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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use BOTOX®
safely and effectively. See full prescribing information for BOTOX.

BOTOX (onabotulinumtoxinA) for injection, for intramuscular, intradetrusor,

or intradermal use
Initial U.S. Approval: 1989

WARNING: DISTANT SPREAD OF TOXIN EFFECT
See full prescribing information for complete boxed warning.

The effects of BOTOX and all botulinum toxin products may
spread from the area of injection to produce symptoms consistent
with botulinum toxin effects. These symptoms have been reported
hours to weeks after injection. Swallowing and breathing
difficulties can be life threatening and there have been reports of
death. The risk of symptoms is probably greatest in children
treated for spasticity but symptoms can also occur in adults,
particularly in those patients who have an underlying condition
that would predispose them to these symptoms. (5.2)

————RECENT MAJOR CHANGES—————
Indications and Usage, Pediatric Spasticity (1.4) 6/2019

Dosage and Administration, Instructions for Safe Use (2.1) 6/2019

Dosage and Administration, Pediatric Spasticity (2.6) 6/2019

Warnings and Precautions, Bronchitis and Upper Respiratory

Tract Infections in Patients Treated for Spasticity (5.10) 6/2019

——INDICATIONS AND USAGE———

BOTOX is an acetylcholine release inhibitor and a neuromuscular blocking agent

indicated for:

o Treatment of overactive bladder (OAB) with symptoms of urge urinary
incontinence, urgency, and frequency, in adults who have an inadequate response
to or are intolerant of an anticholinergic medication (1.1)

o Treatment of urinary incontinence due to detrusor overactivity associated with a
neurologic condition [e.g., spinal cord injury (SCI), multiple sclerosis (MS)] in
adults who have an inadequate response to or are intolerant of an anticholinergic
medication (1.1)

o Prophylaxis of headaches in adult patients with chronic migraine (>15 days per
month with headache lasting 4 hours a day or longer) (1.2)

o Treatment of upper and lower limb spasticity in adult patients (1.3)

o Treatment of upper limb spasticity in pediatric patients 2 to 17 years of age (1.4)

o Treatment of cervical dystonia in adult patients, to reduce the severity of
abnormal head position and neck pain (1.5)

o Treatment of severe axillary hyperhidrosis that is inadequately managed by
topical agents in adult patients (1.6)

o Treatment of blepharospasm associated with dystonia in patients 12 years of age
and older (1.7)

o Treatment of strabismus in patients 12 years of age and older (1.7)

Important Limitations: Safety and effectiveness of BOTOX have not been
established for:

o Prophylaxis of episodic migraine (14 headache days or fewer per month) (1.2)

» Treatment of hyperhidrosis in body areas other than axillary (1.6)

DOSAGE AND ADMINISTRATION
e Follow indication-specific dosage and administration recommendations. Ina 3
month interval, do not exceed a total dose of:
o Adults: 400 Units
o Pediatrics: the lesser of 8 Units/kg or 300 Units (2.1)

o See Preparation and Dilution Technique for instructions on BOTOX
reconstitution, storage, and preparation before injection (2.2)

o Overactive Bladder: Recommended total dose 100 Units, as 0.5 mL (5 Units)
injections across 20 sites into the detrusor (2.3)

o Detrusor Overactivity associated with a Neurologic Condition: Recommended
total dose 200 Units, as 1 mL (~6.7 Units) injections across 30 sites into the
detrusor (2.3)

o Chronic Migraine: Recommended total dose 155 Units, as 0.1 mL (5 Units)
injections per each site divided across 7 head/neck muscles (2.4)

o Adult Upper Limb Spasticity: Select dose based on muscles affected, severity of
muscle activity, prior response to treatment, and adverse event history;
Electromyographic guidance recommended (2.5)

o Adult Lower Limb Spasticity: Recommended total dose 300 Units to 400 Units
divided across ankle and toe muscles (2.5)

o Pediatric Upper Limb Spasticity: Recommended total dose 3 Units/kg to 6
Units/kg (maximum 200 Units) divided among affected muscles (2.6)

e Cervical Dystonia: Base dosing on the patient’s head and neck position,
localization of pain, muscle hypertrophy, patient response, and adverse event
history; use lower initial dose in botulinum toxin naive patients (2.7)

o Axillary Hyperhidrosis: 50 Units per axilla (2.8)

o Blepharospasm: 1.25 Units-2.5 Units into each of 3 sites per affected eye (2.9)

o Strabismus: The dose is based on prism diopter correction or previous response
to treatment with BOTOX (2.10)

DOSAGE FORMS AND STRENGTHS———————
For Injection: 100 Units or 200 Units vacuum-dried powder in a single-dose vial

©)]

CONTRAINDICATIONS

o Hypersensitivity to any botulinum toxin preparation or to any of the
components in the formulation (4, 5.4, 6)

o Infection at the proposed injection site (4)

o Intradetrusor Injections: Urinary tract infection or urinary retention (4)

WARNINGS AND PRECAUTIONS————

* Potency Units of BOTOX are not interchangeable with other preparations of
botulinum toxin products (5.1, 11)

o Spread of toxin effects; swallowing and breathing difficulties can lead to death.
Seek immediate medical attention if respiratory, speech or swallowing
difficulties occur (5.2, 5.6)

o Potential serious adverse reactions after BOTOX injections for unapproved
uses (5.3)

o Concomitant neuromuscular disorder may exacerbate clinical effects of
treatment (5.5)

o Use with caution in patients with compromised respiratory function (5.6, 5.7,
5.10)

o Corneal exposure and ulceration due to reduced blinking may occur with
BOTOX treatment of blepharospasm (5.8)

o Retrobulbar hemorrhages and compromised retinal circulation may occur with
BOTOX treatment of strabismus (5.9)

