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BOTOX is indicated for the temporary improvement in the appearance of:

e moderate to severe lateral canthal lines (crow’s feet lines) seen at maximum smile and/or,

e 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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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 post stroke patients.

¢ Focal spasticity of the ankle in adult post stroke patients, 6 months post stroke .

* Blepharospasm or VIl 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:

e 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
4.1 Therapeutic indications

BOTOX-50 BOTOX is indicated for the management of

For the temporary improvement in the appearance of:

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

and/or,

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

and/or,

e 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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4.2 Posology and method of administration

The safety and efficacy of BOTOX in indications other than those described for the paediatric

population in section 4.1 have not been established. No recommendation on posology can be made
for indications other than focal spasticity associated with paediatric cerebral palsy. Currently available
data per indication are described in section 4.2, 4.4, 4.8 and 5.1, as shown in the table below.

Dilution table for BOTOX 50, 100 and 200 Allergan Units vial size for all indications except bladder

disorders:
50 Unit vial 100 Unit vial 200 Unit vial
Resulting | Amount of diluent sterile | Amount of diluent sterile Amount of diluent
dose unpreserved normal unpreserved normal sterile unpreserved
(Units per saline solution (0.9% saline solution (0.9% normal saline solution
0.1 ml) sodium chloride solution | sodium chloride solution | (0.9% sodium chloride
for injection) added in a for injection) added in a solution for injection)
50 Unit vial 100 Unit vial added in a 200 Unit vial
20 Units 0.25 ml 0.5ml 1 ml
10 Units 0.5ml 1ml 2ml
5 Units 1 ml 2ml 4 ml
4 Units 1.25 ml 2.5ml 5ml
2.5 Units 2ml 4 ml 8 ml
1.25 Units 4 ml 8 ml -—--

Methods of administration

Administration Instructions for Forehead Lines seen at maximum eyebrow elevation:

Recommended needle: Sterile 30-gauge needle
Administration guidance: Care should be taken to ensure that BOTOX is not injected into a blood
vessel.

Reconstituted BOTOX (50 Units/1.25 ml or 100 Units/2.5 ml) is
injected using a sterile 30 gauge needle. 0.1 ml (4 Units) is
administered in each of the 5 injection sites in the frontalis muscle,
for a total dose of 20 Units in a total volume of 0.5 ml (see Figure 4).
To identify the location of the appropriate injection sites in the
frontalis muscle, the overall relationship between the size of the
subject’s forehead, and the distribution of frontalis muscle activity
should be assessed.

The following horizontal treatment rows should be located by light
palpation of the forehead at rest and maximum eyebrow elevation:
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- Superior Margin of Frontalis Activity: approximately 1 cm above the
most superior forehead crease
-Lower Treatment Row: midway between the superior margin of
frontalis activity and the eyebrow, at least 2 cm above the eyebrow
- Upper Treatment Row: midway between the superior margin of frontalis
activity and lower treatment row
The 5 injections should be placed at the intersection of the horizontal treatment rows with the following
vertical landmarks:
e On the lower treatment row at the midline of the face, and 0.5 — 1.5 cm medial to the palpated temporal
fusion line (temporal crest); repeat for the other side.
e On the upper treatment row, midway between the lateral and medial sites on the lower treatment row;
repeat for the other side.

Figure 4.

Superior Margia of Froatalis Activity
Upper Treatmes! Row

Lower Treatmeat Row

Eyebrow .

Recommended dose: The recommended injection volume per muscle site is 0.1 ml.
Treatment intervals should not be more frequent than every three months.

Maximum total dose: 20 U The total dose for treatment of forehead lines (20 Units) in
conjunction with glabellar lines (20 Units) is 40 Units/1.0 mL.
For simultaneous treatment with glabellar lines and crow’s feet lines,
the total dose is 64 Units, comprised of 20 Units for forehead lines, 20
Units for glabellar lines (see Administration Instructions for Glabellar
Lines, and Figure 1), and 24 Units for crow’s feet lines (see Crows
Feet Lines Administration, and Figures 2 and 3).

Additional information: Improvement of severity of forehead lines seen at maximum
eyebrow elevation occurred within 1 week of treatment. The effect
was demonstrated for approximately 4 months after injection.
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4.8 Undesirable effects
General

In treatment cycle 1 of clinical trials for forehead lines seen at maximum eyebrow elevation, adverse events
considered by the investigators to be related to BOTOX were reported in 20.6% of patients treated with 40
Units (20 Units to the frontalis with 20 Units to the glabellar complex), and 14.3% of patients treated with 64
Units (20 Units to the frontalis with 20 Units to the glabellar complex and 24 Units to the lateral canthal lines
areas), compared to 8.9% of patients that received placebo.

