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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 __________________21.3.2013_____

שם תכשיר באנגלית ומספר הרישום _____148-03-33481-00_____ZYTIGA _______________
שם בעל הרישום ________________J-C HEALTH CARE____________________
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות 

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	למי מיועדת התרופה
	זייטיגה הינה תרופת מרשם המכילה חומר פעיל הנקרא אבירטרון אצטאט. זייטיגה ניתנת יחד עם פרדניזון. 

זייטיגה משמשת לטיפול בגברים עם סרטן ערמונית גרורתי שלא ניתן לטיפול בניתוח ועמיד לתרופות להורדת טוטסטרון, ואשר קיבלו טיפול עם דוסטקסל. 


	זייטיגה הינה תרופת מרשם המכילה חומר פעיל הנקרא אבירטרון אצטאט. זייטיגה ניתנת יחד עם פרדניזון. 

זייטיגה משמשת לטיפול בגברים עם סרטן ערמונית גרורתי שלא ניתן לטיפול בניתוח ועמיד לתרופות להורדת טוטסטרון, ואשר קיבלו טיפול עם דוסטקסל. 



	אין להשתמש בתכשיר אם
	· אם אתה רגיש (אלרגית) לאבירטרון אצטאט או לכל אחד מהמרכיבים הנוספים אשר מכילה התרופה. לרשימת המרכיבים הנוספים ראה סעיף 6  "מידע נוסף".
· אם הנך בהריון או עשויה להיות בהריון. זייטיגה עלולה לפגוע בעובר.
על נשים אשר הינן בהריון או עשויות להיות בהריון אסור לגעת בזייטיגה ללא הגנה, עליהן לנקוט באמצעי הגנה כגון לבישת כפפות, אם עליהן לגעת בתרופה.

	· אם אתה רגיש (אלרגית) לאבירטרון אצטאט או לכל אחד מהמרכיבים הנוספים אשר מכילה התרופה. לרשימת המרכיבים הנוספים ראה סעיף 6  "מידע נוסף".
· אם הנך בהריון או עשויה להיות בהריון. זייטיגה עלולה לפגוע בעובר.
על נשים אשר הינן בהריון או עשויות להיות בהריון אסור לגעת בזייטיגה ללא הגנה, עליהן לנקוט באמצעי הגנה כגון לבישת כפפות, אם עליהן לגעת בתרופה.
· אם יש לך נזק כיבדי חמור


	לפני השימוש בתרופה
	· לפני הטיפול בזייטיגה ,  יש ליידע את הרופא על מצבך:
· אם הינך סובל מבעיות לב,או אם סבלת בעבר מבעיות בכלי הדם.
· אם סבלת בעבר מלחץ דם גבוה,או אי ספיקת לב, או רמות נמוכות של אשלגן בדם.
· אם הינך סובל מבעיות בכבד
· אם הינך בעל היסטוריה של בעיות בבלוטת יותרת הכלייה (אדרנל) ו\או בבלוטת יותרת המוח (pituitary)
· אם הינך סובל מכל בעייה רפואית אחרת
· אם הינך מתכננת להיות בהריון, ראי סעיף "אין להשתמש בתכשיר"
· אם אתה לוקח , או לקחת לאחרונה,תרופות אחרות כולל תרופות ללא מרשם ותוספי  תזונה, ספר על כך לרופא או לרוקח.
זיטיגה יכולה להגיב עם תרופות רבות ! רצוי להכין רשימה של כל התרופות שאתה נוטל כדי ליידע את הרופא שלך או את הרוקח.
אין להתחיל או להפסיק שימוש בשום תרופה לפני התייעצות עם הרופא שרשם לך זייטיגה............
· הריון והנקה
זייטיגה אינה מיועדת לשימוש בנשים. 
- על נשים אשר הינן בהריון או עשויות להיות בהריון אסור לגעת בזייטיגה ללא הגנה. עליהן לנקוט באמצעי הגנה כגון לבישת כפפות, אם הן צריכות לגעת בתרופה.

	· לפני הטיפול בזייטיגה ,  יש ליידע את הרופא על מצבך:
· אם הינך סובל מבעיות לב,או אם סבלת בעבר מבעיות בכלי הדם.
· אם סבלת בעבר מלחץ דם גבוה,או אי ספיקת לב, או רמות נמוכות של אשלגן בדם.
· אם הינך סובל מבעיות בכבד
· אם הינך בעל היסטוריה של בעיות בבלוטת יותרת הכלייה (אדרנל) ו\או בבלוטת יותרת המוח (pituitary)
· הינך סובל מקצב לב לא רגיל או קצב לב מהיר
· אם הינך סובל מקוצר נשימה
· אם אם עליתה במהירות במשקל
· אם יש לך נפיחות בכפות רגליים, קרסוליים או רגליים
· אם נטלת בעבר קטוקונזול לטיפול בסרטן הערמונית
· אם יש לך רמות גבוהות של סוכר בדם
· אם הינך סובל מכל בעייה רפואית אחרת
· אם הינך מתכננת להיות בהריון, ראי סעיף "אין להשתמש בתכשיר"
· אם אתה לוקח , או לקחת לאחרונה,תרופות אחרות כולל תרופות ללא מרשם ותוספי  תזונה, ספר על כך לרופא או לרוקח.
זיטיגה יכולה להגיב עם תרופות רבות (כולל תרופות ללב, תרופות מרגיעות ותרופות אחרות) ! רצוי להכין רשימה של כל התרופות שאתה נוטל כדי ליידע את הרופא שלך או את הרוקח.
אין להתחיל או להפסיק שימוש בשום תרופה לפני התייעצות עם הרופא שרשם לך זייטיגה
...........

· הריון והנקה
זייטיגה אינה מיועדת לשימוש בנשים. 

