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PME
PME is the most prevalent disorder in sexology. It
amounts to 30% of the total population.
Definition.
 Persistent or recurrent ejaculation with minimal
sexual stimulation before, on, or shortly after
penetration and before the person wishes it.


It is not due exclusively to the direct effects of a
substance (e.g., withdrawal from opioids).



Causes marked distress or interpersonal difficulty.

Defining Premature Ejaculation
Premature ejaculation is a term used to
describe the
 experience by men of a sense that (i) the
period of time from
 vaginal penetration to ejaculation is too
short, (ii) that they are unable to control
when they ejaculate and (iii) that the men
 distressed from this experience.


ISSM Definition of Lifelong PE:
 A male sexual dysfunction characterized
by (i) ejaculation which always or nearly
always occurs prior to or within about one
minute of vaginal penetration, and (ii) the
inability to delay ejaculation on all or
nearly all vaginal penetrations, and (iii)
negative personal consequences, such as
distress, bother, frustration and/or the
 avoidance of sexual intimacy.


Definition of Acquired PE
A clinically significant reduction in latency
time, often to about 3 minutes or less
(acquired premature ejaculation), and
negative personal consequences, such as
distress, bother frustration and/or the
avoidance of sexual intimacy.

Other PE-like Sexual Concerns:
Natural Variable PE and
 Subjective PE
neither is a sexual dysfunction
Natural Variable
 PE is characterized by early ejaculations
which occur irregularly and inconsistently
with some subjective sense of diminished

control of ejaculation. This subtype is
considered a variant of normal experience.
Subjective PE is characterized by
preoccupation with an imagined early
ejaculation or lack of control of ejaculation
when, in reality, the period of time from
 vaginal penetration to ejaculation is five
minutes or longer

.


Three common constructs underlie
most definitions of PE: (i) a short
ejaculatory latency - the time from
penetration to ejaculation; (ii) a lack of
perceived self-efficacy or control about
the timing of ejaculation; and (iii)
distress and interpersonal difficulty
(related to the ejaculatory dysfunction).

Anteportal ejaculation
Anteportal ejaculation is the term for men who
ejaculate prior to vaginal penetration and is
 considered the most severe form of premature
ejaculation. Such men/couples typically
 present when they are having difficulty
conceiving children. It is estimated that between
5% and 20 % of lifelong PE-men s anteportel
PME


Consequences


Premature ejaculation (PE) has been
associated with negative psychological
outcomes in men and their women partners.
• The personal and/or interpersonal distress,
bother, frustration and annoyance that
results from PE may affect men’s quality of
life and partner relationships, their selfesteem and self-confidence, and can act as an
obstacle to single men forming new partner

As Big as Dianna sour

classification


Lifelong premature ejaculation
With lifelong PE, ejaculation occurs too early
at nearly every intercourse, with (nearly)
every woman, and from about the first sexual
encounters onwards. Based on self-selected
samples, the majority of these men (80-90%)
ejaculate intravaginally within 30-60 seconds,
and most of the remainder (10%) between 1-2
minutes.

SCONDARY OR ACQUIRED


PE which develop after certain period of
normal IVLT. The onset may be either
sudden or gradual. The appearance of
the PE may be due to urological
disorders , like prostatitis erectile
dysfunction thyroid dysfunction and
psychological distress.

Waldinger





These subtypes should be considered provisional.
These two subtypes are termed Natural Variable PE
and Premature Like Ejaculatory Dysfunction. Natural
variable PE is characterized by early ejaculations which
occur irregularly and inconsistently with some subjective
sense of diminished control of ejaculation. This subtype
is not considered a sexual dysfunction or
psychopathology but rather a normal variation in sexual
performance.













