הודעה על החמרה  ( מידע בטיחות)  בעלון לצרכן 

(מעודכן 05.2013) 

 תאריך 10.6.2013
שם תכשיר באנגלית ומספר הרישום:

Imuran Tablets 25 mg Reg. No. Reg. No.3479.25384  , Imuran Tablets 50 mg 4265.22964
שם בעל הרישום: פריגו ישראל סוכנויות בע"מ, רח' לח"י 29, בני-ברק 51200.
טופס זה מיועד לפרוט ההחמרות בלבד !
	ההחמרות המבוקשות 

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	התוויות

	
	

	מתי אין להשתמש בתכשיר?
	
	

	אזהרות מיוחדות הנוגעות לשימוש בתרופה:
	דווח/י לרופא מיד אם הינך סובל/ת או סבלת לאחרונה מדלקות זיהומיות קשות, כמו-כן יש לדווח במהלך הטיפול בתרופה זו אם מתפתחות דלקות זיהומיות.

אין להשתמש בתרופה זו לעיתים קרובות או תקופה ממושכת בלי להיוועץ ברופא.

בתקופת הטיפול בתרופה זו ולאחר מכן יש להקפיד על עריכת בדיקות דם - בשמונה השבועות הראשונים לנטילת התרופה יש לבצע בדיקות דם בתדירות שבועית.

אם משתמשים במינון גבוה או שקיימת אי ספיקה כבדית או כלייתית יש לבצע בדיקות דם בתדירות גבוהה יותר.  לאחר מכן יש לבצע בדיקות דם פעם בחודש או לכל הפחות פעם בשלושה חודשים.

יש לערוך בדיקת תפקודי הכבד בחולים עם ליקוי בתפקודי הכבד.

אם אחד מבני הזוג נוטל את התרופה, יש לנקוט באמצעי מניעה נאותים.  אם נכנסת להריון בתקופת הטיפול, יש לפנות לרופא מיד.

אם הינך רגיש/ה למזון כלשהו או לתרופה כלשהי, עליך להודיע על כך לרופא לפני נטילת התרופה.

חיסונים: אין לקבל חיסונים במשך הטיפול ואחריו ללא אישור מהרופא המטפל.  במשך הטיפול בתרופה יש להימנע ממתן חיסונים.  במשך הטיפול בתרופה הימנע/י מלהיות במחיצת אדם (כולל בן בית) אשר קיבל חיסון נגד פוליו דרך הפה.  הימנע/י מלהיות במחיצת אנשים הסובלים מאבעבועות רוח או שלבקת חוגרת.  אם מתפתח זיהום תוך כדי שימוש בתרופה יש לדווח לרופא - ראה/י גם להלן "תופעות לוואי".  התרופה מכילה לקטוז.


	· בתקופת הטיפול באימוראן, אתה נמצא בסיכון גדול יותר: לפתח סוגים שונים של סרטן בין היתר סרטן העור. יש להימנע מחשיפת יתר לשמש, יש להתכסות ולהשתמש במסנני קרינה עם מקדם הגנה גבוה. בנוסף תתכן אצל אנשים מסוימים רגישות לאור שמש העלולה לגרום לשינוי בצבע העור או לפריחה.  
· זיהום חמור של אבעבועות רוח או שלבקת חוגרת. יש להימנע ממגע עם כל מי שסובל ממחלות אלו.
· זיהומים אחרים כמו דלקת נגיפית של קרום המוח (Progressive Multifocal Leukoencephalopathy, PML). דלקת נגיפית של קרום המוח עלולה להופיע במקרים בהם מערכת החיסון ירודה. אם מופיע סימן לזיהום, יש לפנות לרופא.


	אין להשתמש בתרופה מבלי להיוועץ ברופא לפני התחלת הטיפול:
	אם הינך בהריון או מתכננת הריון או מניקה.

אם ידוע לך על חוסר באנזים (TPMT) Thiopurine methyltransferase.

אם הנך סובל/ת מ-Lesch-Nyham syndrome.

אם  הינך סובל/ת או סבלת בעבר מליקוי בתפקוד: הלב ו/או כלי הדם, הכליה/מערכת השתן, הכבד, הלבלב, מערכת העיכול (כגון אולקוס), מערכת הדם (כגון קרישה וכו'), משגדון.

אם הינך סובל/ת ממחלות ויראליות כגון הרפס, אבעבועות רוח, שחפת או זיהום כלשהו.

אם הינך סובל/ת או סבלת בעבר מדלקת הפנקריאס (לבלב).

דווח/י לרופא אם טופלת אי פעם בהקרנות או בתרופות לטיפול במחלת הסרטן.


	· אתה סובל ממחלת כבד או כליה

· אתה סובל מתסמונת הנקראת Lesch-Nyhan. זהו מצב תורשתי נדיר של מחסור בחומר שנקרא HPRT (hypoxanthine-guanine-phosphoribosyltransferase)

· הגוף שלך מייצר פחות מדי חומר הנקרא TPMT (Thiopurine methyltransferase) 
· סבלת אי פעם מאבעבועות רוח או שלבקת חוגרת.
· אתה עומד לעבור חיסון, כיוון שהחיסון עלול לא לפעול כנדרש בעת נטילת אימוראן.
· אתה נשא או חלית בעבר בצהבת B, קיים סיכון להתפרצות הצהבת. 
בתקופת הטיפול באימוראן, הרופא יורה לך לעבור בדיקות דם שגרתיות על מנת לעקוב אחר מצבך. 

.............................................

שימוש בתרופה ומזון
אין ליטול אימוראן פחות משעה לפני או פחות משלוש שעות אחרי אוכל או שתיית חלב.
נהיגה ושימוש במכונות
אם אתה חווה כל תופעת לוואי כתוצאה מתרופה זו, לא תוכל לנהוג או להשתמש בכלים או במכונות.
 

	תגובות בין תרופותיות:
	אם הינך נוטל/ת תרופה נוספת, או אם גמרת זה עתה טיפול בתרופה אחרת, עליך לדווח לרופא המטפל כדי למנוע סיכונים או אי-יעילות הנובעים מתגובות בין-תרופתיות, במיוחד לגבי תרופות מהקבוצות הבאות: תרופות להורדת לחץ דם מקבוצת מעכבי ACE, וורפרין, קפטופריל, סימטידין, אנדומתצין, פורוזמיד, קו-טרימוקסאזול, תרופות ציטוטוקסיות ותרופות המדכאות את מח העצמות, אלופורינול, אוקסיפורינול, תיופורינול, תרכיבים לחיסון (ראה/י לעיל), תכשירים המכילים זהב, תכשירים נגד מלריה, פניצילאמין, אמינוסליצילטים כמו:  mesalazine, olsalazineאו sulphasalazine, טובוקורארין, סוקצינילכולין (שימוש בהרדמה).