-תרופה זו עלולה להזיק לעוברים אם נלקחת על ידי נשים בהריון

 ואסורה להילקח על ידי נשים מניקות. 

- על נשים אשר הינן בהריון או עשויות להיות בהריון אסור לגעת בזייטיגה ללא הגנה. עליהן לנקוט באמצעי הגנה כגון לבישת כפפות, אם הן צריכות לגעת בתרופה.


	כיצד תשתמש בתרופה
	
	

זיטיגה נלקחת יחד עם תרופה הנקראת פרדניזון. יש ליטול את הפרדניזול על פי הוראות הרופא. 



	תופעות לוואי
	תופעות לוואי המופיעות לעיתים קרובות:

-נפיחות או כאב במפרקים

-כאבי שרירים

-גלי חום

-שילשול

-זיהום בדרכי השתן

-שיעול

-קצב לב לא רגיל

-השתנה תכופה מהרגיל

-צורך לקום בלילה להשתין

-צרבת

-תסמינים דמויי שפעת

-שברים בעצמות

	תופעות לוואי המופיעות לעיתים קרובות:

-נפיחות או כאב במפרקים

-כאבי שרירים

-גלי חום

-שילשול

-זיהום בדרכי השתן

-שיעול

-קצב לב לא רגיל

-השתנה תכופה מהרגיל

-צורך לקום בלילה להשתין

-צרבת

-תסמינים דמויי שפעת

-שברים בעצמות
-חולשה

   -גלי חום

   -הקאה

  -לחץ דם גבוה

-קוצר נשימה

-היפצעות

-רמה נמוכה של תאי דם אדומים (אנמיה)

-רמה נמוכה של אשלגן בדם
-רמה גבוה של סוכר  בדם
-רמות גבוהות של כולסטרול וטריגליצרידים בדם
-תוצאות חריגות אחרות בבדיקת דם
-פריחה

-דם בשתן

-קשיי עיכול

-כשל לבבי

-כאב בחזה



הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא

 תאריך __________________21.3.2013_____

שם תכשיר באנגלית ומספר הרישום _____148-03-33481-00_____ZYTIGA _______________
שם בעל הרישום ________________J-C HEALTH CARE____________________
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	INDICATIONS AND USAGE
	ZYTIGA in combination with prednisone is indicated for the treatment of patients with

        metastatic castration-resistant prostate cancer (CRPC) who have received prior


chemotherapy containing docetaxel.


	ZYTIGA in combination with prednisone is indicated for the treatment of patients with

        metastatic castration-resistant prostate cancer (CRPC) who have received prior


chemotherapy containing docetaxel.

ZYTIGA is a CYP17 inhibitor indicated in combination with prednisone for the treatment of patients with metastatic castration-resistant prostate cancer.


	DOSAGE AND ADMINISTRATION 


	2.1 Recommended Dosage

The recommended dose of ZYTIGA is 1,000 mg (four 250mg tablets) administered orally

once daily in combination with prednisone 5 mg administered orally twice daily. ZYTIGA must be

taken on an empty stomach. No food should be consumed for at least two hours

before the dose of ZYTIGA is taken and for at least one hour after the dose of

ZYTIGA is taken [see Clinical pharmacology (12.3)]. The tablets should be

swallowed whole with water.


	2.1 Recommended Dosage

The recommended dose of ZYTIGA is 1,000 mg (four 250mg tablets) administered orally

once daily in combination with prednisone 5 mg administered orally twice daily. ZYTIGA must be

taken on an empty stomach. No food should be consumed for at least two hours

before the dose of ZYTIGA is taken and for at least one hour after the dose of

ZYTIGA is taken [see Clinical pharmacology (12.3)]. The tablets should be

swallowed whole with water. Do not crush or chew tablets.


	
	2.2 Dose Modification Guidelines


Hepatic Impairment

In patients with baseline moderate hepatic impairment (Child-Pugh Class B), reduce

   the recommended dose of ZYTIGA to 250 mg once daily. A once daily dose of 

   250 mg in patients with moderate hepatic impairment is predicted to result in an area


under the concentration curve (AUC) similar to the AUC seen in patients with normal 


hepatic function receiving 1,000 mg once daily. However, there are no clinical data at


the dose of 250 mg once daily in patients with moderate hepatic impairment and 


caution is advised. In patients with moderate hepatic impairment monitor ALT, AST, 


and bilirubin prior to the start of treatment, every week for the first month, every two 


weeks for the following two months of treatment and monthly thereafter. If elevations


in ALT and/or AST greater than 5X upper limit of normal (ULN) or total bilirubin 

greater than 3X ULN occur in patients with baseline moderate hepatic impairment, discontinue ZYTIGA and do not re-treat patients with ZYTIGA [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)]. 

Avoid ZYTIGA in patients with baseline severe hepatic impairment (Child-Pugh Class C), 

as ZYTIGA has not been studied in this population, and no dose adjustment can be predicted.

	2.2 Dose Modification Guidelines


Hepatic Impairment

In patients with baseline moderate hepatic impairment (Child-Pugh Class B), reduce

    the recommended dose of ZYTIGA to 250 mg once daily. A once daily dose of 

   250 mg in patients with moderate hepatic impairment is predicted to result in an area

   under the concentration curve (AUC) similar to the AUC seen in patients with normal 


hepatic function receiving 1,000 mg once daily. However, there are no clinical data at


the dose of 250 mg once daily in patients with moderate hepatic impairment and 


caution is advised. In patients with moderate hepatic impairment monitor ALT, AST, 


and bilirubin prior to the start of treatment, every week for the first month, every two 


weeks for the following two months of treatment and monthly thereafter. If elevations


in ALT and/or AST greater than 5X upper limit of normal (ULN) or total bilirubin 

greater than 3X ULN occur in patients with baseline moderate hepatic impairment, discontinue ZYTIGA and do not re-treat patients with ZYTIGA [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)]. 

