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Indications 

Ÿ For treatment of erectile dysfunction combined 
with premature ejaculation. 

2019

The 10-mg and 20-mg tadalafil groups showed a mean success rate of 64.1% and 70.5% for sexual intercourse attempts (SEP3, 
successful intercourse), respectively, compared with 33.4% in the placebo group (p < 0.001), and 85.5% and 85.4% reported 
improved erections at end point Global Assessment Question (GAQ), respectively, versus 43.5% in the placebo group (p < 
0.001). 
Tadalafil 20 mg showed numerically (although not statistically) greater improvement in efficacy measures than 10 mg 
tadalafil.

14Overall, tadalafil was effective and well tolerated across a diverse clinical spectrum of Asian men with ED.

Guideline recommendation 
According to the updated version of 2009 European Association of Urology (EAU) guidelines on ED and PE, Tadalafil is one of 

3the first-line therapy for ED and Dapoxetine, a short-acting SSRI has been approved in Europe for the on-demand treatment of PE.

Safety of Tadalafil
Tadalafil is well-tolerated and safe in patients with cardiovascular comorbidities and, in addition, has a beneficial effect on the 
cardiovascular system.15 A study evaluated the efficacy of tadalafil on endothelial dysfunction and cardiac function. Thirty ED 
patients and 20 healthy male subjects were enrolled. Tadalafil positively affected arterial stiffness and left ventricular diastolic 
function (LVDF).16 A study evaluating the long-term safety of Tadalafil at doses of 5, 10, or 20mg taken as needed up to once 
daily for 18 to 24 months showed that the drug was safe and well tolerated. This was a multicentre, open-label, 24-month 

17extension trial involving 1173 men with ED.

Combination of Dapoxetine and Tadalafil in treatment of PE and ED 

Combination therapy of Dapoxetine and Tadalafil: Well-tolerated with no clinically important pharmacokinetic 
interactions
An open-label, randomized, crossover study (n=24 men) comparing dapoxetine 60 mg, dapoxetine 60 mg+tadalafil 20 mg, and 
dapoxetine 60 mg+sildenafil 100 mg investigated the potential pharmacokinetic interactions between dapoxetine and tadalafil 
and sildenafil. 
The study results demonstrated that tadalafil did not affect the pharmacokinetics of dapoxetine. Coadministration of tadalafil or 
sildenafil with dapoxetine did not result in clinically important changes to pulse rate, BP, ECG, or clinical laboratory values 

18during the study or between the pre- and post-study assessments.

Combination of Tadalafil 5mg and Dapoxetine 30mg is effective for treatment of erectile dysfunction combined with 
premature ejaculation 
A study evaluated the efficacy of Tadalafil 5 mg daily, Dapoxetine 30 mg on-demand or in combination for the treatment of 
erectile dysfunction (ED) combined with premature ejaculation (PE). 
The study included 60 patients diagnosed with ED combined with PE and they were randomly divided into 3 groups, Tadalafil 5 
mg daily, Dapoxetine 30 mg on-demand or in combination (n=20) each group. The treatment was for 2 months. IIEF-5 score 
was used to evaluate the therapeutic effect of ED 
and PEDT, premature ejaculation diagnostic 
questionnaire for PE.  
The study results showed that 16 cases of ED were 
improved in Tadalafil 5 mg daily group with 80% 
effectiveness. However, in Dapoxetine 30 mg on-
demand group, only 6 cases of ED improved with 
30% effectiveness. But in the combination group, 18 
cases of erectile function improved with 90% 
efficacy with significant difference between groups 
(p<0.05)
For PE, 9 cases of Tadalafil 5 mg daily group 
improved PE with 45% effectiveness.  In 
Dapoxetine 30 mg on-demand group, 13 cases of PE 
improved with 65% effectiveness.  However, in the 
combination group, 15 cases of PE improved with 
75% effective rate and with significant difference 
between groups (p<0.05; Figure 2).

The researchers opined that for PE with ED, 
improving erectile function in patients may improve 

19 PE.

Dosage and administration

Ÿ One tablet, duration as directed by the Physician. 

Ÿ Do not use more than once within 24 hours.

Ÿ Do not take the tablet with food.

Ÿ Take the tablet 1-2 hrs before anticipated sexual activity.

Ÿ Use strictly under medical supervision. 

Also Available ….

