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Epidemiology 

• 52% of men aged  40-70 years of age 

• 10 million American men

• In Iran (2019): 35.6% of men complained about sexual problems

• The most prevalent problems in men 
o Erection dysfunction: 40.4%

o Ejaculation dysfunction: 32.5%

oPrevalence of sexual drive dysfunction in Iranian men: 10.6%
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The main sexual dysfunctions in men 

• In order to manage male sexual dysfunction, 3 main disorders are 
noted: 
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Late onset 
hypogonadism 

(LOH)

Erectile 
dysfunction (ED)

Premature 
ejaculation (PE)



Late onset hypogonadism (LOH)

• LOH is a disorder associated with decreased functional activity of the 
testes, with decreased production and/or action of androgens and/or 
impaired sperm production

• This disorder is created as a result of poor testicular function or inadequate 
stimulation of the testes by the hypothalamic-pituitary-gonadal (HPG) axis 
as well as several congenital or acquired disorders causing impaired action 
of androgens

• The diagnosis of LOH is essential before hormone therapy
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Common symptoms and signs associated with LOH
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Screening and diagnostic evaluation of late onset 
hypogonadism (LOH)

• Check for concomitant diseases, drugs, and substances interfering testosterone production/action. 

• Total testosterone (TT) must be measured in the morning (7-11 am) and in the fasting state, with 
a reliable method and repeat on at least two separate occasions before starting testosterone 
therapy. 

• A TT of 12 nmol/L (3.5 ng/ml) represents a reliable threshold to diagnose LOH. 

• Free testosterone <225 pmol/l has been suggested as a possible cut-off to diagnose LOH. 

• Measure FSH, LH (to differentiate between primary and secondary), and prolactin (if sexual desire 
is low or other suggestive signs/symptoms and low or low-to-normal testosterone are present). 

• Perform pituitary MRI if prolactin is elevated or symptoms of a pituitary mass and/or presence of 
other anterior pituitary hormone deficiencies or severe hypogonadism (TT< 6 nmol/l). 
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Primary or secondary hypogonadism

• Measuring TT and LH in all men with clinical 
manifestations consistent with hypogonadism.

• A value of LH ≥ 9.4 IU/L, in the presence of low 
total or calculated free testosterone, suggests 
primary hypogonadism.

• For LH concentrations < 9.4 IU/L, measuring 
FSH is helpful in the differential diagnosis 
between primary and secondary 
hypogonadism.
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Who are candidates for testosterone therapy? 

European Association of Urology Guidelines on Sexual and Reproductive Health—2021 Update
Italian Society of Andrology and Sexual Medicine (SIAMS) and the Italian Society of Endocrinology (SIE)- 2022

• Patients with symptomatic hypogonadism without specific 
contraindications, in particular those with less complicated situation 
and aging subjects are suitable candidates for receiving testosterone 

therapy
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Therapeutic effects of testosterone therapy 
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• 1890 hypogonadal men from 27 RCTs

• The positive effect of testosterone therapy on depressive symptoms 
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• 87 RCTs and 51 NRS

• Compared to placebo, TRT improved quality of life, libido, depression, 
and erectile function.

• Most were at high or unclear risk of bias, with short treatment duration 
and follow-up.
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• Six RCTs (n=2,236) and 5 observational studies (n=1,249,640) 

• No significant association between testosterone and VTE

• Limited data from RCTs and heterogeneity in observational studies: Inconclusive results
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• 10 studies were included involving 179,631 hypogonadal men

• Men treated with TT were at lower mortality risk from all causes relative to the control

• However, TT was associated with unfavorable effect on cardiovascular events
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Main contraindications of testosterone therapy

Absolute contraindications 

o Locally advanced or metastatic prostate 
cancer

o Male breast cancer

o Men with an active desire to have 
children

o Hematocrit > 54%

o Uncontrolled or poorly controlled 
congestive heart failure

Relative contraindications 

o Severe lower urinary tract symptoms

o Baseline haematocrit 48–50%

o Familial history for venous 
thromboembolism
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• TT does not lead to abnormal prostate-specific antigen (PSA) changes 
and increased risk of Pca in patients with hypogonadism or low 
testosterone level. 