	אם אתה לוקח, או אם לקחת לאחרונה, תרופות אחרות כולל תרופות ללא מרשם ותוספי תזונה, ספר על כך לרופא או לרוקח.   במיוחד יש ליידע את הרופא או הרוקח אם אתה לוקח או מתכנן לקחת:
· חיסונים
· ריבאריבין (Ribavirin) לטיפול במחלות ויראליות.
· מתוטרקסאט  (Methotrexate)לטיפול בעיקר בסרטן.
· אלופורינול (Allopurinol), אוקסיפורינול ((Oxipurinol, תיופורינול (Thiopurinol) לטיפול במחלת גאוט,  
· פניצילאמין (Penicillamine) משמש לדלקת מפרקים שגרונית
· מעכבי ACE, לטיפול בעיקר ביתר לחץ דם  (למשל קפטופריל, Captopril).
· פורוסמיד (Furosemide) - משמש לטיפול בלחץ דם גבוה ובעיות לב.
· וורפרין (Warfarin) המשמש לטיפול בקרישי דם.
· סימטידין ((Cimetidine משמש לטיפול כיבים בקיבה ובעיות עיכול.
· אנדומתצין (Indomethacin) משמש לטיפול שיכוך כאבים ודלקת.
· תרופות ציטוסטטיות למשל אנטיביוטיקות מסוימות ותרופות לטיפול בסוגי סרטן מסוימים.
· אולסלזין (Olsalazine), מסלזין (Mesalazine), בלסלזיד (Balsalazide) ו סולפאסאלאזין (Sulfasalazine) המשמשים לטיפול בדלקת פרקים שיגרונית או בבעיית מעיים הנקראות קוליטיס כיבית או מחלת קרוהן.

·  טובוקורארין או סוקסינילכולין לשימוש בניתוחים.

· קו-טרימוקסאזול (Co-trimoxazole), אנטיביוטיקה משמש לטיפול בזיהומים הנגרמים על ידי חיידקים.



	הריון והנקה:
	
	הריון והנקה  

· אם אתה גבר, ומנסה להביא תינוק לעולם, יש להיוועץ ברופא לפני תחילת הטיפול באימוראן.

· אם הינך בהריון,  חושבת שאת עשויה להיכנס להריון או מתכננת הריון.  יש להיוועץ ברופא לפני תחילת הטיפול באימוראן.

· אם הינך מניקה, אל תיטלי אימוראן, כיוון שכמויות קטנות עלולות לעבור בחלב אם. יש להיוועץ ברופא או ברוקח לפני שימוש בכל תרופה.  
· אימוראן עשוי להגדיל את הפוריות של גברים ונשים. בתקופת הטיפול יש לנהוג ביתר זהירות ולהשתמש באמצעי מניעה נוסף.


	כיצד תשתמש בתרופה:
	אופן השימוש:

אין לכתוש, לשבור או לחצות את הטבליה.  יש לבלעה שלמה.  אם את/ה או מי שמטפל בך נגעתם בטבליה שנשברה - יש לשטוף ידיים מיידית.

אין ללעוס! לבלוע עם מעט מים.

יש ליטול התרופה מיד אחרי הארוחה כדי למנוע בחילה והקאות.  אין להחזיק את התרופה בפה מעבר לזמן הדרוש לבליעתה.

כיצד תוכל/י לסייע להצלחת הטיפול?

עליך להשלים את הטיפול שהומלץ על ידי הרופא המטפל.

גם אם חל שיפור במצב בריאותך אין להפסיק הטיפול בתרופה ללא התייעצות עם הרופא המטפל.

מנע/י הרעלה! תרופה זו וכל תרופה אחרת יש לשמור במקום סגור מחוץ להישג ידם של  ילדים ו/או תינוקות ועל ידי כך תמנע/י הרעלה.

אם נטלת מנת יתר או אם בטעות בלע ילד מן התרופה, פנה/י מיד לחדר מיון של בית חולים והבא/י אריזת התרופה איתך.

אין לגרום להקאה ללא הוראה מפורשת מרופא! תרופה זו נרשמה לטיפול במחלתך, בחולה אחר/ת היא עלולה להזיק.  אל תיתן/י תרופה זו לקרוביך, שכניך או מכריך.

אין ליטול תרופות בחושך! יש לבדוק התווית והמנה בכל פעם שהינך נוטל/ת תרופה.

יש להרכיב משקפיים אם הינך זקוק/ה להם.


	אם נטלת בטעות מינון גבוה יותר עליך לפנות לרופא או לגשת לחדר מיון מיד.
אם נטלת מנת יתר או אם בטעות בלע ילד מן התרופה, פנה מיד לרופא או לחדר מיון של בית חולים והבא אריזת התרופה איתך.
הסימנים המיידים למנת יתר הם: בחילה, הקאות ושלשול. בהמשך: ספירת דם נמוכה, זיהום לא מוסבר, כיב בגרון, דימום וחבלה. 


	תופעות לוואי:
	בנוסף לפעילות הרצויה של התרופה, בזמן השימוש בה עלולות להופיע תופעות הלוואי הבאות:

חום או זיהום, הופעת דימום כלשהו, הופעת סימנים כחולים, סימנים חדשים על העור או שינויים בסימנים הקיימים, שיעול או קשיי נשימה, בחילה, הקאה, עייפות, סחרחורת, הרגשת חולי, אם היית במגע עם חולים הסובלים ממחלת אבעבועות רוח או שלבקת חוגרת, פנה/י מיד לרופא.

נשירת שיער (בדרך כלל חולפת תוך כדי טיפול), תגובה אלרגית - הסימפטומים הם: כאבי שרירים או עצמות, בעיות כלייתיות, הרגשת עילפון, שלשול חמור או כאבי בטן, הצהבת העור או העיניים, תגובה חמורה בעור (כגון שלפוחיות ו/או קילוף), הפסק/י את הטיפול ופנה/י לרופא מיד.

בכל מקרה שבו הינך מרגיש/ה תופעות לוואי שלא צוינו בעלון זה, או אם חל שינוי בהרגשתך הכללית עליך להתייעץ עם הרופא מיד.

תופעות לוואי ותגובות בין-תרופתיות בילדים ותינוקות:

על ההורים לדווח לרופא המטפל על כל תופעת לוואי וכן על כל תרופה נוספת הניתנת לילד/ה!

ראה/י לעיל תופעות לוואי ותגובות בין-תרופתיות מיוחדות שפורטו.


	כמו בכל תרופה, השימוש באימוראן עלול לגרום לתופעות לוואי בחלק מהמשתמשים. אל תיבהל למקרא רשימת תופעות הלוואי. ייתכן ולא תסבול מאף אחת מהן.
יש להפסיק את השימוש ולפנות מיד לרופא אם אתה מבחין בתופעות הבאות, ייתכן ותצטרך טיפול רפואי דחוף: 

· תגובה אלרגית, הסימנים עשויות לכלול:

· עייפות כללית, סחרחורת, בחילה, הקאות, או שלשול
· חום גבוה , רעד או צמרמורות

· אדמומיות  או פריחה בעור

· כאבי שרירים או מפרקים

· שינויים בכמות ובצבע השתן (בעיות בכליה)

· בלבול, חולשה - הנגרמים מלחץ דם נמוך

· אתה נפצע בקלות רבה יותר או מבחין בדימום חריג

· יש לך חום או כל סימן אחר של זיהום

· אתה מרגיש עייף מאוד
· אתה מבחין בגוש במקום כלשהו בגופך.

· אתה מבחין בשינויים כלשהם בעורך, לדוגמא שלפוחיות או קילוף

· מצבך הבריאותי הדרדר בפתאומיות.

