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Safety and Efficacy of Dapoxetine in the Treatment of

Premature Ejaculation: A Double-Blind, Placebo-Controlled,
Fixed-Dose, Randomized Study

Mohammad R Safarinejad*"'

'Urology and Nephrology Research Center, Shaheed Beheshti University of Medical Sciences, Tehran, Iran

The aim of the study was to evaluate the efficacy and safety of a selective serotonin reuptake inhibito{5SRI) af l,dapoxetine in delaying
ejaculation in patients with premature ejaculation (PE). A total of 212 potent men with PE wergfrajtomly assigned to receive 30 mg
orally dapoxetine (group |, N=106) twice daily or similar regimen of placebo (group 2, N = 106) dui g 3 |2-week period for each
agent. Pretreatment evaluation included history and physical examination, geometric measfinc vaginal gdculatory latency time (IELT,
primary outcome measure), and International Index of Erectile Function (IIEF). The efiii 4 @martreatments was assessed every
2 weeks during treatment, at the end of study, and in 3-month follow-up after cessation of Ti_jtment. We measured geometric mean
[ELT. Thus, the IELT values were logarithmically transformed before statistical analysi,«@slthe regdlits are reported as fold increases from
baseline with associated 95% confidence intervals (Cl). The independent sample two%tailéa™s cst was used to compare the IELTs. At the
end of |2-week treatment, the dapoxetine group had a 2.9- (95% Cl, 1.84-4.16) foldiincrease of the geometric mean IELT, while after
placebo the geometric mean IELT did not increase significantly (1.4-foi@ i Bgase; 955 Cl, 0.84—1.63) (p =0.001). The mean weekly
intercourse episodes increased from pretreatment values of |.16 204 .14 t¢ 2.2 and |4, for dapoxetine and placebo, respectively
(p =0.04). Baseline mean intercourse satisfaction domain values #€ IIEFR and’l |, reached to 16 and 10 at the |2-week treatment in
groups | and 2, respectively (p =0.04). At the end of 3-mon# follgw-up | Mod, the geometric mean IELT in dapoxetine and placebo
group demonstrated |.4- (95% Cl, 0.66—1.46) and 1.3:"(50%fCl, (/7—-1.63) fold increase, respectively (p=0.1). Three-month
intercourse satisfaction domain value of IIEF was | | in gfoup | ane%0sn group 2 (p =0.1). Mean number of adverse events was |9 for

dapoxetine and 7 for placebo (p=0.02). Dapoxetifie i

efficacy of this drug in PE.
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INTRODUCTION

There is limited/Mmtormaiyw concerning the extent of
premature ejagflatidn (PE) in general population. In a
random survey (({15110men in the United States, about
one-third #@siderc ) #iat they had ejaculated prematurely
over thdnasl vear 4ALaumann et al, 1999). However, the
proportior hat perceived their condition as problematic
was not statc WData from the National Health and Social
Life Survey have revealed a prevalence of 21% in men aged
18-59 years in the United States (Fisher, 1986). In general,
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moderately better results in terms of IELT and intercourse satisfaction vs
placebo without long-term benefit for the patiepiiyfter it s ¥itdrawn. Further studies are necessary to draw final conclusions on the

Neuropsychopharmacology (2008) 33, 1259—65; doi:}D.1038/sj.npp.1301500; published online || July 2007

