הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא ובעלון לצרכן 
 תאריך ____________30.07.2013___________

שם תכשיר באנגלית ומספר הרישום ________Omnic OCAS 0.4_________
שם בעל הרישום ________________CTS Ltd.____________________
טופס זה מיועד לפרוט ההחמרות בלבד !

עלון לרופא:
	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Posology, dosage  & administration
	Oral Use
One tablet daily.

Omnic Ocas 0,4 can be taken independently of food.

The tablet must be swallowed whole and not be crunched or chewed as this interferes with the prolonged release of the active substance.

No dose adjustment is warranted in renal impairment.

 No dose adjustment is warranted in patients with mild to moderate hepatic insufficiency (see also 4.3 Contraindications). 

There is no relevant indication for use of Omnic Ocas 0.4 in children.
	Oral Use
One tablet daily.

Omnic Ocas 0,4 can be taken independently of food.

The tablet must be swallowed whole and not be crunched or chewed as this interferes with the prolonged release of the active substance.

No dose adjustment is warranted in renal impairment.

 No dose adjustment is warranted in patients with mild to moderate hepatic insufficiency (see also 4.3 Contraindications). 

Paediatric population:

There is no relevant indication for use of Omnic Ocas 0.4 in children.

The safety and efficacy of tamsulosin in children <18 years have not been established. Currently available data are described in section 5.1.


	Special Warnings and Special Precautions for Use
	As with other α1‑adrenoceptor antagonists, a reduction in blood pressure can occur in individual cases during treatment with Omnic Ocas 0,4, as a result of which, rarely, syncope can occur. At the first signs of orthostatic hypotension (dizziness, weakness), the patient should sit or lie down until the symptoms have disappeared.

Before therapy with Omnic Ocas 0,4 is initiated, the patient should be examined in order to exclude the presence of other conditions, which can cause the same symptoms as benign prostatic hyperplasia. Digital rectal examination and, when necessary, determination of prostate specific antigen (PSA) should be performed before treatment and at regular intervals afterwards. 

The treatment of patients with severe renal impairment (creatinine clearance of < 10 ml/min) should be approached with caution, as these patients have not been studied. 

The ‘Intraoperative Floppy Iris Syndrome’ (IFIS, a variant of small pupil syndrome) has been observed during cataract surgery in some patients on or previously treated with tamsulosin. IFIS may lead to increased procedural complications during the operation. 
The initiation of therapy with tamsulosin in patients for whom cataract surgery is scheduled is not recommended.

Discontinuing tamsulosin 1-2 weeks prior to cataract surgery is anecdotally considered helpful, but the benefit and duration of stopping of therapy prior to cataract surgery has not yet been established.

During pre-operative assessment, cataract surgeons and ophthalmic teams should consider whether patients scheduled for cataract surgery are being or have been treated with tamsulosin in order to ensure that appropriate measures will be in place to manage the IFIS during surgery.

 It is possible that a remnant of the tablet is observed in the feaces.


	As with other α1‑adrenoceptor antagonists, a reduction in blood pressure can occur in individual cases during treatment with Omnic Ocas 0,4, as a result of which, rarely, syncope can occur. At the first signs of orthostatic hypotension (dizziness, weakness), the patient should sit or lie down until the symptoms have disappeared.

Before therapy with Omnic Ocas 0,4 is initiated, the patient should be examined in order to exclude the presence of other conditions, which can cause the same symptoms as benign prostatic hyperplasia. Digital rectal examination and, when necessary, determination of prostate specific antigen (PSA) should be performed before treatment and at regular intervals afterwards. 

The treatment of patients with severe renal impairment (creatinine clearance of < 10 ml/min) should be approached with caution, as these patients have not been studied. 

The ‘Intraoperative Floppy Iris Syndrome’ (IFIS, a variant of small pupil syndrome) has been observed during cataract and glaucoma surgery in some patients on or previously treated with tamsulosin. IFIS may lead to increased procedural complications during and after the operation. IFIS has also been reported in patients who had discontinued tamsulosin for a longer period to that surgery.
The initiation of therapy with tamsulosin in patients for whom cataract or glaucoma surgery is scheduled is not recommended.