* Bronchitis and upper respiratory tract infections in patients treated for spasticity
(5.10)

o Urinary tract infections in patients treated for OAB (5.12)

o Urinary retention: Post-void residual urine volume should be monitored in
patients treated for OAB or detrusor overactivity associated with a neurologic
condition who do not catheterize routinely, particularly patients with multiple
sclerosis or diabetes mellitus. (5.13)

ADVERSE REACTIONS

The most common adverse reactions (>5% and >placebo) are (6.1):

* OAB: urinary tract infection, dysuria, urinary retention

o Detrusor Overactivity associated with a neurologic condition: urinary tract
infection, urinary retention

o Chronic Migraine: neck pain, headache

o Adult Spasticity: pain in extremity

o Pediatric Upper Limb Spasticity: upper respiratory tract infection

o Cervical Dystonia: dysphagia, upper respiratory infection, neck pain, headache,
increased cough, flu syndrome, back pain, rhinitis

o Axillary Hyperhidrosis: injection site pain and hemorrhage, non-axillary
sweating, pharyngitis, flu syndrome

To report SUSPECTED ADVERSE REACTIONS, contact Allergan at

1-800-678-1605 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

Patients receiving concomitant treatment of BOTOX and aminoglycosides or
other agents interfering with neuromuscular transmission (e.g., curare-like
agents), or muscle relaxants, should be observed closely because the effect of
BOTOX may be potentiated (7)

USE IN SPECIFIC POPULATIONS
o Pregnancy: Based on animal data, may cause fetal harm. (8.1)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 6/2019

Nov 06 2019 16:37:54



HIGHLIGHTS OF PRESCRIBING INFORMATION

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

I Bladder Dysfunction

2 Chronic Migraine

3 Adult Spasticity

4 Pediatric Upper Limb Spasticity

.5 Cervical Dystonia

6 Primary Axillary Hyperhidrosis

.7 Blepharospasm and Strabismus

2 DOSAGE AND ADMINISTRATION

2.1 Instructions for Safe Use

2.2 Preparation and Dilution Technique

2.3 Bladder Dysfunction

2.4 Chronic Migraine

2.5  Adult Spasticity

2.6 Pediatric Upper Limb Spasticity

2.7 Cervical Dystonia

2.8 Primary Axillary Hyperhidrosis

2.9 Blepharospasm

2.10 Strabismus
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS

5.1 Lack of Interchangeability between Botulinum Toxin Products

5.2 Spread of Toxin Effect

5.3 Serious Adverse Reactions with Unapproved Use

5.4 Hypersensitivity Reactions

5.5 Increased Risk of Clinically Significant Effects with Pre-Existing
Neuromuscular Disorders

5.6 Dysphagia and Breathing Difficulties

5.7 Pulmonary Effects of BOTOX in Patients with Compromised Respiratory
Status Treated for Spasticity or for Detrusor Overactivity associated with
a Neurologic Condition

5.8 Comeal Exposure and Ulceration in Patients Treated with BOTOX for
Blepharospasm

5.9 Retrobulbar Hemorrhages in Patients Treated with BOTOX for
Strabismus

5.10 Bronchitis and Upper Respiratory Tract Infections in Patients Treated for
Spasticity

5.11 Autonomic Dysreflexia in Patients Treated for Detrusor Overactivity
associated with a Neurologic Condition

5.12 Urinary Tract Infections in Patients with Overactive Bladder

5.13 Urinary Retention in Patients Treated for Bladder Dysfunction

5.14 Human Albumin and Transmission of Viral Diseases
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Nov 06 2019 16:37:54

6.1
6.2
6.3

7.1

10

11

12
12.1
12.3

13.1
13.2
14
14.1
142
14.3
14.4
14.5
14.6
14.7
14.8
14.9
16
16.1
16.2
17

ADVERSE REACTIONS

Clinical Trials Experience

Immunogenicity

Post-Marketing Experience

DRUG INTERACTIONS

Aminoglycosides and Other Agents Interfering with Neuromuscular
Transmission

Anticholinergic Drugs

Other Botulinum Neurotoxin Products

Muscle Relaxants

USE IN SPECIFIC POPULATIONS

Pregnancy

Lactation

Pediatric Use

Geriatric Use

OVERDOSAGE

DESCRIPTION

CLINICAL PHARMACOLOGY

Mechanism of Action

Pharmacokinetics

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Animal Toxicology and/or Pharmacology
CLINICAL STUDIES

Overactive Bladder (OAB)

Detrusor Overactivity associated with a Neurologic Condition
Chronic Migraine

Adult Spasticity

Pediatric Upper Limb Spasticity

Cervical Dystonia

Primary Axillary Hyperhidrosis

Blepharospasm

Strabismus

HOW SUPPLIED/STORAGE AND HANDLING
How Supplied

Storage and Handling

PATIENT COUNSELING INFORMATION

* Sections or subsections omitted from the full prescribing information are not

listed.



FULL PRESCRIBING INFORMATION

WARNING: DISTANT SPREAD OF TOXIN EFFECT

Postmarketing reports indicate that the effects of BOTOX and all botulinum toxin products may spread from the area
of injection to produce symptoms consistent with botulinum toxin effects. These may include asthenia, generalized
muscle weakness, diplopia, ptosis, dysphagia, dysphonia, dysarthria, urinary incontinence and breathing difficulties.
These symptoms have been reported hours to weeks after injection. Swallowing and breathing difficulties can be life
threatening and there have been reports of death. The risk of symptoms is probably greatest in children treated for
spasticity but symptoms can also occur in adults treated for spasticity and other conditions, particularly in those
patients who have an underlying condition that would predispose them to these symptoms. In unapproved uses and in
approved indications, cases of spread of effect have been reported at doses comparable to those used to treat cervical
dystonia and spasticity and at lower doses [see Warnings and Precautions (5.2)].

