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	פרק בעלון

	טקסט נוכחי
	טקסט חדש

	4.2 Posology and method of administration

	Firazyr is intended for subcutaneous use administration preferably in the abdominal areas. 
Firazyr is intended for use under the guidance of a healthcare professional.
Firazyr may be self-administered or admisnistered by a caregiver after training in subcutaneous injection technique by a health professional
Patients with laryngeal attacks need to be carefully managed in an appropriate medical institution after injection until the physician considers discharge to be safe. 
Firazyr for single use only. 

	Firazyr is intended for subcutaneous use administration preferably in the abdominal areas. 
Firazyr is intended for use under the guidance of a healthcare professional.
Firazyr may be self-administered or admisnistered by a caregiver after training in subcutaneous injection technique by a health professional.
The decision on initiating self-administration of Firazyr should only be taken by a physician experienced in the diagnosis and treatment of hereditary angioedema (see section 4.4).
Patients with laryngeal attacks need to be carefully managed in an appropriate medical institution after injection until the physician considers discharge to be safe. 
Firazyr for single use only. 


	4.4  Special warnings and precautions for use
	לא קיים
	Self-administration

For patients who never received Firazyr previously, the first treatment should be given in a medical institution or under the guidance of a physician.

In case of insufficient relief or recurrence of symptoms after self-treatment, it is recommended that the patient should seek medical advice and that subsequent doses are given in a medical institution (see section 4.2).
Patients experiencing a laryngeal attack should always seek medical advice and be observed in a medical institution also after having taken the injection at home.

	4.6 Fertility, Pregnancy and lactation
	Fertility 
In immature animals repeated use of icatibant reversibly delayed sexual maturation (see section 5.3). 

	Fertility 
In immature animals repeated use of icatibant reversibly delayed sexual maturation (see section 5.3). 
In both rats and dogs, repeated use of icatibant resulted in effects on reproductive organs.  Icatibant had no effect on the fertility of male mice and rats (see section 5.3).


	4.7 Effects on ability to drive and use machines
	Firazyr has minor or moderate influence on the ability to drive and use machines. Fatigue, lethargy, tiredeness, somnolence, and dizziness have been reported uncommonly following the use of Firazyr. These symptoms may occur as a result of an attack of HAE. However, a causal relationship to the use of Firazyr cannot be excluded. Patients should be advised not to drive and use machines if they feel tired or dizzy.
	Firazyr  has minor or moderate may have influence on the ability to drive and or use machines. Fatigue, lethargy, tiredeness, somnolence, and dizziness have been reported following the use of Firazyr. These symptoms may occur as a result of an attack of HAE. 
However, a causal relationship to the use of Firazyr cannot be excluded. 
Patients should be advised not to drive and use machines if they feel tired or dizzy.

	4.8 Undesirable effects
	The safety of icatibant has been established in 1022 subjects treated with various doses, regimens and routes of administration during Phase I-III studies in various indications. 
Sixty three (HAE) patients received icatibant in two Phase III trials for treatment of an attack in the controlled phase and 118 patients were treated in the open label phase. 
לא קיים
Almost all subjects who were treated with subcutaneous icatibant in clinical trials developed reactions at the site of injection including erythema, swelling, warm sensation, burning, itching and/or cutaneous pain. These reactions were generally mild in severity, transient, and resolved without further intervention. 
Note: Due to the low number of patients, each of the uncommon events has only been reported in a single patient.

	The safety of icatibant has been established in 1022 subjects treated with various doses, regimens and routes of administration during Phase I-III studies in various indications. 
Sixty three (HAE) patients received icatibant in two Phase III trials for treatment of an attack in the controlled phase and 118 patients were treated in the open label phase.
In clinical studies used for registration, a total of 999 HAE attacks have been treated with 30 mg Firazyr administered subcutaneously by a healthcare professional.  Firazyr 30 mg SC has been administered by a healthcare professional to 129 healthy subjects and 236 patients with HAE.
Almost all subjects who were treated with subcutaneous icatibant in clinical trials developed reactions at the site of injection including erythema, swelling, warm sensation, burning, itching and/or cutaneous pain. ( characterised by skin irritation, swelling, pain, itchiness, erythema, burning sensation). These reactions were generally mild to moderate in severity, transient, and resolved without further intervention. 
Note: Due to the low number of patients, each of the uncommon events has only been reported in a single patient.