iaent; dapuxetine; serotonin; sexual dysfunction

however, the prevalence of PE is reported as being between
22 and 38% of adult male population (Laumann et al, 1999;
Spector and Carey, 1990). The World Health Organization
(WHO) includes the right to sexual health among its
fundamental rights for an individual. There should be ‘a
freedom from organic disorders, disease, and deficiencies
that interfere with sexual and reproductive freedom’. PE has
been associated with erosion of sexual self-confidence
(Symonds et al, 2003) and low sexual satisfaction in men
and their female partners (Byers and Grenier, 2003).
Ejaculation is affected by numerous mechanisms. Among
these, the most accepted and, maybe, the most important
one is central serotonin (5-hydroxytryptamine, 5-HT) level.
The inhibitory effect of serotonin on libido, ejaculation, and
orgasms is well documented and has been attributed to a
serotonin-induced decrease in dopamine (a neurotransmitter-
enhancing sexual function) level in the central nervous
system (Remy, 1986; Baldesarani and Mars, 2003). Selective
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serotonin reuptake inhibitors (SSRIs: paroxetine, fluoxetine,
sertraline, and citalopram) are reported to be effective for
treating PE (Waldinger et al, 2004a; Safarinejad and
Hosseini, 2006), but they were not developed to treat PE.
Probable mechanism of these drugs is the enhancement of
net serotonergic transmission by blocking the presynaptic
5-HT (serotonin) uptake site (Waldinger et al, 1998a). A
member of the well-known SSRI class of compounds,
dapoxetine would become the first oral pharmacologic
product indicated for the treatment of PE, but at the end
of 2005 has not been approved by the FDA as an oral drug
for the treatment of PE. Dapoxetine (( +)-(S)-N,N-dimethyl
(o)-[2(1-naphthalenyloxy) ethyl]-benzenemethanamine hydro-
chloride) is an SSRI. Dapoxetine is a fast-acting inhibitor of
the serotonin reuptake (Feret, 2005). Dapoxetine is rapidly
absorbed after oral administration with a peak plasma
concentration occurring between 1.4 and 2.0h. This is
followed by a rapid decline in plasma concentration, to
about 5% of peak concentration at 24 h. Both, the area under
the curve (AUC) and C,,,,, increase proportionately with
doses up to 100 mg. The mean initial half-life of dapoxetine
after a single dose is 0.5-0.8h, and this decreases slightly
to 0.4-0.6h after multiple doses for 6 days. The terminal
half-life of dapoxetine is 15-19h after a single dose and
20-24 after multiple doses (Dresser et al, 2004).

Results from placebo-controlled, randomized, multicenter
phase-3 trials have demonstrated that men with PE
receiving dapoxetine 30 or 60mg experienced increased
intravaginal ejaculatory latency and higher levels of contrgl
over ejaculation and satisfaction with sexual intercowi:
(Pryor et al, 2006). In this study, the dose-effect reltions
were not determined, and the overall dose effectdwvas Jot
reported. One should take the log mean jmtrai}&inal
ejaculatory latency time (IELT) or the megdian IELT )0
compare treatment effects. By comparing¢thepean IELT
values, as the authors have done, there igthsonside Wle risk
that dapoxetine seems to induce a faf stronger ejaculation
delay than actually happens.

In all published studies, treatment a:Jg#ilow-up times
have been only weeks, and \:fp, studies have been
concentrated mainly on short-tqufi € .ects. Although the
therapeutic effect of a dpdy % seerjywithin weeks, alleviation
of problem for a mu€)lor qer_tizne is required. In some
reports, after the ep€f tii sapy, the PE recurs in as much as
90% of patients/ Jxink et % 1996). We need a safe and
effective drug Icunci)d specifically for the treatment of PE,
especially j{ 1t induce Plong-term benefit for the patient
after it isf(Jithdawn. In this study we compared dapoxetine
(a fast-acting SSRY; with placebo.

MATIRIALS AND METHODS
Study Design

From February 2004 to March 2006 212 potent married men
with PE entered the study (mean age 36 years, range 20-55).
PE was defined as an IELT of less than 2 min that occurred
in more than 90% of intercourses. The IELT was the time
between the start of vaginal insertion and the start of
intravaginal ejaculation (Waldinger et al, 1994). All patients
gave their written informed consent to participate in the
study after procedures and possible side effects were
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explained to them. The study was conducted in accordance
with the Declaration of Helsinki and was approved by the
local Medical Ethical Committee. At the first visit, patients
and wives were interviewed individually by the author and
were requested for an independent estimation of the IELT.
A stopwatch and instructions on how to measure the
IELT were also provided. The patient had to be in a stable
relationship with his wife for at least the previous 6 months
and possible sexual intercourse equal or greater than 1 per
week. Couples were also instructed not to y#dcondoms or
topical anesthetic cream, not to pause durifig ifiercourse or
to have interrupted intromission. Furtherii e, thby were
requested if intercourse took placegmore thihsOnce in a
single session, only the first intereGse wagymeasured.

