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It has become customary to start an article on
premature ejaculation (PE) with the following
introduction: “PE is the most prevalent male
sexual disorder affecting some 20% to 30% of
men.” This sentence mirrors a general belief that
PE always represents a male sexual “‘disorder.”
However, if one distinguishes PE as a ““complaint”
versus PE as a “disorder,” it appears more appro-
priate to state “PE is the most prevalent male sex-
ual complaint affecting some 20% to 30% of men.
The prevalence of PE as a sexual disorder has not
yet been investigated in the general male popula-
tion, but is assumed to be much lower.” The omis-
sion of the distinction complaint versus disorder
has been blurring the debate on definition, classi-
fication, epidemiology, and treatment of PE.

Diagnostic and Statistical Manual of Mental
Disorders and International Classification
of Diseases definition of premature ejaculation

Currently, there are two official definitions of

PE. In the Diagnostic and Statistical Manual of

Mental Disorders (DSM-IV-TR), which is issued
by the American Psychiatric Association, prema-
ture ejaculation is defined as a “persistent or re-
current ejaculation with minimal sexual
stimulation before, on, or shortly after penetra-
tion and before the person wishes it. The clinician
must take into account factors that affect duration
of the excitement phase, such as age, novelty of
the sexual partner or situation, and recent fre-
quency of sexual activity” [1]. According to this
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definition, PE can only be diagnosed when ‘‘the
disturbance causes marked distress or interper-
sonal difficulty” [1]. According to the Interna-
tional Classification of Diseases (ICD-10), issued
by the World Health Organization, PE is defined
as ‘“‘the inability to delay ejaculation sufficiently
to enjoy lovemaking, which is manifested by ei-
ther an occurrence of ejaculation before or very
soon after the beginning of intercourse (if a time
limit is required: before or within 15 seconds of
the beginning of intercourse) or ejaculation occurs
in the absence of sufficient erection to make inter-
course possible” [2].

Interestingly, in contrast to the DSM defini-
tion, the ICD-10 uses a cutoff point for the ejacu-
lation time of 15 seconds, but does not provide
literature on which this quantification is based.
In reverse, and in contrast to the ICD-10, accord-
ing to the DSM-IV-TR, PE needs to cause marked
distress and/or interpersonal difficulty before it
can be classified as the sexual disorder PE.

However, the distress and/or interpersonal
difficulty requirement for the diagnosis of PE is
not based on evidence-based studies but on the
subjective idea of the DSM-IV Task Force that
any mental disorder in the DSM should cause dis-
tress and/or interpersonal difficulty [3].

It should be noted that both the DSM and ICD
definition of PE are based on authority-based opin-
ions and not on well-controlled clinical and epide-
miologic studies [3]. Recently, it has been shown
that the DSM-IV-TR definition of PE has a low
positive predictive value when the required crite-
rium “‘short ejaculation latency time” is not applied
[3]. This low positive predictive value is therefore
related to the absence in the DSM definition of
a quantified cutoff point of the intravaginal ejacula-
tion latency time (IELT), which is the time between
vaginal intromission and intravaginal ejaculation.
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This means that erroneously men with long IELT
values of, for example 10 to 20 minutes, may be di-
agnosed as having PE in case they perceive them-
selves as suffering from PE [4]. The existence of
men who complain of PE, while at the same time
having normal and even long durations of the
IELT, became evident in the study of Patrick and
colleagues [5], in which experienced clinicians diag-
nosed PE according to the DSM-IV-TR criteria of
PE thereby ignoring the required criterium ‘‘short
ejaculation latency time”. Obviously, due to the
low positive predictive value of the DSM-IV-TR
definition, there is a high chance of false-positive di-
agnoses of PE, which hampers clinical practice and
epidemiologic and drug treatment research [3].

Proposal for new definition of premature
ejaculation

Recently, a new proposal for the pending
DSM-V and ICD-11 definition of PE has been
put forward [6,7]. According to this proposal,
PE should be classified according to a “‘syndro-
mal” approach, incorporating well-controlled
clinical and epidemiologic stopwatch studies [6].
PE as a clinical entity or a syndrome has for the
first time been described by Schapiro in 1943 [8].
He distinguished Types A and B that were later
termed “lifelong” and “‘acquired” PE by Godpo-
dinoff [9]. Both types have been mentioned but
not further operationalized in the DSM-IV-TR
definition of PE.

Recently, the existence of two other PE syn-
dromes have been proposed: ‘“natural variable
PE” [3] and “‘premature-like ejaculatory dysfunc-
tion” [7]. In natural variable PE, men only occa-
sionally suffer from early ejaculations. This
should be regarded as part of the normal variabil-
ity of ejaculatory performance and not a symptom
of pathology. As such, natural variable PE is not
a real syndrome [3]. In premature-like ejaculatory
dysfunction men experience and/or utter com-
plaints of PE, while having objectively normal
and even long durations of the IELT of 5 to 20
minutes [6]. In the new proposal, the four PE syn-
dromes are defined according to the following
symptomatology.