            ZYTIGA should not be used in patients with severe hepatic impairment (Child-Pugh Class C).

Avoid ZYTIGA in patients with baseline severe hepatic impairment (Child-Pugh Class C), 

as ZYTIGA has not been studied in this population, and no dose adjustment can be predicted.


	4 
CONTRAINDICATIONS


	4.1 
Pregnancy


ZYTIGA may cause fetal harm when administered to a pregnant woman. 
. ZYTIGA is contraindicated in women who are or may become pregnant. If this drug 

      is used  during pregnancy, or if the patient becomes pregnant while taking this drug, the 

      
patient should be apprised of the potential hazard to the fetus. 
	4.1 
Pregnancy


ZYTIGA may cause fetal harm when administered to a pregnant woman. ZYTIGA is not indicated   

      for use in women. ZYTIGA is contraindicated in women who are or may become pregnant. If this drug 

      is used  during pregnancy, or if the patient becomes pregnant while taking this drug, the 

      
patient should be apprised of the potential hazard to the fetus. apprise the patient of the potential hazard to the fetus and the potential risk for pregnancy loss [see Use in Specific Populations (8.1)].
4.2 Hypersensitivity to the active substance or to any of the excipients listed in section 11.

4.3 Severe hepatic impairment [Child-Pugh Class C)


	5 WARNINGS AND PRECAUTIONS


	5.1 
Hypertension, Hypokalemia and Fluid Retention Due to 

      Mineralocorticoid Excess


Use ZYTIGA with caution in patients with a history of cardiovascular disease. 

       
ZYTIGA may cause hypertension, hypokalemia, and fluid retention as a consequence


of increased mineralocorticoid levels resulting from CYP17 inhibition 


[see Adverse Reactions (6) and Clinical Pharmacology (12.1)]. 

         Co-administration of a corticosteroid suppresses adrenocorticotropic hormone (ACTH) drive, resulting   

         in a reduction in the incidence and severity of these adverse reactions. Use caution when 


treating patients whose underlying medical conditions might be compromised by 


increases in blood pressure, hypokalemia or fluid retention, e.g., those with heart 


failure, recent myocardial infarction or ventricular arrhythmia. 
. The safety of ZYTIGA in patients with left ventricular 

       ejection fraction <50% or NYHA Class III or IV 


heart failure has not been 

       established because these patients were excluded from the  randomized clinical trial 

Monitor patients for hypertension, hypokalemia, and fluid 


retention at least once a month. Control hypertension and correct hypokalemia

before and during treatment with ZYTIGA.


	5.1 
Hypertension, Hypokalemia and Fluid Retention Due to 

      Mineralocorticoid Excess


Use ZYTIGA with caution in patients with a history of cardiovascular disease. 

       
ZYTIGA may cause hypertension, hypokalemia, and fluid retention as a consequence


of increased mineralocorticoid levels resulting from CYP17 inhibition 


[see Adverse Reactions (6) and Clinical Pharmacology (12.1)]. 

ZYTIGA may cause hypertension, hypokalemia, and fluid retention as a consequence of increased mineralocorticoid levels resulting from CYP17 inhibition [see Clinical Pharmacology (12.1)]. In the two randomized clinical trials, grade 3 to 4 hypertension occurred in 2% of patients, grade 3 to 4 hypokalemia in 4% of patients, and grade 3 to 4 edema in 1% of patients treated with ZYTIGA. [see Adverse Reactions (6)].
         Co-administration of a corticosteroid suppresses adrenocorticotropic hormone (ACTH) drive, resulting   

         in a reduction in the incidence and severity of these adverse reactions. Use caution when 


treating patients whose underlying medical conditions might be compromised by 


increases in blood pressure, hypokalemia or fluid retention, e.g., those with heart 


failure, recent myocardial infarction or ventricular arrhythmia. Use ZYTIGA with caution in patients  

       with a history of cardiovascular disease. The safety of ZYTIGA in patients with left ventricular 

       ejection fraction <50% or New York Heart Association (NYHA) Class III or IV 


heart failure (in Study 1) or NYHA Class II to IV heart failure (in Study 2) was has not been 

       established because these patients were excluded from the  randomized clinical trial [see Clinical   

       Studies (14)]. Monitor patients for hypertension, hypokalemia, and fluid 


retention at least once a month. Control hypertension and correct hypokalemia

before and during treatment with ZYTIGA.



	
	5.2 Adrenocortical Insufficiency
Adrenocortical insufficiency has been reported in clinical trials in patients receiving ZYTIGA in combination with prednisone, following interruption of daily steroids …………… dosage of corticosteroids may be indicated


 before, during and after stressful situations [see Warnings and Precautions (5.1)].


	5.2 Adrenocortical Insufficiency
Adrenal insufficiency occurred in the two randomized clinical studies in 0.5% of patients taking ZYTIGA and in 0.2% of patients taking placebo.  
Adrenocortical insufficiency has been was reported in clinical trials in patients receiving ZYTIGA in combination with prednisone, following interruption of daily steroids and/or with concurrent infection or stress. Use caution and monitor for symptoms 
and signs of adrenocortical insufficiency, ……….. Warnings and Precautions (5.1)].



	
	5.3 Hepatotoxicity

Marked increases in liver enzymes leading to drug discontinuation or dosage 

modification have occurred [see Adverse Reactions (6)]. 

Measure serum transaminases (ALT and AST) and bilirubin levels prior to starting ……………… function.

Re-treatment with ZYTIGA at a reduced dose level may take place only after return

of liver function tests to the patient’s baseline or to AST and ALT less than or equal

to 2.5X ULN and total bilirubin less than or equal to 1.5X ULN [see Dosage and Administration (2.2)].

