
https://doi.org/10.1177/17562872211053679 
https://doi.org/10.1177/17562872211053679

Ther Adv Urol

2021, Vol. 13: 1–13

DOI: 10.1177/ 
17562872211053679

© The Author(s), 2021.  
Article reuse guidelines:  
sagepub.com/journals-
permissions

Therapeutic Advances in Urology

journals.sagepub.com/home/tau 1

Advances in Urogynaecology Special Collection

Creative Commons Non Commercial CC BY-NC: This article is distributed under the terms of the Creative Commons Attribution-NonCommercial 4.0 License  
(https://creativecommons.org/licenses/by-nc/4.0/) which permits non-commercial use, reproduction and distribution of the work without further permission 
provided the original work is attributed as specified on the SAGE and Open Access pages (https://us.sagepub.com/en-us/nam/open-access-at-sage).

Introduction
Alpha-blockers have been used to treat lower uri-
nary tract symptoms (LUTS) in women. 
However, there is no sufficient verification regard-
ing the use of alpha blockers for the treatment of 

LUTS in women. In general, alpha blockers have 
been considered for the treatment of female void-
ing dysfunction (FVD). FVD is caused by acon-
tractile or underactive detrusor activity and 
bladder outlet obstruction (BOO). Clinically, 
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Abstract
Aims: The aim of this study was to evaluate the effects of alpha blockers in women with lower 
urinary tract symptoms.
Methods: We conducted systematic review and meta-analysis on published a priori protocols. 
We searched multiple data sources for published and unpublished randomized controlled 
trials in any language. Primary outcomes included urologic symptom scores, quality of life, 
and overall adverse events. We performed meta-analysis using RevMan 5.3 and rated the 
certainty of evidence using Grading of Recommendations, Assessment, Development, and 
Evaluation.
Results: Alpha blockers likely reduced urological symptom score (mean difference: −1.50, 
95% confidence interval: −2.91 to −0.09; moderate certainty of evidence). Alpha blockers may 
improve quality of life (standardized mean difference: −0.35, 95% confidence interval: −0.85 
to 0.15; low certainty of evidence) and have little to no difference in overall adverse events 
(risk ratio: 1.09, 95% confidence interval: 0.55 to 2.15; low certainty of evidence). Based on 
five studies comparing combination therapy with alpha blockers and anticholinergics to 
anticholinergic monotherapy, combination therapy likely results in little to no difference in 
urological symptom score (mean difference: −0.35, 95% confidence interval: −1.98 to 1.27; 
moderate certainty of evidence) and quality of life (mean difference: −0.11, 95% confidence 
interval: −0.48 to 0.27; moderate certainty of evidence). We are very uncertain about the effect 
of combination therapy on overall adverse events (risk ratio: 1.07, 95% confidence interval: 
0.40 to 2.84; very low certainty of evidence).
Conclusion: Alpha blocker monotherapy for the women with lower urinary tract symptoms 
regardless of the underlying cause likely has satisfactory efficacy compared with placebo. 
However, combination therapy with anticholinergics likely has no additional effect on urologic 
symptom score and quality of life compared with anticholinergic monotherapy.
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alpha blockers have been considered to treat 
functional BOO in women because alpha block-
ers reduce outlet resistance.1–3

The diagnosis of BOO is often challenging in 
women. Women with BOO present with frequent 
urination and urgency as well as voiding LUTS. 
Therefore, urodynamic study (UDS), imaging, 
and cystoscopy can help to find women with 
BOO. Women with a peak flow rate (Qmax) 
<15 ml/s combined with detrusor pressure at a 
peak flow rate (PdetQmax) >20 cmH2O in a 
UDS can be diagnosed with female BOO 
(FBOO).4 However, the lack of a standard defini-
tion of FBOO might contribute to decreasing the 
quality of clinical studies to evaluate the treat-
ment effect of alpha blockers on FBOO. 
Therefore, we performed a systematic review and 
meta-analysis to examine the effect of alpha 
blockers on LUTS in women.

Materials and methods
We performed this systematic review and meta-
analyses according to published protocol in 
PROSPERO (CRD42018098875).

