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	טקסט נוכחי
	טקסט חדש

	Indication
	
	

	contraindications
	
	

	Posology, dosage & administration

	
	

	Special warnings and special precautions for use
	...

In patients suffering from epilepsy or brain lesions the likelihood of convulsions during the examination may be increased. Precautions are necessary when examining these patients (e.g. monitoring of the patient) and the equipment and medicinal products needed for the rapid treatment of possible convulsions should be available.

The use of diagnostic contrast media, such as MultiHance, should be restricted to hospitals or clinics staffed for intensive care emergencies and where cardiopulmonary resuscitation equipment is readily available.

…


	...

In patients suffering from epilepsy or brain lesions the likelihood of convulsions during the examination may be increased. Precautions are necessary when examining these patients (e.g. monitoring of the patient) and the equipment and medicinal products needed for the rapid treatment of possible convulsions should be available.

Hypersensitivity reactions

As with other gadolinium chelates, the possibility of a reaction, including serious, life-threatening, or fatal anaphylactic and anaphylactoid reactions involving one or more body systems, mostly respiratory, cardiovascular and/or mucocutaneous systems, should always be considered, especially in patients with a history of asthma or other allergic disorders.

Prior to MultiHance administration, ensure the availability of trained personnel and medications to treat hypersensitivity reactions.
…

	Interaction with other medicaments and other forms of interaction
	
	

	Pregnancy and fertility, lactation
	
	

	Adverse events
	The following adverse events were seen during the clinical development of MultiHance among 2637 adult subjects. There were no adverse reactions with a frequency greater than 2%.
System organ classes

Common (≥1/100, <1/10)

Uncommon (≥1/1,000, <1/100)

Rare

(≥1/10,000, <1/1,000)

Infections and infestations

Nasopharyngitis

Nervous system disorders

Headache

Paraesthesia, dizziness,
syncope parosmia 
Hyperaesthesia tremor, intracranial hypertension, hemiplegia, convulsion, 
Eye disorders

Conjunctivitis

Ear and labyrinth disorders 

Tinnitus

Cardiac disorders

Tachycardia, atrial fibrillation, first-degree atrioventricular block, ventricular extrasystoles, sinus bradycardia, 
Arrhythmia, myocardial ischaemia, prolonged PR interval

Vascular disorders

Hypertension,hypotension

Respiratory, thoracic and mediastinal disorders

Rhinitis,

Dyspnoea N.O.S., laryngospasm, wheezing, pulmonary congestion, pulmonary oedema

Gastrointestinal disorders

Nausea

Dry mouth, taste perversion, diarrhoea, vomiting, dyspepsia, salivation, abdominal pain

Constipation, Faecal incontinence, necrotising pancreatitis
Skin & subcutaneous tissue disorders

Pruritus, rash face oedema, urticaria, sweating 

Musculoskeletal, connective tissue and bone disorders

Back pain, myalgia 
Renal and urinary disorders

Urinary incontinence, urinary urgency

General disorders and administration site conditions

Injection Site Reaction, feeling hot
Asthenia, fever, chills, chest pain, pain, injection site pain, injection site extravasation
injection site inflammation

Investigations

Abnormal laboratory tests, abnormal ECG, prolonged QT

Laboratory abnormalities cited above include hypochromic anaemia, leukocytosis, leukopenia, basophilia, hypoproteinaemia, hypocalcaemia, hyperkalaemia, hyperglycaemia or hypoglycaemia, albuminuria, glycosuria, haematuria, hyperlipidaemia, hyperbilirubinaemia, serum iron increased, and increases in serum transaminases, alkaline phosphatase, lactic dehydrogenase, and in serum creatinine and were reported in equal or less than 0.4% of patients following the administration of MultiHance. However these findings were mostly seen in patients with evidence of pre-existing impairment of hepatic function or pre-existing metabolic disease. 

The majority of these events were non-serious, transient and spontaneously resolved without residual effects. There was no evidence of any correlation with age, gender or dose administered. 

paediatric 

In paediatric patients enrolled in clinical trials the most commonly reported adverse reactions included vomiting (1.4 %), pyrexia (0.9%) and hyperhydrosis (0.9%). The frequency and nature of adverse reactions was similar to that in adults. 

In marketed use, adverse reactions were reported in fewer than 0.1 % of patients.
Most commonly reported were: nausea, vomiting, signs and symptoms of hypersensitivity reactions including anaphylactic shock, anaphylactoid reactions, angioedema, laryngeal spasm and rash. 

Injection site reactions due to extravasation of the contrast medium leading to local pain or burning sensations, swelling blistering and, in rare cases when localised swelling is severe, necrosis have been reported. 

Localised thrombophlebitis has also been rarely reported. 

Isolated cases of nephrogenic systemic fibrosis (NSF) have been reported with MultiHance in patients co-administered other gadolinium-containing contrast agents (see Section 4.4).
	The following adverse events were seen during the clinical development of MultiHance.
System organ classes

Clinical trials
Post-marketing surveillance
Common (≥1/100, <1/10)

Uncommon (≥1/1,000, <1/100)

Rare

(≥1/10,000, <1/1,000)

Frequency unknown**

Immune system disorder
Anaphylactic

/anaphylactoid reaction, Hypersensitivity reaction

Anaphylactic shock

Infections and infestations

Nasopharyngitis

Nervous system disorders

Headache

Paraesthesia, Hypoaesthesia, Dizziness, Taste perversion
Hyperaesthesia, convulsion, Syncope, Tremor, intracranial hypertension, hemiplegia, Parosmia
Loss of consciousness
Eye disorders

