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	2. לפני שימוש בתרופה

	... 
תגובות בין תרופתיות:

אם הינך נוטל/ת תרופה נוספת, כולל תרופות הנמכרות ללא מרשם ותוספי תזונה, 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: אלופורינול (לשיגדון), וורפארין (לקרישת דם), אולסלזין, מסלזין, סולפסלזין.
	...
אם אתה לוקח, או אם לקחת לאחרונה, תרופות אחרות כולל תרופות ללא מרשם , תרופות צמחיות ותוספי תזונה, ספר על כך לרופא או לרוקח.   במיוחד יש ליידע את הרופא או הרוקח אם אתה לוקח:
· מטוטריקסט – לטיפול בסרטן

· תרופות ציטוטוקסיות אחרות (כימותרפיה)- בשילוב עם הטיפול בפורינטול תרופות אלו יכולות להגביר תופעות לוואי , כגון הפרעות נשימה
· אלופורינול, אוקסיפורינול וטיופורינול- לטיפול בשיגדון. כאשר תרופות אלו ניטלות יחד עם פורינטול, יש לטול רק 25% מהמינון הרגיל של פורינטול .
· נוגדי קרישה (לדילול הדם ומניעת היווצרות קרישי דם) , כגון ורפרין 
· אולסאלזין או מסאלאזין לטיפול בדלקת כיבית של המעי הגס
· סולפאסאלזין לטיפול בדלקת מפרקים שגרונתית (ראומטואידית) או  בדלקת כיבית של המעי הגס
· ריבאווירין לטיפול בזיהומים ויראליים. 
שימוש בחיסונים
אם הנך עומד להחסן, יש להודיע לרופא שאתה נוטל או נטלת לאחרונה פורינטול , מכיוון שחיסונים (כגון פוליו ,חצבת, חזרת ואדמת)  יכולים לגרום לזיהומים בזמן הטיפול בפורינטול  

שימוש בתרופה ומזון

ראה סעיף 3, כיצד תשתמש בתרופה.

פוריות:
אין להשתמש פורינטול אם הינך מתכוונת להיכנס להריון ו/או אם אתה מתכוון להוליד ילדים  . אזהרה זו חלה גם על גברים וגם על נשים. התרופה יכולה לגרום נזק לשחלות או לתאי הזרע. השתמש באמצעי מניעה אמין בכדי למנוע הריון אם אתה או בת זוגתך נוטלים פורינטול. פנה להתייעצות עם הרופא.

 הריון והנקה  

הטיפול בפורינטול אינו מומלץ במהלך ההריון , במיוחד בשליש הראשון,  כי הוא עלול לגרום לנזק בלתי הפיך לעובר. אם הרית, את חושבת שהרית או שאת מתכננת הריון עתידי יש להיוועץ עם הרופא לפני השימוש בפורינטול. 

אין להניק בזמן השימוש בפורינטול. 

פני להתייעצות עם הרופא.

מידע חשוב על חלק מהמרכיבים של התרופה 
טבליות פורינטול מכילות לקטוז. אם הרופא אמר לך כי אתה רגיש לסוכרים מסוימים, פנה לרופא לפני השימוש בתרופה. 

	3 . כיצד תשתמש בתרופה?


	מינון:

המינון ייקבע באופן אינדיבידואלי ותלוי בטיפולים אחרים הניתנים לחולה.

מינון לפי הוראות הרופא בלבד.  אין לעבור על המנה המומלצת.

יש להשתמש בתרופה זו בזמנים קצובים כפי שנקבע על ידי הרופא המטפל.

אם שכחת ליטול תרופה זו בזמן קצוב דווח לרופא המטפל; אך בשום אופן אין ליטול שתי מנות ביחד!

אופן השימוש:

אין ללעוס! לבלוע עם מעט מים.

חצייה או כתישה של הטבלייה אינה מומלצת.


	פורינטול צריכה להינתן לך רק בהוראת רופא מומחה לטיפול במחלות דם.
תמיד יש להשתמש לפי הוראות הרופא.
עליך לבדוק עם הרופא או הרוקח אם אינך בטוח.

המינון ואופן הטיפול יקבעו על ידי הרופא בלבד. 