Evaluations

All patients underwent £ lim1: Jggissessment, including a
medical and sexual#hstoil) physical examination, and
structured intervi#i ) diagnos ic of mental and physical
disorders, IELT,“and“ wlf-administration of International
Index of EregdFunctio . (IIEF) (Rosen et al, 1997). To be
able to ex4(yde/areanic sexual dysfunction, fasting blood
glucose lever, Jarie~analysis, complete blood count, sex
hormgmnes, ana“ Jfolactin levels were measured. Meares-
Stamey '« Bpwas also performed to exclude genital tract
infectiG! Prctreatment IELT was measured during a 4-week
baselinejperiod, during which patients were requested to
«perience coitus at least four times. All patients were asked
to| indicate their sexual satisfaction on a scale of 0-5 as
pypoposed by Kim and Paick (1999), with 0 being extremely
dissatisfied and 5 extremely satisfied. Pretreatment fre-
quency of sexual intercourse was the mean number of
attempts per week during the previous 2 months.

Inclusion/Exclusion Criteria

Only patients without any obvious organic cause of PE and
possible sexual intercourse equal to or greater than 1 per
week were included. Excluded were those with erectile
dysfunction according to IIEF; an organic cause of PE
including anatomical abnormalities, genital infection, and
neurological disorder; low libido; chronic depression,
psychiatric, or physical illness; alcohol, drug, or substance
abuse; organic illness causing limitation in SSRI use; use of
psychotropic and antidepressant medication; and serious
relationship problems. Patients meeting study criteria had
their medical and sexual histories and demographic
information recorded.

Medical Treatment

Each eligible patient was given a randomization number
using an interactive voice response system, which followed
a randomization table generated by the method of random
permuted blocks (Fleiss, 1986). At baseline (week 0), the
patients were randomly assigned to take 30 mg dapoxetine
orally twice daily (every 12h) (group 1), or a similar
regimen of placebo (group 2) during the 12-week treatment
period. The placebo was a starch compound with the same
color and size of dapoxetine. All of the men were asked not
to consume alcoholic drinks within 6h of sexual activity.



Treatment was administered in a randomized sequence that
remained unknown to the patient and to the physician.
None of the patients underwent formal psychosexual
counseling. Persons who were geographically and opera-
tionally independent from the study investigator did the
randomization of the study. Patients were given a diary to
record the frequency of coitus and adverse drug-related
effects.

Outcome Measures

Patients were screened on week —4. Baseline measurements
were obtained on day —1, and efficacy assessments were
made every 2 weeks after the initial dose of dapoxetine on
day 1, at the end of 12-week treatment period, and 3 months
after the cessation of treatment. For the analysis of efficacy
and safety, all patients were assessed in each visit by the
author evaluating changes in IELT (primary outcome
measure), mean intercourse satisfaction domain, mean
weekly coitus episodes (secondary outcome measures),
and adverse drug effects. Patients and their wives were
interviewed separately.

Statistical Analysis

The study sample size of 212 patients (106 per group) was
powered for a difference of approximately 1 standard
deviation (SD) between the dapoxetine and placebo group
with a statistical power of 85% (f=0.15) and assuming
an overall 10% dropout rate. As the IELT in individual
patients usually follows a skewed distribution, we measureg
geometric mean IELT instead of mean IELT. Thus, the IRGT
values were logarithmically transformed before statigtic
analysis, and the results are reported as fold increadss from
baseline with associated 95% confidence interval{ (Ci )The
independent sample two-tailed t-test was usgd o comp pé
the geometric mean IELTs and frequeng’ of cojtus’by
dapoxetine and placebo. Comparison of sel sal satiffaction
rates of patients and their wivesgand cclggfiison of
the incidence of side effects were testcdlpsing the y>-test.
A p value less than 0.05 was consileryd statistically
significant. Statistical analysi€as pesformed using the
computer statistical packagf@3PS{ 400 4SPSS, Chicago, IL)
and SAS/6.4 (SAS InstitytnCar, \NC).

