הודעה על החמרה  ( מידע בטיחות)  בעלון לצרכן 

תאריך _14.06.2012______
שם תכשיר באנגלית:         Levitra 5 mg / 10 mg / 20 mg film-coated tablets
מספרי רישום:
Levitra 5mg - 129 13 30773 00,  Levitra 10mg - 129 14 30774 00,  Levitra 20mg -129 15 30775 00 
שם בעל הרישום:  באייר ישראל בע"מ
השינויים וההחמרות מסומנים בצבע אדום על רקע צהוב. תוספת מידע מסומנת בקו תחתון, מחיקת מידע מסומנת בקו אמצעי.
	פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	אין להשתמש בתרופה מבלי להיוועץ ברופא לפני התחלת הטיפול
	אם הינך סובל או סבלת בעבר מליקוי בתפקוד הלב ו/או כלי דם; מערכת העיכול (כגון אולקוס); מערכת הדם (כגון המופיליה); הכבד; משינוי בצורת איבר המין או ממצבים העלולים לגרום לזיקפה ממושכת כגון: אנמיה חרמשית
	אם הינך סובל או סבלת בעבר מליקוי בתפקוד הלב (הפרעות קצב, מחלת לב תורשתית המשפיעה על תוצאת בדיקת האק"ג) ו/או כלי דם; מערכת העיכול (כגון אולקוס); מערכת הדם (כגון הפרעות קרישה, המופיליה); הכבד; משינוי בצורת איבר המין או ממצבים העלולים לגרום לזיקפה ממושכת כגון: אנמיה חרמשית 



	תופעות לוואי
	תופעות לוואי לא שכיחות: נפיחות בעור וברקמות ריריות כולל בפנים, שפתיים או גרון, בעיות שינה, חוסר תחושה ושיבוש בחוש המישוש, ישנוניות, השפעות על הראייה; אודם בעיניים, השפעות על ראיית צבעים, כאב וחוסר נוחות בעיניים, רגישות קלה בעיניים, צלצולים באוזניים; ורטיגו, דופק מהיר או דפיקות לב, קוצר נשימה, גודש באף, ריפלוקס קיבתי-וישטי, דלקת הקיבה, כאב בטן, שלשול, הקאות, בחילות, יובש בפה, רמות מוגבהות של אינזימי כבד בדם, פריחה, אודם בעור, כאב גב או כאבי שרירים, עלייה באינזים קריאטין פוספוקינאז בדם, נוקשות שרירים, זיקפות ממושכות, תחושת מחלה.  
תופעות לוואי נדירות: דלקת בעיניים (דלקת הלחמית), תגובה אלרגית, חרדה, עילפון, מחלת השיכחה, התקף כיפיון, יתר לחץ תוך-עיני (גלאוקומה), הדמעת יתר, השפעות על הלב (התקף לב, אנגינה או שינוי בקצב הלב), לחץ דם גבוה או נמוך, דימום מהאף, תפקודי כבד-השפעה על תוצאות מעבדה, רגישות של העור לאור השמש, זיקפות כואבות, כאבים בחזה.
	תופעות לוואי לא שכיחות: נפיחות בעור וברקמות ריריות כולל בפנים, בשפתיים או בגרון, בעיות הפרעות שינה, חוסר תחושה
ושיבוש בחוש המישוש, ישנוניות, השפעות על הראייה; אודם בעיניים, השפעות השפעה על ראיית צבעים, כאב וחוסר נוחות בעיניים,

רגישות קלה בעינייםלאור, צלצולים באוזניים; ורטיגו, דופק מהיר או דפיקות לב, קוצר נשימה, גודש באף, ריפלוקס קיבתי וישטי, -

דלקת ברירית הקיבה )גסטריטיס(, כאב בטן, שלשול, הקאות, בחילות, יובש בפה, רמות מוגבהות שלעלייה ברמות אינזימי כבד בדם,

פריחה, אודם בעור, כאב גב או כאבי שרירים, עלייה באינזים קריאטין פוספוקינאז בדם, נוקשות שרירים, זיקפות ממושכות, תחושת
מחלה.

