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	פרטים על השינויים המבוקשים

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	1. Name of medicinal product
	Myocet 50 mg powder and pre-admixtures for concentrate for liposomal dispersion for infusion


	Myocet 50 mg powder dispersion and solvent  for concentrate for  dispersion for infusion


	Qualitative and quantitative composition


	Liposome–encapsulated doxorubicin–citrate complex corresponding to 50 mg doxorubicin hydrochloride (HCl).

For a full list of excipients, see section 6.1.


	Liposome–encapsulated doxorubicin–citrate complex corresponding to 50 mg doxorubicin hydrochloride (HCl).

Excipient(s) with known effect: The reconstituted medicinal product contains approximately 108 mg sodium for a 50 mg doxorubicin HCl dose.
For the full list of excipients, see section 6.1.



	 3. Pharmaceutical form
	Powder and pre-admixtures for concentrate for liposomal dispersion for infusion
	Powder, dispersion and solvent for concentrate for dispersion for infusion


	4.2 Posology and method of administration
	Pediatric patients

The safety and efficacy of Myocet has not been established in peadiatric patients (below 18 years of age).
	Paediatric population

The safety and efficacy of Myocet in children aged up to 17 years has not been established. No data are available.

	Special warnings and  4.4 precautions for use


	Myelosuppression

Therapy with Myocet causes myelosuppression. Myocet should not be administered to individuals with absolute neutrophil counts (ANC) lower than 1,500 cells/(l or platelets less than 100,000/(l prior to the next cycle. Careful haematological monitoring (including white blood cell and platelet count, and haemoglobin) should be performed during therapy with Myocet.

Haematological as well as other toxicity may require dose reductions or delays. The following dosage modifications are recommended during therapy and should be performed in parallel for both Myocet and cyclophosphamide. Dosing subsequent to a dose reduction is left to the discretion of the physician in charge of the patient.


	Myelosuppression

Therapy with Myocet causes myelosuppression. Myocet should not be administered to individuals with absolute neutrophil counts (ANC) lower than 1,500 cells/(l or platelets less than 100,000/(l prior to the next cycle. Careful haematological monitoring (including white blood cell and platelet count, and haemoglobin) should be performed during therapy with Myocet.

A meta-analysis showed a statistically significant lower rate of grade 4 neutropenia (RR = 0.82, p=0.005) in patients treated with Myocet versus conventional doxorubicin. However, no significant differences were identified in the occurrence of anaemia, thrombocytopenia and episodes of neutropenic fever.
Haematological as well as other toxicity may require dose reductions or delays. The following dosage modifications are recommended during therapy and should be performed in parallel for both Myocet and cyclophosphamide. Dosing subsequent to a dose reduction is left to the discretion of the physician in charge of the patient.



	Special warnings and  4.4 precautions for use


	Cardiac toxicity

Doxorubicin and other anthracyclines can cause cardiotoxicity. The risk of toxicity rises with increasing cumulative doses of those medicinal products and is higher in individuals with a history of cardiomyopathy, or mediastinal irradiation or pre-existing cardiac disease.

Analyses of cardiotoxicity in clinical trials have shown a statistically significant reduction in cardiac events in patients treated with Myocet compared to patients treated with conventional doxorubicin at the same dose in mg. The full clinical relevance of these findings is currently unclear.

	Cardiac toxicity

Doxorubicin and other anthracyclines can cause cardiotoxicity. The risk of toxicity rises with increasing cumulative doses of those medicinal products and is higher in individuals with a history of cardiomyopathy, or mediastinal irradiation or pre-existing cardiac disease.

Analyses of cardiotoxicity in clinical trials have shown a statistically significant reduction in cardiac events in patients treated with Myocet compared to patients treated with conventional doxorubicin at the same dose in mg. The full clinical relevance of these findings is currently unclear.
A meta-analysis showed a statistically significant lower rate of both clinical heart failure (RR = 0.20, p=0.02) and clinical and subclinical heart failure combined (RR = 0.38, p<0.0001) in patients treated with Myocet versus conventional doxorubicin. The reduced risk of cardiotoxicity has also been shown in a retrospective analysis in patients who had received prior adjuvant doxorubicin (log-rank P=0.001, Hazard Ratio=5.42).