· באת במגע עם מישהו חולה באבעבועות רוח או שלבקת חוגרת. 
· במקרה של צהבת

תופעות לוואי נוספות  

יפורטו תופעות לוואי נוספות, לפי סדר שכיחות יורד, כאשר הקטגוריות שהוחלט עליהן הן:
מופיעות לעיתים קרובות מאוד
· זיהום הנגרם מוירוס, פטריה או חיידק בחולים לאחר השתלת איברים. 
· אם אתה נשא של זיהום כגון: אבעבועות רוח, שלבקת חוגרת, צהבת B  או זיהום אחר , תיתכן הישנות המחלה. 
· ירידה בתפקוד מח העצם שלך, שעלול לגרום לך להרגיש רע או להתבטא בבדיקות הדם שלך.
· רמה נמוכה של כמות תאי דם לבנים בבדיקות הדם, שעלולה לגרום לזיהום.  

מופיעות לעיתים קרובות 
· בחילה
· רמה נמוכה של טסיות דם, שעלולה לגרום לך להחבל או לדמם בקלות. 
מופיעות לעיתים רחוקות  

· תופעות של רגישות יתר לתרופה (תגובות אלרגיות). 
· אנמיה, רמה נמוכה של כדוריות דם אדומות שעלולה לגרום לתחושת עייפות, כאבי ראש, קוצר נשימה בפעילות גופנית, סחרחורת, חיוורון.
· פנקריאטיטיס (דלקת בלבלב) שעלול לגרום לכאב בטן חמור מלווה בבחילות והקאות.
· זיהום הנגרם מוירוס, פטריה או חיידק בחולים שאינם לאחר השתלה.
· בעיות במעי
· בעיות בכבד, העלולות לגרום לצואה בהירה, שתן כהה, עור ועיניים צהובים ומגרדים, תוצאות בדיקות תיפקודי הכבד לא תקינות.
מופיעות לעיתים נדירות 

· בעיות בדם ובמח עצם שלך, העלולות לגרום לחולשה, עייפות, חיוורון, כאבי ראש, פצעים בלשון, קוצר נשימה, שטפי דם או זיהומים.

· בעיות במעיים שלך המובילות לשלשולים, כאבי בטן, עצירות, בחילה והקאות

· נשירת שיער שעשוי להשתפר עם הזמן, על אף המשך הטיפול באימוראן.

· נזק חמור לכבד העלול להוות סכנת חיים

· סוגים שונים של סרטן, כולל: סרטן הדם, הלימפה והעור

· רגישות לאור שמש שעלול לגרום לשינוי בצבע העור או פריחה.

מופיעות לעיתים נדירות מאוד

· זיהום בריאות שעלול לגרום לקוצר נשימה, שיעול וחום. 
· נזק במעי שעלול לגרום לשלשול, כאבי בטן, עצירות, הרגשת חולי (יכול להעיד על נקב במעי).
· פריחה או אדמומיות בעור – עלול להתפתח לתגובת עור מסכנת חיים הכוללת פריחה נרחבת עם שלפוחיות וקילוף העור המתרחשת בעיקר סביב הפה, האף, עיניים ואיברי המין (תסמונת Stevens-Johnson) או קילוף נרחב של העור (toxic epidermal necrolysis)
· דלקת נגיפית של קרום המוח
· תסמונות קליניות שונות, שהן כנראה ביטויים ייחודיים של רגישות יתר (אלרגיה) לתרופה, כמו  acute febrile neutrophilic dermatosis (Sweet’s Syndrome). המאפיינים הקליניים כוללים: חולשה כללית, סחרחורות, בחילה, הקאה, שלשול, חום, התקשויות, אדמדמת, פריחה, דלקת בכלי דם, כאבי שרירים, כאבי מפרקים, ירידה בלחץ דם, פגיעה בתפקוד הכלייתי, תפקוד לקוי של כבד ועימדון מרה (כולסטזיס).

הפסקת טיפול מיידית של אימוראן ובמידת הצורך טיפול תומך עשוי להביא להתאוששות ברוב המכריע של המקרים אך דווחו גם מקרי מוות נדירים בעקבות רגישות יתר לאימוראן, על כן יש לשקול בזהירות את הצורך בטיפול ממושך בתרופה.
אם אחת מתופעות הלוואי מחמירה, או כאשר אתה סובל מתופעת לוואי שלא הוזכרה בעלון, עליך להתייעץ עם הרופא.
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	Indication
	
	

	contraindications
	
	

	Posology, dosage  & administration
	When the oral route is impractical, Imuran injection may be administered by the intravenous route only, however, this route should be discontinued as soon as oral therapy can be tolerated once more.

Specialist medical literature should be consulted for guidance as to clinical experience in particular conditions.

Use in Adults

Transplants

Depending on the immunosuppressive regimen employed, a dosage of up to 5 mg/kg bodyweight/day may be given orally on the first day of therapy.

Maintenance dosage should range from 1-4 mg/kg bodyweight/day and must be adjusted according to clinical requirements and haematological tolerance.

Evidence indicates that IMURAN therapy should be maintained indefinitely, even if only low doses are necessary, because of the risk of graft rejection.
Other indications

In general, starting dosage is from 1-3 mg/kg bodyweight/day, and should be adjusted, within these limits, depending on the clinical response (which may not be evident for weeks or months) and haematological tolerance.

When therapeutic response is evident, consideration should be given to reducing the maintenance dosage to the lowest level compatible with the maintenance of that response. If no improvement occurs in the patient's condition within 3 months, consideration should be given to withdrawing IMURAN. 
The maintenance dosage required may range from less than 1 mg/kg bodyweight/day to 3 mg/kg bodyweight/day, depending on the clinical condition being treated and the individual patient response, including haematological tolerance.

Use in the elderly: (see Use in patients with Renal and/or hepatic insufficiency).

There is limited experience of the administration of IMURAN to elderly patients. Although the available data do not provide evidence that the incidence of side effects among elderly patients is higher than that among other patients treated with IMURAN, it is recommended that the dosages used should be at the lower end of the range (see Dosage in other conditions, above).

Particular care should be taken to monitor haematological response and to reduce the maintenance dosage to the minimum required for clinical response.

Use in children

Transplants

See adult dose in transplants.

Other indications

See adult dose for other indications.

Use in patients with renal and/or hepatic insufficiency

In patients with renal and/or hepatic insufficiency, dosages should be given at the lower end of the normal range (see Special Warnings and Special Precautions for Use for further details).


	Specialist medical literature should be consulted for guidance as to clinical experience in particular conditions.

General
When the oral route is impractical azathioprine injection may be administered by the i.v. route only, however, this route should be discontinued as soon as oral therapy can be tolerated once more.
Imuran tablets should be administered at least 1 hour before or 3 hours after food or milk (see Section 5.2 Pharmacokinetics: Absorption).
Dosage in transplantation - adults:
Depending on the immunosuppressive regimen employed, a dosage of up to 5mg/kg bodyweight/day may be given on the first day of therapy, either orally or intravenously.

Maintenance dosage should range from 1-4mg/kg bodyweight/day and must be adjusted according to clinical requirements and haematological tolerance.

For 25mg tablets: Corticosteroid therapy is usually given concomitantly.
Evidence indicates that Imuran therapy should be maintained indefinitely, even if only low doses are necessary, because of the risk of graft rejection.

Multiple Sclerosis

The dose recommended for the treatment of relapsing remittent multiple sclerosis is 2 to 3 mg/kg bodyweight/day. Treatment duration in excess of one year may be required to establish efficacy. Control of disease progression may not be apparent until after two years of therapy.
Dosage in other conditions - adults:
In general, starting dosage is from 1-3mg/kg bodyweight/day, and should be adjusted, within these limits, depending on the clinical response (which may not be evident for weeks or months) and haematological tolerance.

