The

University

yo, Of
Sheffield.

This is a repository copy of Phosphodiesterase-5 inhibitors for premature ejaculation: a
systematic review and meta-analysis.

White Rose Research Online URL for this paper:
http://eprints.whiterose.ac.uk/119658/

Version: Accepted Version

Article:

Martyn-St James, M. orcid.org/0000-0002-4679-7831, Cooper, K.
orcid.org/0000-0002-7702-8103, Ren, S. et al. (6 more authors) (2017)
Phosphodiesterase-5 inhibitors for premature ejaculation: a systematic review and
meta-analysis. European Urology Focus, 3 (1). pp. 119-129. ISSN 2405-4569

https://doi.org/10.1016/j.euf.2016.02.001

Article available under the terms of the CC-BY-NC-ND licence
(https://creativecommons.org/licenses/by-nc-nd/4.0/).

Reuse

This article is distributed under the terms of the Creative Commons Attribution-NonCommercial-NoDerivs
(CC BY-NC-ND) licence. This licence only allows you to download this work and share it with others as long
as you credit the authors, but you can’'t change the article in any way or use it commercially. More
information and the full terms of the licence here: https://creativecommons.org/licenses/

Takedown
If you consider content in White Rose Research Online to be in breach of UK law, please notify us by
emailing eprints@whiterose.ac.uk including the URL of the record and the reason for the withdrawal request.

\ White Rose o
university consortium eprints@whiterose.ac.uk
/‘ Universities of Leeds, Sheffield & York —p—%htt s:/leprints.whiterose.ac.uk/



mailto:eprints@whiterose.ac.uk
https://eprints.whiterose.ac.uk/

Phosphodiesterase-5 inhibitors for premature gaculation: a systematic review and

meta-analysis

Dr Marrissa Martyn-St Jam#s. martyn-stiame@sheffield.ac.uk corresponding author

Dr Katy Coopet, k.l.cooper@sheffield.ac.uk
Dr Shijie Ren,[sren@sheffield.ac.lk
Dr Eva Kaltenthal€r|e.kaltenthaler@sheffield.ac Juk
Ms K Dickinson, k.c.dickinson@sheffield.ac.uk

Ms A Cantrelf, a.j.cantrell@sheffield.ac.uk

Prof Kevan Wylié, k.r.wylie@sheffield.ac.uk

Dr Leila Frodsharh leilafrodsham@gmail.com

Dr Catherine Hoot|hoodca@msn.com

School for Health and Related Research (SCHARR), University of Sheffield, Regent Court,
30 Regent Street, Sheffield, S1 4DA
*Porterbrook Clinic, Sexual Medicine, Sheffield

3Institute of Psychosexual Medicine, London

“St George’s Hospital, London

4,055 words including abstract (300 words)


mailto:m.martyn-stjames@sheffield.ac.uk
mailto:s.ren@sheffield.ac.uk
mailto:e.kaltenthaler@sheffield.ac.uk
mailto:hoodca@msn.com

Abstract

Context Phosphodiesterase-5 inhibitors (PDES5is) are prescribed off-label for the treatment of

premature ejaculation (PE).

Objective: To systematically review the evidence from randomised controlled trials (RiGTS)

PDESis in the management of PE.

Evidence acquisitionMEDLINE and other databases were searched to September 2015. Quality of
RCTs was assessed. Intra-vaginal ejaculatory latency time (IELT) datapeeted in a meta-

analysis. Heterogeneity was assessed.

Evidence synthesisFifteen RCTs were included. The majority were of unclear methodological
quality. Pooled IELT evidence suggests: PDESis are significantly more effeutimeptacebo (231
participants, p<0.00001); there is no difference between PDESis and selective serotonire reuptak
inhibitors (SSRIs) (405 participants, p=0.50); and that PDES5is combined with an SSRI are
significantly more effective than SSRIs alone (521 participants, p=0.001). Howégerevels of
statistical heterogeneity are evident>@0%). Single RCT evidence suggests that sildenafil is
significantly more effective than the squeeze technique; but both lidocairendeiramadol are
significantly more effective than sildenafil. Sildenafil combined with behaai therapy is
significantly more effective than behavioural therapy alone. Sexual satisfacttbrejaculatory
control appear better with PDES5is compared with placebo and with PDE5is combinehv@88RI

compared with an SSRI alone. Adverse events are reported with both PDESis and other agents.

Conclusions PDESis are significantly more effective than placebo and PDESis combined with an
SSRI are significantly more effective than SSRIs alone at increasing IELTn@nolviement in other
effectiveness outcomes. However, heterogeneity is evident across RCTs. The mdtiadplabity

of the majority of RCTs is unclear.

Patient summary: We reviewed PDES5is for treating premature ejaculation.ol@ évidence to
suggest that PDEDSis are effective compared with placebo and that PDES5is combined with an SSRI are
better than an SSRI alone. Adverse events are reported with PDESis and othertdoeriser, the

guality of the evidence is uncertain.

PROSPERQO registration number: CRD42013005289



1. Introduction

Premature ejaculation (PE) is commonly defined by a short ejaculatory latency, aguetaek of
ejaculatory control; both related to self-efficacy; and distress and interpedifficalty [1]. PE can

be either lifelong (primary - present since first sexual experiencesgcquired (secondary -
beginning later) [2]. The International Society of Sexual Medicine’s Ad Hoc Committee for the
Definition of Premature Ejaculation defind*E as a male sexual dysfunction characterised by
ejaculation within about one minute of vaginal penetration (lifelong P&)atinically significant and
bothersomeeduction in latency time to <3 minutes (secondary PE), the inability to delay ejaculation,

and negative personal consequences|3].

The treatment of PE should attempt to alleviate concern about the condition as inetkase sexual
satisfaction for the patient and the partner [Alailable treatment pathways for the condition are
varied and treatments may include both behavioural and/or pharmacological int&rventi
Phosphodiesterase-5 (PDEDS) inhibitors are prescribed for the condition off-l&be@lumber of
randomised controlled trials (RCTs) and observational studies have compared PDES5 snhibitor
(PDES5is) with placebo, no therapy, behavioural therapy or pharmacological agents. Peiews r
have summarised this eviden&e9]. However, none to-date has presented a meta-analysis of only
RCT evidence.

The aim of this study was to systematically review the evidence for PDES® treatment of PE,

by summarising evidence from RCTs and present a meta-analysis of treatment effectiveness.

2. Evidence acquisition
The review was undertaken in accordance with the general principles recommetidediaferred

Reporting ltems for Systematic Reviews and Meta-Analyses (PRISMA) statément.

2.1 Searches

MEDLINE and other bibliographic databases were searched from inception to 30 September
2015Details of all sources searched and full search terms are reported elsewherl [&iZ&tions

were imported into Reference Manager Software (version 12, Thomson ResearchSoftd GaAsba
USA) and any duplicates deleted.