Discontinuing tamsulosin 1-2 weeks prior to cataract or glaucoma surgery is anecdotally considered helpful, but the benefit and duration of stopping of therapy prior to cataract or glaucoma surgery has not yet been established.

During pre-operative assessment, cataract surgeons and ophthalmic teams should consider whether patients scheduled for cataract or glaucoma surgery are being or have been treated with tamsulosin in order to ensure that appropriate measures will be in place to manage the IFIS during surgery.

 Tamsulosin hydrochloride should not be given in combination with strong inhibitors of CYP3A4 in patients with poor metaboliser CYP2D6 phenotype.

Tamsulosin hydrochloride should be used with caution in combination with strong and moderate inhibitors of CYP3A4 (see section 4.5).
It is possible that a remnant of the tablet is observed in the feaces.



	Interaction with Other Medicaments and Other Forms of Interaction
	Interaction studies have only been performed in adults. 

No interactions have been seen when tamsulosin hydrochloride was given concomitantly with either atenolol, enalapril, nifedipine or theophylline. 

Concomitant cimetidine brings about a rise in plasma levels of tamsulosin, while furosemide a fall, but as levels remain within the normal range posology need not be adjusted. 

In vitro, neither diazepam nor propranolol, trichlormethiazide, chlormadinone, amitriptyline, diclofenac, glibenclamide, simvastatin and warfarin change the free fraction of tamsulosin in human plasma. Neither does tamsulosin change the free fractions of diazepam, propranolol, trichlormethiazide and chlormadinone. 

No interactions at the level of hepatic metabolism have been seen during in vitro studies with liver microsomal fractions (representative of the cytochrome P450‑linked drug metabolising enzyme system), involving amitriptyline, salbutamol, glibenclamide and finasteride. Diclofenac and warfarin, however, may increase the elimination rate of tamsulosin. 

Concurrent administration of other α1‑adrenoceptor antagonists could lead to hypotensive effects. 


	Interaction studies have only been performed in adults. 

No interactions have been seen when tamsulosin hydrochloride was given concomitantly with either atenolol, enalapril, nifedipine or theophylline. 

Concomitant cimetidine brings about a rise in plasma levels of tamsulosin, while furosemide a fall, but as levels remain within the normal range posology need not be adjusted. 

In vitro, neither diazepam nor propranolol, trichlormethiazide, chlormadinone, amitriptyline, diclofenac, glibenclamide, simvastatin and warfarin change the free fraction of tamsulosin in human plasma. Neither does tamsulosin change the free fractions of diazepam, propranolol, trichlormethiazide and chlormadinone. 

No interactions at the level of hepatic metabolism have been seen during in vitro studies with liver microsomal fractions (representative of the cytochrome P450‑linked drug metabolising enzyme system), involving amitriptyline, salbutamol, glibenclamide and finasteride. Diclofenac and warfarin, however, may increase the elimination rate of tamsulosin. 

Concomitant administration of tamsulosin hydrochloride with strong inhibitors of CYP3A4 may lead to increased exposure to tamsulosin hydrochloride. Concomitant administration with ketoconazole (a known strong CYP3A4 inhibitor) resulted in an increase in AUC and Cmax of tamsulosin hydrochloride by a factor of 2.8 and 2.2, respectively. Tamsulosin hydrochloride should not be given in combination with strong inhibitors of CYP3A4 in patients with poor metaboliser CYP2D6 phenotype. 

Tamsulosin hydrochloride should be used with caution in combination with strong and moderate inhibitors of CYP3A4.

Concomitant administration of tamsulosin hydrochloride with paroxetine, a strong inhibitor of CYP2D6, resulted in a Cmax and AUC of tamsulosin that had increased by a factor of 1.3 and 1.6, respectively, but these increases are not considered clinically relevant
Concurrent administration of other α1‑adrenoceptor antagonists could lead to hypotensive effects. 



	Adverse events
	During cataract surgery a small pupil situation, known as Intraoperative Floppy Iris Syndrome (IFIS), has been associated with therapy of tamsulosin during post-marketing surveillance (see also section 4.4). 

