   הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 
(מעודכן 05.2013) 

 תאריך01.12.2013 
שם תכשיר באנגלית ומספר הרישום

 111 36 29459 Viagra 25mg

Viagra 50mg  111 37 29460
Viagra 100mg  111 38 29461
שם בעל הרישום פייזר פרמצבטיקה ישראל בע"מ
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	Indication
	
	

	contraindications
	Use of sildenafil is contraindicated in patients with a known hypersensitivity to any component of the tablet. 

Consistent with its known effects on the nitric oxide/c GMP pathway (see pharmacodynamic properties), Sildenafil was shown to potentiate the hypotensive effects of acute and chronic nitrates, and its administration to patients who are concurrently using nitric oxide donors, organic nitrates or organic nitrites in any form either regularly or intermittently is therefore contraindicated (see Interaction with Other Medicinal products and Other Forms of Interaction).


	Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Consistent with its known effects on the nitric oxide/cyclic guanosine monophosphate (cGMP) pathway (see section 5.1), sildenafil was shown to potentiate the hypotensive effects of nitrates, and its co-administration with nitric oxide donors (such as amyl nitrite) or nitrates in any form is therefore contraindicated.

Agents for the treatment of erectile dysfunction, including sildenafil, should not be used in men for whom sexual activity is inadvisable (e.g. patients with severe cardiovascular disorders such as unstable angina or severe cardiac failure).

Viagra® is contraindicated in patients who have loss of vision in one eye because of non-arteritic anterior ischaemic optic neuropathy (NAION), regardless of whether this episode was in connection or not with previous PDE5 inhibitor exposure (see section 4.4).

The safety of sildenafil has not been studied in the following sub-groups of patients and its use is therefore contraindicated: severe hepatic impairment, hypotension (blood pressure <90/50 mmHg), recent history of stroke or myocardial infarction and known hereditary degenerative retinal disorders such as retinitis pigmentosa (a minority of these patients have genetic disorders of retinal phosphodiesterases). 



	Posology, dosage  & administration
	The recommended dose is 50 mg taken as needed approximately one hour before sexual activity. Based on efficacy and toleration, the dose may be increased to 100 mg or decreased to 25 mg.  The maximum recommended dose is 100 mg. The maximum recommended dosing frequency is once per day.

Since sildenafil clearance is reduced in patients with severe renal impairment (creatinine clearance < 30 mL/min), a 25 mg dose should be considered. 
Use in patients using other medications

Given the extent of the interaction with patients receiving concomitant therapy with ritonavir (see Interaction with other medicinal products and Other Forms of Interaction), it is recommended not to exceed a maximum single dose of 25 mg of sildenafil in a 48 hour period.

A starting dose of 25 mg should be considered in patients receiving concomitant treatment with the CYP3A4 inhibitors (e.g. erythromycin, saquinavir, ketoconazole, itraconazole).  See section 4.5 Interaction with other medicinal products and other Fforms of interaction.

In order to minimize the potential for developing postural hypotension, patients should be stable on alpha-blocker therapy prior to initiating sildenafil treatment. In addition, initiation of sildenafil at lower doses should be considered (see section 4.4 Special warnings and special precautions for use and section 4.5 Interaction with other medicinal products and other forms of interaction).
Use in the elderly

In elderly patients above the age of 65 there may be an increase in plasma levels of up to 40%. Since higher plasma levels may increase both the efficacy and incidence of adverse events, a starting dose of 25 mg should be considered in these patients. 

Use in children

Sildenafil is not indicated for use in children.


	The recommended dose is 50 mg taken as needed approximately one hour before sexual 

activity. Based on efficacy and toleration, the dose may be increased to 100 mg or decreased to 25 mg.  The maximum recommended dose is 100 mg. The maximum recommended dosing frequency is once per day. If Viagra is taken with food, the onset of activity may be delayed compared to the fasted state (see section 5.2). 

Elderly patients:

Dosage adjustments are not required in elderly patients (≥ 65 years old).
Since sildenafil clearance is reduced in patients with severe renal impairment (creatinine clearance < 30 mL/min), a 25 mg dose should be considered. Based on efficacy and toleration, the dose may be increased to 50 mg and 100 mg.
Paediatric population:
Viagra® is not indicated for individuals below 18 years of age. 

With the exception of ritonavir for which co-administration with sildenafil is not advised (see section 4.4) a starting dose of 25 mg should be considered in patients receiving concomitant treatment with CYP3A4 inhibitors (see section 4.5).

In order to minimise the potential for developing postural hypotension, patients should be stable on alpha-blocker therapy prior to initiating sildenafil treatment. In addition, initiation of sildenafil at a dose of 25 mg should be considered (see sections 4.4 and 4.5).
Method of administration

For oral use.


	Special Warnings and Special Precautions for Use
	Serious cardiovascular events, including myocardial infarction, sudden cardiac death, ventricular arrhythmia, cerebrovascular hemorrhage and transient ischemic attack , have been reported post‑marketing in temporal association with the use of sildenafil for erectile dysfunction.  Most, but not all, of these patients had pre-existing cardiovascular risk factors.  Many of these events were reported to occur during or shortly after sexual activity, and a few were reported to occur shortly after the use of sildenafil without sexual activity. Others were reported to have occurred hours to days after the use of sildenafil and sexual activity. It is not possible to determine whether these events are related directly to sildenafil, to sexual activity, to the patient’s underlying cardiovascular disease, to a combination of these factors, or to other factors.

