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

Authors, yaar Population Imtereantion Outeames
Anker 2021 BGER patients with class Empaglifiozin Empagliflczion varsus placebo
I-I¥ heart failure and an {10 mg once daily) Patients with any advarse evant
EMPEROR-Presarded ajection fraction of mone ar placabo 2574 (B5.0) ws 2585 [BE.5)
than 4% in addition to usual therapy Patients with any serious adverse avent
1436 (47.9) vz 1543 (51.6)
with or without diabatas ampagliflozin Urinary tract infections
{n = 2956} T{9.9)ws 243 (B.1)
placebo Complicated winary tract infections
{n = 2985} 5T (1.9)ws 45 {1.5)
median of 26.2 months Genital infections
67 (2.2) vs 22 (0.T)
Complicated genital infections
E(03)vs B(03)
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Eupplementary

Empaglificzion versus placebo

infarmation fram Dizbetic
https, Seww . -ba.oa Ll
Jbawertungsvarahran 148/ 1485 s 13171471
Snutzenbewertung/ 810, Camplicated UTI
20y 1465 ve 2571471
Genital infections
AT/1485 ws 1471471
Camplicated genital infections
Non-diabetic
Lm
149/1531 v 11271518
Camplicated UTI
2871531 ve 2041518
Genital infections
3071531 v= 871518
Camplicated genital infections
Abrgham 2021 HF patiants with reduced Empaglifiozin 10 mg Empaglifiozin 10 mg vasus placebo
EF {HFrEF) placebo
EMPERIAL-Reducad {= 40%, n=312) Digbatics
EMPERIAL-Reducad for 12 weaks Complicated wnnary tract infections
EMPERIAL-Prasemved 21173 v 11175
ar preserved EF Genital infections
{= 40%, n=315) 2173w 11175
EMPERIAL-Prasemnved
Mon ciabetics
evaluating the affect an Camplicated wrinary tract infections
emarcise ability and 07138 wvs 1/136
patient repored Genital infections
autcomes 1/138ws 0138
in patiants with and
withouwt T2[
Bays 2014 Overseight and obese Canagliflozin 50, 100, Canagliflogin 50+ 100+300 varsus placebo
subjects (Docy mass index | ar 300 mg Urinary tract infactians
|BMI) = 27 and = 50 ar placebe once day 107098+ 7/03+8,/06 vs 6739
kd/m* Vukovaginal mycotic infections
12 weeks B/98+5,/03+14,/06 w5 1789
3ATE subjacts without Genital myeatic infaction - man
diabatas mellitus 012+ 01T+ 10 we 0714
Genital myeatic infaction - women
12788+ 10/ TE+10/B6 vs 3775
Chemey 2020 53 ecult patients Dapaglifiozin then placebo Dapagliflozin vs placeba
{agec 18-75 years, {n=2T) Urinary tract infaction
DAMOND mean 51+/-13) 1/53 ws 0/52

32% wamen

chranic kidney dizease,
without a diagnesis of
diabatas

24-h urinary protein =
500 mg and <= 3500 mg
aGFR) at least 25 mL/min

placebo then capaglifiozin
{n=26)

£ whks
Cross-aver

Genital infection
1/53 vs 0/52
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Herringtan 2023

EMPA-KIDMEY

OM2 6600 (46%)

Empagliflozin (M=3304)

PMacedo (M=330%)

Larious unnary tract infectian
5273304 (1.6%) 5473306 [1.6%)

Eanious ganital infection
173304 (= 0.1%) 173305 {= 0.1%)

Holangar 2017

abese or ovensaight
without typa 2 diabetes
patients {n = 335, aged
1E-65 years, BMI 30 to to
< 50 kg/m* or BMI = 27
to < 50 with hypertension
and, or dyslipidamia