Premature-like ejaculatory dysfunction is characterized by:
1) subjective perception of consistent or inconsistent rapid
ejaculation during intercourse;
2)preoccupation with an imagined early ejaculation or
lack of control of ejaculation
3) actual intravaginal ejaculation latency time in the normal
range or even of longer duration (i.e. an
ejaculation that occurs after 5 minutes);
4) ability to control ejaculation (i.e. to withhold
ejaculation at the moment of imminent ejaculation)
may be diminished or lacking and;
5) the preoccupation is not better accounted for by another mental
disorder

Average Ejaculatory Latency
Normative multinational (Netherlands, United
Kingdom, United States, Spain, and Turkey)
 The median IELT was 5.4 minutes (range, 0.55–
44.1 minutes)
 The median IELT decreased significantly with
age,
 from 6.5 minutes in the 18–30 years group, to
4.3 minutes in the group older than 51 years.
Median IELT varied between countries, with
Turkey having the lowest IELT. The median IELT
value was independent of condom use or
circumcision status (except in Turkey).


EJACULATORY REFLEX



In stage one first step is contraction of vasa
efferentia of testis. Secondary contraction
travel along epididyms to vas deferense , and
finally which pulsate in close conjunction
with seminal vesicle. This is followed by
contraction of muscular coat of prostate
gland then that of contraction of seminal
vesicle which pours prostatic fluid and
seminal fluid into the prostatic urethera .

EMISSION


This process is called Emission which is
mediated by sympathatic nervous
system of lower thoracic segment of
spinal cord.

EJACULATION


The filling of internal urethra then elicits
necessary signal to sacral region. It causes
contraction of bulbo cavernous and bulbo
spongiosus muscle. These effects together
causes rhythmic wave like increase in
pressure in the genital ducts and the penile
urethra which ejaculate the semen from
urethra to the exterior. This process is called
ejaculation mediated by parasympathatic
nervous system



Seminal emission and ejaculation are
under control of anterior thalamic
nuclei, preoptic nucleus and median
forebrain bundle. This is an area that is
active in integration of sexual response
in the human male. In this area, there is
the nucleus paragigantocellularis (nPGI).
It exerts tonic inhibition to
ejaculation on the lumbosacral cord. It
work chiefly through serotonin.

The Pathogenesis of
Premature Ejaculation


Psychological theories include the effect of
1early experience 2 sexual conditioning, 3
anxiety,4 sexual technique,5 the frequency of
sexual activity and psychodynamic
explanations. Biological explanations include 1
evolutionary theories,2 penile
hypersensitivity,3 central neurotransmitter 4
levels and receptor sensitivity,5 degree of
arousability, 6 the speed of the ejaculatory
reflex 7 level of sex hormones.

Psychophysiological testing indicates
greater ejaculatory vulnerability to
penile stimulation, although not visual
erotic stimulation, in PE men than
functional control. PE men also showed
subtle anomalies in the way they
perceived their somatic responses.
There is evidence suggesting
hypersensitivity and hyper reactivity of
ejaculatory reflex in PE men.
 Plateau phase in PE is shorter than
functional men


.

.
Recent studies have demonstrated that there
is no relationship between prior circumcision
and post-circumcision mucosal cuff length and
premature ejaculation.
 report of a significant increase in mono
symptomatic enuresis prevalence in men with
lifelong PE. They suggested that a common
deficiency of inhibitory signal processing in
the central nervous system may underlie both
conditions and that a genetic predisposition
may play a significant role.

.
Hyposensitivity of the 5-HT2C and/or
hypersensitivity of the 5-HT1A receptors
have been suggested as a possible explanation
of lifelong PE. 3, Men with low 5-HT
neurotransmission and probable 5-HT2C
receptor hyposensitivity may have their
ejaculatory threshold genetically "set" at a
lower point and ejaculate quickly and with
minimal stimulation whereas men with a higher
set-point men can sustain more prolonged and
higher levels of sexual stimulation and can
exert more control over

.
Several authors have suggested that anxiety
activates the sympathetic nervous system and
reduces the ejaculatory threshold as a result
of an earlier emission phase of ejaculation.
The possibility that high levels of anxiety and
excessive and controlling concerns about

sexual performance and potential sexual
failure might distract a man from monitoring
his level of arousal and recognizing the
prodromal sensations that precede
ejaculatory inevitability has been suggested
as a possible cause of PE by several authors.

As most men with PE are aware of their
.
anxiety and the sources of that anxiety
tend to be relatively superficial,
treatment success with these
behavioral approaches is anecdotally
reported as relatively good in the short
term
 Role of anxiety is seen as variable,
interacting with somatic vulnerability of
individual to determine orgasmic
latency.