1 INDICATIONS AND USAGE

1.1 Bladder Dysfunction

Overactive Bladder

BOTOX (onabotulinumtoxinA) for injection is indicated for the treatment of overactive bladder with symptoms of urge urinary
incontinence, urgency, and frequency, in adults who have an inadequate response to or are intolerant of an anticholinergic medication.

Detrusor Overactivity associated with a Neurologic Condition
BOTOX is indicated for the treatment of urinary incontinence due to detrusor overactivity associated with a neurologic condition (e.g.,
SCI, MS) in adults who have an inadequate response to or are intolerant of an anticholinergic medication.

1.2 Chronic Migraine
BOTOX is indicated for the prophylaxis of headaches in adult patients with chronic migraine (>15 days per month with headache
lasting 4 hours a day or longer).

Limitations of Use
Safety and effectiveness have not been established for the prophylaxis of episodic migraine (14 headache days or fewer per month) in
seven placebo-controlled studies.

1.3 Adult Spasticity

Adult Upper Limb Spasticity

BOTOX is indicated for the treatment of upper limb spasticity in adult patients, to decrease the severity of increased muscle tone in
elbow flexors (biceps), wrist flexors (flexor carpi radialis and flexor carpi ulnaris), finger flexors (flexor digitorum profundus and
flexor digitorum sublimis), and thumb flexors (adductor pollicis and flexor pollicis longus).

Adult Lower Limb Spasticity
BOTOX is indicated for the treatment of lower limb spasticity in adult patients to decrease the severity of increased muscle tone in
ankle and toe flexors (gastrocnemius, soleus, tibialis posterior, flexor hallucis longus, and flexor digitorum longus).

Limitations of Use

Safety and effectiveness of BOTOX have not been established for the treatment of other upper or lower limb muscle groups. BOTOX
has not been shown to improve upper extremity functional abilities, or range of motion at a joint affected by a fixed contracture.
Treatment with BOTOX is not intended to substitute for usual standard of care rehabilitation regimens.

14 Pediatric Upper Limb Spasticity
BOTOX is indicated for the treatment of upper limb spasticity in pediatric patients 2 to 17 years of age.

Limitations of Use
Treatment with BOTOX is not intended to substitute for usual standard of care rehabilitation regimens.
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1.5 Cervical Dystonia
BOTOX is indicated for the treatment of adults with cervical dystonia, to reduce the severity of abnormal head position and neck pain
associated with cervical dystonia.

1.6 Primary Axillary Hyperhidrosis
BOTOX is indicated for the treatment of severe primary axillary hyperhidrosis that is inadequately managed with topical agents.

Limitations of Use

The safety and effectiveness of BOTOX for hyperhidrosis in other body areas have not been established. Weakness of hand muscles
and blepharoptosis may occur in patients who receive BOTOX for palmar hyperhidrosis and facial hyperhidrosis, respectively.
Patients should be evaluated for potential causes of secondary hyperhidrosis (e.g., hyperthyroidism) to avoid symptomatic treatment of
hyperhidrosis without the diagnosis and/or treatment of the underlying disease.

Safety and effectiveness of BOTOX have not been established for the treatment of axillary hyperhidrosis in pediatric patients under
age 18.

1.7 Blepharospasm and Strabismus
BOTOX is indicated for the treatment of strabismus and blepharospasm associated with dystonia, including benign essential
blepharospasm or VI nerve disorders in patients 12 years of age and older.

2 DOSAGE AND ADMINISTRATION

2.1 Instructions for Safe Use

The potency Units of BOTOX (onabotulinumtoxinA) for injection are specific to the preparation and assay method utilized. They are
not interchangeable with other preparations of botulinum toxin products and, therefore, units of biological activity of BOTOX cannot
be compared to nor converted into units of any other botulinum toxin products assessed with any other specific assay method [see
Warnings and Precautions (5.1) and Description (11)].

Indication specific dosage and administration recommendations should be followed. When initiating treatment, the lowest
recommended dose should be used. In treating adult patients for one or more indications, the maximum cumulative dose should not
exceed 400 Units, in a 3-month interval. In pediatric patients, the total dose should not exceed the lower of 8 Units/kg body weight or
300 Units, in a 3-month interval [see Dosage and Administration (2.6)].

The safe and effective use of BOTOX depends upon proper storage of the product, selection of the correct dose, and proper
reconstitution and administration techniques. An understanding of standard electromyographic techniques is also required for
treatment of strabismus, upper or lower limb spasticity, and may be useful for the treatment of cervical dystonia. Physicians
administering BOTOX must understand the relevant neuromuscular and structural anatomy of the area involved and any alterations to
the anatomy due to prior surgical procedures and disease, especially when injecting near the lungs.

Do not use BOTOX and contact Allergan (1-800-890-4345) if:
e the carton labeling does not contain an intact seal with a translucent silver Allergan logo (on both ends of the carton) or the seal
has a black circle with a diagonal line through it (i.e., prohibition sign),
o the vial label does not contain a holographic film containing the name “Allergan” within rainbow colored horizontal lines, or
e the U.S. License number 1145 is not present on the vial label and carton labeling [see How Supplied/Storage and Handling

(16)].