Urinary incontinence due to neurogenic detrusor overactivity

System Organ Class Preferred Term Frequency
Infections and infestations Urinary tract infection *°, bacteriuria ® Very Common
Investigations Residual urine volume ™™ Very Common

* procedure-related adverse reactions

** elevated PVR not requiring catheterisation

a Adverse reactions occurring in the pivotal Phase 3 clinical trials

b Adverse reactions occurring in the post-approval study of BOTOX 100U in MS patients not catheterising at
baseline

Crow’s Feet Lines with or without Glabellar lines

The following adverse drug reactions were reported in the double-blind, placebo-controlled clinical studies
following injection of BOTOX for crow’s feet lines with or without glabellar lines:

System Organ Class Preferred Term Frequency
Eye disorders Eyelid oedema Uncommon
General disorders and | injection site haematoma* Common

administration site conditions

Injection site haemorrhage*, injection—site | Uncommon
haematema™ Injection site pain*, injection
site paraesthesia

Forehead Lines and Glabellar Lines with or without Crow’s Feet Lines

The following adverse drug reactions were reported in double-blind, placebo-controlled clinical studies
following injection of BOTOX for simultaneous treatment of forehead lines and glabellar lines with or
without crow’s feet lines:

System Organ Class Preferred Term Frequency
Nervous System Disorders Headache Common
Eye Disorders Eyelid Ptosis® Common
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Skin and subcutaneous tissue | Skin tightness Common
disorders

Brow Ptosis? Uncommon
General disorders and | Injection site bruising* Common
administration site conditions

Injection site haematoma* Common

Injection site pain* Uncommon

1The median time to onset of eyelid ptosis was 9 days following treatment
°The median time to onset of brow ptosis was 5 days following treatment
*procedure-related adverse reactions

Additional information

System Organ Class Preferred Term

Eye disorders Angle-closure glaucoma (for treatment of blepharospasm),
eyelid ptosis , lagophthalmos, strabismus, vision blurred, visual
disturbance, dry eye (associated with periocular injections),

eyelid oedema

Musculoskeletal and connective | Muscle atrophy, myalgia, localized muscle twitching/involuntary
tissue disorders muscle contractions

Skin and subcutaneous tissue | Alopecia, dermatitis psoriasiform, erythema multiforme,
disorders hyperhidrosis, madarosis, pruritus, rash, brow ptosis

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

When used for the treatment of strabismus, it has been postulated that the administration of BOTOX®
affects muscle pairs by inducing an atrophic lengthening of the injected muscle and a corresponding
shortening of the antagonist muscle.

Clinical efficacy and safety

NEUROLOGIC DISORDERS

Strabismus

When used for the treatment of strabismus, it has been postulated that the administration of BOTOX®
affects muscle pairs by inducing an atrophic lengthening of the injected muscle and a corresponding
shortening of the antagonist muscle.

In_an open trial, 677 patients with strabismus were treated with one or more injections of BOTOX®. Fifty-five percent
(55%) of these patients were improved to an alignment of 10 prism diopters or less when evaluated six months or more
following injection. These results are consistent with results from additional open label trials which were conducted for
this indication.
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BLADDER DISORDERS

Overactive bladder

Results from the pooled pivotal studies are presented below: Primary and Secondary Efficacy Endpoints at
Baseline and Change from Baseline in the Pooled Pivotal Studies:

The median duration of response following BOTOX treatment, based on patient request for re-treatment,
was 166 days (~24 weeks). The median duration of response, based on patient request for re-treatment, in
patients who continued into the open label extension study and received treatments with only BOTOX 100
Units (N=438), was 212 days (~30 weeks).

In the pivotal studies, none of the 615 patients with analyzed specimens developed neutralizing antibodies.
In_patients with analyzed specimens from the pivotal phase 3 and the open-label extension studies,
neutralizing antibodies developed in 0 of 954 patients (0.0%) while receiving BOTOX 100 Unit doses and 3 of
260 patients (1.2%) after subsequently receiving at least one 150 Unit dose. One of these three patients
continued to experience clinical benefit. Compared to the overall BOTOX treated population, patients who
developed neutralizing antibodies generally had shorter duration of response and consequently received
treatments more frequently (see section 4.4).

Urinary incontinence due to neurogenic detrusor overactivity

Pivotal Phase 3 Clinical trials

The median duration of response in the two pivotal studies, based on patient request for re-treatment, was
256-295 days (36-42 weeks) for the 200 Unit dose group compared to 92 days (13 weeks) with placebo. The
median duration of response, based on patient request for re-treatment, in patients who continued into the
open label extension study and received treatments with only BOTOX 200 Units (N=174), was 253 days (~36

weeks).