The safety of ZYTIGA re-treatment of patients who develop AST or ALT greater than or 

equal to 20X ULN and/or bilirubin greater than or equal to 10X ULN is unknown.


	5.3 Hepatotoxicity

Marked increases in liver enzymes leading to drug discontinuation or dosage 

modification have occurred [see Adverse Reactions (6)]. 

In the two randomized clinical trials, grade 3 or 4 ALT or AST increases (at least 5X ULN) were reported in 4% of patients who received ZYTIGA, typically during the first 3 months after starting treatment. Patients whose baseline ALT or AST were elevated were more likely to experience liver test elevation than those beginning with normal values. Treatment discontinuation due to liver enzyme increases occurred in 1% of patients taking ZYTIGA. No deaths clearly related to ZYTIGA were reported due to hepatotoxicity events.
Measure serum transaminases (ALT and AST) and bilirubin levels prior to starting treatment

with ZYTIGA, every two weeks for the first ………..
The safety of ZYTIGA re-treatment of patients who develop AST or ALT greater than or 

equal to 20X ULN and/or bilirubin greater than or equal to 10X ULN is unknown.



	Food effect Increased Zytiga Exposures with Food
	ZYTIGA must be taken on an empty stomach. No food should be consumed for at 

least two hours before the dose of ZYTIGA is taken and for at least one hour after the 

dose of ZYTIGA is taken. Abiraterone Cmax and AUC0-∞ (exposure) were increased up

to 17- and 10-fold higher, respectively, when a single dose of abiraterone acetate was administered with a meal compared to a fasted state. The safety of these increased 

exposures when multiple doses of abiraterone acetate are taken with food has not 

been assessed [see Dosage and Administration (2.1) and Clinical Pharmacology

 (12.3)].

	ZYTIGA must be taken on an empty stomach. No food should be consumed for at 

least two hours before the dose of ZYTIGA is taken and for at least one hour after the 

dose of ZYTIGA is taken. Abiraterone Cmax and AUC0-∞ (exposure) were increased up

to 17- and 10-fold higher, respectively, when a single dose of abiraterone acetate was administered with a meal compared to a fasted state. The safety of these increased 

exposures when multiple doses of abiraterone acetate are taken with food has not 

been assessed [see Dosage and Administration (2.1) and Clinical Pharmacology

 (12.3)].

Bone density

Decreased bone density may occur in men with metastatic advanced prostate cancer (castration

resistant prostate cancer). The use of ZYTIGA in combination with a glucocorticoid could increase

this effect.

Prior use of ketoconazole

Lower rates of response might be expected in patients previously treated with ketoconazole for

prostate cancer.

Hyperglycaemia

The use of glucocorticoids could increase hyperglycaemia, therefore blood sugar should be measured

frequently in patients with diabetes.

Use with chemotherapy

The safety and efficacy of concomitant use of ZYTIGA with cytotoxic chemotherapy has not been

established .

Intolerance to excipients

This medicinal product contains lactose. Patients with rare hereditary problems of galactose

intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this

medicine. This medicinal product also contains more than 1 mmol (or 27.2 mg) sodium per dose of

four tablets. To be taken into consideration by patients on a controlled sodium diet.

Potential risks

Anaemia and sexual dysfunction may occur in men with metastatic castration resistant prostate cancer including those undergoing treatment with ZYTIGA.


	6 ADVERSE REACTIONS


	The following are discussed in more detail in other sections of the labeling:

• Hypertension, hypokalemia, and fluid retention due to mineralocorticoid excess

[seeWarnings and Precautions (5.1)].

• Adrenocortical insufficiency [see Warnings and Precautions (5.2)].

• Hepatotoxicity [see Warnings and Precautions (5.3)].

• Food effect  [see Warnings and Precautions (5.4)].


	The following are discussed in more detail in other sections of the labeling:

• Hypertension, hypokalemia, and fluid retention due to mineralocorticoid excess

[seeWarnings and Precautions (5.1)].

• Adrenocortical insufficiency [see Warnings and Precautions (5.2)].

• Hepatotoxicity [see Warnings and Precautions (5.3)].

• Food effect  Increased Zytiga Exposures with Food [see Warnings and Precautions (5.4)].



	6.1 Clinical Trial Experience


	Because clinical trials are conducted under widely varying conditions, adverse 

reaction rates observed in the clinical trials of a drug cannot be directly compared to 

rates in the clinical trials of another drug and may not reflect the rates observed in 

clinical practice.

 In a placebo-controlled, multicenter phase 3 clinical trial of patients with metastatic castration-resistant prostate cancer who were using a gonadotropin-releasing hormone (GnRH) agonist or were previously treated with orchiectomy, ZYTIGA was administered at a dose of 1,000 mg daily in combination 

with prednisone 5 mg twice daily in the active treatment arm (N = 791). Placebo plus prednisone 5 mg twice daily was given to control patients (N = 394). The median duration of treatment with ZYTIGA was 8 months. 

The most common adverse drug reactions (≥5%) reported in clinical studies were joint swelling

 or discomfort, hypokalemia, edema, muscle discomfort, hot flush, diarrhea, urinary

tract infection, cough, hypertension, arrhythmia, urinary frequency, nocturia, dyspepsia, fractures

and upper respiratory tract infection.

The most common adverse drug reactions that resulted in drug discontinuation were

aspartate aminotransferase increased, alanine aminotransferase increased, urosepsis and

cardiac failure (each in <1% of patients taking ZYTIGA).

Adverse reactions and laboratory abnormalities related to mineralocorticoid effects 

were reported more commonly in patients treated with ZYTIGA than in patients treated 

with placebo: hypokalemia 28% versus 20%, hypertension 9% versus 7% and fluid 

retention (edema) 27% versus 18%, respectively (see Table 1). In patients treated with ZYTIGA, grades 3 to 4 hypokalemia occurred in 5% of patients and grades 3 to 4 hypertension was reported in 1% of patients [see Warnings and Precautions (5.1)].

