	Section Number
	Subject
	Change

	All
	-
	® removed throughout document

	2
	Qualitative and Quantitative Composition
	The following text was added
Allergan units are not interchangeable with other preparations of botulinum toxin.

New text
For a full list of excipients, see section 6.1.
Replaces - For excipients, see section 6.1.

	3
	Pharmaceutical Form
	The following text was added
White powder

	4.2
	Posology and method of administration
	New text - For instructions for use, handling and disposal of the vials, see section 6.6.
Replaces - For instructions for use, handling and disposal of the vials, please refer to section 6.6.
New text - Before injection, the thumb or index finger are to be placed firmly below the orbital rim in order to prevent extravasation below the orbital rim. The needle should be oriented superiorly and medially during the injection. In order to reduce the risk of ptosis, injections near the levator palpebrae superioris muscle must be avoided, particularly in patients with larger brow-depressor complexes (depressor supercilii). Injections in the corrugator muscle must be done in the central part of that muscle, at least 1 cm above the arch of the eyebrows.
Replaces - Before injection, place the thumb or index finger firmly below the orbital rim in order to prevent extravasation below the orbital rim. The needle should be oriented superiorly and medially during the injection. In order to reduce the risk of ptosis, avoid injections near the levator palpebrae superioris muscle, particularly in patients with larger brow-depressor complexes (depressor supercilii). Injections in the corrugator muscle must be made into the central part of that muscle, at least 1 cm above the arch of the eyebrows.
New text
General information
 In case of treatment failure after the first treatment session, i.e. in the absence, at one month after injection, of significant improvement from baseline, the following approaches may be considered:
      Analysis of the causes of failure, e.g. incorrect muscles injected, injection technique, formation of toxin-neutralising antibodies, insufficient dose;
      Re-evaluation of the relevance of treatment with botulinum toxin type A;
In case of insufficient dose and in the absence of any undesirable effects secondary to the first treatment session, initiate a second treatment session as follows: 
i) Consider adjusting the total dose up to 40 or 50 units, taking into account the analysis of the previous treatment failure; 
ii) At least a three-month interval between the two treatment sessions should be maintained.
Replaces
General information
In case of treatment failure after the first treatment session, i.e. in the absence, at one month after injection, of significant improvement from baseline, the following approaches may be considered:
      Analysis of the causes of failure, e.g. selection of muscles injected, insufficient dose, injection technique, formation of toxin-neutralising antibodies;   
      Re-evaluation of the relevance of treatment with botulinum toxin type A;
      In the absence of any undesirable effects secondary to the first treatment session, initiate a second treatment session as follows: i) adjust the dose, taking into account the analysis of the previous treatment failure; ii) maintain a three-month interval between the two treatment sessions.
 