For all efficacy endpoints, patients experienced consistent response with re-treatment.

In the pivotal studies, none of the 475 neurogenic detrusor overactivity patients with analyzed specimens
developed neutralising antibodies. In patients with analysed specimens in the drug development program
(including the open-label extension study), neutralising antibodies developed in 3 of 300 patients (1.0%)
after receiving only BOTOX 200 Unit doses and 5 of 258 patients (1.9%) after receiving at least one 300 Unit
dose. Four of these eight patients continued to experience clinical benefit. Compared to the overall BOTOX
treated population, patients who developed neutralising antibodies generally had shorter duration of
response and consequently received treatments more frequently (see section 4.4).

Post-approval Study

A placebo controlled, double-blind post-approval study was conducted in multiple sclerosis (MS) patients
with urinary incontinence due to neurogenic detrusor overactivity who were not adequately managed with
at least one anticholinergic agent and not catheterising at baseline. These patients were randomised to
receive either 100 Units of BOTOX (n=66) or placebo (n=78).

Significant improvements compared to placebo in the primary efficacy variable of change from baseline in
daily frequency of incontinence episodes were observed for BOTOX (100 Units) at the primary efficacy time
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point at week 6, including the percentage of dry patients. Significant improvements in urodynamic
parameters, and Incontinence Quality of Life questionnaire (I-QOL), including avoidance limiting behaviour,
psychosocial impact and social embarrassment were also observed.

Results from the post-approval study are presented below:

Primary and Secondary Endpoints at Baseline and Change from Baseline in Post-Approval Study of BOTOX
100 Units in MS patients not catheterising at baseline:

BOTOX Placebo p-values
100 Units
N=78

(N=66)
Daily Frequency of Urinary Incontinence*
Mean Baseline 4.2 4.3
Mean Change at Week 2 -2.9 -1.2 p<0.001
Mean Change at Week 6° -3.3 -1.1 p<0.001
Mean Change at Week 12 -2.8 -1.1 p<0.001
Maximum Cystometric Capacity (mL)
Mean Baseline 246.4 245.7
Mean Change at Week 6° +127.2 -1.8 p<0.001
Maximum _ Detrusor  Pressure during 1%
Involuntary Detrusor Contraction (cmH,0)
Mean Baseline
Mean Change at Week 6°

35.9 36.1

-19.6 +3.7 p=0.007
Incontinence Quality of Life Total Score“®
Mean Baseline 32.4 34.2
Mean Change at Week 6° +40.4 +9.9 p<0.001
Mean Change at Week 12 +38.8 +7.6 p<0.001

* Percentage of dry patients (without incontinence) throughout week 6 was 53.0% (100 Unit BOTOX group)
and 10.3% (placebo)

9 Primary endpoint

bSecondary endpoints

¢/-QOL total score scale ranges from 0 (maximum problem) to 100 (no problem at all).

d The pre-specified minimally important difference (MID) for I-QOL total score was 11 points based on MID
estimates of 4-11 points reported in neurogenic detrusor overactivity patients.
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The median duration of response in this study, based on patient request for re-treatment, was 362 days (~52
weeks) for BOTOX 100 Unit dose group compared to 88 days (~13 weeks) with placebo.

Forehead Lines

822 patients with moderate to severe forehead lines and glabellar lines seen at maximum contraction, either
alone (N=254, Study 191622-142) or also with moderate to severe crow’s feet lines seen at maximum smile
(N=568, Study 191622-143), were enrolled and included in the primary populations for analyses of all
primary and secondary efficacy endpoints. In the clinical studies forehead lines were treated in conjugation
with glabellar lines.

For both investigator and patient assessments, the proportion of patients achieving none or mild forehead
lines seen at maximum eyebrow elevation following BOTOX injections was greater than patients treated with
placebo at day 30, the timepoint of the primary efficacy endpoint (Table 2). The proportions of patients
achieving at least a 1-grade improvement in forehead line severity from baseline at rest, and achieving none
or mild upper facial line severity at maximum contraction are also provided.

