
INTRODUCTION

Premature ejaculation (PE) is reported to effect a 
significant proportion of men with an estimated preva-

lence of 5% to 30% [1-3] and can have a significant neg-
ative impact on quality of life. In a community-based 
observation study, Rowland et al [4] reported that men 
with PE and their partners reported lower levels of 
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sexual functioning and satisfaction, and higher levels 
of personal distress and interpersonal difficulty. PE 
can foster feelings of inadequacy, disappointment and 
anxiety [5]. In addition to adverse impacts on sexual 
function and relationships, the consequences of PE can 
permeate to other domains and negatively affect over-
all quality of life [6].

There are a range of treatments that have been rec-
ommended as treatments for PE [7]. Selective serotonin 
re-uptake inhibitors (SSRIs), which is mainly used as 
a treatment for depression, have been prescribed off-
label to men experiencing PE. There have been several 
reviews already conducted examining the effectiveness 
of SSRI medication for the treatment of PE but none 
have been performed in a rigorous manner and are 
relatively outdated [8-10].

Therefore, we aimed to conduct a systematic review 
and meta-analysis in accordance with Cochrane guide-
lines to assess the effects of SSRIs in the treatment of 
PE in adult men.

MATERIALS AND METHODS

The full protocol of this review was published a prio-
ri in the Cochrane Database of Systematic Reviews [11].

We extensively searched a number of  databases 
including PUBMED Medline, Embase, Cochrane Cen-
tral Register of Controlled Trials (CENTRAL), Latin 
American and Caribbean Health Sciences Literature 
(LILACS), Cumulative Index of Nursing and Allied 
Health Literature (CINAHL) and World Health Orga-
nization (WHO) International Clinical Trials Registry 
Platform (ICTRP) up to May 2020. We also searched 
the grey literature and the abstracts of major urologi-
cal meetings.

We included studies of men aged ≥18 years with life-
long PE only (from first sexual experience). We exclud-
ed men with PE secondary to other known conditions 
such as prostatitis or PE as a medication side effect 
(acquired PE). We only included RCTs in which partici-
pants were allocated to receive either SSRI or placebo/
no treatment. We also included cross-over clinical tri-
als. We did not include agents classified as serotonin-
norepinephrine re-uptake inhibitors such as duloxetine.

The primary outcomes were:
·  Participant perception of change with treatment: 

assessed using the Clinical Global Impression of 
Change (CGIC) questionnaire, we recorded the num-

ber of participants describing the change as ‘better’ 
or ‘much better’ after treatment in a dichotomous 
manner.

·  Participant satisfaction with intercourse: we re-
corded the number of participants describing their 
satisfaction as ‘good’ or ‘very good’ before and after 
treatment (for satisfaction and control) using the 
CGIC.

· Study withdrawal due to adverse events.
The secondary outcomes were:
·  Perceived control over ejaculation: using the PEP 

questionnaire, the recorded the number of partici-
pants describing their satisfaction as ‘good’ or ‘very 
good’ before and after treatment (for satisfaction 
and control).

·  Participant distress about PE: we recorded the num-
ber of participants describing their distress as ‘a 
little bit’ or ‘not at all’ using the PEP questionnaire.

·  Relationship difficulties: we recorded the number of 
participants describing their difficulties as ‘a little 
bit’ or ‘not at all’ using the PEP questionnaire.

· Adverse events
· Intravaginal ejaculatory latency time (IELT)
· Depression
We expected the following characteristics to intro-

duce clinical heterogeneity, and carried out the follow-
ing subgroup analyses including investigation of inter-
actions.

·  Long-acting SSRIs (e.g., paroxetine, fluoxetine, ser-
traline, citalopram and fluvoxamine) versus short-
acting (on-demand type) SSRIs (e.g., dapoxetine). We 
compared the long- versus short-acting SSRIs.

·  Among the long-acting SSRIs, comparison of in-
dividual agents (e.g., paroxetine versus fluoxetine 
versus sertraline versus citalopram versus fluvox-
amine).

·  If applicable, different dose levels (e.g., dapoxetine 
30 mg versus 60 mg).

Statistical analysis
Statistical analysis was conducted in accordance with 

the Cochrane Handbook for Systematic Reviews. Ran-
dom effects models were used for all analyses.