Summary   

Ÿ Premature ejaculation (PE) and Erectile dysfunction (ED) are the two most prevalent male sexual dysfunctions.

Ÿ Pharmacotherapy is the basis of treatment in lifelong PE, including daily dosing of selective serotonin reuptake inhibitors (SSRIs) 
and topical anaesthetics.

Ÿ Treatment of ED is based on phosphodiesterase type 5 inhibitors. 

Ÿ Results of Systematic review and network meta-analysis recommend the initial use of Dapoxetine 30 mg OD for Premature 
ejaculation.

Ÿ Results of meta-analysis demonstrated that Dapoxetine 30 mg is a safe and effective drug for patients with Premature ejaculation. 

Ÿ The Asia-Pacific PASSION Study showed that flexible dosing of Dapoxetine appears to be effective in the treatment of Premature 
ejaculation.

Ÿ Integrated analysis of 17 trials showed that Tadalafil treatment was associated with significant improvements in ejaculatory function, 
orgasmic function and sexual satisfaction.

Ÿ Tadalafil taken as needed for the treatment of erectile dysfunction is effective and well tolerated across a diverse clinical spectrum of 
Asian men with ED.

Ÿ Combination therapy of Dapoxetine and Tadalafil is well-tolerated with no clinically important pharmacokinetic interactions.

Ÿ Combination of Tadalafil 5mg and Dapoxetine 30mg is effective for treatment of erectile dysfunction combined with premature 
ejaculation. 

Ÿ Available clinical reveal the safety of both Tadalafil and Dapoxetine in ED and PE respectively and both drugs have safe 
cardiovascular profile. 

Based on the available clinical data a combination of Tadalafil and Dapoxetine appear to be beneficial in treatment of erectile 
dysfunction combined with premature ejaculation. 

61/C, 6th Main Road, 4th Phase, 7th Block, B.S.K 3rd Stage, Bangalore - 560085.
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Figure 2. Efficacy of Tadalafil 5 mg daily, Dapoxetine 30 mg 

on-demand or combination in men with PE and ED
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Introduction 
A harmonious marriage is consummated by a satisfactory sex life.1 Sexual functioning is a complex bio-psycho-social process, 
coordinated by the neurological, vascular and endocrine systems. Prevalence of sexual dysfunction in general population is 

2very high. It is suggested that about 43% of women and 31% of men have one or other kind of sexual dysfunction.  
Premature ejaculation (PE) and Erectile dysfunction (ED) are the two most prevalent male sexual dysfunctions. ED is 
highly prevalent, and 5-20% of men have moderate to severe ED. On the contrary, PE has prevalence rates of 20-30%. PE may 
be classified as lifelong (primary) or acquired (secondary).
Treatment of ED is based on phosphodiesterase type 5 inhibitors (PDE5-Is), including Sildenafil, Tadalafil, and Vardenafil. 
PDE5-Is have high efficacy and safety rates, even in difficult-to-treat populations such as patients with diabetes mellitus. 
Pharmacotherapy is the basis of treatment in lifelong PE, including daily dosing of selective serotonin reuptake inhibitors 

3(SSRIs) and topical anaesthetics. Dapoxetine is the only drug approved for the on-demand treatment of PE.  
This article highlights the efficacy of Dapoxetine 30 mg in PE and Tadalafil in ED and also the combination of these two drugs 
in treatment of male sexual dysfunction.  

Premature ejaculation
There are multiple definitions of Premature ejaculation (PE). According to the definition of International Society of Sexual 
Medicine's Guidelines for the Diagnosis and Treatment of PE, Premature ejaculation is defined as a “male sexual dysfunction 
characterized by ejaculation that always or nearly always occurs prior to or within 1 min of vaginal penetration from the time of 
the first sexual experience (lifelong PE), or a clinically significant reduction in latency time, often to about 3 min or less 
(acquired PE)”. 
Recently, SSRIs have been the mainstay of pharmacotherapy due to the delay it causes in ejaculation by inhibition of the 
ejaculatory reflex through inhibitory descending pathways from higher centers.
Dapoxetine, an SSRIs is widely used and is the first 
drug originally approved for the “on-demand” 

4treatment of PE patients.  