We carried out a comprehensive search through 
multiple databases of EMBASE, MEDLINE, 
and the Cochrane Central Register of Controlled 
Trials in the Cochrane Library (CENTRAL), 
Latin American and Caribbean Health Sciences 
Literature (LALICS), SCOPUS, as well as tri-
als registry (www.clinicaltrials.gov/), WHO 
International Clinical Trials Registry Platform, 
other source of gray literature report (www.
greylit.org/), and conference proceedings 
(Supplement 1). We also searched references of 
identified studies for supplemental studies and 
contacted authors of identified studies for 
reports of any unpublished or published stud-
ies, including new, additional studies, or works 
in progress.

We initially performed the search on 8 May 2018 
and then performed the updated search on 26 
August 2021. Two review authors (S.J.K. and 
T.W.K.) independently screened all potentially 
related records and classified studies according to 
the criteria provided in the Cochrane Handbook 
for Systematic Review of Interventions.5 We 
included randomized controlled trials (RCTs), 
including pseudo-RCTs regardless of their lan-
guage of publication or publication status.

Types of participants
Women clinically diagnosed with LUTS were 
included in this review. We excluded trials of 
women with underlying distinct disorders such as 
urinary tract infection, cerebrovascular disease, 
myelopathy, spinal injury, or surgery-related uri-
nary disorders.

Types of intervention
We compared alpha blockers monotherapy or 
combination therapy with other treatment versus 
other treatment in LUTS such as placebo, behav-
ioral modifications, anticholinergics, β3-agonist, 
or cholinergics.

Types of outcomes measured
We set the primary outcomes of this review as 
urological symptom scores, quality of life (QoL), 
overall adverse events, and the secondary out-
comes as acute urinary retention, Qmax, and 
post-void residual (PVR). We considered out-
comes measured for 2 months or less (short term) 
and 12 months or longer (long term) separately. 
We considered clinically important differences for 
review outcomes to rate certainty of the evidence 
for imprecision in the ‘Summary of findings’ 
tables.

Assessment of risk of bias in included studies
The risk of bias of each included study was evalu-
ated by two review authors (S.J.K., T.W.K.) inde-
pendently. We settled all debates through discussion 
and agreements. We measured risk of bias using 
the Cochrane ‘Risk of bias’ assessment tool. We 
assessed risk of bias domains as ‘low risk’, ‘high 
risk’, or ‘unclear risk’ and evaluated individual bias 
items as explained in the Cochrane Handbook for 
Systematic Reviews of Interventions.5

Data collection and data extraction
All studies are independently evaluated by two 
review authors (S.J.K. and T.W.K.) using a data 
extraction format. A domain-based bias risk 
assessment was performed as described in the 
Cochrane Handbook for Systematic Reviews of 
Interventions.

Authors tried to get the number and sum of events 
in the population for dichotomous outcomes and 
mean with the standard deviation or data needed 
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to calculate this information for continuous 
outcomes.5

We summarized data using a random-effects 
model. We planned to statistically assess het-
erogeneity using the I2 statistic. I2 values of 
25%, 50%, and 75% were considered low, 
moderate, and high, respectively.6 The funnel 
plot asymmetry test is usually performed only 
if the meta-analysis contains at least 10 studies. 
However, the number of contained studies was 
consistently too small to conduct this type of 
analysis. We executed statistical analysis using 
Review Manager 5 software (The Cochrane 
Collaboration, Copenhagen, Denmark).

Secondary analysis
We planned to assess subgroup analyses with 
investigation of interactions based on participator 
age (under 65 years versus 65 years and older) and 
neurodynamic status (BOO versus detrusor 
underactivity). In addition, we planned to carry 
out sensitivity analyses to explore the influence of 
risk of bias on effect sizes.