	Vision Blurred*

Visual impairment*
Epistaxis*
Erythema multiforme*
Dermatitis exfoliative
During cataract and glaucoma surgery a small pupil situation, known as Intraoperative Floppy Iris Syndrome (IFIS), has been associated with therapy of tamsulosin during post-marketing surveillance (see also section 4.4). 
Post-marketing experience: In addition to the adverse events listed above, atrial fibrillation, arrhythmia, tachycardia and dyspnoea have been reported in association with tamsulosin use. Because these spontaneously reported events are from the worldwide post marketing experience, the frequency of events and the role of tamsulosin in their causation cannot be reliably determined.


	Pharmacodynamic properties
	
	Paediatric population

A double-blind, randomized, placebo-controlled, dose ranging study was performed in children with neuropathic bladder. A total of 161 children (with an age of 2 to 16 years) were randomized and treated at 1 of 3 dose levels of tamsulosin (low [0.001 to 0.002 mg/kg], medium [0.002 to 0.004 mg/kg], and high [0.004 to 0.008 mg/kg]), or placebo. The primary endpoint was number of patients who decreased their detrusor leak point pressure (LPP) to <40 cm H2O based upon two evaluations on the same day. Secondary endpoints were: Actual and percent change from baseline in detrusor leak point pressure, improvement or stabilization of hydronephrosis and hydroureter and change in urine volumes obtained by catheterisation and number of times wet at time of  catheterisation as recorded in catheterisation diaries. No statistically significant difference was found between the placebo group and any of the 3 tamsulosin dose groups for either the primary or any secondary endpoints. No dose response was observed for any dose level.


	Pharmacokinetic properties
	Absorption

Omnic Ocas 0,4 is a prolonged release tablet of the non‑ionic gel matrix type. The Ocas formulation provides consistent slow release of tamsulosin, resulting in an adequate exposure, with little fluctuation, over 24 hours. 

Tamsulosin administered as Omnic Ocas 0,4 mg is absorbed from the intestine. Of the administered dose, approximately 57% is estimated to be absorbed.

The rate and extent of absorption of tamsulosin administered as Omnic Ocas 0,4 are not affected by food. 
Tamsulosin shows linear pharmacokinetics.

After a single dose of Omnic Ocas 0,4 in the fasted state, plasma concentrations of tamsulosin peak at a median time of 6 hours. In steady state, which is reached by day 4 of multiple dosing, plasma concentrations of tamsulosin peak at 4 to 6 hours, in the fasted and fed state. Peak plasma concentrations increase from approximately 6 ng/ml after the first dose to 11 ng/ml in steady state.

As a result of the prolonged release characteristics of Omnic Ocas the trough concentration of tamsulosin in plasma amounts to 40% of the peak plasma concentration under fasted and fed conditions. 

There is a considerable inter‑patient variation in plasma levels both after single and multiple dosing. 

Distribution

In man, tamsulosin is about 99% bound to plasma proteins. The volume of distribution is small (about 0.2 l/kg).

Biotransformation
Tamsulosin has a low first pass effect, being metabolised slowly. Most tamsulosin is present in plasma in the form of unchanged active substance. It is metabolised in the liver.

In rats, hardly any induction of microsomal liver enzymes was seen to be caused by tamsulosin.

None of the metabolites is more active than the original compound. 

Excretion

Tamsulosin and its metabolites are mainly excreted in the urine. The amount excreted as unchanged active substance is estimated to be about 4 - 6% of the dose, administered as Omnic Ocas 0,4.

After a single dose of Omnic Ocas 0,4 mg and in steady state, elimination half-lives of about 19 and 15 hours, respectively, have been measured.


	Absorption

Omnic Ocas 0,4 is a prolonged release tablet of the non‑ionic gel matrix type. The Ocas formulation provides consistent slow release of tamsulosin, resulting in an adequate exposure, with little fluctuation, over 24 hours. 

Tamsulosin administered as Omnic Ocas 0,4 mg is absorbed from the intestine. Of the administered dose, approximately 57% is estimated to be absorbed.