	Special warnings and  4.4 precautions for use


	Section does not exist.
	Gastroinstestinal disorders

A meta-analysis showed a statistically significant lower rate of nausea/vomiting grade ( 3 (RR = 0.65, p=0.04) and diarrhoea grade ( 3(RR = 0.33, p=0.03) in patients treated with Myocet versus conventional doxorubicin.


	Special warnings and  4.4 precautions for use


	Other

For precautions regarding the use of Myocet with other medicinal products, see section 4.5.

Efficacy and safety of Myocet in the adjuvant treatment of breast cancer have not been determined. The importance of apparent differences in tissue distribution between Myocet and conventional doxorubicin has not been elucidated with respect to long-term antitumour efficacy.


	Other

For precautions regarding the use of Myocet with other medicinal products, see section 4.5.

As for other anthracyclines and doxorubicin products, radiation recall may occur in previously irradiated fields.
Efficacy and safety of Myocet in the adjuvant treatment of breast cancer have not been determined. The importance of apparent differences in tissue distribution between Myocet and conventional doxorubicin has not been elucidated with respect to long-term antitumour efficacy.



	 Undesirable effects 4.8
	מצורף בעמוד הבא
	מצורף בעמוד הבא


טקסט נוכחי

Clinical Program

Adverse drug reactions (ADR) data obtained from 323 patients with metastatic breast cancer in three randomised phase III trials of Myocet as a single agent and in combination with Cyclophosphamide (CPA) have been provided in Table 1 as pooled data. Treatment cycles were every three weeks in each trial and G-CSF was used in 38-56% of the cycles.

Table 1: Adverse reactions from pooled study results of three randomised Phase III clinical trials of Myocet as a single agent and in combination with Cyclophosphamide (CPA). (n=323)
	System Organ

Class
	Frequency (as

percentage)
	Adverse Reactions1,2



	Infections and Infestations
	
	Infection

	
	40 


	(All Grades)

	
	8 


	(Grade ≥3 )

	
	
	Neutropenic Fever3

	
	11 


	ANC <500 & fever >38°C 3,4

	
	9 


	ANC >500 & fever >38°C 3,4

	Blood and Lymphatic System

Disorders
	
	Neutropenia

	
	94 


	<2000/μl

	
	64 


	<500/μl

	
	6 


	<500/μl for ≥ 7 days

	
	
	Thrombocytopenia

	
	62 


	<100,000/μl

	
	7 


	<20,000/μl

	
	
	Anaemia

	
	89 


	<11 g/dl

	
	23 


	<8 g/dl

	Gastrointestinal Disorders
	
	Nausea/Vomiting

	
	85
	(All Grades)



	
	15 


	(Grade ≥3)

	
	
	Stomatitis/Mucositis

	
	44
	(All Grades)



	
	6 


	(Grade ≥3)

	
	
	Diarrhoea

	
	26
	(All Grades)



	
	2 


	(Grade ≥3)

	Skin and Subcutaneous Tissue Disorders
	86
	Alopecia - Pronounced

	
	
	Skin Related Toxicities

(e.g. rash, dry skin)

	
	11 


	(All Grades)

	
	0 


	(Grade ≥3)

	General Disorders and

Administration Site Conditions
	
	Fatigue/Malaise/Asthenia



	
	49
	(All Grades)

	
	7


	(Grade ≥3)

	
	
	Injection Site Toxicity

	
	7 


	(All Grades)

	
	0 


	(Grade ≥3)


1 Incidence of the adverse reaction considered at least possibly related by the investigator, from pooled clinical trials involving 323 patients taking the medicinal product.

2 all adverse reactions have been ranked by frequency within each system organ class.

3 with IV antibiotics and/or hospitalisation

4 absolute neutrophil counts (ANC)

The following clinically relevant grade 3/4 adverse reactions with an incidence of < 5% were also observed from clinical trials involving 948 patients with solid tumours. AIDS patients with Kaposi’s sarcoma were not included.