2.2 Preparation and Dilution Technique

Prior to injection, reconstitute each vacuum-dried vial of BOTOX with only sterile, preservative-free 0.9% Sodium Chloride Injection,
USP. Draw up the proper amount of diluent in the appropriate size syringe (see Table 1, or for specific instructions for detrusor
overactivity associated with a neurologic condition, see Section 2.3), and slowly inject the diluent into the vial. Discard the vial if a
vacuum does not pull the diluent into the vial. Gently mix BOTOX with the diluent by rotating the vial. Record the date and time of
reconstitution on the space on the label. BOTOX should be administered within 24 hours after reconstitution. During this time period,
unused reconstituted BOTOX should be stored in a refrigerator (2° to 8°C) for up to 24 hours until time of use. BOTOX vials are for
single-dose only. Discard any unused portion.
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Table 1:

Dilution Instructions for BOTOX Vials (100 Units and 200 Units)**

Diluent* Added Resulting Dose Diluent* Added to Resulting Dose
to 100 Unit Vial | Units per 0.1 mL 200 Unit Vial Units per 0.1 mL
1mL 10 Units 1mL 20 Units
2mL 5 Units 2mL 10 Units
4 mL 2.5 Units 4 mL 5 Units
8 mL 1.25 Units 8 mL 2.5 Units
10 mL 1 Unit 10 mL 2 Units

*Preservative-free 0.9% Sodium Chloride Injection, USP Only
**For Detrusor Overactivity associated with a Neurologic Condition Dilution, see Section 2.3

Note: These dilutions are calculated for an injection volume of 0.1 mL. A decrease or increase in the BOTOX dose is also possible by
administering a smaller or larger injection volume - from 0.05 mL (50% decrease in dose) to 0.15 mL (50% increase in dose).

An injection of BOTOX is prepared by drawing into an appropriately sized sterile syringe an amount of the properly reconstituted
toxin slightly greater than the intended dose. Air bubbles in the syringe barrel are expelled and the syringe is attached to an
appropriate injection needle. Patency of the needle should be confirmed. A new, sterile needle and syringe should be used to enter the
vial on each occasion for removal of BOTOX.

Reconstituted BOTOX should be clear, colorless, and free of particulate matter. Parenteral drug products should be inspected visually
for particulate matter and discoloration prior to administration and whenever the solution and the container permit.

2.3 Bladder Dysfunction

General

Patients must not have a urinary tract infection (UTI) at the time of treatment. Prophylactic antibiotics, except aminoglycosides, [see
Drug Interactions (7.1)] should be administered 1-3 days pre-treatment, on the treatment day, and 1-3 days post-treatment to reduce
the likelihood of procedure-related UTI.

Patients should discontinue anti-platelet therapy at least 3 days before the injection procedure. Patients on anti-coagulant therapy need
to be managed appropriately to decrease the risk of bleeding.

Appropriate caution should be exercised when performing a cystoscopy.

Overactive Bladder
An intravesical instillation of diluted local anesthetic with or without sedation may be used prior to injection, per local site practice. If
a local anesthetic instillation is performed, the bladder should be drained and irrigated with sterile saline before injection.

The recommended dose is 100 Units of BOTOX, and is the maximum recommended dose. The recommended dilution is
100 Units/10 mL with preservative-free 0.9% Sodium Chloride Injection, USP (see Table 1). Dispose of any unused saline.

Reconstituted BOTOX (100 Units/10 mL) is injected into the detrusor muscle via a flexible or rigid cystoscope, avoiding the trigone.
The bladder should be instilled with enough saline to achieve adequate visualization for the injections, but over-distension should be
avoided.

The injection needle should be filled (primed) with approximately 1 mL of reconstituted BOTOX prior to the start of injections
(depending on the needle length) to remove any air.

The needle should be inserted approximately 2 mm into the detrusor, and 20 injections of 0.5 mL each (total volume of 10 mL) should
be spaced approximately 1 cm apart (see Figure 1). For the final injection, approximately 1 mL of sterile normal saline should be
injected so that the remaining BOTOX in the needle is delivered to the bladder. After the injections are given, patients should
demonstrate their ability to void prior to leaving the clinic. The patient should be observed for at least 30 minutes post-injection and
until a spontaneous void has occurred.

Patients should be considered for reinjection when the clinical effect of the previous injection has diminished (median time until

patients qualified for the second treatment of BOTOX in double-blind, placebo-controlled clinical studies was 169 days [~24 weeks]),
but no sooner than 12 weeks from the prior bladder injection.
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Figure 1: Injection Pattern for Intradetrusor Injections for Treatment of Overactive Bladder and Detrusor Overactivity
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An intravesical instillation of diluted local anesthetic with or without sedation, or general anesthesia may be used prior to injection,
per local site practice. If a local anesthetic instillation is performed, the bladder should be drained and irrigated with sterile saline
before injection.

The recommended dose is 200 Units of BOTOX per treatment, and should not be exceeded.

200 Unit Vial of BOTOX

Reconstitute a 200 Unit vial of BOTOX with 6 mL of preservative-free 0.9% Sodium Chloride Injection, USP and mix the vial
gently.

Draw 2 mL from the vial into each of three 10 mL syringes.

Complete the reconstitution by adding 8 mL of preservative-free 0.9% Sodium Chloride Injection, USP into each of the 10 mL
syringes, and mix gently. This will result in three 10 mL syringes each containing 10 mL (~67 Units in each), for a total of
200 Units of reconstituted BOTOX.

Use immediately after reconstitution in the syringe. Dispose of any unused saline.

100 Unit Vial of BOTOX

Reconstitute two 100 Unit vials of BOTOX, each with 6 mL of preservative-free 0.9% Sodium Chloride Injection, USP and mix
the vials gently.

Draw 4 mL from each vial into each of two 10 mL syringes. Draw the remaining 2 mL from each vial into a third 10 mL syringe
for a total of 4 mL in each syringe.