תופעות לוואי נדירות: דלקת בעיניים )דלקת הלחמית(, תגובה אלרגית, חרדה, עילפון, מחלת השיכחהאובדן זמני של הזיכרון, התקף
כיפיון, יתר עלייה בלחץ תוך עיני )גלאוקומה(, הדמעת יתר, השפעות על הלב )התקף לב, אנגינה או שינוי בקצב הלב(, לחץ דם גבוה -

או נמוך, דימום מהאף, תפקודי כבד השפעה על תוצאות מעבדה, רגישות של העור לאור השמש, זיקפות ממושכות או כואבות, כאבים בחזה.


	תופעות המחייבות התייחסות מיוחדת:


	
	השפעה על הלב (כגון אנגינה, התקף לה והפרעות בקצב הלב), הפסק ליטול את התרופה ופנה לרופא מיד.




הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 

 תאריך _14.06.2012______

שם תכשיר באנגלית:         Levitra 5 mg / 10 mg / 20 mg film-coated tablets
מספרי רישום:
Levitra 5mg - 129 13 30773 00,  Levitra 10mg - 129 14 30774 00,  Levitra 20mg -129 15 30775 00 
שם בעל הרישום_באייר ישראל בע"מ__
השינויים מסומנים בצבע אדום. תוספת מידע מסומנת בקו תחתון, מחיקת מידע מסומנת בקו אמצעי. החמרות מסומנות בצהוב.
	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש


≤ 200 mg dail

		5 mg

	within 24 hours

	
	Itraconazole 

	> 200 mg daily

	Should not be used



within 24 hou

	s


	Erythromycin
	5 mg

	within 24 hours


	Clarithromycin
	5 mg
	within 24 hours

	Indinavir

	Contraindicated


	Ritonavir

	Contraindicated


	4.2.3.9 Patients with concomitant use of alpha-blockers4.3

Consistent with vasodilatory effects of alpha-blockers and vardenafil, the concomitant use of Levitra film-coated tablets with alpha-blockers may lead to symptomatic hypotension in some patients. Concomitant treatment should only be initiated if the patient is stable on his alpha-blocker therapy (See section “Interaction with other medicinal products and other forms of interaction”).
Levitra may be administered at any time with alfuzosin or tamsulosin.  With terazosin and other alpha-blockers, an appropriate time interval between dosing should be considered when Levitra is prescribed concomitantly (See section “Interaction with other medicinal products and other forms of interaction”).
In those patients already taking an optimized dose of Levitra film-coated tablets, alpha-blocker therapy should be initiated at the lowest dose.  Stepwise increase in alpha-blocker dose may be associated with further lowering of blood pressure in patients taking a phosphodiesterase (PDE5) inhibitor including vardenafil.  



	Precautions
	4.4 Special Warnings and Precautions for use

The safety of Levitra 10 mg orodispersible tablets has not been studied in patients with moderate hepatic impairment, therefore use of Levitra 10 mg orodispersible tablets in these patients is not recommended
.

Transient vision loss and cases of non-arteritic ischemic optic neuropathy have been reported in connection with the intake of Levitra and other PDE5 inhibitors. The patient should be advised that in the case of sudden vision loss, he should stop taking Levitra and consult immediately a physician (see section “Undesirable effects”). 

Consistent with vasodilatory effects of alpha-blockers and vardenafil, the concomitant use of Levitra with alpha-blockers may lead to symptomatic hypotension in some patients (see section “Undesirable effects”). Concomitant treatment should only be initiated if the patient is stable on his alpha-blocker therapy (see section “Interaction with other medicinal products and other forms of interaction”). In those patients who are stable on alpha-blocker therapy, the treatment with Levitra should be initiated at the lowest recommended starting dose of 5 mg Levitra film-coated tablets. Patients treated with alpha blockers should not use Levitra 10 mg orodispersible tablets as a starting dose. Levitra may be administered at any time with tamsulosin. With other alpha-blockers a time separation of dosing should be considered when vardenafil is prescribed concomitantly (see “Interaction with other medicinal products and other forms of interaction”). In those patients already taking an optimized dose of vardenafil, alpha-blocker therapy should be initiated at the lowest dose. Stepwise increase in alpha-blocker dose may be associated with further lowering of blood pressure in patients taking a PDE5 inhibitor including vardenafil. 