Incidence of less than 5% (Grade 3 or 4, possibly, probably, or definitely related):

Infections and Infestations: fever, Herpes Zoster, injection site infection, sepsis

Blood and Lymphatic System Disorders: leukopenia, lymphopenia, neutropenic sepsis, purpura

Metabolism and Nutrition Disorders: anorexia, dehydration, hypokalaemia, hyperglycaemia

Psychiatric Disorders: agitation

Nervous System Disorders: abnormal gait, dysphonia, insomnia, somnolence

Cardiac Disorders: arrhythmia, cardiomyopathy, congestive cardiac failure, pericardial effusion

Vascular Disorders: hot flushes, hypotension

Respiratory, Thoracic and Mediastinal Disorders: chest pain, dyspnoea, epistaxis, haemoptysis, pharyngitis, pleural effusion, pneumonitis

Gastrointestinal Disorders: constipation, gastric ulcer, oesophagitis

Hepato-Biliary Disorders: increased hepatic transaminases, increased alkaline phosphatase,

increased serum bilirubin, jaundice

Musculoskeletal, Connective Tissue and Bone Disorders: back pain, muscle weakness, myalgia

Skin and Subcutaneous Tissue Disorders: folliculitis, nail disorder, pruritus,

Renal and Urinary Disorders: haemorrhagic cystitis, oliguria

General Disorders and Administration Site Conditions: dizziness, headache, injection site reaction, pain, rigors, weight loss

Post-Marketing

Relevant adverse reactions obtained from post marketing surveillance have been tabulated in Table 2. 

Table 2: Adverse reactions obtained from post-marketing surveillance (4.5 years data).

	System Organ Class
	Adverse Reactions

	Blood and Lymphatic System Disorders
	Pancytopenia


טקסט חדש
During clinical trials, the most frequently reported adverse reactions were nausea/vomiting (73%), leucopoenia (70%), alopecia (66%), neutropenia (46%), asthenia/fatigue (46%), stomatitis/mucositis (42%), thrombocytopenia (31%) and anaemia (30%).

The following adverse reactions have been reported with Myocet during clinical studies and post marketing experience. Adverse reactions are listed below as MedDRA preferred term by system organ class and frequency (frequencies are defined as: very common ≥1/10, common ≥1/100 to <1/10, uncommon ≥ 1/1,000 to <1/100, not known (cannot be estimated from the available data).