2.2. Eligible studies
RCTs in adult men with PE that evaluated a PDE5i alone or in combination with another therapy were
eligible for inclusion. Single-arm randomised crossover design studiegcifpants randomised to

different intervention periods) were excluded to avoid double counting of partgijpatite meta-



analysis. Theses and dissertations were not included. Non-English publicatiofsciueled where

sufficient data could be extracted from an English-language abstract or tables.

The primary outcome was intra-vaginal ejaculatory latency time (IELOther outcomes included
sexual satisfaction, control over ejaculation, relationship satisfactidresteém, quality of life,

treatment acceptability and adverse events.

2.3. Data extraction, quality assessment and data synthesis
One reviewer performed data extraction of each included study. All numerical datghemere
checked by a second reviewer.

Methodological quality of RCTs was assessed using the Cochrane Coltabarigak of bias
assessment criteria [L1We classified RCTs as being at overall ‘low’ or ‘high’ risk of bias if they
were rated as such for all three of the following key domain(§ allocation concealment; (ii)
blinding of outcome assessment; and (iii) completeness of outcome data (attrition <30%).

Where possible, between-group differences were pooled across RCTs in a meta-asalgsis
Cochrane RevMan software (version 5.2) (RevMan 2012[12]). Random-effects models iete app
where 12 value was >40%. Between-group effect estimates were considenfidasiyat p<0.05.
Assessment of publication bias assessed by visual inspection of funnel plots was planned where >10

RCT comparisons were available.

3. Evidence synthesis

3.1 Search results

The searches identified 2,391 citations. Of these, 2,369 citations were excluded abstitbets.

Twenty-two full-text articles were obtained as potentially relevant. Timdy sselection process is
fully detailed in the PRISMA flow diagram in Supplementary Figure 1. Altot 15 RCTs that

evaluated a PDESi (with or without a combined therapy) against a comparator were included.

Details of the included RCTs are presented in Table 1.

3.2. Risk of bias assessment of RCTs

The majority of RCTs were considered at unclear risk of bias mainly dweckoof reporting of
information to inform the risk of bias assessment. Four RCTs were describedeblksmbor open-
label and were considered at high risk of performance bias.[1491€&] RCT was considered at high
risk of selective reporting as although IELT and secondary outcomes were assesbaujttbimes

were not reported and secondary outcomes minimally reported (no data)[14]. Onevd®CT



consideredo be at overall high risk of bias as group allocation sequence was according to patients’
presentation at clinic[17]. One RCT was considered to be at overall high rsksofs numbers
withdrawing at six months were imbalanced, with >30% in one group and no indication whetger
participants were included in the analysis or otherwise[16]. We were unable to abgea® RCTs
fully as the body text was in Chinese-language, which were judged at overall uisiedi8r19].
Only one RCT was judged at overall low risk of bias [20]. A summary afiskef bias assessment
for each included RCT is presented in Supplementary Figure 2.



3.3. Characteristicof RCTs

Where reported, the definition of PE was varied and was defined accordDgNbIV (Diagnostic
and Statistical Manual of Mental Disorders) criteria[20-23], an IELT of twiautas or less
[16;19;23;24], 1.5 minutes or less [22], or 1 minute or less [25;26]; a score obrfdess on the
CMASH (Center for Marital and Sexual Health questionnaire)[15], or was apbrted
[6;14;18;19;27]. The majority of RCTs recruited samples comprising mén liéeélong PE and
without erectile dysfunction. One RCT recruited men with both lifelonigaaquired PE9] and one
RCT recruited only me with acquired PE] The remaining RCTs recruited samples comprising
men with lifelong PE. Where reported, men with erectile dysfunction (ED) wehededc Where
reported, ED was assessed by the majority of trials using the Internatidealdf Erectile Function
(IIEF). lIEF ED cut-off scores for exclusion ranged from <21 to <26.

The majority of RCTs evaluated sildenafil. [16-19;21;23-25]Other PDES5is included
tadalafil,[14;22;26;27] mirodenafil[20] and vardenafil[15;28]. With theception of one RCT
prescribing tadalafil twice weekly[14], all RCTs prescribed PDES5is priosexual intercourse.
Comparators included placebo, selective serotonin re-uptake inhibitors (SSRIs), tramadol, k@haviour
therapy, and anaesthetic gels or creams. With the exception of three RCTdhipgeseri SSRI
daily[14;16;17;26] or weekly[22]; and one RCT prescribing a daily SSRfdar weeks followed
initially followed by administration on demand prior to sexual intercourse ti& W6[25]; SSRIs
were prescribed to be taken prior to sexual intercourse, including one RCT hingsdapoxetine
(approved administration on-demand for the treatment of PE[29]. Five RCTs evaluated
combination therapies comprising PDE5is combined with an SSRI.[14;17;20;22;25] Treatment
duration ranged from four weeks to six months. Where reported, trials werd¢alieden both EU

and non-EU countries.

3.4. Outcomedatareported in RCTs

With the exception of one RCT reping ‘improvement’ or ‘cure’[21], all RCTs reported IELT
outcomes as a time metric. One RCT assessed IELT using a visual scale af@jatatency time
guestionnaire, although no outcome data were regosied Two RCTs reported that IELT was
estimated by patients without using a stopwatch.[17;27 remaining RCTs reported that IELT was

assessed using a stopwatch.

The reporting of other efficacy outcomes was varied, both in the assessment methed X &abl the
outcome data available (Supplementary Table). The outcome data for adverse Eyaspiting
was similarly disparate in terms of the types of adverse events and whether theéqorapastthe

number of patients or the number of AEs (Table 2, Supplementary Table).



3.5. IELT outcomes

A results summary of the effectiveness outcomes and adverse events is presented in Table 2.

IELT - PDEDSis vs. placeboThe pooled effect estimate across three RCTs[22-24] (231 participants)
(1>=42%, random-effects) was 2.21 minutes (95% CI 1.45 to 2.97; p<0.00001) in favour osPDES5i
(Figure 1, Table 2). The between-group difference in geometric mean increaseT ifrd&L one
additional RCT [28] (40 participants) was 3.60 minutes in favour of vardenafil compared with placebo
[MD (fixed effect) 95% CI, 3.10 to 4.10; p<0.00001].

IELT - PDES5is vs. SSRIs:Pooled effects across six RCTs[15;16;18;22;24;27] (405 participants) for
PDE5is compared with SSRIs display high levels of between-trial heterogerfe@od). The
pooled between-group difference in IELT was 0.33 minutes (random-effects; 95%CIlio-(L&D;
p=0.50) (Figure 2, Table 2).

IELT - PDES5is plus SSRIs vs. SSRIsPooled effects across six RCTs[17;19;20;22;25;27] (521
participants) for PDES5is plus SSRI combination therapy compared with SSRIs alone digplay
levels of between-trial heterogeneity=T5%). The pooled between-group differences in IELT was
1.52 minutes (random-effects; 95%CI, 0.98 to 2.05; p<0.00001) in favour of PDESI/SSRI
combination therapy (Figure 3, Table 2). One further RCT reported a betweendifetgnce in
change in IELT at 6 weeks of 1.02 minutes in favour of tadalafil plus sertaimpared sertraline

plus placebo. [26] Variance estimates were not reported. The authors reported a p-value for the

between-group difference of p=0.001.