Table 1 shows adverse reactions due to ZYTIGA that occurred with either a ≥ 2% 

absolute increase in frequency compared to placebo, or were events of special 

interest (mineralocorticoid excess, cardiac adverse reactions, and liver toxicities).
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Two randomized placebo-controlled, multicenter clinical trials enrolled patients who had metastatic castration-resistant prostate cancer who were using a gonadotropin-releasing hormone (GnRH) agonist or were previously treated with orchiectomy. In both Study 1 and Study 2 ZYTIGA was administered at a dose of 1,000 mg daily in combination with prednisone 5 mg twice daily in the active treatment arms. Placebo plus prednisone 5 mg twice daily was given to control patients.
The most common adverse drug reactions (≥10%) reported in the two randomized clinical trials that occurred more commonly (>2%) in the abiraterone acetate arm were fatigue, joint swelling or discomfort, edema, hot flush, diarrhea, vomiting, cough, hypertension, dyspnea, urinary tract infection and contusion.

The most common laboratory abnormalities (>20%) reported in the two randomized clinical trials that occurred more commonly (≥2%) in the abiraterone acetate arm were anemia, elevated alkaline phosphatase, hypertriglyceridemia, lymphopenia, hypercholesterolemia, hyperglycemia, elevated AST, hypophosphatemia, elevated ALT and hypokalemia.

Study 1: Metastatic CRPC Following Chemotherapy 
Study 1 enrolled 1195 patients with metastatic CRPC who had received prior docetaxel chemotherapy. Patients were not eligible if AST and/or ALT ≥ 2.5 XULN in the absence of liver metastases. Patients with liver metastases were excluded if AST and/or ALT > 5X ULN. 

Table 1 shows adverse reactions on the ZYTIGA arm in Study 1 that occurred with a ≥2% absolute increase in frequency compared to placebo or were events of special interest. The median duration of treatment with ZYTIGA was 8 months.


	
	[image: image1.emf]
	[image: image2.emf]

	
	
	[image: image3.emf]

	
	
	Study 2: Metastatic CRPC Prior to Chemotherapy 
Study 2 enrolled 1088 patients with metastatic CRPC who had not received prior cytotoxic chemotherapy. Patients were ineligible if AST and/or ALT ≥ 2.5X ULN and patients were excluded if they had liver metastases. 
Table 3 shows adverse reactions on the ZYTIGA arm in Study 2 that occurred with a ≥ 2% absolute increase in frequency compared to placebo. The median duration of treatment with ZYTIGA was 13.8 months
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	1 Adverse events graded according to CTCAE version 3.0

 2 Includes terms Edema peripheral, Pitting edema, and Generalized edema 

3 Includes terms Arthritis, Arthralgia, Joint swelling, and Joint stiffness
Table 4 shows laboratory abnormalities that occurred in greater than 15% of patients, and more frequently (>5%) in the ZYTIGA arm compared to placebo in Study 2. Grade 3-4 lymphopenia (9%), hyperglycemia (7%) and high alanine aminotransferase (6%) occurred at a greater than 5% rate in the ZYTIGA arm.
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	Cardiovascular Adverse Reactions:

Cardiovascular adverse reactions in the phase 3 trial are shown in Table 1. 

The majority of arrhythmias were grade 1 or 2. Grade 3-4 arrhythmias occurred at 

similar rates in the two arms. There was one death associated with arrhythmia and 

one patient with sudden death in the ZYTIGA arm. No patients had sudden death 

or arrhythmia associated with death in the placebo arm. Cardiac ischemia or 

myocardial infarction led to death in 2 patients in the placebo arm and 1 death 

in the ZYTIGA arm. Cardiac failure resulting in death occurred in 1 patient on

both arms.


Hepatotoxicity:

Drug-associated hepatotoxicity with elevated ALT, AST, and total bilirubin has been

reported in patients treated with ZYTIGA. Across all clinical trials, liver function test

elevations (ALT or AST increases of > 5X ULN) were reported in 2.3% of patients 

who received ZYTIGA, typically during the first 3 months after starting treatment.

In the phase 3 trial, patients whose baseline ALT or AST were elevated were more 

likely to experience liver function test elevations than those beginning with normal 

values. When elevations of either ALT or AST > 5X ULN, or elevations in 

bilirubin > 3X ULN were observed, ZYTIGA was withheld or discontinued. 

In two instances marked increases in liver function tests occurred [see Warnings and Precautions (5.3)]. These two patients with normal baseline hepatic function, 

experienced ALT or AST elevations 15 to 40X ULN and bilirubin elevations 

2 to 6 X ULN. Upon discontinuation of ZYTIGA, both patients had normalization

of their liver function tests and one patient was re-treated with ZYTIGA without 

recurrence of the elevations. 

In clinical trials, the following patients were excluded: patients with active hepatitis, patients with baseline ALT and/or AST ≥ 2.5X ULN in the absence of liver metastases, and patients with ALT and/or AST > 5X ULN in the presence of liver metastases. Abnormal liver function tests developing in patients participating in clinical trials were managed by treatment interruption, dose modification and/or 

discontinuation [see Dosage and Administration (2.2) and Warnings and Precautions (5.3)]. Patients with elevations of ALT or AST > 20X ULN were not re-treated.


Other Adverse Reactions:

Adrenal insufficiency occurred in two patients on the abiraterone arm of the phase 3 

Clinical trial (< 1%).

