
SIAFIL  
Tablets 

Composition 
Each tablet contains Tadalafil    20 mg. 
 
Action 
Tadalafil is a potent, selective, reversible inhibitor of cyclic guanosine monophosphate (cGMP)-
specific phosphodiesterase type 5 (PDE5). When sexual stimulation causes the local release of nitric 
oxide, inhibition of PDE5 by tadalafil produces increased levels of cGMP in the corpus cavernosum. 
This results in smooth muscle relaxation and inflow of blood into the penile tissues, thereby 
producing an erection. Tadalafil has no effect in the absence of sexual stimulation. 
 
Tadalafil is a selective inhibitor of PDE5. PDE5 is an enzyme found in corpus cavernosum smooth 
muscle, vascular and visceral smooth muscle, skeletal muscle, platelets, kidney, lung, and cerebellum. 
The effect of tadalafil is more potent on PDE5 than on other phosphodiesterase. Tadalafil is >10,000-
fold more potent for PDE5 than for PDE1, PDE2, PDE4, and PDE7 enzymes which are found in the 
heart, brain, blood vessels, liver, leukocytes, skeletal muscle and other organs. Tadalafil is >10,000-
fold more potent for PDE5 than for PDE3, an enzyme found in the heart and blood vessels. 
 
This selectivity for PDE5 over PDE3 is important because PDE3 is an enzyme involved in cardiac 
contractility. Additionally, tadalafil is approximately 700-fold more potent for PDE5 than for PDE6, an 
enzyme which is found in the retina and is responsible for phototransduction. Tadalafil is also >9,000-
fold more potent for PDE5 than for PDE8, 9 and 10 and 14-fold more potent for PDE5 than for PDE11. 
The tissue distribution and physiological effects of the inhibition of PDE8 through PDE11 have not 
been elucidated. 
 
Tadalafil produced no significant difference in supine systolic and diastolic blood pressure (mean 
maximal decrease of 1.6/0.8 mm Hg, respectively), in standing systolic and diastolic blood pressure 
(mean maximal decrease of 0.2/4.6 mm Hg, respectively), and no significant change in heart rate. 
Larger effects were recorded among subjects receiving concomitant nitrates. 
 
No impairment of colour discrimination (blue/green) was detected. This finding is consistent with the 
low affinity of tadalafil for PDE6 compared to PDE5. In addition, no effects were observed on visual 
acuity, electroretinograms, intraocular pressure, or pupillometry. There were no clinically relevant 
effects on sperm concentration, sperm count, and motility. 
 
Pharmacokinetics 
Absorption 
Tadalafil is rapidly absorbed after oral administration and the mean maximum observed plasma 
concentration (Cmax) is achieved at a median time of 2 hours after dosing. The rate and extent of 
absorption of tadalafil are not influenced by food, thus Siafil may be taken with or without food. The 
time of dosing (morning versus evening) had no clinically relevant effects on the rate and extent of 
absorption. 
 
Distribution 
The mean volume of distribution is approximately 63 liters, indicating that tadalafil is distributed into 
tissues. At therapeutic concentrations, 94% of tadalafil in plasma is bound to proteins. Protein binding 
is not affected by impaired renal function. 
 
Biotransformation 
Tadalafil is predominantly metabolised by the cytochrome P450 (CYP) 3A4 isoform. The major 
circulating metabolite is the methylcatechol glucuronide. This metabolite is at least 13,000-fold less 
potent than tadalafil for PDE5. Consequently, it is not expected to be clinically active at observed 
metabolite concentrations. 
 



Elimination 
The mean oral clearance for tadalafil is 2.5 l/hour and the mean half-life is 17.5 hours in healthy 
subjects. Tadalafil is excreted predominantly as inactive metabolites, mainly in the faeces 
(approximately 61% of the dose) and to a lesser extent in the urine (approximately 36% of the dose). 
 
Elderly 
Healthy elderly subjects (65 years or over), had a lower oral clearance of tadalafil, resulting in 25% 
higher exposure (AUC) relative to healthy subjects aged 19 to 45 years. This effect of age is not 
clinically significant and does not warrant a dose adjustment. 
 
Renal Impairment 
In subjects with renal insufficiency, including those on haemodialysis, tadalafil exposure (AUC) was 
higher than in healthy subjects. Therefore, the recommended starting dose of tadalafil in patients 
with mild or moderate renal impairment is 10 mg. For patients with severe renal impairment 10 mg is 
the maximum recommended dose. 
 
Hepatic Impairment 
Tadalafil exposure (AUC) in subjects with mild or moderate hepatic impairment (Child-Pugh Class A 
and B) is comparable to exposure in healthy subjects. No controlled data are available in patients with 
severe hepatic impairment (Child-Pugh Class C) . 
 
Patients with Diabetes 
Tadalafil exposure (AUC) in patients with diabetes was approximately 19% lower than the AUC value 
for healthy subjects. This difference in exposure does not warrant a dose adjustment. 
 
Indications 
Siafil is approved for the treatment of (erectile dysfunction) in men who experience difficulty having 
and maintaining an erection. 
 