• Compared with other preparations of TT, intramuscular injection 
proved better in minimizing Pca cases and was more likely to result in 
fewer prostate biopsy cases.
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Recommendations for testosterone therapy outcome

Recommendations Strength rating

The use of testosterone therapy in eugonadal men is not indicated. Strong

Use testosterone as first-line treatment in patients with symptomatic 
hypogonadism and mild ED.

Strong

Use combination of PDE5Is and testosterone therapy in more severe forms of ED 
as it may result in better outcomes.

Weak

Use conventional medical therapies for severe depressive symptoms and 
osteoporosis.

Strong

Do not use testosterone therapy to improve body composition, reduce weight, and 
benefit cardiometabolic profile.

Weak

Do not use testosterone therapy to improve cognition vitality and physical strength 
in ageing men.

Strong
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Recommendations for choice of treatment for late-onset
hypogonadism

Recommendations Strength rating

Treat, when indicated, organic causes of hypogonadism (e.g., pituitary masses, 
hyperprolactinemia, etc.). 

Strong

Improve lifestyle and reduce weight (eg, obesity); withdraw, when possible, concomitant 
drugs that impair testosterone production; treat comorbidity before starting testosterone 
therapy. 

Weak

Fully inform patients about expected benefits and adverse effects of any treatment
option. Select the testosterone preparation in a joint decision process, only with fully 
informed patients. 

Strong

The aim of testosterone therapy is to restore serum testosterone concentration to the 
average normal range for young men 

Weak

Use testosterone gels rather than long-acting depot administration when starting initial 
treatment, so that therapy can be adjusted or stopped in case of treatment-related 
adverse effects. 

Weak
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Testosterone therapy formulations and their characteristics
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اشکال تستوسترون موجود در ایران

(25mg)خوراکیقرصتستوسترونمتیل•
250mg/1mLو100پرنترالتزریقیانانتاتتستوسترون•

5gدرصد1موضعیآندروژلوسرنوژلژل،تستوژل•

(تستوسترونهیدرودیژل)گرم80%2.5موضعیژلآندراکتیموآندراستانولون•
تستوسترونتزریقی)گرممیلی250پرنترالاچآی-آندوزیکسوتزریقیآندرونپرنترال،تزریقیسوستانون•

(انانتات
(انانتاتتستوسترونتزریقی)گرممیلی100پرنترالتزریقیاچآی-آندوزیکسوآندرون•
(اندکانواتتستوسترونکپسول)40mgخوراکیکپسولتستوکپسآندریول•
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How to follow-up patients who are receiving testosterone?

European Association of Urology Guidelines on Sexual and Reproductive Health—2021 Update
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• Evaluation should perform for the following items:
oClinical symptoms of LOH
oBMI and WC
oDigital rectal examination
oBlood pressure

• Measuring the haematocrit (Hct) 3-6 months after initiation of TRT 
and then annually
o If Hct is > 54%, TRT should be discontinued, until Hct decreases
to a safe level

• Evaluate the patient for hypoxia and sleep apnoea



Erectile dysfunction (ED)

Risk factors
• Age
• Medical conditions such as diabetes 

mellitus, dyslipidaemia, hypertension, 
MetS, and CVD

• BMI/obesity/waist circumference
• Hyperhomocysteinemia
• Lack of exercise
• Smoking
• pharmacotherapeutic agents for CVD

Epidemiology 

Erectile dysfunction (ED) affects between 12.9% 
and 28.1% of men worldwide

Etiology
• Organic
• Psychogenic
• Mixed

Association with CVD risk
• Myocardial infarction
• Cerebrovascular events

• All-cause mortality, with a trend towards an 
increased risk of CV mortality

ED, therefore, can be an early manifestation of 
coronary artery and peripheral vascular disease, 
and should not be regarded only as a QoL issue, 
but also as a potential warning sign of CVD
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Definition

   ED is defined as the persistent inability to 
attain and maintain an erection sufficient to 
permit satisfactory sexual performance



Recommendations on diagnostic evaluation    
of erectile dysfunction

• Take a comprehensive medical and sexual history 

• Consider factors like life stressors, cultural aspects, and cognitive/thinking style of the 
patient regarding their sexual performance

• Use a validated questionnaire related to ED to assess all sexual function domains (eg, the 
International Index of Erectile Function) and the effect of a specific treatment 

• Include a focused physical examination in the initial assessment of men with ED to identify 
underlying medical conditions and comorbid genital disorders that may be associated with 
ED

• Assess routine laboratory tests, including glucose and lipid profile and total testosterone, to 
identify and treat any reversible risk factors and lifestyle factors that can be modified

• Include specific diagnostic tests in the initial evaluation of ED in the presence of specific 
conditions
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ED can be treated successfully with a number of therapeutic options, but 
it cannot be cured.