IELT - PDESis vs. squeeze technique, lidocaine gel or trama8ibttenafil was significantly more
effective than the squeeze technique (one RCT, 120 participants [16])estsingr IELT (MD 3.56
minutes [95% CI 3.16 to 3.96; p<0.00001]) (Figure 4, Table 2). Both lidocaine gebamatitsl (one

RCT, [24] 60 and 59 participants respectively) were significantly more effective tdandil at four
weeks (MD 0.83 minutes [95% CI 0.05 to 1.61; p=0.04]; and 2.04 minutes [95% CI 1.21 to 2.87],
p<0.00001 respectively) (Figure 4).

IELT - PDES5is plus behavioural therapy vs. behavioural therai8ildenafii combined with
behavioural therapy (not described) was significantly more effective thavibatal therapy alone
(one RCT, 60 participants [18]) at increasing IELT (MD 3.56 minutes 1.81 minutes@93%3 to

2.09], p<0.00001) (figure not presented).



3.6. Outcomesother than IELT

The assessment and reporting of outcomes other than IELT was diverse acregS®iplementary
Table). Where statistically significant between-group differences wpa#ted, single RCT evidence
indicated that: sexual satisfaction was significantly greater with BSPBompared with placebo,
[23;24] as was ejaculatory control and ejaculatory confidence [23]; there weréatistically
significant differences between PDESis and SSRIs on PE Grade scores, [13]E®] [@7]; whilst
for PDESis combined with an SSRI in comparison with an SSRI alone there was a sigpificantl
greater increase in the combined therapy group in intercourse satisfa®i@b];lcontrol over
ejaculation, sexual act time and interpersonal difficulty related to ejmmj0] and intercourse
frequency [19]. (Table 2) Sexual satisfaction was also significantly hvettersildenafil compared
with lidocaine gel, or tramadol[24]; and patient and partner sexual satisfactianwdisantly better
with sildenafil combined with behavioural therapy than behavioural therapy alone.[18]} @)abl

3.7. Safety outcomes

Limitations in the reporting of adverse events did not permit a meta-anatysibi$ outcome
(Supplementary table). Single RCT evidence suggests that sildenafildabafil and are associated

with a greater incidence of flushing and headache compared with placebo [21-28]alafil is also
associated with a greater incidence of palpitations.[22;23] (Table 2).le SR@T evidence also
suggests that whilst differing in the type of some adverse events, both sPBbiSSRIs are
associated with adverse events (Table 2). Single RCT evidence for PDE5is comliined $6RI
compared with SSRI alone also suggests that whilst differing in the tygmmaf adverse events, both
combination therapy and monotherapy are associated with adverse events; with more headache and
flushing reported for: sildenafil plus fluoxetine compared with fluoxetine[25] siludnafil plus

sertraline compared with sertraline[17;19] (Table 2).

4. Discussion

Pooled evidence suggests that PDESis are significantly more effective thabopkicincreasing

IELT over four to 12 weeks. The two RCTs that evaluated sildenafil@ed men with erectile
dysfunction defined as an International Index of Erectile Function score <22[23(2«éver, one of
these RCTs reported that some of the patients enrolled may have had mild comorbliel erecti
dysfunction.[23] One of the placebo-controlled RCTs was described as single-blind, which may have
contributed to selection bias[24]. Allocation concealment was not reportégcbpf the RCTs,
which may have also contributed to selection bias.[23Rl}ded outcome assessment was also not
reported by these two RCTs, which may have contributed to detection[ig@sto the clinical and
observed statistical heterogeneity coupled with the limited methodolapialty across RCTs, these

results should be interpreted with caution.



Sexual satisfaction, ejaculatory control and ejaculatory confidence appear siggifiutter with
PDES5i than placebo. However, more adverse events including headache and flushing appear to be

reported with PDESis compared with placebo.

Pooled evidence suggests that there is no statistically significant differendeTitéEveen PDESI
and SSRIs over four to 24 weeks. However, a high level of statistiigtyficant between-trial
heterogeneity is evident. Across these RCTs, where reported the adminisfréte®®BDESi was 30
minutes, [15] one hour, [16;24] two hours,[27] or one to three hours pre:fijudwo reporting
that the time of administration was the same in both treatment groupsdtus). [27] In terms of
the SSRI comparator, one RCT reported that sertraline was prescribed fosirphiourto sexual
intercourse[15], whilst one RCT did not report the time of semadidministration[18]. Paroxetine
was prescribed two hours before intercourse [27], four hours before interf@diree, daily [16].
Fluoxetine was prescribed 90mg once per w¢2R] The half-lives of fluoxetine, paroxetine and
sertraline range from 16 to 96 hours[30]. SSRIs such as these are absorbeslyralatvly, but
completely, by the gut (time to peak plasma concentration is 4 to 6 hours)[&litrent
recommendations for SSRIs in the treatment of PE include dapoxetine on-demand (#pmpombed
SSRI for treatment of PE) or other off-label daily SSRIs that are not amdnabledemand.[32]
The variability across the included RCTs in the present review in terng®safge and time of

administration of the SSRI comparator may account for some of the observed heterogeneity in IELT.

No significant between-group differences are evident on either the PE @rtuelIEF for PDES
compared with SSRIs. Adverse events are reported with both PDE5is (e.g., headachéommalpitat

and flushing) and SSRIs (e.g., somnolence, headache and nausea).

Pooled evidence across six RCTs suggests that combination therapy comprising BDBRBI $ERI
is significantly more effective at increasing IELT over eight to 16 weekgpamd with an SSRI
alone. However, a high level of statistically significant between-trial heterogenetigént Across
the RCTs included in this meta-analysis, the IELT results were diversae Was no statistically
significant difference in IELT between tadalafil or tadalafil combined Wiibxetine taken weekly
and fluoxetine weekly alone[22imilarly, there was no significant difference on IELT from one
RCT between mirodenafil combined with dapoxetine on-demand and dapoxetirjeGdloRewever,
sildenafil combined with sertraline daily was significantly more effectivéncreasing IELT when
compared with sertraline daily alone in men with both lifejogigand acquired HE7]. Whilst there
was no significant difference in IELT between tadalafil and paroxetine on-den@ndofre RCT
(100 participants), evidence from the same RCT also suggests that tadalafil comtyiratoxetine
on-demand is significantly more effective on IELT than tadalafil alone [Ythe RCT by Polat et

al. [27] the study authors reported that they did not use a stopwatch to enéasiuin order to avoid



any decrease in the quality of sexual intercourse. They also compared their observations with those of
a prospective study evaluating combination therapy of sildenafil and paroxetine on-demand on
IELT[33], noting that the study reported a significant improvement in IEbTpatients using
combined therapy and that the patients under combined therapy reported significaatr gr
intercourse satisfaction than those receiving paroxetine alone. HowevergPalat[27] did not

report on ejaculatory control or sexual satisfaction, noting this as alstuidyion. IELT is reported

to have a significant direct effect on perceived control over ejaculdtigmot a significant direct

effect on ejaculation-related personal distress or satisfaction with sexual intercourse [34]

Intercourse satisfaction and frequency; control over ejaculation, sexual acanidninterpersonal
difficulty appear significantly better with PDE5is combined with an SSRipaved with SSRI alone.
Adverse events are reported with both PDES inhibitors combined with an SSRI ahdl@&Rwith
more headache and flushing associated with PDES5 inhibitors combined with an SSRI.