Physicians should advise patients to stop taking LEVITRA, and seek prompt medical attention in the event of sudden decrease or loss of hearing. These events, which may be accompanied by tinnitus and dizziness, have been reported in temporal association to the intake of PDE5 inhibitors, including LEVITRA. It is not possible to determine whether these events are related directly to the use of PDE5 inhibitors or to other factors (see section “Undesirable effects”).

Concomitant use of the potent cytochrome P450 3A4 (CYP3A4) inhibitors ketoconazole, itraconazole, indinavir, or ritonavir can be expected to produce markedly increased vardenafil plasma levels. A maximum dose of 5 mg Levitra film-coated tablets should not be exceeded if used in combination with erythromycin or clarithromycin. A maximum dose of 5 mg Levitra film-coated tablets should not be exceeded if used in combination with ketoconazole and itraconazole. Levitra must not be taken with dosages of ketoconazole and itraconazole higher than 200 mg (see sections “Dosage and method of administration” and “Interaction with other medicinal products and other forms of interaction”). Concomitant use with indinavir or ritonavir, which are highly potent inhibitors of CYP3A4, is contraindicated (see sections “Dosage method of administration”, “Contra​indications”, Interactions with Medicinal products and other forms of interaction”).

Aspartame: Levitra 10 mg orodispersible tablets contain aspartame, a source of phenylalanine which may be harmful for people with phenylketonuria.

Sorbitol: Levitra 10 mg orodispersible tablets contain sorbitol. Patients with rare hereditary problems of fructose intolerance should not take Levitra 10 mg orodispersible tablets..


	4.5 Special Warnings and Precautions for use

The safety of Levitra 10 mg orodispersible tablets has not been studied in patients with moderate hepatic impairment, therefore use of Levitra 10 mg orodispersible tablets in these patients is not recommended1.
Transient vision loss and cases of non-arteritic ischemic optic neuropathy (NAION) have been reported in connection with the intake of Levitra and other PDE5 inhibitors., including Levitra FCT. The patient should be advised that in the case of sudden vision loss, he should stop taking Levitra and consult immediately consult a physician (seeSee section “Undesirable effects”). Effects”).

Consistent with vasodilatory effects of alpha-blockers and vardenafil, the concomitant use of Levitra with alpha-blockers may lead to symptomatic hypotension in some patients (see section “Undesirable effects”). Concomitant use of the moderate or potent CYP3A4 inhibitors ketoconazole, itraconazole, erythromycin, clarithromycin, indinavir or ritonavir can be expected to produce markedly increased vardenafil plasma levels.

A maximum dose of one Levitra 5 mg film-coated tablets should not be exceeded if used in combination with dosages of ketoconazole or itraconazole ≤ 200 mg. Levitra film-coated tablets must not be taken with dosages of ketoconazole or itraconazole >200 mg (See sections “Dosage and Method of Administration” and “Interactions with other medicinal products and other forms of interaction”).

A maximum dose of one Levitra 5 mg film-coated tablet should not be exceeded if used in combination with erythromycin or clarithromycin.

Concomitant use with indinavir or ritonavir, which are very potent inhibitors of CYP3A4, is contraindicated (See sections “Dosage and Method of Administration”, “Contraindications” and “Interactions with other medicinal products and other forms interaction”).
Concomitant treatment should only be initiated if the patient is stable on his alpha-blocker therapy (seeSee section “Interaction with other medicinal products and other forms of interaction”). In those patients who are stable on alpha-blocker therapy, the treatment with Levitra should be initiated at the lowest recommended starting dose of 5 mg using the Levitra film-coated tablets. Patients treated with alpha blockers should not use Levitra 10 mg orodispersible tablets as a starting dose.
Levitra may be administered at any time with alfuzosin or tamsulosin. With terazosin and other alpha-blockers aan appropriate time separation ofinterval between dosing should be considered when vardenafil isLevitra FCTs are prescribed concomitantly (seeSee section “Interaction with other medicinal products and other forms of interaction”).
In those patients already taking an optimized dose of vardenafilLevitra FCT, alpha-blocker therapy should be initiated at the lowest starting dose. Stepwise increase in alpha-blocker dose may be associated with further lowering of blood pressure in patients taking a PDE5 inhibitor, including vardenafil. Levitra FCT.
Physicians should advise patients to stop taking LEVITRA, and seek prompt medical attention in the event of sudden decrease or loss of hearing. These events, which may accompanied by tinnitus and dizziness, have been reported in temporal association to intake of PDE5 inhibitors, including LEVITRA. It is not possible to determine whether these events are related directly to the use of PDE5 inhibitors or to other factors (see section “Undesirable effects”).