Physicians should advise patients to stop use of all PDE5 inhibitors, including VIAGRA, and seek medical attention in the event of a sudden loss of vision in one or both eyes.  Such an event may be a sign of non-arteritic anterior ischemic optic neuropathy (NAION), a cause of decreased vision including permanent loss of vision, that has been reported rarely post-marketing in temporal association with the use of all PDE5 inhibitors. It is not possible to determine whether these events are related directly to the use of PDE5 inhibitors or to other factors. Physicians should also discuss with patients the increased risk of NAION in individuals who have already experienced NAION in one eye, including whether such individuals could be adversely affected by use of vasodilators, such as PDE5 inhibitors (see POST-MARKETING EXPERIENCE/Special Senses).
Sudden decrease or loss of hearing has been reported in a small number of postmarketing and clinical trials cases with the use of all PDE5 inhibitors, including sildenafil. Most of these patients had risk factors for sudden decrease or loss of hearing. No causal relationship has been made between the use of PDE5 inhibitors and sudden decrease or loss of hearing. In case of sudden decrease or loss of hearing patients should be advised to stop taking sildenafil and consult a physician promptly.

	Viagra®  potentiates the hypotensive effect of nitrates (see section 4.3).
Serious cardiovascular events, including myocardial infarction, unstable angina , sudden cardiac death, ventricular arrhythmia, cerebrovascular hemorrhage and transient ischemic attack , hypertension and hypotension  have been reported post‑marketing in temporal association with the use of sildenafil for erectile dysfunction.  Most, but not all, of these patients had pre-existing cardiovascular risk factors.  Many of these events were reported to occur during or shortly after sexual activity, and a few were reported to occur shortly after the use of sildenafil without sexual activity. Others were reported to have occurred hours to days after the use of sildenafil and sexual activity. It is not possible to determine whether these events are related directly to sildenafil, to sexual activity, to the patient’s underlying cardiovascular disease, to a combination of these factors, or to other factors.

Cases of visual defects have been reported spontaneously in connection with the intake of sildenafil and other PDE5 inhibitors (see section 4.8). Cases of non‑arteritic anterior ischaemic optic neuropathy, a rare condition, have been reported spontaneously and in an observational study in connection with the intake of sildenafil and other PDE5 inhibitors (see section 4.8). Patients should be advised that in the event of any sudden visual defect, they should stop taking Sildenafil Pfizer and consult a physician immediately (see section 4.3).
Co-administration of sildenafil with ritonavir is not advised (see section 4.5).
Sudden decrease or loss of hearing has been reported in a small number of postmarketing and clinical trials cases with the use of all PDE5 inhibitors, including sildenafil. Most of these patients had risk factors for sudden decrease or loss of hearing. No causal relationship has been made between the use of PDE5 inhibitors and sudden decrease or loss of hearing. In case of sudden decrease or loss of hearing patients should be advised to stop taking sildenafil and consult a physician promptly.
The film coating of the Sildenafil  tablet contains lactose. Sildenafil should not be administered to men with rare hereditary problems of galactose intolerance, Lapp lactase deficiency or glucose-galactose malabsorption.

Viagra®  is not indicated for use by women.


	Interaction with Other Medicaments and Other Forms of Interaction
	In vivo studies: 

Population pharmacokinetic analysis of clinical trial data indicated a reduction in sildenafil clearance when co-administered with CYP3A4 inhibitors (such as ketoconazole, erythromycin, cimetidine).  However, there was no increased incidence of adverse events in these patients.

Cimetidine (800 mg), a cytochrome P450 inhibitor and a non-specific CYP3A4 inhibitor, caused a 56% increase in plasma sildenafil concentrations when co-administered with sildenafil (50 mg) to healthy volunteers.

Coadministration with the HIV protease inhibitor ritonavir, which is a highly potent P450 inhibitor, at steady state (500 mg twice daily) with sildenafil (100 mg single dose) resulted in a 300% (4-fold) increase in sildenafil Cmax and a 1000% (11-fold) increase in sildenafil plasma AUC. At 24 hours, the plasma levels of sildenafil were still approximately 200 ng/mL, compared to approximately 5 ng/mL when sildenafil was dosed alone.  This is consistent with ritonavir's marked effects on a broad range of P450 substrates.  Sildenafil had no effect on ritonavir pharmacokinetics

Co-administration of the HIV protease inhibitor saquinavir, a CYP3A4 inhibitor, at steady state (1200mg three times daily) with sildenafil (100mg single dose) resulted in a 140% increase in sildenafil Cmax and a 210% increase in sildenafil AUC. Sildenafil had no effect on saquinavir pharmacokinetics . Stronger CYP3A4 inhibitors such as ketoconazole and itraconazole would be expected to have greater effects.