Lifelong premature ejaculation

Lifelong PE is a syndrome characterized by the
cluster of the following core symptoms:

1) ejaculation occurs too early at nearly every
intercourse,

2) with (nearly) every woman,

3) from about the first sexual encounters
onward,

4) in the majority of cases (80%) within 30 to 60
seconds, or between 1 and 2 minute (20%) and

5) remains rapid during life (70%) or can even
aggravate during aging (30%)

6) the ability to control ejaculation (ie, to with-
hold ejaculation at the moment of imminent
ejaculation) may be diminished or lacking,
but is not obligatory for the diagnosis.

Some men already get an ejaculation during
foreplay, before penetration, or soon as their
penis touches the vagina (ejaculatio ante portas).
It should be noted that there are no hard in-
dications that lifelong premature ejaculation can
be cured, either by drug treatment or psychother-
apy. In other words, lifelong PE is a chronic
ejaculatory dysfunction.

Acquired premature ejaculation

The complaints of acquired premature ejacu-
lation differ in relation to the underlying somatic
or psychologic problem.

1) early ejaculation occurs at some point in
a man’s life,

2) the man has usually had normal ejaculation
experiences before the start of complaints

3) there is either a sudden or gradual onset

4) the dysfunction may be due to:
¢ urologic dysfunctions, for example, erectile

dysfunction or prostatitis [10].

e thyroid dysfunction [11].
e psychologic or relationship problems[12,13].

5) the ability to control ejaculation (ie, to with-
hold ejaculation at the moment of imminent
ejaculation) may be diminished or lacking,
but is not obligatory for the diagnosis.

In contrast to lifelong PE the acquired form of
PE can be cured by treatment of the underlying
cause.

Natural variable premature ejaculation

In natural variable PE men only coincidentally
and situationally experience early ejaculations. This
type of PE should not be regarded as a symptom or
manifestation of true pathology but of normal
variation in sexual performance [3]. The syndrome
is characterized by the following symptoms

1) early ejaculations are inconsistently and
occur irregularly
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2) the ability to control ejaculation, that is, to
withhold ejaculation at the moment of immi-
nent ejaculation may be diminished or lack-
ing, but is not obligatory for the diagnosis

3) experiences of diminished control of ejacula-
tion go along with either a short or normal
¢jaculation time, that is, an ejaculation of
less or more than 1.5 minutes.

Premature-like ejaculatory dysfunction

Men with premature-like ejaculatory dysfunc-
tion experience or complain of PE while the
ejaculation time is in the normal range, that is,
around 3 to 6 minutes, and may even be of very long
duration, thatis, between 5 and 25 minutes [7]. This
type of PE should not be regarded as a symptom or
manifestation of true medical pathology. Psycho-
logic and/or relationship problems may underlie
the complaints [7]. The syndrome is characterized
by the following symptoms.

1) Subjective perception of consistent or incon-
sistent rapid ejaculation during intercourse.

2) Preoccupation with an imagined early ejacu-
lation or lack of control of ejaculation.

3) The actual intravaginal ejaculation latency
time is in the normal range or may even be
of longer duration (ie, an ejaculation that oc-
curs between 5 and 25 minutes).

4) Ability to control ejaculation (ie, to withhold
ejaculation at the moment of imminent ejac-
ulation) may be diminished or lacking, but is
not obligatory for the diagnosis.

5) The preoccupation is not better accounted
for by another mental disorder.

Continuum of neurobiology and psychology

The distinction of the four PE syndromes
shows a continuum of PE along a line from
mainly neurobiologically to mainly psychologi-
cally determined forms (Fig. 1). For example,
from both human and animal research it may be
derived that lifelong PE is presumably highly neu-
robiologically and perhaps also genetically deter-
mined. However, as yet, one cannot rule out
that certain forms of lifelong PE are psychologi-
cally determined. As is the case in major depres-
sion, a biologic marker of lifelong PE has not
yet been found. However, the positive response
on daily selective serotonin reuptake inhibitor
(SSRI) drug treatment indicates that both major
depression and PE are neurobiologically, that is,
serotonergically, mediated, and may have a neuro-
biologic etiology. Acquired PE may be medically
(prostatitis, thyroid dysfunction) or psychologi-
cally (relationship problems) determined. The
sporadic early ejaculations in natural variable
PE have been postulated to represent the normal
variation of ejaculatory performance in men,
and are presumably not an expression of underly-
ing pathology. The complaints of early ejacula-
tions in men with premature-like ejaculatory
dysfunction that occurs at normal and even long
durations of the IELT, have been postulated to
be due to mainly psychologic factors [7].

