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תאריך 17.02.2015
שם תכשיר באנגלית ומספר הרישום 

Cardioxane 500 mg 109-84-29292
שם בעל הרישום מגאפארם בע"מ
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות 

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	Contraindications
	- Children and adolescents up to 18 years of age (see sections 4.4 and 4.8)
- Hypersensitivity to dexrazoxane 

- Breast-feeding (see section 4.6)
	- Children and adolescents up to 18 years of age (see sections 4.4 and 4.8)

- Hypersensitivity to dexrazoxane 

- Breast-feeding (see section 4.6)

- Concomitant vaccination with yellow fever vaccine (see section 4.5)

	Special warnings and precautions for use

	Myelosuppression
Myelosuppressive effects that may be additive to those of chemotherapy were reported with Cardioxane (see section 4.8). Cell counts at nadir may be lower in patients treated with dexrazoxane. Haematological monitoring is thus necessary. Leucopenia and thrombocytopenia generally reverse quickly upon cessation of treatment with Cardioxane.

At higher doses of chemotherapy, where the Cardioxane dose exceeds 1000 mg/m2, myelosuppression may increase significantly.

Second primary malignancies

Since dexrazoxane is a cytotoxic agent, with topoisomerase II inhibition activity, combination of dexrazoxane with chemotherapy may lead to an increased risk of second primary malignancy.

In clinical trials, second primary malignancies, in particular acute myeloid leukaemia (AML) and myelodysplastic syndrome (MDS), have been reported in paediatric patients with Hodgkin’s disease and acute lymphoblastic leukaemia receiving chemotherapy regimens including several cytotoxics (e.g. etoposide, doxorubicin, cyclophosphamide) (see section 4.8).

AML has been reported uncommonly in adult breast cancer patients post-marketing (see section 4.8).

Early death

In some studies, a higher incidence of death has been observed in the groups treated with dexrazoxane plus chemotherapy compared to those treated with chemotherapy alone. The possibility that dexrazoxane was a contributing factor to the imbalance cannot be ruled out (see section 5.1).

Interference with chemotherapy

A significant decrease in tumour response rate has been reported in one study in advanced breast cancer patients treated with doxorubicin and dexrazoxane compared to patients treated with doxorubicin and placebo. Since both dexrazoxane and doxorubicin are topoisomerase inhibitors, it is possible that dexrazoxane may interfere with the anti-tumour efficacy of doxorubicin. Use of dexrazoxane in combination with adjuvant breast cancer therapy or chemotherapy intended as curative is therefore not recommended.

Patients with renal impairment

Clearance of dexrazoxane and its active metabolites may be reduced in patients with decreased creatinine clearance (see Section 4.2). 

Liver disorders
Liver dysfunction was occasionally observed in patients treated with cardioxane (see section 4.8)
Patients with cardiac disorders

Standard cardiac monitoring associated with doxorubicin or epirubicin treatment should be continued.

There are no data that support the use of dexrazoxane in patients with myocardial infarction within the past 12 months, pre-existing heart failure (including clinical heart failure secondary to anthracycline treatment), uncontrolled angina or symptomatic valvular heart disease.

Thromboembolism

Combination of dexrazoxane with chemotherapy may lead to an increased risk of thromboembolism (see section 4.8).

Women of child-bearing potential / Contraception in males and females

Since dexrazoxane is a cytotoxic agent, sexually active men should continue using effective methods of contraception for at least 3 months after cessation of treatment with dexrazoxane (see section 4.6).

Anaphylactic reaction

Anaphylactic reaction including angioedema, skin reactions, bronchospasm, respiratory distress, hypotension and loss of consciousness have been observed in patients treated with Cardioxane and anthracyclines (see section 4.8). Previous history of allergy to dexrazoxane or  razoxane should be carefully considered prior to administration (see section 4.3).
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Liver disorders

Since liver dysfunction was occasionally observed in patients treated with Cardioxane (see section 4.8), it is recommended that routine liver function tests be performed before and during administration of dexrazoxane in patients with known liver function disorders. 
Patients with cardiac disorders

Standard cardiac monitoring associated with doxorubicin or epirubicin treatment should be continued.

