נוהל להגשת בקשות לרישום, שינוי וחידוש תכשירים רפואיים למחלקה לרישום תכשירים

אוגוסט 2012

נספח 16  טפסים להגשת החמרות בעלונים.
הודעה על החמרה  ( מידע בטיחות)  בעלון לצרכן  
תאריך _________________06.03.2013______
שם תכשיר באנגלית ומספר הרישום _____Ella 30 mg Tablets
,  1463933469 1463233299
שם בעל הרישום _____________כצט בע"מ_______________________

טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות 

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	מתי אין  להשתמש     בתכשיר?
	הינך בהריון ( ראי גם פרק:"אזהרות מיוחדות הנוגעות בשימוש בתרופה")

את רגישה (אלרגית) ל Ulipristal acetate (החומר הפעיל) או לכל אחד מהמרכיבים הנוספים אשר מכילה התרופה 
	הינך בהריון או חושדת שאת בהריון ( ראי גם פרק:"אזהרות מיוחדות הנוגעות בשימוש בתרופה")

את רגישה (אלרגית) ל Ulipristal acetate (החומר הפעיל) או לכל אחד מהמרכיבים הנוספים אשר מכילה התרופה 

	הריון, הנקה ופוריות
	אין ליטול אלה אם את כבר הרה. שימוש באלה במהלך הריון עלול להשפיע עליו. במקרה של ספק יש לבצע בדיקת הריון.

אין להניק לפחות 36 שעות  לאחר נטילת התרופה. במשך פרק זמן זה ניתן לשאוב ולשפוך את החלב 

	הריון
אין ליטול אלה אם את כבר הרה. שימוש באלה במהלך הריון עלול להשפיע עליו. במקרה של ספק יש לבצע בדיקת הריון.

הנקה
אין להניק לפחות 36 שעות  שבוע לאחר נטילת התרופה. במשך פרק זמן זה ניתן מומלץ לשאוב ולשפוך את החלב על מנת לגרות ולשמור על הנקה.
פוריות 

לאחר נטילת התרופה, הביוץ יכול להופיע באותו המחזור. לכן, חשוב מאוד להשתמש באמצעי מניעה אמינים (ראי "אזהרות ואמצעי הזהירות").



הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא
 תאריך _____06.03.2013____

שם תכשיר באנגלית ומספר הרישום _____Ella 30 mg Tablets
,  1463933469 1463233299
שם בעל הרישום ____כצט בע"מ______________
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	Fertility,   Pregnancy and Lactation
	Ella is contra-indicated during an existing or suspected pregnancy (see section 4.3).

Extremely limited data are available on the health of the foetus/new-born in case a pregnancy is exposed to ulipristal acetate. Although no teratogenic potential was observed, animal data are insufficient with regard to reproduction toxicity (see section 5.3). 

HRA Pharma maintains a pregnancy registry to monitor outcomes of pregnancy in women exposed to Ella. Patients and health care providers are encouraged to report any exposure to Ella by contacting the License Holder/Importer or the Manufacturer (see section 7 and 8).
It is unknown whether ulipristal acetate is excreted in human or animal breast milk.

Ulipristal acetate is a lipophilic compound and may theoretically be excreted in breast milk. A risk to the  breast-fed child cannot be excluded. After intake of Ella breastfeeding is not recommended for at least 36 hours
Fert
	Pregnancy
Ella is contra-indicated during an existing or suspected pregnancy (see section 4.3).

Extremely limited data are available on the health of the foetus/new-born in case a pregnancy is exposed to ulipristal acetate. Although no teratogenic potential was observed, animal data are insufficient with regard to reproduction toxicity (see section 5.3). 

HRA Pharma maintains a pregnancy registry to monitor outcomes of pregnancy in women exposed to Ella. Patients and health care providers are encouraged to report any exposure to Ella by contacting the License Holder/Importer or the Manufacturer (see section 7 and 8).
It is unknown whether ulipristal acetate is excreted in human or animal breast milk.
Breast-feeding
 Ulipristal acetate is a lipophilic compound and may theoretically be excreted in breast milk (see section 5.2). The effect on newborn/infants has not been studied. A risk to the breastfed  breast-fed child cannot be excluded. After intake of Ella breastfeeding is not recommended for at least 36 hours for one week. During this time it is recommended to express and discard the breast milk in order to stimulate lactation.
Fertility 

A rapid return of fertility is likely following treatment with Ella for emergency contraception; therefore regular contraception should be continued or initiated as soon as possible following use of Ella to ensure ongoing prevention of pregnancy.Advice on how to proceed is presented in section שגיאה! מקור ההפניה לא נמצא.. 


