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שם תכשיר באנגלית ומספר הרישום
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	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Indication
	
	

	contraindications
	
	

	Posology, dosage  & administration
	
	

	Special Warnings and Special Precautions for Use
	Priapism
Sildenafil should be used with caution in patients with anatomical deformation of the penis (such as angulation, cavernosal fibrosis or Peyronie's disease), or in patients who have conditions which may predispose them to priapism (such as sickle cell anaemia, multiple myeloma or leukaemia). 

Vaso occlusive crises in patients with sickle cell anaemia

Sildenafil should not be used in patients with pulmonary hypertension secondary to sickle cell anaemia. In a clinical study events of vaso-occlusive crises requiring hospitalisation were reported more commonly by patients receiving Revatio than those receiving placebo leading to the premature termination of this study.
	Priapism

Sildenafil should be used with caution in patients with anatomical deformation of the penis (such as angulation, cavernosal fibrosis or Peyronie's disease), or in patients who have conditions which may predispose them to priapism (such as sickle cell anaemia, multiple myeloma or leukaemia). 

Prolonged erections and priapism have been reported with sildenafil in post-marketing experience. In the event of an erection that persists longer than 4 hours, the patient should seek immediate medical assistance. If priapism is not treated immediately, penile tissue damage and permanent loss of potency could result (see section 4.8).
…
Use of sildenafil with bosentan

The efficacy of sildenafil in patients already on bosentan therapy has not been conclusively demonstrated (see sections 4.5 and 5.1).
Concomitant use with other PDE5 inhibitors

The safety and efficacy of sildenafil when co-administered with other PDE5 inhibitor products, including Viagra, has not been studied in PAH patients and such concomitant use is not recommended (see section 4.5).



	Interaction with Other Medicaments and Other Forms of Interaction
	CYP3A4 inducers seemed to have a substantial impact on the pharmacokinetics of sildenafil in pulmonary arterial hypertension patients, which was confirmed in the in-vivo interaction study with CYP3A4 inducer bosentan. 

Co-administration of bosentan (a moderate inducer of CYP3A4, CYP2C9 and possibly of CYP2C19) 125 mg twice daily with sildenafil 80 mg three times a day (at steady state) concomitantly administered during 6 days in healthy volunteers resulted in a 63 % decrease of sildenafil AUC. Caution is recommended in case of co administration.
Efficacy of sildenafil should be closely monitored in patients using concomitant potent CYP3A4 inducers, such as carbamazepine, phenytoin, phenobarbital, St John's wort and rifampicine. 

Co-administration of 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 1,000 % (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. Based on these pharmacokinetic results co-administration of sildenafil with ritonavir is contraindicated in pulmonary arterial hypertension patients (see section 4.3). 

Co-administration of the HIV protease inhibitor saquinavir, a CYP3A4 inhibitor, at steady state (1200 mg three times a day) with sildenafil (100 mg single dose) resulted in a 140 % increase in sildenafil Cmax and a 210 % increase in sildenafil AUC. Sildenafil had no effect on saquinavir pharmacokinetics. For dose recommendations (see section 4.2). 

…
In vivo studies

No significant interactions were shown when sildenafil (50 mg) was co-administered with tolbutamide (250 mg) or warfarin (40 mg), both of which are metabolised by CYP2C9. 

Sildenafil had no significant effect on atorvastatin exposure (AUC increased 11 %), suggesting that sildenafil does not have a clinically relevant effect on CYP3A4. 

No interactions were observed between sildenafil (100 mg single dose) and acenocoumarol. 

Sildenafil (50 mg) did not potentiate the increase in bleeding time caused by acetyl salicylic acid (150 mg). 

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

In a study of healthy volunteers sildenafil at steady state (80 mg three times a day) resulted in a 50 % increase in bosentan AUC (125 mg twice daily).

Caution is recommended in case of co administration
	CYP3A4 inducers seemed to have a substantial impact on the pharmacokinetics of sildenafil in pulmonary arterial hypertension patients, which was confirmed in the in-vivo interaction study with CYP3A4 inducer bosentan. 