The rate and extent of absorption of tamsulosin administered as Omnic Ocas 0,4 are not affected by a low fat meal by food. The extent of absorption is increased by 64% and 149% (AUC and Cmax respectively) by a high-fat meal compared to fasted.
Tamsulosin shows linear pharmacokinetics.

After a single dose of Omnic Ocas 0,4 in the fasted state, plasma concentrations of tamsulosin peak at a median time of 6 hours. In steady state, which is reached by day 4 of multiple dosing, plasma concentrations of tamsulosin peak at 4 to 6 hours, in the fasted and fed state. Peak plasma concentrations increase from approximately 6 ng/ml after the first dose to 11 ng/ml in steady state.

As a result of the prolonged release characteristics of Omnic Ocas the trough concentration of tamsulosin in plasma amounts to 40% of the peak plasma concentration under fasted and fed conditions. 

There is a considerable inter‑patient variation in plasma levels both after single and multiple dosing. 

Distribution

In man, tamsulosin is about 99% bound to plasma proteins. The volume of distribution is small (about 0.2 l/kg).

Biotransformation
Tamsulosin has a low first pass effect, being metabolised slowly. Most tamsulosin is present in plasma in the form of unchanged active substance. It is metabolised in the liver.

In rats, hardly any induction of microsomal liver enzymes was seen to be caused by tamsulosin.

In vitro results suggest that CYP3A4 and also CYP2D6 are involved in metabolism, with possible minor contributions to tamsulosin hydrochloride metabolism by other CYP isozymes. Inhibition of CYP3A4 and CYP2D6 drug metabolizing enzymes may lead to increased exposure to tamsulosin hydrochloride (see section 4.4 and 4.5). 

None of the metabolites is more active than the original compound. 

Excretion

Tamsulosin and its metabolites are mainly excreted in the urine. The amount excreted as unchanged active substance is estimated to be about 4 - 6% of the dose, administered as Omnic Ocas 0,4.

After a single dose of Omnic Ocas 0,4 mg and in steady state, elimination half-lives of about 19 and 15 hours, respectively, have been measured.




עלון לצרכן:

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	אזהרות מיוחדות הנוגעות לשימוש בתרופה
	· לפני התחלת הטיפול ובתקופת הטיפול בתרופה זו יש לערוך בדיקות תפקוד כליות,  בדיקה רקטלית ובמידת הצורך בדיקה לקביעת הPSA- .
· תרופה זו עלולה לגרום לירידת לחץ דם בעמידה לכן במקרה של התפתחות    
סחרחורת או חולשה, על החולה להתיישב או לשכב עד לחלוף התופעה.
· אם הינך עובר/ת ניתוח עיניים מסוג קטרקט יש לידע את רופא העיניים על השימוש בתרופה או על שימוש בה בעבר. בעת הצורך ינקוט רופא העיניים בצעדי מניעה (תרופתיים או כירורגיים). יש להיוועץ ברופא המטפל לגבי הפסקת הטיפול בתרופה לפני ניתוח קטרקט בעיניים 

	· לעיתים נדירות, כמו בתכשירים אחרים מאותה משפחה, אומניק אוקאס יכול לגרום לעילפון. כאשר הינך סובל מסחרחורת או מעילפון יש לשבת או לשכב עד שהסימנים יעלמו.
· יש ליידע את הרופא אם אתה סובל מבעיות כליה חמורות.
· לפני התחלת הטיפול ובתקופת הטיפול בתרופה זו יש לערוך בדיקות תפקוד כליות,  בדיקה רקטלית ובמידת הצורך בדיקה לקביעת הPSA- .
· תרופה זו עלולה לגרום לירידת לחץ דם בעמידה לכן במקרה של התפתחות    
סחרחורת או חולשה, על החולה להתיישב או לשכב עד לחלוף התופעה.
· אם הינך עובר/ת ניתוח עיניים מסוג קטרקט או ניתוח לטיפול בלחץ תוך עיני יש לידע את רופא העיניים על השימוש בתרופה או על שימוש בה בעבר. בעת הצורך ינקוט רופא העיניים בצעדי מניעה (תרופתיים או כירורגיים). יש להיוועץ ברופא המטפל לגבי הפסקת הטיפול בתרופה לפני ניתוח קטרקט בעיניים או ניתוח לטיפול בלחץ תוך עיני.
· התרופה אינה מיועדת לילדים ומתבגרים מתחת לגיל 18, מכיוון שהתכשיר לא יעיל באוכלסיה זו.