Genetics of PE
. Many years later Waldinger et al hypothesized
that both the IELT and lifelong PE for some men
are genetically determined
 Supporting this hypothesis was Waldinger of a
high prevalence of lifelong PE among first
degree male relatives of Dutch men with lifelong
PE Interpretation of these findings is that
genetic influences may create a diathesis or
predisposition in some men to ejaculate
prematurely


.

PE with Co MORBID ED


Subjects with ED may either require higher
levels of manual stimulation to achieve an
erection or intentionally “rush” intercourse to
prevent loss of erection, resulting in PME This
may be compounded by the presence of high
levels of performance anxiety related to their
ED which serves to only worsen their IVLT

.


There is evidence to suggest that PDE5i’s alone or in
combination with a SSRI may have a role in the
management of acquired PE in men with co-morbid ED.
The proposed mechanism of action of PDE5i’s as
monotherapy or in combination with a SSRI in the
treatment of acquired PE in men with co-morbid ED,
includes a reduction in performance anxiety due to
better erections, down-regulation of the erectile
threshold to a lower level of arousal so that increased
levels of arousal are required to achieve the
ejaculation threshold and reduction of the erectile
refractory period

HYPERTHYRIODISM




















Data from animal studies suggest anatomic and physiologic interactions between brain dopamine
and serotonin systems and the hypothalamic-pituitary thyroid axis
.
The data
linking thyroid hormones and ejaculatory dysfunctio
n is inconsistent
. Corona et al.
reported a significant correlation between PE and s
uppressed TSH values in a selected
population of andrological and sexological patients
.
71
Carini et al reported that after
normalizing thyroid function in hyperthyroid men th
e prevalence of PE fell from 50% to 15%
57, 58, 72
. However, contradicting this data is the failure t
o find an association between thyroid
hormones and PE in a large cohort of men with lifel
ong PE

THYRIOD DYSFUNCTION


between brain dopamine and serotonin
systems and the hypothalamic-pituitary
thyroid axis .Patients with thyroid have
sexual dysfunction. Significant
correlation between PE and suppressed
TSH values in a selected population of
patients. The 50% prevalence of PE in
men with hyperthyroidism fell to 15%
after treatment with thyroid hormone

Premature Ejaculation and Chronic
Prostatitis
 Acute and chronic lower urogenital
infection, prostatodynia, or chronic
pelvic pain syndrome (CPPS) is
associated with ED, PE and painful
ejaculation. Several studies report PE as
the main sexual disorder symptom in
men with chronic prostatitis or CPPS
with a prevalence of 26-77%.

Psychological Factors







There are a range of psychological factors that may
precipitate or maintain PE.
These factors can be divided into predisposing or
historical factors (e.g., sexual
abuse, attitude toward sex in the home), individual
psychological factors (e.g., body image, depression,
performance anxiety, alexithymia), or relationship factors
(e.g., intimacy, anger)
. There has been limited research that investigated
the direction of the relationship between the above
variables and PE. Most studies are cross-sectional in
nature, and associations between the variables have
been identified, rather than causative relationships. the
original performance anxiety.

Quality of Life Impact


Quality of Life Impact of PE on the Man
and Partner.Both men and their partners
affirm negative effects and interpersonal
difficulty related to their PE and anoverall
reduction in their quality of life.

Assessment of PE History
 Patients expect clinicians to inquire about their
sexual health Often patients are too
embarrassed, shy, and uncertain if sexual
complains belong in the HCP’s office. Inquiry
into sexual health gives patients’ permission to
discuss their sexual concerns and also screens
for associated health risks (e.g. cardiovascular
risk and ED). Finally, the committee
recommends that the HCPs take a medical and
psychosocial history


Physical Examination
 For lifelong PE, a physical examination is highly
advisable but not mandatory and should be
conducted in most if not all patients. Some
patients find it reassuring for the physician to
examine them. For acquired PE a targeted
physical examination is mandatory to assess for
 associated/causal diseases such thyroid and
prostate.