Visual disturbance
Conjunctivitis
Ear and labyrinth disorders 

Tinnitus
Cardiac disorders

Tachycardia, atrial fibrillation, First-degree atrioventricular block, ventricular extrasystole, sinus bradycardia, 
Arrhythmia, Myocardial ischaemia, prolonged PR interval
Bradycardia
Cardiac arrest,

Cyanosis
Vascular disorders

Hypertension, Hypotension

Flushing
Respiratory, thoracic and mediastinal disorders

Dyspnoea N.O.S., Laryngospas, Wheezing, pulmonary congestion, pulmonary oedema

Rhinitis, Cough
Respiratory failure, Laryngeal oedema, Hypoxia, Bronchospasm, Pulmonary oedema
Gastrointestinal disorders

Nausea

Diarrhoea, Vomiting, dyspepsia, Abdominal pain

Constipation, Faecal incontinence, necrotising pancreatitis, Salivary hypersecretion, Dry mouth
Oedema mouth

Skin & subcutaneous tissue disorders

Pruritus, Rash including erythematous rash, macular, maculo-papular and popular rash, Urticaria, Sweating increased

Face oedema

Angioedema
Musculoskeletal, connective tissue and bone disorders

Back pain, 

Myalgia

Renal and urinary disorders

Proteinuria

Urinary incontinence, urinary urgency

General disorders and administration site conditions

Injection Site Reaction including injection site pain, inflammation, burning, warmth, coldness, discomfort, erythema, paraesthesia and pruritus. 
Chest pain, injection site extravasation, Pyrexia, Feeling hot.

injection site inflammation

Asthenia, Malaise, Chills
Injection site swelling

Investigations

Electrocardiogram abnormalities*, Blood bilirubin increased, Blood iron increased, Increases in serum transaminases, gamma-glutamyl-transferase, lactic dehydrogenase and creatinine

Abnormal laboratory tests, prolonged QT

Blood albumin decreased, Alkaline phosphatase increased 

* Electrocardiogram abnormalities include electrocardiogram QT prolonged, electrocardiogram QT shortened, electrocardiogram T wave inversion, electrocardiogram PR prolongation, electrocardiogram QRS complex prolonged. 

** Since the reactions were not observed during clinical trials with  4,956 subjects, best estimate is that their relative occurrence is rare (≥ 1/10,000 to <1/1000). 

The most appropriate MedDRA (version 16.1) term is used to describe a certain reaction and its symptoms and related conditions.

Laboratory abnormalities cited above include hypochromic anaemia, leukocytosis, leukopenia, basophilia, hypoproteinaemia, hypocalcaemia, hyperkalaemia, hyperglycaemia or hypoglycaemia, albuminuria, glycosuria, haematuria, hyperlipidaemia, hyperbilirubinaemia, serum iron increased, and increases in serum transaminases, alkaline phosphatase, lactic dehydrogenase, and in serum creatinine and were reported in equal or less than 0.4% of patients following the administration of MultiHance. However these findings were mostly seen in patients with evidence of pre-existing impairment of hepatic function or pre-existing metabolic disease.

The majority of these events were non-serious, transient and spontaneously resolved without residual effects. There was no evidence of any correlation with age, gender or dose administered.

As with other gadolinium-chelates, there were reports of anaphylactic/ anaphylactoid/ hypersensitivity reactions.  These reactions manifested with various degrees of severity up to anaphylactic shock and death, and involved one or more body system, mostly respiratory, cardiovascular, and/or mucocutaneous systems.  

In patients with history of convulsion, brain tumours or metastasis, or other cerebral disorders, convulsions have been reported after MultiHance administration (see section 4.4 Special warnings and precautions for use).

Paediatric 

In paediatric patients enrolled in clinical trials the most commonly reported adverse reactions included vomiting (1.4 %), pyrexia (0.9%) and hyperhydrosis (0.9%). The frequency and nature of adverse reactions was similar to that in adults.
In marketed use, adverse reactions were reported in fewer than 0.1 % of patients.

Most commonly reported were: nausea, vomiting, signs and symptoms of hypersensitivity reactions including anaphylactic shock, anaphylactoid reactions, angioedema, laryngeal spasm and rash.
Injection site reactions due to extravasation of the contrast medium leading to local pain or burning sensations, swelling, blistering and, in rare cases when localised swelling is severe, necrosis have been reported.
Localised thrombophlebitis has also been rarely reported (see section 4.4 Special warnings and precautions for use).
Isolated cases of nephrogenic systemic fibrosis (NSF) have been reported with MultiHance in patients co-administered other gadolinium-containing contrast agents (see Section 4.4).

Paediatric population

System Organ Class

Adverse Reactions

Clinical Trials

Common
(≥1/100 to <1/10)

Uncommon
(≥1/1000 to <1/100)

Nervous system disorders

Dizziness

Eye disorders

Eye pain,                                           Eyelid oedema

Vascular disorders

Flushing 

Gastrointestinal disorders

Vomiting

Abdominal pain

Skin and subcutaneous tissue disorders

Rash,                                              Sweating increased

General disorders and administration site conditions

Chest pain,                                   Injection site pain,                                                                      Pyrexia

The adverse reactions reported among paediatric patients treated with MultiHance during clinical trials and tabulated above were non-serious. The adverse reactions identified during post-marketing surveillance indicate that MultiHance safety profile is similar in children and adults.

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued monitoring of the benefit/risk balance of the medicinal product.

Any suspected adverse events should be reported to the Ministry of Health according to the National 

Regulation by using an online form (http://forms.gov.il/globaldata/getsequence/getsequence.aspx?formType=AdversEffectMedic@moh.health.gov.il ) or by email (adr@MOH.HEALTH.GOV.IL ).