Concomitant use of the potent cytochrome P450 3A4 (CYP3A4) inhibitors ketoconazole, itraconazole, indinavir, or ritonavir can be expected to produce markedly increased vardenafil plasma levels. A maximum dose of 5 mg Levitra film-coated tablets should not be exceeded if used in combination with erythromycin or clarithromycin. A maximum dose of 5 mg Levitra film-coated tablets should not be exceeded if used in combination with ketoconazole and itraconazole. Levitra must not be taken with dosages of ketoconazole and itraconazole higher than 200 mg (see sections “Dosage and method of administration” and “Interaction with other medicinal products and other forms of interaction”). Concomitant use with indinavir or ritonavir, which are highly potent inhibitors of CYP3A4, is contraindicated (see sections “Dosage method of administration”, “Contraindications”, Interactions with Medicinal products and other forms of interaction”).
Aspartame: Levitra 10 mg orodispersible tablets contain aspartame, a source of phenylalanine which may be harmful for people with phenylketonuria.

Sorbitol: Levitra 10 mg orodispersible tablets contain sorbitol. Patients with rare hereditary problems of fructose intolerance should not take Levitra 10 mg orodispersible tablets.. 

	Drug Interactions
	CYP Inhibitors

Vardenafil is metabolized predominantly by hepatic enzymes via cytochrome P450 (CYP) isoform 3A4, with some contribution from CYP3A5 and CYP2C isoforms. Therefore, inhibitors of these enzymes may reduce vardenafil clearance.

Cimetidine (400 mg b.i.d.), a non-specific cytochrome P450 inhibitor, had no effect on vardenafil AUC and Cmax when co-administered with Levitra film-coated tablets 20 mg to healthy volunteers. 

Erythromycin (500 mg t.i.d.), a CYP3A4 inhibitor, caused a 4-fold (300%) increase in vardenafil AUC and a 3-fold (200%) increase in Cmax when co-administered with Levitra film-coated tablets 5 mg to healthy volunteers.

Ketoconazole (200 mg), which is a potent CYP3A4 inhibitor, caused a 10-fold (900%) increase in vardenafil AUC and a 4-fold (300%) increase in Cmax when co-administered with Levitra film-coated tablets 5 mg to healthy volunteers.

Co-administration of Levitra film-coated tablets 10 mg with the HIV protease inhibitor indinavir (800 mg t.i.d.) resulted in a 16-fold (1500%) increase in vardenafil AUC and a 7-fold (600%) increase in vardenafil Cmax. At 24 hours after co-administration, the plasma levels of vardenafil were approximately 4% of the maximum vardenafil plasma level (Cmax).

Ritonavir (600 mg b.i.d.) resulted in a 13-fold increase in vardenafil Cmax and a 49-fold increase in vardenafil AUC0-24 when co-administered with Levitra film-coated tablets 5 mg. The interaction is a consequence of blocking hepatic metabolism of Levitra by ritonavir, a highly potent CYP3A4 inhibitor, which also inhibits CYP2C9. Ritonavir significantly prolonged the half-life of vardenafil to 25.7 hours.

Concomitant use of potent CYP3A4 inhibitors such as ketoconazole, itraconazole, indinavir or ritonavir can be expected to produce markedly increased vardenafil plasma levels. 

A maximum dose of 5 mg Levitra film-coated tablets should not be exceeded if used in combination with erythromycin or clarithromycin  (see sections “Contraindications”, “Special warnings and precautions for use”).

