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tive feedback on the serotonin transporter to reducePremature Ejaculation action potential traffic; thus, the effects of serotonin
reuptake blockade are counteracted. In contrast,Definition and Drug Treatment
when SSRI antidepressants are administered daily,
on a long term basis, 5-HT1A autoreceptors areIn a recent issue of Drugs, MD Waldinger pub-
downregulated and increased activation of post-lished a detailed review of the diagnosis and treat-
synaptic receptors by serotonin occurs.ment of premature ejaculation (PE).[1] Dr Waldinger

As with the SSRI antidepressants, dapoxetinehas extensive experience in the preclinical and clin-
binds with high specificity and affinity to the seroto-ical evaluation of treatments for PE. In this and other
nin reuptake transporter and has only weak affinityreviews,[2,3] he has suggested that short-acting selec-
for subtypes of the serotonin receptor.[8] Resultstive serotonin reuptake inhibitors (SSRIs), such as
from preclinical studies in rats have shown thatdapoxetine, have pharmacodynamic limitations that
dapoxetine acts at the supraspinal level, probablyprevent them from having a meaningful effect on
through the lateral paragigantocellular nucleus, tolatency time in men with PE. However, several
inhibit the ejaculatory reflex.[6] Furthermore, acuterecent lines of evidence suggest that dapoxetine is
dapoxetine administration significantly prolongedeffective for the treatment of PE and provides a
the latency of pudendal motoneuron reflex dis-clinically meaningful benefit to patients when ad-
charges (PMRDs), a surrogate marker of the expul-ministered on demand, 1–3 hours before anticipated
sion phase of ejaculation, at doses ranging from 1 tosexual intercourse.
10 mg/kg, whereas acute administration of paroxe-As Dr Waldinger notes, results from an integrat-
tine was effective in prolonging PMRD latency onlyed analysis of two randomised, double-blind, place-
at 1 mg/kg, and was not effective at 3 or 10 mg/kg.[5]

bo-controlled, multicentre clinical trials demonstra-
In addition, in these experiments, only dapoxetineted that on-demand treatment with dapoxetine sig-
(3 mg/kg) was responsible for a decrease in thenificantly increases intravaginal ejaculatory latency
amplitude of PMRD.time (IELT), perceived control over ejaculation, and

It may be suggested that dapoxetine gives a verysatisfaction with sexual intercourse in comparison
abrupt rise in extracellular serotonin that cannot bewith both placebo and baseline.[4] These were by far
compensated for by autoregulatory processes via thethe largest trials conducted to date of a treatment for
5-HT1A receptors. In fact, results from several stud-PE: 672, 676 and 610 patients completed the 12-
ies have consistently demonstrated that acute deliv-week studies with placebo, dapoxetine 30mg and
ery of conventional SSRI antidepressants markedlydapoxetine 60mg, respectively. While Dr Waldinger
increases serotonin levels within the CNS.[9-11] Thissuggests that these improvements were not clinical-
increase in central serotonin levels in the cere-ly meaningful, 58% of patients receiving dapoxetine
brospinal fluid after the first oral delivery of an SSRI30mg and 67% of patients receiving dapoxetine
was comparable with that measured throughout 2860mg reported that their PE was ‘slightly better’,
days of daily, long-term treatment.[12] Electrophysi-‘better’ or ‘much better’ at the end of the study (vs
ological and neurochemical experiments further26% with placebo; p < 0.001 for both).
demonstrated that the increase in extracellular sero-New preclinical evidence substantiates the acute
tonin levels induced by acute administration of aactions of dapoxetine on the central command of
conventional SSRI antidepressant was sufficient toejaculation,[5,6] which has been reviewed extensive-
alter postsynaptic excitability.[10]

ly.[7] The mechanism of action of short-acting SSRIs
Several theories have been proposed to explainin PE is still speculative, but may be different quali-

the efficacy of acute administration of short-actingtatively from that of SSRI antidepressants adminis-
SSRIs, such as dapoxetine:[7]tered chronically.[7] When SSRI antidepressants are

administered acutely, somatodendritic (serotonin; 5- • They may not cause 5-HT1A autoreceptor activa-
HT1A) autoreceptors are activated and exert nega- tion or negative feedback.
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