The only exceptions are psychogenic ED, post-traumatic arteriogenic ED 
in young patients, and hormonal causes (eg, hypogonadism) which can 
potentially be cured with specific treatments.

Is ED curable? 
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Pharmacological agents for ED

27Use CBT as a psychological approach (include the partner) combined with medical treatment to maximize treatment outcomes.

Oral 
pharmacotherapy

Topical/ 
Intraurethral 
alprostadil

Intra-cavernous 
injection therapy

Hormone 
replacement 

therapy 



Oral pharmacotherapy for ED 

• Phosphodiesterase type 5 inhibitors (PDE5 inhibitor) are vasodilating drug

• Use of phosphodiesterase type 5 inhibitors (PDE5Is) as a first-line therapeutic 
option for ED (effective in more than 80% men with ED)

• These drugs:

odilate the corpora cavernosa of the penis

o facilitating erection with sexual stimulation
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PDE5 inhibitors Regimens

• On demand:
oAll three (Sildenafil, Tadalafil, and Vardenafil)

• Scheduled:
o Tadalafil 5mgs daily 

• Combination:
o Limited data:

oData on: Tadalafil 5mgs daily + Sildenafil 50 on demand
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Adverse effects

• All PDE5 inhibitors are generally well tolerated

• Side effects: depends on the dose and type of agent.

• The most common adverse effects with using these drugs include: 
oHeadache (very common) 
oDizziness,
o Flushing, 
oDyspepsia, 
oNasal congestion or rhinitis
oBack pain and muscle aches 
oAnterior optic neuropathy and hearing loss although the absolute risk 

increase is small.
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• Overall, 184 articles representing 179 randomized controlled trials 

• All PDE5i were significantly more efficient than placebo. 

• Sildenafil 25 mg was statistically superior to all interventions in improving 
erectile dysfunction measured by IIEF, followed by sildenafil 50 mg .

• Taladafil 10 mg and 20 mg also presented good profiles (73% and 76%, 
respectively). 

• Avanafil was less effective interventions.
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• Mirodenafil 150 mg was the treatment that caused more adverse 
events, especially flushing and headaches.

• Sildenafil 100 mg was more related to visual disorders, while vardenafil
was more prone to cause nasal congestion.
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• 1056 records, of which 15 randomized trials with 5274 patients

• PDE5I administrations:  efficient and well-tolerated in diabetic men. 

• Among these administrations, vardenafil PRN and mirodenafil PRN seem to 
have a possible advantage of efficacy and avoiding adverse effects compared to 
others. 

• There is no significant difference between regular and on-demand regimens of 
PDE5Is.
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The most common PDE5Is for ED 

• Four potent selective PDE5Is have currently been approved by the European 
Medicines Agency (EMA) for the treatment of ED, including 

o Sildenafil (Viagra)

o Tadalafil (Cialis)

o Vardenafil

o Avanafil
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موجود ( PDE5I)فسفودی استراز 5اشکال داروهای مهارکننده های تیپ 
در ایران

(سیتراتسیلدنافیلژل)گرم20و15%1موضعیژلسیلدنافیل•
(سیتراتبصورت)گرممیلی100و50خوراکیقرصسیلدنافیلیاویاگرا•
(سیتراتبصورت)(گرممیلی50و25)خوراکیدهاندربازشوندهقرصسیلدنافیل•
(سیتراتسیلدنافیلژلگرم20)%1موضعیژل(آقایانویژه)یوفوژل•
(سیتراتسیلدنافیلژلگرم15)%1موضعیژلارکژل•
(سیتراتسیلدنافیلژلگرم30)%1موضعیژلدیرکتا•
(سیتراتسیلدنافیلژلگرم30)%1موضعیژلویگاژل•
20mgو2/5،5،10)خوراکیقرصتادالافیل• (تادالافیلقرص)