Co-administration of bosentan (a moderate inducer of CYP3A4, CYP2C9 and possibly of CYP2C19) 125 mg twice daily with sildenafil 80 mg three times a day (at steady state) concomitantly administered during 6 days in healthy volunteers resulted in a 63 % decrease of sildenafil AUC. A population pharmacokinetic analysis of sildenafil data from adult PAH patients in clinical trials including a 12 week study to assess the efficacy and safety of oral sildenafil 20 mg three times a day when added to a stable dose of bosentan (62.5 mg – 125 mg twice a day) indicated a decrease in sildenafil exposure with bosentan co-administration, similar to that observed in healthy volunteers (see sections 4.4 and 5.1).
Efficacy of sildenafil should be closely monitored in patients using concomitant potent CYP3A4 inducers, such as carbamazepine, phenytoin, phenobarbital, St John's wort and rifampicine. 

Co-administration of 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 1,000 % (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. Based on these pharmacokinetic results co-administration of sildenafil with ritonavir is contraindicated in pulmonary arterial hypertension patients (see section 4.3). 

Co-administration of the HIV protease inhibitor saquinavir, a CYP3A4 inhibitor, at steady state (1200 mg three times a day) with sildenafil (100 mg single dose) resulted in a 140 % increase in sildenafil Cmax and a 210 % increase in sildenafil AUC. Sildenafil had no effect on saquinavir pharmacokinetics. For dose recommendations (see section 4.2). 
….

In vivo studies

No significant interactions were shown when sildenafil (50 mg) was co-administered with tolbutamide (250 mg) or warfarin (40 mg), both of which are metabolised by CYP2C9. 

Sildenafil had no significant effect on atorvastatin exposure (AUC increased 11 %), suggesting that sildenafil does not have a clinically relevant effect on CYP3A4. 

No interactions were observed between sildenafil (100 mg single dose) and acenocoumarol. 

Sildenafil (50 mg) did not potentiate the increase in bleeding time caused by acetyl salicylic acid (150 mg). 

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

In a study of healthy volunteers sildenafil at steady state (80 mg three times a day) resulted in a 50 % increase in bosentan AUC (125 mg twice daily).

A population pharmacokinetic analysis of data from a study of adult PAH patients on background bosentan therapy (62.5 mg - 125 mg twice a day) indicated a non-significant increase (17% (95% CI: -4.7 to +52) of bosentan AUC with co-administration of steady-state sildenafil (20 mg three times a day) of a smaller magnitude than seen in healthy volunteers when co-administered with 80 mg sildenafil three times a day (see sections 4.4 and 5.1).
. 



	Fertility,   pregnancy and Lactation
	
	

	Undesirable effects
	Paediatric population
…The most common treatment-related AEs (TRAEs) that occurred (with a frequency ≥ 1%) on Revatio (combined doses) with a frequency ≥ 1% over placebo, in the paediatric study were vomiting (5.2 %), cough, pyrexia, (each 1.7 %) and nausea, abdominal pain lower, abdominal pain upper, photophobia (each 1.1%). TRAEs erection increased and spontaneous penile erections occurred with a combined frequency of 9.0% in male subjects in the combined sildenafil group. Most of these TRAEs were mild or moderate in severity. 

220 subjects who completed the 16 week placebo-controlled study entered a long-term extension study. Subjects who had been on active therapy continued in the same treatment regimen, whilst those who had been on placebo therapy for 16 weeks were randomized to low, medium or high dose groups of sildenafil. 

At two years 184 subjects were still participating in the extension study. Over the first two years of sildenafil dosing a total of 4 of the 229 subjects who received sildenafil had a serious adverse reaction; 1 of 74 subjects in the medium dose group and 3 of 100 subjects in the high dose group. These 4 events were convulsion, hypersensitivity, hypoxia and ventricular arrhythmia. 

From a data cut with a median subject duration of treatment of 2.2 years (range: 0 to 5.0 years) the most frequently reported treatment related AEs were: headache (13.2 %), erection increased (9.0 %), vomiting (6.8 %), abdominal pain (3.4 %) cough and dyspepsia (each 2.6 %). 

	Paediatric population
… The most common adverse reactions that occurred (with a frequency ≥ 1 %) in Revatio patients (combined doses) and with a frequency > 1 % over placebo patients were pyrexia, upper respiratory tract infection (each 11.5%), vomiting (10.9%), erection increased (including spontaneous penile erections in male subjects) (9.0%), nausea, bronchitis (each 4.6%), pharyngitis (4.0%), rhinorrhoea (3.4%), and pneumonia, rhinitis (each 2.9%).
Of the 234 paediatric subjects treated in the short-term, placebo-controlled study, 220 subjects entered the long-term extension study. Subjects on active sildenafil therapy continued on the same treatment regimen, while those in the placebo group in the short-term study were randomly reassigned to sildenafil treatment.