Macebo {n = 82)
canagliflozin 300 mg

{n = &4}

phentammin 15 mg (n = B5)
canagliflozin+phenemin

{n =83}

arally ance caily

Canagliflozin vs phantamine s

canagliflozion+phentermin Genital myecatic

infections - Wamen

7784 va 0/85 vs 5783 vs 0732
Genital miycatie infactions - Men
0784 vz OyBS ws 0783 ve O/B2
Urinary tract infectiors

4784 ve 1/85 vs 2783 s 0782

Lundbast 2016

50 obase adults without
diabetes {aged 18-70

Dapagliflozin 10 mg onca
daily plus subcutaneous

Urinary tract infectiars
2725 vs 1724

{Digbatas Ob Metah) years; body mass index lang-acting eaanatide 2 mg Acuta pyelonephiitis
305 bgfm?) ance waekly 1725 ws 0/24
{n=25) Urinary tract infectian
placedo 0725 ws 1724
{n =24} Fungal urinary tract infection
1725 vs 0724
Genital infections 1725 vs 0,724
Veginal infection 1,25 v 024
MeMuray 2018 Patiants with Dapagliflozin Dapagliflezin (n = 2368) vs placebo
New York Heart N=-23T3 {n - 2368}
DAPA-HF Association class 1, 1, or Urinary tract infection
I heart failure and an Macedo 1172368 ve 17,2368
gjection fraction N=-23T1 Urasepsis
af 40% ar less AF2368 we 7/ 2368
No=d4T44 Diabates Pyelonaphritis acute
903 (41.8) 2vsl
D (41.8) Pyelocystitis
Tve
Pyelonaphritis
1wl
Cystitis
Owel
Ranal abscess
Ovsl

Urinary tract infection Staphylococcal
Owesl

Balaraposthitis

Ovel

Faumier

Owel
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Pagker 2020

EMPEROR reduced

3730 petents with class
I, L, or IV heart failure
ared an ajection fraction of
A or less

EMPEROR reduced
with and without DM2

Empagliflozin
{10 mg onca daily)
placebo

in addition to recommended
tharapy

Digbatas mellitus

927 (49.8) vs 020 {40.3)

Empagliflozin (n=1863) vs Placabo (n=1B63)
Urinary tract infactiors

917185383/ 1863

Compliceted wnnary tract infections
1971BG63

1571863

Genital infections
317186312/ 1863
Compliceted genital infections
/1883

5f1863 (0.3)

Supplementary
infarmation fram

Empaglifiozin vs placebo

Anker 500 et &l Dizbetics
Circulation 2021; Urinary tract infections
143:337-349 52/027 ve 49/026
Genital infections
1B/027 ve 4926
Yon diabetics
Urinary tract infection
35/936 ve 34,037
Genital infections
13/038 ve 87937
Reis 2022 A0 sdult non-disbetic HF Dapaghiflozin 10 mg Dapaghflozin 10 mg vs controls
patiants with a left V3 Urinany tract infectian
wentricular ejection HF macication 1/20ws 020
fraction {LVEF) < 50% 20+20
& months
Enlomon 2022 Y= 6238 Dapagliflezin 10 mg Dapagliflozin vs Placeba
8= 3150 [(504) {n = 3126} Urinary tract infection
DELIVER Presenved Ejection Macebo 3073126 ve 32/3127
Fraction Haart Failure {n=312T) Discontinuation due to urinary tract infection

11,3126 vs 6,/2127

—>
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Whealer 2021 4304 pericipants Dapaglifiozin 10 mg Any SAE of winary tract infection
ance daily O 2371453 ve 14,1450
OAPA-CKD urinary alloumin-to- N=2152 no Ch 268/606 vs 47600
creatining ratio of 200- Urinary fract infection
5000 mg/g placeno OM 1771453 vs 10,0450
N=2152 Mo DM 3/686 ws 3/690
aGFR) 25-T5 mLSmin Pyelanaphiitis scute
par 1-73m? Patients with DM DM 2,/1453 v 171450
dapagliflozin n = 1453 no DM 37686 v 0/899
placedo n = 1450 Cystitis
DM 1,/1453 vz 271450
Patients without DM Yo DM 0/686 w5 0/699
dapagliflozin n - 06 Escharichia urinary tract infaction
placedo n = G99 OM 171453 vs 071450
Mo DM 0/686 v 07600
Median fallow up 2-4 years Pyonephrosis
{I0& 2-0-2-7) DM 1,/1453 vz 01450