Complete the reconstitution by adding 6 mL of preservative-free 0.9% Sodium Chloride Injection, USP into each of the 10 mL
syringes, and mix gently. This will result in three 10 mL syringes each containing 10 mL (~67 Units in each), for a total of

200 Units of reconstituted BOTOX.

Use immediately after reconstitution in the syringe. Dispose of any unused saline.

Reconstituted BOTOX (200 Units/30 mL) is injected into the detrusor muscle via a flexible or rigid cystoscope, avoiding the trigone.
The bladder should be instilled with enough saline to achieve adequate visualization for the injections, but over-distension should be
avoided.

The injection needle should be filled (primed) with approximately 1 mL of reconstituted BOTOX prior to the start of injections
(depending on the needle length) to remove any air.

The needle should be inserted approximately 2 mm into the detrusor, and 30 injections of 1 mL (~6.7 Units) each (total volume of

30 mL) should be spaced approximately 1 cm apart (see Figure 1). For the final injection, approximately 1 mL of sterile normal saline
should be injected so that the remaining BOTOX in the needle is delivered to the bladder. After the injections are given, the saline
used for bladder wall visualization should be drained. The patient should be observed for at least 30 minutes post-injection.

Patients should be considered for re-injection when the clinical effect of the previous injection diminishes (median time to
qualification for re-treatment in the double-blind, placebo-controlled clinical studies was 295-337 days [42-48 weeks] for BOTOX
200 Units), but no sooner than 12 weeks from the prior bladder injection.
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24 Chronic Migraine

The recommended dilution is 200 Units/4 mL or 100 Units/2 mL, with a final concentration of 5 Units per 0.1 mL (see Table 1). The
recommended dose for treating chronic migraine is 155 Units administered intramuscularly using a sterile 30-gauge, 0.5 inch needle as
0.1 mL (5 Units) injections per each site. Injections should be divided across 7 specific head/neck muscle areas as specified in the
diagrams and Table 2 below. A one inch needle may be needed in the neck region for patients with thick neck muscles. With the
exception of the procerus muscle, which should be injected at one site (midline), all muscles should be injected bilaterally with half
the number of injection sites administered to the left, and half to the right side of the head and neck. The recommended re-treatment
schedule is every 12 weeks.

Diagrams 1-4: Recommended Injection Sites (A through G) for Chronic Migraine
1 2 3 4

A, Corrugator: 5 U each side D. Temporalis: 20 U each side E. Dccipitalis: 15 U each side F. Cervical paraspinal:
10 U each side

B. Procerus: 5 U [one site]

C. Frontalis: 10 U eachside 15 U each side

Table 2: BOTOX Dosing by Muscle for Chronic Migraine

Head/Neck Area Recommended Dose (Number of Sites?)
Frontalis® 20 Units divided in 4 sites
Corrugator® 10 Units divided in 2 sites
Procerus 5 Units in 1 site
Occipitalis® 30 Units divided in 6 sites
Temporalis® 40 Units divided in 8 sites
Trapezius® 30 Units divided in 6 sites
fﬂeJ;’C'f:'GF:gLa;E'“a' 20 Units divided in 4 sites
Total Dose: 155 Units divided in 31 sites

2 Each IM injection site = 0.1 mL = 5 Units BOTOX
® Dose distributed bilaterally

2.5 Adult Spasticity

General

Dosing in initial and sequential treatment sessions should be tailored to the individual based on the size, number and location of
muscles involved, severity of spasticity, the presence of local muscle weakness, the patient’s response to previous treatment, or
adverse event history with BOTOX.

The recommended dilution is 200 Units/4 mL or 100 Units/2 mL with preservative-free 0.9% Sodium Chloride Injection, USP (see
Table 1). The lowest recommended starting dose should be used, and no more than 50 Units per site should generally be administered.
An appropriately sized needle (e.g., 25-30 gauge) may be used for superficial muscles, and a longer 22 gauge needle may be used for
deeper musculature. Localization of the involved muscles with techniques such as needle electromyographic guidance or nerve
stimulation is recommended.
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Repeat BOTOX treatment may be administered when the effect of a previous injection has diminished, but generally no sooner than
12 weeks after the previous injection. The degree and pattern of muscle spasticity at the time of re-injection may necessitate
alterations in the dose of BOTOX and muscles to be injected.

Adult Upper Limb Spasticity
In clinical trials, doses ranging from 75 Units to 400 Units were divided among selected muscles (see Table 3 and Figure 2) at a given
treatment session.

Table 3: BOTOX Dosing by Muscle for Adult Upper Limb Spasticity
Recommended Dose
Muscle Total Dosage (Number of Sites)
Biceps Brachii 100 Units-200 Units divided in 4 sites
Flexor Carpi Radialis 12.5 Units-50 Units in 1 site
Flexor Carpi Ulnaris 12.5 Units-50 Units in 1 site
Flexor Digitorum Profundus 30 Units-50 Units in 1 site
Flexor Digitorum Sublimis 30 Units-50 Units in 1 site
Adductor Pollicis 20 Units in 1 site
Flexor Pollicis Longus 20 Units in 1 site

Figure 2: Injection Sites for Adult Upper Limb Spasticity

Biceps brachii

Flexor carpi ulnaris

Flexor carpi radialis ] \ ‘2 \\
\T 15

Flexor digitorum sublimis
(flexor digitorum superficialis)

profundus

Flexor pollicis
longus

Adductor
pollicis

Adult Lower Limb Spasticity
The recommended dose for treating adult lower limb spasticity is 300 Units to 400 Units divided among 5 muscles (gastrocnemius,
soleus, tibialis posterior, flexor hallucis longus and flexor digitorum longus) (see Table 4 and Figure 3).
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Table 4: BOTOX Dosing by Muscle for Adult Lower Limb Spasticity