RESULTS
Patient Disposi pdi/Deographics

All patiepfs v Jre see; with their wives and were interviewed
about 1L x AWV activity and the patient’s ejaculation
function. Tt e were no statistical differences in IELT, IIEF,
and mean cgitus attempts per week in the two groups
(Table 1). A total of 212 patients were recruited, but only
189 (89%) completed the whole randomized trial study (93
of 106 in the dapoxetine group and 96 of 106 in the placebo
group) (Figure 1). Mean patient age was 35.7 years (range
21-54) in group 1 and 36.3 years (range 19-56) in group 2
(p=0.08 not significant) (Table 1). Twenty-three patients
(10.9%) did not complete the study: seven because of a lack
of effects (two in the dapoxetine group and five in the
placebo group), six because of adverse effects (dapoxetine
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Table | Patient Characteristics

Dapoxetine, Placebo,
Variables n=106 n=106 p-value
Mean age, years (range)
Patients 357 (21-54) 36.3 (19-56) NS
Partners 29 (20-47) 28 (21-49) NS
Duration of I (1-22) 12 (1-21) NS
marriage, years
(range)
Education level (no.)
Patients
Lower 22 o NS
Middle 32 30 NS
Higher 52 55 NS
Partners
Lower 22, 19 NS
Middle 6 28 NS
Higher 58 59 NS
Premature ejaculation (no.j
Primary 10 43 NS
Secondary 56 53 NS
Never ejaculated 10 8 NS

inty Mally

breviati n: NS = not significant.

group), and ten lost to follow-up (five in each group). The
dropout rates were not significantly different between
the two groups (p=0.07). Dropouts were excluded from
the final analysis.

Efficacy of Dapoxetine

After 12 weeks of treatment, patients receiving dapoxetine
demonstrated significantly improved IELT compared to
those receiving placebo. The geometric mean IELT was
moderately increased (2.9-fold; 95% CI: 1.84-4.16) in the
dapoxetine group, compared to only a gradual and mild
increase in the placebo group (1.4-fold increase; 95% CI:
0.84-1.63) (p =0.001) (Tables 2 and 3). The mean pretreat-
ment weekly intercourse episodes were 1.16 per week for
dapoxetine compared to 1.14 for placebo. Dapoxetine
demonstrated superiority in increasing mean pretreatment
coitus frequency. The mean intercourse frequency at
12-week treatment was 2.2 and 1.4 for dapoxetine and
placebo, respectively (p = 0.04). Baseline and 12-week mean
intercourse satisfaction domain values of the IIEF were 12,
11 and 16, 10 in groups 1 and 2, respectively. Dapoxetine
group reported significantly greater intercourse satisfaction
than those in placebo group (p=0.04) (Table 4). Before
treatment, 18 of the 189 patients reported never having
experienced intravaginal ejaculation. Intravaginal ejacula-
tion was achieved by 7 of the 10 patients (mean age 28.5
years) who had never achieved it at the end of the treatment
with dapoxetine. Intravaginal ejaculation was not achieved
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in eight patients (mean age 27.3 years) with placebo. Data
analysis did not show any statistically significant difference
in men with primary and secondary PE in terms of average
baseline or 3-month geometric mean IELT. Similarly, data
did not show significant differences in men with primary
and secondary PE regarding IELT, IIEF domain, mean
weekly coitus episodes, and adverse effects profiles.

In 3-month follow-up of treatment, geometric mean IELT,
mean weekly intercourse episodes, and mean intercourse
satisfaction domain values of the IIEF did not differ
significantly between two treatment groups. At the end of
3-month follow-up period, the geometric mean IELT in
dapoxetine and placebo group demonstrated 1.4 (95% CI;
066-1.4) and 1.3 (95% CI: 0.77-1.63) fold increase, respec-
tively (p =0.1). At 3-month follow-up, the mean intercourse
frequency was 1.21 per week for dapoxetine compared to

Screened Patients: 352

Random Assignment: 212

— 0l

Dapoxetine: 106 Placebo: 106 J

! {

Withdrawn: 13

Adverse Effects: 6
Lack of Efficacy: 2 l
Lost to Follow-up: 5

“thdraivn: 10
Adverse Effects: 0
2clyof Efficacy: 5
Loy« to Follow-up: 5

/] L

{ J

Complgied [rial: 93 Completed Trial: 96

Figure_ | StU )desién.