טקסט קיים ( סעיף 4.8) :
Table 1: Adverse reactions reported with icatibant in the phase III clinical trials. 
		Adverse reactions

		Very common 

	Common 

	Uncommon


	Congenital, familial and genetic disorders

		Hereditary angioedema*

	
	Gastrointestinal disorders

			Nausea, vomiting


	General disorders and administration site conditions

	Injections site reactions (characterised by skin irritation, swelling, pain, itchiness, erythema, burning sensation) 

		Asthenia, fatigue, pyrexia


	Infections and infestations

			Herpes zoster, pharyngitis


	Injury, poisoning and procedural complications

			Contusion


	Investigations

		Blood creatinine phosphokinase increased, prothrombin time prolonged

	Weight increased, blood glucose increased, liver function test abnormal


	Metabolism and nutrition disorders

			Hyperuricaemia, hyperglycaemia


	Musculoskeletal and connective tissue disorders

			Muscle spasm


	Nervous system disorders

		Dizziness, headache

	
	Renal and urinary disorders

			Proteinuria


	Respiratory, thoracic and mediastinal disorders

			Asthma, cough, nasal congestion 


	Skin and subcutaneous tissue disorders

		Rash, pruritus, erythema

	Generalised urticaria


	Vascular disorders

			Hot flush



	


טקסט חדש – הטבלה הנ"ל הוחלפה בטבלה הבאה:
	System Organ Class

(incidence category)
	Preferred Term

	Nervous system disorders
	

	(Common, ≥1% to <10%)
	Dizziness

Headache

	Gastrointestinal disorders
	

	(Common, ≥1% to <10%)
	Nausea

	Skin and subcutaneous tissue disorders
	

	(Common, ≥1% to <10%)
	Rash 

Erythema

Pruritus

	General disorders and administration site conditions
	

	(Very Common, >10%)
	Injection site reactions*

	(Common, ≥1% to <10%)
	Pyrexia

	Investigations
	

	(Common, ≥1% to <10%)
	Transaminase increased

	* Injection site bruising, Injection site hematoma, Injection site burning, Injection site erythema, Injection site hypoesthesia, Injection site irritation, Injection site numbness, Injection site edema, Injection site pain, Injection site pressure sensation, Injection site pruritus, Injection site swelling, Injection site urticaria, and Injection site warmth.


	פרטים על השינוי/ים המבוקש/ים - המשך

	פרק בעלון

	טקסט נוכחי
	טקסט חדש

	4.8 Undesirable effects
	* HAE attacks were reported as adverse reactions, however based on time of occurrence, the majority were recurrent attacks and not related to treatment with Firazyr. 
לא קיים
	* HAE attacks were reported as adverse reactions, however based on time of occurrence, the majority were recurrent attacks and not related to treatment with Firazyr.
Immunogenicity
Across repeated treatment in the controlled phase III trials, transient positivity to anti-icatibant antibodies was observed in rare cases.  All patients maintained efficacy.  One Firazyr-treated patient tested positive for anti-icatibant antibodies before and after treatment with Firazyr.  This patient was followed for 5 months and further samples were negative for anti-icatibant antibodies.  No hypersensitivity or anaphylactic reactions were reported with Firazyr