Laboratory Abnormalities of Interest: 

Table 2 shows laboratory values of interest from the phase 3 placebo-controlled 

Clinical trial. Grade 3-4 low serum phosphate (7.2%) and potassium (5.3%) 

occurred more frequently in the ZYTIGA arm.
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Cardiovascular Adverse Reactions: 
In the combined data for studies 1 and 2, cardiac failure occurred more commonly in patients treated with ZYTIGA compared to patients on the placebo arm (2.1% versus 0.7%). Grade 3-4 cardiac failure occurred in 1.6% of patients taking ZYTIGA and led to 5 treatment discontinuations and 2 deaths. Grade 3-4 cardiac failure occurred in 0.2% of patients taking placebo. There were no treatment discontinuations and one death due to cardiac failure in the placebo group. 
In Study 1 and 2, the majority of arrhythmias were grade 1 or 2. There was one death associated with arrhythmia and one patient with sudden death in the ZYTIGA arms and no deaths in the placebo arms. There were 7 (0.5 %) deaths due to cardiorespiratory arrest in the ZYTIGA arms and 3 (0.3 %) deaths in the placebo arms. Myocardial ischemia or myocardial infarction led to death in 3 patients in the placebo arms and 2 deaths in the ZYTIGA arms.


	7 DRUG INTERACTIONS


	7.1 Effects of Abiraterone on Drug Metabolizing Enzymes

ZYTIGA is an inhibitor of the hepatic drug-metabolizing enzyme CYP2D6. 

In a CYP2D6 drug-drug interaction trial, the Cmax and AUC of dextromethorphan

(CYP2D6 substrate) were increased 2.8- and 2.9-fold, respectively, when 

dextromethorphan was given with abiraterone acetate 1,000 mg daily and 

prednisone 5 mg twice daily. Avoid  co-administration of abiraterone acetate 

with substrates of CYP2D6 with a narrow therapeutic index (e.g., thioridazine). 

If alternative treatments cannot be used, exercise caution and consider a dose 

reduction of the concomitant CYP2D6 substrate drug [see ClinicalPharmacology (12.3)].

In vitro, ZYTIGA was shown to inhibit the hepatic drug-metabolizing enzyme CYP2C8.

There are no clinical data on the use of ZYTIGA with drugs that are substrates of CYP2C8.
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In vitro, ZYTIGA inhibits CYP2C8. There are no clinical data on the use of ZYTIGA with drugs that are substrates of CYP2C8. However, patients should be monitored closely for signs of toxicity related to the CYP2C8 substrate if used concomitantly with abiraterone acetate.


	8 USE IN SPECIFIC POPULATIONS


	8.1 Pregnancy



Pregnancy Category X [see Contraindications (4.1)].
ZYTIGA is contraindicated in women who are or may become pregnant while

Receiving the drug. If this drug is used during pregnancy, or if the patient becomes 

pregnant while taking this drug, the patient should be apprised of the potential 

hazard to the fetus and the potential risk for pregnancy loss. Women of 

childbearing potential should be advised to avoid becoming pregnant during 

treatment with ZYTIGA.
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hazard to the fetus and the potential risk for pregnancy loss. Women of 
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ZYTIGA can cause fetal harm when administered to a pregnant woman based on its mechanism of action and findings in animals. While there are no adequate and well-controlled studies with ZYTIGA in pregnant women and ZYTIGA is not indicated for use in women, it is important to know that maternal use of a CYP17 inhibitor could affect development of the fetus. Abiraterone acetate caused developmental toxicity in pregnant rats at exposures that were lower than in patients receiving the recommended dose. ZYTIGA is contraindicated in women who are or may become pregnant while receiving the drug. If this drug is used during pregnancy, or if the patient becomes pregnant while taking this drug, apprise the patient of the potential hazard to the fetus and the potential risk for pregnancy loss. Advise females of reproductive potential to avoid becoming pregnant during treatment with ZYTIGA. 

In an embryo-fetal developmental toxicity study in rats, abiraterone acetate caused developmental toxicity when administered at oral doses of 10, 30 or 100 mg/kg/day throughout the period of organogenesis (gestational days 6-17). Findings included embryo-fetal lethality (increased post implantation loss and resorptions and decreased number of live fetuses), fetal developmental delay (skeletal effects) and urogenital effects (bilateral ureter dilation) at doses ≥10 mg/kg/day, decreased fetal ano-genital distance at ≥30 mg/kg/day, and decreased fetal body weight at 100 mg/kg/day. Doses ≥10 mg/kg/day caused maternal toxicity. The doses tested in rats resulted in systemic exposures (AUC) approximately 0.03, 0.1 and 0.3 times, respectively, the AUC in patients.


	
	
8.4 Pediatric Use

ZYTIGA is not indicated in children.
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Safety and effectiveness of ZYTIGA in pediatric patients have not been established.



	
	
8.5 Geriatric Use

Of the total number of patients in a phase 3 trial of ZYTIGA, 71% of patients 

were 65 years and over and 28% were 75 years and over. 

No overall differences in safety or effectiveness were observed between these 

elderly patients and younger patients.
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Of the total number of patients in a phase 3 trial of ZYTIGA, 71% of patients 

were 65 years and over and 28% were 75 years and over. 

No overall differences in safety or effectiveness were observed between these 

elderly patients and younger patients.

Of the total number of patients receiving ZYTIGA in phase 3 trials, 73% of patients were 65 years and over and 30% were 75 years and over. No overall differences in safety or effectiveness were observed between these elderly patients and younger patients. Other reported clinical experience has not identified differences in responses between the elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out.


	Drug Interactions


	In vitro studies with human hepatic microsomes showed that abiraterone is a strong

 Inhibitor of CYP1A2 and ,CYP2D6 and, a moderate inhibitor of CYP2C9, CYP2C19 

and CYP3A4/5……..

