International Urology and Nephrology (2018) 50:1939-1948
https://doi.org/10.1007/511255-018-1984-9

UROLOGY - REVIEW _

@ CrossMark

Pharmacotherapy of premature ejaculation: a systematic review
and network meta-analysis

Zhongyu Jian' - Xin Wei' - Donghui Ye! - Hong Li" - Kunjie Wang"

Received: 9 July 2018/ Accepted: 14 September 2018 / Published online: 17 September 2018
@ Springer Nature BV. 2018

Abstract

Purpose The purpose of the study was to conduct a systematic evaluation of the different general prescribed drugs for pre-
mature ejaculation (PE).

Methads A systematic literature search of MEDLINE, Cochrane Central Register of Controlled Trials, and Web of Science
for Systematic Reviews was performed on 1 March 2018, Intravaginal ejaculation latency time (IELT) was the main outcome.
Analysis was performed under multivariate random-effects network model and efficacies of drugs were ranked with surface
under the cumulative ranking (SUCRA) probabilities.

Results A total of 48 studies were reviewed and 40 of them were further enrolled into network meta-analysis. The majority
of RCTs were of unclear methodological quality. Pooled evidence suggested that topical anaesthetic creams (TAs), trama-
dol, selective serotonin reuptake inhibitors (SSRIs), and phosphodiesterase type 5 inhubitors (PDES5is) are more effective
at prolonging IELT comparing with placebo. TAs (90%) on demand (OD) and PDESis plus SSRI (89.8%) had the highest
SUCRA, which meant the most probable to be the mast effective intervention.

Conclusions We recommend the initial use of dapoxetine 30 mg OD for PE because it has been tested in largest and better
designed clinical trials rather than it is more effective than the other drugs studied. TAs and tramadol 50 mg OD can be used
as 4 viable alternative to oral treatment with SSRIs. PDESis combined with SSRIs are more effective than SSRIs monotherapy
but are also associated with more side effects, PDESis OD can be recommended to PE patients with ED.
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Introduction

Premature ejaculation (PE) is a common male sexual dys-
function with a reported prevalence ranging from 20 to 30%
based on the relatively low number of men wha present
for treatment of PE [1]. Though the prevalence is high, the
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definition of PE has changed several times over the past few
years [2, 3] which has compromised research on PE treat-
ments. PE has a negative impact on sexual dysfunction, such
as low satisfaction with sexual intercourse, difficulty relax-
ing during intercourse, and less frequent intercourse [4, 3].
Besides, PE can have a detrimental effect on the relationship
with the partners and may cause problems on psychological
consequences, including mental distress, anxiety, embarrass-
ment and depression [3, 6].

Available treatments of PE are varied and may include
sexual education, behavioural and pharmacological inter-
ventions [7]. The European Association of Urology 2017
Guidelines on male sexual dysfunction recommend that
using pharmacotherapy as first-line treatment of lifelong PE
(Level of evidence: 1a). The most common pharmacological
strategies for PE management include short-acting selective
serotonin reuptake inhibitors (SSR1s) dapoxetine on demand
(OD) (the only approved pharmacological treatment for PE)
or other off-label treatments, such as long-acting $SRIs,
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topical anesthetics {TAs), phosphodiesterase type 5 inhibi-
tors (PEDS5is) and tramadol. Several traditional pair-wise
meta-analyses [8-10] reported that pharmacological treat-
ments were effective comparing with placebo, but lacking
evidence on which is better. It is difficult for traditional meta-
analyses to explain such topic comprehensively because it
can only synthesis evidence from the head-to-head trial. The
network meta-analysis [11] is a newly introduced method
in which it can make indirect comparison using a common
comparator when a head-to-head trial is not available. It also
can combine direct and indirect comparisons to simultane-
ously compare several freatments with preservation of ran-
domisation in individual trials.