	5.1 Pharmacodynamic properties
	Pharmacotherapeutic group: other cardiac preparations ATC code: C01EB19.
Efficacy data were obtained from an initial open-label Phase II study and from two randomised, double blind controlled multi centre Phase III studies (one with oral tranexamic acid as the comparator and one placebo controlled). The pivotal Phase III studies were otherwise identical in design.
 A total of 130 patients were randomized to receive either a 30 mg dose of icatibant (63 patients) or comparator (either tranexamic acid, - 38 or placebo - 29 patients). Subsequent episodes of HAE were treated in an open label extension. Patients with symptoms of laryngeal angioedema received open label treatment with icatibant. 
In the Phase III trials, the primary efficacy endpoint was time to onset of symptom relief using a visual analogue scale (VAS).
לא קיים
In both studies, patients on icatibant had a faster median time to onset of symptom relief (2.0 and 2.5 hours, respectively) compared to tranexamic acid (12.0 hours) and placebo (4.6 hours). The treatment effect of icatibant was confirmed by secondary efficacy endpoints. 

	Pharmacotherapeutic group: cardiac therapy, other cardiac preparations ATC code: C01EB19 B06AC02.
Efficacy data were obtained from an initial open-label Phase II study and from three controlled Phase III studies. Phase III clinical studies (FAST-1 and FAST-2) were randomized, double-blind, controlled trials and had identical designs except for the comparator  (one with oral tranexamic acid as the comparator and one placebo controlled). A total of 130 patients were randomized to receive either a 30 mg dose of icatibant (63 patients) or comparator (either tranexamic acid, - 38 or placebo - 29 patients). Subsequent episodes of HAE were treated in an open label extension. Patients with symptoms of laryngeal angioedema received open label treatment with icatibant. 
In the Phase III trials, the primary efficacy endpoint was time to onset of symptom relief using a visual analogue scale (VAS). Table 2 shows the efficacy results for these studies.
FAST-3 was a randomized, placebo-controlled, parallel-group study of 98 adult patients with a median age of 36 years. Patients were randomized to receive either icatibant 30mg or placebo by subcutaneous injection. A subset of patients in this study experienced acute HAE attacks while receiving androgens, antifibrinolytic agents or Cl inhibitors. The primary endpoint was time to onset of symptom relief assessed using a 3-item composite visual analog score (VAS-3) consisting of assessments of skin swelling, skin pain, and abdominal pain. Table 3 shows the efficacy results for FAST-3.
 In these studies, patients on icatibant had a faster median time to onset of symptom relief (2.0, 2.5 hours and 2.0, respectively) compared to tranexamic acid (12.0 hours) and placebo (4.6 and 19.8 hours). The treatment effect of icatibant was confirmed by secondary efficacy endpoints. 
In an integrated analysis of these controlled Phase III studies, the time to onset of symptom relief and time to onset of primary symptom relief were similar regardless of age group, sex, race, weight or whether or not the patient used androgens or antifibrinolytic agents.
Response was also consistent across repeated attacks in the controlled Phase III trials. A total of 225 patients were treated with 1,076 doses of 30mg icatibant for 987 attacks of acute HAE. In an assessment of the first 5 icatibant-treated attacks (621 doses for 582 attacks) the time to onset of symptom relief was similar across attacks. 92.9 % of these attacks were treated with a single dose of icatibant.


	5.1 Pharmacodynamic properties
	טבלה בסוף הסעיף – שינוי כותרות
The following table shows the results for the two pivotal trials

Study 1

Study 2 

שינוי נתונים בסעיפי הטבלה כמפורט:
FAST -1 

Placebo
Icatibant

-23.5

-44.6

Change from baseline to 4 hours

-22.3 (-36.1, -9.3) p=0.002
Difference between treatments (95% CI, p-value)

-41.0
-53.9

Change from baseline to 12 hours
-14.0 (-27.7, -0.3) p=0.046
Difference between treatments (95% CI, p-value)
23.3
8.5
All episodes (N=56)