	In vitro studies with human hepatic microsomes showed that abiraterone is a strong

 Inhibitor of CYP1A2 and ,CYP2D6 and CYP2C8, a moderate inhibitor of CYP2C9, CYP2C19 

and CYP3A4/5………


	13  NONCLINICAL TOXICOLOGY


	Developmental or reproductive toxicology studies were not conducted with 

abiraterone acetate. In studies in rats (13- and 26-weeks) and monkeys (39-weeks), 

atrophy, aspermia/hypospermia, and hyperplasia in the reproductive system were 

observed at ≥50 mg/kg/day in rats and ≥250 mg/kg/day in monkeys and were 

consistent with the antiandrogenic pharmacological activity of abiraterone 

[see Nonclinical Toxicology (13.2.)].

These effects were observed in rats and monkeys at approximately 1.14 and 

0.6X the human clinical exposure based on AUC, respectively.
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ZYTIGA has the potential to impair reproductive function and fertility in humans based on findings in animals. In repeat-dose toxicity studies in male rats (13- and 26-weeks) and monkeys (39-weeks), atrophy, aspermia/hypospermia, and hyperplasia in the reproductive system were observed at ≥ 50 mg/kg/day in rats and ≥ 250 mg/kg/day in monkeys and were consistent with the antiandrogenic pharmacological activity of abiraterone [see Nonclinical Toxicology (13.2.)]. These effects were observed in rats at systemic exposures similar to humans and in monkeys at exposures approximately 0.6 times the AUC in humans. 

In fertility studies in rats, reduced organ weights of the reproductive system, sperm counts, sperm motility, altered sperm morphology and decreased fertility were observed in males dosed for 4 weeks at ≥ 30 mg/kg/day. Mating of untreated females with males that received 30 mg/kg/day abiraterone acetate resulted in a reduced number of corpora lutea, implantations and live embryos and an increased incidence of pre-implantation loss. Effects on male rats were reversible after 16 weeks from the last abiraterone acetate administration. Female rats dosed for 2 weeks until day 7 of pregnancy at ≥ 30 mg/kg/day had an increased incidence of irregular or extended estrous cycles and pre-implantation loss (300 mg/kg/day). There were no differences in mating, fertility, and litter parameters in female rats that received abiraterone acetate. Effects on female rats were reversible after 4 weeks from the last abiraterone acetate administration. The dose of 30 mg/kg/day in rats is approximately 0.3 times the recommended dose of 1000 mg/day based on body surface area.


	13.2 Animal Toxicology and/or Pharmacology


	In 13- and 26-week studies in rats and 13- and 39-week studies in monkeys, a 

reduction in circulating testosterone levels occurred with abiraterone acetate at 

approximately one half the human clinical exposure based on AUC. As a result, 

decreases in organ weights and toxicities were observed in the male and female 

reproductive system, adrenal glands, liver, pituitary (rats only), and male mammary 

glands. The changes in the reproductive organs are consistent with the antiandrogenic pharmacological activity of abiraterone acetate. A dosedependent increase in 

cataracts was observed in rats at 26 weeks starting at > ≥50 mg/kg/day (1.14X the 

human clinical exposure based on AUC) 
 In the 39-week monkey study, no cataracts were observed at higher doses 

(2X the clinical exposure based on AUC). All other

toxicities associated with abiraterone acetate reversed or were partially resolved after 

a 4-week recovery period.
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 In the 39-week monkey study, no cataracts were observed at higher doses 

(2X times greater than the clinical exposure based on AUC). All other

toxicities associated with abiraterone acetate reversed or were partially resolved after 

a 4-week recovery period.



	14 CLINICAL STUDIES


	The efficacy and safety of ZYTIGA in patients with metastatic castration-resistant

prostate cancer (CRPC) who had received prior chemotherapy containing docetaxel

were assessed in a randomized, placebo-controlled, multicenter phase 3 clinical 

trial. 

A total of 1195 patients were randomized 2:1 to receive either ZYTIGA orally 

at a dose of 1,000 mg once daily in combination with prednisone 5 mg orally twice

daily (N=797) or placebo once daily plus prednisone 5 mg orally twice daily (N=398). Patients randomized to either arm were to continue treatment until disease 

progression (defined as a 25% increase in PSA over the patient’s baseline/nadir 

together with protocol-defined radiographic progression and symptomatic or clinical progression), initiation of new treatment, unacceptable toxicity or withdrawal. 

Patients with prior ketoconazole treatment for prostate cancer and a history of 

adrenal gland or pituitary disorders were excluded from this trial. 

	The efficacy and safety of ZYTIGA in patients with metastatic castration-resistant

prostate cancer (CRPC) who had received prior chemotherapy containing docetaxel

were assessed in a randomized, placebo-controlled, multicenter phase 3 clinical 

trial. 

The efficacy and safety of ZYTIGA in patients with metastatic castration-resistant prostate cancer (CRPC) that has progressed on androgen deprivation therapy was demonstrated in two randomized, placebo-controlled, multicenter phase 3 clinical trials. Patients with prior ketoconazole treatment for prostate cancer and a history of adrenal gland or pituitary disorders were excluded from these trials. 

Study 1 
Patients with metastatic CRPC who had received prior docetaxel chemotherapy:
A total of 1195 patients were randomized 2:1 to receive either ZYTIGA orally 

at a dose of 1,000 mg once daily in combination with prednisone 5 mg orally twice

daily (N=797) or placebo once daily plus prednisone 5 mg orally twice daily (N=398). Patients randomized to either arm were to continue treatment until disease 

progression (defined as a 25% increase in PSA over the patient’s baseline/nadir 

together with protocol-defined radiographic progression and symptomatic or clinical progression), initiation of new treatment, unacceptable toxicity or withdrawal. 