Clinical efficacy of Dapoxetine 30 mg in management 
of Premature ejaculation 
Dapoxetine is a novel SSRI developed as an “on 
demand” oral treatment for premature ejaculation and 
has been granted marketing authorization for the 
treatment of PE in men aged 18-64 years in 15 countries 
as of August 2010.5 Dapoxetine, as the first and only 
drug developed for PE represents a major advance in 
sexual medicine.6 Table 1 outlines the Pharmacokinetics 

7details of Dapoxetine.

Results of meta-analysis: Dapoxetine 30 mg is a safe and effective drug for patients with Premature ejaculation 
Li et al., conducted a meta-analysis of randomized controlled trials to evaluate the safety and efficacy of dapoxetine for the 
treatment of premature ejaculation (PE using trial sequential analysis (TSA).
The analysis included 8 randomized controlled trials and the main outcome measures were mean differences between trials in 
efficacy for intravaginal ejaculatory latency time (IELT), and risk ratios for patient global impression of change (PGIC) and 
treatment-emergent AEs.
For IELT and PGIC, significant effects were found for all doses of dapoxetine versus placebo. The pooled estimate presented an 
MD of 1.18 minutes (95% CI 1.11-1.25; p<0.00001; p for heterogeneity=0.002, I2=71%) (Figure 1) in favor of participants 
who received dapoxetine.
Similar results were obtained in subgroups of the 30-mg dose versus 60-mg dose. There were also statistically different dose-
related effects on AEs. Trial sequential analysis showed that the result of this meta-analysis was confirmed and further trials 
were unnecessary.

8The evidence suggested that Dapoxetine 30 mg may be a safe and effective drug for patients with PE.

Results of Systematic review and network meta-analysis: Initial use of Dapoxetine 30 mg OD is recommended for 
Premature ejaculation 
A systematic review and network meta-analysis was conducted by Jian et al., for a systematic evaluation of the different general 
prescribed drugs for premature ejaculation (PE). Intravaginal ejaculation latency time (IELT) was the main outcome of the study. 
The review included a total of 40 studies and the pooled evidence suggested that topical anaesthetic creams (Tas), tramadol, 
SSRIs and PDE5is were more effective at prolonging IELT comparing with placebo. 

TAs (90%) on demand (OD) and PDE5is plus SSRI (89.8%) had the highest surface under the cumulative ranking (SUCRA), 
which meant the most probable to be the most effective intervention.
The researchers recommended the initial use of dapoxetine 30 mg OD for PE because it had been tested in largest and better 

9designed clinical trials than the other drugs studied.  

The Asia-Pacific PASSION Study: Flexible dosing of Dapoxetine appears to be effective in the treatment of Premature 
ejaculation
The PASSION study, a prospective, 12-week, open-label study 
evaluated the efficacy and safety of Dapoxetine 30 and 60 mg as 
needed in 218 Asia-Pacific men with PE.
The main outcome measures was percentage of subjects reporting 
their PE as at least "slightly better" using the Clinical Global 
Impression of Change (CGIC) question. 
Dosages 1 (30 mg), 2 (30 → 60 mg), and 3 (30 → 60 → 30 mg) were 
used in 141, 124, and 13 subjects, respectively. 
The study results showed that at study end, a PE CGIC rating of at 
least "slightly better" was reported by 77.3%, 92.8%, and 100% of 
subjects for dosages 1, 2, and 3, respectively (p = 0.49). At study 
end, a CGIC rating of "slightly better" was reported by 85.2% and 
85.3% of subjects with lifelong PE and acquired PE, respectively (p 
= 0.50). At study end, a CGIC rating of "slightly better" was 
reported by 84.1% and 86.4% of subjects with an estimated baseline 
IELT no longer than and at least ≤1 minute, respectively (p = 0.16; 
Table 2). 

The incidence of a CGIC rating of at least "slightly better" was lower in subjects reporting an adverse event of moderate or 
severe severity and in subjects who increased to and maintained a dapoxetine dose of 60 mg and higher in subjects older than 50 
years and in subjects with a baseline estimated IELT of at least 1 minute.

10In this study, flexible dosing of dapoxetine (30 and 60 mg) appeared effective in the treatment of PE.