.باشدنمیموجودایراندر:میرودنافیلوآوانافیلواردنافیل،•
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Contraindications for prescribing PDE5Is 

• Patients with recent CVD

• Coadministration of PDE5Is with antihypertensive agents: result in 
small additive decreases in blood pressure

• Absolut contraindication: 
oPatients who are using any form of organic nitrate (eg, nitroglycerine, 

isosorbide mononitrate, and isosorbide dinitrate) 

oPatients receiving other nitrate preparations used to treat angina, such as 
nicorandil, an antianginal vasodilator drug that acts by increasing nitric oxide 
bioavailability 
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Patient Education – Keys to PDE-5i Success

• Patient Education critical to success

o Take 30 min in advance of sex (1 hr for Tadalafil)

oMental and physical stimulation required

• Not a “magic” erection pill,  best of partner aware

• Anxiety can counteract effects of medication

• Try medication several times

• Efficacy of the drugs varies from patient to patient

o Try at least 2 drugs before declaring failure

• Warn patient about side-effects, and reassure them that they won’t die by 
taking PDE-5i 
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Failure of PDE5 inhibitors

• Wrong dose

• Wrong timing

• Drug-Drug Interaction

• Psycho-emotional effect such as 
anxiety 
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Topical/intraurethral alprostadil

• This is a vasoactive agent

• It can be administered per urethra with two different formulation:

o Topical route using a cream that includes a permeation enhancer in order to facilitate 
absorption of alprostadil (200 and 300 mg) via the urethral meatus

o Intraurethral insertion of a specific formulation of alprostadil (125–1000 mg) in a medicated 
pellet (MUSE) - This method is direct and more effective than topical form
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Adverse effects

• Penile erythema

• Penile burning                          usually resolve within 2 h of application

• Pain

• Dizziness                               

• Hypotension                         are rare. 
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Intracavernous injection therapy

• Overall, the success rate is high (85%)

• Intracavernous alprostadil is most efficacious as a monotherapy at a dose of 5–40 
mg 

• The use of an automatic pen that avoids a view of the needle may be useful to 
resolve fear of penile puncture.
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Adverse effects

• Penile pain (1–11%)

• Excessively prolonged undesired 
erections and priapism (0.25–1%)

• Persisting (tunical) fibrosis (5–7%) 

• Systemic side effects (i.e.., mild 
hypotension) are uncommon. 
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Contraindications 

• Men with a history of hypersensitivity to alprostadil

• Men at risk of priapism (prolonged erection of the penis)

• Men with bleeding disorders

43



اشکال داروی آلپروستادیل موجود در ایران

تزریقیمحلولتهیهبرایپودرمیکروگرم20پرنترالتزریقیمحلولتهیهبرایپودرآلپروستادیل•
((آلپروستادیل)یکایپروستاگلاندین

((آلپروستادیل)یکایپروستاگلاندیناستیک)گرممیکرو1000تا500پیشابراهیاستیکموس•
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Hormonal treatment

• When clinically indicated, testosterone therapy (intramuscular or 
transdermal) can be considered for men
o Low or low-normal testosterone levels + concomitant problems with their 

sexual desire, erectile function, + dissatisfaction derived from intercourse and 
overall sexual life. 

• Refer to an endocrinologist for:
omanaging patients with certain hormonal  abnormalities or endocrinopathies.
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• TTh significantly improves erectile function and other sexual parameters

• Sexual dysfunction should be considered a hallmark manifestation of T deficiency, 
since those symptoms can be significantly improved with normalization of serum T.

• Therefore,
o TTh alone may be considered a reasonable treatment for hypogonadal men with milder degrees 

of erectile dysfunction

o But the addition of other treatments, such as phosphodiesterase type 5 inhibitors, may be more 
appropriate for men with more severe erectile dysfunction
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Premature ejaculation (PE)

• According to EAU guidelines, PE (lifelong and acquired) is a male sexual dysfunction 
characterized by the following:

1. Lifelong PE: This is a persistent or consistent condition that has been present since 
the first sexual experience. It is characterized by ejaculation within about one 
minute of vaginal penetration, inability to delay ejaculation, and negative personal 
consequences. It is likely caused by a combination of biological and psychological 
factors. It may respond to pharmacological in addition to behavioral therapy.