Intravaginal ejaculation latency time (IELT) represents
the most ohjective criterion for assessing PE improvement
according to the latest definition (IELT < | min), and is a
primary endpoint commonly used in PE studies. Therefore,
we conduct a systematic review and present a network meta-
analysis of treatment effectiveness based on the IELT. The
aim of our study is to explore which pharmacologic treat-
ment for PE is better in improving IELT by summarizing
evidences from Randomized Controlled Trials (RCTs).

Methods

This review was undertaken in accordance with the general
principles recommended in the Preferred Reporting Items
for Systematic Reviews and Meta-Analyses (PRISMA)
guidelines [12].

Search strategy

A systematic literature search of MEDLINE, Cochrane
Central Register of Controlled Trials, and Web of Science
according to PRISMA guidelines, was conducted to identify
relevant studies. The timeframe spanned from the startup
(frormn 1966, 1997 and 1900, respectively) of these databases
to 1 April 2018. The search was restricted to the English
language and human participants. The search strategy was
developed from the Population, Intervention, Comparison,
Outcome and Study design (PICOS) study framework, The
search strategy used in Medline was the MeSH terms and
text words, was ({((({" Therapeutics/pharmacology”[Mesh])
OR (therapeutics OR therapy OR treatment)) OR (phar-
macology OR pharmacological))) AND (“Premature
Ejaculation”[Mesh] OR Premature Ejaculation))) AND
{{{random* OR randomized) OR {(Randomized Controlled
Trial [Publication Type]) OR “Randomized Controlled Tri-
als as Topic”{Mesh]}))). The literature search was performed
by two independent reviewers, Disagreements were resolved
by consensus or consultation with a third reviewer.
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Eligible criteria

Studies met all of the criteria listed below were included in
our review, The PICOS evidence base consisted of the fol-
lowing: (1) Participants: patients > 18 year of age suffering
from PE. (2) Interventions: pharmacologic treatment. (3)
Comparisons: comparison among different drug treatments
and piacebo. (4) Outcomes: IELT. (5) Study design: pro-
spective RCT. Besides, the mean with their standard devia-
tion (SD) could be extracted (or information to calculate
them), Exclusion criteria were the following: (1} full arti-
cles not in English; (2) article not reporting on any phar-
macologic treatment as follows: SSRIs, Tramadol, TAs,
PDES5i and their combination; (3) review, meta-analysis,
meeting abstracts, comments, editorials, letters, congress
reports and case reports; (4) duplicated or updated data;

Data extraction and quality assessment

The data were extracted by two independent reviewers, A
third reviewer resolved any disagreement. The following
information was extracted from each eligible article: sum-
mary estimates per group (mean, changes in means) with
measures of variability [SD, 95% confidence interval (CI)]
were extracted for continuous data if available. The pri-
mary outcome was the IELT, and the second outcome was
the adverse effects reported in each study. When a SD was
not provided, it was calculated with the P value or imputed
from other trials included the meta-analysis using the for-

. ¥ {n,~1)SD}
mula: 5D Son [13].

The quality assessments of eligible studies were eval-
vated using the Cochrane Risk of Bias Tool. The items
included random sequence generation, allocation conceal-
ment, blinding of participants and personnel, blinding of
outcome assessment, incomplete outcome data, selective
reporting, and other potential sources of bias. The judg-
ments for each entry involved were divided into three
grades: “high”, “unclear” and "low”. The quality assess-
ment was performed by two independent reviewers, and
disagreements were resolved by consensus.

pooled =

Statistical analyses

Regimens to be included for network meta-analysis should
have been investigated at least in two trials to get pooled
outcome. IELT was gauged by a standard multivariate
randeme-effects network model [14]; the mean differences
(MD) with 95% ClIs of each intervention compared with
control or any two interventions compared with each
other were worked out. If the 95% CI was above or under
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than zero, then the difference was statistically significant
(P<0.05).