Summary of findings table
We submitted the overall certainty of evidence 
(CoE) for each outcome according to Grading of 
Recommendations, Assessment, Development, 
and Evaluation (GRADE), which takes into 
account five criteria related not only to internal 
validity (study limitations, inconsistency, impre-
cision, publication bias) but also to external valid-
ity such as directness of results.7

Results

Search results
We identified 1519 records through electronic 
database searching, including two records from 
other sources [NCT00679315 (Lee 2018 proto-
col clinicaltrials.gov), Yamanishi 2003 (Yamanishi 
2004 abstract)]. We found no records in the gray 
literature repository, and reference lists of 
retrieved included trials and reviews. After remov-
ing the duplicates, we screened the titles and 
abstracts of 1133 records and excluded 1090. We 
screened 46 full-text articles and excluded 29 
articles (Supplement 2). We included 11 studies 
(14 records) that ultimately met the inclusion cri-
teria in the qualitative synthesis of this review. 
The flow of literature through this assessment 

process is shown in the Preferred Reporting Items 
for Systematic Reviews and Meta-Analyses 
(PRISMA) flowchart (Figure 1).

Included studies
Table 1 presents the baseline characteristics of 
the included studies with 1257 total randomized 
participants.8–21 The average age of the patients 
ranged from 32.9 to 62.8 years. Average baseline 
urological symptom scores measured by 
International Prostate Symptom Score (IPSS) 
ranged from 12.7 to 32.9. Average baseline Qmax 
ranged from 9.9 to 29.2 ml/s and average baseline 
PVR ranged from 14.4 to 24.0 ml. Most of the 
studies included women with LUTS of a total 
IPSS more than 8 or symptoms of overactive 
bladder for more than 3 months. Major exclusion 
criteria included LUTS from recent acute urinary 
retention, urinary tract infection, neurological 
disease, or previous pelvic surgery or radiation. 
We only found the studies with short-term fol-
low-up (up to 12 months).

Of 11 studies, 4 studies were published in Czech, 
Chinese, or Japanese. The remaining were pub-
lished in English. We tried to get in touch with 
the corresponding authors of the included trials 
to make additional information on study method-
ology and outcomes and received replies from 
four studies.8–10,20

We had three comparisons in this review, five 
studies of which compared alpha blockers mono-
therapy with placebo.8–10,12,14 Two studies com-
pared alpha blockers to anticholinergic.10,21 Six 
studies compared combination therapy with alpha 
blockers and anticholinergic agent to anticholin-
ergic monotherapy.8–10,13,20,21 Five studies admin-
istered tamsulosin (0.2–0.4 mg orally),10,13,17,19,21 
while the remaining six studies administered tera-
zosin (two studies: 1–10 mg orally after titra-
tion),15,16 naftopidil (two studies: 25 mg orally),8,9 
alfuzosin (one study: 10 mg orally),14 or doxozo-
sin (one study: 4 mg orally).20 Solifenacin (three 
studies: 5 mg orally/one study: dose not 
reported),8,13,20,21 tolterodine (two studies: 4 mg 
orally),9,19 or propiverine (one study: 30 mg 
orally)10 were used as anticholinergic monother-
apy or combination therapy with alpha blockers.

Six studies specified funding sources: four were 
supported by pharmaceutical companies14,16,17,21 
and two were funded by institution.17,19 Only two 
studies reported their conflicts of interest: one 
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study reported no conflicts of interests;13,19 the 
other reported having relationships with pharma-
ceutical companies.16

Effect of the intervention
Alpha blocker versus placebo. We contained four 
studies comparing alpha blocker versus placebo 
with short-term follow-up which randomized 456 
participants (alpha blockers: 231, placebo: 225) 
in the analysis (Table 1).14–17

Urologic symptom score: Based on four studies with 
407 participants in the analysis, alpha blocker 
likely reduces urological symptom score meas-
ured by IPSS [mean difference (MD): −1.50, 
95% confidence interval (CI): −2.91 to −0.09; 

I2 = 47%; moderate CoE].14–17 We downgraded 
the CoE for serious study limitations (−1).

Quality of life: Based on three studies with 274 
participants in the analysis, alpha blocker may 
improve QoL measured by IPSS-quality of life 
(IPSS-QoL) or American Urological Association 
Bother Score (standardized MD: −0.35, 95% CI: 
−0.85 to 0.15; I2 = 69%; low CoE).14–16 We 
downgraded the CoE for serious study limitations 
(−1) and serious inconsistency (−1).

Adverse event: Based on three studies with 374 
participants in the analysis, alpha blocker may 
have little to no difference in overall adverse 
events [risk ratio (RR): 1.09, 95% CI: 0.55 to 
2.15; 24 more adverse events per 1000 women 
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(95% CI: 119 fewer to 305 more; I2 = 69%; low 
CoE)].14,16,17 We downgraded the CoE for seri-
ous study limitations (−1) and serious inconsist-
ency (−1).