	Table 2. Efficacy results for FAST-1 and FAST-2

FAST-2

FAST-1

FAST -1 

Placebo
Icatibant

-23.5

-44.8
Change from baseline to 4 hours

-23.3 (-37.1, -9.4) p=0.002
Difference between treatments (95% CI, p-value)

-42.4

-54.2
Change from baseline to 12 hours
-15.2 (-28.6, -1.7) p=0.028
Difference between treatments (95% CI, p-value)
19.4
8.5
All episodes (N=56)



סעיף 5.1 Pharmacodynamic properties הוספת טבלה עם נתוני ניסוי חדש – FAST 3:
Table 3. Efficacy results for FAST-3

	Efficacy Results: FAST-3; Controlled Phase -- ITT population

	Endpoint
	Statistic
	Firazyr
	Placebo
	p-value

	
	
	(n = 43)
	(n=45)
	

	Primary Endpoint
	
	
	
	

	Time to Onset of Symptom Relief-- Composite VAS (hrs) 
	Median
	2.0
	19.8
	<0.001

	Other Endpoints
	
	
	
	

	Time to Onset of Primary Symptom Relief (hrs) 
	Median
	1.5
	18.5
	< 0.001

	
	
	
	
	

	Change in Composite VAS Score at 2 hrs after treatment 
	Mean
	-19.74
	-7.49
	< 0.001

	Change in Composite Subject-Assessed Symptom Score at 2 hours 
	Mean
	-0.53
	-0.22
	< 0.001

	Change in Composite Investigator-Assessed Symptom Score at 2 hours 
	Mean
	-0.44
	-0.19
	< 0.001

	Time to Almost Complete Symptom Relief (hrs) 
	Median
	8.0
	36.0
	0.012

	Time to Subject-Assessed Initial Symptom Improvement (hrs) 
	Median
	0.8
	3.5
	< 0.001

	Time to Investigator-Assessed Initial  Visual Symptom Improvement (hrs) 
	Median
	0.8
	3.4
	< 0.001


	פרטים על השינוי/ים המבוקש/ים - המשך

	5.1 Pharmacodynamic properties
	126 were treated in the open label extension (OLE) phase for a total of 714 separate attacks. The efficacy results were similar to those seen in the controlled phase of the studies. The majority of attacks (88.2% in Study 2 and 89.8%, in Study 1) in both studies required only a single dose of icatibant. 
A total of 38 patients were treated for a total of 78 attacks of HAE affecting the larynx. The results were again similar to patients with non-laryngeal attacks of HAE with a median time to start of regression of symptoms of 0.6 - 1.0 hours (controlled phase). 

	126 were treated in the open label extension (OLE) phase FAST-1 and FAST-2 for a total of 714 separate attacks. The efficacy results were similar to those seen in the controlled phase of the studies. The majority of attacks (88.2% in FAST-1and 89.8%, in FAST-2) in both studies required only a single dose of icatibant. 
A total of 60 patients with attacks of HAE affecting the larynx were treated in these controlled Phase III clinical trials. The results were similar to patients with non-laryngeal attacks of HAE with respect to time to onset of symptom relief. 


	5.3 Preclinical safety data
	Repeated-dose studies of up to 3-months duration have been conducted in rat and dog. 
Maximum daily exposures (AUC) at the No Observed Adverse Effect Levels in the 3-month study in rat were 3.6 times and in the 4 week study in dog were 9.4 times the AUC in humans after a subcutaneous dose of 30 mg. 
Long-term studies to determine the carcinogenic potential of icatibant have not been conducted to date. 
In immature rats and dogs, repeated use of icatibant reversibly delayed sexual maturation. The effects appeared to be secondary to icatibant-induced changes in gonadotrophin levels, and were reversible. Similar effects of icatibant on gonadotrophins also occurred in sexually mature dogs. 
Icatibant had no effect on the fertility of male mice and rats. 
Icatibant did not elicit any cardiac conduction change in vitro (hERG channel) or in vivo in normal dogs or in various dog models (ventricular pacing, physical exertion and coronary ligation) where no associated hemodynamic changes were observed. Icatibant has been shown to aggravate induced cardiac ischemia in several non-clinical models, although a detrimental effect has not consistently been shown in acute ischemia.
	Repeated-dose studies of up to 6‑months duration in rats and 9-months duration in dogs have been conducted. In both rats and dogs, there was a dose-related reduction in circulating sex hormone levels and the repeated use of icatibant reversibly delayed sexual maturation.