We used the surface under the cumulative ranking curves
(SUCRA) probabilities to assess the efficacy of different
drugs, which was a common and popular method used in
network-meta analysis [11]. SUCRA expresses a percentage
of the efficacy of every intervention compared to an imagi-
nary intervention that is always the best without uncertainty.
A SUCRA value of 100% is assigned to the best treatment
and 0% for the worst treatment,

Network of the included comparisons was shown through
network graph. A comparison-adjusted funnel plot was used
to assess the presence of small-study effect and publication
bias. Inconsistency was tested by Higgins and Dias model,
and P >0.05 indicated a low risk of inconsistency in network
meta-analysis. Sensitivity analyses were performed through
only enrolling studies restricting to IELT <2 min, studies
excluding vibratory stimulation method and studies exclud-
ing patients with erectile dysfunction (ED).

All the analyses were performed with Stata 14 (Stata
Corp, College Station, TX, USA) and Review Manager 5.3.
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Results

The fowchart of study identification and inclusion pro-
cess is shown in Fig. 1. Forty-eight studies were included
in review and quality assessment [15-62]. Eight studies
(15, 17, 24, 32, 38, 51, 58, 59] were excluded from meta-
analysis because of no suitable comparator, regimen only
reported once or could not extract the mean and sd of
IELT. Finally, 40 studies investigating 14 interventions
were included for further network meta-analysis as fol-
lows: TAs OD; tramadol (25 mg, 50 mg and 100 mg OD);
fast-acting SSRI (dapoxetine 30 mg and 60 mg OD); long-
acting SSRIs (sertraline 50 mg daily, fluoxetine 20 mg
daily, paroxetine 20 mg daily and paroxetine 20 mg OD);
PDES3is (sildenafil 50 mg OD, vardenafil 10 mg OD, tada-
laftl 20 mg OD) and combination of SSRIs and PDE5is
OD. The detaiied information for each article was showed
in Supplementary Table S1. The pooled risk of bias assess-
ment for the 48 studies is shown in Fig, 2, Supplementary
Fig. 81 showed the complete risk of bias assessment for
each study. In general, the quality of the reporting method-
ology was relative low, resulting in uncertainty regarding
the risk of bias for the majority of the RCTs.

Network graph is shown in Fig. 3. Nodes were propot-
tional to the number of patients, and edges were weighted
according to the number of studies included in the com-
parisons, Figure 4 shows all the comparisons analysed
within the network and the results of SUCRA. Pooling of
MD for IELT for individual reginens compared to placebo
in the network meta-analysis showed statistically signifi-
cant advantages for all 14 regimens. The graph of SUCRA
rank was showed in Supplementary Fig. $2. Supplemen-
tary Table S2 showed the details of side effects of each
included study. We did not pool these data into network
meta-analysis, because the side effects of each category
of drugs were not exactly the same due to the different
pharmacological actions.
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Fig. 3 Network graph of com-
parison included in the analysis.
Nodes are proportional to the
number of paticnts, and cdges
arc weighted according to the
nomber of studies included in
the comparisons
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Fig.4 Forest plot of diiferent regimens in prolonging IELT compared to placebe for PE, and the SUCRA ol each regimen included in network

meta-analysis

TAs

TAs represented the historical off-label treatment for
PE. A total of seven studics were included in network
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meta-analysis. Eutectic mixture of local anaesthetic (EMLA,;
AstraZeneca) cream containing lidocaine and prilocaine
was tested in two studies [26, 27]. Three RCTs [34, 42, 43]
prescribed topical eutectic-like mixture for PE (TEMPE;
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Plethora Solutions) spray containing lidocaine and prile-
caine. One RCT prescribed a lidocaine gel [53] and one
reported a lidocaine spray {59]. Overall, TAs OD ranked
the 1st for SUCRA {90%) which meant the most probable to
be the best intervention at improving IELT, When compar-
ing with placebo, TAs showed a significant advantage for
prolonging IELT (MD 3.46; 95% CI 2.44—4.48). Treatment-
related adverse events with TAs mainly included penile and
vaginal numbness, possibly resuiting in loss of erection and
anorgasmia in female partners. All these adverse etfects were
reported as being tolerable (Supplementary Table S$2).