המינון ייקבע באופן אינדיבידואלי ותלוי בטיפולים אחרים הניתנים לחולה.
חשוב להקפיד על נטילת התרופה בזמנים הקצובים. 
· יש לטול את התרופה לפחות שעה לפני או 3 שעות אחרי האוכל או שתיית חלב.
· יש לבלוע את התרופה בשלמותה עם כוס מים.
· קו חציה המצוי על גבי הטבליה איננו מיועד לחציית הטבלייה. לא מומלץ לחצות, לכתוש או ללעוס את הטבליות.


	4.  תופעות לוואי


	בנוסף לפעילות הרצויה של התרופה, בזמן השימוש בה עלולות להופיע תופעות לוואי כגון: ייצור מופחת של תאי מוח העצם.

תופעות לוואי המחייבות התייחסות מיוחדת:

במהלך הטיפול בתרופה יש לפנות לרופא מיד אם הינך חש/ה באחת או יותר מהתופעות הבאות:

איבוד תיאבון, הקאות, בחילות, שלשול חמור, כאבי בטן, כיבים בפה, צהבת, פריחה, חום, זיהום, דימומים או חבלות.

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!

	כמו בכל תרופה, השימוש בפורינטול עלול לגרום לתופעות לוואי בחלק מהמשתמשים. אל תיבהל למקרא רשימת תופעות הלוואי. ייתכן ולא תסבול מאף אחת מהן.
יש לפנות מיד לרופא המומחה שלך או לבית החולים אם מופיע כל אחד מהתסמינים הבאים:

· תגובות אלרגיות כגון: פריחה, חום גבוה, כאבי מפרקים, בצקת בפנים
· סימנים של חום או זיהום (כאב גרון, כיבים בפה או בעיות בדרכי השתן). טיפול בפורינטול יכול לגרום לירידה בספירת תאי הדם הלבנים. תאי הדם הלבנים נלחמים בזיהום, וכאשר יש מעט מדי מהם, יכולים להתרחש זיהומים.

· הופעה של חבורות או דימומים בלתי צפויים, כיוון שזה עלול להצביע על חוסר בייצור תאי דם מסוימים.

· אם אתה פתאום מרגיש לא טוב (אפילו ללא חום).
· הצהבת העור או לבן של העין (סימני צהבת)
· אם יש לך שלשול חמור, בחילות או הקאות
תופעות לוואי נוספות  

התייעץ עם הרופא אם אחת מתופעות הלוואי הבאות מופיעה אצלך:

תופעות לוואי שכיחות מאוד – (very common) תופעות שמופיעות ביותר ממשתמש אחד מעשרה
· ירידה במספר תאי הדם לבנים וטסיות הדם.
· בנוסף לפעילות הרצויה של התרופה, בזמן השימוש בה עלולות להופיע תופעות לוואי כגון:  יצור מופחת של תאי מוח עצם
.
תופעות לוואי שכיחות (common) תופעות שמופיעות ב 10 - 1 משתמשים מתוך 100
·  בחילות או הקאות
· דלקת לבלב אשר יכולה לגרום לכאבי בטן או בחילות – לחולים במחלה דלקתית של המעי

· בעיות בתפקודי הכבד- ניתן להבחין באמצעות בדיקות דם
· הצהבת העור ו/או כאבים מתחת לצלעות או באזור הבטן (biliary stasis) 
תופעות לוואי שאינן שכיחות ( (uncommonתופעות שמופיעות ב 10 - 1 משתמשים מתוך  1,000   
· אובדן תיאבון (אנורקסיה
) 
· אנמיה
 
תופעות לוואי נדירות (rare)  תופעות שמופיעות ב 10 - 1 משתמשים מתוך 10,000

· כיבים בפה
· דלקת
 לבלב אשר יכולה לגרום לכאבי בטן או בחילות 
· נשירת שער
· פגיעה אקוטית בתאי כבד (נמק של הכבד)
· תגובות אלרגיות יחד עם : פריחה, חום קבוע, כאבי מפרקים
תופעות לוואי נדירות (very rare)  תופעות שמופיעות בפחות ממשתמש אחד מתוך 10,000

· לויקמיה
· לימפומה - לחולים במחלה דלקתית של המעי כאשר פורינטול ניתן יחד עם התרופות anti-TNF agents
  
· כיבים במעיים
· לגברים: ירידה בכמות הזרע
· תגובות אלרגיות : בצקת בפנים
אם הופיעה תופעת לוואי, אם אחת מתופעות הלוואי מחמירה או כאשר אתה סובל מתופעת לוואי שלא צוינה בעלון, עליך להתייעץ עם הרופא.



מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב.

שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע שונה. יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.
הועבר בדואר אלקטרוני בתאריך.................. 

הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 
(מעודכן 05.2013) 

תאריך ___06.2015____________________
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	3.Pharmaceutical form


	Each tablet contains 50 mg of 6-mercaptopurine.

Pale yellow, round tablets, biconvex, scored on one side, engraved GX above the score and EX2 below the score and plain on the other side.


	Tablets.

Pale yellow, round tablets, biconvex, scored on one side, engraved GX above the score and EX2 below the score and plain on the other side. 

The
 scoreline is not intended for breaking the tablet.

	4.2
Posology and Method of Administration


	Dosage and Administration
When allopurinol and 6-mercaptopurine are administered concomitantly it is essential that only a quarter of the usual dose of 6-mercaptopurine is given since allopurinol decreases the rate of catabolism of 6-mercaptopurine. 

· Populations

· Adults and children

For adults and children the usual dose is 2.5 mg/kg bodyweight per day, or 50 to 75 mg/m2 body surface area per day, but the dose and duration of administration depend on the nature and dosage of other cytotoxic agents given in conjunction with 6-mercaptopurine. 

The dosage should be carefully adjusted to suit the individual patient.

6-mercaptopurine has been used in various combination therapy schedules for acute leukaemia and the literature should be consulted for details. 

Studies carried out in children with acute lymphoblastic leukemia suggested that administration of 6-mercaptopurine in the evening lowered the risk of relapse 

compared with morning administration.

· Elderly

No specific studies have been carried out in the elderly.  However, it is advisable to monitor renal and hepatic function in these patients, and if there is any impairment, consideration should be given to reducing the 6-mercaptopurine dosage.

· Renal impairment

Consideration should be given to reducing the dosage in patients with impaired renal function.

· Hepatic impairment

Consideration should be given to reducing the dosage in patients with impaired hepatic function.


	Dosage
 and Administration
When allopurinol and 6-mercaptopurine are administered concomitantly it is essential that only a quarter of the usual dose of 6-mercaptopurine is given since allopurinol decreases the rate of catabolism of 6-mercaptopurine.

4.2
Posology and Method of Administration

Posology

6‑mercaptopurine should be administered at least 1 hour before or 3 hours after food or milk (see section 5.2 Pharmacokinetic properties: Absorption).

Populations

· Adults and children

For adults and children the usual dose is 2.5 mg/kg bodyweight per day, or 50 to 75 mg/m2 body surface area per day, but the dose and duration of administration depend on the nature and dosage of other cytotoxic agents given in conjunction with 6-mercaptopurine. 

The dosage should be carefully adjusted to suit the individual patient.

6-mercaptopurine has been used in various combination therapy schedules for acute leukaemia and the literature should be consulted for details. 

Studies carried out in children with acute lymphoblastic leukemia suggested that administration of 6-mercaptopurine in the evening lowered the risk of relapse compared with morning administration.

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 Pharmacokinetic properties: Special patient populations; Overweight children).

· Elderly

No specific studies have been carried out in the elderly.  However, it It is advisable to monitor renal and hepatic function in these patients, and if there is any impairment, consideration should be given to reducing the 6-mercaptopurine dosage.

· Renal impairment

Consideration should be given to reducing the dosage in patients with impaired renal function (see section 5.2 Pharmacokinetic properties: Special patient populations; Renal impairment).

· Hepatic impairment

Consideration should be given to reducing the dosage in patients with impaired hepatic function (see section 5.2 Pharmacokinetic properties: Special patient populations; Hepatic impairment).

Medicinal product interaction:

When
 xanthine oxidase inhibitors, such as allopurinol, and 6-mercaptopurine are administered concomitantly it is essential that only 25 % of the usual dose of 6-mercaptopurine is given since allopurinol decreases the rate of catabolism of 6-mercaptopurine (see section 4.5 Interaction with other medicinal products and other forms of interactions).

TPMT-deficient patients
Patients with inherited little or no thiopurine S-methyltransferase (TPMT) activity are at increased risk for severe 6-mercaptopurine toxicity from conventional doses of 6-mercaptopurine 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 Pharmacokinetic properties).

Most patients with heterozygous TPMT deficiency can tolerate recommended 6-mercaptopurine 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 Pharmacokinetic properties).