The most common adverse reactions reported across the duration of the short-term and long-term studies were generally similar to those observed in the short-term study. Adverse reactions reported in >10% of 229 subjects treated with sildenafil (combined dose group, including 9 patients that did not continue into the long-term study) were upper respiratory infection (31%), headache (26%), vomiting (22%), bronchitis (20%), pharyngitis (18%), pyrexia (17%), diarrhoea (15%), and influenza, epistaxis (12% each). Most of these adverse reactions were considered mild to moderate in severity.

Serious adverse events were reported in 94 (41%) of the 229 subjects receiving sildenafil.  Of the 94 subjects reporting a serious adverse event, 14/55 (25.5%) subjects were in the low dose group, 35/74 (47.3%) in the medium dose group, and 45/100 (45%) in the high dose group. The most common serious adverse events that occurred with a frequency ≥ 1 % in sildenafil patients (combined doses) were pneumonia (7.4%), cardiac failure, pulmonary hypertension (each 5.2%), upper respiratory tract infection (3.1%), right ventricular failure, gastroenteritis (each 2.6%), syncope, bronchitis, bronchopneumonia, pulmonary arterial hypertension (each 2.2%), chest pain, dental caries (each 1.7%), and cardiogenic shock, gastroenteritis viral, urinary tract infection (each 1.3%).

The following serious adverse events were considered to be treatment related, enterocolitis, convulsion, hypersensitivity, stridor, hypoxia, neurosensory deafness and ventricular arrhythmia.



	Pharmacodynamic properties
	Long-term Survival Data in the background epoprostenol study

Patients enrolled into the epoprostenol add-on therapy study were eligible to enter a long term open label extension study. At 3 years 68 % of the patients were receiving a dose of 80 mg TID. A total of 134 patients were treated with Revatio in the initial study, and their long term survival status was assessed for a minimum of 3 years. In this population, Kaplan-Meier estimates of 1, 2 and 3 year survival were 92 %, 81 % and 74 %, respectively. 
Paediatric population

A total of 234 subjects aged 1 to 17 years were treated in a randomized, double-blind, multi-centre, placebo controlled parallel group, dose ranging study. Subjects (38 % male and 62 % female) had body weight ≥ 8 kg, and had primary pulmonary hypertension (PPH) [33 %], or PAH secondary to congenital heart disease [systemic-to-pulmonary shunt 36%, surgical repair 30 %]. 63 of 234 (27 %) patients were < 7 years old (sildenafil low dose = 2; medium dose = 17; high dose = 28; placebo = 16) and 171 of 234 (73 %) patients were 7 years or older (sildenafil low dose = 40; medium dose = 38; and high dose = 49; placebo = 44). Most subjects were WHO Functional Class I (75/234, 32 %) or II (120/234, 51 %) at baseline; fewer patients were Class III (35/234, 15 %) or IV (1/234, 0.4%); for a few patients (3/234, 1.3 %), the WHO Functional Class was unknown. 

	Efficacy and safety in adult patients with PAH (when used in combination with bosentan)

A randomized, double-blind, placebo controlled study was conducted in 103 clinically stable subjects with PAH (WHO FC II and III) who were on bosentan therapy for a minimum of three months. The PAH patients included those with primary PAH, and PAH associated with connective tissue disease. Patients were randomized to placebo or sildenafil (20 mg three times a day) in combination with bosentan (62.5‑125 mg twice a day). The primary efficacy endpoint was the change from baseline at Week 12 in 6MWD. The results indicate that there is no significant difference in mean change from baseline on 6MWD observed between sildenafil (20 mg three times a day) and placebo (13.62 m (95% CI: -3.89 to 31.12) and 14.08 m (95% CI: -1.78 to 29.95), respectively).

Differences in 6MWD were observed between patients with primary PAH and PAH associated with connective tissue disease. For subjects with primary PAH (67 subjects), mean changes from baseline were 26.39 m (95% CI: 10.70 to 42.08) and 11.84 m (95% CI: -8.83 to 32.52) for the sildenafil and placebo groups, respectively. However, for subjects with PAH associated with connective tissue disease (36 subjects) mean changes from baseline were -18.32 m (95% CI: -65.66 to 29.02) and 17.50 m (95% CI: -9.41 to 44.41) for the sildenafil and placebo groups, respectively.