Tramadol

Tramadol was a centrally acting analgesic prescribed off-
label for the treatment of PE, which was mainly used to
treat moderate to moderately severe pain being an opioid
pain medication. Nine studies [31, 36, 45, 48, 49, 53, 54,
57, 62] with three regimens (25 mg, 50 mg and 100 mg
OD) were included in our meta-analysis. All three regimens
showed significant benefit comparing with placebo. Trama-
dol 100 mg OD had a higher SUCRA (57.2%), followed by
30 mg OD (49.1%) and 25 mg OD (41.5%) (Fig. 4). Somno-
lence and pruritus were the most common side effects, which
occurred 100% in Eassa et al. study [51]. Other common side
effects included nausea, vomiting, headache and dizziness.
The incidence rates of these side effects increased with the
increment of dosage (Supplementary Tahle §2),

Long-acting SSRls

SSRIs were a class of compounds typically usad as antide-
pressants and were prescribed as an effective treatment for
patients with PE whether or not these patients suffer from
depression. ‘There were 18 [15-25, 30, 33, 45, 55, 56, 38, 60]
published studies testing long-acting SSRTs daily use with
8 regimens were included in this review. Among these regi-
mens, paroxetine 10 mg daily [58], fluoxetine 40 mg daily
[17], sertraline 100 mg daily [17], fluvoxamine 100 mg daily
[18] and citalopram 20 mg daily [24] were excluded from
meta-analysis because that these regimens were reported
only once.

Seven studies (22, 32, 353, 38, 53, 61, 62] with four regi-
mens explored the efficacy of long-acting SSRIs OD use.
For the same reason, fluoxetine 20 mg OD [32)], fluoxetine
90 mg once weekly [35] and citalopram 20 mg OD [38] were
not enrolled into meta-analysis. In summary, four regimens
were finally included in further analysis (paroxetine 20 mg,
Auoxetine 20 mg, sertraline 50 mg daily and paroxetine
20 mg OD).

Although all the four regimens showed significant advan-
tages comparing with placebo, the efficacy of paroxetine
20 mg daily (67.5%) and fluoxetine 20 mg daily (65.8%)

were obviously better than sertraline 50 mg daily (34%)
and paroxetine 20 mg OD (26.4%) according to the rank
of SUCRA (Fig. 4). SSRIs treatment-related side effects
included fatigue, yawning, nausea and sleep disturbance. In
addition, what need to be noted was that sudden interruption
may cause SSRI withdrawal syndrome, including nausea,
dizziness, headache, drowsiness and so on (Supplementary
Table §2).

Short-acting SSRI

Dapoxetine hydrochloride was currently the only SSRI
approved for OD treatment for PE because of its rapid
absorption and short initial half-life. Two regimens (30 mg
and 60 mg OD) tested in six studies {29, 40, 43, 50, 52, 61]
were included in meta-analysis. Pooled evidence suggested
that dapoxetine 30 mg OD and 60 mg OD both resulted in a
significant increase in IELT when compared to placebo (MD
1.44; 95% CI 0.28-2.60 and MD 1.78; 95% CI 0.56-3.00,
respectively). The SUCRA of 60 mg dosage (35.8%) was
higher than 30 mg dosage {24.2%), which meat dapoxetine
60 mg O had a higher probability to be a better inter-
vention than 30 mg OD though it was not a big difference
(Fig. 4). Similar to the long-acting SSRIs, the most commacn
adverse events with dapoxetine were Nausea, headache, and
dizziness. Dapoxetine 60 mg was associated with more side
effects comparing with 30 mg. No discontinuation syndrome
following abrupt withdrawal was observed (Supplementaty
Table §2).

