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

 תאריך 14/12/2014
שם תכשיר באנגלית ומספר הרישום
Zavedos 10mg 059-92-27176-00
שם בעל הרישום: פייזר פרמצבטיקה בע"מ 
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Posology and method of administration
	Idarubicin, as the reconstituted solution, must be administered only by the intravenous (IV) route (See section 6.5). A slow administration over 5 to 10 minutes via the tubing of a freely running intravenous infusion of 0.9% sodium chloride or 5% dextrose, must be followed.  A direct push injection is not recommended due to the risk of extravasation, which may occur even in the presence of adequate blood return upon needle aspiration (See section ‎4.4).
•
ANLL/AML.  In adult ANLL/AML, the recommended intravenous dose schedule is 12 mg/m2 daily for 3 days in combination with cytarabine.  Idarubicin may also be administered as a single agent and in combination, at a dose of 8 mg/m2 daily for 5 days.
•
ALL.  In adult ALL, the recommended single-agent intravenous dose is 12 mg/m2 daily for 3 days.  In children with ALL, the recommended single-agent intravenous dose is 10 mg/m2 daily for 3 days.
….
	For intravenous use only.
Not for intrathecal use.
Dosage is calculated on the basis of body surface area.
Acute non- lymphocyticlymphoblastic leukaemia (ANLL)
Adults

- 12 mg/m2/day  i.v. daily for 3 days in combination with cytarabine.                           or

-  8 mg/m2/day  i.v. daily for 5 days with/without combination.
Acute lymphocytic lymphoblastic leukaemia (ALL)
Adults

As single agent in ALL the suggested dose in adults is 12 mg/m2 i.v. daily for 3 days.
Children

10 mg/m2 i.v. daily for 3 days, as a single agent.
All of these dosage schedules should, however, take into account the haematological status of the patient and the dosages of other cytotoxic drugs when used in combination.
Administration of a second course should be delayed in patients who develop severe mucositis until recovery from this toxicity has occurred and a dose reduction of 25% is recommended.
For directions on dilution of the product before administration, see section 6.6.

	Contra-indications
	•
hypersensitivity to idarubicin or any other component of the product, other              
anthracyclines or anthracenediones 
•
severe hepatic impairment

•
severe renal impairment 
•
severe myocardial insufficiency 
•
recent myocardial infarction 
•
severe arrhythmias  
•
persistent myelosuppression

•
previous treatment with maximum cumulative doses of idarubicin and/or other 
anthracyclines and anthracenediones (See section ‎4.4)
	· Hypersensitivity to idarubicin or to any other component of the product, other anthracyclines or anthracenediones

· Severe hepatic impairment

· Severe renal impairment

· Uncontrolled infections

· Severe cardiomyopathy

· Recent myocardial infarction

· Severe arrhythmias

· Persistent myelosuppression

· Previous treatment with maximum cumulative doses of idarubicin and/ or other anthracyclines and anthracenediones (See section 4.4)

· Breast-feeding should be stopped during drug therapy (See section 4.6)



	Special warnings and precautions for use
	Hematologic Toxicity

….

 Leukopenia and neutropenia are usually severe; thrombocytopenia and anemia may also occur.  Neutrophil and platelet counts usually reach their nadir 10 to 14 days after drug administration; however, cell counts generally return to normal levels during the third week.  Clinical consequences of severe myelosuppression include fever, infections, sepsis/septicemia, septic shock, hemorrhage, tissue hypoxia, or death.
….

Late (i.e., Delayed) Events

…

The half-life of trastuzumab is approximately 28.5 days and may persist in the circulation for up to 24 weeks.  Therefore, physicians should avoid anthracycline-based therapy for up to 24 weeks after stopping trastuzumab when possible.  If anthracyclines are used before this time, careful monitoring of cardiac function is recommended.    

…..
Other

 As with other cytotoxic agents, thrombophlebitis and thromboembolic phenomena, including pulmonary embolism have been coincidentally reported with the use of idarubicin.

	Haemotological Toxicity
…..

Leukopenia and neutropenia are usually severe; thrombocytopenia and anemia may also occur.  Neutrophil and platelet counts usually reach their nadir 10 to 14 days after drug administration; however, cell counts generally return to normal levels during the third week.
During the phase of severe myelosuppression, deaths due to infections and/or haemorrhages have been reported.
….

Late (i.e. Delayed) Events
…..

The reported half-life of trastuzumab is approximately 28-38 days and may persist in the circulation for up to 27 weeks.  Therefore, physicians should avoid anthracycline-based therapy for up to 27 weeks after stopping trastuzumab when possible.  If anthracyclines are used before this time, careful monitoring of cardiac function is recommended.    

…..

Reproductive system

Men treated with idarubicin hydrochloride are advised to adopt contraceptive measures during therapy and, if appropriate an available, to seek advice on sperm preservation due to the possibility of irreversible infertility caused by the therapy (See section 4.6).
….

Other

As with other cytotoxic agents, thrombophlebitis and thromboembolic phenomena, including pulmonary embolism have been coincidentally reported with the use of idarubicin.
Patients with rare hereditary problems of galactose intolerance, the Lapp lactose deficiency or glucose-galactose malabsorption should not take this medicine.
The product may cause a red colouration of the urine for 1 - 2 days after administration and patients should be advised of this fact.