	אנטרקציות בין תרופתיות
	אם הינך נוטל/ת תרופה נוספת, כולל תרופות הנמכרות ללא מרשם ותוספי תזונה, או אם גמרת זה עתה הטיפול בתרופה אחרת עליך לדווח לרופא המטפל כדי למנוע סיכונים או אי-יעילות הנובעים מתגובות בין-תרופתיות.
במיוחד, לגבי תרופות מהקבוצות הבאות: תרופות נגד קרישת דם (וורפרין), תרופות להורדת לחץ דם מקבוצת חוסמי אלפא, דיקלופנק.


	· תרופות להורדת לחץ דם מקבוצת חוסמי אלפא לדוגמא: דוקסאצוזין, אלפוצוזין. 
· תרופות להורדת לחץ דם כמו: וראפמיל, דילתיזאם.
· תרופות לטיפול ב HIV לדוגמא: ריטינאויר, אינדינאויר.
· תרופות לטיפול בזיהום פטריתי לדוגמא:קיטוכנזול, איטרהקונזול.
· איריתרומיצין, אנטביוטיקה לטיפול בזיהומים.
· תרופות נגד קרישת דם (וורפרין), דיקלופינק



	מינון גבוה יותר
	
	אם נטלת בטעות מינון גבוה יותר, זה עלול לגרום לירידה לא רצויה בלחץ דם, עליה בקצב הלב ועילפון.


	תופעות לוואי
	בנוסף לפעילות הרצויה של התרופה, בזמן השימוש בה עלולות להופיע השפעות לוואי 
כגון: עצירות, פריחה, גרד, אדמומיות, שלשול, בחילה והקאה , חולשה,  סחרחורת, פליטת זרע חריגה, כאב ראש, תשישות, לחץ דם נמוך בעמידה, דופק מהיר,ריניטיס (נזלת). 

אם הינך עובר/ת ניתוח קטרקט בעיניים  והנך לוקח/ת את התרופה או לקחת בעבר, תתכן במהלך הניתוח תופעה של אישון מצומצם שאינו מתרחב וכן רפיון של החלק הצבעוני בעין (IFIS).

	· תופעות לוואי המופיעות לעיתים קרובות: סחרחורת, במיוחד כשאר מתיישבים או קמים; פליטת זרע חריגה (תופעה זו אינה מזיקה)
· תופעות לוואי המופיעות לעיתים רחוקות: כאב ראש , תשישות, לחץ דם נמוך בעמידה, דופק מהיר, ריניטיס (נזלת), גודש באף, עצירות, שלשול, בחילה, הקאה, פריחה, חולשה, גירוד, חרלת (אורטיקריה).
· תופעות לוואי המופיעות לעיתים נדירות: חולשה ונפיחות פתאומית ברקמות הרכות של הגוף (לדוגמא: גרון, לשון), קשיי נשימה ו/או גירודים ופריחה, לעיתים כתגובה אלרגית (אנגויאדמה).
· תופעות לוואי המופיעות לעיתים נדירות מאוד: זקפה מתמדת (פריאפיזם); פריחה, דלקת ושלפוחיות בעור ו/או בריריות של השפתיים, העיניים, הפה, האף או איברי המין (תסמונת סטיבנס גונסון) ; הפרעות בקצב הלב, קוצר נשימה (דיספניה)
· תופעות לוואי אחרות: אדמומיות, תשישות, איבוד הכרה, ראיה מטושטשת, ראיה לקויה, דימומים מהאף, פריחה חמורה בעור.

אם הינך עובר/ת ניתוח קטרקט בעיניים או ניתוח לטיפול בעליה בלחץ התוך עיני (גלאוקומה),  והנך לוקח/ת את התרופה או לקחת בעבר, תתכן במהלך הניתוח תופעה של אישון מצומצם שאינו מתרחב וכן רפיון של החלק הצבעוני בעין (IFIS).


מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע תכלת/ירוק.

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