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Neurologic disorders:
* Focal spasticity of the wrist and hand in adult.
e Focal spasticity of the ankle in adult.
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Neurologic disorders:

* Focal spasticity associated with dynamic equinus foot deformity due to spasticity in ambulant paediatric
cerebral palsy patients two years of age or older.

e Focal spasticity of the wrist and hand in adult.

* Focal spasticity of the ankle in adult.

¢ Blepharospasm or VII nerve disorders in patients over 12 years, hemifacial spasm and associated focal
dystonias as well as the correction of strabismus in patients 12 years of age and above.

* Reduction of the signs and symptoms of Cervical dystonia (spasmodic torticollis) in adults.

e Symptom relief in adults fulfilling criteria for chronic migraine (headaches on 215 days per month of which at
least 8 days with migraine) in patients who have responded inadequately or are intolerant of prophylactic
migraine medications.

Bladder disorders:

* Management of overactive bladder with symptoms of urinary incontinence, urgency and frequency in adult
patients who have an inadequate response to, or are intolerant of, anticholinergic medication.

¢ Urinary incontinence in adults with neurogenic detrusor overactivity resulting from neurogenic bladder due to
stable sub-cervical spinal cord injury, or multiple sclerosis.

Skin and skin appendage disorder:

* Management of primary axillary hyperhidrosis in patients who failed other medical symptomatic treatment.
* For the temporary improvement in the appearance of:

- moderate to severe vertical lines between the eyebrows seen at maximum frown (glabellar lines)

and/or,

- moderate to severe lateral canthal lines (crow’s feet lines) seen at maximum smile

and/or,

- moderate to severe forehead lines seen at maximum eyebrow elevation

when the severity of the facial lines has an important psychological impact in adult patients.
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4. CLINICAL PARTICULARS

i | Therapeutic indications

Neurologic disorders:

e Focal spasticity associated with dynamic equinus foot deformity due to spasticity in ambulant
paediatric cerebral palsy patients two years of age or older.
o Focal spasticity of the wrist and hand in adults-peststrekepatients.

o Focal spasticity of the lower limb, including ankle and foot in adults pest-streke-patients,6-months
poststroke:

4.2 Posology and method of administration

NEUROLOGIC DISORDERS

Focal lower limb spasticity asseciated-with-streke

Recommended needle: Sterile 25, 27 or 30 gauge needle. Needle length should be determined based
on muscle location and depth.

Administration guidance: Localisation of the involved muscles with electromyographic guidance or
nerve stimulation techniques may be useful. Multiple injection sites may
allow BOTOX to have more uniform contact with the innervation areas of the
muscle and are especially useful in larger muscles.

The following diagram indicates the injection sites for adult lower limb
spasticity:

Medial head of Lateral head of Soleus Tibialis posterior
gastrocnemius gastrocnemius
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[Plantar view]

Medial head of Lateral head of Soleus Tibialis posterior Flexor digitorum Flexor digitorum
g i i Jongus and i
Flexor hallucis

longus

Recommended dose: The recommended dose for treating adult lower limb spasticity involving the
ankle and foot is 300 Units to 400 Units divided among 3 up to 6 muscles, as
listed in the following table. The maximum recommended dose at one
treatment is 400 Units.

BOTOX Dosing by Muscle for Adult Lower Limb Spasticity:

Muscle Recommended Dose
Total Dosage; Number of Sites
Gastrocnemius
Medial head 75 Units; 3 sites
Lateral head 75 Units; 3 sites
Soleus 75 Units; 3 sites
Tibialis posterior 75 Units; 3 sites
Flexor hallucis longus 50 Units; 2 sites
Flexor digitorum longus 50 Units; 2 sites
Flexor digitorum brevis 25 Units; 1 site
Additional information: If it is deemed appropriate by the treating physician, the patient should be

considered for re-injection when the clinical effect of the previous injection
has diminished, butgenerally-no sooner than 12 weeks after the previous
injection.

4.3 Special warnings and precautions for use

Epinephrine (adrenaline) or any other anti-anaphylactic measures should therefore be available.
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NEUROLOGIC DISORDERS:

Focal spasticity associated with paediatric cerebral palsy and focal spasticity of the lower limb-erkie, hand
and wrist in adult pest-strekepatients

BOTOX is a treatment of focal spasticity that has only been studied in association with usual standard of care
regimens, and is not intended as a replacement for these treatment modalities. BOTOX is not likely to be
effective in improving range of motion at a joint affected by a fixed contracture.