	4.4 Special warnings and precautions for use

	6-MERCAPTOPURINE IS AN ACTIVE CYTOTOXIC AGENT FOR USE ONLY UNDER THE DIRECTION OF PHYSICIANS EXPERIENCED IN THE ADMINISTRATION OF SUCH AGENTS.

Immunisation using a live organism vaccine has the potential to cause infection in immunocompromised hosts. Therefore, immunisations with live organism vaccines are not recommended. 

…
.

Monitoring
SINCE 6-MERCAPTOPURINE IS STRONGLY MYELOSUPPRESSIVE FULL BLOOD COUNTS MUST BE TAKEN DAILY DURING REMISSION INDUCTION. PATIENTS MUST BE CAREFULLY MONITORED DURING THERAPY.

Treatment with 6-mercaptopurine causes bone marrow suppression leading to leucopenia and thrombocytopenia and, less frequently, to anaemia.  Full blood counts must be taken daily during remission induction and careful monitoring of haematological parameters should be conducted during maintenance therapy.

The leucocyte and platelet counts continue to fall after treatment is stopped, so at the first sign of an abnormally large fall in the counts, treatment should be interrupted immediately.

Bone marrow suppression is reversible if 6-mercaptopurine is withdrawn early enough.

During remission induction in acute myelogenous leukaemia the patient may frequently have to survive a period of relative bone marrow aplasia and it is important that adequate supportive facilities are available. 

6-mercaptopurine is hepatotoxic and liver function tests should be monitored weekly 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 6-mercaptopurine immediately if jaundice becomes apparent. 

During remission induction when rapid cell lysis is occurring, uric acid levels in blood and urine should be monitored as hyperuricaemia and/or hyperuricosuria may develop, with the risk of uric acid nephropathy.

There are individuals with an inherited deficiency of the enzyme thiopurine methyltransferase (TPMT) who may be unusually sensitive to the myelosuppressive effect of 6-mercaptopurine and prone to developing rapid bone marrow depression following the initiation of treatment with 6-mercaptopurine.  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 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. 

Cross resistance usually exists between 6-mercaptopurine and 6-thioguanine.

The dosage of 6-mercaptopurine may need to be reduced when this agent is combined with other drugs whose primary or secondary toxicity is myelosuppression.
Mutagenicity and carcinogenicity

Increases in chromosomal aberrations were observed in the peripheral lymphocytes of leukaemic patients, in a hypernephroma patient who received an unstated dose of 6‑mercaptopurine and in patients with chronic renal disease treated at doses of 0.4 to 1.0 mg/kg/day. 
Two cases have been documented of the occurrence of acute nonlymphatic leukaemia in patients who received 6-mercaptopurine, in combination with other drugs, for non-neoplastic disorders.  A single case has been reported where a patient was treated for pyoderma gangrenosum with 6-mercaptopurine and later developed acute nonlymphatic leukaemia, but it is not clear whether this was part of the natural history of the disease or if the 6-mercaptopurine played a causative role. 

A patient with Hodgkin's disease treated with 6-mercaptopurine and multiple additional cytotoxic agents developed acute myelogenous leukaemia. 

Twelve and a half years after 6-mercaptopurine treatment for myasthenia gravis a female patient developed chronic myeloid leukaemia. 

Reports of hepatosplenic T‑cell lymphoma in the inflammatory bowel disease (IBD) population have been received when 6-mercaptopurine is used (an unlicensed indication) in combination with anti-TNF agents (see Adverse reactions).


	6-MERCAPTOPURINE IS AN ACTIVE CYTOTOXIC AGENT FOR USE ONLY UNDER THE DIRECTION OF PHYSICIANS EXPERIENCED IN THE ADMINISTRATION OF SUCH AGENTS.

Immunisation using a live organism vaccine has the potential to cause infection in immunocompromised hosts. Therefore, immunisations with live organism vaccines are not recommended. 

…
Co-administration of ribavirin and 6-mercaptopurine is not advised.  Ribavirin may reduce efficacy and increase toxicity of 6-mercaptopurine (see section 4.5 Interaction with other medicinal products and other forms of interactions).
Monitoring

SINCE 6-MERCAPTOPURINE IS STRONGLY MYELOSUPPRESSIVE FULL BLOOD COUNTS MUST BE TAKEN DAILY DURING REMISSION INDUCTION. PATIENTS MUST BE CAREFULLY MONITORED DURING THERAPY.