For 25mg tablets: The usual total dose is 2 to 2.5 mg/kg bodyweight. In general, starting dosage rarely exceeds 3mg/kg bodyweight/day, and should be reduced, depending on the clinical response (which may not be evident for weeks or months) and haematological tolerance.

When therapeutic response is evident, consideration should be given to reducing the maintenance dosage to the lowest level compatible with the maintenance of that response. If no improvement occurs in the patient’s condition within 3 months, consideration should be given to withdrawing Imuran. However, for patients with IBD, treatment duration of at least twelve months should be considered and a response to treatment may not be clinically apparent until after three to four months of treatment.
The maintenance dosage required may range from less than l mg/kg bodyweight/day to 3 mg/kg bodyweight/day, depending on the clinical condition being treated and the individual patient response, including haematological tolerance.

Paediatric population 

Transplants
See Dosage in transplantation - adults.
Other Indications:

Multiple Sclerosis

Multiple sclerosis is not a commonly diagnosed disease in children. The use of azathioprine is not recommended.
Overweight children
Children considered to be overweight may require doses at the higher end of the dose range and therefore close monitoring of response to treatment is recommended (see Section 5.2 Pharmacokinetics: Special Patient Populations: Overweight children).
Use in the elderly:
The rapid in vivo cleavage of the azathioprine molecule followed by tissue fixation makes it impossible to relate plasma drug levels to toxicity. There are no specific data as to the tolerance of Imuran in elderly patients. There is limited experience of the administration of Imuran to elderly patients. Although the available data do not provide evidence that the incidence of side effects among elderly patients is higher than that among other patients treated with Imuran, it is advisable to monitor renal and hepatic function, and to consider dosage reduction if there is impairment, (see Section 4.2 Posology and method of administration - Renal and/or hepatic impairment)

The dosage is adjusted on the basis of the clinical state and the response of the individual patient. If no improvement has occurred after 3 months, consideration should be given to discontinuing the drug.
Renal and/or hepatic impairment
In patients with renal and/or hepatic insufficiency, consideration should be given to reducing the dosage (see Section 4.4 Special warnings and precautions for use).

Drug interactions

When xanthine oxidase inhibitors, such as allopurinol, and azathioprine are administered concomitantly it is essential that only 25% of the usual dose of azathioprine is given since allopurinol decreases the rate of catabolism of azathioprine (see Section 4.5 Interaction with other medicinal products and other forms of interaction).

TPMT-deficient patients

Patients with inherited little or no thiopurine S-methyltransferase (TPMT) activity are at increased risk for severe azathioprine toxicity from conventional doses of azathioprine and generally require substantial dose reduction. The optimal starting dose for homozygous deficient patients has not been established (see Section 4.4 Special warnings and Precautions for Use: Monitoring and Section 5.2 Pharmacokinetics).

Most patients with heterozygous TPMT deficiency can tolerate recommended azathioprine doses, but some may require dose reduction. Genotypic and phenotypic tests of TPMT are available (see Section 4.4 Special warnings and precautions for use: Monitoring and Section 5.2 Pharmacokinetics).



	Special Warnings and Special Precautions for Use
	Monitoring:

There are potential hazards in the use of IMURAN. It should be prescribed only if the patient can be adequately monitored for toxic effects throughout the duration of therapy.

It is suggested that during the first 8 weeks of therapy, complete blood counts, including platelets, should be performed weekly or more frequently if high dosage is used or if severe renal and/or hepatic disorder is present. The blood count frequency may be reduced later in therapy, but it is suggested that complete blood counts are repeated monthly, or at least at intervals of not longer than 3 months.

Patients receiving IMURAN should be instructed to report immediately any evidence of infection, unexpected bruising or bleeding or other manifestations of bone marrow depression.

There are individuals with an inherited deficiency of the enzyme thiopurine methyltransferase (TPMT) who may be unusually sensitive to the myelosuppressive effect of azathioprine and prone to developing rapid bone marrow depression following the initiation of treatment with IMURAN. This problem could be exacerbated by coadministration with drugs that inhibit TPMT, such as olsalazine, mesalazine or sulphasalazine. Also a possible association between decreased TPMT activity and secondary leukaemias and myelodysplasia has been reported in individuals receiving 6–mercaptopurine (the active metabolite of azathioprine) in combination with other cytotoxics (see Adverse Reactions).Some laboratories offer testing for TPMT deficiency, although these tests have not been shown to identify all patients at risk of severe toxicity. Therefore close monitoring of blood counts is still necessary.

Renal and/or hepatic insufficiency:-

It has been suggested that the toxicity of IMURAN may be enhanced in the presence of renal insufficiency , but controlled studies have not supported this suggestion.

Nevertheless, it is recommended that the dosages used should be at the lower end of the normal range and that haematological response should be carefully monitored. Dosage should be further reduced if haematological toxicity occurs.

Caution is necessary during the administration of IMURAN to patients with hepatic dysfunction, and regular complete blood counts and liver function tests should be undertaken. In such patients the metabolism of IMURAN may be impaired, and the dosage of IMURAN should therefore be reduced to the lower end of the recommended range. Dosage should be further reduced if hepatic or haematological toxicity occurs.

Limited evidence suggests that IMURAN is not beneficial to patients with hypoxanthine-guanine- phosphoribosyltransferase deficiency (Lesch-Nyhan syndrome). Therefore, given the abnormal metabolism in these patients, it is not prudent to recommend that these patients should receive IMURAN.

Mutagenicity:-

Chromosomal abnormalities have been demonstrated in both male and female patients treated with IMURAN. It is difficult to assess the role of IMURAN in the development of these abnormalities.

Chromosomal abnormalities, which disappear with time, have been demonstrated in lymphocytes from the off-spring of patients treated with IMURAN. Except in extremely rare cases, no overt physical evidence of abnormality has been observed in the offspring of patients treated with IMURAN. Azathioprine and long-wave ultraviolet light have been shown to have a synergistic clastogenic effect in patients treated with azathioprine for a range of disorders.

Effects on fertility:-

Relief of chronic renal insufficiency by renal transplantation involving the administration of Imuran has been accompanied by increased fertility in both male and female transplant recipients (see section on Use During Pregnancy and Lactation).

Carcinogenicity:- (See also section on Undesirable Effects)

Patients receiving immunosuppressive therapy are at an increased risk of developing non-Hodgkin's lymphomas and other malignancies, notably skin cancers(melanoma and non-melanoma), sarcomas (Kaposi's and non-Kaposi's) and uterine cervical cancer in situ. The risk appears to be related to the intensity and duration of immunosuppression rather than to the use of any specific agent. It has been reported that reduction or discontinuation of immunosuppression may be associated with partial or complete regression of non-Hodgkin's lymphomas and Kaposi's sarcomas.

Patients receiving multiple immunosuppressive agents may be at risk of over-immunosuppression, therefore such therapy should be maintained at the lowest effective level. As is usual for patients with increased risk for skin cancer, exposure to sunlight and UV light should be limited by wearing protective clothing and using a sunscreen with a high protection factor.

Postmarketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of T-cell lymphoma, have been reported in patients treated with IMURAN. These cases have had a very aggressive disease course and have been fatal. The majority of reported cases have occurred in patients with Crohn's disease or ulcerative colitis and the majority were in adolescent and young adult males. Some of the patients were treated with IMURAN as monotherapy and some had received concomitant treatment with a TNFα blocker at or prior to diagnosis. The safety and efficacy of IMURAN for the treatment of Crohn's disease and ulcerative colitis have not been established
Varicella Zoster Virus Infection (see also section on Undesirable Effects):-

Infection with varicella zoster virus (VZV; chickenpox and herpes zoster) may become severe during the administration of immunosuppressants. Caution should be exercised especially with respect to the following:

Before starting the administration of immunosuppressants, the prescriber should check to see if the patient has a history of VZV. Serologic testing may be useful in determining previous exposure. Patients who have no history of exposure should avoid contact with individuals with chickenpox or herpes zoster. If the patient is exposed to VZV, special care must be taken to avoid patients developing chickenpox or herpes zoster, and passive immunisation with varicella‑zoster immunoglobulin (VZIG) may be considered. 

 If the patient is infected with VZV, appropriate measures should be taken, which may include antiviral therapy and supportive care.


	Immunisation using a live organism vaccine has the potential to cause infection in immunocompromised hosts. Therefore, immunisations with live organism vaccines are not recommended (see Section 4.5 Interaction with other medicinal products and other forms of interaction).
Co-administration of ribavirin and azathioprine is not advised. Ribavirin may reduce efficacy and increase toxicity of azathioprine (see Section 4.5 Interaction with other medicinal products and other forms of interaction).
Monitoring:
There are potential hazards in the use of Imuran. It should be prescribed only if the patient can be adequately monitored for toxic effects throughout the duration of therapy.

Particular care should be taken to monitor haematological response and to reduce the maintenance dosage to the minimum required for clinical response.

It is suggested that during the first 8 weeks of therapy, complete blood counts, including platelets, should be performed weekly or more frequently if high dosage is used or if severe renal and/or hepatic disorder is present. The blood count frequency may be reduced later in therapy, but it is suggested that complete blood counts are repeated monthly, or at least at intervals of not longer than 3 months.

At the first signs of an abnormal fall in blood counts, treatment should be interrupted immediately as leucocytes and platelets may continue to fall after treatment is stopped.
Patients receiving Imuran should be instructed to report immediately any evidence of infection, unexpected bruising or bleeding or other manifestations of bone marrow depression. Bone marrow suppression is reversible if azathioprine is withdrawn early enough.

Azathioprine is hepatotoxic and liver function tests should be routinely monitored during treatment. More frequent monitoring may be advisable in those with pre-existing liver disease or receiving other potentially hepatotoxic therapy. The patient should be instructed to discontinue azathioprine immediately if jaundice becomes apparent.
There are individuals with an inherited deficiency of the enzyme thiopurine methyltransferase (TPMT) who may be unusually sensitive to the myelosuppression effect of azathioprine and prone to developing rapid bone marrow depression following the initiation of treatment with Imuran. This problem could be exacerbated by co-administration with drugs that inhibit TPMT, such as olsalazine, mesalazine or sulphasalazine. Also a possible association between decreased TPMT activity and secondary leukaemias and myelodysplasia has been reported in individuals receiving 6- mercaptopurine (the active metabolite of azathioprine (Imuran)) in combination with other cytotoxics (see Adverse Reactions4.8 Undesirable Effects). Some laboratories offer testing for TPMT deficiency, although these tests have not been shown to identify all patients at risk of severe toxicity. Therefore close monitoring of blood counts is still necessary.

The dosage of azathioprine may need to be reduced when this agent is combined with other drugs whose primary or secondary toxicity is myelosuppression (see Section 4.5 Interaction with other medicinal products and other forms of interaction: Cvtostatic/myelosuppressive agents).

Hepatitis B (see 4.8 Undesirable Effects)

Hepatitis B carriers (defined as patients positive for hepatitis B surface antigen [HBsAg] for more than six months), or patients with documented past HBV infection, who receive immunosuppressive drugs are at risk of reactivation of HBV replication, with asymptomatic increases in serum HBV DNA and ALT levels. Local guidelines may be considered including prophylactic therapy with oral anti-HBV agents.
Renal and/or hepatic impairment:
Caution is advised during the administration of azathioprine in patients with renal impairment and/or hepatic impairment. Consideration should be given to reducing the dosage in these patients and haematological response should be carefully monitored (see Section 4.2 Posology and method of administration).

Lesch-Nyhan syndrome

Limited evidence suggests that Imuran is not beneficial to patients with hypoxanthine-guanine- phosphoribosyltransferase deficiency (Lesch-Nyhan syndrome). Therefore, given the abnormal metabolism in these patients, it is not prudent to recommend that these patients should receive Imuran.

Mutagenicity:
Chromosomal abnormalities have been demonstrated in both male and female patients treated with Imuran. It is difficult to assess the role of Imuran in the development of these abnormalities.

Chromosomal abnormalities, which disappear with time, have been demonstrated in lymphocytes from the off-spring of patients treated with Imuran. Except in extremely rare cases, no overt physical evidence of abnormality has been observed in the offspring of patients treated with Imuran. Azathioprine and long-wave ultraviolet light have been shown to have a synergistic clastogenic effect in patients treated with azathioprine for a range of disorders.

Effects on Fertility:
Relief of chronic renal insufficiency by renal transplantation involving the administration of Imuran has been accompanied by increased fertility in both male and female transplant recipients (see section 4.6 Pregnancy and Lactation).

Carcinogenicity (see also section 4.8 Undesirable Effects):
Patients receiving immunosuppressive therapy are at an increased risk of developing non-Hodgkin’s lymphomas and other malignancies, notably skin cancers (melanoma and non-melanoma), sarcomas (Kaposi’s and non-Kaposi’s) and uterine cervical cancer in situ. The risk appears to be related to the intensity and duration of immunosuppression rather than to the use of any specific agent. It has been reported that reduction or discontinuation of immunosuppression may be associated with partial or complete regression of non-Hodgkin’s lymphomas and Kaposi’s sarcomas.

Reports of hepatosplenic T-cell lymphoma in the IBD population have been received when azathioprine is used in combination with anti-TNF agents.
Patients receiving multiple immunosuppressive agents may be at risk of over-immunosuppression, therefore such therapy should be maintained at the lowest effective level.

As is usual for patients with increased risk for skin cancer, exposure to sunlight and UV light should be limited, and patients should wear protective clothing and use a sunscreen with a high protection factor.

Varicella Zoster Virus Infection (see also 4.8 Undesirable Effects):
Infection with varicella zoster virus (VZV; chickenpox and herpes zoster) may become severe during the administration of immunosuppressants. Caution should be exercised especially with respect to the following:

Before starting the administration of immunosuppressants, the prescriber should check to see if the patient has a history of VZV. Serologic testing may be useful in determining previous exposure. Patients who have no history of exposure should avoid contact with individuals with chickenpox or herpes zoster. 

If the patient is exposed to VZV, special care must be taken to avoid patients developing chickenpox or herpes zoster, and passive immunisation with varicella-zoster immunoglobulin (VZIG) may be considered.

If the patient is infected with VZV, appropriate measures should be taken, which may include antiviral therapy and supportive care.

Patients with rare hereditary problems of galactose intolerance, the Lapp lactose deficiency or glucose-galactose malabsorption should not take this medicine.
Progressive Multifocal Leukoencephalopathy (PML)

PML, an opportunistic infection caused by the JC virus, has been reported in patients receiving azathioprine with other immunosuppressive agents. Immunosuppressive therapy should be withheld at the first sign or symptoms suggestive of PML and appropriate evaluation undertaken to establish a diagnosis (see Section 4.8 Undesirable effects).