	
	All grades
	Grades ≥ 3

	Infections and infestations

	Neutropenic fever
	Very common
	Very common

	Infections
	Very common
	Common

	Herpes zoster
	Uncommon
	Uncommon

	Sepsis
	Uncommon
	Uncommon

	Injection site infection 
	Uncommon
	Not known

	Blood and lymphatic system disorders

	Neutropenia
	Very common
	Very common

	Thrombocytopenia
	Very common
	Very common

	Anaemia
	Very common
	Very common

	Leucopenia
	Very common
	Very common

	Lymphopenia
	Common
	Common

	Pancytopenia
	Common
	Uncommon

	Neutropenic sepsis
	Uncommon
	Uncommon

	Purpura
	Uncommon
	Uncommon

	Metabolism and nutrition disorders

	Anorexia
	Very common
	Very common

	Dehydration
	Common
	Very common

	Hypokalaemia
	Common
	Uncommon

	Hyperglycaemia
	Uncommon
	Uncommon

	Psychiatric disorders

	Agitation
	Uncommon
	Not known

	Nervous system disorders

	Insomnia
	Common
	Uncommon

	Abnormal gait
	Uncommon
	Uncommon

	Dysphonia
	Uncommon
	Not known

	Somnolence
	Uncommon
	Not known

	Cardiac disorders

	Arrhythmia
	Common
	Uncommon

	Cardiomyopathy
	Common
	Common

	Congestive cardiac failure
	Common
	Common

	Pericardial effusion
	Uncommon
	Uncommon

	Vascular disorders

	Hot flushes
	Common
	Uncommon

	Hypotension
	Uncommon
	Uncommon

	Respiratory, thoracic and mediastinal disorders

	Chest pain
	Common
	Uncommon

	Dyspnoea
	Common
	Uncommon

	Epistaxis
	Common
	Uncommon

	Haemoptysis
	Uncommon
	Not known

	Pharyngitis
	Uncommon
	Not known

	Pleural effusion
	Uncommon
	Uncommon

	Pneumonitis
	Uncommon
	Uncommon

	Gastrointestinal disorders

	Nausea/vomiting
	Very common
	Very common

	Stomatitis/mucositis
	Very common
	Common

	Diarrhoea
	Very common
	Common

	Constipation
	Common
	Uncommon

	Oesophagitis
	Common
	Uncommon

	Gastric ulcer
	Uncommon
	Uncommon

	Hepato-biliary disorders

	Increased hepatic transaminases
	Common
	Uncommon

	Increased alkaline phosphatase
	Uncommon
	Uncommon

	Jaundice
	Uncommon
	Uncommon

	Increased serum bilirubin
	Uncommon
	Not known

	Skin and subcutaneous tissue disorders

	Alopecia
	Very Common
	Common

	Rash
	Common
	Not known

	Nail disorder
	Common
	Uncommon

	Pruritus
	Uncommon
	Uncommon

	Folliculitis
	Uncommon
	Uncommon

	Dry skin
	Uncommon
	Not known

	Musculoskeletal, connective tissue and bone disorders

	Back pain
	Common
	Uncommon

	Myalgia
	Common
	Uncommon

	Muscle weakness
	Uncommon
	Uncommon

	Renal and urinary disorders

	Haemorrhagic cystitis
	Uncommon
	Uncommon

	Oliguria
	Uncommon
	Uncommon

	General disorders and administration site conditions

	Asthenia/Fatigue
	Very Common
	Common

	Fever
	Very common
	Common

	Pain
	Very Common
	Common

	Rigors
	Very Common
	Uncommon

	Dizziness
	Common
	Uncommon

	Headache
	Common
	Uncommon

	Weight loss
	Common
	Uncommon

	Injection site reaction
	Uncommon
	Uncommon

	Malaise
	Uncommon
	Not known


	פרטים על השינויים המבוקשים - המשך

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	5.1 Pharmacodynamic properties
	Pharmaco-therapeutic group: Cytotoxic agents, anthracyclines and related substances, ATC code: L01DB01


	Pharmaco-therapeutic group: Antineoplastic agents, anthracyclines and related substances, ATC code: L01DB01



	List of excipients  6.1

	Myocet liposomes

· Egg phosphatidylcholine

· cholesterol

· citric acid

· sodium hydroxide

· water for injections
	Myocet liposomes

· egg phosphatidylcholine

· cholesterol

· citric acid

· sodium hydroxide

· water for injections

	6.4 Special precautions for storage
	Store in a refrigerator (2ºC – 8ºC).


	Store in a refrigerator (2ºC – 8ºC).

For storage conditions after reconstitution of the medicinal product, see section 6.3.

	6.5Nature and contents of container

	Myocet is available in cartons containing 2 sets of the three constituents. Sodium chloride for injection 0.9% needed to dissolve doxorubicin HCl, is not provided in the package.
	Myocet is available in cartons containing 1 set or 2 sets of the three constituents.
Sodium chloride for injection 0.9% needed to dissolve doxorubicin HCl, is not provided in the package.
Not all pack sizes may be marketed.


	6.6 Special precautions for disposal and other handling
Preparation of Myocet     

	Step 2.  Reconstitute doxorubicin HCl

· Withdraw 20 ml sodium chloride solution for injection (0.9%), preservative free, (not provided in the package), and inject into each Myocet doxorubicin HCl, intended for preparation. 


	Step 2.  Reconstitute doxorubicin HCl

· Withdraw 20 ml sodium chloride solution for injection (0.9%) preservative free, (not provided in the package), and inject into each Myocet doxorubicin HCl, intended for preparation. 



