Table 2 Told Increase in Geometric Mean IELT

12-week 3-month follow-up
Fold Fold
Group increase  95% Cl  increase 95% Cl  p-value
Dapoxetine 29 1.84-4.16 I4 0.66—1.46 0.001
Placebo I4 0.84-1.63 13 0.77-1.63 0.1

Abbreviation: [ELT, intravaginal ejaculatory latency time.
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1.19 per week for placebo (p=0.1). The mean intercourse
satisfaction domain values of the IIEF at 3-month follow-up
were 11 and 10 for dapoxetine and placebo, respectively
(p=0.1) (Table 4). Erectile dysfunction was not noted with
dapoxetine but was noted with placebo in two patients.

Anejaculation did not occur in our patients. Data analysis
did not show significant differences in men with primary
and secondary PE regarding IELT, IIEF domain, mean
weekly coitus episodes, and adverse-effect profiles.

Safety

More adverse effects were assogfited with| Xapoxetine
treatment (p = 0.02) (Table 5). Ninete(y, (20.4%) dapoxetine
and seven (7.3%) placebo p@uents 1 pgfted treatment-
related adverse events; the m( st commox in the dapoxetine
group were nausea (5, 549%), ‘iarrhga (5, 5.4%), insomnia
(4, 4.3%), headache (4.74: %), a.."dizziness (3, 3.2%). Six
patients were droppgd out o1 se,study because of side effect
in dapoxetine grgp:

DISCUSSic

Beforgythe pasi Mecade, the major approach to treating
PE was™_ Imwioral and psychotherapy, relying on such
techniques a5 the ‘pause’ and ‘squeeze’ methods (Masters
and Johiyson, 1970; Kaplan, 1974). However, the application
«\the principles of evidence-based medicine shows that
thire is little evidence to support the psychological
agproach and behavioral treatment. Dapoxetine gave
chronically improved latencies over baseline. However,
even at 60 mg, the latencies were still <2 min in most of the
patients. We doubt whether greater than this dose is
suitable for large-scale use. Prolongation of the ejaculatory
interval within few days of treatment suggests that this acute
effect is due to direct blocking of central serotonergic
reuptake by dapoxetine. Ejaculation is a reflex comprising
different sensory pathways, motor centers, and nerve
pathways. This ejaculatory reflex has been shown to be
controlled primarily by both serotonin and dopamine
(McMahon, 2004). Among the different subtypes of 5-HT
receptors, the most important ones on ejaculation are
5-HT,s, 5-HT;p, and 5-HT,c receptors (Ahlenius et al,
1981). Because the rapid onset of postponement of
ejaculation by some of the SSRIs has a similar time course
as their synaptic effect on 5-HT, it is suggested that
the effect on ejaculation is mediated by acute enhancement
of 5-HT neurotransmission or by differential activation of
different 5-HT receptor populations, notably 5-HT;, and
5-HT,c receptors (Szele et al, 1988; Molewijk et al, 1989).
Activation of the 5-HT receptor also inhibits 5-HT release
and male rat ejaculatory behavior (Hillegaart and Ahlenius,
1998). The total absence of ejaculation delay in men who
took nefazodone was attributed to its 5-HT,c and 5-HT,,
receptor-blocking properties (Waldinger et al, 2001).
Serotonin binds to 5-HT,c and 5-HTp, receptors to delay
ejaculation. Dapoxetine’s mechanism of action is the inhi-
bition of neuronal reuptake of serotonin. It was also shown
to bind and inhibit the reuptake transporters of dopamine
and norepinephrine (Gengo et al, 2005). Elimination is
biphasic, with an initial half-life of approximately 1.4h and
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Table 3 Mean IELT, Frequency of Coitus and Mean Intercourse Satisfaction Domain Values of the IIEF

3-month
Baseline 12-week p-value follow-up p-value
Group |
Mean IELT (s) 28 193 0.001 38 0.1
Mean no. of coituses/week I.16 2.2 0.04 .21 0.1
Mean intercourse satisfaction 12 16 0.04 Il 0.1
domain values of the IIEF
Group 2
Mean IELT (s) 31 54 0.08 37 208
Mean no. of coituses/week I.14 I.4 0.07 I.19 0.09
Mean intercourse satisfaction Il 10 0.09 10 0.09

domain values of the IIEF

Abbreviations: |[ELT, intravaginal ejaculatory latency time; IIEF, international index of erectile function.