Muscle Recommended Dose
Total Dosage (Number of Sites)
Gastrocnemius medial head 75 Units divided in 3 sites
Gastrocnemius lateral head 75 Units divided in 3 sites
Soleus 75 Units divided in 3 sites
Tibialis Posterior 75 Units divided in 3 sites
Flexor hallucis longus 50 Units divided in 2 sites
Flexor digitorum longus 50 Units divided in 2 sites
Figure 3: Injection Sites for Adult Lower Limb Spasticity
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2.6 Pediatric Upper Limb Spasticity
General
Localization of the involved muscles with techniques such as needle electromyographic guidance, nerve stimulation, or ultrasound is
recommended. The maximum cumulative dose should not exceed the lower of 8 Units/kg body weight or 300 Units, in a 3-month
interval [see Boxed Warning and Warnings and Precautions (5.2, 5.6)]. Additional general adult spasticity dosing information is also
applicable to pediatric upper limb spasticity patients [see Dosage and Administration (2.5)].

Pediatric Upper Limb Spasticity

The recommended dose for treating pediatric upper limb spasticity is 3 Units/kg to 6 Units/kg divided among the affected muscles (see
Table 5 and Figure 4). The total dose of BOTOX administered per treatment session in the upper limb should not exceed 6 Units/kg or
200 Units, whichever is lower.
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Table 5: BOTOX Dosing by Muscle for Pediatric Upper Limb Spasticity

Muscle Recommended D_ose and
Number of Sites
Biceps Brachii 1.5 Units/kg to 3 Units/kg divided in 4 sites
Brachialis 1 Units/kg to 2 Units/kg divided in 2 sites
Brachioradialis 0.5 Units/kg to 1 Units/kg divided in 2 sites
Flexor Carpi Radialis 1 Units/kg to 2 Units/kg divided in 2 sites
Flexor Carpi Ulnaris 1 Units/kg to 2 Units/kg divided in 2 sites
Flexor Digitorum Profundus 0.5 Units/kg to 1 Units/kg divided in 2 sites
Flexor Digitorum Sublimis 0.5 Units/kg to 1 Units/kg divided in 2 sites
Figure 4: Injection Sites for Pediatric Upper Limb Spasticity
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2.7 Cervical Dystonia

A double-blind, placebo-controlled study enrolled patients who had extended histories of receiving and tolerating BOTOX injections,
with prior individualized adjustment of dose. The mean BOTOX dose administered to patients in this study was 236 Units (25th to
75th percentile range of 198 Units to 300 Units). The BOTOX dose was divided among the affected muscles [see Clinical Studies
(14.6)].

Dosing in initial and sequential treatment sessions should be tailored to the individual patient based on the patient’s head and neck
position, localization of pain, muscle hypertrophy, patient response, and adverse event history. The initial dose for a patient without
prior use of BOTOX should be at a lower dose, with subsequent dosing adjusted based on individual response. Limiting the total dose
injected into the sternocleidomastoid muscle to 100 Units or less may decrease the occurrence of dysphagia [see Warnings and
Precautions (5.2, 5.5, 5.6)].

The recommended dilution is 200 Units/2 mL, 200 Units/4 mL, 100 Units/1 mL, or 100 Units/2 mL with preservative-free 0.9%
Sodium Chloride Injection, USP, depending on volume and number of injection sites desired to achieve treatment objectives (see
Table 1). In general, no more than 50 Units per site should be administered using a sterile needle (e.g., 25-30 gauge) of an appropriate
length. Localization of the involved muscles with electromyographic guidance may be useful.

Clinical improvement generally begins within the first two weeks after injection with maximum clinical benefit at approximately six
weeks post-injection. In the double-blind, placebo-controlled study most subjects were observed to have returned to pre-treatment
status by 3 months post-treatment.

2.8 Primary Axillary Hyperhidrosis
The recommended dose is 50 Units per axilla. The hyperhidrotic area to be injected should be defined using standard staining
techniques, e.g., Minor’s lodine-Starch Test. The recommended dilution is 100 Units/4 mL with preservative-free 0.9% Sodium
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Chloride Injection, USP (see Table 1). Using a sterile 30 gauge needle, 50 Units of BOTOX (2 mL) is injected intradermally in 0.1 to
0.2 mL aliquots to each axilla evenly distributed in multiple sites (10-15) approximately 1-2 cm apart.

Repeat injections for hyperhidrosis should be administered when the clinical effect of a previous injection diminishes.

Instructions for the Minor’s lodine-Starch Test Procedure:

Patients should shave underarms and abstain from use of over-the-counter deodorants or antiperspirants for 24 hours prior to the test.
Patient should be resting comfortably without exercise or hot drinks for approximately 30 minutes prior to the test. Dry the underarm
area and then immediately paint it with iodine solution. Allow the area to dry, then lightly sprinkle the area with starch powder. Gently
blow off any excess starch powder. The hyperhidrotic area will develop a deep blue-black color over approximately 10 minutes.

Each injection site has a ring of effect of up to approximately 2 cm in diameter. To minimize the area of no effect, the injection sites
should be evenly spaced as shown in Figure 5.

Figure 5: Injection Pattern for Primary Axillary Hyperhidrosis

Each dose is injected to a depth of approximately 2 mm and at a 45° angle to the skin surface, with the bevel side up to minimize
leakage and to ensure the injections remain intradermal. If injection sites are marked in ink, do not inject BOTOX directly through the
ink mark to avoid a permanent tattoo effect.