Prevalences

Epidemiologic research has repeatedly shown
a prevalence of PE of 20% to 30% [14]. Errone-
ously, by not distinguishing PE as a complaint
and as a syndrome, it has been concluded that

Natural Premature-like
Lifelong PE Acquired PE Variable PE EJacuIatop’
Dysfunction

1 very short IELT (very) short IELT normal IELT  normal/ long IELT
5 neurobiolt_)gical medica! no_rm_al psychological

genetic psychological variation
3 —_— medication

medication psychotherapy reassurance psychotherapy

4 low prevalence

low prevalence

high prevalence  high prevalence

»

>

Fig. 1. Continuum of the four PE syndromes; Lifelong PE is more neurobiologically determined while Premature-like Ejac-
ulatory Dysfunction is more psychologically determined. 1. Duration IELT, 2. Etiology, 3. Treatment, 4. Prevalence.
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the “disorder” PE has a high prevalence. How-
ever, these studies have only shown that the “com-
plaint” of PE in the general male population has
a high prevalence of 20% to 30%. Studies into
the prevalence of lifelong PE and acquired PE
have never been conducted. However, it is of
note that the prevalence of lifelong PE, defined
in terms of lifelong consistent IELTs of <1 to
1.5 minutes along feelings of diminished control,
has been suggested to be rather low (2%—5%).
Further epidemiologic research to confirm this hy-
pothesis is warranted. It is suggested that in case
the prevalence of lifelong PE appears to be rather
low, it should be argued that only a small percent-
age of men with “complaints” of PE suffer from
PE that is mainly neurobiologically and geneti-
cally determined. This is of major importance
for genetic studies on PE. New epidemiologic re-
search may also contribute to confirm the hypoth-
esis that the high percentage of “‘complaints™ of
PE (20%-30%) is due to the large number of
males in the general population that either have
natural variable PE or premature-like ejaculatory
dysfunction.

Pathophysiology

The distinction of the four PE syndromes
illustrates that there is not one particular patho-
physiology of PE, but that there a different path-
ophysiologies dependent on the type of PE. For
example, the serotonin hypothesis of PE, that is,
a disturbance of serotonin neurotransmission and/
or serotonin receptor functioning [15], pertains
only to lifelong PE and partly to acquired PE. In
other words, the serotonin hypothesis explains
probably only a small percentage (2%—5%) of
complaints of PE in the general population. The
pathophysiology of acquired PE is related to dis-
turbances of peripheral neuronal functioning,
whereas the pathophysiology of premature-like
ejaculatory dysfunction is speculated to be related
to cognitive and unconscious mental processes.

Diagnosis of premature ejaculation syndromes

Lifelong, acquired, natural variable PE, and
premature-like ejaculatory dysfunction are recog-
nizable by taking a brief medical and sexual
history with special attention to the duration of
the ejaculation time, the frequency of occurrences,
and the course since the first sexual encounters. In
daily clinical practice, diagnosis of the four PE
syndromes is not difficult, and therefore,

evaluation with questionnaires or the use of
a stopwatch is not required [4]. However, for
drug treatment trials and epidemiologic research,
stopwatch assessment and questionnaires of satis-
faction and quality of (sexual) life are
a prerequisite.

Treatment

The distinction of the four PE syndromes has
consequences for treatment. Lifelong PE should
be treated with drugs that strongly delay ejacula-
tion. It is a matter of debate whether additional
counseling is always needed for these men. A lot
of these men will manage without additional
counseling. However, clinicians should take time
to talk with these men, to inform them about the
current knowledge of lifelong PE, and to regularly
check their well-being, particularly when using
SSRIs on a daily basis.

Acquired PE needs to be treated with either
drugs to treat underlying medical pathology, or
psychotherapy to treat underlying psychologic
pathology, or both with or without additional
other drug treatment options like SSRIs or topical
anesthetics.

Men with natural variable PE usually cope well
with their coincidental early ejaculations, but in
case of seeking treatment, it is advised to inform
them that the occurrence of sporadic early ejacu-
lation is part of normal ejaculatory performance.
Presumably, psychoeducation will probably be
sufficient for these men to regain confidence.
Due to the incidental nature of early ejaculations,
one should not a priori treat these men with
ejaculation delaying drugs with potential side
effects. Men with premature-like ejaculatory dys-
function should better not be treated with ejacu-
lation delaying drugs but with counselling,
psychoeducation, psychotherapy, or couple ther-
apy. One should inform these men that the actual
ejaculation time is in the normal range, but that
psychologic or relationship factors are likely to
contribute to their complaint.

Evidence-based drug treatment

Apart from randomized, double-blind con-
trolled study designs, drug treatment studies of
PE should include a baseline and a drug treatment
period in which the IELT is measured prospec-
tively at each coitus using a stopwatch handled by
the female partner. The IELT is expressed in
seconds or minutes, and in case an ejaculation
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occurs outside the vagina (ejaculatio ante portas),
the IELT is by definition equal to zero. As the
IELT distribution is positively skewed, IELT
values should be logarithmically transformed and
results should be reported as geometric mean IELT
or median IELT [4]. In addition, ejaculation delay
should be expressed as percentage or fold increase
from baseline with 95% confidence intervals (Cls)
[4]. Adverse effects should be assessed with a vali-
dated questionnaire. Moreover, side effects of on-
demand treatment should be assessed at the day
of drug intake and the next day [4].