Population pharmacokinetic analysis showed no effect of concomitant medication on sildenafil pharmacokinetics when grouped as CYP2C9 inhibitors (such as tolbutamide, warfarin), CYP2D6 inhibitors (such as selective serotonin reuptake inhibitors, tricyclic antidepressants), thiazide and related diuretics, loop and potassium sparing diuretics, angiotensin converting enzyme (ACE) inhibitors, calcium channel blockers, beta-

adrenoreceptor antagonists or inducers of CYP450 metabolism (such as rifampicin, barbiturates).

Effects of sildenafil on other medicinal products
In vitro studies:

Sildenafil is a weak inhibitor of the cytochrome P450 isoforms 1A2, 2C9, 2C19, 2D6, 2E1 and 3A4 (IC50 >150 µM).  Given sildenafil peak plasma concentrations of approximately 1 µM after recommended doses, it is unlikely that sildenafilwill alter the clearance of substrates of these isoenzymes.

Sildenafil (50 mg) did not potentiate the hypotensive effects of alcohol in healthy volunteers with mean maximum blood alcohol levels of 80 mg/dL.

No interaction was seen when sildenafil (100 mg) was co-administered with amlodipine in hypertensive patients. The mean additional reduction on supine blood pressure (systolic, 8 mmHg; diastolic, 7 mmHg) was of a similar magnitude to that seen when sildenafil was administered alone to healthy volunteers (see Pharmacodynamic properties).

Analysis of the safety data base showed no difference in the side effect profile in patients taking sildenafil with and without anti-hypertensive medication.


	In vivo studies: 

Population pharmacokinetic analysis of clinical trial data indicated a reduction in sildenafil clearance when co-administered with CYP3A4 inhibitors (such as ketoconazole, erythromycin, cimetidine).  However, there was no increased incidence of adverse events in these patients Although no increased incidence of adverse events was observed in these patients ,when sildenafil is administered concomitantly with CYP3A4 inhibitors, a starting dose of 25 mg should be considered.

Cimetidine (800 mg), a cytochrome P450 inhibitor and a non-specific CYP3A4 inhibitor, caused a 56% increase in plasma sildenafil concentrations when co-administered with sildenafil (50 mg) to healthy volunteers.

Coadministration with the HIV protease inhibitor ritonavir, which is a highly potent P450 inhibitor, at steady state (500 mg twice daily) with sildenafil (100 mg single dose) resulted in a 300% (4-fold) increase in sildenafil Cmax and a 1000% (11-fold) increase in sildenafil plasma AUC. At 24 hours, the plasma levels of sildenafil were still approximately 200 ng/mL, compared to approximately 5 ng/mL when sildenafil was administered alone.  This is consistent with ritonavir's marked effects on a broad range of P450 substrates.  Sildenafil had no effect on ritonavir pharmacokinetics.

Based on these  pharmacokinetic results co-administration of sildenafil with ritonavir is not advised   (see section 4.4) and in any event the maximum dose of sildenafil should under no circumstances exceed 25 mg within 48 hours.
Co-administration of the HIV protease inhibitor saquinavir, a CYP3A4 inhibitor, at steady state (1200mg three times daily) with sildenafil (100mg single dose) resulted in a 140% increase in sildenafil Cmax and a 210% increase in sildenafil AUC. Sildenafil had no effect on saquinavir pharmacokinetics (See section 4.2) . Stronger CYP3A4 inhibitors such as ketoconazole and itraconazole would be expected to have greater effects.

When a single 100 mg dose of sildenafil was administered with erythromycin, a specific CYP3A4 inhibitor, at steady state (500 mg  twice daily for 5 days), there was a 182% increase in sildenafil systemic exposure (AUC).  In normal healthy male volunteers, there was no evidence of an effect of azithromycin (500 mg daily for 3 days) on the AUC, Cmax, tmax, elimination rate constant, or subsequent half-life of sildenafil or its principal circulating metabolite

Grapefruit juice is a weak inhibitor of CYP3A4 gut wall metabolism and may give rise to modest increases in plasma levels of sildenafil.
Although specific interaction studies were not conducted for all medicinal products,
Population pharmacokinetic analysis showed no effect of concomitant medication on sildenafil pharmacokinetics when grouped as CYP2C9 inhibitors (such as tolbutamide, warfarin, phenytoin), CYP2D6 inhibitors (such as selective serotonin reuptake inhibitors, tricyclic antidepressants), thiazide and related diuretics, loop and potassium sparing diuretics, angiotensin converting enzyme (ACE) inhibitors, calcium channel blockers, beta- adrenoreceptor antagonists or inducers of CYP450 metabolism (such as rifampicin, barbiturates).

Nicorandil is a hybrid of potassium channel activator and nitrate. Due to the nitrate component it has the potential to have serious interaction with sildenafil.
Single doses of antacid (magnesium hydroxide/aluminium hydroxide) did not affect the bioavailability of sildenafil.
Effects of sildenafil on other medicinal products
In vitro studies:

Sildenafil is a weak inhibitor of the cytochrome P450 isoforms 1A2, 2C9, 2C19, 2D6, 2E1 and 3A4 (IC50 >150 µM).  Given sildenafil peak plasma concentrations of approximately 1 µM after recommended doses, it is unlikely that sildenafilwill alter the clearance of substrates of these isoenzymes.
There are no data on the interaction of sildenafil and non-specific phosphodiesterase inhibitors such as theophylline or dipyridamole.