There are no data that support the use of dexrazoxane in patients with myocardial infarction within the past 12 months, pre-existing heart failure (including clinical heart failure secondary to anthracycline treatment), uncontrolled angina or symptomatic valvular heart disease.
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Women of child-bearing potential / Contraception in males and females

Since dexrazoxane is a cytotoxic agent, sexually active men should continue using effective methods of contraception for at least 3 months after cessation of treatment with dexrazoxane (see section 4.6).

Geriatric patients (age 65 years or above)

There are no clinical trials comparing the efficacy or safety of dexrazoxane in geriatric patients to that in younger patients. However, in general, caution is required when treating elderly patients due to their greater use of other medicinal products, higher rates of concomitant diseases and possible reduced hepatic, renal or cardiac function.
Anaphylactic reaction

Anaphylactic reaction including angioedema, skin reactions, bronchospasm, respiratory distress, hypotension and loss of consciousness have been observed in patients treated with Cardioxane and anthracyclines (see section 4.8). Previous history of allergy to dexrazoxane or  razoxane should be carefully considered prior to administration (see section 4.3).



	Interaction with other medicinal products and other forms of interaction

	Cardioxane may increase haematological toxicity induced by chemotherapy or radiation, requiring careful monitoring of haematological parameters during the first two treatment cycles (see section 4.4).
Cardioxane should not be mixed with any other medicinal products during infusion

	Cardioxane is excreted unchanged via the kidney, as well as metabolized by dihydropyrimidine amidohydrolase (DHPase) in the liver and kidney to ring-opened metabolites. Co-administration of doxorubicin (50 to 60 mg/m2) or epirubicin (60 to 100 mg/m2) did not affect Cardioxane pharmacokinetics significantly.

In studies, Cardioxane did not affect the pharmacokinetics of doxorubicin. There is limited evidence from studies that suggests that epirubicin clearance may be increased when dexrazoxane is pre-administered, this occurred at high doses of epirubicin (120-135 mg/m2).
Cardioxane may increase haematological toxicity induced by chemotherapy or radiation, requiring careful monitoring of haematological parameters during the first two treatment cycles (see section 4.4).

Cardioxane should not be mixed with any other medicinal products during infusion
Concomitant use contraindicated: 

Yellow fever vaccine: Risk of fatal generalised vaccine disease (see section 4.3). 

Concomitant use not recommended: 

Other live attenuated vaccines: risk of systemic, possible fatal disease. This risk is increased in subjects who are already immunosuppressed by their underlying disease. Use an inactivated vaccine where this exists (poliomyelitis). 

Phenytoin: cytotoxic agents may reduce the absorption of phenytoin leading to an exacerbation of convulsions. Dexrazoxane is not recommended in combination with phenytoin. 

Concomitant use to assess carefully: 

Ciclosporin, tacrolimus: Excessive immunosuppression with risk of lymphoproliferative disease

	Fertility, Pregnancy and lactation

	Women of childbearing potential/contraception in males and females
Both sexually active men and women should use effective methods of contraception during treatment. For men the contraception should be continued for at least 3 months after cessation of treatment with Cardioxane (see section 4.4).

Pregnancy

There are no adequate data from the use of dexrazoxane in pregnant women. Animal studies showed embryotoxic and teratogenic effects (see section 5.3). The potential risk for humans is unknown. Cardioxane is used with anthracyclines known to have cytotoxic, mutagenic and embryotoxic properties. Cardioxane should not be used during pregnancy unless clearly necessary. 

Breast-feeding

There are no animal studies on the transfer of the active substance and/or its metabolites into milk. It is unknown whether dexrazoxane and/or its metabolites are excreted in human milk. Because of the potential for serious adverse reactions in infants exposed to Cardioxane, breast-feeding is contraindicated during Cardioxane treatment (see section 4.3).
Fertility

The effect of Cardioxane on the fertility of humans has not been studied.
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Fertility

The effect of Cardioxane on the fertility of humans has not been studied.
There are limited fertility data from animal studies available, but testicular changes were observed in rats and dogs following repeat dosing (see Section 5.3).