A maximum dose of Levitra film-coated tablets 5 mg should not be exceeded if used in combination with ketoconazole and itraconazole. Levitra must not be taken with dosages of ketoconazole and itraconazole higher than 200 mg (see sections: “Special warnings and precautions for use”, “Dosage and method of administration”). 

Concomitant use with indinavir or ritonavir, which are highly potent inhibitors of CYP3A4, is contraindicated (see sections “Dosage and Method of Administration”, “Special Warnings and Precautions for Use”, “Contraindications”). 

Nitrates, Nitric Oxide Donors

Others

Levitra film-coated tablets 20 mg, when co-administered with glibenclamide (Glyburide, 3.5 mg), did not affect the relative bioavailability of glibenclamide (no effect on AUC and Cmax of glibenclamide). There was no evidence that vardenafil pharmacokinetics were altered by co-administration of glibenclamide. 

No pharmacokinetic and pharmacodynamic (prothrombin time and clotting factor II, VII and X) interaction was shown when warfarin (25 mg) was co-administered with 20 mg Levitra film-coated tablets. Vardenafil pharmacokinetics was not affected by co-administration of Warfarin. 

 No relevant pharmacokinetic interaction was shown when 20 mg Levitra film-coated tablets, was co-administered with nifedipine (30 or 60 mg). The combined treatment of Levitra film-coated tablets and nifedipine did not lead to pharmacodynamic interaction (as compared to placebo, Levitra film-coated tablets produced mean additional blood pressure reductions of 5.9 mm Hg and 5.2 mm Hg for supine systolic and diastolic blood pressure, respectively). 

Alpha-blockers

Concomitant treatment should be initiated only if the patient is stable on his alpha-blocker therapy. In those patients who are stable on alpha-blocker therapy, Levitra should be initiated at the lowest recommended starting dose of 5 mg Levitra film-coated tablet. Patients treated with alpha blockers should not use Levitra 10 mg orodospersible tablets as a starting dose. Levitra may be administered at any time with tamsulosin. With other alpha-blockers a time separation of dosing should be considered when Levitra is prescribed concomitantly (see Special Warnings and Precautions for Use).

Levitra 10 mg and 20 mg film-coated tablets did not influence the bleeding time when taken alone or in combination with low dose acetylsalicylic acid (2 x 82 mg tablets). 


	CYP Inhibitors

Vardenafil is metabolized predominantly by hepatic enzymes via cytochrome P450 (CYP) isoform 3A4, with some contribution from CYP3A5 and CYP2C isoforms. Therefore, inhibitors of these enzymes may reduce vardenafil clearance.
Cimetidine (400 mg b.i.d.), a non-specific cytochrome P450 inhibitor, had no effect vardenafil AUC and Cmax when co-administered with Levitra film-coated tablets 20 mg healthy volunteers.
Erythromycin (500 mg t.i.d.), a CYP3A4 inhibitor, caused a 4-fold (300%) increase vardenafil AUC and a 3-fold (200%) increase in Cmax when co-administered with Levitra film-coated tablets 5 mg to healthy volunteers.

Ketoconazole (200 mg), which is a potent CYP3A4 inhibitor, caused a 10-fold (900%) increase in vardenafil AUC and a 4-fold (300%) increase in Cmax when co-administered with Levitra film-coated tablets 5 mg to healthy volunteers.

Co-administration of Levitra film-coated tablets 10 mg with the HIV protease inhibitor indinavir (800 mg t.i.d.) resulted in a 16-fold (1500%) increase in vardenafil AUC and 7-fold (600%) increase in vardenafil Cmax. At 24 hours after co-administration, plasma levels of vardenafil were approximately 4% of the maximum vardenafil plasma level (Cmax).

4.5 Ritonavir (600 mg b.i.d.) resulted in a 13-fold increase in vardenafil Cmax a 49-fold increase in vardenafil AUC0-24 when co-administered with Levitra film-coated tablets 5 mg. The interaction is a consequence of blocking hepatic metabolism of Levitra by ritonavir, a highly potent CYP3A4 inhibitor, which also inhibits CYP2C9. Ritonavir significantly prolonged half-life of vardenafil to 25.7 hours.