Sildenafil (50 mg) did not potentiate the hypotensive effects of alcohol in healthy volunteers with mean maximum blood alcohol levels of 80 mg/dL.

Pooling of the following classes of antihypertensive medication: diuretics, beta-blockers, ACE inhibitors, angiotensin II antagonists, antihypertensive medicinal products (vasodilator and centrally-acting), adrenergic neurone blockers, calcium channel blockers and alpha-adrenoceptor blockers, showed no difference in the side effect profile in patients taking sildenafil compared to placebo treatment.  In a specific interaction study, where sildenafil (100 mg) was co-administered with amlodipine in hypertensive patients, there was an additional reduction on supine systolic blood pressure of 8 mmHg.  The corresponding additional reduction in supine diastolic blood pressure was 7 mmHg. These additional blood pressure reductions were of a similar magnitude to those seen when sildenafil was administered alone to healthy volunteers (see section 5.1).
Analysis of the safety data base showed no difference in the side effect profile in patients taking sildenafil with and without anti-hypertensive medication.



	Fertility,   pregnancy and Lactation
	
	

	Effects on ability to drive and use machines
	The effect of sildenafil on the ability to drive and use machinery has not been studied 

	The effect of sildenafil on the ability to drive and use machinery has not been studied 
As dizziness and altered vision were reported in clinical trials with sildenafil, patients should be aware of how they react to Sildenafil Pfizer, before driving or operating machinery.


	Adverse events
	Sildenafil was administered to over 3700 patients (aged 19-87) during clinical trials worldwide.  Over 550 patients were treated for longer than one year.

Treatment with sildenafil was well tolerated.  In placebo controlled clinical studies, the discontinuation rate due to adverse events was low and similar to placebo.  The adverse events were generally transient and mild to moderate in nature.

Across trials of all designs, the profile of adverse events reported by patients receiving sildenafilwas similar. In fixed dose studies, the incidence of adverse events increased with dose.  The nature of the adverse events in flexible dose studies, which more closely reflect the recommended dosage regimen, was similar to that for fixed dose studies.

The following adverse events were reported > 1% and < 5% by patients treated with sildenafil in PRN flexible-dose phase II/III studies and are considered clinically important and/or possibly related to drug treatment:

Body As A Whole: asthenia, pain, abdominal pain, back pain, infection, flu syndrome

Cardiovascular: headache(, flushing(, palpitation,  vasodilatation*

Digestive: dyspepsia*, diarrhea, nausea

Musculoskeletal: arthralgia, myalgia

Nervous: dizziness*, hypertonia, insomnia
Respiratory: nasal congestion, pharyngitis, rhinitis*, sinusitis, respiratory tract infection, respiratory disorder

Skin and Appendages: rash

Special Senses: abnormal vision* (mild and transient, predominantly color tinge to vision, but also increased sensitivity to light or blurred vision), conjunctivitis

Non-arteritic anterior ischemic optic neuropathy (NAION), a cause of decreased vision including permanent loss of vision, has been reported rarely post-marketing in temporal association with the use of phosphodiesterase type 5 (PDE5) inhibitors, including VIAGRA. Most, but not all, of these patients had underlying anatomic or vascular risk factors for developing NAION, including but not necessarily limited to: low cup to disc ratio (“crowded disc”), age over 50, diabetes, hypertension, coronary artery disease, hyperlipidemia and smoking. It is not possible to determine whether these events are related directly to the use of PDE5 inhibitors, to the patient’s underlying vascular risk factors or anatomical defects, to a combination of these factors, or to other factors (see 
Special warnings and special precautions for use).

Urogenital: urinary tract infection, prostatic disorder

At doses above the recommended dose range, adverse events were similar to those detailed above but generally were reported more frequently.

In an analysis of double blind placebo controlled clinical trials encompassing over 700 person-years of observation on placebo and over 1300 person-years on sildenafil, there were no differences in the incidence rate of myocardial infarction (MI) or in the rate of cardiovascular mortality for patients receiving sildenafil compared to those receiving placebo. The rates of  MI were 1.1 per 100 person-years for men receiving sildenafil and for those receiving placebo. The rates of cardiovascular mortality were 0.3 per 100 person-years for men receiving sildenafil and those receiving placebo.

The following adverse reactions were reported during post-marketing surveillance:

Immune system disorders: hypersensitivity reaction (including skin rash)

Nervous system disorders: seizure , seizure recurrence.

Cardiac disorders: tachycardia

Vascular disorders: hypotension, syncope, epistaxis

Gastrointestinal disorders: vomiting

Eye disorders: eye pain, red eyes/bloodshot eyes 

Reproductive system and breast disorders: prolonged erection and/or priapism

*Treatment related clinical trial event


	The safety profile of Viagra®  is based on 8691 patients who received the recommended dosing regimen in 67 placebo-controlled clinical studies. The most commonly reported adverse reactions in clinical studies among sildenafil treated patients were headache, flushing, dyspepsia, visual disorders, nasal congestion, dizziness and visual colour distortion.