RESULTS

Our search retrieved 1,218 references from which 31 
studies were included in this analysis after abstract 
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screening and full-text review [12-48] (Supplement Fig. 
1). We included 8,049 randomized participants (SSRI 
4,990, placebo 2,928, other drug 131). The included stud-
ies tested a range of SSRIs including fluoxetine, du-
loxetine, citalopram, sertraline, dapoxetine, paroxetine, 
escitalopram, and fluvoxamine. The characteristics of 
included studies can be found in Supplement Table 1. 
The risk of bias assessment is shown in Fig. 1.

The GRADE summary of findings is outlined in 
Table 1. A detailed description of the results of this 
review including the subgroup analyses is available in 
the original review [49].

1. Primary outcomes
SSRI treatment probably results in an improve-

ment in PE-related symptoms defined as a rating of 
‘better’ or ‘much better’ using the CGIC questionnaire 
compared to placebo (risk ratio [RR], 1.92; 95% confi-
dence interval [CI], 1.66–2.23; I2=24%; studies=6, partici-
pants=3,260; moderate certainty of evidence).

SSRI treatment probably improves satisfaction with 
intercourse defined as a rating of ‘good’ or ‘very good’ 
using the CGIC questionnaire compared to placebo 
(RR, 1.63; 95% CI, 1.42–1.87; I2=53%; studies=3, partici-
pants=4,273; moderate certainty of evidence).

However, SSRI treatment may result in an increase 
in the number of treatment cessations due to adverse 
events compared to placebo (RR, 3.80; 95% CI, 2.61–5.51; 
I2=0%; studies=20, participants=7,367; low certainty of 
evidence).

2. Secondary outcomes
SSRI treatment probably improves participants’ con-

trol over ejaculation defined as a rating of ‘good’ or ‘very 
good’ based on the PEP questionnaire compared to 
placebo (RR, 2.29; 95% CI, 1.72–3.05; I2=75%; studies=3, 
participants=4,273; moderate certainty of evidence).

Furthermore, SSRI treatment probably decreases 
PE-related distress defined as ‘a little bit’ or ‘not at all’ 
distressing based on the PEP questionnaire compared 
to placebo (RR, 1.54; 95% CI, 1.26–1.88; studies=1, par-
ticipants=652; moderate certainty of evidence).

Treatment with SSRIs may reduce relationship dif-
ficulties to only ‘a little bit’ or ‘not at all’ based on the 
PEP questionnaire compared to placebo (RR, 1.20; 95% 
CI, 1.07–1.34; studies=1, participants=652; low certainty 
of evidence).

Additionally, SSRI treatment may increase IELT 

compared to placebo (mean difference 3.09 minutes 
higher; 95% CI, 1.94 higher to 4.25 higher; I2=99%; stud-
ies=20, participants=5,872; low certainty of evidence).

SSRI treatment probably increases adverse events 
substantially compared to placebo (RR, 1.71; 95% CI, 
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1.48–1.99; I2=41%; studies=17, participants=4,624; moder-
ate certainty of evidence).

We are very uncertain whether SSRI treatment 
compared to placebo increases depression (RR, 2.00; 95% 
CI, 0.23–17.34; studies=1, participants=14; vert low cer-
tainty of evidence).

DISCUSSION

This comprehensive systematic review and meta-
analysis included 31 studies with 8,254 participants 
and found that compared to placebo, SSRI treatment 
for PE probably improves perception of change with 
treatment, satisfaction with intercourse, perceived 
control over ejaculation, participant distress about PE, 
relationship difficulties, and IELT. However, the ad-
ministration of SSRIs may increase study withdrawals 
due to adverse events and probably increases adverse 
events. These findings are consistent with other pub-
lished reviews on the topic [8,10,50].

We consistently downgraded the certainty of evi-
dence by one or two steps to moderate or low. Our 
confidence in the estimates of effect were primarily 
limited by study limitations and heterogeneity. Most 
studies were classified at unclear or high risk of bias 
for multiple domains and, therefore, the potential bias-
es in those studies introduced a degree of uncertainty 
in the calculated summary estimates.

CONCLUSIONS

Compared to placebo, the administration of SSRIs 
for PE may improve perception of change with treat-
ment and satisfaction with intercourse. SSRIs may also 
improve perceived control over ejaculation and reduce 
both distress about PE and relationship difficulties. 
These potential benefits need to be weighed up against 
the possible increase in adverse events with SSRIs.
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