	Interaction with Other Medicaments and Other Forms of Interaction
	Allopurinol/oxipurinol/thiopurinol:-

Xanthine oxidase activity is inhibited by allopurinol, oxipurinol and thiopurinol which results in reduced conversion of biologically active 6- thioinosinic acid to biologically inactive 6-thiouric acid. When allopurinol, oxipurinol and/or thiopurinol are given concomitantly with 6-mercaptopurine or azathioprine, the dose of 6-mercaptopurine and azathioprine should be reduced to one-quarter of the original dose.

Neuromuscular blocking agents:-

IMURAN can potentiate the neuromuscular blockade produced by depolarising agents such as succinylcholine and can reduce the blockade produced by non-depolarising agents such as tubocurarine.

There is considerable variation in the potency of this interaction.

Warfarin:-

Inhibition of the anticoagulant effect of warfarin, when administered with azathioprine, has been reported.

Cytostatic/myelosuppressive agents:-

Where possible, concomitant administration of cytostatic drugs, or drugs which may have a myelosuppressive effect, such as penicillamine, should be avoided. There are conflicting clinical reports of interactions, resulting in serious haematological abnormalities, between IMURAN and co-trimoxazole.

There has been a case report suggesting that haematological abnormalities may develop due to the concomitant administration of IMURAN and captopril.

It has been suggested that cimetidine and indomethacin  may have myelosuppressive effects which may be enhanced by concomitant administration of IMURAN.

Aminosalicylates:-

As there is in vitro evidence that aminosalicylate derivatives (eg. olsalazine, meslazine or sulphasalazine) inhibit the TPMT enzyme, they should be administered with caution to patients receiving concurrent IMURAN therapy (see Special Warnings and Special Precautions for Use).

Other interactions:-

Frusemide has been shown to impair the metabolism of azathioprine by human hepatic tissue in vitro. The clinical significance is unknown.

Vaccines:-

The immunosuppressive activity of IMURAN could result in an atypical and potentially deleterious response to live vaccines and so the administration of live vaccines to patients receiving IMURAN therapy is contra-indicated on theoretical grounds.

A diminished response to killed vaccines is likely and such a response to hepatitis B vaccine has been observed among patients treated with a combination of azathioprine and corticosteroids.

A small clinical study has indicated that standard therapeutic doses of IMURAN do not deleteriously affect the response to polyvalent pneumococcal vaccine, as assessed on the basis of mean anti-capsular specific antibody concentration.


	Vaccines

The immunosuppressive activity of azathioprine could result in an atypical and potentially deleterious response to live vaccines and so the administration of live vaccines to patients receiving azathioprine therapy is not recommended (see Section 4.4. Special warnings and Precautions for Use).

A diminished response to killed vaccines is likely and such a response to hepatitis B vaccine has been observed among patients treated with a combination of azathioprine and corticosteroids.

A small clinical study has indicated that standard therapeutic doses of azathioprine do not deleteriously affect the response to polyvalent pneumococcal vaccine, as assessed on the basis of mean anti-capsular specific antibody concentration.

Efffect of concomitant drugs on azathioprine 
Ribavirin
Ribavirin inhibits the enzyme, inosine monophosphate dehydrogenase (IMPDH), leading to a lower production of the active 6-thioguanine nucleotides. Severe myelosuppression has been reported following concomitant administration of azathioprine and ribavirin; therefore co-administration is not advised (see Section 4.4. Special warnings and Precautions for Use and Section 5.2 Pharmacokinetics: Metabolism).

Cytostatic/myelosuppressive agents (see Section 4.4 Special warnings and Precautions for Use)

Where possible, concomitant administration of cytostatic drugs, or drugs which may have a myelosuppressive effect, such as penicillamine, should be avoided. There are conflicting clinical reports of interactions, resulting in serious haematological abnormalities, between azathioprine and co-trimoxazole.

There have been case reports suggesting that haematological abnormalities may develop due to the concomitant administration of azathioprine and ACE Inhibitors.

It has been suggested that cimetidine and indomethacin may have myelosuppressive effects which may be enhanced by concomitant administration of azathioprine.

Allopurinol/oxipurinol/thiopurinol: Xanthine oxidase activity is inhibited by allopurinol, oxipurinol and thiopurinol which results in reduced conversion of biologically active 6-thioinosinic acid to biologically inactive 6-thiouric acid. When allopurinol, oxipurinol and/or thiopurinol are given concomitantly with 6-mercaptopurine or azathioprine, the dose of 6-mercaptopurine and azathioprine should be reduced to 25 % of the original dose (See Section Section 4.2 Posology and Method of Administration: Drug Interactions).

Aminosalicylate
There is in vitro and in vivo evidence that aminosalicylate derivatives (eg. olsalazine. mesalazine or sulfasalazine) inhibit the TPMT enzyme. Therefore, lower doses of azathioprine may need to be considered when administered concomitantly with aminosalicylate derivatives, (see also Section 4.4 Special warnings and Precautions for Use).
Methotrexate
Methotrexate (20 mg/m- orally) increased 6-mercaptopurine AUC by approximately 31% and methotrexate (2 or 5 g/m2 intravenously) increased 6-mercaptopurine AUC by 69 and 93%, respectively. Therefore, when azathioprine is administered concomitantly with high dose methotrexate, the dose should be adjusted to maintain a suitable white blood cell count.
Effect of azathioprine on other drugs
Anticoagulants: Inhibition of the anticoagulant effect of warfarin and acenocoumarol has been reported when co-​administered with azathioprine; therefore higher doses of the anticoagulant may be needed. It is recommended that coagulation tests are closely monitored when anticoagulants are concurrently administered with azathioprine.
4.6  Fertility, pregnancy and lactation

Fertility

See Section 4.4 Special warnings and precautions for use: Effects on fertility.
Pregnancy:
Substantial transplacental and transamniotic transmission of azathioprine and its metabolites from the mother to the foetus have been shown to occur.
Imuran should not be given to patients who are pregnant or likely to become pregnant in the near future without careful assessment of risk versus benefit.

Evidence of the teratogenicity of Imuran in man is equivocal. As with all cytotoxic chemotherapy, adequate contraceptive precautions should be advised when either partner is receiving Imuran.

There have been reports of premature birth and low birth weight following maternal exposure to azathioprine, particularly in combination with corticosteroids. There have also been reports of spontaneous abortion following either maternal or paternal exposure.

Leucopenia and/or thrombocytopenia have been reported in a proportion of neonates whose mothers took azathioprine throughout their pregnancies. Extra care in haematological monitoring is advised during pregnancy.
Lactation:
6-Mercaptopurine has been identified in the colostrum and breast-milk of women receiving azathioprine treatment. (See Preclinical Safety Data). It is recommended that mothers receiving azathioprine should not breastfeed.


	Fertility,   pregnancy and Lactation
	Fertility

See Special Warnings and Special Precautions for use SYMBOL 45 \f "Symbol" \* MERGEFORMAT  Effects on fertility.

Pregnancy

Imuran should not be given to patients who are pregnant or likely to become pregnant in the near future without careful assessment of risk versus benefit.

Evidence of the teratogenicity of IMURAN in man is equivocal. As with all cytotoxic chemotherapy, adequate contraceptive precautions should be advised when either partner is receiving IMURAN.