PDES5is

PDES5is were the first-line treatment for ED and were pre-
scribed off-label for the treatment of PE. The compounds
that had been studied in PE included vardenafil, sildenafil,
and tadalafil. Ten published studies [28, 33, 35, 38, 41, 46,
47, 33, 56, 61] total of three regimens, including vardenafil
10 mg OD, sildenafil 50 mg OD and tadalafil 20 mg OD,
were enrolled into meta-analysis. Treatments with all three
regimens were significantly more effective at improving
[ELT than placebo. SUCRA of vardenafil 10 mg OD (69.2%)
ranked first, followed by sildenafil 50 mg OD (55.5%) and
tadalafil 20 mg OD (43.8%) (Fig. 4). As for side effects,
sildenafi] and tadalafil were associated with greater inci-
dence of headache and flushing compared to placebo, and
tadalafil was also associated with greater incidence of dys-
pepsia (Supplementary Table $2).

Combination of SSRIs and PDES5is
Seven studies [32, 35, 52, 55, 56, 58, 61] reported the com-

bination of SSRIs and PDESis. As expected, the combina-
tion showed significantly better IELT (MD 3.52; 95% CI
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2.15-4.89), and SUCRA (89.8%) ranked the second among
all interventions, which was obviously higher than SSRIs
and PDESIs alone (Fig. 4). The common side effects were
similar to the SSRIs and PDE35is mentioned above, but the
combinations seemed (o bring about higher rates of side
effects, such as headache and flushing (Supplementary
Table §2).

Sensitivity analyses

A total of 29 studies [18, 20, 22, 23, 20, 28-31, 33, 35, 36,
38, 40-44, 46-30, 53, 55, 57, 60-62] had defined PE as
[ELT < 2 min (inciuding IELT < | min) criteria and were
enrolled into meta-analysis. The pooled estimates of the
mixed treatment comparisons did not change significantly
(Supplementary Table §3). Two studies [46, 47] used vibra-
tory stimulation method to assess the efficacy of PDESis.
Removal of data from these studies did not change the
results significantly, One study [50] had included patients
with ED and exclusicn of data from this study did not influ-
ence the overall interpretation of findings.

Consistency, publication bias and small sample
effect

The inconsistency result of network meta-analysis by
Higgins model showed that P value was more than 0.05
(*=23.40, P>*=0.7129), which indicated that no evi-
dence showed inconsistency existing in the network model.
The inconsistency test was the same in Dias model. The dif-
ference between direct comparison and indirect comparison
was not statistically significant (P> 0.03) (Supplementary
Fig. 83, All the above tests showed that the network meta-
analysis model was good fit for assessment in IELT. Besides,
Supplementary Fig. 54 showed a comparison-adjusted fun-
nel plot of the studies included in this meta-analysis. Most
of the studies were evenly distributed inside the 95% Cls and
gathered at the top, which meant a low risk of publication
bias and small sample effect.

Discussion

In past decades, a plethora of pharmacological treatments
had been investigated for PE. Among these interventions,
TAs, tramadol, SSRIs and PDE5is were the most tested
treatments, However, there was no consensus on which
agent might be the best for PE. An increase i IELT was the
main goal of PE therapy. Therefore, we conducted a network
meta-analysis which could combine direct and indirect com-
parisons to simultaneousiy compare several treatments with
preservation of randomisation in individual trials, based on
IELT.

@ Springer

For any meta-analysis, there were three core assumptions
that should be considered namely homogeneity, consistency
and similarity. In our study, the main homogeneity might
result from differences in inclusion criteria, active com-
pound, dosage, usage, and treatment period. We tried our
elfort 1o reduce the source of homogeneity through removing
the differences of compound, dosage and usage. The residual
homogeneity indeed existed. But the approach of using a
random effect model, which had taken homogeneity into
account, gave more conservative results. The inconsistency
and publication bias were not significant in cur meta-anal-
ysis through statistical tests. Similarity was assessed by a
detailed examination of the trial characteristics. I our study,
all the included studies were RCTs and the quality of each
study was evaluated based on Cochrane library guideline.
But the quality of the reporting methodology was relative
low, resulting in uncertainty regarding the risk of bias for the
majority of the RCTs. In addition, regimens only reported
once were excluded from meta-analysis which could help to
reduce the certain bias. In our study, no significant changes
were observed in the pooled estimates in any of the sensitiv-
ity analysis.

