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SYSTEMATIC REVIEW - SUPPLEMENTARY MATERIAL

SUPPLEMENTARY MATERIALS TABLE 1. REASONS FOR DISCARDING PAPERS AFTER FULL TEXT LECTURE

– a study dealing with patients with genitourinary syndrome (Archer 2018)
– evaluation of patients at enrollment (Brown 1999)
– a study dealing with postmenopausal patients with UTI (Brown 2001)
– a study dealing with patients with stress incontinence (Capobianco 2012)
– a study dealing with patients with stress incontinence (Capobianco 2014)
– meta-analysis (Cody 2009)
– comment about a paper (Easton 2001)
– a feasibility study without clinical data about urinary incontinence (Felsted 2019)
– a study of survivors from breast cancer (Ganz 2000)
– letter reporting about a series included in the review (Holroyd-Leduc 2005)
– a study not restricted to postmenopausal women (Ignacio Antonio 2022)
– a feasibility single-arm study (Mercier 2019)
– a study of self-efficacy as predictor to adherence to treatment (Messer 2007. 
– duplicate study published by other Authors (Moore 2009)
– a study dealing with patients with stress incontinence (Pereira 2012)
– a study dealing with patients with stress incontinence (Pereira 2013)
– a study dealing with genitourinary syndrome (Ribeiro 2018)
– a study dealing with patients with stress incontinence (Wang 2019)
– a single-arm study without controls (Yaksi 2013)
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ANTICHOLINERGICS
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SUPPLEMENTARY MATERIALS TABLE 3. SUMMARY OF FINDINGS

Effect of hormone treatment versus placebo or no treatment on post-menopausal incontinence
Patient or population: post-menopausal women
Settings: outpatient
Intervention: various hormone therapy protocols
Comparison: placebo or no treatment
Outcome: urinary incontinence
Comparison Illustrative comparative risks Relative effect No of Participants Quality of the evidence Comments
(condition) (95% CI) (95% CI) (studies or comparisons) (GRADE)

Assumed control risk Corresponding intervention risk
Comparison Intervention

Hormone treatment  735.88 per 1000 673.40 per 1000 OR 0.74 17132 ⊕⊝⊝⊝ Reasons for downgrading:
vs. placebo (629.57 to 717.15) (0.61 to 0.91) (7) Very low none

Reasons for downgrading:
- probable publication bias
- risk of bias
- inconsistency due to 
substantial heterogeneity

Systemic estrogen treatment 719.21 per 1000 666.43 per 1000 OR 0.78 10707 ⊕⊕⊕⊝ Reasons for upgrading:
vs. placebo (635.27 to 697.45) (0.68 to 0.90) (3) Moderate none

Reasons for downgrading:
- risk of bias

Combined systemic hormone treatment  763.50 per 1000 699.19 per 1000 OR 0.72 6425 ⊕⊕⊕⊝ Reasons for downgrading:
vs. placebo (612.68 to 773.86) (0.49 to 1.06) (4) Moderate none

Reasons for downgrading:
- risk of bias

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.
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SUPPLEMENTARY MATERIALS FIGURE 1. RISK OF BIAS (ROB) 2 ASSESSMENT

1. Sterne JAC, Savovic J, Page MJ, et al. RoB 2: a revised tool for assessing risk of bias in randomised trials. BMJ 2019; 366:l4898.

2. Lundh A, Gotzsche PC. Recommendations by Cochrane Review Groups for assessment of the risk of bias in studies. BMC Med Res Methodol
2008; 8:22.
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1. Cardozo 1993: randomization was held centrally and there was code; double blinded; 50 patients per arm were needed though recruitment
was 64 and 8 of them were lost during follow-up (> 10%).

2. Fantl 1996: randomization ok, double blinded, lost during follow-up < 10%.

3. Grady 2001: randomization ok, double blinded, although not all patients were followed-up to 3 years the majority of them had at least one
follow-up visit and they were counted in follow-up so it was rated as low risk.

4. Hendrix 2005: randomization ok, double blinded, not quite sure about the follow-up but most patients had at least one follow-up visit so rated
as low risk.