2. Acquired PE: This is a condition that develops later in life after a period of normal 
ejaculatory function. It is characterized by a significant and bothersome reduction 
in ejaculatory latency, usually to about three minutes or less. It is often related to 
identifiable causes, such as medical conditions, medications, or stress. It may 
improve by treating the underlying cause or by using pharmacological or 
behavioral therapy or both
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Premature ejaculation (PE)

3. Natural variable PE: This is a normal variation of ejaculatory latency that occurs 
occasionally in some men, depending on the situation and partner. It is not 
considered a disorder and does not require treatment.

4. Premature-like ejaculatory dysfunction: This is a subjective perception of 
ejaculating too soon, despite having a normal or even prolonged ejaculatory 
latency. It is associated with psychological factors, such as anxiety. It may 
benefit from psychosexual counseling or education.
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Some principals to manage PE

• Pharmacotherapy must be considered as the first-line treatment for patients with 
lifelong PE.

• Treating the underlying cause (eg, ED, prostatitis, lower urinary tract symptoms, anxiety, 
hyperthyroidism, etc.) must be the initial goal for patients with acquired PE.

• In lifelong PE, behavioral techniques are not recommended alone, and pharmacotherapy 
must be considered as the basis of treatment.

• In acquired PE, combination of behavioral therapy with medical interventions may be 
most effective therapeutic approach compared to medical treatment alone. 

European Association of Urology Guidelines on Sexual and Reproductive Health—2021 Update
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Other pharmacological treatment 

• Daily or on-demand use of selective serotonin reuptake inhibitors (SSRIs) and 
clomipramine, and on demand topical anaesthetic agents have consistently shown 
efficacy in PE

• Dapoxetine (30 and 60 mg) is the first on-demand oral pharmacological agent approved 
for lifelong and acquired PE in many countries, except for the USA.

• Paroxetine was found to be superior to fluoxetine, clomipramine, and sertraline

• Tramadol, a mild opioid receptor agonist that also promotes reuptake inhibition of 
serotonin and noradrenaline, has been demonstrated to be effective as an off-label on-
demand oral therapy in men with a history of lifelong PE

• Side effects include nausea, diarrhea, headache, and dizziness, constipation, sedation, 
dry mouth, and addiction.  

• As a whole, long-term outcomes of pharmacological treatments are unknown

European Association of Urology Guidelines on Sexual and Reproductive Health—2021 Update
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Other options for managing PE

• Moreover, the eutectic metered-dose aerosol spray of lidocaine (150 mg/ml) and 
prilocaine (50 mg/ml) combination is the first topical formula to be officially 
approved for the on demand treatment

• Based on available data, the recommended dose of lidocaine/prilocaine spray is 
one dose (namely, three sprays) to be applied on the glans penis at least 5 min
before sexual intercourse

• All other medications used in PE are off-label indications

European Association of Urology Guidelines on Sexual and Reproductive Health—2021 Update
51



Pharmacotherapies for the treatment of Premature
Ejaculation

Disorders of Ejaculation: An AUA/SMSNA Guideline- 2021
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• The combination of SSRI and PDE5i therapy was the most effective treatment for PE.

• Local anesthetics were very effective, but local side effects could not be evaluated in 
that meta-analysis.

• Tramadol had significant effects, and the side effects are weak, but it was very addictive.
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Conclusions

• Before beginning the treatment, accurate evaluation and diagnosis using 
standard tests are essential

• Symptomatic patients with values of TT < 12 nmol/L (3.5 ng/ml) should be 
considered for testosterone therapy

• Contraindications of each of pharmacological agents should be addressed to 
choose the best candidates

• PDE5 inhibitors are the first line treatment for managing ED

• Combination of PDE5Is and testosterone therapy can be more effective that 
each of them alone in severe forms of ED 

• Patients treated with pharmacological agents should be monitored in the regular 
interval to assess efficacy and side affects. 
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Thanks for your attention!
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