In our study, TAs OD ranked the first in SUCRA (90%),
which meant the most probable to be the best intervention
for PE therapy. Moreover, systemic adverse events were
more prevalent with oral treatments, which might make TAs
more acceptable. Likewise, the rapid action of TAs might be
more acceptable comparing with planning to take oral tablet
in advance. However, some limitations should be treated
carefully. First, the methodological quality of the available
evidence reporting TAs was relative low. Second, the incon-
venience of washing and adverse events such as penile and
vaginal numbness, possibly resulting in loss of erection and
anorgasmia in female partners, might limit the acceptabil-
ity of TAs. Third, the efficacy should be interpreted with
caution, because three important studies were sponsored by
industry [34, 42, 43]. And most of these studies were small
sample size which might lead to larger differences in IELT
outcome.

As expected, combination of SSRIs and PDESis OD
showed better IELT than single application. The SUCRA
(89.8%) was the same as TAs, which meant the same prob-
ability to be the best intervention. However, similar limi-
tations, such as relative low quality, differences in patient
selection, baseline IELT, drug dosages and usage among
the studies evaluated, existed for combination as a treatment
option. Besides, combination was associated with more
treatment-related adverse effects.

Tramadol represented a kind of opioid analgesic to treat
maoderate to moderately severe pain. Three regimens (25, 50,
and 100 mg OD) significantly prolonged the IELT compared
to the placebo and the SUCRA ranked the middle posi-
tion comparing with other regimens. But the high dosage
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(100 mg) did not show obviously significant advantage than
low dosage (25 and 50 mg). At the same time, the regimens
at low dosage were well accepted and tolerated regarding its
side effects. Moreover, the lower limit of the CI for 25 mg
OD was close to zero. Therefore, we recommend that trama-
dol 50 mg OD might be a suitable regimen for PE. Also this
recommendation should be carefully weighed against the
risk of drug dependence [63]. Similar limitations existed for
tramadol as a treatment option mentioned above.

Daily and OD treatments had been proposed for long-
acting SSRIs. Our pooled analysis showed that SUCRA of
paroxetine 20 mg daily (67.5%) and fluoxetine 20 mg daily
(65.8%) were obviously higher than sertraline 50 mg daily
(34%) and paroxetine 20 mg OD (26.4%), which meant
that the first two regimens had higher probability to be bet-
ter treatments than the rest of two regimens. Side effects
of these regimens were the similar. So the two regimens
namely paroxetine 20 mg daily and fluoxetine 20 mg daily
were recommended when SSRIs were applied in clinical
practice according to our study, Similarly, this result should
be interpreted with caution owing to low quality of single
trial and differences in patient selection, baseline IELT, drug
dosages and usage among the studies evaluated.

Our network meta-analysis suggested that PDESis were
significantly more effective than placebo and that PDES5is
combined with SSRIs were significantly more effective than
S5RIs monotherapy. SUCRA of three regimens vardena-
fit 10 mg OD (69.2%), sildenafil 50 mg OD (55.5%) and
tadalafil 20 mg OD (43.8%) took the middle place among
all interventions. When comparing with SSRIs, increase in
IELT of PDESis was not significantly different. Two [46, 47]
of four studies testing vardenafil used vibratory stimulation
method to assess the efficacy, which might large the dif-
ference between vardenafil and placebo. In our sensitivity
analyses, removal of data of these two studies, the results did
not change significantly. However, these findings should be
interpreted with caution, given the high levels of statistical
heterogeneity that were evident across RCTs and the clini-
cal heterogeneity of recruited participants along with the
unclear methodological quality of the existing RCT evidence
base. In consideration of that PDES5is were the golden stand-
ard for the treatment of ED, we recommended that PDESis
could be chosen first for PE patients with ED.