Treatment with 6-mercaptopurine causes bone marrow suppression leading to leucopenia and thrombocytopenia and, less frequently, to anaemia.  Full blood counts must be taken daily during remission induction and careful monitoring of haematological parameters should be conducted during maintenance therapy.

The leucocyte and platelet counts continue to fall after treatment is stopped, so at the first sign of an abnormally large fall in the counts, treatment should be interrupted immediately.

Bone marrow suppression is reversible if 6-mercaptopurine is withdrawn early enough.

During remission induction in acute myelogenous leukaemia the patient may frequently have to survive a period of relative bone marrow aplasia and it is important that adequate supportive facilities are available. 

There are individuals with an inherited deficiency of the enzyme thiopurine methyltransferase (TPMT) who may be unusually sensitive to the myelosuppressive effect of 6-mercaptopurine and prone to developing rapid bone marrow depression following the initiation of treatment with 6-mercaptopurine.  This problem could be exacerbated by co-administration with drugs that inhibit TPMT, such as olsalazine, mesalazine or sulphasalazine sulfasalazine. .  Also a possible association between decreased TPMT activity and secondary leukaemias and myelodysplasia has been reported in individuals receiving 6–mercaptopurine in combination with other cytotoxics (see Adverse Reactions section 4.8 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. 

6-mercaptopurine is hepatotoxic and liver function tests should be monitored weekly 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 6-mercaptopurine immediately if jaundice becomes apparent. 

During remission induction when rapid cell lysis is occurring, uric acid levels in blood and urine should be monitored as hyperuricaemia and/or hyperuricosuria may develop, with the risk of uric acid nephropathy.
Cross resistance usually exists between 6-mercaptopurine and 6-thioguanine.

The dosage of 6-mercaptopurine 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 interactions: Myelosuppressive agents).
Renal and/or hepatic impairment

Caution is advised during the administration of 6-mercaptopurine 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 and section 5.2 Pharmacokinetic properties:  Special populations).  

Mutagenicity and carcinogenicity

Increases in chromosomal aberrations were observed in the peripheral lymphocytes of leukaemic patients, in a hypernephroma patient who received an unstated dose of 6‑mercaptopurine and in patients with chronic renal disease treated at doses of 0.4 to 1.0 mg/kg/day.

In view of its action on cellular deoxyribonucleic acid (DNA) 6-mercaptopurine is potentially carcinogenic and consideration should be given to the theoretical risk of carcinogenesis with this treatment.
Two cases have been documented of the occurrence of acute non-lymphatic leukaemia in patients who received 6-mercaptopurine, in combination with other drugs, for non-neoplastic disorders.  A single case has been reported where a patient was treated for pyoderma gangrenosum with 6-mercaptopurine and later developed acute non-lymphatic leukaemia, but it is not clear whether this was part of the natural history of the disease or if the 6-mercaptopurine played a causative role. 

A patient with Hodgkin's disease treated with 6-mercaptopurine and multiple additional cytotoxic agents developed acute myelogenous leukaemia. 

Twelve and a half years after 6-mercaptopurine treatment for myasthenia gravis a female patient developed chronic myeloid leukaemia. 

Reports of hepatosplenic T‑cell lymphoma in the inflammatory bowel disease (IBD) population have been received when 6-mercaptopurine is used (an unlicensed indication) in combination with anti-TNF agents (see Adverse reactions section 4.8 Undesirable Effects).
Lactose
Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

	4.5   Interaction with other medicinal products and other forms of interaction
	Vaccinations with live organism vaccines are not recommended in immunocompromised individuals (see Warnings and Precautions).
When allopurinol and 6-mercaptopurine are administered concomitantly it is essential that only a quarter of the usual dose of 6-mercaptopurine is given since allopurinol decreases the rate of catabolism of 6-mercaptopurine. 

Inhibition of the anticoagulant effect of warfarin, when given with 6-mercaptopurine, has been reported. 

As there is in vitro evidence that aminosalicylate derivatives (eg. olsalazine, mesalazine or sulphasalazine) inhibit the TPMT enzyme, they should be administered with caution to patients receiving concurrent 6-mercaptopurine therapy  (see Warnings and Precautions).