	4.3 
	Contraindications
	The following text was added
In the presence of infection at the proposed injection sites.

	4.4 
	Special warnings and special precautions for use
	It is mandatory that VISTABEL is used for one single patient treatment only during a single session. The excess of unused product must be disposed of as detailed in section 6.6. Particular precautions should be taken for product preparation and administration as well as for the inactivation and disposal of the remaining unused solution (see section 6.6).
The relevant anatomy, and any alterations to the anatomy due to prior surgical procedures, must be understood prior to administering VISTABEL. The recommended dosage and frequency of administration of VISTABEL should not be exceeded.
An anaphylactic reaction may occur very rarely after injection of botulinum toxin.  Epinephrine (adrenaline) or any other anti-anaphylactic measures should therefore be available.  
Adverse reactions possibly related to the spread of toxin distant from the site of administration have been reported very rarely with botulinum toxin (see section 4.8). Patients treated with therapeutic doses may experience exaggerated muscle weakness. Injection of VISTABEL is not recommended in patients with a history of dysphagia and aspiration.
Patients or caregivers should be advised to seek immediate medical care if swallowing, speech or respiratory disorders arise.
Too frequent or excessive dosing may enhance the risk of antibody formation. Antibody formation may lead to treatment failure of botulinum toxin type A even for other indications.
Caution should be taken when VISTABEL is used in the presence of inflammation at the proposed injection site(s) or when the targeted muscle shows excessive weakness or atrophy. Caution should also be exercised when VISTABEL is used for treatment of patients with amyotrophic lateral sclerosis or with peripheral neuromuscular disorders.
The use of VISTABEL is not recommended in individuals under 18 years and in patients older than 65 years.
Replaces - It is mandatory that VISTABEL® is used for one single patient treatment only during a single session. The excess of unused product must be disposed of as detailed in section 6.6 (Instructions for use, handling and disposal). Particular precautions should be taken for product preparation and administration as well as for the inactivation and disposal of the remaining unused solution (see section 6.6). 
The relevant anatomy, and any alterations to the anatomy due to prior surgical procedures, must be understood prior to administering VISTABEL®. The recommended dosages and frequencies of administration of VISTABEL® should not be exceeded. 
An anaphylactic reaction may occur very rarely after injection of botulinum toxin. Epinephrine (adrenaline) or any other anti-anaphylactic measures should therefore be available. 
Rare spontaneous reports of death have been reported in the treatment of large dystonic muscles, where botulinum toxin type A is injected in high doses into the neck area, sometimes associated with dysphagia, pneumonia and/or other significant debility (see section 4.8). 
Patients should be advised to seek immediate medical care if swallowing, speech or respiratory disorders arise. 
Too frequent or excessive dosing can result in antibody formation, which may lead to resistance to treatment. This may reduce the efficacy of subsequent treatments with botulinum toxin type A for other indications. 
Caution should be taken when VISTABEL® is used in the presence of inflammation at the proposed injection site(s) or when the targeted muscle shows excessive weakness or atrophy. Caution should also be exercised when VISTABEL® is used for treatment of patients with amyotrophic lateral sclerosis or with peripheral neuromuscular disorders. 
The use of VISTABEL® is not recommended in individuals under 18 years and in patients older than 65 years.

	4.5
	Interaction with other medicinal products and other forms of interaction
	Text in RED had been added to this paragraph
No specific tests have been carried out to establish the possibility of clinical interaction with other medicinal products.  No other interactions of clinical significance have been reported in this indication.
 

	4.6
	Pregnancy and lactation
	New Text
Pregnancy
VISTABEL should not be used during pregnancy unless clearly necessary. There are no adequate data from the use of botulinum toxin type A in pregnant women. Studies in animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown. 
Replaces
Pregnancy
VISTABEL® is not recommended during pregnancy. There are no adequate data from the use of botulinum toxin type A in pregnant women. Studies in animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown. 
 

	4.7
	Effects on the ability to drive and use machines
	New text
4.7 Effects on the ability to drive and use machines
Attention is drawn in vehicle drivers and users of machines to the potential risks of asthenia, muscle weakness, dizziness and visual disturbance linked with the use of this medicinal product, which could make driving or using machines dangerous.
Replaces - Attention is drawn in vehicle drivers and users of machines to the risks of asthenia and muscle weakness linked with the use of this medicinal product, which could make driving or using machines dangerous.
 

	4.8
	Undesirable effects
	New text
a)             General
Based on controlled clinical trial data, the proportion of patients that would be expected to experience an adverse reaction after treatment with VISTABEL is 23,5%  (placebo: 19,2%). These adverse reactions may be related to treatment, injection technique or both. 

In general, adverse reactions occur within the first few days following injection and are transient. Most adverse events reported were of mild to moderate severity. 
The expected pharmacological action of botulinum toxin is a local muscle weakness. Blepharoptosis, which may be technique-related, is consistent with the pharmacological action of VISTABEL. As is expected for any injection procedure, pain/burning/stinging, oedema and/or bruising may be observed in association with the injection. 
 
