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ORGASM AND EJACULATION

 Ejaculation can be understood as a series of spinal 
cord reflexes that are triggered when erotic 
stimulation reaches threshold levels. During the 
emission phase of ejaculation, contractions of the 
smooth muscle of the vas deferens, seminal vesicles 
and prostate deposit semen into the posterior urethra 
and reflex closure of the bladder neck occurs. This 
phase is mediated by the sympathetic nervous 
system. Fibers mediating emission arise from the 
thoracolumbar cord, travel in the hypogastric nerve 
and synapse with short adrenergic nerves, which 
appear to be primarily alpha-adrenergic. 



ORGASM AND EJACULATION

 Electrical stimulation of the hypogastric nerve 
causes contraction of the vas deferens, 
prostate and bladder neck. Rhythmic 
contractions of the perineal musculature 
result in anterograde expulsion of the 
ejaculate. These contractions are mediated 
by motor fibers originating at the S2–S4 area 
of the cord.





. The major supraspinal structures involved in 
ejaculation appear to be the medial preoptic
area, paraventricular nucleus and the nucleus 
paragigantocellularis. 



 studies of differences in penile sensitivity between men with 
premature ejaculation and thus without have been inconsistent.

 Similarly, studies of the bulbocavernous reflex and evoked cortical 
sensory potentials have not consistently found differences 
between the two groups of men

 Waldinger. He postulates that lifelong patterns of rapid 
ejaculation are genetically determined and that men with 
hyposensitivity of the 5HT2c receptor and hypersensitivity of the 
5HT1a receptor have their ejaculatory thresholds set at a lower 
point. The hypothesis of different effects on ejaculation by 
stimulation of serotonergic receptors is based primarily on data 
that serotonergic drugs which activate the 5HT2c receptor (ex 
paroxetine) delay ejaculation and that this can be reversed by 
drugs which stimulate the 5HT1a receptor (ex buspirone).5



 Although this hypothesis is appealing, there is 
little direct evidence to support it

 . Waldinger has reported a higher familial 
incidence of premature ejaculation based on a 
very small sample of men with rapid ejaculation

 . Intrinsic to Waldinger's formulation is that rapid 
ejaculation represents a normal variation in 
ejaculatory speed and as such is not a 
psychiatric disorder and probably may have 
had adaptive value.



 ACQUIRED PE

 chronic prostatitis and there is a case report of 
ejaculatory time normalizing with treatment of 
the prostatitis.

 premature ejaculation after traumatic brain 
injury,

 after spinal cord 

 noninsulin-dependent diabetes

 idiopathic hypogonadism





SEROTOGENIC SYSTEM 

 The serotonergic neurotransmitter 
hydroxytryptamine (5-HT, serotonin) and has 
at least 14 structurally, functionally and 
pharmacologically distinct 5-HT receptor 
subtypes. These receptor subtypes can be 
assigned to one of seven families, namely 5-
HT1–7 and 

 There can be presynptic ,post synaptic 
autorectptor,hetroreceptor



 ,dorsal raphé nucleus.

 Moreover, serotonergic transporter 
molecules (5-HTT) are present on 
serotonergic neurons 

where they facilitate the re-uptake of 5-HT after 
cell firing-induced 5-HT release. 

SSRI inhibit this transporter and cause 
enhanced serotonin levels in the synaptic cleft 
leading to enhanced serotonergic 
neurotransmission



EFFECTS OF SSRIS ON EJACULATION IN HUMANS

 SSRIs such as paroxetine, sertraline and fluoxetine 
are able to delay ejaculation in men with premature 
ejaculation. Moreover, daily treatment SSRI studies in 
men with premature ejaculation with an intravaginal
ejaculation latency time (IELT)30 of less than 1 min, 
suggest that SSRIs exert a clinically not relevant 
ejaculation delay in the first week o 
treatment.Although several studies have suggested 
that SSRIs may have faster onset of action than that 
is normally observed for antidepressant activity (4–6 
weeks), we found that clinically relevant ejaculation 
delays occurs gradually after 2–3 weeks of daily 



ACUTE VS CHRONIC SSRI USE

 , it was found that on-demand treatment with 
20 mg paroxetine exerted a fold-increase 
IELT of only 1.41 (95% CI: 1.22–1.63) at a 
drug coitus interval time of approximately 5 
h.36 The calculated 1.4-fold increase means 
that on-demand treatment with 20 mg 
paroxetine in men with an IELT of less than 1 
min would induce only approximately 40% 
ejaculation delay as clinically not relevant



DIFFERENTIAL EFFECTS OF SSRI,S

Fluvoxamine and Ecitalopram has affinity for 
5HT1A .As compare to 5HT2C This receptor 
decrease IVLT and has facilitatory effect on 
sexual function.For that reason these SRRI s 
has lesser sexual side effect on arousal and 
are less effective for treatment of PME,



 5HT2 has inhibitory effect on sexual 
behavior.Their effcet on ejaculation is not fully 
understood.