Table 2: Day 30: Investigator and Patient Assessment of Forehead Lines and Upper Facial Lines at Maximum
Contraction and Rest
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Clinical Study Endpoint BOTOX Placebo BOTOX Placebo
Investigator Assessment Patient Assessment

Study 191622-142 | Forehead Lines at 94.8% 1.7% 87.6% 0.0%

40U Max Contraction® (184/194) (1/60) (170/194) (0/60)

(20 U forehead lines p <0.0005 p <0.0005

+ 20 U glabellar rorehead Lines at 86.2% 22.4% 89.7% 10.2%

lines Rest” (162/188) (13/58) (174/194) (6/59)
p <0.0001 p <0.0001

Study 191622-143 | Forehead Lines at 90.5% 2.7% 81.5% 3.6%

40U Max Contraction? (201/222) (3/111) (181/222) (4/111)

(20 U forehead lines p <0.0005 p <0.0005

+ 20 U glabellar rorehead Lines at 84.1% 15.9% 83.6% 17.4%

lines Rest® (185/220) (17/107) | (184/220)  (19/109)
p <0.0001 p <0.0001

Study 191622-143 | Forehead Lines at 93.6% 2.7% 88.9% 3.6%

64 U Max Contraction® (220/235) (3/111) (209/235) (4/111)

(20 U forehead lines p < 0.0005 p < 0.0005

+ 20 U glabellar lines Upper Facial Lines 56.6% 0.9%

+ 24U crow's feet | 5 Max |  (133/235) (1/111) n/a

lines) Contraction® p < 0.0001

9 Proportion of patients achieving none or mild FHL severity at maximum eyebrow elevation

b proportion of patients with at least a 1-grade improvement from baseline of FHL severity at rest

¢ Proportion of responders defined as the same patient achieving none or mild in forehead lines, glabellar
lines, and crow’s feet lines for each facial region at maximum contraction

BOTOX injections significantly reduced the severity of forehead lines seen at maximum eyebrow elevation
compared to placebo for up to 6 months (p < 0.05): This was measured by the proportion of patients
achieving a forehead lines severity rating of none or mild at maximum eyebrow elevation in both pivotal
studies; until day 150 in Study 191622-142 (21.6% with BOTOX treatment compared to 0% treated with
placebo) and day 180 in Study 191622-143 (6.8% with BOTOX treatment compared to 0% treated with

placebo).

When all 3 areas were treated simultaneously in Study 191622-143 (BOTOX 64 U group), BOTOX injections
significantly reduced the severity of glabellar lines for up to 6 months (5.5% with BOTOX treatment
compared to 0% treated with placebo), lateral canthal lines for up to 6 months (3.4% with BOTOX treatment
compared to 0% treated with placebo) and forehead lines for up to 6 months (9.4% with BOTOX treatment
compared to 0% treated with placebo).

A total of 116 and 150 patients received 3 cycles over 1 year of bOTOX 40 Units (20 Units forehead lines with
20 Units glabellar lines) and 64 Units (20 Units forehead lines, 20 Units glabellar lines, and 24 Units crow’s
feet lines), respectively. The response rate for forehead lines improvement was similar across all treatment

cycles.

Using the FLO-11 Questionnaire, improvements in patient-reported perceptions of how bothered they were
by their forehead lines, looking older than their actual age, and attractiveness were observed in a
significantly (p < 0.001) greater proportion of patients on BOTOX 40 Units (20 Units forehead lines with 20
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Units glabellar lines) and 64 Units (20 Units forehead lines, 20 Units glabellar lines, and 24 U crow’s feet
lines) compared to placebo at the primary timepoint of day 30 in Studies 191622-142 and 191622-143.

Using the Facial Lines Satisfaction Questionnaire (FLSQ), 78.1% (150/192) of patients in Study 191622-142
and 62.7% (138/220) in Study 191622-143 reported improvements in _appearance-related and emotional
impacts (as defined by items pertaining to feeling older, negative self-esteem, looking tired, feeling unhappy,
looking angry) with BOTOX 40 Units (20 Units forehead lines with 20 Units glabellar lines) treatment
compared to patients treated with placebo 19.0% (11/58) in Study 191622-142 and 18.9% (21/111) in Study
191622-143 at day 30 (p < 0.0001 in both studies).

On the same questionnaire, 90.2% (174/193) of patients in Study 191622-142 and 79.2% (175/221, 40 Units),
or 86.4% (203/235, 64 Units) in Study 191622-143 reported they were “very satisfied”/ “mostly satisfied”
with BOTOX 40 Units or 64 Units compared to patients treated with placebo (1.7% [1/58], 3.6% [4/110] in
Study 191622-142 and Study 191622-143, respectively), at the primary timepoint of day 60 using the FLSQ (p
< 0.0001 in both studies).

In the pivotal studies, 3.7% (22/587) of patients were older than 65 years of age. Patients in this age group
had a treatment response, as assessed by the investigator, of 86.7% (13/15) (at Day 30) for BOTOX compared
to 28.6% (2/7) for placebo. Responder rates in this BOTOX-treated subgroup were similar to those in the
overall population, but statistical significance was not reached and comparisons are difficult to make when
compared to placebo due to the small number of patients.
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