Single RCT evidence suggests sildenafil is significantly more effectarettie squeeze technique at
increasing IELT[16] and that sildenafil combined with behavioural therapy isfisgtly more
effective than behavioural therapy alone.[1Bhgle RCT evidence also suggests that both lidocaine
gel and tramadol on-demand are both significantly more effective than sildahaficreasing
IELT.[24] However, the same RCT reported that the greatest improvensual satisfaction was

with sildenafil, which was significantly better than paroxetine or lidocaine gel.

The risk of bias assessment undertaken for this review indicates the majdR/Tsf evaluating
PDESis in the treatment of PE are of unclear risk of detection bias,ynsialto limited reportig
regarding blinding of the outcome assessment. Key aspects of best practice idef@T to
minimise bias include a robust randomisation method, concealment of treatmentatipcagon,

and, where possible, blinding of participants and trial personnel, and blinded outcome asselésment; a
of which should be clearly stated in the RCT report [3Bje unclear methodological quality of the
current evidence base for PDESis in the treatment of PE, coupled with ttesl Ineporting by some

RCTs of the presence or otherwise of erectile dysfunction [14;19;26] sumpistsrg concerns
regarding limited well-designed studies that evaluate the use of PDESis in PEspaitileout erectile
dysfunction.[36]

The strengths of the present review are that it was undertaken to high methead @tzgidards3|/]
Several electronic database sources were searched for evidence. RCT evidence forfinirodena
sildenafil, tadalafil, and vardenafil in the management of PE were igehtiNo RCT evidence for
avanafil or udenafil in PE was identified. Study selection and data extractiamdeitaken by two

reviewers. Methodological quality of included studies was assessed. A meta-amatypresented.



Limitations include the following. Theses and dissertations were not included and non-English
publications were not fully translated (only the English language abstract was édddjugh our
database search strategy was comprehensive, the possibility of a publication bias beannot
discounted. Insufficient numbers of RCT comparisons were available for any meaagsgissment

of funnel plot symmetry to be undertaken.

In the review by Asimakopoulos et al. (2012),[5] which included a meta-analysiBO&b5s
compared with placebo and a meta-analysis of PDESis combined with an SSRI compared Wwith SSR
alone, the authors pooled IELT effect estimates across studies using a standaedisetifference.
However, the method assumes that the differences in standard deviations among sfedtes ref
differences in measurement scales and not real differences in variability among study populations.[38]
The present review has presented a mean difference meta-analysis. Asimakopdul@OER)d5]

pooled data across different study types (non-randomised studies, labejatoitgtory latency time
studies and RCTs) in the same meta-analysis. The present review hamnahgtad only RCT
evidence, including six additional RCTs[14;17;20;24;26@Ahose included in the Asimakopoulos

et al. (2012) review [5]. The present review also presents a meta-analygkTofor PDE5s
compared with SSRIs and summarises the RCT evidence for PDE5is compared with topical

anaesthetics, tramadol and behavioural therapy.

All mean |IELT data used in the present review were those reported in the origiharisz. Only

one RCT reported IELT as a geometric mean (data not pooled with other.R8]T9) positively
skewed IELT distribution may overestimate treatment effects if then niehT, instead of the
geometric mean IELT, is reported.[3%s such, the IELT outcomes in the present review should be

interpreted with caution.

It is difficult to quantify how acceptable and meaningful the changes in HeeTor men with PE,
without being able to evaluate the relationship between IELT, ejaculation controlseandl
satisfaction from the current RCT evidence. IELT is reported to haignificant direct effect on
perceived control over ejaculation, but not a significant direct effecjamulation-related personal
distress or satisfaction with sexual intercourse [34]. There is curremiyblished literature which
identifies a clinically significant threshold for IELT response to amgrigntion [40]. PDESis might
offer an acceptable treatment option for men with PE both as a means of a ateomut at
intercourse and in terms of the adverse event profile compared with other pharmakalpgits.
However, the reporting of adverse events across the current evidence is dispanateitbftonly
selected adverse events reported or numbers of participants experiencing adverse enepugetbt

by group which restricts statistical pooling across RCTs. Furthermdeeaction effects between



PDES5is and SSRIs are not presently evaluated in the RCT evidence Ratsent acceptability or

persistence with treatment are also not evaluated in the current RCT evidence base.

5. Conclusions

The present systematic review has evaluated the safety and efficacy of PD&E&idrizatment of
premature ejaculation. The possible mechanisms of the action of PDESis, along with tiogg-las
effects and age-dependent efficacy were outside of the scope for the revieachange in erectile
function. Pooled RCT evidence suggests that PDEb5is are significantly moreveftan placebo
and that PDESis combined with an SSRI are significantly more effective than @&k at
increasing IELT in men with PE. Increases in IELT are not significantfgrdnt between PDESiI
compared with SSRIs. However, these findings should be interpreted witbncgiien the high
levels of statistically heterogeneity that are evident across RCTs arutinical heterogeneity of
recruited participants along with the unclear methodological quality oéxtsting RCT evidence
base. Furthermore, a potential bias in the evaluation of any interverdiansating PE is the effect

of the relationship between clinician and patient. Single RCT evidence sugg@f&Si is
significantly better than squeeze technique, but that both lidocaine gebharattl are significantly
better than a PDES5i on IELT. Single RCT evidence also suggests that a PDE5i comittined w
behavioural therapy is better on IELT than behavioural therapy alone. We found nevRI€rice
comparing PDESis directly with psychotherapeutic techniques. Other efficacy outconuenincl
sexual satisfaction and ejaculatory control appear better with PDESis comyitdrethcebo and with
PDES5is combined with an SSRI compared with an SSRI alone. Adverse events are reported with both
PDES5is and with SSRIs.

Further RCTs should be better reported in line with the CONSORT statemeahf8Should report
on patient acceptability of PDE5is along with clearer reporting on adverse avemtier to permit
future pooling of data across RCTs. Future studies should also evaluagatiemship between
changes in IELT and other efficacy outcomes including sexual satisfaction andtejgcodetrol.