Acute urinary retention: We found no event for 
acute urinary retention in either study group.14–17 
We downgraded the CoE for serious study limita-
tions (−1) and very serious imprecision (−2).

Qmax: Based on four studies with 416 partici-
pants in the analysis, alpha blocker likely results 
in little to no difference in Qmax (MD: −0.33, 
95% CI: −1.68 to 1.01; I2 = 1%; moderate 
CoE).14–17 We downgraded the CoE for serious 
study limitations (−1).

PVR: Based on two studies with 254 participants 
in the analysis, alpha blocker likely results in little 
to no difference in PVR (MD: −3.59, 95% CI: 
−19.44 to 12.25; I2 = 31%; moderate CoE).14,16 
We downgraded the CoE for serious study limita-
tions (−1).

Alpha blocker versus anticholinergic. We included 
only one study comparing alpha blocker versus 
anticholinergic with short-term follow-up which 
randomized 43 participants (alpha blocker 21, 
anticholinergic 22) in the analysis.8 The study 
reported adverse event and acute urinary reten-
tion outcome (Table 3).

Adverse event: We are very uncertain about the 
effect of alpha blocker on overall adverse events 
[RR: 0.52, 95% CI: 0.05 to 5.36; 44 fewer adverse 
events per 1000 women (95% CI: 86 fewer to 396 
more; very low CoE)]. We downgraded the CoE 
for serious study limitations (−1) and very serious 
imprecision (−2).

Acute urinary retention: We found no event for 
acute urinary retention in either study group. We 
downgraded the CoE for serious study limitations 
(−1) and very serious imprecision (−2).

Combination therapy with alpha blocker and anti-
cholinergic versus anticholinergic. We included 
five studies comparing alpha blocker versus com-
bination therapy with short-term follow-up which 
randomized 380 participants (alpha blocker: 194, 
placebo: 186) in the analysis (Table 4).8,10,13,20,21

Urologic symptom score: Based on two studies with 
175 participants in the analysis, combination 
therapy likely results in little to no difference in 

urological symptom score measured by IPSS 
(MD: −0.35, 95% CI: −1.98 to 1.27; I2 = 0%; 
moderate CoE).13,21 We downgraded the CoE for 
serious study limitations (−1).

Quality of life: Based on two studies with 175 par-
ticipants in the analysis, combination therapy 
likely results in little to no difference in QoL 
measured by IPSS-QoL (MD: −0.11, 95% CI: 
−0.48 to 0.27; I2 = 0%; moderate CoE).13,21 We 
downgraded the CoE for serious study limitations 
(−1).

Adverse event: Based on three studies with 209 
participants in the analysis, we are very uncertain 
about the effect of combination therapy on overall 
adverse events [RR: 1.07, 95% CI: 0.40 to 2.84; 
5 more adverse events per 1000 women (95% CI: 
42 fewer to 128 more; I2 = 0%; very low 
CoE)].8,13,20 We downgraded the CoE for serious 
study limitations (−1) and very serious impreci-
sion (−2).

Acute urinary retention: We found no event for 
acute urinary retention in either study group.8,20 
We downgraded the CoE for serious study limita-
tions (−1) and very serious imprecision (−2).

Qmax: Based on three studies with 175 partici-
pants in the analysis, combination therapy likely 
results in clinically unimportant increase in Qmax 
(MD: 1.74, 95% CI: 0.31 to 3.18; I2 = 65%; 
moderate CoE).10,13,20 We downgraded the CoE 
for serious study limitations (−1).

PVR: Based on two studies with 147 participants 
in the analysis, combination therapy likely results 
in little to no difference in PVR (MD: −2.59, 
95% CI: −5.63 to 0.45; I2 = 0%; moderate 
CoE).13,20 We downgraded the CoE for serious 
study limitations (−1).

Risk of bias
Figure 2 shows a summary of the risk of bias 
assessment.