Mo DM 0/6086 w5 0/600
Urinary fract infection bactenial
DM 1,/1453 vs 01450

Mo DM 0/686 w5 0/600
Uragenital infection bacteral
DM 1,/1453 vs 0/1450

Mo DM 0/606 v 0/600
Pyelonaphritis

DM 0/1453 v 171450

Mo DM 1,686 v 1,699
Any SAE of genital infection
DM 3,/1453 vs 01450

Mo DM 0/686 w5 0799
Balaraposthitis

DM 1,/1453 vs 071450

Mo DM 0/686 v 0/899
Uragenital infection bacteral
DM 1,/1453 vs 0/1450

Yo DM O/89E ve 0/600
Wubval callulitis

DM 1,/1453 vs 0/1450

Mo DM 0/686 vs 0/699
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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 wete resolved by discussion. Risk of bias was not used
to exclude studies. We anticipated identifying too few studies to assess publication bias.

COMMENTS

Abraham - Slight differences between the two groups. Domain 1 slight concerns.

Anker - No concerns

Bays - No concerns

Cherney - No concerns

Herrington - No concerns

Hollander - Single blinded study. Domain 1 slight concerns. Small sample sizes.

Lundquist - No concerns

McMurray - No concerns

Packer - No concerns

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.

Salomon - No concerns

Wheeler - No concerns
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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-ill” analysis, adjusted odds ratios (red dots) and 95%
confidence intervals are presented in the plots.
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Supplementary Table 2.

SUMMARY OF FINDINGS

Effect of SGLT2 inhibitors or placebo on urogenital infections

Settings: outpatient
Intervention: SGLT2 inhibitors (SGLT2i)
Comparison: placebo

Patient or population: male or female patients with or without diabetes

Outcome: onset of urinary tract infections (UTI) or genital infections (GI)

Endpoint, Comparison, Condition lllustrative 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 0R1.33 7326 0000 Reasons for downgrading:
vs. placebo, non-diabetic subjects (47.78 071.21) (1.08 t0 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 OR3.11 7326 0000 Reasons for upgrading:
vs. placebo, non-diabetic subjects (10.04 to 26.80) (1.89t05.13) 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 0R 1.15 7317 0000 Reasons for downgrading:
vs. non-diabetic subjects treated (55.47 to 80.96) (0.94 10 1.41) O] Low - probable publication bias
with SGLT2i - Indirectness of evidence
(Surrogate endpoint)
Genital infections, diabetic 13.33 per 1000 18.05 per 1000 0R 1.36 7317 0000 Reasons for downgrading:
vs. non-diabetic subjects treated (14.26 t0 22.72) (1.07t0 1.72) O] Low - probable publication bias
with SGLT2i - Indirectness of evidence
(Surrogate endpoint)
Urinary tract infections, diabetic 45.89 per 1000 58.85 per 1000 0R 1.30 7312 0000 Reasons for downgrading:
vs. non-diabetic subjects taking placebo (477.64 10 72.29) (1.04 10 1.62) O] Moderate - Indirectness of evidence
(Surrogate endpoint)
Genital infections, diabetic 4.86 per 1000 549 per 1000 0R1.13 7312 0000 Reasons for downgrading:
vs. non-diabetic subjects taking placebo (2.09 to 14.35) (04310 2.98) @] Moderate - Indirectness of evidence
(Surrogate endpoint)

OR x ACR/[1-ACR + (OR x ACR)]

Cl: Confidence Interval; OR: Odds Ratio; ACR: Assumed Control Risk

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).
Itis calculated from the odds ratio using the formula:

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.
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