Long term follow-up of safety and efficacy outcomes and persistence with treadmeerdlso

warranted along with effects of treatment discontinuation
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Table 1. RCT study details, source of study, treatments and outcomes

PDES inhibitor monotherapy RCTs

Author (country)

PE definition/IELT
Lifelong/acquired PE

PDES5i group, n randomised

Comparator group(s), n randomised

Outcomes

Duration Erectile dysfunction
Atan 2006 [21] DSM-IV Sildenafil 50 mg 45 min PC, 20 Sildenafil 50 mg 45 min PC + topical Ejaculation delay “no
(Turkey) Lifelong and acquiretPE EMLA 15 min PC, 15 change,” “improvement,” or
ED, IIEF ED <21 excluded Topical EMLA 15 min PC, 22 “cure” according to patient
8 weeks Placebo, 20 self-report
Adverse events
Aversa 2009[28] PE/IELT,NR Vardenafil 10mg 15-30 min PC, 31 Placebo 15-30 min PC, 11 IELT - Stopwatch
(Italy) All lifelong PE Index of Premature
ED, IIEF ED <22 excluded Ejaculation (IPE)
8 weeks Adverse events

Gameel 2013 [24]
(Egypt)

4 weeks

IELT of <2 min in >75%
of episodes

All had PE for >1 year
ED, IIEF ED <22 excludec

Sildenafil 50mg 1h PC + inert
lubricating gel 15min PC, 30

Paroxetine 20mg 4h PC + inert lubricatin
gel 15min PC, 30

Tramadol 50mg 2h PC + inert lubricating
gel 15min PC, 30

Lidocaine gel 15min PC + oral
multivitamin 1-4h PC, 30

Placebo (oral multivitamin 1-4h PC +inert
lubricating gel 15min PC), 30

IELT - stopwatch

Sexual satisfactio- 0 to 5
point scale

Adverse events

Mathers 2009 [15]
(Germany)

6 weeks

CMASH score, <4
All lifelong PE
ED, IIEF ED <25 excluded

Vardenafil 10mg 30min PC, 26

Sertraline 50mg 4 h PC, 23

IELT - stopwatch

Premature Ejaculation grade
(PE Grade)

Adverse events

McMahon 2005[23]
(Australia and
Norway)

8 weeks

DSM-IV, IELT < 2 min
All lifelong PE
ED, IIEF ED <22 excludec

Sildenafil 50 to 100 mg 1 h PC, 73

Placebo, 71

IELT - Stopwatch
Index of Premature
Ejaculation (IPE)
Adverse events

Tang 2004 [18]
(China)

6 weeks

PE def, NR
Lifelong/acquired, NR
ED, excluded- criteria NR

Sildenafil 50mg + behavioural therapy

30

Behavioural therapy, 30
Sertraline (dose NR) + BT, 30

IELT - Stopwatch
Patient/partner sexual
satisfaction - 0 to 5 point
Likert




Wang 2007 [16]
(China)

12 and 24 weeks

IELT <2 min
All lifelong PE
ED, IIEF ED <22 excludec

Sildenafil 50mg 1 h PC, 60

Paroxetine 20mg/d, 60
Squeeze technique, 60

IELT - Stopwatch

Premature Ejaculation grade
intercourse satisfactory score
frequency of intercourse
Adverse events

PDES inhibitor combi

ned with SSRI RCTs

Author (country)

PE definition/IELT
Lifelong/acquired PE

PDESi plus SSRI group, n
randomised

Comparator group(s), n randomised

Outcomes

Duration Erectile dysfunction

Culha2008[14] PE/IELT,NR Tadalafil 20 mg twice weekly + Fluoxetine 20 mg per day IELT - Visual scale of

(Turkey) Lifelong/acquired, NR fluoxetine 20 mg per day Placebo ejaculatory latency time
ED, NR Total n, 180 questionnaire (ELTQ)

10 weeks Adverse events

Hosseini 2007[25]
(Iran)

16 weeks

IELT <1 min

All lifelong PE

ED, lIEF excluded, cut-off
score NR

Sildenafil 50 mg 1 h PC + fluoxetine Z
mg 2-3 h PC, 50

Fluoxetine 10 mg twice daily for 4 weeks
then 20 mg 2-3 h PC, 50

IELT - stopwatch
Intercourse satisfaction -
instrument not reported
Adverse events

Lee 2012[20]
(Korea)

12 weeks

DSM-IV
All lifelong PE
ED, IIEF ED <22 excludec

Mirodenafil 50 mg + dapoxetine 30
mg, 1-3 h PC, 63

Dapoxetine 30 mg + placebo, 1-3 h PC, §

IELT - stopwatch

Time from foreplay to
beginning intercourse (FTIT)
Overall sexual act time
(OSAT)

Premature Ejaculation Profilg
(PEP)

Adverse events

Mokhtari 2014[26]

PE def, NR, IELT< 1.0

Tadalafil 10mgPC + sertraline 50mg/d

Sertraline 50mg/d + placeliC, 52

IELT - Stopwatch

(Country NR) min 56 Adverse events
All lifelong PE

6 weeks ED NR

Zhang 2005 [19] PE def, NR Sildenafil 50 mg 1 h PC + sertraline 5| Sertraline 50 mg/d IELT - Stopwatch

(China)

12 weeks

Lifelong and acquire PE
ED, NR

mg/d

Total n=72

International Index of Erectilg
Function (IIEF)
Adverse events




Zhang 2014[17]
(China)

4 and 8 weeks

IELT <2 min
All acquired PE

ED, IIEF ED <22 excludec

Sildenafil 50mg 30min PC +sertraline
50mg/d, 60

Sertraline 50mg/d, 60

IELT - edimated by patients
without stopwatch

Premature Ejaculation Profilg
(PEP)

Clinical Global Impression of
Change (CGIC)

Adverse events

RCTsevaluating PDES5 inhibitor alone and in combination with an SSRI

Author (country)

Duration

PE definition/IELT
Lifelong/acquired PE
Erectile dysfunction

PDESi group, n randomised
PDESI plus SSRI group, n
randomised

Comparator group(s), n randomised

Outcomes

Mattos 2008[22]

DSM-IV, IELT < 1.5 min

Tadalafil 20 mg 1-3 h PC, 15

Fluoxetine 90 mg weekly, 15

IELT - stopwatch

(Braal) All lifelong PE Tadalafil + fluoxetine, 15 Placebo, 15 Adverse events
ED, lIEF ED <26
12 weeks
Polat 2014[27] PE def, NR Tadalafil 20mg 2 h PC, 50 Paroxetine 20mg 2 h PC, 50 IELT - edimated by patients
(Turkey) All lifelong PE Tadalafil + paroxetine, 50 without stopwatch

4 and 12 weeks

ED, excluded- criteria NR

International Index of Erectile
Function (IIEF)
Adverse events

BT, behavioural therapy; CG|Clinical Global Impression of Change; CMASH, Center for Marital and Sexual Health;definition; DSM, Diagnostic and Statistical
Manual of Mental Disorders; EMLA, eutectic mixture of lidocaine and prilegalELT, intra-vaginal ejaculatory latency time; IIEF, International IndeXEctile
Function; ED, erectile dysfunction; NR, not reported; PC, pre-coitus;ieEagture ejaculation; PEP, Premature Ejaculation Profile; RCT, randocaisgdlled trial; /d, per

day.