Daily selective serotonin reuptake inhibitor
treatment

During the last decade, daily use of SSRIs, on-
demand use of the tricyclic antidepressant clomipr-
amine, and topical use of anesthetics has become
most popular to treat PE [16]. Although none of
these treatment options have been approved by
the Food and Drug Administration, their use has
been recognized and is supported by evidence-
based studies [16]. The serotonergic antidepres-
sants modify the course of PE by modulating the
central serotonergic system, and the anesthetics
suppress the sensitivity of the glans penis. A num-
ber of studies further reported efficacy of the on-de-
mand use of phosphodiesterase type 5 (PDE-5)
inhibitors, but their role in the treatment of PE
without erectile dysfunction is disputable. Re-
cently, two studies reported ejaculation-delaying
effects of the on-demand use of tramadol. Actually,
one can distinguish two major strategies to treat PE
by medication: daily and on-demand treatment.

Duaily treatment with clomipramine

In 1973, Eaton [17] published the first publica-
tion on the efficacy of clomipramine, the most se-
rotonergic tricyclic antidepressant, to treat
premature ejaculation. Particularly, in the 1970
to 1980s, but also in the 1990s, various studies
demonstrated its efficacy in delaying ejaculation
in daily rather low dosages of 10 to 30 mg [18].

Daily treatment with selective serotonin
reuptake inhibitors

The introduction of the SSRIs in psychiatry,
however, would lead to a revolutionary change in
the understanding of and treatment of PE. After
the first publication in 1994 [19] on the efficacy of
daily treatment with paroxetine hemihydrate, vari-
ous studies confirmed its strong ejaculation-delay-
ing effects at dosages of 20 to 40 mg [16,20].

Moreover, it appeared that nearly all SSR1Is, except
fluvoxamine, exerted a clinically relevant ejacula-
tion-delaying effect [16]. Currently, daily treatment
with SSRIs or combined daily treatment with on-
demand use of some SSRIs has become the first
choice of treatment. In 2004, Waldinger and col-
leagues [16] published a systematic review and
meta-analysis of all drug treatment studies that
have been published between 1943 and 2003. Of
all 79 studies, a meta-analysis was only feasible
on 35 clomipramine and SSRI daily treatment
studies that were conducted between 1973 and
2003 [16]. The outcome data of the few SSRI treat-
ment studies published between 2003 and 2007
hardly distort the findings of the systematic review
and meta-analysis, and therefore its conclusions
are still valid today. The meta-analysis revealed
a placebo effect of a geometric mean 1.4-fold
IELT increase (95% CI: 1.2-1.7). Furthermore, it
was demonstrated that the rank order of efficacy
(geometric mean fold-increase of IELT) was (a) pa-
roxetine (8.8; 95% CI: 5.9-13.2), (b) clomipramine
(4.6; 3.0-7.4), (c) sertraline (4.1; 2.6-7.0), and (d)
fluoxetine (3.9; 3.0-5.4). Thus, in general, daily
SSRI treatment studies generate a 2.6-fold to
13.2-fold geometric mean IELT increase, depen-
dent on the type of SSRI. Daily treatment can be
performed with paroxetine 20 to 40 mg, clomipr-
amine 10 to 50 mg, sertraline 50 to 100 mg, fluoxe-
tine 20 to 40 mg, citalopram 20 to 40 mg, and 10 to
20 mg escitalopram [4]. Ejaculation delay usually
starts a few days after drug intake, but becomes
more manifest after 1 to 2 weeks. The delay con-
tinues to exist for years, but sometimes may dimin-
ish after 6 to 12 months. The cause of this
tachyphylaxis of SSRIs has not yet been clarified
[4].

Daily SSRI treatment is most often, but
not always, effective in delaying ejaculation.
The reason that SSRIs sometimes fail to delay
ejaculation has not yet been clarified. Patients
should be informed about the short-term and
long-term side effects of SSRIs. On the short-term
fatigue, yawning, mild nausea, loose stools, or
perspiration may occur. These side effects are
usually mild, start in the first 1 to 2 weeks of
treatment, and most often gradually disappear
within 2 to 3 weeks. Although a head-to-head
comparative study has not yet been performed,
drug treatment studies seem to indicate that in
contrast to the side effects in depressed patients,
diminished libido and erectile dysfunction are less
frequently and also to a lesser extent reported by
healthy nondepressed men with lifelong PE.
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Waldinger has hypothesized that this may be re-
lated to the involvement of an increased oxytocin
release in men with lifelong PE [4,21]. Obviously,
further controlled research to confirm and eluci-
date this phenomenon is needed.

A rather rare side effects of SSRIs is the risk of
bleeding. Clinicians should caution patients about
combining SSRIs with aspirin or nonsteroidal anti-
inflammatory drugs, as this may further increase
the risk of bleeding. A very rare side effect is
priapism [22]. Although very rare, it is advised to
inform all patients using SSRIs about the risk of
priapism and its need for immediate medical treat-
ment. One should not prescribe these drugs to
young men < 18 years, and to men known with de-
pressive disorder, particularly when associated
with suicidal thoughts. In those cases, referral to
a psychiatrist is indicated. On the long term, weight
gain might occur with an associated risk for diabe-
tes mellitus type II.

