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Sir,
A recent article by MR Safarinejad published in Neuropsy-
chopharmacology contained results from a randomized,
double-blind, placebo-controlled trial of dapoxetine for the
treatment of premature ejaculation (PE) (Safarinejad, 2008).
In this publication, and in a related article published
previously by the same author, (Safarinejad, 2006) several
major differences are noted compared to the phase III
studies used to investigate the safety and efficacy of
dapoxetine (Pryor et al, 2006).
In the Safarinejad trial, dapoxetine 30mg or placebo was

administered twice daily (b.i.d.) for 12 weeks to men with
PE. This dosing schedule seems inconsistent with the
pharmacokinetic profile of dapoxetine. Dapoxetine is a
short-acting selective serotonin reuptake inhibitor (SSRI)
that is rapidly absorbed. Maximum serum concentrations
(Cmax) are reached B1 h after oral administration, and
serum levels of dapoxetine are rapidly reduced, with a
decline in plasma concentrations to approximately 5% of
peak levels by 24 h (Modi et al, 2006). Given the rapid
absorption and elimination of dapoxetine, dosing of
dapoxetine is most appropriate within 1–3 h of sexual
intercourse, which would increase the probability of the
subject benefiting from treatment. The Safarinejad article
states only that participants were instructed to take
dapoxetine every 12 h, and no information is provided as
to whether the participants took dapoxetine shortly before
anticipated sexual intercourse.
In the Discussion section of the article, Dr Safarinejad

points out several times that dapoxetine did not exhibit
long-term efficacy 3 months after stopping treatment. There
is no pharmacologic agent for the treatment of PE that has
been shown to have continued, long-term efficacy after
discontinuation. The American Urologic Association Guide-
lines on the Management of Premature Ejaculation state
that ‘Therapy for PE most likely will be needed on a

continuing basis. There is no clear consensus as to whether
SSRIs will effect an eventual cure of PE, allowing for
discontinuation of the medication, or whether SSRIs will be
required for life. The Panel members’ experience is that PE
usually returns upon discontinuing therapy’ (Montague
et al, 2004). In summary, the differences in the design of
this study, as well as the unrealistic expectations regarding
post-treatment efficacy call into question the conclusions of
this study.
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