Maximum daily exposures defined by area under the curve (AUC) at the No Observed Adverse Effect Levels (NOAEL) in the 9-month study in dog were 2.3 times the AUC in humans after a subcutaneous dose of 30 mg. A NOAEL was not measurable in the rat study, however, all of the findings from that study showed either completely or partially reversible effects in treated rats.  Adrenal gland hypertrophy was observed at all doses tested in rats.  Adrenal gland hypertrophy was seen to reverse after cessation of icatibant treatment.  The clinical relevance of the adrenal gland findings is unknown.

Icatibant had no effect on the fertility of male mice (top dose 80.8 mg/kg/day) and rats (top dose 10 mg/kg/day).

Long-term studies to determine the carcinogenic potential of icatibant have not been conducted to date. 
Icatibant did not elicit any cardiac conduction change in vitro (hERG channel) or in vivo in normal dogs or in various dog models (ventricular pacing, physical exertion and coronary ligation) where no associated hemodynamic changes were observed. Icatibant has been shown to aggravate induced cardiac ischemia in several non-clinical models, although a detrimental effect has not consistently been shown in acute ischemia. 



	7. Manufacturer
	Jerini AG 
Invalidenstr. 130 
D-10115 Berlin 

	Shire Orphan Therapies GmbH
Friedrichstrasse 149
D-10117 Berlin

Germany



בעלון לצרכן
	פרטים על השינוי/ים המבוקש/ים

	פרק בעלון

	טקסט נוכחי
	טקסט חדש

	תופעות לוואי
	תופעות לוואי שכיחות מאוד: תופעות באתר ההזרקה (גירוי בעור, התנפחות, כאב, גירוד, אריתמה ותחושת שריפה).
תופעות לוואי שכיחות: שינויים בבדיקות דם, כאב ראש, סחרחורת, גירוד, פריחה, אדמומיות בעור
תופעות לוואי לא שכיחות: שינויים בתפקוד הכבד, אסתמה, אף סתום, חבורות, שיעול, חום, גלי חום, עליה בחומצה אורית בדם (עלול להצביע על גאוט), עליה ברמת גלוקוז בדם, עוויתות שרירים, בחילה או הקאה, חרלת, הרפס זוסטר (שלבקת חוגרת), כאב גרון, חלבון בשתן, עייפות, חולשה, עלייה במשקל.
	תופעות לוואי שכיחות מאוד: תופעות באתר ההזרקה (גירוי בעור, התנפחות, תחושת לחץ, כאב, גירוד, אריתמה תחושת שריפה, חבורה, חוסר תחושה ו/או קהות, פריחה מגרדת וחום).
תופעות לוואי שכיחות: הרגשת חולי, כאב ראש, סחרחורת, חום, גירוד, פריחה, אדמומיות בעור, שינויים בתפקודי כבד.
תופעות לוואי לא שכיחות: שינויים בתפקוד הכבד, אסתמה, אף סתום, חבורות, שיעול, חום, גלי חום, עליה בחומצה אורית בדם (עלול להצביע על גאוט), עליה ברמת גלוקוז בדם, עוויתות שרירים, בחילה או הקאה, חרלת, הרפס זוסטר (שלבקת חוגרת), כאב גרון, חלבון בשתן, עייפות, חולשה, עלייה במשקל.

	יצרן
	JERINI AG, GERMANY
	Shire Orphan, Germany


כמו כן העלון עודכן לפורמט החדש.