	Pharmacokinetic properties
	Absorption

Following oral administration of a single 30 mg dose, ulipristal acetate is rapidly absorbed, with a peak plasma concentration of 176 ± 89 ng/ml occurring approximately 1 hour (0.5-2.0 h) after ingestion, and with an AUC0-∞ of 556 ± 260 ng.h/ml. 

Administration of ulipristal acetate together with a high-fat breakfast resulted in approximately 45% lower mean Cmax, a delayed Tmax (from a median of 0.75 hours to 3 hours) and 25% higher mean AUC0-∞ compared with administration in the fasted state. Similar results were obtained for the active mono-demethylated metabolite.

The absorption of ulipristal acetate is pH-dependent and may be reduced in situations where gastric pH is increased irrespective of cause.

Distribution

Ulipristal acetate is highly bound (>98%) to plasma proteins, including albumin, alpha-l-acid glycoprotein, and high density lipoprotein. 

Metabolism /elimination

Ulipristal acetate is extensively metabolized to mono-demethylated, di-demethylated and hydroxylated metabolites. The mono-demethylated metabolite is pharmacologically active.  In vitro data indicate that this is predominantly mediated by CYP3A4, and to a small extent by CYP1A2 and CYP2D6. The terminal half-life of ulipristal acetate in plasma following a single 30 mg dose is estimated to 32.4 ± 6.3 hours, with a mean oral clearance (CL/F) of 76.8 ± 64.0 L/h.  
Special populations

No pharmacokinetic studies with ulipristal acetate have been performed in females with impaired renal or hepatic function.

Interactions

In vitro data indicate that ulipristal acetate and its active metabolite do not significantly inhibit CYP1A2, 2A6, 2C9, 2C19, 2D6, 2E1, and 3A4, at clinically relevant concentrations. After single dose administration induction of CYP1A2 and CYP3A4 by ulipristal or its active metabolite is not likely. Thus, administration of ulipristal acetate is unlikely to alter the clearance of medicinal products that are metabolised by these enzymes.

	Absorption

Following oral administration of a single 30 mg dose, ulipristal acetate is rapidly absorbed, with a peak plasma concentration of 176 ± 89 ng/ml occurring approximately 1 hour (0.5-2.0 h) after ingestion, and with an AUC0-∞ of 556 ± 260 ng.h/ml. 

Administration of ulipristal acetate together with a high-fat breakfast resulted in approximately 45% lower mean Cmax, a delayed Tmax (from a median of 0.75 hours to 3 hours) and 25% higher mean AUC0-∞ compared with administration in the fasted state. Similar results were obtained for the active mono-demethylated metabolite.

The absorption of ulipristal acetate is pH-dependent and may be reduced in situations where gastric pH is increased irrespective of cause.

Distribution

Ulipristal acetate is highly bound (>98%) to plasma proteins, including albumin, alpha-l-acid glycoprotein, and high density lipoprotein. 

Ulipristal acetate is a lipophilic compound and is distributed in breast milk, with a mean daily excretion of 13.35 µg [0-24 hours], 2.16 µg [24-48 hours], 1.06 µg [48-72 hours], 0.58 µg [72-96 hours], and 0.31 µg [96-120 hours].
Metabolism Biotransformation /elimination

Ulipristal acetate is extensively metabolized to mono-demethylated, di-demethylated and hydroxylated metabolites. The mono-demethylated metabolite is pharmacologically active.  In vitro data indicate that this is predominantly mediated by CYP3A4, and to a small extent by CYP1A2 and CYP2A6 CYP2D6. The terminal half-life of ulipristal acetate in plasma following a single 30 mg dose is estimated to 32.4 ± 6.3 hours, with a mean oral clearance (CL/F) of 76.8 ± 64.0 L/h.  
Special populations

No pharmacokinetic studies with ulipristal acetate have been performed in females with impaired renal or hepatic function.

Interactions

In vitro data indicate that ulipristal acetate and its active metabolite do not significantly inhibit CYP1A2, 2A6, 2C9, 2C19, 2D6, 2E1, and 3A4, at clinically relevant concentrations. After single dose administration induction of CYP1A2 and CYP3A4 by ulipristal or its active metabolite is not likely. Thus, administration of ulipristal acetate is unlikely to alter the clearance of medicinal products that are metabolised by these enzymes.
In vitro data indicate that ulipristal acetate may be an inhibitor of P-gp at clinically relevant concentrations. Results in vivo with the P-gp substrate fexofenadine were inconclusive.
In vivo results show that administration of ulipristal acetate with a potent and a moderate CYP3A4 inhibitor increased Cmax and AUC of ulipristal acetate with a maximum of 2- and 5.9-fold, respectively. The effects of CYP3A4 inhibitors and P-gp substrates are unlikely to have any clinical consequences. 