Table 4 Sexual Satisfaction Rates of the Patients and Wives

Satisfied (%)

Moderate satisfied((%) Dissatisfied (%)

Patients Wives Patients Wil » Patients Wives
Baseline — — — 6 100 94
Group |
|2-week 74% 69% LY [ 4% 2% | 7%
3-month follow-up 3% i Ve [ [ 90%* 7 %%
Group 2
| 2-week 18 6 12 12 70 82
3-month follow-up 6 12 10 14 84 76
*»<0.001 vs group 2.
##p =not significant vs group 2.
Table 5 Drug-Related Side Effects increase is really the minimum that is required for the men
with genuine PE. For example, a man with a baseline IELT
No. of No. of

patienty, fro: roients from

grofo | (%) group 2 (%) p-value
Nausea 5 (5 (1) 0.02
Diarrhea 5 (54) 0 0.02
Insomnia 4I01.3) I 0.02
Headache 4 (43) (1) 0.04
Dizziness 3(32) 0 0.02
Erectile dysfund 0 2.(2.1) 0.04
Loss of libido 3(32) 2. (2.1) 0.07

a terminal half-life of approximately 20 h. The pharmaco-
kinetics of dapoxetine metabolites, desmethyldapoxetine,
and dapoxetine-N-oxide, is unaffected by multiple dosing
(Modi et al, 2006).

This study demonstrated that dapoxetine 30 mg twice
daily moderately delays ejaculation in men. A 2.9-fold IELT

of 10s will get an ejaculation after 30-40 s when taking this
drug. Furthermore, mean weekly intercourse episodes for
patients treated with dapoxetine compared to placebo were
mildly superior. We also used an inventory for analysis of
satisfaction scores for the men or their wives. Satisfaction
scores mildly improved with dapoxetine. Although the
baseline IIEF erectile function was normal in the two
groups, at the end of 12-week treatment period, intercourse
satisfaction and overall satisfaction remained low. Men
with PE also reported significantly higher problem levels
on other aspects of sexual functioning such as difficulty
becoming aroused, difficulty discussing sexual problems,
satisfaction with sexual intercourse, satisfaction with the
sexual relationship, difficulty being able to avoid anxiety
about coitus, and problems achieving erections.
Dapoxetine administered increased IELT, as early as after
administration of the first dose. The beneficial effects of
dapoxetine on outcome measures remain nearly constant
after 1-week treatment. In this study, prolong administra-
tion of dapoxetine was not associated with further benefit.
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Of the SSRIs, paroxetine, sertraline, fluoxetine, cita-
lopram, and tricyclic antidepressants (clomipramine)
have all been shown to be effective in the treatment of PE
(Safarinejad and Hosseini, 2006; McMahon, 1998; Manasia
et al, 2003; Sae Chul and Kyung, 1998). Waldinger et al
(1998b) reported on a study comparing the relative effects
of placebo and the SSRI antidepressants: fluoxetine,
fluvoxamine, paroxetine, and sertraline on PE. Latencies
were increased from a baseline of 18-29s on placebo
and for the SSRIs, 211, 55, 476 and 117 s, respectively. In a
study the efficacy and safety of dapoxetine, paroxetine, and
placebo were compared for the oral pharmacotherapy of
PE (Safarinejad, 2006). Paroxetine provided significantly
better results in terms of IELT and intercourse satisfaction
vs dapoxetine.

Dapoxetine belongs to the group of SSRIs. The fact that its
pharmacokinetic profile is different regarding the duration
of half-life and T.x does not mean that its pharmaco-
dynamic properties are different.