Measurement
IPE Index of Premature ejaculation
 PEP
 Premature ejaculation profile
 CONTROLL SATISFACTION DISTRESS
domains has adequate known groups
validity data. However, similar to the PEP,
it lacks norms an diagnostic cutoffs, and
has limited value as a diagnostic or
screening measure for PE.


Techniques


Squeeze technique was first developed
by Semans in 1956,but was popularized
by Master and Johnson. Female partner
grasp penis in a special way, putting
thumb on frenulum and her first and
second finger on both sides of coronal
ridge before the urge to ejaculate
becomes irresistible .

Basilar Squeeze
Applying pressure to the base of penis
as man approaches ejaculatory
inevitability, is called basilar squeeze
technique
 It has two distinct advantages:


– It can be applied by patient himself
– He can apply pressure to the base of penis
during intercourse.

Stop and start method
Stop and start technique was originally
popularized by Helen Singer Kaplan in 1983.
 It involves sexual stimulation until man
recognizes that he is at the verge of
ejaculation, the stimulation is then stopped
for 30 sec and then may be resumed. The
sequence is repeated until ejaculation is
desired, final time allowing the stimulation to
continue until ejaculation occurs.


Scrotal tug


As sexual tension mounts to plateau
phase testicular elevation is essentially
present. This phenomenon is of great
physiological importance, because
without elevation ejaculation would not
take place. When testes rise to the
level of perineum it heralds orgasm.
Testis are pulled down before the urge
becomes inevitable

Kegel exercise
pubococcygeal muscle training
 Associating sexual arousal with muscular
relaxation and regular deep breathing
 Distraction technique
 Ring of vacuum constriction ring.
 Change of posture, CAT
 Strokes involving perineal and abdominal
muscles.
 Superior ciotal position with too an fro
movement









.
Psychological interventions are designed to achieve
more than simply increasing the IELT. Targeted factors
focus on the man, his partner and their relationship. In
particular, they include 1) an increase in man’s
confidence in this sexual performance, as well as his
overall self-confidence
2) lowered performance anxiety;
3) an increase in communication with thartner; and 4) a
resolution of interpersonal problems that may have
precipitated or maintained the PE.

If you cannot become tall make
other short.

CAT

Burki’s Maneuver


This new technique is based on patients
inward focusing on the erotic sensation
and blocking the impulses prior to the
orgasm. Before applying Burki’s
maneuver individual is taught to focus
on the responsiveness of body sensation
and arousal. He is taught to concentrate
on sexual enjoyment by improving his
sensual cognitive awareness.

Burki’s Maneuver contd.
The mechanism of this simple method to block orgasm is
as follows:
 Sympathetic impulses for orgasm and sub threshold
orgasmic impulses prior to emission can be blocked by
compressing two spermatic cords simultaneously at
upper half of right and left folds or margins of
scrotum close to deeper part of penis. These spots
can be pressed firmly by middle and ring finger with
penis in the cleft between ring and middle finger. If
penis is thicker, cleft between middle and index
finger can be used. This is what has been termed as
Burki’s maneuver.

ADVANTAGES.








Burki,s maneuver has visible superiority because
It is simple and easy, applied quickly with no
fumbling.
It can be self administered unlike coronal squeeze
technique.
It is not painful or hazardous.
Perhaps greatest advantage is that it can be used
during intercourse. One needs not to withdraw his
penis.
This technique can be integrated with basilar
squeeze technique so to produce even better
results.

Biological Treatments











Topical use of anesthetic like xylocain 5%
SS cream
SSRIs and clomipramine
Gabapentine
Sublingual Depoxetine Constriction ring
Ciprofloxacine for UTI
ICI papaverine or alprostadil
Viagra for secondary PME
Alpha antagonist
Tramadol

SSRI’s are effective for the treatment
of different forms of anxiety as well as
for PME.
 These agents produce penile anesthesia
and causes global reduction of
sensations.
 Anorgasmia is one of the side effects.