Safety of Dapoxetine 
Results of a 12-wk, open-label, observational PAUSE study with a 4-wk, post-observational contact in which 10,028 patients 
were enrolled, with 6712 patients (67.6%) treated with dapoxetine 30-60 mg (group A) and 3316 (32.4%) treated with 
alternative care/nondapoxetine (group B) showed that dapoxetine for treatment of PE has a good safety profile and low 

11 prevalence of adverse events. Syncope and major cardiovascular adverse events were not reported.
A study evaluating the cardiovascular safety profile of Dapoxetine from phase I to Phase III stage of the clinical studies showed 
that there were no associated significant cardiovascular adverse events, except for vasovagal-mediated (neurocardiogenic) 

Dapoxetine and Tadalafil combination therapy for Male Sexual dysfunction
syncope. The researchers opined that incidence of syncope, albeit rare, should be considered as part of the benefit/risk analysis 

5with the proposed indication (i.e. PE).

Efficacy of Tadalafil in men with Erectile dysfunction   
Erectile dysfunction (ED) is defined as the persistent and/or recurrent inability to attain and/or maintain a penile erection 
sufficient for satisfactory sexual intercourse.
This problem is prevalent throughout the world and is strongly associated with age-related comorbidities; hence, the incidence 
of ED will likely increase dramatically as the world's population ages.
In this modern era, selective phosphodiesterase type 5 inhibitors (PDE5Is) are the mainstay of treatment for ED. These 
medications are highly efficacious, are well tolerated, and have very favorable safety profiles.
Tadalafil is a novel PDE5I and differs from the other 2 PDE5Is – sildenafil and vardenafil  in that the absorption does not appear 
to be influenced by the intake of fatty meals or alcohol.
Peak serum concentration is attained about 2 hours postdose rather than 1 hour as occurs with the other 2 PDE5Is. Tadalafil is 
also unique in that it has a long elimination half-life of approximately 18 hours and this makes it ideally suited for daily dosing 

12and attainment of steady-state serum levels. Tadalafil has linear pharmacokinetics over the dose range of 2.5–20 mg.

Clinical efficacy Tadalafil 20 mg in erectile dysfunction

Integrated analysis of 17 trials: Tadalafil treatment was associated with significant improvements in ejaculatory function, 
orgasmic function and sexual satisfaction
A study compared effects of tadalafil on ejaculatory and orgasmic function in patients presenting with EDI. It also determined 
the effects of post-treatment ejaculatory dysfunction (EjD) and orgasmic dysfunction (OD) on measures of sexual satisfaction.
Data from 17 placebo-controlled 12-week trials of tadalafil (5, 10, 20 mg) as needed in 3581 patients with ED were integrated. 
EjD and OD severities were defined by patient responses to the International Index of Erectile Function, question 9 (IIEF-Q9; 
ejaculation) and IIEF-Q10 (orgasm), respectively.
Treatment with tadalafil 10 or 20 mg was associated with significant increases in ejaculatory and orgasmic function (vs. 
placebo) across all baseline ED, EjD, and OD severity strata (Table 3).

In the tadalafil group, 66% of subjects with severe EjD reported improved ejaculatory function compared with 36% in the 
placebo group (p < 0.001). Similarly, 66% of the tadalafil-treated subjects (vs. 35% for placebo; p < 0.001) with severe OD 
reported improvement.
Tadalafil 20 mg treatment was associated with significant improvements in ejaculatory function, orgasmic function and sexual 

13satisfaction.

Tadalafil taken as needed for the treatment of erectile dysfunction is effective and well tolerated across a diverse clinical 
spectrum of Asian men with ED 
An integrated analysis of five double-blind, placebo-controlled trials (n = 1 046) evaluated the efficacy and safety of as-needed 
tadalafil in a diverse clinical population  of Asian men with erectile dysfunction (ED).  Patients were randomly assigned to 
receive 10 mg tadalafil (n= 185), 20 mg tadalafil (n = 510), or placebo (n = 351). 
Patients receiving 10 mg or 20 mg tadalafil showed significant improvement from baseline-to-end point on the Erectile 
Function domain of the IIEF-EF domain score in all clinical sub-populations analyzed, compared with patients receiving 
placebo (p < 0.001). 