Adverse reactions from post-marketing surveillance has been gathered covering an estimated period >9 years. Because not all adverse reactions are reported to the Marketing Authorisation Holder and included in the safety database, the frequencies of these reactions cannot be reliably determined.

In the table below all medically important adverse reactions, which occurred in clinical trials at an incidence greater than placebo are listed by system organ class and frequency (very common (≥1/10), common (≥1/100 to <1/10), uncommon (≥1/1,000 to <1/100), rare (≥1/10,000 to <1/1,000). In addition, the frequency of medically important adverse reactions reported from post-marketing experience is included as not known. Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Table 1: Medically important adverse reactions reported at an incidence greater than placebo in controlled clinical studies and medically important adverse reactions reported through post-marketing surveillance

System Organ Class
Adverse Reactions
Immune system disorders
Rare
Nervous system disorders
Very common
Common
Uncommon
Rare
Not known
Eye disorders
Common
Uncommon
Not known
Ear and labyrinth disorders
Uncommon
Rare
Cardiac disorders
Uncommon
Rare
Not known
Vascular disorders
Common
Rare
Respiratory, thoracic and mediastinal disorders
Common
Rare
Gastrointestinal disorders
Common
Uncommon
Skin and subcutaneous tissue disorders
Uncommon
Not known
Musculoskeletal and connective tissue disorders
Uncommon
Reproductive system and breast disorders
Not known
General disorders and administration site conditions
Uncommon
Investigations
Uncommon
Hypersensitivity reactions

Headache

Dizziness

Somnolence, Hypoaesthesia

Cerebrovascular accident, Syncope

Transient ischaemic attack, Seizure, Seizure recurrence

Visual disorders, Visual colour distortion

Conjunctival disorders, Eye Disorders, Lacrimation Disorders, Other Eye Disorders

Non-arteritic anterior ischaemic optic neuropathy (NAION), Retinal vascular occlusion, Visual field defect

Vertigo, Tinnitus

Deafness*

Palpitations, Tachycardia

Myocardial infarction, Atrial fibrillation

Ventricular arrhythmia, Unstable angina, Sudden cardiac death

Flushing

Hypertension, Hypotension

Nasal congestion

Epistaxis

Dyspepsia

Vomiting, Nausea, Dry mouth

Skin rash

Steven Johnson Syndrome (SJS), Toxic Epidermal Necrolysis (TEN)

Myalgia

Priapism, Prolonged erection

Chest pain, Fatigue

Heart rate increased
* Ear disorders: Sudden deafness. Sudden decrease or loss of hearing has been reported in a small number of post-marketing and clinical trials cases with the use of all PDE5 inhibitors, including sildenafil.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any suspected adverse reactions 



	Overdose
	In studies with healthy volunteers, of single doses up to 800 mg, adverse events were 

similar to those seen at lower doses but incidence rates and severities were increased.


	In studies with healthy volunteers, of single doses up to 800 mg, adverse events were 

similar to those seen at lower doses but incidence rates and severities were increased.

Doses of 200 mg did not result in increased efficacy but the incidence of adverse reactions (headache, flushing, dizziness, dyspepsia, nasal congestion, altered vision) was increased

	Pharmacodynamic properties
	Single oral doses of sildenafil up to 100 mg in healthy volunteers produced no clinically relevant effects on ECG.  The mean maximum decreases in supine systolic blood pressure following 100 mg oral dosing was 8.3 mmHg.  The corresponding change in supine diastolic blood pressure was 5.3 mmHg.  These decreases in blood pressure are consistent with the vasodilatory effects of sildenafil, probably due to increased cGMP levels in vascular smooth muscle.
Sildenafil has no effect on visual acuity or contrast sensitivity.  Mild and transient differences in colour discrimination (blue/green) were detected in some subjects using the Farnsworth-Munsell 100 hue test at 1 hour following a 100 mg dose, with no effects evident after 2 hours post-dose.  The postulated mechanism for this change in colour discrimination is related to inhibition of PDE6, which is involved in the phototransduction cascade of the retina.  In vitro studies show that sildenafil is 10-fold less potent against PDE6 than PDE5.

Its effect is more potent on PDE5 than on other known phosphdiesterases (10 fold for PDE6, >80-fold selectivity for PDE1, >700-fold for PDE2, PDE3, and PDE4, PDE7-PDE11).

In a placebo-controlled, crossover study of patients with documented early age-related macular degeneration (n=9), sildenafil (single dose, 100mg) was well-tolerated and demonstrated no clinically significant changes in the visual tests conducted (visual acuity, Amsler grid, color discrimination, simulated traffic light, Humphrey perimeter and photostress).