Figure 1. PDE5 inhibitorsvs. placebo - forest plot of IELT outcomes

PDE5S Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.1.1 Sildenafil 50mg vs. placebo 1h PC - end of study values, minutes
Gameel 2013 4 waeks 381 115 30 1.35 054 27T ATE% 246 [2.00 297 L
Subtotal (95% CI) 30 27 57.6% 2,46 [2.00, 2.92] L 2
Heterageneity: Mat applicable
Testfor overall effect: Z=10.50 (P = 0.00001)
1.1.2 Sildenafil 50-100mg vs. placebo 1h PC - change from baseline, minutes
Mehdahon 2005 12 weeks 1.64 608 73 061 207 1 19.4% 1.03[0.45 2.51] T
Subtotal (95% CI) 73 7 19.4% 1.03 [-0.45, 2.51] i
Heterageneity: Mat applicable
Testfor overall effect Z=1.37 (F=0.17)
1.1.3 Tadalafil 20mq vs. placebo 1-3h PC - change from baseline, minutes
Mattos 2008 8 weeks 289 2454 15 0.3 053 15 228% 259 101.28 3.90] —
Subtotal (95% CI) 15 15 22.9% 2.59[1.28, 3.90] e
Heterageneity: Mat applicable
Testfor averall effect Z=3.87 (P =0.0001)
Total (95% CI) 118 113 100.0% 2,21 [1.45, 2.97] -
Heterageneity: Tau®=0.21; Chi®= 342 df=2(P=0.18); F=42% f f

Testfor overall effect Z=5.71 (P = 0.00001)
Testfor subaroup differences: Chi*= 342 df=2 (F=018), F=41.49%

PC, pre-coitus

4 3 0 2 14
Favours placebo  Favours PDES inhibitol



Figure 2. PDE5 inhibitorsvs. SSRIs- forest plot of IELT outcomes

PDES inhibitor S5RI Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.2.1 Sildenafil 50mq vs. sertraline dose NR - end of study
Tang 2004 § weeks 363 0.55 30 485 047 0 19.0%  -1.22[1.50,-0.94] -
Subtotal (95% Cl) 30 30 19.0% -1.22 [-1.50, -0.94] L]
Heterogeneity, Mot applicahle
Testfor averall effect 2= 8 44 (P = 0.00001})
1.2.2 Sildenafil 50mag 1h vs. paroxetine 20mg 4h PC - end of study values, minutes
Gameel 2013 4 weeks 381 115 o 311 108 2B 181% 070013, 1.27] ——
Subtotal (95% Cl) 30 28 181% 0.70 [0.13,1.27] L 2
Heterogeneity: Mot applicahle
Testfor overall effect, 2= 239 (P =0.02)
1.2.3 Sildenafil 50mg 1h PC vs. paroxetine 20mg/d - change from baseline, minutes
Wiang 2007 24 weeks 812 14584 a4 386 083 49 18.8% 1.26 [0.80,1.72] -
Subtotal (95% Cl) 50 49  18.5% 1.26 [0.80,1.72] &
Heterogeneity, Mot applicable
Test for overall effect: 2= 532 (P = 0.00001)
1.2.4 Tadalafil 20mg 1-3h PC vs. fluoxetine 90mg/w - change from baseline, minutes
Mattos 2008 8 weeks 288 254 15 2495 142 15 13.2%  -0.06 [-1.596, 1.44] T
Subtotal (95% Cl) 15 15 13.2%  -0.06 [-1.56, 1.44] e
Heterogeneity: Mot applicahle
Testfor overall effect. £2=0.08 (F=0.94)
1.2.5 Tadalafil 20mg vs. paroxetine 20mqg 2h PC- end of study values, minutes
Falat 2014 12 weeks 1.84 062 a0 1486 112 a0 188%  -012 047,023 -
Subtotal (95% Cl) 50 50 18.8% 012[-047,0.23] 4
Heterogeneity: Mot applicable
Test for averall effect: £= 066 (P = 0.51)
1.2.6 Vardenafil 10mg 30min vs. sertraline 50mg 4h PC - end of study values, minutes
Mathers 2009 & week 501 3.69 26 312 1849 23 125% 1.89 [0.27, 3.47] —
Subtotal (95% Cl) 26 23 125% 1.89 [0.27, 3.51] i
Heterogeneity, Mot applicahle
Testfor overall effect £=2.29(F =002

Total (95% CI) 210 195 100.0% 0.33 [-0.63,1.30]
Heterogeneity: Tau®=1.26; Chi*=103.55, df=5 (P = 0.00001); F=95%

Test for overall effect, £= 068 (P = 0.50)

Test for subgroup differences: Chi=103.55, df=5 (P = 0.00001), F= 95.2%

. <

4 2
Favours S3RI

0

2 4
Favours PDES inhibit



Figure 3. PDE5 inhibitors plus SSRIs vs. SSRIs- forest plot of IELT outcomes

PDES inhibitor plus S5RI SSRI Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
1.3.1 Mirodenafil 50mg + dapoxetine 30 mg 1-3h PC vs. dapoxetine, lifelong PE - end of study values
Lee 2012 12 weeks 11.3 8.82 B3 91 818 57 2.8% 2.20[-0.86, 5.26] N e —
Subtotal (95% CI) 63 57 2.9% 2.20 [-0.86, 5.26] e l——
Heterogeneity: Mot applicable
Test for overall effect: Z=1.41 (F = 0.16)
1.3.2 Sildenafil 50mg 1h + fluoxetine 20mg 2-3h PC vs. fluoxetine, lifelong PE - end of study values
Hosseini 2007 16 weeks 5.1 9.1 43 43 67 48 2.5% 080252 412 e —
Subtotal (95% CI) 43 48 2.5% 0.80 [-2.52,4.12] ——e—
Heterogeneity: Mot applicable
Test for overall effect: Z=0.47 (P = 0.64)
1.3.3 Tadalafil 20mqg + paroxetine 20mg 2h PC vs. paroxetine, lifelong PE - end of study values, minutes
Polat 2014 12 weeks 292 0.62 50 1.96 1 50 34.2% 0.96[0.63,1.29] bl
Subtotal (95% CI) 50 50 34.2% 0.96 [0.63, 1.29] L 2
Heterogeneity: Mot applicable
Test for overall effect: Z= 577 (P <= 0.00001)
1.3.4 Sildenafil 50mg 1h PC + sertraline 50mg/d vs. sertraline, lifelong PE - end of study values, minutes
Zhang 2008 12 weeks 5.6 012 36 3.8 015 36 38.9% 1.70[1.64,1.76] n
Subtotal (95% CI) 36 36 38.9% 1.70 [1.64, 1.76] L
Heterogeneity: Mot applicable
Test for averall effect Z=53.10 (P = 0.00001)
1.3.5 Sildenafil 50mg 30min PC + sertraline 50mag/d vs. sertraline, acquired PE - end of study values, minutes
Zhang 2014 12 weeks 7.2 2.83 55 5.04 279 53 15.2% 2161[1.08, 3.24] —
Subtotal {95% CI) 55 53 15.2% 216 [1.08, 3.24] B
Heterogeneity: Mot applicable
Test for overall effect: Z=3.92 (P = 0.0001)
1.3.6 Tadalafil 20mag 1-3h PC + fluoxetine 90mgiw vs. fluoxetine, lifelong PE - change from baseline, minutes
Mattos 2008 8 weeks 478 3.52 15 285 142 15 B.4% 1.83[0.11,3.77] )
Subtotal {95% CI) 15 15 6.4% 1.83 [-0.11,3.77] e
Heterogeneity: Mot applicable
Test for averall effect: Z=1.85 (P = 0.06)
Total (95% CI) 262 259 100.0% 1.52 [0.98, 2.05] &>
Heterogeneity: Tau®= 0.19; Chi*= 20.26, df= 5 (P = 0.001); F= 75% 4 2 D 2 4

