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Supplementary Table 1. 
Data extracted from the included studies (PICO Tables).
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RISK OF BIAS

Supplementary Figure 1.
Risk of Bias (RoB) 2 assessment of risk of bias in randomised control trialspresented. 
The values at the right of the no-effect bar show higher odds of infection in diabetic patients.
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Tools to assess study quality were tailored to study design. The risk of bias in randomised control trials was assessed using the Risk of Bias (RoB)
2 assessment tool as prescribed by the Cochrane Methods 1,2. Data is shown in table S2 (Supplementary Table 2). Study quality was independ-
ently assessed by two reviewers (DH and HP) against pre-defined criteria. Disagreements were resolved by discussion. Risk of bias was not used
to exclude studies. We anticipated identifying too few studies to assess publication bias.

COMMENTS
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Reis - Not blinded. I am not sure the allocation sequence concealed until participants were enrolled and assigned to inter-
ventions also carers and people delivering the interventions were aware of participants' assigned intervention during the
trial.
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FUNNEL PLOTS

Supplementary Figure 2.
Publication bias assessment in pooled analyses including at least 4 trials. The effect size is presented as the logarithm of the odds
ratios. If missing studies (open orange circles) are imputed by the “trim-and-fill” analysis, adjusted odds ratios (red dots) and 95%
confidence intervals are presented in the plots.

UTI in non-diabetics; SGLTi vs Placebo Genital infections in non-diabetics; SGLTi vs Placebo

Genital infections – Diabetics vs Non Diabetics; patients on SGLTi UTI – Diabetics vs Non Diabetics; patients on SGLTi

UTI – Diabetics vs Non Diabetics; patients on Placebo
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SUMMARY OF FINDINGS

Supplementary Table 2.

Effect of SGLT2 inhibitors or placebo on urogenital infections

Patient or population: male or female patients with or without diabetes
Settings: outpatient
Intervention: SGLT2 inhibitors (SGLT2i)
Comparison: placebo
Outcome: onset of urinary tract infections (UTI) or genital infections (GI)

Endpoint, Comparison, Condition Illustrative comparative risks (95% CI) Relative effect No of Participants Quality of the evidence Comments
(95% CI) (studies or comparisons) (GRADE)

Assumed control risk Corresponding intervention risk
Comparison Intervention

Urinary tract infections, SGLT2i 44.41 per 1000 58.21 per 1000 OR 1.33 7326 ⊕⊝⊝⊝ Reasons for downgrading:
vs. placebo, non-diabetic subjects (47.78 to71.21) (1.08 to 1.65) (9) Very low - risk of bias

- probable publication bias
- Indirectness of evidence

(Surrogate endpoint)

Genital infections, SGLT2i 5.34 per 1000 16.42 per 1000 OR 3.11 7326 ⊕⊕⊕⊝ Reasons for upgrading:
vs. placebo, non-diabetic subjects (10.04 to 26.80) (1.89 to 5.13) (9) Moderate - large magnitude of effect 

Reasons for downgrading:
- risk of bias
- Indirectness of evidence 

(Surrogate endpoint)

Urinary tract infections, diabetic 58.81 per 1000 67.03 per 1000 OR 1.15 7317 ⊕⊕⊝⊝ Reasons for downgrading:
vs. non-diabetic subjects treated (55.47 to 80.96) (0.94 to 1.41) (4) Low - probable publication bias
with SGLT2i - Indirectness of evidence 

(Surrogate endpoint)

Genital infections, diabetic 13.33 per 1000 18.05 per 1000 OR 1.36 7317 ⊕⊕⊝⊝ Reasons for downgrading:
vs. non-diabetic subjects treated (14.26 to 22.72) (1.07 to 1.72) (4) Low - probable publication bias
with SGLT2i - Indirectness of evidence

(Surrogate endpoint)

Urinary tract infections, diabetic 45.89 per 1000 58.85 per 1000 OR 1.30 7312 ⊕⊕⊕⊝ Reasons for downgrading:
vs. non-diabetic subjects taking placebo (477.64 to 72.29) (1.04 to 1.62) (4) Moderate - Indirectness of evidence 

(Surrogate endpoint)

Genital infections, diabetic 4.86 per 1000 5.49 per 1000 OR 1.13 7312 ⊕⊕⊕⊝ Reasons for downgrading:
vs. non-diabetic subjects taking placebo (2.09 to 14.35) (0.43 to 2.98) (4) Moderate - Indirectness of evidence 

(Surrogate endpoint)

The corresponding intervention risk (and its 95% confidence interval) is based on the assumed control risk in the comparison group and the relative effect of the intervention (and its 95% CI). 
It is calculated from the odds ratio using the formula: 
OR x ACR/[1-ACR + (OR x ACR)]
CI: Confidence Interval; OR: Odds Ratio; ACR: Assumed Control Risk

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.