5. Rufford 2003: randomization ok, double blinded, none lost at follow up at 3 months.

6. Sherman 2003: randomized unclear, double blinded, follow-up not shown.

7. Steinauer 2005: randomization ok, double blinded, lost during follow-up < 10%.

8. Vestergaard 2003: partial randomization, no blinding, change of hormone type during trial; limited reporting on voiding disturbances; follow-
up < 10%.

9. Waetjen 2005: randomization ok, double blinded, 90% completed the study.

LOCAL ESTROGENS

1. Cardozo 2001: randomization not described in detail, double blinded, < 10% lost during follow-up.

2. Dessole 2004: randomization ok, blinding ok, > 10% lost at follow up (4/44 treatment, 7/44 control).

3. Lose 2000: randomization ok, no blinding, different number of participants in the two groups.

4. Melis 1997: randomization not described in detail, blinding not described, < 10% lost during follow-up.

5. Speroff 2003: randomization ok, blinding ok, lost at follow-up 12.4% and 9.8% in the treatment groups and 26.9% in the placebo.

6. Nelken 2011: randomization not described in detail, no blinding, loss to follow-up > 10% (oxybutinin group).
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ANTICHOLINERGICS

1. Chughtai, et al. 2016: randomization described, unblinded study, significant number of patients stopped treatment but due to side effects and
not lost during follow-up, therefore rated  as low risk.

2. Jiang et al 2016: randomization described, open label study, very large number of patients dropped out in both groups.

3. Martin, et al. 2018: randomization not described in detail: unblinded study, increased number of dropouts mentioned (63 enrolled, 24 com-
pleted the study).

4. Tseng et al. 2008: randomization described, unblinded study, all patients completed the study.

5. Tapp et al. 1990: randomization described (cross-over design), double blinded study, increased number of patients lost during follow-up
(> 10%).
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OTHERS

1. Markland 2019: randomization ok, double blinded study, high number of patients who did not complete bladder diary in both groups.

2. Oberg 2017: randomization described in detail in other study, double blinded study, lost during follow-up < 10% in both groups.

3. Bumbu 2016: mentions randomization but no details, no mentioning of patients lost during follow-up and blinding, therefore rated them as
moderate risk.

4. Manonai 2006: mentions randomization but no details, I think not blinded since not mentioned and also is a diet study, lost during follow-up
1 due to loss of contact but some more who discontinued Tx (marked it as low risk though).

5. Waetien 2004: randomization ok, double blinded, 21% lost from baseline to 3 years of final questionnaire completion.

6. Green 2006: randomization ok, double blinded, 7% lost during follow-up.
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REASONS

D2: in most studies patients, carers and people delivering the interventions were aware of the group assignment, but the study of Lin et al which
submitted controls to sham treatment.  In some studies assessors were blinded to treatment (Alves et al, Sran et al.) (scored as “some concerns”).

Alves et al:  no double blinding-only assessor, 12 missing patients (> 10%), otherwise well designed.

Borges Aguiar et al: no blinding, 14 patients lost during follow-up (> 10%) although ITT analysis was performed.

Diokno et al: single blinding (although not entirely clear in the text), 41 missing patients (> 10%).

Eftekhar et al: no information on randomization (only refer to it as a RCT), no blinding mentioned thus assumed it was an open trial.

Fuentes-Aparicio et al: no blinding thus marked as high-risk in the relevant domains.

Lin et al: single blinded (I understand patients were blinded since there was a sham procedure), adequately described randomization process.

It’s a rather confusing paper. It’s hard to see if all the results are reported.

Spruijt et al: no blinding is mentioned thus assumed that this is an open-label study, patients lost to follow-up 2 (< 10%) and randomization done
with blocks.

patients knew which group that they were being allocated to. A large number of patients rejected the trial because of this. I think this is a major
bias that affects the outcome.

Sran et al: single-blinded for researchers, 5 patients lost to follow-up (> 10%).

Wu et al: patients lost during follow-up but < 10%, single blinded for researchers, randomization adequately described.
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SUPPLEMENTARY MATERIALS FIGURE 2 – FUNNEL PLOTS FOR PUBLICATION BIAS ANALYSIS
A) success of systemic hormone treatment of urinary postmenopausal incontinence 
B) success of systemic estrogens alone