 5HT2A receptors: a possible role in the 
augmentation of antidepressant response

 MIRTAZEPINE MIANSERIN AND TRAZOONE  
AND ATYPICAL ANTIPSYCHOTIC ARE 
ANTAGONIST OF HT2A

 Mirtazepine and trazodone are considered safer 
antidepressant as far sexual side effects are 
considered.



 TYPE OF SERTONIN ACTIVITY

 serotonergic varicosities/mm3.11 They 
hardly make synaptic contacts, because they 
release 5-HT in a paracrine manner.

 Third, 5-HT neurons are tonically active with 
a slow and regular pacemaker-type activity 
that ceases during rapid eye movement 
sleep. These 3 characteristics, in 
combination, make changes in the firing 
activity of 5-HT neurons .



DAPOXETINE

 Dapoxetine hydrochloride is a recently developed short-
acting SSRI with a pharmacokinetic profile suggesting a 
role as an on-demand treatment for PE with a rapid Tmax
(1.3 h) and a short half-life (95% clearance rate after 24 
h) Both available doses of dapoxetine (30 and 60 mg) 
have shown 2.5- and 3.0-fold increases, respectively, in 
IELT overall, rising to 3.4- and 4.3-fold, respectively, in 
patients with baseline average IELT <0.5 min. In 
randomized clinical trials, dapoxetine 30 or 60 mg taken 1 
to 2 h before intercourse was effective from the first dose 
on IELT and also reported to increase ejaculatory control, 
decrease distress, and increase satisfaction. Dapoxetine
has shown a similar efficacy profile in men with lifelong 
and acquired  PE



 and is a weak antagonist of the α1A-adrenoceptor, 
dopamine D1 receptor, and 5-HT2B receptor. In 
addition, dapoxetine also has a weak, but 
uncharacterized, affinity for histamine type 1 and 2 
receptors, in addition to voltage-sensitive Ca2+ 
channels and Na+ channels. Thus, it would be 
reasonable to suggest that the efficacy of dapoxetine
in delaying ejaculation is not accounted for by the 
pharmacological properties of the drug. By contrast, 
the rapid absorption of the drug might lead to an 
abrupt increase in extracellular 5-HT after 
administration that might be sufficient to overwhelm 
the 



 compensating autoregulation processes. Does the 
mechanism of action of short-acting SSRIs differ from that 
of the conventional crSSRI mechanism of action? Either 
such agents do not cause the autoreceptor activation and 
compensation reported using crSSRIs or these effects 
occur, but they simply cannot prevent the action of short-
acting Monoamine autoreceptors are typically activated 
within milliseconds of neurotransmitter release (Davidson 
and Stamford, 1995); therefore, autoreceptor
compensation should be a good temporal match for the 
elevated perisynaptic level of 5-HT caused by a short-
acting SSRI. It is unlikely that the effect of the short-acting 
SSRI could “outrun” autoreceptor activation. 



 It is speculated that autoreceptor activation occurs 
but has a limited capacity to compensate for the 
effects of the short-acting SSRI, and the effect of the 
drug simply exceeds the compensatory capacity of 
the autoreceptor. Finally, it is possible that short-
acting SSRIs have additional effects that contribute to 
their mechanism of action (Giuliano, 2007a). 
Fenfluramine, which causes 5-HT release , has been 
reported to delay ejaculation in haIf short-acting 
SSRIs had the capacity to directly cause 5-HT 
release (in a manner similar to that of amphetamine 
in dopaminergic systems), this would potentially 
cause an increase in 5-HT-mediated tone that was 
outside the control of 5-HT1A autoreceptors.



 Treatment related side effects with 
dapoxetine were uncommon and dose-
dependent; they included nausea, diarrhea, 
headache, and dizziness. They were 
responsible for study discontinuation in 4% 
(30 mg) and 10% (60 mg) of subjects . 
According to ISSM, there is level 1a 
evidence to support the efficacy and safety of 
on-demand dosing of dapoxetine for the 
treatment of lifelong and acquired PE 





DOPAMINE   FACILATATORY ROLE. 

 MPOA is more particularly involved in the control of ejaculatory 
response, . 

 The first evidence supporting the facilitating effect of dopamine on 
ejaculation were provided in male rats treated with apomorphine, 
a nonselective dopamine receptor agonist, and L-DOPA, the 
synthesis precursor of dopamine . using microinjection of 
apomorphine into the MPOA This resulted in shortening of 
ejaculation latency and increased number of ejaculations and 
copulatory rate. The crucial role of MPOA was further confirmed 
by the observation that increase in dopamine extracellular levels 
was correlated with a decrease in the latency of ejaculation and 
an increase in the number of mounts, intromissions, and 
ejaculations (Putnam et al., 2003).



 Five subtypes of mammalian dopamine 
receptors have been identified, cloned, fully 
characterized, and classified as follows: D1-like 
receptors (D1 and D5) and D2-like receptors 
(D2, D3,and D4). Dopamine receptors are G-
protein-coupled receptors, the D1-like subtypes 
stimulating cAMP accumulation and the D2-like 
subtypes inhibiting it High density of D1 receptor 
has been found in limbic system, hypothalamus, 
thalamus, and  D2-like receptors have also 
been detected in limbic areas, hypothalamus, 
and thalamus.