Concomitant use of potent CYP3A4 inhibitors such as ketoconazole, itraconazole, indinavir or ritonavir can be expected to produce markedly increased vardenafil plasma levels.

A maximum dose of 5 mg Levitra film-coated tablets should not be exceeded if used in combination with erythromycin or clarithromycin (see sections “Contraindications”, “Special warnings and precautions for use”).

A maximum dose of Levitra film-coated tablets 5 mg should not be exceeded if used in combination with ketoconazole and itraconazole. Levitra must not be taken with dosages of ketoconazole and itraconazole higher than 200 mg (see sections: “Special warnings and precautions for use”, “Dosage and method of administration”).

Concomitant use with indinavir or ritonavir, which are highly potent inhibitors of CYP3A4, is contraindicated (see sections “Dosage and Method of Administration”, “Special Warnings and Precautions for Use”, “Contraindications”).

4.5.1 Nitrates, Nitric Oxide Donors

Nicorandil is a hybrid of potassium channel opener and nitrate. Due to the nitrate component, it has the potential to have serious interaction with vardenafil.

1.1.1 Others

4.5.2 CYP Inhibitors

Vardenafil is metabolized predominantly by hepatic enzymes via CYP 3A4, with some contribution from CYP3A5 and CYP2C isoforms. Therefore, inhibitors of these enzymes may reduce vardenafil clearance.Levitra film-coated tablets 20 mg, when co-administered with glibenclamide (Glyburide, 3.5 mg), did not affect the relative bioavailability of glibenclamide (no effect on AUC and Cmax of glibenclamide). There was no evidence that vardenafil pharmacokinetics were altered by co-administration of glibenclamide.

No pharmacokinetic and pharmacodynamic (prothrombin time

Cimetidine, 400 mg b.i.d., a non-specific P450 inhibitor, had no effect on vardenafil AUC and Cmax when co-administered with Levitra 20 mg film-coated tablets to healthy volunteers.

Erythromycin, 500 mg t.i.d., a CYP3A4 inhibitor, caused a 4-fold, 300%, increase in vardenafil AUC and clotting factor II, VII and X) interaction was showna 3-fold, 200%, increase in Cmax when warfarin (25 mg) was co-administered with 20 mg Levitra 5 mg film-coated tablets. Vardenafil pharmacokinetics was not affected by co-administration of Warfarin to healthy volunteers.

No relevant pharmacokinetic interaction was shownKetoconazole, 200 mg, which is potent CYP3A4 inhibitor, caused a 10-fold, 900%, increase in vardenafil AUC and a 4-fold, 300%, increase in Cmax when 20 mg co-administered with Levitra 5 mg film-coated tablets, was co-administered with nifedipine (30 or 60 mg). The combined treatment of to healthy volunteers.
Indinavir, 800 mg t.i.d., a HIV protease inhibitor, caused a 16-fold, 1500%, increase in vardenafil AUC and a 7-fold, 600%, increase in Cmax when co-administered with Levitra 10 mg film-coated tablets and nifedipine did not lead to pharmacodynamic interaction compared to placebo, Levitra . Twenty-four hours after co-administration, the plasma levels of vardenafil were approximately 4% of the maximum vardenafil plasma level, Cmax.

Ritonavir, 600 mg b.i.d., a HIV protease inhibitor and a very potent CYP3A4 inhibitor, which also inhibits CYP2C9, caused a 49-fold increase in vardenafil AUC0-24 and in a fold increase in Cmax when co-administered with Levitra 5 mg film-coated tablets produced mean additional blood pressure reductions of 5.9 mm Hg and 5.2 mm Hg. Ritonavir significantly prolonged the half-life of vardenafil to 25.7 hours.
Concomitant use of the moderate or potent CYP3A4 inhibitors ketoconazole, itraconazole, erythromycin, clarithromycin, indinavir or ritonavir can be expected to produce markedly increased vardenafil plasma levels. 