2.9 Blepharospasm

For blepharospasm, reconstituted BOTOX is injected using a sterile, 27-30 gauge needle without electromyographic guidance. The
initial recommended dose is 1.25 Units-2.5 Units (0.05 mL to 0.1 mL volume at each site) injected into the medial and lateral pre-
tarsal orbicularis oculi of the upper lid and into the lateral pre-tarsal orbicularis oculi of the lower lid. Avoiding injection near the
levator palpebrae superioris may reduce the complication of ptosis. Avoiding medial lower lid injections, and thereby reducing
diffusion into the inferior oblique, may reduce the complication of diplopia. Ecchymosis occurs easily in the soft eyelid tissues. This
can be prevented by applying pressure at the injection site immediately after the injection.

The recommended dilution to achieve 1.25 Units is 100 Units/8 mL; for 2.5 Units it is 100 Units/4 mL (see Table 1).

In general, the initial effect of the injections is seen within three days and reaches a peak at one to two weeks post-treatment. Each
treatment lasts approximately three months, following which the procedure can be repeated. At repeat treatment sessions, the dose
may be increased up to two-fold if the response from the initial treatment is considered insufficient, usually defined as an effect that
does not last longer than two months. However, there appears to be little benefit obtainable from injecting more than 5 Units per site.
Some tolerance may be found when BOTOX is used in treating blepharospasm if treatments are given any more frequently than every
three months, and is rare to have the effect be permanent.

The cumulative dose of BOTOX treatment for blepharospasm in a 30-day period should not exceed 200 Units.

2.10 Strabismus

BOTOX is intended for injection into extraocular muscles utilizing the electrical activity recorded from the tip of the injection needle
as a guide to placement within the target muscle. Injection without surgical exposure or electromyographic guidance should not be
attempted. Physicians should be familiar with electromyographic technique.

To prepare the eye for BOTOX injection, it is recommended that several drops of a local anesthetic and an ocular decongestant be
given several minutes prior to injection.

The volume of BOTOX injected for treatment of strabismus should be between 0.05-0.15 mL per muscle.

The initial listed doses of the reconstituted BOTOX [see Dosage and Administration (2.2)] typically create paralysis of the injected
muscles beginning one to two days after injection and increasing in intensity during the first week. The paralysis lasts for 2-6 weeks
and gradually resolves over a similar time period. Overcorrections lasting over six months have been rare. About one half of patients
will require subsequent doses because of inadequate paralytic response of the muscle to the initial dose, or because of mechanical
factors such as large deviations or restrictions, or because of the lack of binocular motor fusion to stabilize the alignment.
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Initial Doses in Units

Use the lower listed doses for treatment of small deviations. Use the larger doses only for large deviations.
e  For vertical muscles, and for horizontal strabismus of less than 20 prism diopters: 1.25 Units-2.5 Units in any one muscle.
e For horizontal strabismus of 20 prism diopters to 50 prism diopters: 2.5 Units-5 Units in any one muscle.
e  For persistent VI nerve palsy of one month or longer duration: 1.25 Units-2.5 Units in the medial rectus muscle.

Subsequent Doses for Residual or Recurrent Strabismus

e Itis recommended that patients be re-examined 7-14 days after each injection to assess the effect of that dose.

e Patients experiencing adequate paralysis of the target muscle that require subsequent injections should receive a dose
comparable to the initial dose.

e  Subsequent doses for patients experiencing incomplete paralysis of the target muscle may be increased up to two-fold
compared to the previously administered dose.

e  Subsequent injections should not be administered until the effects of the previous dose have dissipated as evidenced by
substantial function in the injected and adjacent muscles.

e  The maximum recommended dose as a single injection for any one muscle is 25 Units.

The recommended dilution to achieve 1.25 Units is 100 Units/8 mL; for 2.5 Units it is 100 Units/4 mL (see Table 1).
3 DOSAGE FORMS AND STRENGTHS

For Injection: sterile 100 Units, or 200 Units vacuum-dried powder in single-dose vials for reconstitution only with sterile,
preservative-free 0.9% Sodium Chloride Injection, USP prior to injection.

4 CONTRAINDICATIONS

BOTOX is contraindicated:

e In patients who are hypersensitive to any botulinum toxin product or to any of the components in the formulation [see Warnings
and Precautions (5.4)].

e Inthe presence of infection at the proposed injection site(s).

e For intradetrusor injection in patients with a urinary tract infection; or in patients with urinary retention or post-void residual
(PVR) urine volume >200 mL who are not routinely performing clean intermittent self-catheterization (CIC) [see Warnings and
Precautions (5.12, 5.13)].

5 WARNINGS AND PRECAUTIONS

5.1 Lack of Interchangeability between Botulinum Toxin Products

The potency Units of BOTOX are specific to the preparation and assay method utilized. They are not interchangeable with other
preparations of botulinum toxin products and, therefore, units of biological activity of BOTOX cannot be compared to nor converted
into units of any other botulinum toxin products assessed with any other specific assay method [see Description (11)].

5.2 Spread of Toxin Effect

Postmarketing safety data from BOTOX and other approved botulinum toxins suggest that botulinum toxin effects may, in some
cases, be observed beyond the site of local injection. The symptoms are consistent with the mechanism of action of botulinum toxin
and may include asthenia, generalized muscle weakness, diplopia, ptosis, dysphagia, dysphonia, dysarthria, urinary incontinence, and
breathing difficulties. These symptoms have been reported hours to weeks after injection. Swallowing and breathing difficulties can be
life threatening and there have been reports of death related to spread of toxin effects. The risk of symptoms is probably greatest in
children treated for spasticity but symptoms can also occur in adults treated for spasticity and other conditions, and particularly in
those patients who have an underlying condition that would predispose them to these symptoms. In unapproved uses and in approved
indications, symptoms consistent with spread of toxin effect have been reported at doses comparable to or lower than doses used to
treat cervical dystonia and spasticity. Patients or caregivers should be advised to seek immediate medical care if swallowing, speech or
respiratory disorders occur.