	Single oral doses of sildenafil up to 100 mg in healthy volunteers produced no clinically relevant effects on ECG.  Sildenafil causes mild and transient decreases in blood pressure which, in the majority of cases, do not translate into clinical effects.  
The mean maximum decreases in supine systolic blood pressure following 100 mg oral dosing was 8.4 mmHg.  The corresponding change in supine diastolic blood pressure was 5.5 mmHg.  These decreases in blood pressure are consistent with the vasodilatory effects of sildenafil, probably due to increased cGMP levels in vascular smooth muscle
No clinical relevant differences were demonstrated in time to limiting angina for sildenafil when compared with placebo in a double blind, placebo controlled exercise stress trial in 144 patients with erectile dysfunction and chronic stable angina, who were taking on a regular basis anti-anginal medications (except nitrates).
Sildenafil has no effect on visual acuity or contrast sensitivity.  Mild and transient differences in colour discrimination (blue/green) were detected in some subjects using the Farnsworth-Munsell 100 hue test at 1 hour following a 100 mg dose, with no effects evident after 2 hours post-dose.  The postulated mechanism for this change in colour discrimination is related to inhibition of PDE6, which is involved in the phototransduction cascade of the retina.  In vitro studies show that sildenafil is 10-fold less potent against PDE6 than PDE5.

Studies in vitro have shown that sildenafil is selective for PDE5, which is involved in the erection process. Its effect is more potent on PDE5 than on other known phosphodiesterases. There is a 10-fold selectivity over PDE6 which is involved in the phototransduction pathway in the retina. At maximum recommended doses, there is an 80-fold selectivity over PDE1, and over 700-fold over PDE2, 3, 4, 7, 8, 9, 10 and 11. In particular, sildenafil has greater than 4,000-fold selectivity for PDE5 over PDE3, the cAMP-specific phosphodiesterase isoform involved in the control of cardiac contractility.
Two clinical studies were specifically designed to assess the time window after dosing during which sildenafil could produce an erection in response to sexual stimulation. In a penile plethysmography (RigiScan) study of fasted patients, the median time to onset for those who obtained erections of 60% rigidity (sufficient for sexual intercourse) was 25 minutes (range 12-37 minutes) on sildenafil. In a separate RigiScan study, sildenafil was still able to produce an erection in response to sexual stimulation 4-5 hours post-dose.



	Pharmacokinetic properties
	Absorption

Sildenafil is rapidly absorbed after oral administration, with mean absolute bioavailability of  41%  (range 25‑63%).

Sildenafil inhibits the human PDE5 enzyme in vitro by 50% at a concentration of 3.5 nM.  In man, the mean maximum free plasma concentration of sildenafil following a single oral dose of 100 mg is approximately 18 ng/mL, or 38 nM. 

Maximum observed plasma concentrations are reached within 30 to 120 minutes (median 60 minutes) of oral dosing in the fasted state.

When sildenafil is taken with a high fat meal, the rate of absorption is reduced, with a mean delay in Tmax of 60 minutes and a mean reduction in Cmax of 29%, however, the extent of absorption was not significantly affected (AUC decreased by 11%).
Distribution

The mean steady‑state volume of distribution (Vss) for sildenafil is 105 L, indicating distribution into the tissues.

Sildenafil and its major circulating N‑desmethyl metabolite are both approximately 96% bound to plasma proteins.

Protein binding is independent of total drug concentrations.

Based upon measurements of sildenafil in semen of healthy volunteers 90 minutes after dosing, less than 0.0002% (average 188 ng) of the administered dose may appear in the semen of patients.

Pharmacokinetics in special patient groups:

Renal Insufficiency

In volunteers with mild (creatinine clearance = 50‑80 mL/min) and moderate (creatinine clearance = 30‑49 mL/min) renal impairment, the pharmacokinetics of a single oral dose of sildenafil (50 mg) were not altered


	Absorption

Sildenafil is rapidly absorbed.  Maximum observed plasma concentrations are reached within 30 to 120 minutes (median 60 minutes) of oral dosing in the fasted state.  The mean absolute oral bioavailability is 41% (range 25-63%). After oral dosing of sildenafil AUC and Cmax increase in proportion with dose over the recommended dose range (25-100 mg).

When sildenafil is taken with food, the rate of absorption is reduced with a mean delay in tmax of 60 minutes and a mean reduction in Cmax of 29%.
Distribution

The mean steady‑state volume of distribution (Vss) for sildenafil is 105 L, indicating distribution into the tissues.

After a single oral dose of 100 mg, the mean maximum total plasma concentration of sildenafil is approximately 440 ng/ml (CV 40%). Since sildenafil (and its major circulating N-desmethyl metabolite) is 96% bound to plasma proteins, this results in the mean maximum free plasma concentration for sildenafil of 18 ng/ml (38 nM). 

Pharmacokinetics in special patient groups:

Renal impairment: 
In volunteers with mild to moderate renal impairment (creatinine clearance = 30‑80 mL/min) the pharmacokinetics of a single oral dose of sildenafil (50 mg) were not altered.  The mean AUC and Cmax of the N-desmethyl metabolite increased 126% and 73% respectively, compared to age-matched volunteers with no renal impairment.  However, due to high inter-subject variability, these differences were not statistically significant.  


	Preclinical safety data
	Sildenafil shows no evidence of any mutagenic or carcinogenic potential.


	Non-clinical data revealed no special hazard for humans based on conventional studies of safety pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, and toxicity to reproduction


מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב.

שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע שונה. יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.
הודעה על החמרה  ( מידע בטיחות)  בעלון לצרכן 

(מעודכן 05.2013)
תאריך01.12.2013 
שם תכשיר באנגלית ומספר הרישום

 111 36 29459 Viagra 25mg

Viagra 50mg  111 37 29460
Viagra 100mg  111 38 29461
שם בעל הרישום: פייזר פרמצבטיקה ישראל בע"מ
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות 

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	התוויות


	
	

	מתי אין להשתמש בתכשיר?
	· אין להשתמש אם אתה רגיש (אלרגי) לחומר הפעיל או לכל אחד מהמרכיבים הנוספים אשר מכילה התרופה.
· אין להשתמש אם הינך נוטל לסירוגין או באופן רציף ניטראטים אורגנים, ניטריטים אורגנים או תורמי ניטריק אוקסיד בכל 
      אופן שהוא. 

	· אתה רגיש (אלרגי) לחומר הפעיל או לכל אחד מהמרכיבים הנוספים אשר מכילה התרופה.
· הינך נוטל לסירוגין או באופן רציף ניטראטים אורגנים, ניטריטים אורגנים או תורמי ניטריק אוקסיד בכל 
       צורה שהיא (כגון תרופות מסוימות לטיפול בתעוקת חזה). 
· הינך סובל ממחלת כבד או מחלת לב חמורה
· לאחרונה עברת שבץ או התקף לב או אם הינך סובל מלחץ דם נמוך
· הינך סובל ממחלה תורשתית בעיניים (כגון דלקת רשתית צבענית Renitis pigmentosa)
· סבלת בעבר מאובדן ראייה מסוג: Non-arteritic anterior ischaemic optic neuropathy (NAION)


	אזהרות מיוחדות הנוגעות לשימוש בתרופה:
	תרופה זו נרשמה לטיפול עבורך. אל תעביר אותה לאחרים. היא עלולה להזיק להם אפילו אם נראה לך כי מצבם הרפואי דומה לשלך. תרופה זו אינה מיועדת לנשים ולילדים.
אם נטלת מנת יתר או אם בטעות בלע ילד מן התרופה, פנה מיד לחדר מיון של בית חולים והבא אריזת התרופה איתך.

	תרופה זו נרשמה לטיפול עבורך. אל תעביר אותה לאחרים. היא עלולה להזיק להם אפילו אם נראה לך כי מצבם הרפואי דומה לשלך. תרופה זו מיועדת למבוגרים מעל גיל 18 ואינה מיועדת לנשים.
אם נטלת מנת יתר או אם בטעות בלע ילד מן התרופה, פנה מיד לחדר מיון של בית חולים והבא אריזת התרופה איתך.
מינון מעל 100 מ"ג אינו מעלה את יעילות התרופה


	אין להשתמש בתרופה מבלי להיוועץ ברופא לפני התחלת הטיפול:
	· אם הנך סובל או סבלת בעבר מליקוי בתפקוד: מערכת העיכול (כגון אולקוס), מערכת הדם (כגון קרישה, מח-העצמות, לוקמיה) הלב ו/או כלי דם (אוטם שריר הלב, שבץ מוחי, הפרעת קצב מסכנת חיים).
· אם הנך סובל משינוי בצורת איבר המין או ממצבים העלולים לגרום לזקפה ממושכת כגון : אנמיה חרמשית, מיאלומה נפוצה (multiple myeloma) או לוקמיה.

· אם הנך סובל מירידה בתפקודי הכבד (כגון – שחמת), אי ספיקה כלייתית חמורה, תת לחץ דם במנוחה (לחץ דם נמוך מ- 90/50), לחץ דם גבוה (לחץ דם גבוה מ- 170/110),בעיות עיניים (כגון רטיניטיס פיגמנטוזה) - לא מומלץ לטפל בחולים אשר להם פגיעות ברשתית .
· מטופלים מעל גיל 65 יטופלו במינון התחלתי מופחת.

	· אתה סובל ממחלה או עיוות באיבר המין הזכרי או מחלת פיירוני (עקמת נרכשת של הפין).  
· אם הנך סובל או סבלת בעבר מליקוי בתפקוד: מערכת העיכול (כגון אולקוס), מערכת הדם (כגון ריבוי מדימומים (המופיליה) , קרישה, מח-העצמות, לוקמיה) הלב ו/או כלי דם (אוטם שריר הלב, שבץ מוחי, הפרעת קצב מסכנת חיים).
· אם הנך סובל מאנמיה חרמשית sickle cell anemia, מיאלומה נפוצה (,סרטן של מח העצם multiple myeloma ) או לוקמיה (סרטן בתאי הדם).

· אם הנך סובל מירידה בתפקודי הכבד (כגון – שחמת), אי ספיקה כלייתית חמורה, תת לחץ דם במנוחה (לחץ דם נמוך מ- 90/50), לחץ דם גבוה (לחץ דם גבוה מ- 170/110),בעיות עיניים (כגון רטיניטיס פיגמנטוזה) - לא מומלץ לטפל בחולים אשר להם פגיעות ברשתית .
· מטופלים מעל גיל 65 יטופלו במינון התחלתי מופחת.