Patients should be advised not to stop taking
the medication acutely to prevent the occurrence
of an SSRI discontinuation syndrome, which is
characterized by symptoms like tremor, shock-like
sensations when turning the head, nausea, and
dizziness [23].

Generic versus brand-name selective serotonin
reuptake inhibitors

A special note should be made to the use
of generic SSRIs. The most relevant studies on
SSRI treatment of PE have been conducted in
the early and mid-1990s using the brand name
SSRIs, simply because at that time generic SSRIs
where not yet on the market. In contrast, today,
generic SSRIs are frequently prescribed. In a re-
view of the few publications comparing the
bioequivalence and efficacy of brand name and
generic psychoactive drugs, it was shown that
there are differences between the generic drugs
and the brand name drugs that had not been
noted in the original bioequivalence studies [24].
This issue has consequences for drug treatment
of PE [4].

Paroxetine hemihydrate

Daily treatment studies of PE with paroxetine,
has been investigated with paroxetine hydrochlo-
ride hemihydrate and not with the generic drug
paroxetine hemihydrate and/or paroxetine
mesylate. The ejaculation delaying efficacy and
relative mild side effect profile of paroxetine
hemihydrate has been repeatedly demonstrated

in well-controlled studies [16]. Based on these
studies, there are no real objective contraindica-
tions to use the generic paroxetine hemihydrate
to treat PE [4].

Paroxetine mesylate

Drug treatment studies on PE have not been
performed with paroxetine mesylate. There are
some indications that particularly the side-effect
profile of the generic paroxetine mesylate is differ-
ent from paroxetine hemihydrate [24,25]. There-
fore, and due to the lack of placebo-controlled
comparative studies investigating the efficacy
and side effect profile of both paroxetine hemihy-
drate and paroxetine mesylate in the treatment of
PE, it is advised to prescribe only paroxetine hy-
drochloride hemihydrate to men with lifelong PE
and not paroxetine mesylate [4].

Daily treatment with o, adrenoceptor antagonists

Ejaculation is peripherally controlled by the
sympathetic nervous system. Blocking the sym-
pathetic system by o; adrenoceptor antagonists
(ae1-blockers) may theoretically delay ejaculation.
Terazosin and alfuzosin are two selective o;-
blockers whose ejaculation delaying effects have
been investigated in men with PE. In a pla-
cebo-controlled study in 91 men with PE both
terazosin 5 mg/d and alfuzosin 6 mg/d proved ef-
fective in approximately 50% of the cases [26]. In
another placebo-controlled study in 90 men with
PE and urinary tract symptoms without chronic
prostatitis and benign prostatic hyperplasia,
daily use of terazosin 5 to 10 mg showed a clini-
cally significant improvement [27]. However, the
methodology of both studies has been rather
weak. Efficacy was measured by merely qualita-
tive measures like satisfaction and subjective feel-
ings of improvement. Prolongation of the IELT
was not assessed by a stopwatch. Although o;-
blockers may affect ejaculatory performance,
they do not always delay ejaculation [28]. De-
spite the aforementioned limitations in method-
ology and the rather low rate of clinically
relevant ejaculation delaying effects, o;-blockers,
and particularly terazosin 5 to 10 mg, may be
a good alternative to treat men with PE who
also have urinary tract dysfunction. However,
further well-designed studies are pivotal to eval-
uate the place of a;-blockers in the armentarium
of drugs in the treatment of PE.



PREMATURE EJACULATION 597

On-demand drug treatment

Despite any study investigating patient prefer-
ences, it has recently become rather fashionable to
state that on-demand treatment of PE would be
more favorable than daily treatment. This is
rather peculiar, as contrary to daily treatment,
on-demand strategies may quite negatively in-
terfere with the spontaneity of having sex, partic-
ularly as one usually decides to have sex at the
spur of the moment. This is particularly so in
young adults with children when the couple often
take the opportunity to have sex at a sudden
moment when the chance to be disturbed is very
low. Also, the argument that daily treatment is
not preferable because one has to wait 1 to 2
weeks before ejaculation delay occurs is not based
on evidence. Most men with lifelong PE will
report that after many years of having had PE,
it is no problem to wait another 1 to 2 weeks
before medication becomes effective. Moreover,
a clear advantage of daily treatment is that
ejaculation is delayed at every moment of the
day that one wished to have intercourse. Recently,
Waldinger and colleagues [29] conducted the first
study investigating the preferences of men with
lifelong PE for the currently existing PE treatment
options. In this study in 88 men with lifelong PE,
it was shown that 81% preferred daily drug treat-
ment mainly because patients feared that on-de-
mand treatment would negatively interfere with
the spontaneity of having sex [29].