	Vaccinations with live organism vaccines are not recommended in immunocompromised individuals (see Warnings and Precautions section 4.4 Special warnings and precautions for use).
When allopurinol and 6-mercaptopurine are administered concomitantly it is essential that only a quarter of the usual dose of 6-mercaptopurine is given since allopurinol decreases the rate of catabolism of 6-mercaptopurine. 

Inhibition
 of the anticoagulant effect of warfarin, when given with 6-mercaptopurine, has been reported. 

As there is in vitro evidence that aminosalicylate derivatives (eg. olsalazine, mesalazine or sulphasalazine) inhibit the TPMT enzyme, they should be administered with caution to patients receiving concurrent 6-mercaptopurine therapy  (see Warnings and Precautions).

Effect of concomitant medicinal products on 6-mercaptopurine

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 a pro-drug of 6-mercaptopurine and ribavirin; therefore concomitant administration of ribavirin and 6-mercaptopurine is not advised (see section 4.4 Special warnings and precautions for use and section 5.2 Pharmacokinetic properties: metabolism). 

Myelosuppressive agents

When 6-mercaptopurine is combined with other myelosuppressive agents caution should be used; dose reductions may be needed based on haematological monitoring (see section 4.4 Special warnings and precautions for use).
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 and 6-mercaptopurine are administered concomitantly it is essential that only 25 % of the usual dose of 6-mercaptopurine is given since allopurinol decreases the rate of catabolism of 6-mercaptopurine (see section 4.2 Posology and method of administration: Medicinal product interactions).

Aminosalicylates
There is in-vitro and in vivo evidence that aminosalicylate derivatives (e.g. olsalazine, mesalazine or sulfasalazine) inhibit the TPMT enzyme. Therefore, lower doses of 6-mercaptopurine may need to be considered when administered concomitantly with aminosalicylate derivatives (see section 4.4 Special warnings and precautions for use).

Methotrexate 

Methotrexate (20 mg/m2 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 6-mercaptopurine is administered concomitantly with high dose methotrexate, the dose should be adjusted to maintain a suitable white blood cell count.
Effect of 6‑mercaptopurine on other medicinal products 

Anticoagulants
Inhibition of the anticoagulant effect of warfarin and acenocoumarol has been reported when co-administered with 6‑mercaptopurine; therefore higher doses of the anticoagulant may be needed. It is recommended that coagulation tests are closely monitored when anticoagulants are concurrently administered with 6‑mercaptopurine

	4.6
Fertility, Pregnancy and lactation

	Pregnancy

The use of 6-mercaptopurine should be avoided whenever possible during pregnancy, particularly during the first trimester.  In any individual case the potential hazard to the foetus must be balanced against the expected benefit to the mother.

As with all cytotoxic chemotherapy, adequate contraceptive precautions should be advised if either partner is receiving 6-mercaptopurine tablets. Studies of 6-mercaptopurine in animals have shown reproductive toxicity (see Non- Clinical Information).  The potential risk for humans is largely unknown.
Maternal exposure: Normal offspring have been born after 6-mercaptopurine therapy administered as a single chemotherapy agent during human pregnancy, particularly when given prior to conception or after the first trimester. 

Abortions and prematurity have been reported after maternal exposure.  Multiple congenital abnormalities have been reported following maternal 6-mercaptopurine treatment in combination with other chemotherapy agents. 

Paternal exposure: Congenital abnormalities and spontaneous abortions have been reported after paternal exposure to 6-mercaptopurine.

Lactation

6-mercaptopurine has been detected in the breast milk of renal transplant patients receiving immunosuppressive therapy with azathioprine, a pro-drug of 6-mercaptopurine and thus mothers receiving 6-mercaptopurine should not breast feed. 


	Fertility:

The effect of Mercaptopurine therapy on human fertility is largely unknown but there are reports of successful fatherhood/motherhood after receiving treatment during childhood or adolescence.  Transient profound oligospermia was observed in a young man who received 6-mercaptopurine 150 mg/day plus prednisone 80 mg/day for acute leukaemia.  Two years after cessation of the chemotherapy, he had a normal sperm count and he fathered a normal child.
Pregnancy:

Substantial transplacental and transamniotic transmission of 6‑mercaptopurine and its metabolites from the mother to the foetus have been shown to occur.
6-mercaptopurine is potentially teratogenic.  
The use of 6-mercaptopurine should be avoided whenever possible during pregnancy, particularly during the first trimester.  In any individual case the potential hazard to the foetus must be balanced against the expected benefit to the mother.