Patients with prior ketoconazole treatment for prostate cancer and a history of 

adrenal gland or pituitary disorders were excluded from this trial. 
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	Study 2 
Patients with metastatic CRPC who had not received prior cytotoxic chemotherapy 
In Study 2, 1088 patients were randomized 1:1 to receive either ZYTIGA at a dose of 1,000mg once daily (N=546) or Placebo once daily (N=542). Both arms were given concomitant prednisone 5mg twice daily. Patients continued treatment until radiographic or clinical (cytotoxic chemotherapy, radiation or surgical treatment for cancer, pain requiring chronic opioids, or ECOG performance status decline to 3 or more) disease progression, unacceptable toxicity or withdrawal. Patients with moderate or severe pain, opiate use for cancer pain, or visceral organ metastases were excluded. 

Patient demographics were balanced between the treatment arms. The median age was 70 years. The racial distribution of patients treated with ZYTIGA was 95.4% Caucasian, 2.8% Black, 0.7% Asian and 1.1% Other. The ECOG performance status was 0 for 76% of patients, and 1 for 24% of patients. Co-primary efficacy endpoints were overall survival and radiographic progression-free survival (rPFS). Baseline pain assessment was 0-1 (asymptomatic) in 66% of patients and 2-3 (mildly symptomatic) in 26% of patients as defined by the Brief Pain Inventory-Short Form (worst pain over the last 24 hours).
Radiographic progression-free survival was assessed with the use of sequential imaging studies and was defined by bone scan identification of 2 or more new bone lesions with confirmation (Prostate Cancer Working Group 2 criteria) and/or modified Response Evaluation Criteria In Solid Tumors (RECIST) criteria for progression of soft tissue lesions. Analysis of rPFS utilized centrally-reviewed radiographic assessment of progression. 

At the protocol pre-specified third interim analysis for overall survival, 37% (200 of 546) of patients treated with ZYTIGA, compared with 43% (234 of 542) of patients treated with placebo, had died. Overall survival was longer for ZYTIGA than placebo with a hazard ratio of 0.792 (95% CI: 0.655 - 0.956). The p value was 0.0151 which did not meet the pre-specified value for statistical significance (Table 6 and Figure 2).
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	a P-value is derived from a log-rank test stratified by ECOG performance status score (0 vs. 1). 

b Hazard Ratio is derived from a stratified proportional hazards model. Hazard ratio <1 favors ZYTIGA
Figure 2 – Kaplan Meier Overall Survival Curves in Study 2 (Intent-to-Treat analysis) 
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	At the pre-specified rPFS analysis, 150 (28%) patients treated with ZYTIGA and 251 (46%) patients treated with placebo had radiographic progression. A significant difference in rPFS between treatment groups was observed (Table 7 and Figure 3).
[image: image12.emf]
                    NR= Not reached

 a P-value is derived from a log-rank test stratified by ECOG performance status score (0 vs. 1). 

b Hazard Ratio is derived from a stratified proportional hazards model. Hazard ratio <1 favors ZYTIGA
[image: image13.emf] The primary efficacy analyses are supported by the following prospectively defined endpoints. The median time to initiation of cytotoxic chemotherapy was 25.2 months for patients receiving ZYTIGA and 16.8 months for patients receiving placebo (HR=0.580; 95% 

CI: [0.487, 0.691], p<0.0001). 

The median time to opiate use for prostate cancer pain was not reached for patients receiving ZYTIGA and was 23.7 months for patients receiving placebo (HR=0.686; 95% CI: [0.566, 0.833], p=0.0001). The time to opiate use result was supported by a delay in patient reported pain progression favoring the ZYTIGA arm.


	Storage and Handling


	Store at below 30°C.

Period after first opening: 30days. 


	Store at below 30°C.

Period Shelf life after first opening: 30days. 



	PATIENT COUNSELING INFORMATION
	• Patients should be informed that ZYTIGA and prednisone are used together and 

  that they should not interrupt or stop either of these medications without consulting

  their physician.

• Patients receiving GnRH agonists should be informed that they need to maintain this

  treatment during the course of treatment with ZYTIGA and prednisone.

• Patients should be informed that ZYTIGA must not be taken with food and that 

  no food should be consumed for at least two hours before the dose of ZYTIGA 

  is taken and for at least one hour after the dose of ZYTIGA is taken. They should be  

  informed that the tablets should be swallowed whole with water. Patients should be  informed that taking ZYTIGA with food causes increased exposure and this may 

  result in adverse reactions.

• Patients should be informed that ZYTIGA is taken once daily and prednisone is 

  taken twice daily according to their physician’s instructions.

• Patients should be informed that in the event of a missed daily dose of ZYTIGA or

  prednisone, they should take their normal dose the following day. If more than one 

  daily dose is skipped, patients should be told to inform their physician.

• Patients should be apprised of the common side effects associated with ZYTIGA,

  including peripheral edema, hypokalemia, hypertension , and urinary 

 tract infection.  Direct the patient to a complete list of adverse drug reactions in PATIENT 

  INFORMATION.
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• Patients receiving GnRH agonists should be informed that they need to maintain this

  treatment during the course of treatment with ZYTIGA and prednisone.

• Patients should be informed that ZYTIGA must not be taken with food and that 

  no food should be consumed for at least two hours before the dose of ZYTIGA 

  is taken and for at least one hour after the dose of ZYTIGA is taken. They should be  

  informed that the tablets should be swallowed whole with water without crushing or chewing. Patients should be  informed that taking ZYTIGA with food causes increased exposure and this may 

  result in adverse reactions.

• Patients should be informed that ZYTIGA is taken once daily and prednisone is 

  taken twice daily according to their physician’s instructions.

• Patients should be informed that in the event of a missed daily dose of ZYTIGA or

  prednisone, they should take their normal dose the following day. If more than one 

  daily dose is skipped, patients should be told to inform their physician.

• Patients should be apprised of the common side effects associated with ZYTIGA,

  including peripheral edema, hypokalemia, hypertension , elevated liver function tests and urinary 

 tract infection.  Direct the patient to a complete list of adverse drug reactions in PATIENT 

  INFORMATION.
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