Nevertheless, on-demand drug treatment con-
tributes to the armentarium of drug treatment of
PE. In recent years, on-demand treatment studies
have been conducted with topical anesthetics,
clomipramine, SSRIs, dapoxetine, tramadol, and
PDE-5 inhibitors. Due to differences in method-
ology and design, a meta-analysis comparing the
efficacy of these drugs has not yet been feasible.

On-demand treatment with topical anesthetics

The use of topical local anesthetics such as
lidocaine and/or prilocaine in the form of a cream,
gel, or spray is the oldest drug treatment strategy
and is still practiced today [30]. The topical anes-
thetics delay ejaculation by reducing the sensitiv-
ity of the glans penis. However, only a few
studies have been conducted to show their effi-
cacy. The application is rather simple, but still
may lead to side effects like complete anesthesia
of the penis, which may lead to erectile difficulties.
Patients should be informed that its use may also

lead to vaginal numbness. This may be prevented
by the use of a condom.

On-demand treatment with clomipramine

On-demand use of 20 to 40 mg clomipramine
can effectively delay ejaculation after 3 to 5 hours
[31,32]. However, it might also give rise to nausea
at the day of intercourse and the next day.

On-demand treatment with selective serotonin
reuptake inhibitors

In the systematic review of 2003 only eight
studies on on-demand treatment with SSRIs and
clomipramine were reported [16]. These eight on-
demand studies greatly differed in methodology.
A meta-analysis on the published on-demand
SSRI studies could not be performed as the stud-
ies were unbalanced for the antidepressants used,
baseline IELT values, design (double-blind versus
open) and assessment techniques (questionnaire
versus stopwatch) [16]. Despite the absence of
a meta-analysis on on-demand SSRI treatment
studies, there are indications that on-demand use
of SSRIs, like 20 mg paroxetine, do not strongly
delay ejaculation after 3 to 5 hours of intake [33].

On-demand treatment with dapoxetine

Recently, a multicenter study with dapoxetine,
an SSRI with a short half-life, has shown that
despite minimal ejaculation delay, objectivated
with stopwatch assessment, feelings of satisfaction
and control were improved [34]. However, the
study did not use the appropriate statistics to
measure ejaculation delay and did not use the
appropriate method to investigate the dapoxetine-
induced side effects [35]. In 2005, the Food and
Drug Administration did not approve dapoxetine
for the treatment of PE.

On-demand treatment with tramadol

Recently, two studies in men with PE have shown
the ejaculation delaying effects of on-demand use of
50 mg tramadol [36]. Tramadol is registered as a cen-
trally acting analgesic agent combining p-opioid re-
ceptor activation and reuptake inhibition of
serotonin and noradrenaline. The most common ad-
verse of tramadol were nausea (15.6%), vomiting
(6.2%), and dizziness (6.2%), but they were reported
to be mild. However, it should be noted that despite
that tramadol has a weak p-opioid agonistic effect,
long-term follow-up studies are also needed to inves-
tigate the risk of opioid addiction.
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On-demand treatment with phosphodiesterase
type 5 inhibitors

In recent years, a number of authors have
suggested that on-demand use of PDE-5 inhibi-
tors is effective to treat PE. However, most of
these studies lack a good methodology, which
makes the results difficult to interpret. Recently,
McMahon and colleagues [37] published a well-
designed systematic review of all publications on
the use of PDE-5 inhibitors against PE that have
been published between 2001 until 2006. The re-
view analyzed 14 studies, which reported the use
of sildenafil, vardenafil, and tadalafil [37]. The ma-
jority of these studies did not fulfil the current cri-
teria of evidence-based medicine. Of the 14
studies, only one fulfilled these criteria. It was
concluded that there is no convincing evidence
of any direct effect of PDE-5 inhibitors on the cen-
tral or peripheral control of ejaculation, or for any
role in the treatment of PE, except for men with
PE and comorbid erectile dysfunction [37].

On-demand treatment with intracavernous
vasoactive drug injection

A special comment should be made regarding
intracavernous self-injection treatment. This strat-
egy to treat premature ejaculation is advocated by
a few institutions. However, it should be noted that
there is not any evidence-based support for the
efficacy of this strategy. Actually, there has only
been one single study investigating this treatment
method [38]. In this open study of eight men, pa-
tients injected vasoactive drugs into the corpus cav-
ernosum. From the eight men, three stated that
they were cured and stopped the treatment,
whereas the other five men continued using the
medication after 14 months. However, the method-
ology of this study was very weak. There were no
baseline assessments of the IELT, and a prolonga-
tion of the IELT was not measured with a stop-
watch. Moreover, success of treatment was
defined by prolongation of erectile function after
ejaculation and not by the measure of a delayed
ejaculation. As long as there are no well-controlled
studies showing the efficacy of injection treatment
to delay ejaculation time, one should not treat PE
with intracavernosal injection of vasoactive drugs.