Only one study was rated as low risk of selection 
bias.14 We rated five studies as low risk of perfor-
mance bias and detection bias for subjective out-
comes such as urological symptom score and 
QoL.8–10,12,14 All studies were rated as low risk of 
detection bias for the remaining objective out-
comes. For incomplete outcome data, huge dis-
crepancies in rating risk of bias among the 
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included studies according to which outcome 
they reported. Given that half or more review out-
comes were not reported in the included studies, 
unclear risk of attrition bias was noted. While rat-
ing four studies as low risk of other bias,8,14,17,20 
we did not find any study with low risk of report-
ing bias.

Secondary analysis
We could not perform any secondary analyses 
because there were no relevant data or too few 
data in the included studies.

Summary of findings tables
We summarized the results in summary of find-
ings tables in accordance with GRADE method-
ology (Tables 2–4).

Discussion
In this systematic review, we found that the inclu-
sion criteria of most of the trials were based only 
on the patient’s symptoms measured by the IPSS 
or the Overactive Bladder Symptom Score 
(OABSS). Alpha blockers likely have small bene-
ficial effects on urologic symptom scores and QoL 
compared to the effects of placebo; however, both 
alpha blocker monotherapy and combination 
therapy with alpha blockers and anticholinergic 
agents likely have no additional effects on uro-
logic symptom scores and QoL above and beyond 
the effects of anticholinergic monotherapy. While 
alpha blocker may have little to no difference in 
adverse event rate compared with placebo, there 
was uncertainty in other comparisons. While a 
few studies reported data regarding Qmax and 
PVR after treatment, the effects of alpha blockers 
on these symptoms are likely trivial (clinically 
unimportant) in all comparisons. According to 
recent EAU guidelines, the use of alpha blockers 
such as tamsulosin in women with BOO and det-
rusor underactivity bladder showed with signifi-
cant improvement of symptom scores from 
baseline, but not urodynamic parameters, and 
evidence for their effectiveness is limited. For this 
reason, they recommended to offer uroselective 
alpha blocker following discussion of the poten-
tial benefits and adverse events.22

There were several limitations with regard to 
applicability to contemporary practice. Studies in 
the present meta-analysis included patients based 

on symptoms using IPSS or OABSS. Therefore, 
majority of the patients were not FBOO. Given 
the diverse clinical features of FBOO and over-
lapping symptoms of other voiding disorders such 
as OAB, the population in this review may be too 
heterogeneous to draw conclusions. According to 
the EPIC study, 8% of women in the general pop-
ulation experienced both storage and voiding 
LUTS.3 Moreover, OAB can be induced by FVD 
or BOO.23 Al-Zahrani and Gajewski24 reported 
that 27% of women with refractory OAB after 
antimuscarinic treatment showed FBOO in a 
UDS. However, only one included study used 
urodynamic investigation in addition to patient’s 
symptoms.8 In addition, there is a lack of consen-
sus about the standard definition of functional 
BOO in women. These difficulties in the diagno-
sis of FBOO might inhibit the identification of 
clear indications for using alpha blockers in 
women with FBOO.

Our study used the same rigorous methodology 
as a Cochrane Review, which includes the appli-
cation of the GRADE approach and its focus on 
patient-important outcomes such as symptom 
score, QoL, and adverse events. We consistently 
downgraded the certainty of the evidence. The 
most common reasons for downgrading were 
study limitations (issues surrounding allocation 
concealment, blinding of participants, personnel, 
and outcome assessors, and selective reporting). 
In addition, we frequently downgraded for impre-
cision due to wide CIs that crossed the assumed 
threshold of clinically important differences, usu-
ally in the setting of few events.5–7,25

Recently, Kim et al.26 conducted a meta-analysis 
of 13 studies, including 5 RCTs, and suggested 
the beneficial effect of alpha blocker treatment 
compared with the effect of placebo on LUTS. 
While these results are consistent with ours, we 
suggest that the effects of alpha blockers are 
likely small compared with the effect of placebo. 
In addition, we performed a more comprehen-
sive search in additional databases, including 
trial registries and other sources of gray litera-
ture reports, and found additional comparisons 
to elucidate the effects of alpha blockers alone or 
as part of a combination therapy compared with 
active treatment, namely, anticholinergic ther-
apy. Our study found that alpha blocker mono-
therapy and combination therapy with 
anticholinergic agents did not have any benefi-
cial effect compared with that of anticholinergic 
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Table 2. Alpha blocker versus placebo.