BOTOX should not be used for the treatment of focal lower limb spasticity efthe-ankle- in adult post stroke
patients if muscle tone reduction is not expected to result in improved function (e.g. improvement in
walking), or improved symptoms (e.g. reduction in pain), or to faciliate care. In addition, improvement in
active function may be limited if BOTOX treatment is initiated longer than 2 years post-stroke or in patients
with less severe ankle spasticity (Modified Ashworth Scale (MAS) < 3).

Caution should be exercised when treating adult patients with pest-streke—spasticity who may be at
increased risk of fall.

e BOTOX should be used with caution for the treatment of focal lower limb spasticity efthe-ankle- in
elderly post- stroke patients with significant co-morbidity and treatment should only be initiated if
the benefit of treatment is considered to outweigh the potential risk.

4.8 Undesirable effects

NEUROLOGIC DISORDERS

Focal lower limb spasticity associated with stroke

System Organ Class Preferred Term Frequency
Skin and subcutaneous tissue | Rash Common
disorders

Musculoskeletal and connective | Arthralgia, musculoskeletal stiffness, | Common
tissue disorders muscular weakness

General disorders and | Oedema peripheral Common
administration site conditions

Injury, poisoning and procedural | Fall Common
complications

No change was observed in the overall safety profile with repeat dosing.
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5. PHARMACOLOGICAL PROPERTIES

NEUROLOGIC DISORDERS

Focal lower limb spasticity associated with stroke

The efficacy and safety of BOTOX for the treatment of lower limb spasticity was evaluated in a randomized,
multi-center, double-blind, placebo-controlled study which included 468 post-stroke patients (233 BOTOX
and 235 placebo) with ankle spasticity (Modified Ashworth Scale [MAS] ankle score of at least 3) who were
at least 3 months post-stroke. BOTOX 300 to 400 Units or placebo were injected intramuscularly into the
study mandatory muscles gastrocnemius, soleus, and tibialis posterior and optional muscles including flexor
hallucis longus, flexor digitorum longus, flexor digitorum brevis, extensor hallucis, and rectus femoris.

The primary endpoint was the average change from baseline of weeks 4 and 6 MAS ankle score and a key
secondary endpoint was the average CGI (Physician Global Assessment of Response) at weeks 4 and 6.
Statistically and clinically significant between-group differences for BOTOX over placebo were demonstrated
for the primary efficacy measures of MAS and key secondary measure of CGl and are presented in table
below. For the primary endpoint of average MAS ankle score at weeks 4 and 6, no improvement from
baseline was observed for patients aged 65 and older in the BOTOX group compared to placebo, likely due to
small patient numbers.

Primary and Key Secondary Efficacy Endpoints

BOTOX® Placebo
300 to 400
Units (ITT) (N=235)
(N=233)
Mean Changes from Baseline in Ankle Plantar Flexors in
MAS Score
Week 4 and 6 Average -0.8* -0.6
Mean Clinical Global Impression Score by Investigator
Week 4 and 6 Average 0.9* 0.7
Mean Change in Toe Flexors in MAS Score
FHalL Week 4 and 6 Average -1.02* -0.6
FDL Week 4 and 6 Average -0.88 -0.77
Mean Change from Baseline in Ankle Plantar Flexors in >65 years >65 years
MAS Score for Patients N=60 N=64
Week 4 and 6 Average -0.7 -0.7

*Significantly different from placebo (p<0.05)

A Another double-blind, placebo-controlled, randomised, multi-centre, Phase 3 clinical study was conducted
in adult post stroke patients with lower limb spasticity affecting the ankle. A total of 120 patients were
randomised to receive either BOTOX (n=58) (total dose of 300 Units) or placebo (n=62). This study was
conducted exclusively in Japanese patients with Modified Ashworth Scale (MAS) = 3 who were on average
6.5 years post-stroke.

5.3 Preclinical safety data
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Other studies

In addition to the reproductive toxicology, the following preclinical safety studies of BOTOX have been
performed: Acute toxicity, toxicity on repeated injection, local tolerance, mutagenicity, antigenicity, human

6-Unitstkgin-a-50-kgperson). In treating paediatric patients in the lower limb, the maximum cumulative dose
in a 3 month interval should generally not exceed 6.0 Units/kg body weight or 200 Units, whichever is lower.
The published intramuscular LDsg in juvenile monkeys is 39 Units/kg.
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