On-Demand Treatment with Selective
Serotonin Reuptake Inhibitors (SSRIs)
Administration of clomipramine,
paroxetine, sertraline and fluoxetine 46 hours before intercourse is modestly
regulated by presynaptic 5-HT1A and 5HT1B/1D autoreceptors to prevent
over-stimulation of postsynaptic 5HT2C



However, during chronic daily SSRI
administration, a series of synaptic adaptive
processes which may include presynaptic 5HT1A and 5-HT1B/1D receptor
desensitisation, greatly enhances synaptic 5HT levels resulting in superior fold increases
in IELT compared to on-demand
administration. On-demand treatment may be
combined with either an initial trial of daily
treatment or concomitant low dose daily
treatment.



Ejaculation is a sympathetic spinal cord
reflex which could theoretically be
delayed by α1- adrenergic blockers.
Several authors have reported their
experience with the selective α1
adrenergic blockers, alfuzosin and
terazosin, in the treatment of PE.

Tramadol


that 25mg of tramadol, as needed,
increased IELT from 1.17 minutes at
baseline to 7.37 minutes after treatment

Dapoxetine







Dapoxetine has received approval for the treatment
of PE is short half-life SSRI with a pharmacokinetic
profile suggesting a role as an on-demand treatment for
PE
No drug-drug interactions associated with dapoxetine,
including phosphodiesterase inhibitor drugs, have been
reported In RCTs, dapoxetine 30 mg or 60 mg taken 1-2
hr before intercourse is more effective than placebo from
the first dose, resulting in a 2.5 and 3.0 fold increases in
IELT, increased ejaculatory control, decreased
distress, and increased satisfaction.

Dapoxetine
Dapoxetine was comparably effective both in
men with
 lifelong and acquired PE Treatment related side
effects were uncommon, dose dependent and
included nausea, diarrhea, headache, and
dizziness. They were responsible for study
discontinuation in 4% (30mg) and 10% (60mg)
of subjects. There was no indication of an
increased risk of suicidal ideation or suicide
attempts and little indication of withdrawal
symptoms with abrupt dapoxetine cessation


Benefits of Combination Medical
and Psychological Therapy






There are three studies reporting on combined pharmacological and
behavioral treatment for PE and one study reporting on the
consecutive treatment with pharmacotherapy followed by behavior
therapy Each study reported on a different medicationsildenaficitalopram,clomipramine or paroxetine (in the consecutive
study).
Pharmacotherapy was given in conjunction with a behavioral
treatment and compared to pharmacotherapy alone. In all three
studies combination therapy was superior to pharmacotherapy alone
on either IELT and/or the Chinese Index of Premature Ejaculation.
For ED, combined treatments have also been found tobe more
effective than either medical or psychological treatments alone.
Factors that are not addressed by medical treatment that can be
treated with a psychological approach



include: 1) patient factors (e.g., performance anxiety,
self-confidence); 2) partner factors (e.g., partner sexual
dysfunction; 3) relationship factors (e.g., conflict, lack of
communication); 4) sexual factors in the relationship
(e.g., sexual scripts, sexual satisfacion); and 5)
contextual factors (e.g., life stressors)Combining a
medical and psychological approach may be especially
useful in men with acquired premature ejaculation where
there is a clear psychosocial precipitant or lifelong cases
where the individual or couple’s responses to PE likely to
interfere in the medical treatment and ultimate success
of therapy. Similarly, in men with PE and co-morbid ED
combination therapy may also be helpful to manage the
psychosocial aspects of thesesexual dysfunctions.

Surgery


Several authors have reported the use
of surgically induced penile hypoanaesthesia via selective dorsal nerve
neurotomy or hyaluronic acid gel glans
penis augmentation in the treatment of
lifelong PE refractory to behavioural



. There is no evidence, to suggest that
selective dorsal nerve neurotomy or
hyaluronic acid gel glans penis
augmentation are effective treatments
for PE. Surgery may be associated with
permanent loss of sexual function and is
contraindicated in the management of
PE.

Sex neurotransmitter








Neurotransmitters and neuromodulators
Monoamine neurotransmitter serotonin
dopamine epinephrine nor epinephrine accetyle
choline and histamine.
Amino acid neurotransmitter glutamate and
Neuropeptide BDNF
Neurotrophic factors
NO is gas neurotransmitter it act both as
neurotransmitter and second messenger.