Outcomes No of 
participants 
(studies)
Follow-up

Certainty of the 
evidence
(GRADE)

Relative 
effect
(95% CI)

Anticipated absolute effects

Risk with placebo Risk difference 
with alpha

Urological symptom score
assessed with: IPSS 
(MCID: 3)
Scale from: 0 (best: not at 
all) to 35 (worst: almost 
always)
Follow-up: range 
4–14 weeks

407
(4 RCTs)

⨁⨁⨁◯
MODERATEa

– The mean 
urological 
symptom score 
ranged from 7.3 
to 18.7

MD 1.5 lower
(2.91 lower to 
0.09 lower)

Quality of life
assessed with: IPSS-QoL/ 
AUA bother score  
(MCID: 0.2)
Scale from: 0 (best: 
delighted)/Not defined 
to 6 (worst: terrible)/Not 
defined
Follow-up: range 
6–14 weeks

274
(3 RCTs)

⨁⨁◯◯
LOWa,b,c

– – SMD 0.35 lower
(0.85 lower to 
0.15 higher)

Adverse event (MCID: 0.25)
Follow-up: range 
4–14 weeks

374
(3 RCTs)

⨁⨁◯◯
LOWc,d,e

RR 1.09
(0.55–2.15)

265 per 1000 24 more per 1000
(119 fewer to 305 
more)

Acute urinary retention
Follow-up: range 
4–8 weeks

294
(2 RCTs)

⨁◯◯◯
VERY LOWd,f

Not 
estimableg

– –

Maximum urinary flow 
(MCID: 25% change of 
baseline)
Follow-up: range 
4–14 weeks

416
(4 RCTs)

⨁⨁⨁◯ 
MODERATEa

– The mean 
maximum urinary 
flow ranged 
from 16.46 to 
24.97 ml/s

MD 0.33 ml/s 
lower
(1.68 lower to 
1.01 higher)

Post void residual (MCID: 
30 ml)
Follow-up: range 
8–14 weeks

254
(2 RCTs)

⨁⨁⨁◯ 
MODERATEd

– The mean post 
void residual 
ranged from 
31.67 to 48.79 ml

MD 3.59 ml lower
(19.44 lower to 
12.25 higher)

CI, confidence interval; GRADE, Grading of Recommendations, Assessment, Development, and Evaluation; IPSS, 
International Prostate Symptom Score; MCID, minimal clinically important difference; MD, mean difference; QoL, quality  
of life; RCT, randomized controlled trial; RR, risk ratio; SMD, standardized mean difference.
aDowngraded by one level for study limitations: unclear or high risk of bias in one or more domains among studies.
bDowngraded by one level for inconsistency: substantial inconsistency.
cNot downgraded by imprecision inconsistency appears to be associated with imprecision.
dDowngraded by one level for study limitations: unclear risk of bias in one or more domains among studies.
eNot downgraded by inconsistency despite moderate heterogeneity: not clinically important.
fDowngraded by two levels for imprecision: very rare event and insufficient optimal information size.
gNo event in control group.

agent. However, it is difficult to conclude that 
combination therapy does not show treatment 
effect on FBOO due to the heterogeneous char-
acteristics of the patient. We believe that these 
results are more helpful for clinicians in real 
practice. Interestingly, Lee et al.14 evaluated the 
efficacy of alpha blockers for the treatment of 

FBOO using diagnostic criteria through UDS. 
They concluded that alpha blockers might not 
be more effective than placebo for treating 
FBOO and the presence or grade of BOO did 
not affect the results. This may be a clue to 
explain the effects of alpha blockers in women 
with LUTS.
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Table 4. Combination therapy versus anticholinergic agents.