A maximum dose of one Levitra 5 mg film-coated tablet should not be exceeded if used in combination with dosages of ketoconazole or itraconazole ≤ 200 mg. Levitra film-coated tablets must not be taken with dosages of ketoconazole or itraconazole >200 mg (See sections “Dosage and Method of Administration” and “Interactions with other medicinal products and other forms of interaction”). 
A maximum dose of one Levitra 5 mg film-coated tablet should not be exceeded if used in combination with erythromycin or clarithromycin. Concomitant use with indinavir or ritonavir, which are very potent inhibitors of CYP3A4, is contraindicated (See sections “Dosage and Method of Administration”, “Contraindications” and “Interactions with other medicinal products and other forms interaction”).

4.5.3 Alpha-blockers

Concomitant treatment should be initiated only if the patient is stable on his alpha-blocker therapy. In those patients who are stable on alpha-blocker therapy, Levitra should be initiated at the lowest recommended starting dose of 5 mg Levitra film-coated tablet. Patients treated with alpha blockers should not use Levitra 10 mg orodospersible tablets as a starting dose. Levitra may be administered at any time with alfuzosin or tamsulosin. With terazosin and other alpha-blockers a, an appropriate time separation ofinterval between dosing should be considered when Levitra is prescribed concomitantly (see See section “Special Warningswarnings and Precautionsprecautions for Use).use”).
In those patients already taking an optimized dose of Levitra film-coated tablets, alpha-blocker therapy should be initiated at the lowest dose. Stepwise increase in alpha-blocker dose may be associated with further lowering of blood pressure in patients taking a PDE5 inhibitor including vardenafil. 
4.5.4 Others 

Levitra 10 mg and 20 mg film-coated tablets did not influence the bleeding time when taken alone or in combination with low dose acetylsalicylic acid (2 x 82 mg tablets). 81 mg tablets). 

4.6 When Levitra 20 mg film-coated tablets were co-administered with 3.5 mg of glibenclamide, Glyburide, the relative bioavailability of glibenclamide was not affected. There was no evidence that vardenafil pharmacokinetics were altered by co-administration of glibenclamide. No pharmacological, e.g. prothrombin time and clotting factor II, VII and X, interaction was shown when 25 mg of warfarin was co-administered with Levitra 20 mg film-coated tablets. Vardenafil pharmacokinetics was not affected by co-administration of warfarin. No relevant pharmacodynamic or pharmacokinetic interaction was shown when Levitra 20 mg film-coated tablets were co-administered with 30 or 60 mg of nifedipine. Compared to placebo, Levitra film-coated tablets produced mean additional blood pressure reductions of 5.9 mm Hg and 5.2 mm Hg for supine systolic and diastolic blood pressure, respectively.
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4.9
Overdose

In single dose volunteer studies, vardenafil was tested in doses up to and including 80 mg per day. Even the highest dosage tested (80 mg per day) was tolerated without producing serious adverse side effects. This was confirmed in a study with 40 mg Levitra once daily doses over 4 weeks. 

 
	4.8 Undesirable Effects

Placebo controlled clinical trials (ADRs):

4.8.1 When Levitra film-coated tablets or Levitra orodispersible tablets were taken as recommended, the followingSummary of the safety profile

4.8.2 Tabulated list of adverse drug reactions were
All Clinical trials (ADRs)

The frequencies of ADRs reported in placebo controlled clinical trials:with Levitra are summarized in the table below. Within each frequency grouping, undesirable effects presented in order of decreasing seriousness. Frequencies are defined as 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), very rare (< 1/10,000).
Table 1: Adverse Drug Reactions reported by ≥ 1% of the patients treated with Levitra film-coated tablets or Levitra 10 mg orodispersible tablets and more frequent on drug than placebo in placebo controlled trials on 5 mg, 10 mg, and 20 mg vardenafil.

