-analysis of results from one RCT with two comparisons is consistent with no differential effect of varying sodium intake levels on high-density lipoprotein (HDL) concentra-
tion (MD = 0.00 lower (0.02 lower to 0.01 higher) or low-density lipoprotein (LDL) concentration (MD = 0.04 higher (0.03 lower to 0.12 higher). 

For details on studies included in the reviews, see references (49, 50).
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What is the effect of decreased sodium intake relative to higher intake in children (2–15 years of age)? 

        Effect               Number of participants         Quality of the evidence  
Outcomes (95 % CI) (studies) (GRADE) Comments
    
Resting systolic blood pressure 1 MD 0.87 lower 2 1 245 ⊕⊕⊕⊝ 2 studies with 4 comparisons were not 
(assessed in children, follow-up 1-36 months;  (1.47 to 0.26 lower) (8 studies) moderate randomized. Downgraded due to high risk of bias.
units mmHg; better indicated by lower values) 
  
Resting systolic blood pressure 1 MD 3.39 lower 2 6 736 ⊕⊕⊕⊝ Downgraded due to indirectness
(assessed in adults, follow-up 1-36 months;  (4.31 to 2.46 lower) (36 studies) moderate 
units mmHg; better indicated by lower values) 
   
Total cholesterol    No studies assessed this outcome in children
(assessed in children)    
     
Total cholesterol 3 MD 0.02 higher 2 339 ⊕⊕⊕⊝ Downgraded due to indirectness
(assessed in adults; follow-up 1 - 2 months;  (0.03 lower to 0.07 higher) (11 studies) moderate 
units mmol/L; Better indicated by lower values) 
     
Plasma noradrenaline    No studies assessed this outcome in children
(assessed in children)     
   
Plasma noradrenaline 3 MD 8.23 higher 265 ⊕⊕⊕⊝ Downgraded due to indirectness
(assessed in adults; follow-up 1 - 2.5  (27.84 lower to 44.29 higher) (7 studies) moderate 
months; units pg/mL; better indicated by lower values)
    
Minor side effects    No studies assessed this outcome in children  
(assessed in children)   

Minor side effects 3  249  No quantitative results available
(assessed in adults)  (3 studies)  

CI, Confidence interval; RR, Risk ratio; MD, Mean difference. 
GRADE Working Group grades of evidence:
High quality: We are very confident that the true effect lies close to that of the estimate of the effect.
Moderate quality: We have moderate confidence in the effect estimate. The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.
Low quality: Our confidence in the effect estimate is limited. The true effect may be substantially different from the estimate of the effect.
Very low quality: We have very little confidence in the effect estimate. The true effect is likely to be substantially different from the estimate of the effect.

1 Additional evidence from a meta-analysis of 7 randomized controlled trials (RCTs) and non-randomized controlled trials with 11 comparisons measuring resting diastolic blood pressure was consistent with a benefit of reduced 
sodium on blood pressure (MD = 1.67 mmHg lower (3.22 to 0.13 lower))(quality of evidence low). One additional cohort study which could not be combined in meta-analysis was consistent with reduced diastolic blood pressure with 
reduced sodium intake in girls over time. 
2 A MD described as ‘lower’ signifies a reduction in the outcome in the decreased sodium versus the higher sodium group.
3 Results from data collected in adults used as proxy for children.

For details on studies included in the reviews, see reference (51).
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