Overall, the adverse events were generally similar between the two treatment groups (sildenafil plus bosentan vs. bosentan alone), and consistent with the known safety profile of sildenafil when used as monotherapy (see sections 4.4 and 4.5).



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)
שם תכשיר באנגלית:    REVATIO
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שם בעל הרישום: פייזר פרמצבטיקה ישראל בע"מ
טופס זה מיועד לפרוט ההחמרות בלבד !
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	טקסט נוכחי
	טקסט חדש

	התוויות


	
	

	מתי אין להשתמש בתכשיר?
	
	

	אזהרות מיוחדות הנוגעות לשימוש בתרופה:
	
	

	אין להשתמש בתרופה מבלי להיוועץ ברופא לפני התחלת הטיפול:
	במיוחד יש ליידע את הרופא או הרוקח אם אתה לוקח:
· תרופות שבשילוב עם רווטיו משנות את ריכוזו בדם: סימטידין (להורדת חומציות בקיבה), אריתרומיצין, קלריטרומיצין, טליתרומיצין (אנטיביוטיקות), תרופות לטיפול באיידס מסוג מעכבי HIV פרוטאז (כגון סקוינויר, נפזודון (נוגד דיכאון).
· תרופות מקבוצת חוסמי אלפא כמו דוקסזוצין או חוסמי בטא, או אמלודיפין (לטיפול ביתר לחץ דם) - מחשש לירידה בלחץ דם (שתתבטא בסחרחורות).
· תכשירים לדילול הדם (כגון וורפרין). 
· תכשירים המכילים St. John’s Wort (תכשיר רפואי צמחי), ריפמפיצין (לטיפול בזיהומים חידקיים), קרבמזפין, פניטואין ופנוברביטל (בין השאר לטיפול באפילפסיה). 
· תרופות לטיפול ביתר לחץ דם ריאתי ( כגון בוסנטן, אילופרוסט).
· בתקופת הטיפול בתכשיר זה, אין להשתמש בתכשירים המכילים ניטרטים או תורמי ניטריק אוקסיד (בדרך כלל לטיפול באין אונות או לטיפול בתעוקת חזה-אנגינה פקטוריס).
	במיוחד יש ליידע את הרופא או הרוקח אם אתה לוקח:
· תרופות שבשילוב עם רווטיו משנות את ריכוזו בדם: סימטידין (להורדת חומציות בקיבה), אריתרומיצין, קלריטרומיצין, טליתרומיצין (אנטיביוטיקות), תרופות לטיפול באיידס מסוג מעכבי HIV פרוטאז (כגון סקוינויר, נפזודון (נוגד דיכאון).
· תרופות מקבוצת חוסמי אלפא כמו דוקסזוצין או חוסמי בטא, או אמלודיפין (לטיפול ביתר לחץ דם) - מחשש לירידה בלחץ דם (שתתבטא בסחרחורות).
· תכשירים לדילול הדם (כגון וורפרין). 
· תכשירים המכילים St. John’s Wort (תכשיר רפואי צמחי), ריפמפיצין (לטיפול בזיהומים חידקיים), קרבמזפין, פניטואין ופנוברביטל (בין השאר לטיפול באפילפסיה). 
· תרופות לטיפול ביתר לחץ דם ריאתי ( כגון בוסנטן, אילופרוסט).
· אתה נוטל תרופות לאין אונות.
· בתקופת הטיפול בתכשיר זה, אין להשתמש בתכשירים המכילים ניטרטים או תורמי ניטריק אוקסיד (בדרך כלל לטיפול באין אונות או לטיפול בתעוקת חזה-אנגינה פקטוריס).


	תגובות בין תרופותיות:
	
	

	הריון והנקה:
	
	

	כיצד תשתמש בתרופה: שימוש בתרופה ומזון
	
	

	תופעות לוואי:
	
	· תופעות לוואי שכיחות מאוד – (very common) תופעות שמופיעות ביותר ממשתמש אחד מעשרה

כאבי ראש, הסמקה בפנים, עצירות, שלשול וכאבים בגפיים


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.