b) 
Adverse reactions - frequency 
The frequency is defined as follows: Very Common (> 1/10); Common (>1/100, <1/10); Uncommon (>1/1,000, <1/100); Rare (>1/10,000, <1/1,000); Very Rare (<1/10,000).
Infections and infestations
Uncommon:
Infection
Psychiatric disorders
Uncommon:
Anxiety
Nervous system disorders
Common:
Headache
Uncommon:
Paresthesia, dizziness
Eye disorders
Common:
Blepharoptosis
Uncommon:
Blepharitis, eye pain, visual disturbance
 Gastrointestinal disorders
Uncommon:
Nausea, oral dryness
Skin and subcutaneous tissue disorders
Common:
Erythema
Uncommon:
Skin tightness, oedema (face, eyelid, periorbital), photosensitivity reaction, pruritus, dry skin
Musculoskeletal and connective tissue disorders
Common:
Localised muscle weakness 
Uncommon:
Muscle twitching
General disorders and administration site conditions
Common:
Face pain
Uncommon:
Flu syndrome, asthenia, fever
c)
Additional information
 The following adverse reactions have been reported rarely since the drug has been marketed for other clinical indications; skin rash (including erythema multiforme, urticaria and psoriasiform eruption), pruritus, and allergic reaction. 
Adverse reactions possibly related to the spread of toxin distant from the site of administration have been reported very rarely with botulinum toxin (e.g. muscle weakness, dysphagia, or aspiration pneumonia which can be fatal) (see section 4.4)
REPALCES
a)             General
 Based on controlled clinical trial data, the proportion of patients that would be expected to experience an adverse reaction after treatment with VISTABEL® is 23,5%  (placebo: 19,2%). These adverse reactions may be related to treatment, injection technique or both. 
In general, adverse reactions occur within the first few days following injection and are transient. Most adverse events reported were of mild to moderate severity. 
 The expected pharmacological action of botulinum toxin is a local muscle weakness. Blepharoptosis, which may be technique-related, is consistent with the pharmacological action of VISTABEL®. As is expected for any injection procedure, pain/burning/stinging, oedema and/or bruising may be observed in association with the injection. 
b)
Adverse reactions - frequency  
Common:
headache, blepharoptosis, face pain, erythema, local muscle weakness 
Uncommon:
skin tightness, paresthesia, nausea, dizziness, twitch, blepharitis, eye pain, flu syndrome, oedema
(face, eyelid, periorbital), asthenia, fever, photosensitivity reaction, pruritus, dry skin, visual disturbance, anxiety, oral dryness, infection.

	5.1
	Pharmacodynamic properties
	New text
Pharmacotherapeutic group: Muscle relaxants, peripherally acting agents, 
ATC code: M03A X01. 
Replaces - Muscle relaxants, peripherally acting agents, ATC class M03A X01. 
(M: Musculoskeletal system)

	5.3
	Preclinical safety data
	New text
Acute toxicity in rats with intramuscular administration occurred at around 39 U/kg. Repeated administration in rats and monkeys caused muscle atrophy and degeneration and respiratory paralysis. The No Observed Adverse Effect Levels (NOAEL), expressed in U/kg, are estimated at 16 (rat, 6 monthly injections), 4 (adult monkey, 7 monthly x 1 injection every other month), and 8 (juvenile monkey, 3 x 1 injection every 8 weeks).
 In rats, decreased fertility was observed at 8 to 16 U/kg, probably related to paralysis of the male’s hindquarters and to alteration of the ovulation cycle in females. The NOAEL was 4 U/kg for males and 8 U/kg for females.
Administration during the organogenesis period in rats and mice, resulted in delayed ossification and reduced foetal bodyweight at maternotoxic doses. No malformative effects nor effects on foetal viability were observed. In a peri-post natal study, low birth weight and reduced newborn viability were observed. The dose with no toxic effect on development was 4 U/kg and < 4 U/kg for maternotoxic effects.
After administration during the organogenesis period in rabbits, 0.5 U/kg/day caused maternal death and abortion but no teratogenic effects. The developmental NOAEL was 0.125 U/kg/day. 
 There is no mutagenic or clastogenic potential.
 Replaces
Acute toxicity in rats with intramuscular administration occurred at around 39 U/kg. Repeated administrations in rats and monkeys caused muscle atrophy and degeneration and respiratory paralysis. The No Observed Adverse Effect Levels (NOAEL), expressed in U/kg, are estimated at 16 (rat, 6 monthly injections), 4 (adult monkey, 7 monthly x 1 injection every other month), and 8 (juvenile monkey, 3 x 1 injection every 8 weeks).
 In rats, decreased fertility was observed at 8 to 16 U/kg, probably related to paralysis of the male’s hindquarters and to alteration of the ovulation cycle in females. The NOAEL was 4 U/kg for males and 8 U/kg for females.
Administration during the organogenesis period in rats and mice, resulted in delayed ossification and reduced foetal bodyweight at maternotoxic doses. No malformative effects nor effects on foetal viability were observed. In a peri-post natal study, low birth weight and reduced newborn viability were observed. The dose with no toxic effect on development was 4 U/kg and < 4 U/kg for maternotoxic effects.
After administration during the organogenesis period in rabbits, 0.5 U/kg/day caused maternal death and abortion but no teratogenic effects. The developmental NOAEL was 0.25 U/kg/day. 
 There is no mutagenic or clastogenic potential.