	Undesirable effects
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	Pharmacokinetic properties

	After intravenous administration to cancer patients, serum kinetics of dexrazoxane generally follow an open two-compartment model with first-order elimination. The maximum plasma concentration observed after a 12‑15 minute infusion of 1000 mg/m2 is around 80 μg/ml with area under the plasma concentration-time curve (AUC) of 130 ± 15 mg.h/l. The plasma concentrations declined thereafter with an average half-life value of 2.2 ± 1.2 hours.  The total body clearance of dexrazoxane in adults is estimated at 14.4 ± 1.6 l/h. 
Distribution

The apparent volume of distribution is 44.0 ± 3.9 l, suggesting that dexrazoxane distributes mainly in the total body water. Plasma protein binding of dexrazoxane is low (2%) and it does not penetrate into the cerebrospinal fluid to a clinically significant extent.

Hepatic impairment

No studies have been conducted in subjects with hepatic impairment.
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The apparent volume of distribution is 44.0 ± 3.9 l, suggesting that dexrazoxane distributes mainly in the total body water. Plasma protein binding of dexrazoxane is low (2%) and it does not penetrate into the cerebrospinal fluid to a clinically significant extent.

Biotransformation and metabolism

Cardioxane and its metabolites were detected in the plasma and urine of animals and man. 

Elimination

Urinary excretion plays an important role in the elimination of dexrazoxane. The total urinary excretion of unchanged dexrazoxane is in the order of 40%. 

Special populations

Geriatric patients

No studies have been conducted in the elderly and dexrazoxane . Clearance may be reduced in elderly patients and patients with low creatinine clearance. 
Hepatic impairment

No studies have been conducted in subjects with hepatic impairment.

Renal impairment

Compared with normal subjects (creatinine clearance (CLCR) >80 ml/min), exposure was 2-fold greater in subjects with moderate (CLCR of 30 to 50 ml/min) to severe (CLCR <30 ml/min) renal impairment. Modeling suggested that equivalent exposure (AUC0-inf) could be achieved if dosing were reduced by 50% in subjects with CLCR less than 40 ml/min compared with control subjects (CLCR >80 ml/min).


	Preclinical safety data
	Repeat dose toxicity

Preclinical studies indicate that, with repeated dexrazoxane administration, the primary target organs are those of rapid cell division: bone marrow, lymphoid tissue, testes and gastrointestinal mucosa.
The Cardioxane dosing schedule is a primary factor in the degree of tissue toxicity produced. A single high dose is better tolerated than the same dose administered several times a day. 
Mutagenicity 

Dexrazoxane has been shown to possess mutagenic 
Carcinogenicity

The carcinogenic potential of dexrazoxane has not been investigated. However prolonged administration of high doses of razoxane, the racemic mixture of which dexrazoxane is the S (+)-enantiomer, has been associated with the development of hematopoietic neoplasms 
Reproductive toxicity- teratogenicity

There are limited fertility data from animal studies available, but testicular changes were observed in rats and dogs following repeat dosing.
Animal reproductive studies reveal that razoxane is embryotoxic in mice, rats and rabbits and also teratogenic in rats and mice (see section 4.6).


	Repeat dose toxicity

Preclinical studies indicate that, with repeated dexrazoxane administration, the primary target organs are those of rapid cell division: bone marrow, lymphoid tissue, testes and gastrointestinal mucosa. Dexrazoxane administration has been associated with testicular atrophy in rats starting at intravenous dose levels of 25 mg/kg and at a dose level of 20 mg/kg/week in dogs. 
The Cardioxane dosing schedule is a primary factor in the degree of tissue toxicity produced. A single high dose is better tolerated than the same dose administered several times a day. 
Mutagenicity 

Dexrazoxane has been shown to possess mutagenic and genotoxic activity in both in vitro and in vivo studies. 
Carcinogenicity

The carcinogenic potential of dexrazoxane has not been investigated. However prolonged administration of high doses of razoxane, the racemic mixture of which dexrazoxane is the S (+)-enantiomer, has been associated with the development of hematopoietic neoplasms in female mice, lymphocytic neoplasms in female mice and uterine adenocarcinomas in female rats. 
Reproductive toxicity- teratogenicity

There are limited fertility data from animal studies available, but testicular changes were observed in rats and dogs following repeat dosing.
Animal reproductive studies reveal that razoxane is embryotoxic in mice, rats and rabbits and also teratogenic in rats and mice (see section 4.6).
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