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	4.2

Posology and method of administration


	Replagal treatment should be supervised by a physician experienced in the management of patients with Fabry Disease or other inherited metabolic diseases.

Replagal is administered at a dose of 0.2 mg/kg body weight every other week by intravenous infusion over 40 minutes. For preparation and administration instructions, see section 6.6.

Patients aged over 65 years

Studies in patients over the age of 65 have not been performed and no dosage regimen can presently be recommended in these patients as safety and efficacy have not yet been established.

Patients with hepatic impairment

No studies have been performed in patients with hepatic impairment.


	Replagal treatment should be supervised by a physician experienced in the management of patients with Fabry Disease or other inherited metabolic diseases.

Posology
Replagal is administered at a dose of 0.2 mg/kg body weight every other week by intravenous infusion over 40 minutes. For preparation and administration instructions, see section 6.6
Patients aged over 65 years

Studies in patients over the age of 65 have not been performed and no dosage regimen can presently be recommended in these patients as safety and efficacy have not yet been established.

Patients with hepatic impairment

No studies have been performed in patients with hepatic impairment.
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	Patients with renal impairment

No dose adjustment is necessary in patients with renal impairment.

The presence of extensive renal damage (eGFR <60mL/min) may limit the renal response to enzyme replacement therapy. Limited data are available in patients on dialysis or post- kidney transplantation, no dose adjustment is recommended.

Paediatric Patients

The experience in children is limited. No dosage regimen in children (0-6 years) can presently be recommended as safety and efficacy have not yet been sufficiently established. Limited clinical data in children (7-18 years) do not permit to recommend an optimal dosage regimen presently (see sections 5.1 and 5.2). Because no unexpected safety issues were encountered in the 6 month study with Replagal administered at 0.2 mg/kg in this population, this dose regimen is suggested for children between 7– 18 years of age.


	Patients with renal impairment 

No dose adjustment is necessary in patients with renal impairment.

The presence of extensive renal damage (eGFR <60mL/min) may limit the renal response to enzyme replacement therapy. Limited data are available in patients on dialysis or post-kidney transplantation, no dose adjustment is recommended.

Paediatric patients Population
The experience in children is limited. No dosage regimen in children (0-6 years) can presently be recommended as safety and efficacy have not yet been sufficiently established.  Limited clinical data in children (7-18 years) do not permit to recommend an optimal dosage regimen presently (see sections 5.1 and 5.2). Because no unexpected safety issues were encountered in the 6 month study with Replagal administered at 0.2 mg/kg in this population, this dose regimen is suggested for children between 7- 18 years of age.

Method of administration

For instructions on reconstitution of the medicinal product before administration, see section 6.6.

Administer the infusion solution over a period of 40 minutes using an intravenous line with an integral filter. 

Do not infuse Replagal concomitantly in the same intravenous line with other agents.


	4.8
Undesirable
 effects
	The most commonly reported undesirable effects were infusion associated reactions, which occurred in 13.7% of adult patients treated with Replagal in clinical trials.  Most undesirable effects were mild to moderate in severity.  
Table 1 lists adverse drug reactions (ADRs) reported for the 177 patients treated with Replagal in clinical trials, including 21 patients with history of endstage renal disease, 24 paediatric patients (7 to 17 years of age)  and 17 female patients.  Information is presented by system organ class and frequency (very common >1/10; common >1/100, <1/10; uncommon >1/1000, <1/100).  Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness. The occurrence of an event in a single patient is defined as uncommon in view of the number of patients treated. A single patient could be affected by several ADRs.


	The most commonly reported undesirable effects were infusion associated reactions, which occurred in 13.7% of adult patients treated with Replagal in clinical trials.  Most undesirable effects were mild to moderate in severity.