The clinical data available on dapoxetine are limited to
one phase-2 and two phase-3 trials. Hellstrom et al (2004)
randomized 166 adult heterosexual men in a multicenter,
placebo-controlled, double-blind, 3-period, crossover phase-2
study to either dapoxetine 60 mg, dapoxetine 100 mg, or
placebo. Intention-to-treat analysis demonstrated significant
decreases favoring both doses of dapoxetine for increasing
IELT compared to placebo (p<0.0001). Nausea was the
most commonly reported adverse effect, occurring with
greater frequency in the dapoxetine 100-mg group (16.1%j
compared to the 60-mg group (5.6%) and placebo grév,
(0.7%). Pryor et al (2006) conducted two randopiized,
double-blind, placebo-controlled, multicenter stfdieshof,
identical design in 2614 men diagnosed with P acc¥ding
to DSM-IV definition, one evaluating the 3¢.mg dos(yst
dapoxetine and the other evaluating the 6img ’ose. Mean
IELT at the baseline was 0.90 (SD 0.47) %, 0.92 (¢ 5%) min,
and 0.91 (0.48) min, and at study end point (week 12 or final
visit) was 1.75 (2.21) min for placeb¢)2.78 (/).48) min for
30 mg dapoxetine, and 3.32 (3.68) min fc.3i8st1g dapoxetine.
Nausea was the most common'acise event. Nausea was
reported by 20.1% of patients in'{h€ 6ying group and 8.7%
of patients in the 30 mgrg: Bup. INLT distribution behaves
positively skewed amé& )y tha.malg healthy population and
in the individual #dn \(Jaldinger et al, 2004a). In the
above-mentioned® wtudies, | Ye authors did not measure
geometric medyy IECE. They did not provide confidence
intervals ofsheir fold-1; frease outcomes, which is necessary
for a goelimyiesyion of the potency of the drug.

The notab: )findings of our study first include the mode-
ratg/suy rriority 0f dapoxetine over placebo in increasing all
of v p 7 Wgyred parameters (IELT, IIEF, and mean number
of cois episodes weekly). Second, improvement in the
above-nientioned parameters was not observed in the
3-month follow-up after cessation of therapy.

The adverse events of dapoxetine are dose dependent. The
most common adverse events associated with dapoxetine
are nausea, diarrhea, dizziness, and headache (Hellstrom
et al, 2005). Nausea is fairly significant, with an incidence
of 20% reported in patients taking the 60mg dose
of dapoxetine. The rate of nausea in our study was 5.4%.
In our study six (2.8%) patients discontinued dapoxetine
due to adverse events.
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It appears dapoxetine does not provide a clear advantage
in improving latency time compared with other SSRIs.
Questions regarding the true efficacy of the reported studies
without a proper statistical analysis are valid. In the current
study, we prescribed dapoxetine (without any sponsorship)
in a placebo-controlled fashion to men who reported PE but
without any known etiologic factor. However, the beneficial
effects of dapoxetine were not produced in the 3-month
follow-up after cessation of treatment. Clearly, the issue of
placebo-controlled trials will remain the ultipfdte litmus test
of treatment efficacy. However, we presen#four jtudy as the
largest group of men treated and evaluate )olloying the
chronic daily dapoxetine therapy. Medical tre()pfent in PE
needs careful interpretation with"“}spect o<design and
methodology of the studies (Walding s 24603, 2004). For
drug-treatment research, itf'should by  noted that the
assessment of delay of JEL\\depenils on gender (male/
female), absolute IELPA )t ba g, tool of assessment
(questionnaire, stopwétsh),“ad type of SSRI (Rowland et al,
2001; Perelman ¢f %/, 2004) "Nearly all of the current
pharmacotherapics foi 3E are palliative and do not ‘treat’ or
‘cure’ the prsym actuciy. We need a safe and effective
drug laung ed goecifically for the treatment of PE, which
induces long ¥erm “penefit for the patient after it is
withdpawn.

CONCL{ISION

G r results suggest that dapoxetine is no better than other
SSIs in treatment of PE. The real long-term efficiency of
dapoxetine was not proved after treatment cessation.
Opportunities exist for discovering and developing drugs
for PE. The positive results from this drug indicate that
clinical experiments should continue with various drug
regimens and study settings.
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