The ADRs identified only during post marketing surveillance and for which a frequency could not be estimated, are listed under “not known”.
Adverse drug reactions reported in patients in all clinical trials world-wide which are either reported as drug-related in ≥ 0.1% of the patients or rare and considered serious in their nature <critical term according to BSP GPV critical term list>.
System organ class
Adverse drug reaction

Medical Entity (ME)
Vardenfil  

(N=9155)

Placebo 

(N=5500)

Nervous system disorders

HEADACHE

11.1%

2.7%
DIZZINESS

1.4%

0.8%

Vascular Disorders

VASODILATATION

9.6%

1.1%

Respiratory, Thoracic and Mediastinal Disorders

NASAL CONGESTION

4.2%

0.7%

SINUS CONGESTION

1.1%

0.6%

Gastrointestinal Disorders

DYSPEPSIA

2.5%

0.4%

DIARRHOEA

1.1%

1.0%

GASTROINTESTINAL AND ABDOMINAL PAINS

1.3%

0.4%

NAUSEA

1.1%

0.5%

Musculoskeletal and Connective Tissue Disorders

BACK PAIN

1.3%

1.0%

INCREASED MUSCLE TONE AND CRAMPING 

1.1%

0.6%

INCREASE IN CREATINE PHOSPHOKINASE (CPK)

1.2%
0.8%
All Clinical trials (ADRs): The following adverse drug reactions were reported in patients given Levitra film-coated tablets or Levitra orodispersible tablets in all clinical trials.

Table 2: Adverse drug reactions reported in patients in all clinical trials world-wide which are either reported as drug-related in ≥ 0.1% of the patients or rare and considered serious in their nature
System Organ Class

Very Common

( 10%

Common
( 1% to < 10%
Uncommon
( 0.1% to < 1%
Rare
( 0.01% to < 0.1%
Infection and Infestations

CONJUNCTIVITIS

Immune System Disorde

s

ALLERGIC EDEMA AND ANGIOEDEMA 

ALLERGIC REACTION 

Psychiatric Disorders

SLEEP DISORDER

Nervous System Disorders

HEADACHE

DIZZINESS

PARAESTHESIA AND DYSESTHESIA 

SOMNOLENCE

SYNCOPE

AMNESIA 

SEIZURE

Eye Disorders incl. related Investigations

VISUAL DISTURBANCE

OCULAR HYPERAEMIA

VISUAL COLOR DISTORTIONS 

EYE PAIN AND EYE DISCOMFORT 

PHOTOPHOBIA

INCREASE IN INTRAOCULAR PRESSURE

Ear and Labyrinth Disorders

TINNITUS

VERTIGO 

Cardiac Disorders incl. related Investigations

PALPITATION

TACHYCARDIA 

ANGINA PECTORIS 

MYOCARDIAL INFARCTION

VENTRICULAR TACHY-ARRHYTHMIAS

Vascular Disorders incl. related Investigations

VASO-DILATATION

HYPOTENSION 

Respiratory, Thoracic and Mediastinal Meditational Disorders

NASAL CONGESTION 

DYSPNOEA 

SINUS CONGESTION 

Gastrointestinal Disorders incl. related Investigations

DYSPEPSIA 

NAUSEA 

GASTOINTESTINAL AND ABDOMINAL PAIN 

DRY MOUTH 

DIARRHEA 

GASTROOESOPHAGEAL REFLUX DISEASE

GASTRITIS

VOMITING

Hepatobiliary System Disoders
INCREASE IN TRANSAMINASES 

Skin and Subcutaneous Tissue Disorders

ERYTHEMA

RASH

AUDITORY: sudden decrease or loss of hearing, tinnitus

Musculoskeletal and Connective Tissue Disorders incl. related Investigations

BACK PAIN 

INCREASE IN CREATINE PHOSPHOKINASE 

INCREASED MUSCLE TONE AND CRAMPING 

MYALGIA

Reproductive System and Breast Disorders

INCREASE IN ERECTION 

PRIAPISM

General Disorders and Administration Site Conditions

FEELING UNWELL 

CHEST PAIN 

4.9 4.9 Overdose
In single dose volunteer studies, vardenafil was tested in doses up to and including 80120 mg per day. Even the highest dosage tested (80 mg per day) was Single doses up to 80 mg vardenafil and multiple doses up to 40 mg vardenafil administered once daily over 4 weeks were tolerated without producing serious adverse side effects. This was confirmed in a study with 40 mg Levitra once daily doses over 4 weeks.
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