Table 1 lists adverse drug reactions (ADRs) reported for the 177 patients treated with Replagal in clinical trials, including 21 patients with history of endstage renal disease, 24 paediatric patients (7 to 17 years of age)  and 17 female patients, and from post-marketing spontaneous reports.  Information is presented by system organ class and frequency (very common >1/10; common >1/100, <1/10; uncommon >1/1000, <1/100). The ADRs categorized as incidence “not known” are derived from post-marketing spontaneous reports and are shown in italics. Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.  The occurrence of an event in a single patient is defined as uncommon in view of the number of patients treated. A single patient could be affected by several ADRs.
The following ADRs have been identified for agalsidase alfa:
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	Table 1

Peripheral oedema

Metabolism and nutrition disorders 

Common:

Headach
Dizziness, 

dysgeusia,

Neuropathic pain, 

tremor, hypersomnia,

hypoesthesia, paraesthesia,

Parosmia
Nervous system disorders 
Very common:

Common:

Uncommon:
lacrimation increased
Eye disorders
Common:

Tinnitus, tinnitus aggravated
Ear and labyrinth disorders 
Common:
Tachycardia,
Palpitations

Cardiac disorders

Common:

	Table 1

Peripheral oedema

Metabolism and nutrition disorders 

Common:

Headache
Dizziness, 

dysgeusia,

Neuropathic pain, 

tremor, hypersomnia,

hypoesthesia, paraesthesia,
Parosmia
Nervous system disorders 

Very common:

Common:

Uncommon:
Corneal reflex decreased,

lacrimation increased

Eye disorders

Common:

Tinnitus, tinnitus aggravated

Ear and labyrinth disorders 

Common:

Tachycardia,
Palpitations
Cardiac arrhythmias 
(atrial fibrillation,

Ventricular extrasystoles,

Tachyarrhythmia),
Myocardial
Ischaemia,

Heart failure
Cardiac disorders

Common:
Not known:
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	Flushing
hypertension

Vascular disorders
Very common:

Common:

Cough,
Hoarseness,

Throat 

Tightness,

Dyspnea,

Nasopharyngitis

Pharyngitis,

Throat secretion

Increased,
Rhinorrhea.

Respiratory, thoracic and mediastinal disorders
Common:

Nausea

Diarrhea

Vomiting

Abdominal pain/discomfort

Gastro-
Intestinal

Disorders

Very common:

Common:
Acne, erythema
Pruritys, rash,

Livedo reticularis

Angineurotic  oedema,

urticaria 

Skin and subcutaneous tissue disorders
Common:

Uncommon:
Musculoskeletal
Discomfort,

Myalgia,

Back pain,

Limb pain,

Peripheral swelling,

Arthralgia,

Joint swelling

Sensation of

heaviness
Musculo-

Skeletal,
Connective
Tissue and bone disorders

Common:

Uncommon:
Rigors pyrexia, pain and discomfort

Fatigue
Fatigue aggravated, feeling hot, feeling cold, asthenia, chest pain, chest tightness, influenza like illness, injection site rash, malaise

General disorders and administration

Site

Conditions

Very common:

Common:

Corneal reflex decreased

Oxygen saturation decreased

Investigations:

Common:

Uncommon:


	Flushing
hypertension
hypotension
Vascular disorders

Very common:

Common:
Not knowen:
Cough,

Hoarseness,

Throat 

Tightness,

Dyspnea,

Nasopharyngitis

Pharyngitis,

Throat secretion

Increased,

Rhinorrhea.
Oxygen saturation decreased
Respiratory, thoracic and mediastinal disorders

Common:
Uncommon:
Nausea

Diarrhea

Vomiting

Abdominal pain/discomfort
Gastro-

Intestinal

Disorders

Very common:

Common:
Acne, erythema

Pruritys, rash,

Livedo reticularis

Angineurotic  oedema,

urticaria 

hyperhidrosis
Skin and subcutaneous tissue disorders

Common:

Uncommon:
Not known:
Musculoskeletal

Discomfort,

Myalgia,

Back pain,

Limb pain,

Peripheral swelling,

Arthralgia,

Joint swelling

Sensation of

heaviness
Musculo-

Skeletal,

Connective

Tissue and bone disorders

Common:

Uncommon:
Rigors pyrexia, pain and discomfort

Fatigue

Fatigue aggravated, feeling hot, feeling cold, asthenia, chest pain, chest tightness, influenza like illness, injection site rash, malaise

General disorders and administration

Site

Conditions

Very common:

Common:
Corneal reflex decreased

Oxygen saturation decreased
Investigations:

Common:

Uncommon:
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	See also section 4.4.