Dapoxetine was the only oral drug approved for PE in
adult males. Until now, dapoxetine had the largest efficacy
and safety database for use in men with PE. The pharmacology
of dapoxetine made it adequate for on-demand treatment in
most patients in terms of JELT improvement, leading to con-
venience and acceptance for the patients. Our pooled evidence
suggested that dapoxetine 30 mg and 60 mg OD were both
significant efficacy compared to placebo. 60 mg OD had a not
obviously better SUCRA than 30 mg OD, but was associated
with more side effects. However, dapoxetine 30 mg OD ranked

the last place in our study. All of the first four biggest sample
size studies included in out meta-analysis were dapoxetine,
which might help to explain its low ranking. Because smaller
studies have generally shown positive results, and smaller stud-
lers always mean single-center studies which were reported
showing larger treatment effects than multicenter studies [64].
Based on the largest efficacy and safety database, we recom-
mended that dapoxetine 30 mg OD could be the initial treat-
ment for PE,

There were several limitations that should not be ignored.
First, though prolonging IELT was the main goal for treat-
ing PE, ejaculatory control and sexual satisfaction were also
important for evaluation of therapeutic effect. However, most
of studies did not report the relationship between IELT, ejacu-
lation control and sexual satisfaction. Therefore, it was difficult
for us to quantify how acceptable and meaningful of IELT
improvements for PE treatments. In addition, the changes in
IELT could be considered as clinically significant only when
it was prolonged by at least 1 min. For example, an increase
in IELT from 30 to 50 s was probably statistical significance,
but not clinically significant according to the latest definition
of PE (IELT < min). Although every RCT showed no differ-
ence in baseline IELT among intervention groups, the baseline
IELT was not the same among studies because of the ditferent
inclusion criteria. Second, treatment periods were not the same
among included studies which could influence the therapeutic
efficacy. Third, few studies distinguished between lifelong PE
and acquired PE, for which the IELT cutoff differed. Likewise,
inclusion criteria differed by the fact that the definition of PE
had changed several times over the past few years. Such meth-
odological drawbacks limited systematic interpretation of the
treatment efficacy for PE. Fourth, bias caused by certain meth-
odological deficiencies and not well-designed RCTs included
in the analysis still existed in our study. Fifth, though we sys-
tematically reviewed the drug treatment-related side effects,
we did not investigate them through network meta-analysis
method because of different side effects among different kinds
of drugs and the limited data, which were also important for
drug comparison, Sixth, some studies discussing other uncom-
mon regimens (reported only once) were exciuded in our
network meta-analysis. However, further analysis should be
performed when the data are enough in the future, Finally, we
tried our effort to reduce the source of homogeneity through
removing the differences of compound, dosage and usage, the
residual homogeneity indeed existed because of the patient
selection, baseline IELT, methodological deficiencies and rela-
tive low quality of RCTs.
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Conclusion

As for pharmacotherapy of PE, all regimens show efficacy in
prolonging TELT comparing with placebo. We recommend
the initial use of short-acting SSRI dapaxetine 30 mg OD for
PE because it has been tested in largest and better designed
or described clinical trials rather than it is more effective
than the other drugs studied in our network meta-analysis.
With regard to long-acting SSRIs, paroxetine 20 mg daily
and fluoxetine 20 mg daily are more effective than sertraline
50 mg daily and paroxetine 20 mg OD. TAs has the highest
probability to be the best intervention and it should be vali-
dated in future large and well-designed RCTs. At present,
TAs can be used as a viable alternative to oral reatment with
SSRIs. We find evidence to suggest that PDESis combined
with S5RIs are more effective than SSRIs monotherapy but
are also associated with more side effects. Given the golden
standard role in treating ED, we recommend PDESis OD
{vardenafil 10 mg, sildenafil 50 mg or tadalafil 20 mg) to PE
patients with ED. Tramadol appears effective in the treat-
ment of PE and 50 mg OD maybe the suitable regimen act-
ing as an alternative 10 SSRIs. However, all of these results
should be interpreted with caution because of the limitations
in our study.
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