As with all cytotoxic chemotherapy, adequate contraceptive precautions should be advised if either partner is receiving 6-mercaptopurine tablets. 

Studies of 6-mercaptopurine in animals have shown reproductive toxicity (see Non- Clinical Information) (See section 5.3 Preclinical safety data) .  The potential risk for humans is largely unknown.

Maternal exposure:

Normal offspring have been born after 6-mercaptopurine therapy administered as a single chemotherapy agent during human pregnancy, particularly when given prior to conception or after the first trimester. 

Abortions and prematurity have been reported after maternal exposure.  Multiple congenital abnormalities have been reported following maternal 6-mercaptopurine treatment in combination with other chemotherapy agents. 

Paternal exposure:

Congenital abnormalities and spontaneous abortions have been reported after paternal exposure to 6-mercaptopurine.

Lactation

Breast-feeding:

6-mercaptopurine has been detected in the breast milk of renal transplant patients receiving immunosuppressive therapy with azathioprine, a pro-drug of 6-mercaptopurine and thus mothers receiving 6-mercaptopurine should not breast feed. It is recommended that 6-mercaptopurine should not be used during breast-feed.


	4.8 Undesirable Effects


	For 6-mercaptopurine there is a lack of modern clinical documentation which can serve as support for accurately determining the frequency of undesirable effects.

The following convention has been utilised for the classification of undesirable effects: 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). 
Neoplasms benign, malignant and unspecified (including cysts and polyps)

Very rare: Secondary Leukaemia and myelodysplasia (see Warnings and Precautions); hepatosplenic T-cell lymphoma in patients with IBD (an unlicensed indication) when used in combination with anti‑TNF agents (see Warnings and Precautions).

Blood and lymphatic system disorders

Very common

Bone marrow suppression; leucopenia and thrombocytopenia.

The main side effect of treatment with 6-mercaptopurine is bone marrow suppression leading to leucopenia and thrombocytopenia.

Immune system disorders 

Hypersensitivity reactions with the following manifestations have been reported

Rare: Arthralgia; skin rash; drug fever

Very rare: Facial oedema

Metabolism and nutrition disorders
Uncommon

Anorexia 

Gastrointestinal disorders

Common

Nausea; vomiting; pancreatitis in the IBD population

Rare 


Oral ulceration, pancreatitis 

Very rare 

Intestinal ulceration

†Pancreatitis has been reported in association with the unlicensed use of 6‑mercaptopurine in the treatment of inflammatory bowel disease. 

Hepatobiliary disorders

Common 

Biliary stasis; hepatotoxicity 

Rare 


Hepatic necrosis

6-mercaptopurine is hepatotoxic in animals and man.  The histological findings in man have shown hepatic necrosis and biliary stasis

The incidence of hepatotoxicity varies considerably and can occur with any dose but more frequently when the recommended dose of 2.5 mg/kg bodyweight daily or 75 mg/m2 body surface area per day is exceeded. 

Monitoring of liver function tests may allow early detection of hepatotoxicity.  This is usually reversible if 6-mercaptopurine therapy is stopped soon enough but fatal liver damage has occurred. 

Skin and subcutaneous tissue disorders

Rare


Skin rash; alopecia 

Reproductive system and breast disorders

Very rare 

Transient oligospermia 

General disorders and administration site conditions

Rare


Drug fever 


	Summary of the safety profile

For 6-mercaptopurine there is a lack of modern clinical documentation which can serve as support for accurately determining the frequency of undesirable effects.

Tabulated
 list of adverse reactions

The following convention has been utilised for the classification of undesirable effects 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 

Body System

Side effects

Neoplasms Benign, Malignant and Unspecified (including cysts and polyps) 
Very Rare

Secondary Leukaemia and myelodysplasia (see section 4.4 Special warnings and precautions for use); hepatosplenic T-cell lymphoma in patients with IBD (an unlicensed indication) when used in combination with anti‑TNF agents (see section 4.4. Special warnings and precautions for use). 

Blood and Lymphatic System Disorders
Very common

Bone marrow suppression; leucopenia and thrombocytopenia.

Uncommon

Anaemia
Immune System Disorders

Rare

Hypersensitivity reactions with the following manifestations have been reported: Arthralgia; skin rash; drug fever.