Summary

The DSM-IV-TR definition has a high risk for
false-positive diagnoses of PE. Recently, a new classi-
fication of four PE syndromes has been proposed for

the pending DSM-V. According to this classification
PE can no longer be defined in one overall descriptive
definition, but should be defined according to the
symptomatology of the underlying PE syndrome.
The high prevalence rate of 20% to 30% is more
likely to reflect the percentage of men that has
“complaints” of PE, rather than the percentage of
men that suffer from the “disorder” lifelong PE and
acquired PE. The percentage of men that are in need
for drug treatment is probably much lower than the
high percentage of men than have “complaints” of
PE without suffering from PE syndromes. Similarly,
it is likely that only a small percentage of PE is
neurobiologically and/or genetically determined. It
has been suggested that a much higher percentage of
men only occasionally experience early ejaculations,
representing the normal variation of ejaculatory
performance. Similarly it has been suggested that
presumably a high percentage of men complain of
early ejaculation while having normal and even long
durations of the IELT. Treatment of PE is de-
pendent of its etiology. Drug treatment is particu-
larly indicated for men with lifelong PE and
acquired PE. This may be combined with counsel-
ling or behavioral therapy. Psychotherapy is partic-
ularly indicated for men with premature-like
ejaculatory dysfunction or secondary PE due to
psychologic problems. Psychoeducation should be
provided to men with natural variable PE. Of the
various drug treatment options, daily drug treat-
ment with SSRIs, particularly paroxetine, on-
demand use of clomipramine, and/or topical
anesthetics has become most popular, and their
efficacy has been based on evidence-based research.

References

[1] American Psychiatric Association. Diagnostic and

statistical manual of mental disorders. 4th edition,

Text Revision DSM-IV-TR. Washington, DC:

American Psychiatric Association; 2000.

World Health Organization. The ICD-10 classifica-

tion of mental and behavioural disorders: diagnostic

criteria for research. Geneva (IL): World Health Or-

ganization; 1993.

Waldinger MD, Schweitzer DH. Changing para-

digms from an historical DSM-III and DSM-IV

view towards an evidence based definition of

premature ejaculation. Part I: validity of DSM-

IV-TR. J Sex Med 2006;3:682-92.

[4] Waldinger MD. Premature ejaculation: definition
and drug treatment. Drugs 2007;67:547-68.

[5] Patrick DL, Althof SE, Pryor JL, et al. Premature
ejaculation: an observational study of men and their
partners. J Sex Med 2005;2:358—-67.

2

—

3

—_



PREMATURE EJACULATION 599

[6] Waldinger MD, Schweitzer DH. Changing para-
digms from an historical DSM-III and DSM-IV
view towards an evidence based definition of prema-
ture ejaculation. Part II: proposals for DSM-V and
ICD-11. J Sex Med 2006;3:693-705.

[7] Waldinger MD. The need for a revival of psychoan-
alytic investigations into premature ejaculation.
Journal Men’s Health & Gender 2006;3:390-6.

[8] Schapiro B. Premature ejaculation: a review of 1130
cases. J Urol 1943;50:374-9.

[9] Godpodinoff ML. Premature ejaculation: clinical
subgroups and etiology. J Sex Marital Ther 1989;
15:130-4.

[10] Screponi E, Carosa E, Stasi SM, et al. Prevalence of
chronic prostatitis in men with premature ejacula-
tion. Urology 2001;58:198-202.

[11] Carani C, Isidori AM, Granata A, et al. Multicenter
study on the prevalence of sexual symptoms in male
hypo- and hyperthyroid patients. J Clin Endocrinol
Metab, in press.

[12] Althof SE. Psychological treatment strategies for
rapid ejaculation: rationale, practical aspects, and
outcome. World J Urol 2005;23:89-92.

[13] Hartmann U, Schedlowski M, Kruger THC. Cogni-
tive and partner-related factors in rapid ejaculation:
differences between dysfunctional and functional
men. World J Urol 2005;23:93-101.

[14] St. Lawrence JS, Madakasira S. Evaluation and
treatment of premature ejaculation: a critical review.
Int J Psychiatry Med 1992;22:77-97.

[15] Waldinger MD. The neurobiological approach to
premature ejaculation. J Urol 2002;168:2359-67.

[16] Waldinger MD, Zwinderman AH, Schweitzer DH,
et al. Relevance of methodological design for the
interpretation of efficacy of drug treatment of
premature ejaculation: a systematic review and
meta-analysis. Int J Impot Res 2004;16:369-81.

[17] Eaton H. Clomipramine in the treatment of prema-
ture ejaculation. J Int Med Res 1973;1:432-4.

[18] Assalian P. Clomipramine in the treatment of pre-
mature ejaculation. J Sex Res 1988;24:213-5.

[19] Waldinger MD, Hengeveld MW, Zwinderman AH.
Paroxetine treatment of premature ejaculation:
a double-blind, randomized, placebo-controlled
study. Am J Psychiatry 1994;151:1377-9.

[20] McMahon CG, Touma K. Treatment of premature
ejaculation with paroxetine hydrochloride. Int J
Impot Res 1999;11:241-5.