There have been reports of premature birth and low birth weight following maternal exposure to azathioprine, particularly in combination with corticosteroids. There have also been reports of spontaneous abortion following either maternal or paternal exposure.

Azathioprine and/or its metabolites have been found in low concentrations in foetal blood and amniotic fluid after maternal administration of azathioprine.

Leucopenia and/or thrombocytopenia have been reported in a proportion of neonates whose mothers took azathioprine throughout their pregnancies. Extra care in haematological monitoring is advised during pregnancy.

Lactation

6-Mercaptopurine has been identified in the colostrum and breast-milk of women receiving azathioprine treatment.


	Fertility

See Section 4.4 Special warnings and precautions for use: Effects on fertility.
Pregnancy:
Substantial transplacental and transamniotic transmission of azathioprine and its metabolites from the mother to the foetus have been shown to occur.
Imuran should not be given to patients who are pregnant or likely to become pregnant in the near future without careful assessment of risk versus benefit.

Evidence of the teratogenicity of Imuran in man is equivocal. As with all cytotoxic chemotherapy, adequate contraceptive precautions should be advised when either partner is receiving Imuran.

There have been reports of premature birth and low birth weight following maternal exposure to azathioprine, particularly in combination with corticosteroids. There have also been reports of spontaneous abortion following either maternal or paternal exposure.

Leucopenia and/or thrombocytopenia have been reported in a proportion of neonates whose mothers took azathioprine throughout their pregnancies. Extra care in haematological monitoring is advised during pregnancy.


	Adverse events
	For this product there is no modern clinical documentation which can be used as support for determining the frequency of undesirable effects. Undesirable effects may vary in their incidence depending on the indication. The following convention has been utilised for the classification of frequency:- Very common ( 1/10, common ( 1/100, <1/10, uncommon ( 1/1000 and <1/100, rare ( 1/10,000 and <1/1000, very rare <1/10,000. 

Infections and infestations

Very common: 
viral, fungal and bacterial infections in transplant patients receiving azathioprine in combination with other immunosuppressants


Uncommon:

viral, fungal and bacterial infections in other patient populations.

Patients receiving IMURAN alone or in combination with other immunosuppressants, particularly corticosteroids, have shown increased susceptibility to viral, fungal and bacterial infections , including severe or atypical infection with varicella, herpes zoster and other infectious agents (see also on Special Warnings and Special Precautions for Use). 

Neoplasms benign and malignant (including cysts and polyps): Rare:


Neoplasms including non-Hodgkin's lymphomas, skin cancers (melanoma and non-melanoma), sarcomas (Kaposi's and non‑Kaposi's) and uterine cervical cancer in situ, acute myeloid leukaemia and myelodysplasia. (See also section  Special Warnings and Special Precautions for Use).

The risk of developing non-Hodgkin's lymphomas and other malignancies, notably skin cancers (melanoma and non-melanoma), sarcomas (Kaposi's and non‑Kaposi's) and uterine cervical cancer in situ,  is increased in patients who receive immunosuppressive drugs, particularly in transplant recipients receiving aggressive treatment and such therapy should be maintained at the lowest effective levels. The increased risk of developing non-Hodgkin's lymphomas in immunosuppressed rheumatoid arthritis patients compared with the general population appears to be related at least in part to the disease itself.

There have been rare reports of acute myeloid leukaemia and myelodysplasia (some in association with chromosomal abnormalities).

Very rare: Hepatosplenic T-cell lymphoma in patients with IBD when used in combination with anti-TNF agents.

Blood and lymphatic system disorders

Very common:
depression of bone marrow function; leucopenia

Common:thrombocytopenia,

Uncommon:
anaemia

Rare:agranulocytosis, pancytopenia, aplastic anemia, megaloblastic anaemia, erythroid hypoplasia

IMURAN may be associated with a dose-related, generally reversible, depression of bone marrow function, most frequently expressed as leucopenia, but also sometimes as anaemia and thrombocytopenia and rarely as agranulocytosis, pancytopenia and aplastic anaemia.  These occur particularly in patients predisposed to myelotoxicity, such as those with TPMT deficiency and renal or hepatic insufficiency and in patients failing to reduce the dose of IMURAN when receiving concurrent allopurinol therapy.

Reversible, dose-related increases in mean corpuscular volume and red cell haemoglobin content have occurred in association with IMURAN therapy. Megaloblastic bone marrow changes have also been observed but severe megaloblastic anaemia and erythroid hypoplasia are rare.

Immune system disorders

Uncommon: hypersensitivity reactions

Very rare:                  Stevens-Johnson syndrome and toxic epidermal necrolysis
Several different clinical syndromes, which appear to be idiosyncratic manifestations of hypersensitivity, have been described occasionally following administration of IMURAN. Clinical features include general malaise, dizziness, nausea, vomiting, diarrhoea, fever, rigors, exanthema, rash, vasculitis, myalgia, arthralgia, hypotension, renal dysfunction, hepatic dysfunction and cholestasis (see Hepato-biliary disordes). 

In many cases, rechallenge has confirmed an association with IMURAN.

Immediate withdrawal of azathioprine and institution of circulatory support where appropriate have led to recovery in the majority of cases.

Other marked underlying pathology has contributed to the very rare deaths reported.

Following a hypersensitivity reaction to IMURAN, the necessity for continued administration of IMURAN should be carefully considered on an individual basis.

Respiratory, thoracic and mediastinal disorders 

Very rare
reversible pneumonitis

Gastrointestinal disorders

Common:

nausea

Uncommon:

pancreatitis

Very Rare: colitis, 

diverticulitis and bowel perforation reported in transplant population, severe diarrhoea in inflammatory bowel disease population/ 

A minority of patients experience nausea when first given IMURAN. This appears to be relieved by administering the tablets after meals.

Serious complications, including colitis, diverticulitis and bowel perforation, have been described in transplant recipients receiving immunosuppressive therapy. However, the aetiology is not clearly established and high-dose corticosteroids may be implicated. Severe diarrhoea, recurring on rechallenge, has been reported in patients treated with IMURAN for inflammatory bowel disease. The possibility that exacerbation of symptoms might be drug-related should be borne in mind when treating such patients.

Pancreatitis has been reported in a small percentage of patients on IMURAN therapy, particularly in renal transplant patients and those diagnosed as having inflammatory bowel disease. There are difficulties in relating the pancreatitis to the administration of one particular drug, although rechallenge has confirmed an association with IMURAN on occasions.

Hepato-biliary disorders

Uncommon:

cholestasis and deterioration of liver function tests

Rare:


life-threatening hepatic damage

Cholestasis and deterioration of liver function have occasionally been reported in association with IMURAN therapy and are usually reversible on withdrawal of therapy.  This may be associated with symptoms of a hypersensitivity reaction (see Immune system disorder).

Rare, but life-threatening hepatic damage associated with chronic administration of azathioprine has been described, primarily in transplant patients.  Histological findings include sinusoidal dilation, peliosis hepatis, veno-occlusive disease and nodular regenerative hyperplasia.  In some cases withdrawal of azathioprine has resulted in either a temporary or permanent improvement in liver histology and symptoms.

Skin and subcutaneous tissue disorders




Rare: alopecia

Hair loss has been described on a number of occasions in patients receiving azathioprine and other immunosuppressive agents. In many instances the condition resolved spontaneously despite continuing therapy. The relationship between alopecia and azathioprine treatment is uncertain.