Autonomic pathway
Sympathetic arise from T11 – L2 detumescene
Para sympathetic S234 ERECTION
Two join at pelvic plexusus from which arise
cavernosal nerve
When somatic nerve is stimulated it contract
BULBO – ISCHOCAVERNOSUS muscles.
PYCHOGENIC ERECTION is mediated by T11
andL 2 but rigidity is not enough

paraventricular nucleus









The paraventricular nucleus (PVN) has a major role
in controlling genital responses. PVN neurons send
direct projections via the nPG onto neurons that
innervate the penis [35]. The PVN has direct projections
to pelvic and autonomic efferents and is reciprocally
connected to the medial pre-optic area (MPOA).
Experiments indicate that penile erections,
associated with the largely dopaminergic, and
oxytocinergic, receptor population of the PVN, are
eliminated by lesioning. PVN activation has also
been shown to be critical in models of female response .









The MPOA has been shown in many studies to have
a vital role in controlling sexual behavior (in addition
to blood pressure and respiratory control) and is well
connected through reciprocal links with the nPG and
. The MPOA likely does not regulate motivation
of performance but may have a critical role in mate
selection.



The nucleus paragigantocellularis (nPG)
receives ascending sensory input [32] and
also has neurons that innervate the penis
[33]. The nPG appears to have a role in
orgasm but is not vital to erection. The
most common neurotransmitter identified
through staining techniques in the nPG is
serotonin.

HIGHER BRAIN CENTER


shown that the medial amygdala has a
role in acquisition and recognition of an
appropriate partner and sexual arousal .
Simple peptide neurotransmitters,
vasopressin and oxytocin, are closely
associated with these mechanisms.



Dopamine (DA) clearly has a role in the
PVN and MPOA in facilitating erections and
there may be activity in the spinal cord.
Increased levels of dopamine in the MPOA
increase both reflexive and non contact
erections in rodents .Human evidence of
the effects of dopamine agonism in the
erectile pathway derives from clinical trial
responses to sub-lingual apomorphine .



In general terms, DA is supportive of copulation and 5-HT is
inhibitory. DA is released in the MPOA at the time of ejaculation (5HT is not) and changes in DA and 5-HT in different areas of the
brain may promote copulation and sexual satiety, respectively



Testosterone enhances DA release in the MPOA at rest and with
sexual challenge possibly by up regulating NOS, which increases NO
thereby increasing DA release. The same pattern of copulatory
activity promoting DA release in the MPOA and the enhanced effect
of the presence of sex hormones is seen in Gamma aminobutyric
acid (GABA) activity in the paraventricular nucleus provides a
mechanism to balance (inhibit) pro-erectile signaling .GABAergic (A)
receptor agonism in the PVN can reduce both pharmacologically
(apomorphine) and physiologically induced (NCE) erections.



Serotonin (5-HT) and thyrotropin-releasing
hormone (TRH) are other candidates for
inhibitory control. Oxytocin is well known to be
associated with reproductive and erectile
pathways and has been shown to be capable of
inducing erection when introduced into the
hippocampus (rat). Intracavernous (systemic)
oxytocin is not effective. The potential for
oxytocinergic compounds that cross the bloodbrain barrier and can be delivered readily has
yet to be fully explored.





The expression of inducible NO synthase (iNOS)
increases with age in the PVN and MPOA and in regions
known to control the synthesis and release of
gonadotropin releasing hormone (GnRH) and oxytocin.
iNOS, and hence increased NO, may impact serum
testosterone, spermatogenesis, and copulatory function
in the aging male animal .Nitric oxide (NO) is a
physiological mediator of erecion
The melanocortins have relevance to central control of
sexual function and the MC4 receptor (MC4R)appears to
be most responsible for the stimulation of penile erection
(and appetite control).

SUMMARY







Serotonin inhabits sexual desire ,orgasm ejaculation
5HT1A and 1B reduce latency and activation of 2C will
increase time.
D1 receptor increase coplatory behavior and D2 like
facilitate ejaculation
Non epinephrine onset and maintenance of coupulatory
behavior .Increased sympathetic tone facilitate
ejaculation and alpha receptor activation initiate
detumetence.
Beta 2 receptor are found in corpus cavernosum.

.