[21] de Jong TR, Veening JG, Olivier B, et al. Oxytocin
involvement in SSRI-induced delayed ejaculation:
a review of animal studies. J Sex Med 2007;4:
14-28.

[22] Rand EH. Priapism in a patient taking sertraline.
J Clin Psychiatry 1998;59:538.

[23] Black K, Shea C, Dursun S, et al. Selective serotonin
reuptake inhibitor discontinuation syndrome; pro-
posed diagnostic criteria. J Psychiatry Neurosci
2000;25:255-61.

[24] Borgherini G. The Bioequivalence and therapeutic
efficacy of generic versus brand-name psychoactive
drugs. Clin Ther 2003;25:1578-92.

[25] Vergouwen AC, Bakker A. Adverse effects after
switching to a different generic form of paroxetine:
paroxetine mesylate instead of paroxetine HCL hemi-
hydrate. Ned Tijdschr Geneeskd 2002;146:811-2 [in
dutch].

[26] Cavallini G. Alpha-1 blockade pharmacotherapy in
primitive psychogenic premature ejaculation resis-
tant to psychotherapy. Eur Urol 1995;28:126-30.

[27] Basar MM, Yilmaz E, Ferhat M, et al. Terazosin in
the treatment of premature ejaculation: a short-term
follow-up. Int Urol Nephrol 2005;37:773-7.

[28] Buzelin JM, Fonteyne E, Kontturi MJ, et al. Com-
parison of tamsulosin with alfuzosin in the treatment
of patients with lower urinary tract symptoms sug-
gestive of bladder outlet obstruction (symptomatic
benign prostatic hyperplasia). Br J Urol 1997;80:
597-605.

[29] Waldinger MD, Zwinderman AH, Olivier B, et al.
Majority of men with lifelong premature ejaculation
prefer daily drug treatment: an observational study
in a consecutive group of Dutch men. J Sex Med
2007;4:1028-37.

[30] Berkovitch M, Keresteci AG, Koren G. Efficacy of
prilocaine-lidocaine cream in the treatment of pre-
mature ejaculation. J Urol 1995;154:1360-1.

[31] Segraves RT, Saran A, Segraves K, et al. Clomipr-
amine vs placebo in the treament of premature ejac-
ulation: a pilot study. J Sex Marital Ther 1993;19:
198-200.

[32] Haensel SM, Rowland DL, Kallan KTHK, et al.
Clomipramine and sexual function in men with pre-
mature ejaculation and controls. J Urol 1996;156:
1310-5.

[33] Waldinger MD, Zwinderman AH, Olivier B. On-
demand treatment of premature ejaculation with
clomipramine and paroxetine: a randomized,
double-blind fixed-dose study with stopwatch as-
sessment. Eur Urol 2004;46:510-6.

[34] PryorJL, Althof SE, Steidle C, et al. Efficacy and tol-
erability of dapoxetine in treatment of premature
ejaculation: an integrated analysis of two double-
blind, randomised controlled trials. Lancet 2006;
368:929-37.

[35] Waldinger MD, Schweitzer DH, Olivier B. Dapoxe-
tine treatment of premature ejaculation [letter]. Lan-
cet 2006;368:1869-70.

[36] Safarinejad MR, Hosseini SY. Safety and efficacy of
tramadol in the treatment of premature ejaculation.
J Clin Psychopharmacol 2006;26:27-31.

[37] McMahon CG, McMahon CN, Liang JL, et al.
Efficacy of type-5 phophodiesterase inhibitors in
the drug treatment of premature ejaculation:
a systematic review. BJU Int 2006;98:259-72.

[38] Fein RL. Intracavernous medication for treatment
of premature ejaculation. Urology 1990;35:301-3.



	Premature Ejaculation: State of the Art
	Diagnostic and Statistical Manual of Mental Disorders and International Classification ofnbspDiseases definition of premature ejaculation
	Proposal for new definition of premature ejaculation
	Lifelong premature ejaculation
	Acquired premature ejaculation
	Natural variable premature ejaculation
	Premature-like ejaculatory dysfunction

	Continuum of neurobiology and psychology
	Prevalences
	Pathophysiology
	Diagnosis of premature ejaculation syndromes
	Treatment
	Evidence-based drug treatment
	Daily selective serotonin reuptake inhibitor treatment
	Daily treatment with clomipramine
	Daily treatment with selective serotonin reuptake inhibitors
	Generic versus brand-name selective serotonin reuptake inhibitors
	Paroxetine hemihydrate
	Paroxetine mesylate
	Daily treatment with alpha1 adrenoceptor antagonists
	On-demand drug treatment
	On-demand treatment with topical anesthetics
	On-demand treatment with clomipramine
	On-demand treatment with selective serotonin reuptake inhibitors
	On-demand treatment with dapoxetine
	On-demand treatment with tramadol
	On-demand treatment with phosphodiesterase type 5 inhibitors
	On-demand treatment with intracavernous vasoactive drug injection

	Summary
	References