Table 1. Pharmacokinetics of single doses of Dapoxetine
(30, 60 mg) and effect of food on pharmacokinetics.39–41

C  (ng/ml)  297  349max

T  (hr)  1.01  1.27max
1/2Initial T  (hr)  1.31  1.42

1/2Terminal T  (hr)  18.7  21.0

Dapoxetine
30 mg

Dapoxetine
60 mg

C  (fasted)  –  443max

C  (high fat meal)  –  398max

T  (hr) (fasted)  –  1.30max

T  (hr) (high fat meal)  –  1.83max

Effect of high fat meal

Study or subgroup  Mean  SD  Total  Mean  SD  Total  Weight  IV, Fixed, 95% CI

Experimental Control Mean Difference

1.1.1 30mg
Abu EI-Hamd, 2017   2.86   0.33   30  0.69   0.12  30   Not estimable
Pryor, 2006    2.78  3.48  874  1.75  2.21  870  6.7%  1.03[0.76, 1.30]
Song Xuan 2016  2.02  0.25  46  0.89  0.11  42  79.3%  1.13[1.05, 1.21]
Buvat, 2009  3.1  4.88  363  1.9  2.89  339  1.4%  1.20[0.61, 1.79]
Mcmahon, 2010  3.9  3.94  333  2.4  2.05  342  2.2%  1.50[1.02, 1.98]
Subtotal (95% Cl)    1616    1593  89.6%  1.13[1.06, 1.21]

2 2Heterogeneity: Chl  = 2.89, df = 3 (P = 0.41); l  = 0%
Test for overall effect: Z = 29.68 (P< 0.00001)
1.1.2 60mg
Pryor, 2006  3.32  3.68  870  1.75  2.21  870  6.2%  1.57[1.28, 1.86]
Buvat, 2009  3.5  3.8  355  1.9  2.89  339  2.0%  1.60[1.10, 2.10]
Mcmohon, 2010  4.2  3.97  337  2.4  2.05  342  2.2%  1.80[1.32, 2.28]
Subtotal (95% CI)    1562    1551  10.4%  1.62[1.40, 1084]

2 2Heterogeneity: Chl  = 0.67, df = 2 (P = 0.71); l  = 0%
Test for overall effect: Z = 14.48 (P< 0.00001)
Total(95% Cl)    3178    3144  100.0%  1.18[1.11, 1.25]

2 2Heterogeneity:Chl =20.80,df=6 (P=0.002);l  = 71%
Test for overall effect:z=32.77 (P<0.00001)

2 2Test for subgroup differences: Chl  = 17.24, df = 1(P < 0.0001), l = 94.2%
Favours [Dapoxetine] Favours [Placebo]

-4 -2 2 4

Mean Difference

IV, Fixed, 95% CI

Figure 1. Estimates for mean difference in IELT for dapoxetine (30 mg and 60 mg subgroup) and placebo group 

(favoring placebo means that IELT was 1.18 minutes shorter with placebo)

Table 2. Summary of Efficacy Results at 
Study End by Subgroup

All subjects (n ¼ 278)  237 (85.25)
Dosage group 1 (n ¼ 141)  109 (77.30)
Dosage group 2 (n ¼ 124)  115 (92.74)
Dosage group 3 (n ¼ 13)  13 (100.00)
Lifelong PE (n ¼ 115)  98 (85.22)
Acquired PE (n ¼ 163)  139 (85.28)
IELT < 1 min (n ¼ 138)  116 (84.06)
IELT > 1 min (n ¼ 140)  121 (86.43)
Total  237 (85.25)
Last dose 60 mg  109 (77.30)

CGIC at least “slightly
better,” n (%)

Subgroup

CGIC ¼ Clinical Global Impression of Change; IELT ¼ intravaginal 
ejaculation latency time; PE ¼ premature ejaculation.

Table 3. Least-squares mean changes from baseline to study endpoint (week 12 or 
LOCF) in IIEF-Q9 and IIEF-Q10 by treatment group and baseline severity of ED.

Mild/no (IIEF-EF* = 17-30)  0  0.7*  0.4*  0.6*
Moderate (IIEF-EF = 11-16)  0.3  0.8*  0.9*  1.1*
Severe (IIEF-EF = 1-10)  0.3  0.7*  1.2*  1.5*

Placebo         Tadalafil 5 mg            Tadalafil 10 mg        Tadalafil 20 mg

Variable/subgroup As-needed treatment group

IIEF-Q9
      Baseline ED severity

Mild/no (IIEF-EF = 17-30)  0  0.8*  0.6*  0.7*
Moderate (IIEF-EF = 11-16)  0.2  0.9*  1.2*  1.2*
Severe (IIEF-EF = 1-10)  0.3  0.7  1.2*  1.5*

IIEF-Q10
       Baseline ED severity

*P < 0.05 vs placebo.
EF, erectile function domain.