 Specific action on one of the five dopamine receptor 
subtypes identified to date using selective ligands has 
long been challenging. First findings in copulating rats 
showed that MPOA D1- and D2-like receptors have 
opposite roles in the control of ejaculation. The 
former facilitates erectile mechanisms and enhances 
the rate of copulation, whereas the latter facilitates 
ejaculation (Hull et al., 1989. It was thus suggested 
that MPOA D1- and D2-like receptor influences are 
related to the level of dopamine stimulation, with an 
evolution from the copulatory phase (mediated by D1 
receptors) to the ejaculatory phase (mediated by D2-
like receptors) as dopamine concentration increases 
in this area .



 Finally, the most recent pharmacological 
investigations indicate that blockade of D3 
receptors with highly selective antagonist 
prolongs ejaculation latency and postejaculatory
refractory period, probably by specifically 
inhibiting the expulsion phase of ejaculation 
(Clément et al., 2009b). Therefore, a particular 
component of the brain dopaminergic pathway 
seems to be especially involved in the control of 
a specific aspect of the ejaculatory response.



OXYTOCIN

 CENTRAL AND PERIPHERAL

 Central effect via PVN

 AROUSAL IN SEXUAL BEHAVIOR AND 
FACILATATORY Intranasal oxytocin

 Peripheral in testis and prostrate it cause 
stronger constriction of epididymis vas and 
seminal vesicle so greater number of sperms 
are released .Peripheral oxy does not cross 
BBB



OXYTOCIN

Interestingly, the adaptive changes in 5-HT receptors 
after chronic SSRI administration have been shown to 
affect neuroendocrine systems as well. One of these 
systems is the oxytocinergic system, which is generally 
known to facilitate sexual behavior.47 Chronic 
fluoxetine48 and paroxetine49 administration have 
been shown to reduce G-protein levels in the 
hypothalamus. As a consequence, neuroendocrine 
responses, including oxytocin release, to 5-
HT1Areceptor agonists were blunted in animals 
chronically treated with SSRIs compared to controls. It 
may be possible that the blunted oxytocin responses 
due to adaptive changes of G-effects of SSRIs. 



 Evidence supporting this comes from a recent 
study where it was shown that the sexual side 
effects of fluoxetine in rats could be completely 
reversed by coadministration of oxytocin

 BULBOCAVERNOUS MUSCLE NUCLUS 
receive oxytocinic innervation which in turn is 
modified by NMDA fibers

 In premature ejaculater there are more 
oxytocinergic cells abolish effects



GLUTAMATE

 sexual activity increased levels of glutamate in the 
MPOA of male rats. This increase was highest 
(∼300% of BL) in samples collected when the 
animals ejaculated; levels then dropped precipitously 
in samples collected during the PEI. This drop in 
glutamate between EJAC and subsequent PEI 
samples was highly correlated with time spent in the 
PEI, indicating that a larger decrease in glutamate 
after EJAC is associated with a longer PEI. These 
data suggest that glutamate in the MPOA facilitates 
male sexual behavior and that the extent of glutamate 
decrease in the MPOA after EJAC regulates the 
duration of the PEI.



 This conclusion was further supported by 
results of experiment 2, in which reverse 
dialysis of glutamate uptake inhibitors into 
the MPOA increased levels of glutamate and 
facilitated sexual behavior. Specifically, 
animals with enhanced extracellular 
glutamate displayed more EJACs, required 
less time to reach EJAC, and required less 
time to reinitiate sexual activity after 
ejaculating.



ADRENERGIC AND CHOLINERGIC CONTROL.

 1. As described above, synergic activation of sympathetic 
and parasympathetic relevant pathways causes emission 
of seminal fluid into the urethra. Radioautographic
detection of adrenergic receptors in rat and human 
prostate and bladder neck indicates that α1a subtypes 
are predominant, although α2- and β-adrenoreceptors
have also been detected . Both α1- and α2-
adrenoreceptors have been identified in urethra of various 
species, being mainly located in smooth muscle cells (α1) 
and submucosa (α2) Pharmacological investigations 
showed that contractions of the seminal tract and 
accessory sex glands elicited by sympathomimetic agents 
were blocked, at least partially, by α1-adrenoreceptor 
antagonists 



OPIODS

 Inhibtory to ejaculation and sexual 
behavior.Naltroxen can reverse its 
effects.TRAMADOLE

 GABA has inhibatory effect 

 Baclofen gabapentine pregabline may be 
used



 Genital sensitivity an dgreater cortical 
representation of genital are not established.

 Im PE patient sympthtic activity predominate 
than control.Or their eretile control is under 
sympthtic control this phenomenon is seen in 
womn with psychgenic vasocongestion.PE 
does not show quicker erection than control.



ENDOCRINE EFFECTS ON IVLT

THYRIOD TESTOSTERON decrease IVLT

PROLACTIN increase it

Testosterone increase ejaculation 
bulbocavernous and brain region related to 
ejaculation has androrecptors

Prolactin in lower quarter can cause 
PE.Serotonin avtivity is demonstrated by 
prolactin