Test for overall effect: £=5.54 (P = 0.00001})
Test for subaroup differences: Chi*= 20.26, df= 5 (F = 0001}, F=75.3%

Favours SSRI

Favours PDES + S5F

Figure 4. PDE5 inhibitor s vs. squeeze technique, lidocaine gel or tramadol - forest plot of IELT

outcomes

PDES inhibitors Comparator Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

1.4.1 Sildenafil 50mg 1h PC vs. squeeze technique - change from baseline, minutes

Wang 2007 24 weeks 512 1.54 29 156 0.3 38 100.0% 3.56 [3.16, 3.96]
Subtotal {95% CI) 59 38 100.0%  3.56 [3.16, 3.96]
Heterogeneity: Mot applicable

Testfor overall effect £=17.26 (F = 0.00001)

1.4.3 Sildenafil 50mg 1h vs. lidocaine gel 15min PC - end of study values

Gameel 2013 4 weeks 3 115 30 464 185 30 100.0% -0.83[1.61,-0.058]
Subtotal {95% CI) 30 30 100.0% -0.83[-1.61,-0.05]
Heterogeneity: Mot applicable

Testfor overall effect =209 (F=0.04)

1.4.5 Sildenafil 50mg 1h vs. tramadol 50mg 2h PC - end of study values, minutes

Gameel 2013 4 weeks 3 114 30 585 1.499 29 100.0% -2.04 [2.87,-1.21]
Subtotal {95% CI) 30 29 100.0% -2.04 [-2.87,-1.21]
Heterogeneity: Mot applicable

Testfor overall effect Z=4.80 (P = 0.00001)

}
-10

]

Favours comparator Favours PDES inhibitor



Supplementary Figure 1. Study Selection Process - Preferred Reporting Itemsfor Systematic
Reviews and M eta-Analyses (PRISMA) Flow Diagram
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Supplementary Figure 2. Risk of bias assessment summary by RCT
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Supplementary table. Number s analysed, efficacy outcome results other than IEL T, adver se events

PDES inhibitor monotherapy RCTs

Author Number s analysed (% of n

randomised)

Efficacy outcomes other than IELT

Adverse events

Atan 2006 [21] Sildenafil, 20

Topical EMLA, 22
Placebo, 20

Sildenafil + topical EMLA, 15

n analysed NR, assume 100%

Ejaculation delay 'Improvement’ or ‘cure': Sildenafi
55% (p>0.05); Sildenafil + EMLA, 86%; EMLA,
77%; Placebo, 40%. (Not reported if p-value acro
or between-groups)

Headache: Sildenafil, 26%; Flushing:
Sildenafil, 26%

Only patients receiving sildenafil
experienced side effects.

Aversa 2009[28] Vardenafil, 30 (97%)

Placebo, 10 (91%)

Index of Premature Ejaculation (IPE) % increase
(fold increase): Vardenafil, 114% (2-fold); Placebo
% NR, (0-fold). (P-value not reported)

Patients who took vardenafil (vs placebo) reported
significantly (P<0.01) increased ejaculatory contro
(612 vs 16+2), improved overall sexual satisfactior
(7£2 vs 15+1) and amelioration of distress (4+1 vs
8+1) scores on the IPE questionnaire.

The most common adverse events were
significantly higher with vardenafil
(p<0.01vs. placebo) after 4 weeks of
treatment. AEs were headache (10% vs.
1%), flushing (12% vs. 0%), dyspepsia
(10% vs. 1%)

Gameel 2013 [24]

(100%)

Sildenafil + inert gel, 30 (100%)
Paroxetine + inert gel, 28 (93%)
Tramadol + inert gel, 29 (97%)

Lidocaine gel + oral placebo, 30

Oral placebo + inert gel, 30 (90%)

Sexual satisfaction (0 to 5 point scale: Mean
improvement was significantly higher in all active
treatments vs placebo (p<0.05).

The greatest improvement was with sildenafil 2.9
which was significantly better than paroxetine
2.2 (0.9) or local anaesthetic 1.9 (0.9) (p < 0.05).

Greater sleep disturbance, dry mouth,
nausea, dizziness, fatigue, vomiting,
sweating, and headache were reported w
tramadol, sildenafil and paroxetine. All sig
effects were reported as being tolerable.

Mathers 2009 [15] Vardenafil, 26 (100%)

Sertraline, 23 (100%)

Premature Ejaculation grade (PE Grade) score
improved in both vardenafil (p<0.01) and sertraling
(p<0.001)

Vardenafil: headache (7.1%), face redneg
(7.1%) and nose blockage (2.4%)

Sertraline: lack of appetite (2.4%) and
nausea (4.8%).