	6.4
	Special precautions for storage
	The following text was added
For storage conditions of the reconstituted medicinal  product, see section 6.3.

	6.5
	Nature and contents of container
	New text
Powder in a vial (Type I glass) fitted with a stopper (rubber) and a seal (aluminium);
Vial of 50 Allergan Units of Botulinum toxin type A – pack of one or pack of two
Vial of 100 Allergan Units of Botulinum toxin type A – pack of one
Replaces - Powder in a vial (Type I glass) fitted with a stopper (rubber) and a seal (aluminium);
Vial of 50 Allergan Units
Vial of 100 Allergan Units
Pack of one.

	6.6
	Instructions for use and handling, and disposal
	New text
VISTABEL has to be reconstituted with a 0.9% preservative free sodium chloride solution for injection. As per the dilution table below, the requested amount of sodium chloride 9mg/ml (0.9%) solution for injection has to be drawn up into a syringe in order to obtain a reconstituted solution at a concentration of 4U/0.1 ml
(tables unchanged and not included)
 The central part of the rubber cap has to be cleaned with alcohol.
To avoid VISTABEL denaturation, the solution is prepared by injecting the solvent slowly into the vial and by gently rotating the vial avoiding bubble formation. The vial has to be discarded if the vacuum does not pull the solvent into the vial. Once reconstituted, the solution should be visually inspected prior to use. Only clear, colourless to slightly yellow solution without particles should be used. 
It is mandatory that VISTABEL is used for one single patient treatment only during a single session. 
Procedure to follow for a safe disposal of vials, syringes and materials used:
Immediately after use, and prior to disposal, unused reconstituted VISTABEL solution in the vial and/or the syringe must be inactivated, with 2 ml of dilute sodium hypochlorite solution at 0.5% or 1 % and should be disposed of in accordance with local requirements. 
Used vials, syringes and materials should not be emptied and must be discarded into appropriate containers and disposed of in accordance with local requirements.
Replaces
Reconstitute VISTABEL® with a 0.9% preservative free sodium chloride solution for injection. As per the dilution table below, draw up the required amount of 0.9% sodium chloride solution for injection into a syringe in order to obtain a reconstituted solution at a concentration of 4U/0.1 ml;
Clean the central part of the rubber cap with alcohol.
 To avoid VISTABEL® denaturation, the solution is prepared by injecting the solvent slowly into the vial and by gently rotating the vial avoiding bubble formation.  Discard the vial if the vacuum does not pull the solvent into the vial. Once reconstituted, the solution should be visually inspected prior to use. Only clear, colourless to slightly yellow solution without particles should be used. 
It is mandatory that VISTABEL® is used for one single patient treatment only during a single session. 
Procedure to follow for a safe disposal of vials, syringes and materials used:
Immediately after use, and prior to disposal, unused reconstituted VISTABEL® solution in the vial and/or the syringe must be inactivated, with 2 ml of dilute sodium hypochlorite solution at 0.5% or 1 %. 
Used vials, syringes and materials should not be emptied and must be discarded into appropriate containers and disposed of in accordance with local requirements.

	10
	Date of revision of text
	Updated to 14th June 2007