Adverse drug reactions reported in patients with history of end stage renal disease were similar to those reported in the general patient population.

Infusion related reactions (also see section 4.4 Special warnings and precautions for use) may also include cardiac events such as cardiac arrhythmias (atrial fibrillation, ventricular extrasystoles, tachyarrhythmia), myocardial ischemia, and heart failure in patients with Fabry disease involving the heart structures.  Infusion-related symptoms may include dizziness and hyperhidrosis. The most frequent were mild infusion-related reactions that mainly included rigors, pyrexia, flushing, headache, nausea, and dyspnoea.

Adverse drug reactions reported in the paediatric population (children and adolescents) were, in general, similar to those reported in adults.  However, infusion related reactions (pyrexia, dyspnoea, chest pain) and pain exacerbation occurred more frequently.
	See also section 4.4.

Adverse drug reactions reported in patients with history of end stage renal disease were similar to those reported in the general patient population.
Infusion related reactions reported in the postmarketing setting (also see section 4.4 Special warnings and precautions for use) may also include cardiac events such as cardiac arrhythmias (atrial fibrillation, ventricular extrasystoles, tachyarrhythmia), myocardial ischemia, and heart failure in patients with Fabry disease involving the heart structures.  Infusion-related symptoms may include dizziness, hyperhidrosis, and hypotension. The most frequent were mild infusion-related reactions that mainly included rigors, pyrexia, flushing, headache, nausea, and dyspnoea.
Patients with renal disease
Adverse drug reactions reported in patients with history of end stage renal disease were similar to those reported in the general patient population.

Paediatric population
Adverse drug reactions reported in the paediatric population (children and adolescents) were, in general, similar to those reported in adults.  However, infusion related reactions (pyrexia, dyspnoea, chest pain) and pain exacerbation occurred more frequently.  

	6.6
Special precautions for disposal and other handling

	· Calculate the dose and number of Replagal  vials needed.

· Dilute the total volume of Replagal concentrate required in 100 ml of 9 mg/ml (0.9%) sodium chloride solution for infusion. Care must be taken to ensure the sterility of the prepared solutions since Replagal does not contain any preservative or bacteriostatic agent; aseptic technique must be observed. Once diluted, the solution should be mixed gently but not shaken.

· The solution should be inspected visually for particulate matter and discolouration prior to administration.

•
Administer the infusion solution over a period of 40 minutes using an intravenous line with an integral filter. Since no preservative is present, it is recommended that administration is started as soon as possible and within 3 hours of dilution.

•  Do not infuse Replagal concomitantly in the same  intravenous line with other agents.

•
For single use only. Any unused product or waste material should be disposed of in accordance with local requirements.


	· Calculate the dose and number of Replagal vials needed.
· Dilute the total volume of Replagal concentrate required in 100 ml of 9 mg/ml (0.9%) sodium chloride solution for infusion. Care must be taken to ensure the sterility of the prepared solutions since Replagal does not contain any preservative or bacteriostatic agent; aseptic technique must be observed. Once diluted, the solution should be mixed gently but not shaken.


· Since no preservative is present, it is recommended that administration is started as soon as possible after dilution.

· The solution should be inspected visually for particulate matter and discolouration prior to administration.

· Administer the infusion solution over a period of 40 minutes using an intravenous line with an integral filter. Since no preservative is present, it is recommended that administration is started as soon as possible and within 3 hours of dilution
· Do not infuse Replagal concomitantly in the same intravenous line with other agents.

· For single use only. Any unused product or waste material should be disposed of in accordance with local requirements.

