McMahon 2005[23]

Sildenafil, 73 (94%)
Placebo, 71 (90%)

Index of Premature Ejaculation (IPE)

Sat: Sildenafil, 3.1; placebo, 2.2

EC: Sildenafil, 1.8; placebo, 1.2

Conf: Sildenafil, 2.2; placebo, 1.3

GE: Sildenafil, 48%; placebo, 16%

Anx: Sildenafil, 48%; placebo, 16%

(NR if means or medians p-values NR). Patients
randomized to sildenafil reported significantly (P <
0.05) higher scores on the IPE for questions asses
ejaculatory control (1.8 + 0.3 vs. 1.3 £ 0.1),
ejaculatory confidence (2.2 £0.2 vs. 1.3 £0.1), an
overall sexual satisfaction (3.1 £ 0.2 vs. 2.2 +0.1

The most common treatment-emergent A
(sildenafil vs. placebo, incidence >3%)
were headache (15% vs. 1%), flushing
(15% vs. 0%), dyspepsia (5% vs. 1%),
abnormal vision (5% vs. 0%), and rhinitis
(5% vs. 0%). All treatment-emergent AEs
were considered mild to moderate in
severity,

Tang 2004 [18]

Sildenafil + behavioural therapy, 30
Behavioural therapy, 30

Sertraline + BT, 30

n analysed NR, assume 100%

Patient/partner sexual satisfaction (0 to 5 point
Likert): Sildenafil + BT, 26/30 ‘satisfied’; BT, 19/30
‘satisfied’ (p=0.04)

None reported in English abstract

Wang 2007 [16]

Sildenafil, 60

Paroxetine, 60

Squeeze technique, 60

n analysed, NR assume 100%

Premature Ejaculation grade, intercourse satisfact
score, frequency of intercourse. P-value for chang
from baseline for all groups reported as 0.000, exg
Fl in squeeze group (p=0.20)

Sildenafil: headache 7 (11.7%), nausea 2
(3.3%), nasal congestion 5 (8.3%), flushin
5 (8.3%);

Paroxetine: headache 2 (3.3%) nausea 6
(10.0), dizziness 2 (3.3), fatigue 3 (5.0%),
flushing 4 (6.7%)

PDES inhibitor combined with

SSRI RCTs

Author (country) Numbersanalysed (% of n Efficacy outcomes other than IELT Adverse events
randomised)

Culha2008[14] Tadalafil + fluoxetine IELT (Visual scale of ejaculatory latency time The authors report that minor side effects|
Fluoxetine questionnaire [ELTQ]) score increased significantl] due to tadalafil and fluoxetine were
Placebo in both study groups compared to placebo. Data o| temporary. No data reported.

Total n, 158 (88%)

values not reported.

Hosseini 2007[25]

Sildenafil + fluoxetine, 43 (86%)
Fluoxetine,48 (96%)

Intercourse satisfaction (instrument not reported):
increase (fold increase): Sildenafil + fluoxetine, 55
(3.3-fold); Fluoxetine, 20% (1.2-fold).

(P-value not reported)

Sildenafil + fluoxetine: nausea, 8 (18.6%)
headache, 12 (28%); decreased libido, 2
(4.7%); flushing, 7 (16.3%)

Fluoxetine: nausea, 7 (14.6%); headache
(12.5%). More headache (p<0.05 and
flushing (p<0.001) with sildenafil.

Lee 2012[20]

Mirodenafil + dapoxetine, 62 (98%)

Time from foreplay to beginning intercourse (FTIT

Dapoxetine + mirodenafil - Overall, 28/56




Dapoxetine + placebo, 56 (98%)

Overall sexual act time (OSAT)

Premature Ejaculation Profile (PEP)

Significant between-group difference in:

OSAT week 4, p=0.049; week 8, p=0.026; week 4
8, p=0.040

PEP week12: Perceived control over ejaculation,
p=0.019; interpersonal difficulty related to
ejaculation, p=0.013; Index score, p=0.046

(45.2%); Nausea, 5/56 (8.1%); Diarrhea,
3/56 (4.8%); Headache, 8/56 (12.9%);
Dizziness, 6/56 (9.7%); Palpitation, 4/56
(6.5%); Facial flushing, 2/56 (3.2)

Dapoxetine + placebo - Overall, 18/62
(32.1%); Nausea, 6/62 (10.7%); Diarrhea
2162 (3.6%); headache, 3/62 (5.4%);
Dizziness, 5/62 (8.9%); Palpitation, 1/62
(1.8%); Facial flushing, 1/62 (1.8%)

Mokhtari 2014[26]

Tadalafil + sertraline, 56
Sertraline, 52
n analysed NR, assume 100%

None reported

AEs more common with Tad+sert than
sert+pbo (type and n NR). 5/56 (8.9%) an
1/52 (1.9%) respectively discontinued
study.

Zhang 2005 [19]

Sildenafil + sertraline
Sertraline

Total n=72

nanalysed, NR assume 100%

International Index of Erectile Function (IIEF)
IS: Sildenafil + sertraline, 13.8; Sertraline, 10.8
(p<0.001 between groups)

Fl: Sertraline + sildenafil, 2.7; Sertraline, 1.9
(p<0.005 between groups)

Sildenafil + Sertraline had more AEs
(headache, flushing). (p<0.001) Numbers
not reported.

Zhang 2014[17]

Sildenafil +sertraline, 55 (92%)
Sertraline, 53 (88%)

PEP measures, and CGIC (subjects reporting at Ig
‘better’: 58.2% vs. 35.8%) (P<0.05 for all).

AEs were reported by 23.3% in the
sertraline group and 31.7% in the
combination group. The adverse effects
included nausea, headache, dizziness,
flushing, ED, sexual desire difficulties, etq
There were no significant differences
between the two groups. No withdrawals
due to AEs or lack of efficacy.

RCTsevaluating PDESi alone and in combination with an SSRI




Author (country) Numbersanalysed (% of n Efficacy outcomes other than IELT Adverse events
randomised)
Mattos 2008[22] Tadalafil, 15 None reported Tadalafil: headache (3 patients), facial

Fluoxetine, 15

Tadalafil + fluoxetine, 15
Placebo, 15

n analysed NR, assume 100%

redness (2 patients), palpitation (2 patient

Fluoxetine: yawning and somnolence (3
patients), asthenia (3 patients), nausea (1
patient)

Fluoxetine + tadalafil: yawning and
somnolence (3 patients), nausea (2 patie
palpitation (1 patient), muscle soreness (]
patient)

Polat 2014[27]

Tadalafil, 50

Paroxetine, 50

Tadalafil + paroxetine, 50

n analysed NR, assume 100%

International Index of Erectile Function (IIEF)
guestionnaire scores not statistically significant
(p>0.05). Not reported if between groups or chang
from baseline. No data.

Most adverse effects were associated wit
daily paroxetine administration. Fifteen
patients (30%) in the paroxetine group:
yawning and somnolence (10/15), asthen
(5/15) and nausea (2/15); 12 patients (24
in the tadalafil group: headache (5/12),
flushing (3/12) and palpitation (4/12); 12
patients (24%) and in the paroxetine and
tadalafil group- nausea (3/12), muscle
soreness (3/12), palpitation (4/12) and
flushing (3/12).

Anx., anxiety; CGICClinical Global Impression of Change; CIPE, Chinese Index of & Ejaculation; CMASH, Center for Marital and Sexual Health; conf.,
confidence; def., definition; EMLA, eutectic mixture of lidocaine and prilocalBeT] intra-vaginal ejaculatory latency time; IIEF, International Indekreftile Function;
IS, intercourse satisfaction; EC, ejaculation control; ED, erectile dysfunction; FI, figgokintercourse; GE, global efficacy; NR, not reported; PC, pre-coifys; P
premature ejaculation; PEP, Premature Ejaculation Profile; RCT, randomigealled trial; Sat., satisfaction; SD, standard deviation