Very rare: Sweet's Syndrome (acute febrile neutrophilic dermatosis)


	For this product there is no modern clinical documentation which can be used as support for determining the frequency of undesirable effects. Undesirable effects may vary in their incidence depending on the indication. The following convention has been utilised for the classification of frequency: Very common  ≥ >1/10, common ≥1/100 and <1/10,

Uncommon ≥ 1/1000 and <1/100, rare ≥1/10,000 and <1/1000, very rare <1/10,000.

Infections and Infestations

Very common: viral, fungal and bacterial infections in transplant patients receiving azathioprine in combination with other immunosuppressants

Uncommon: viral,fungal
 and
 bacterial 
infections in
 other
 patient populations.

Patients receiving Imuran alone or in combination with other immunosuppressants, particularly corticosteroids, have shown increased susceptibility to viral, fungal and bacterial infections, including severe or atypical infection with varicella, herpes zoster and other infectious agents and reactivation with VZV, hepatitis B and other infectious agents.(see also 4.4 Special Warnings and Special Precautions for Use).

Very rare: cases of JC virus associated PML have been reported following the use of azathioprine in combination with other immunosuppressants (see section 4.4 Special Warnings and Precautions for use).
Neoplasms Benign and Malignant (including cysts and polyps)

Rare:
neoplasms
including non-Hodgkin’s lymphomas, skin cancers (melanomas and non-melanomas), sarcomas (Kaposi’s and non-Kaposi’s) and uterine cervical cancer in situ, acute myeloid leukaemia and myelodysplasia. (See also section 4.4 Special Warnings and Special Precautions for Use).

The risk of developing non-Hodgkin’s lymphomas and other malignancies, notably skin cancers (melanomas and non​melanomas), sarcomas (Kaposi’s and non-Kaposi’s) and uterine cervical cancer in situ, is increased in patients who receive immunosuppressive drugs, particularly in transplant recipients receiving aggressive treatment and such therapy should be maintained at the lowest effective levels. The increased risk of developing non-Hodgkin’s lymphomas in immunosuppressed rheumatoid arthritis patients compared with the general population appears to be related at least in part to the disease itself.

There have been rare reports of acute myeloid leukaemia and myelodysplasia (some in association with chromosomal abnormalities).

Very rare: Hepatosplenic T-cell lymphoma in patients with IBD when used in combination with anti-TNF agents. 

Blood and Lymphatic System Disorders

Very common:
depression of bone marrow function; leucopenia

Common:

thrombocytopenia,

Uncommon:

anaemia

Rare:

agranulocytosis, pancytopenia, aplastic anemia, megaloblastic anaemia, erythroid hypoplasia

Imuran may be associated with a dose-related, generally reversible, depression of bone marrow function, most frequently expressed as leucopenia, but also sometimes as anaemia and thrombocytopenia and rarely as agranulocytosis, pancytopenia and aplastic anaemia. These occur particularly in patients predisposed to myelotoxicity, such as those with TPMT deficiency and renal or hepatic insufficiency and in patients failing to reduce the dose of Imuran when receiving concurrent allopurinol therapy.

Reversible, dose-related increases in mean corpuscular volume and red cell haemoglobin content have occurred in association with Imuran therapy. Megaloblastic bone marrow changes have also been observed but severe megaloblastic anaemia and erythroid hypoplasia are rare.

Immune System Disorders

Uncommon:
hypersensitivity reactions

Very rare:
Stevens-Johnson syndrome and toxic epidermal necrolysis

Several different clinical syndromes, which appear to be idiosyncratic manifestations of hypersensitivity, including acute febrile neutrophilic dermatosis (Sweet’s Syndrome ) have been described occasionally following administration of Imuran. Clinical features include general malaise, dizziness, nausea, vomiting, diarrhoea, fever, rigors, exanthema, rash, vasculitis, myalgia, arthralgia, hypotension, renal dysfunction, hepatic dysfunction and cholestasis. (See Hepato-biliary disorders).

In many cases, rechallenge has confirmed an association with Imuran.

Immediate withdrawal of azathioprine and institution of circulatory support where appropriate have led to recovery in the majority of cases.

Other marked underlying pathology has contributed to the very rare deaths reported.Following a hypersensitivity reaction to Imuran, the necessity for continued administration of Imuran should be carefully considered on an individual basis.

Respiratory, Thoracic and Mediastinal Disorders 
Very rare: reversible pneumonitis

Gastrointestinal Disorders 
Common:
 nausea
A minority of patients experience nausea when first given azathioprine. This appears to be relieved by administering the tablets after meals.

Tablets and Injection:
Uncommon:
pancreatitis

Very rare:

colitis,
diverticulitis and bowel perforation reported in transplant population, severe diarrhoea in inflammatory bowel disease population.

Serious complications, including colitis, diverticulitis and bowel perforation, have been described in transplant recipients receiving immunosuppressive therapy. However, the aetiology is not clearly established and high-dose corticosteroids may be implicated. Severe diarrhoea, recurring on rechallenge, has been reported in patients treated with Imuran for inflammatory bowel disease. The possibility that exacerbation of symptoms might be drug-related should be borne in mind when treating such patients.

Pancreatitis has been reported in a small percentage of patients on Imuran therapy, particularly in renal transplant patients and those diagnosed as having inflammatory bowel disease. There are difficulties in relating the pancreatitis to the administration of one particular drug, although rechallenge has confirmed an association with Imuran on occasions.

Hepato-biliary Disorders

Uncommon:
cholestasis and deterioration of liver function tests

Rare:
life-threatening hepatic damage

Cholestasis and deterioration of liver function have occasionally been reported in association with Imuran therapy and are usually reversible on withdrawal of therapy. This may be associated with symptoms of a hypersensitivity reaction (see Immune system disorders).

Rare, but life-threatening hepatic damage associated with chronic administration of azathioprine has been described primarily in transplant patients. Histological findings include sinusoidal dilatation, peliosis hepatis, veno-occlusive disease and nodular regenerative hyperplasia. In some cases withdrawal of azathioprine has resulted in either a temporary or permanent improvement in liver histology and symptoms.

Skin and subcutaneous tissue Disorders 

Rare: Alopecia

Hair loss has been described on a number of occasions in patients receiving azathioprine and other immunosuppressive agents. In many instances the condition resolved spontaneously despite continuing therapy. The relationship between alopecia and azathioprine treatment is uncertain.

4.7 Overdose

Symptoms and signs: 

Unexplained infection, ulceration of the throat, bruising and bleeding are the main signs of overdosage with Imuran and result from bone marrow depression which may be maximal after 9-14 days. These signs are more likely to be manifest following chronic overdosage, rather than after a single acute overdose. There has been a report of a patient who ingested a single overdose of 7.5g of azathioprine.

 The immediate toxic effects of this overdose were nausea, vomiting and diarrhoea, followed by mild leucopenia and mild   abnormalities in liver function. Recovery was uneventful.

Treatment: 

 As there is no specific antidote, blood counts should be closely monitored and general supportive measures, together with appropriate blood transfusion, instituted if necessary. Active measures (such as the use of activated charcoal) may not be effective in the event of azathioprine overdose unless the procedure can be undertaken within 60 minutes of ingestion.
Further management should be as clinically indicated or as recommended by the national poisons centre, where available.

The value of dialysis in patients who have taken an overdose of Imuran is not known, though azathioprine is partially dialysable.




