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Recent Concepts of Premature Ejaculation

Won Sik Ham, Won Tae Kim, Hyung Ki Choi, Young Deuk Choi

From
University College of Medicine, Seoul, Korea

Premature ejaculation (PE) is the most prevalent male sexual complaint,
yet it remains underdiagnosed and undertreated. The sympathetic,
parasympathetic, and somatic spinal centers, under the influence of sen-
sory genital and cerebral stimuli integrated and processed at the spinal
cord level, act in synergy to command physiologic events occurring during
ejaculation. Experimental evidence indicates that serotonin (5-HT), throughout
brain descending pathways, exerts an inhibitory role on ejaculation and
pharmacologic manipulation of the serotonergic system has been per-
formed in rats, with the antidepressant selective serotonin reuptake inhi-
bitors (SSRIs) exhibiting the greatest efficacy in delaying ejaculation. Over
the last decade, an increasing number of studies of drug treatment of PE
have been published. A meta-analysis of those studies demonstrated
similar efficacies for daily treatment with the serotonergic antidepressants
paroxetine hemihydrate, clomipramine, sertraline and fluoxetine, with
paroxetine (hydrochloride) hemihydrate exerting the strongest effect on
ejaculation. On the basis of fundamental insights into serotonergic neuro-
transmission, it has been suggested that on-demand selective serotonin
reuptake inhibitor (SSRI) treatment will not lead to similarly impressive
delays in ejaculation as has been observed with daily SSRI treatment. Apart
from daily treatment with SSRIs, PE can be delayed by on-demand use
of topical anaesthetics. Treatment with phosphodiesterase type 5 inhibitors
may be used if PE is accompanied by erectile difficulties. (Korean J Urol

2008;49:765-774)
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Fig. 1. Schematic representation of the control of the seminal tract and the bulbospongiosus (BS) muscle by the spinal ejaculation generator
(LSt cells) in rats. The spinal ejaculation generator projects to the parasympathetic sacral parasympathetic nucleus (SPN) and sympathetic
dorsal grey commissure (DGC) and intermediolateral cell column (IML) preganglionic neurons, and BS muscle motoneurones (Onuf’s
nucleus). The parasympathetic centre projects to the seminal tract via the pelvic nerve (PN) and the major pelvic ganglion (MPG). The
sympathetic centre innervates the seminal tract by sending projections through the lumbar sympathetic chain (LSC) to the superior
hypogastric plexus (SHP) and then via the hypogastric nerve (HN), which joins the MPG. The motoneurones of the BS muscle project
to the muscle through the motor branch of the pudendal nerve (PudN).”
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Fig. 2. Diagram of brain structures and putative central
pathways involved in ejaculation. Structures containing
serotonin auto/heteroreceptors are indicated in grey.
BNSTpm: posteromedial bed nucleus of stria terminalis,
MeApd: posterodorsal medial amygdaloid nucleus,
MPOA: medial preoptic area, PAG: periaqueductal grey,
nPGi: paragigantocellular nucleus, PNpd: posterodorsal
preoptic nucleus, PVN: paraventricular thalamic nucleus,
SPFp: parvicellular part of the subparafascicular thala-
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Table 1. The four premature ejaculation (PE) syndromes as proposed for a new definition of PE

Premature-like ejaculatory

Variable Lifelong PE Acquired PE Natural variable PE .
dysfunction
IELT Very short (< 1-1.5min.) (very) short (< 1.5-2min.) Normal (3-8min.) Normal or long (3-30min.)
Frequency Consistent (in) dconsistent Inconsistent (in) consistent
Etiology Neurobiological and Medical and/or Normal variation of Psychological
genetic psychological ejaculatory performance
Treatment Medication, with or Medication and/or Psycho-education Psychotherapy
without counselling psychotherapy
Prevalence Low (?) Low (?) High (7) High (?)

IELT: intravaginal ejaculation latency time, ? indicates that prevalence provided in this table is assumed but not known exactly because

of the lack of epidemiological research
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Table 2. Different classes of drugs for the daily treatment of premature ejaculation

L

<)

2 Fol7] Slelo]

Daily Drug Efficacy Major adverse effects Ev1de.n ce for
treatment efficacy
SSRIs Paroxetine Very strong Fatigue, yawning, loose stools +++
Sertraline Strong Fatigue, yawning, loose stools +++
Fluoxetine Strong Fatigue, yawning, loose stools +++
Citalopram Moderate strong Fatigue, yawning, loose stools +++
Escitalopram Moderate strong Fatigue, yawning, loose stools +++
TCA Clomipramine Moderate strong Nausea, dry mouth +++

SSRI: selective serotonin reuptake inhibitor, TCA: tricyclic antidepressant, + + + indicates very strong

Table 3. Different classes of drugs for the on-demand treatment of premature ejaculation

Major adverse

Evidence for

Daily treatment Drug Efficacy effects efficacy
SSRIs Paroxetine Weak Nausea ++
Sertraline Weak Nausea ++
Fluoxetine Weak Nausea ++
Citalopram Weak Nausea ++
Escitalopram Weak Nausea ++
SSRIs short Tmax Dapoxetine Weak Nausea ++
TCA Clomipramine Moderate strong Nausea +++
Anaesthetics Lidocaine Weak-moderate (?) Numb, penis ++
Prilocaine Weak-moderate (?) Numb, penis ++
PDE-5 inhibitors Sildenafil None Flushes, headache +

PDE-5: phosphodiesterase type 5, SSRI: selective serotonin reuptake inhibitor, TCA: tricyclic antidepressant, Tmax: time to maximum
concentration, + indicates weak, + + indicates moderate, + + + indicates strong, ? indicates may have moderate effect, but not very

clear due to lack of controlled studies
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