Outcomes No of participants 
(studies)
Follow-up

Certainty of the 
evidence
(GRADE)

Relative effect
(95% CI)

Anticipated absolute effects

Risk with 
anticholinergics

Risk difference with 
combination

Urological symptom score
assessed with: IPSS (MCID: 3)
Scale from: 0 (best: not at all) 
to 35 (worst: almost always)
Follow-up: range 12–24 weeks

175
(2 RCTs)

⨁⨁⨁◯
MODERATEa

– The mean urological 
symptom score 
ranged from 5.7 to 
9.9

MD 0.35 lower
(1.98 lower to 1.27 
higher)

Quality of life
assessed with: IPSS-QoL 
(MCID: 0.5)
Scale from: 0 (best: delighted) 
to 6 (worst: terrible)
Follow-up: range 12–24 weeks

175
(2 RCTs)

⨁⨁⨁◯
MODERATEa

– The mean quality of 
life ranged from 1.3 
to 3.1

MD 0.11 lower
(0.48 lower to 0.27 
higher)

Adverse event (MCID: 0.25)
Follow-up: range 4–24 weeks

209
(3 RCTs)

⨁◯◯◯
VERY LOWa,b

RR 1.07
(0.40 to 2.84)

69 per 1000 5 more per 1000
(42 fewer to 128 more)

Acute urinary retention
Follow-up: mean 4 weeks

139
(2 RCTs)

⨁◯◯◯
VERY LOWa,c

Not estimabled – –

Maximum urinary flow (MCID: 
25% change of baseline)
Follow-up: range 4–24 weeks

175
(3 RCTs)

⨁⨁⨁◯
MODERATEa,e

– The mean maximum 
urinary flow ranged 
from 19.61 to 
29.20 ml/s

MD 1.74 ml/s higher
(0.31 higher to 3.18 
higher)

Post void residual (MCID: 
30 ml)
Follow-up: range 4–24 weeks

147
(2 RCTs)

⨁⨁⨁◯
MODERATEa

– The mean post void 
residual ranged 
from 16.11 to 
32.50 ml

MD 2.59 ml lower
(5.63 lower to 0.45 
higher)

CI, confidence interval; GRADE, Grading of Recommendations, Assessment, Development, and Evaluation; IPSS, International Prostate Symptom 
Score; MCID, minimal clinically important difference; MD, mean difference; QoL, quality of life; RCT, randomized controlled trial; RR, risk ratio.
aDowngraded by one level for study limitations: unclear or high risk of bias in one or more domains among studies.
bDowngraded by two levels for imprecision: wide confidence interval crosses assumed clinically important threshold.
cDowngraded by two levels for imprecision: very rare events and insufficient optimal information size.
dNo event in control group.
eNot downgrade by inconsistency despite moderate heterogeneity: not clinically important.

Table 3. Alpha blockers versus anticholinergic agents.

Outcomes No of participants 
(studies)
Follow-up

Certainty of the 
evidence
(GRADE)

Relative effect
(95% CI)

Anticipated absolute effects

Risk with 
anticholinergics

Risk difference 
with alpha

Adverse event (MCID: 0.25)
Follow-up: 4 weeks

43
(1 RCT)

⨁◯◯◯

VERY LOWa,b
RR 0.52
(0.05–5.36)

91 per 1000 44 fewer per 1000
(86 fewer to 396 
more)

Acute urinary retention
Follow-up: 4 weeks

43
(1 RCT)

⨁◯◯◯

VERY LOWa,c
Not estimabled – –

CI, confidence interval; GRADE, Grading of Recommendations, Assessment, Development, and Evaluation; MCID, minimal clinically important 
difference; RCT, randomized controlled trial; RR, risk ratio.
aDowngraded by one level for study limitations: unclear risk of selection and performance bias, and high risk of reporting bias.
bDowngraded by two levels for imprecision: wide confidence interval crosses assumed clinically important threshold.
cDowngraded by two levels for imprecision: very rare events and insufficient optimal information size.
dNo event in control group.
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Figure 2. Risk of bias summary.

Conclusion
Combination therapy with alpha blocker and 
anticholinergics likely has no additional effect on 

urologic symptom scores and QoL compared 
with anticholinergic monotherapy, while alpha 
blocker monotherapy likely has beneficial effects 
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compared with the effect of placebo after symp-
tom-based treatment in women. Future studies 
should be performed based on more specific diag-
nostic criteria focusing on FBOO in women, 
which was considered a scientific background of 
alpha blocker usage to elucidate the clinical effect 
of alpha blockers in women with LUTS.
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