	Interactions with other medicinal products and other forms of interaction
	….
NA

….
	…

At combination of oral anticoagulants and anticancer chemotherapy, increased frequency of the INR (International Normalised Ratio) monitoring is recommended, since the risk for an interaction cannot be excluded.
Cyclosporin A:  The coadminstration of cyclosporin A as a single chemosensitizer significantly increased idarubicin AUC (1.78-fold) and idarubicinol AUC (2.46-fold) in patients with acute leukaemia. The clinical significance of this interaction is unknown.
A dosage adjustment may be necessary in some patients.
…..

	Fertility pregnancy and lactation
	Impairment of Fertility

 Idarubicin can induce chromosomal damage in human spermatozoa.  For this reason, males undergoing treatment with idarubicin should use effective contraceptive methods.
Pregnancy

The embryotoxic potential of idarubicin has been demonstrated in both in vitro and in vivo studies.  However, there are no adequate and well-controlled studies in pregnant women.  Women of child bearing potential should be advised to avoid becoming pregnant during treatment.  Idarubicin should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.  The patient should be informed of the potential hazard to the fetus.
….
	Impairment of Fertility
Idarubicin can induce chromosomal damage in human spermatozoa.  For this reason, males undergoing treatment with idarubicin should use effective contraceptive methods up to 3 months after treatment (See section 4.4).
Pregnancy

The embryotoxic potential of idarubicin has been demonstrated in both in vitro and in vivo studies.  However, there are no adequate and well-controlled studies in pregnant women. Women of child bearing potential should be advised not to become pregnant during treatment and adopt adequate contraceptive measures during therapy as suggested by a physician.  

Idarubicin should be used during pregnancy only if the potential benefit justifies the potential risk to the foetus. The patient should be informed of the potential hazard to the foetus. Patients desiring to have children after completion of therapy should be advised to obtain genetic counselling first if appropriate and available.
.....

	Undesirable effects
	The following adverse events (not listed in order of frequency) have been reported in association with idarubicin therapy (See also section ‎4.4):

Infections and infestations:  infection, sepsis/septicemia

Neoplasms benign, malignant and unspecified:  secondary leukemias (acute myeloid leukemia and myelodysplastic syndrome)  

Blood and lymphatic system disorders:  anemia, leukopenia, neutropenia, thrombocytopenia

Immune system disorders:  anaphylaxis

Metabolism and nutrition disorders:  anorexia, dehydration, hyperuricemia

Cardiac disorders:  atrioventricular block, bundle branch block, congestive heart failure, myocarditis, pericarditis, sinus tachycardia, tachyarrhythmias   

Vascular disorders:  hemorrhage, hot flashes, phlebitis, shock, thrombophlebitis, thromboembolism

Gastrointestinal disorders:  abdominal pain or burning sensation, colitis (including severe enterocolitis/neutropenic enterocolitis with perforation), diarrhea, erosions/ulceration, esophagitis, gastrointestinal tract bleeding, mucositis/stomatitis, nausea, vomiting

Skin and subcutaneous tissue disorders:  acral erythema, alopecia, hypersensitivity of irradiated skin (‘radiation recall reaction’), local toxicity , rash/itch, skin changes, skin and nail hyperpigmentation, urticaria

Renal and urinary disorders:  red color to the urine for 1-2 days after administration

General disorders and administration site conditions:  fever  

Investigations:  asymptomatic reductions in left ventricular ejection fraction, ECG abnormalities, elevation of liver enzymes and bilirubin


	Infections and infestations

Very common

Infections

Uncommon

Sepsis, septicaemia

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

Uncommon

Secondary leukaemia (acute myeloid leukaemia and myelodysplastic syndrome)

Blood and lymphatic system disorders

Very common

Anaemia, severe leukopenia and neutropenia, thrombocytopenia

Not known

Pancytopenia
Immune system disorders

Very rare

Anaphylaxis

Endocrine disorders

Very common

Anorexia

Uncommon

Dehydration

Metabolism and nutrition disorders
Uncommon

Hyperuricaemia

Not Known

Tumour Lysis Syndrome
Nervous system disorders

Rare

Cerebral haemorrhages
Cardiac disorders

Common

Bradycardia, sinus tachycardia, tachyarrhythmia, asymptomatic reduction of left ventricular ejection fraction, congestive heart failure, cardiomyopathies (see section 4.4 for associated signs and symptoms)

Uncommon

ECG abnormalities (e.g. nonspecific ST segment changes), myocardial infarction

Very rare

Pericarditis, myocarditis, atrioventricular and bundle branch block

Vascular disorders

Common

Local phlebitis, thrombophlebitis, haemorrhages

Uncommon

Shock

Very rare

Thromboembolism, flush

Gastrointestinal disorders
Very common
Nausea, vomiting, mucositis/stomatitis, diarrhoea, abdominal pain or burning sensation

Common

Gastrointestinal tract bleeding, bellyache
Uncommon

Oesophagitis, colitis (including severe enterocolitis / neutropenic enterocolitis with perforation)

Very rare

Gastric erosions or ulcerations
Hepatobiliary disorders
Common
Elevation of the liver enzymes and bilirubin
Skin and subcutaneous tissue disorders
Very common
Alopecia 

Common
Rash, itch, hypersensitivity of irradiated skin (‘radiation recall reaction’)

Uncommon

Skin and nail hyperpigmentation, urticaria, cellulitis (this event can be severe), tissue nerosis
Very rare

Acral erythema

Unknown

Local reaction

Renal and urinary disorders
Very common
Red coloration of the urine for 1 – 2 days after the treatment.
General disorders and administration site conditions 

Very common

Fever, headache, chills
….

Paediatric population

Undesirable effects are similar in adults and children except a greater susceptibility to anthracycline-induced cardiac toxicity of children (see section 4.4).
….