Very rare

Hypersensitivity reactions with the following manifestations have been reported: Facial oedema

Gastrointestinal Disorders

Common

Nausea; vomiting; pancreatitis in the IBD population (an unlicensed indication)

Rare

Oral ulceration; pancreatitis (in the licensed indications)

Very rare

Intestinal ulceration

Hepatobiliary Disorders

Common

Biliary stasis; hepatotoxicity 

Rare

Hepatic necrosis

Skin and Subcutaneous Tissue Disorders
Rare

Alopecia

· Metabolism and nutrition disorders
Uncommon

Anorexia

· Reproductive system and breast disorders
Very Rare

Transient oligospermia 

Neoplasms benign, malignant and unspecified (including cysts and polyps)

Very rare: Secondary Leukaemia and myelodysplasia (see Warnings and Precautions); hepatosplenic T-cell lymphoma in patients with IBD (an unlicensed indication) when used in combination with anti‑TNF agents (see Warnings and Precautions).

Description of selected adverse reactions:

Blood and lymphatic system disorders

Very common

Bone marrow suppression; leucopenia and thrombocytopenia.

The main side effect of treatment with 6-mercaptopurine is bone marrow suppression leading to leucopenia and thrombocytopenia.

Immune system disorders 

Hypersensitivity reactions with the following manifestations have been reported

Rare: Arthralgia; skin rash; drug fever

Very rare: Facial oedema

Metabolism and nutrition disorders
Uncommon

Anorexia 

Gastrointestinal disorders

Common

Nausea; vomiting; pancreatitis in the IBD population

Rare 


Oral ulceration, pancreatitis 

Very rare 

Intestinal ulceration

†Pancreatitis has been reported in association with the unlicensed use of 6‑mercaptopurine in the treatment of inflammatory bowel disease. 

Hepatobiliary disorders

Common 

Biliary stasis; hepatotoxicity 

Rare 


Hepatic necrosis

6-mercaptopurine is hepatotoxic in animals and man.  The histological findings in man have shown hepatic necrosis and biliary stasis

The incidence of hepatotoxicity varies considerably and can occur with any dose but more frequently when the recommended dose of 2.5 mg/kg bodyweight daily or 75 mg/m2 body surface area per day is exceeded. 

Monitoring of liver function tests may allow early detection of hepatotoxicity.  This is usually reversible if 6-mercaptopurine therapy is stopped soon enough but fatal liver damage has occurred. 

Skin and subcutaneous tissue disorders

Rare


Skin rash
; alopecia 

Reproductive system and breast disorders

Very rare 

Transient oligospermia

General disorders and administration site conditions

Rare


Drug fever 

Reporting of suspected adverse reactions

Suspected adverse reactions should be reported by the physician or other healthcare provider to the Ministry of Health according to the National Regulation by using an online form (https://forms.gov.il/globaldata/getsequence/getsequence.aspx?formType=AdversEffectMedic%40moh.gov.il) or by email (adr@MOH.HEALTH.GOV.IL ). Additionally, you should also report to www.perrigo-pharma.co.il.



מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב.

שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע שונה. יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.
הועבר בדואר אלקטרוני בתאריך.................. 

�תגובות בין תרופתיות- בהתאם לעלון לצרכן רפרנס


�מתוך עלון קודם. מצוי בנוסח העלון לרופא של הרפרנס אך לא בעלון לצרכן של הרפרנס. האם להשאיר ?  


� מידע מעלון לצרכן ורופא של הרפרנס. לא בהתאם להתוויה מאושרת. 


האם להשאיר?


�אנורקסיה- מעלון לרופא רפרנס


�בהתאם לעלון לרופא רפרנס


�כבר מופיע בcommon . נודה להמלצתכם


�מידע מעלון לצרכן ורופא של הרפרנס. לא בהתאם להתוויה מאושרת. 


האם להשאיר?





�


According to the PIL approved in the UK in March 2015 





�Replaced to § "Medicinal product interaction". See below


�


מידע זה מופיע בעלון הקודם בסעיף 


Interactions . בהצעה זו הוא מופיע גם בסעיף 4.5 , כלומר כתוב פעמיים.


�Replaced to § " Allopurinol/oxipurinol/thiopurinol


". See below





�Moved below


�Moved below


�


תופעות לוואי הוצגו בצורת טבלה. הטבלה מכילה מידע שהיה בעלון המאושר (פרט לאנמיה)


�See in the table under " Immune System Disorders "


�See in the table under " Immune System Disorders
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