	תגובות בין תרופותיות:
	· תרופות אחרות לטיפול באין אונות– השילוב עם ויאגרה® לא מומלץ.


	· תרופות אחרות לטיפול באין אונות– השילוב עם ויאגרה® אסור.



	הריון והנקה:
	
	הריון והנקה
תרופה זו אינה מיועדת לנשים


	כיצד תשתמש בתרופה: שימוש בתרופה ומזון
	
	שימוש בתרופה ומזון
ניתן ליטול את התרופה עם או ללא ארוחה, אולם לאחר ארוחה כבדה תחילת השפעת התרופה עלולה להתעכב
צריכת אלכוהול עלולה זמנית להפריע בהופעת זיקפה, בכדי לקבל השפעה מקסימאלית מהתרופה מומלץ לא לצרוך אלכוהול בכמות רבה לפני נטילת התרופה.
מידע חשוב על חלק מהמרכיבים של התרופה:

אם אתה רגיש ללקטוז, התרופה מכילה לקטוז ועלולה לגרום לאלרגיה אצל אנשים הרגישים ללקטוז. יש ליצור קשר עם הרופא לפני השימוש בתרופה, במידה והינך רגיש לסוכרים מסוימים. 


	תופעות לוואי:
	יש לפנות מיד לרופא אם: 

אתה חווה אובדן ראיה פתאומי בעין אחת או בשתי העיניים, ירידה פתאומית בשמיעה או איבוד שמיעה.

תופעות לוואי נוספות המופיעות לעיתים קרובות: 
כאב ראש, סחרחורות, אדמומיות בפנים, הפרעות במערכת העיכול כולל שלשול, גודש באף והפרעות בראייה. 

תופעות לוואי נוספות המופיעות לעיתים רחוקות: 
הקאות, פריחה וכאב עיניים.  

תופעות לוואי נוספות המופיעות לעיתים נדירות:
רגישות יתר, לחץ דם נמוך, דופק מהיר ודימום מהאף .

תופעות לוואי נוספות שתדירותן אינה ידועה:

התקף כפיון או הישנות של התקף כפיון וזקפה ממושכת.
אם אחת מתופעות הלוואי מחמירה, או כאשר אתה סובל מתופעת לוואי שלא הוזכרה בעלון, עליך להתייעץ עם הרופא.
	יש להפסיק את השימוש ולפנות מיד לרופא במקרה של: : 
כאב חזה במהלך או לאחר קיום יחסי מין – יש לשבת ולנסות להירגע, אין ליטול ניטרטים לטיפול בכאב חזה
אובדן ראיה פתאומי מלא או חלקי בעין אחת או בשתי העיניים, ירידה פתאומית בשמיעה או איבוד שמיעה.
זיקפה ממושכת הנמשכת יותר מ-4 שעות (זיקפה ממושכת ולפעמים מלווה בכאבים, דווחה לאחר שימוש בויאגרה® בשכיחות לא ידועה).
יש להמשיך את הטיפול ולפנות מיד לרופא במקרה של:

נשימה כבדה פתאומית, קשיי נשימה, סחרחורת, נפיחות בעפעפיים, בפנים, בשפתיים או בגרון. 
תופעות לוואי נוספות המופיעות לעיתים קרובות: 
כאב ראש, סחרחורות, אדמומיות בפנים, הפרעות במערכת העיכול כולל שלשול, גודש באף והפרעות בראייה (כגון ראיית צבעים, רגישות לאור, טשטוש ראיה או ירידה בחדות הראיה). 

תופעות לוואי נוספות המופיעות לעיתים רחוקות: 
הקאות, פריחה דימום עיני, גירוי /אדמומיות/כאב בעיניים, ראיה כפולה, תחושה לא רגילה בעיניים, קצב לב מהיר או לא סדיר, כאב שרירים, ישנוניות, ירידה בתחושתיות, סחרחורת, צלצולים באוזניים, בחילה, יובש בפה, כאב חזה תחושת עייפות.  

תופעות לוואי נוספות המופיעות לעיתים נדירות:
, לחץ דם גבוה, לחץ דם נמוך,עילפון, שבץ,  ירידה פתאומית בשמיעה או איבוד שמיעה ודימום מהאף .

תופעות לוואי נוספות שתדירותן אינה ידועה:

דפיקות לב, כאב חזה, מוות פתאומי, התקף לב או ירידה בזרימת דם זמנית לחלקים במח רוב, אך לא כל הגברים אשר סבלו מהתופעות הללו סבלו מבעיות לבביות לפני נטילת תרופה זו. לא ניתן לקבוע אם קיים קשר ישיר בין תופעות הללו לשימוש בתרופה.

תופעות נוספות ניצפו כגון:  עוויתות, התקף כפיון ותופעות עוריות חמורות כגון פריחה, שלפוחיות, קילוף העור וכאב המצריך התייחסות רפואית.


	1. מידע נוסף

	
	הציפוי מכיל: 

  Hypromellose, Lactose monohydrate, Glycerol triacetate, Titanium dioxide, Indigo carmine aluminum lake 



מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב. 

שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע שונה. יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.

הועבר בדואר אלקטרוני בתאריך01.12.2013  