Contraindications 
• Hypersensitivity to Tadalafil. 
• Abnormal heart beats (arrhythmias) not controlled by treatment 
• Angina not well controlled by medical treatment (unstable angina)  
• Children and adolescents under 18 years of age 
• Conditions in which sexual activity is not advisable, for example severe heart disorders 
• Hereditary galactose intolerance 
• Hereditary Lapp lactase deficiency 
• Inherited inability to absorb the sugars glucose and galactose (glucose-galactose malabsorption) 
• Low blood pressure (hypotension) 
• People taking any form of nitrate medications, eg glyceryl trinitrate 
• People who have had a heart attack in the last three months  
• People who have had a stroke in the last six months  
• People with angina that occurs during sex  
• People with mild to severe heart failure in the last six months  
• Uncontrolled high blood pressure (hypertension)  
• Women 
 
Warnings 
• If the erection lasts longer than 4 hours (priapism). Treatment of this condition should not be 

delayed more than 6 hours, as this can cause damage to the erectile tissue in the penis and 
irreversible erectile dysfunction. 

• This medicine may cause dizziness and so may affect the ability to drive or operate machinery 
safely. Do not drive or operate machinery until you know how this medicine affects you and you 
are sure it will not affect your performance.  



• If this medicine is taken with alcohol, there is an increased risk of a drop in blood pressure that 
might make you feel dizzy. In addition, alcohol can impair sexual performance. 

• This medicine should not be taken more than once a day, and it is strongly recommended that 
you do not use it every day. This is because the long-term safety of using this medicine every day 
for long periods has not been established, and because the effect usually lasts for longer than 
one day. 

 
Adverse Reactions 
Like all medications, Tadalafil may have some side effects. The most common side effects are 
headache, upset stomach, back pain, and muscle aches. These Adverse effects usually go away after a 
few hours. Patients who get back pain and muscle aches usually get it 12 to 24 hours after taking 
Tadalafil.. Back pain and muscle aches usually go away by themselves within 48 hours. As with any ED 
tablet, in the rare event of an erection lasting more than 4 hours (priapism). 
 
Precautions 
• Conditions such as sickle cell disease, bone cancer or leukaemia in which there is an increased 

risk of prolonged erections (priapism) 
• Decreased kidney function: Caution should be exercised when prescribing Tadalafil to patients 

with severe hepatic insufficiency (Child-Pugh Class C) or to those taking CYP3A4 inhibitors or 
inducers or HIV protease inhibitors. 

• Decreased liver function: Tadalafil should be prescribed with caution for patients with creatine 
clearance < 50 ml/min 

• Disease involving the heart and blood vessels (cardiovascular disease): Caution should be 
exercised when prescribing Tadalafil to patients who are taking alpha1 blockers, such as 
doxazosin, as simultaneous administration may lead to symptomatic hypotension in some 
patients. As with other PDE5 inhibitors, tadalafil has systemic vasodilatory properties that may 
result in transient decreases in blood pressure. Prior to prescribing Tadalafil, physicians should 
carefully consider whether such vasodilatory effects could affect their patients with underlying 
cardiovascular disease adversely. 

• Physical abnormality of the penis, such as severe curvature, scarring or Peyronie's disease. 
 
Drug Interactions 
Tadalafil MUST NOT be taken with any form of nitrate medication, as this combination can produce a 
severe drop in blood pressure that can cause dizziness, fainting, or even a heart attack. Nitrate 
medications include the following: 
- Nicorandil,  
- Glyceryl trinitrate, Isosorbide mononitrate, Isosorbide dinitrate, used for angina or heart failure 
- Amyl nitrate (also known as 'poppers'). 
 
If people who are taking medicines for high blood pressure (antihypertensives) take Tadalafil, the 
combination may potentially cause an extra drop in blood pressure. This is unlikely to be significant, 
but you should be aware that if it does occur it may make you feel dizzy. This is more likely to occur in 
people taking alpha-blocker medicines such as Doxazosin, some of which are used to treat an 
enlarged prostate gland as well as high blood pressure. Tadalafil is therefore not recommended for 
men taking alpha-blockers. 
 
The use of Tadalafil with other treatments for erectile dysfunction is not recommended, as the safety 
of such combinations has not yet been established. 
 
The following medicines and food may increase the blood level of Tadalafil, which could increase the 
risk of side effects: 
- The antifungal medicines ketoconazole and Itraconazole 
- The antibiotic medicines clarithromycin and erythromycin 
- The HIV protease inhibitors ritonavir and saquinavir. 
- Grapefruit juice taken with Tadalafil may also cause an increase in the blood level of Tadalafil. 
 



The following medicines may decrease the blood level of Tadalafil: 
- Rifampicin 
- Phenobarbital 
- Phenytoin 
- Carbamazepine. 
 
If people take Tadalafil, taking theophylline there may be a small increase in heart rate. This is unlikely 
to be significant, but you should tell your doctor if you are taking theophylline, and if you are taking 
any other medicines including those bought without a prescription and herbal medicines, before you 
start taking Tadalafil. 
 
Dosage and Administration 
Siafil is available in 20 mg tablets.  Taken prior to anticipated sexual activity and without regard to 
food. It can be taken from 30 minutes to 12 hours prior to sexual activity. The efficacy of Siafil may 
persist up to 36 hours post-dose. 
The maximum recommended dose is one pill per day. 
 
Over Dosage 
Single doses of up to 500 mg have been given to healthy subjects, and multiple daily doses up to 100 
mg have been given to patients. Adverse events were similar to those seen at lower doses .In cases of 
overdose, standard supportive measures should be adopted as required. 
 
Symptoms of overdose may include headache, indigestion or heartburn, flushing, pain in the back, 
muscles, or any limb, stuffy or runny nose, erection that lasts longer than 4 hours.  
 
Presentation 
Box of one tablet. 
 