No definitive serious adverse event reports of distant spread of toxin effect associated with BOTOX for blepharospasm at the
recommended dose (30 Units and below), severe primary axillary hyperhidrosis at the recommended dose (100 Units), strabismus, or
for chronic migraine at the labeled doses have been reported.
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53 Serious Adverse Reactions with Unapproved Use

Serious adverse reactions, including excessive weakness, dysphagia, and aspiration pneumonia, with some adverse reactions
associated with fatal outcomes, have been reported in patients who received BOTOX injections for unapproved uses. In these cases,
the adverse reactions were not necessarily related to distant spread of toxin, but may have resulted from the administration of BOTOX
to the site of injection and/or adjacent structures. In several of the cases, patients had pre-existing dysphagia or other significant
disabilities. There is insufficient information to identify factors associated with an increased risk for adverse reactions associated with
the unapproved uses of BOTOX. The safety and effectiveness of BOTOX for unapproved uses have not been established.

54 Hypersensitivity Reactions

Serious and/or immediate hypersensitivity reactions have been reported. These reactions include anaphylaxis, serum sickness,
urticaria, soft tissue edema, and dyspnea. If such a reaction occurs, further injection of BOTOX should be discontinued and
appropriate medical therapy immediately instituted. One fatal case of anaphylaxis has been reported in which lidocaine was used as
the diluent, and consequently the causal agent cannot be reliably determined.

5.5 Increased Risk of Clinically Significant Effects with Pre-Existing Neuromuscular Disorders

Individuals with peripheral motor neuropathic diseases, amyotrophic lateral sclerosis or neuromuscular junction disorders (e.g.,
myasthenia gravis or Lambert-Eaton syndrome) should be monitored when given botulinum toxin. Patients with known or
unrecognized neuromuscular disorders or neuromuscular junction disorders may be at increased risk of clinically significant effects
including generalized muscle weakness, diplopia, ptosis, dysphonia, dysarthria, severe dysphagia and respiratory compromise from
therapeutic doses of BOTOX [see Warnings and Precautions (5.2, 5.6)].

5.6 Dysphagia and Breathing Difficulties

Treatment with BOTOX and other botulinum toxin products can result in swallowing or breathing difficulties. Patients with pre-
existing swallowing or breathing difficulties may be more susceptible to these complications. In most cases, this is a consequence of
weakening of muscles in the area of injection that are involved in breathing or oropharyngeal muscles that control swallowing or
breathing [see Warnings and Precautions (5.2)].

Deaths as a complication of severe dysphagia have been reported after treatment with botulinum toxin. Dysphagia may persist for
several months, and require use of a feeding tube to maintain adequate nutrition and hydration. Aspiration may result from severe
dysphagia and is a particular risk when treating patients in whom swallowing or respiratory function is already compromised.

Treatment with botulinum toxins may weaken neck muscles that serve as accessory muscles of ventilation. This may result in a critical
loss of breathing capacity in patients with respiratory disorders who may have become dependent upon these accessory muscles. There
have been postmarketing reports of serious breathing difficulties, including respiratory failure.

Patients with smaller neck muscle mass and patients who require bilateral injections into the sternocleidomastoid muscle for the
treatment of cervical dystonia have been reported to be at greater risk for dysphagia. Limiting the dose injected into the
sternocleidomastoid muscle may reduce the occurrence of dysphagia. Injections into the levator scapulae may be associated with an
increased risk of upper respiratory infection and dysphagia.

Patients treated with botulinum toxin may require immediate medical attention should they develop problems with swallowing, speech
or respiratory disorders. These reactions can occur within hours to weeks after injection with botulinum toxin [see Warnings and
Precautions (5.2)].

5.7 Pulmonary Effects of BOTOX in Patients with Compromised Respiratory Status Treated for Spasticity or for

Detrusor Overactivity associated with a Neurologic Condition
Patients with compromised respiratory status treated with BOTOX for spasticity should be monitored closely. In a double-blind,
placebo-controlled, parallel group study in adult patients treated for upper limb spasticity with stable reduced pulmonary function
(defined as FEV1 40-80% of predicted value and FEV1/FVC < 0.75), the event rate in change of Forced Vital Capacity (FVC) >15%
or >20% was generally greater in patients treated with BOTOX than in patients treated with placebo (see Table 6).
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Table 6: Event Rate Per Patient Treatment Cycle Among Adult Upper Limb Spasticity Patients with Reduced Lung
Function Who Experienced at Least a 15% or 20% Decrease in FVC From Baseline at Week 1, 6, 12 Post-
injection with Up to Two Treatment Cycles with BOTOX or Placebo

BOTOX BOTOX Placebo
360 Units 240 Units
>15% >20% >15% >20% >15% >20%
Week 1 4% 0% 3% 0% 7% 3%
Week 6 7% 4% 4% 2% 2% 2%
Week 12 10% 5% 2% 1% 4% 1%

Differences from placebo were not statistically significant

In adult spasticity patients with reduced lung function, upper respiratory tract infections were also reported more frequently as adverse
reactions in patients treated with BOTOX than in patients treated with placebo [see Warnings and Precautions (5.10)].

In a double-blind, placebo-controlled, parallel group study in adult patients with detrusor overactivity associated with a neurologic
condition and restrictive lung disease of neuromuscular etiology [defined as FVVC 50-80% of predicted value in patients with spinal
cord injury between C5 and C8, or MS] the event rate in change of Forced Vital Capacity >15% or >20% was generally greater in

patients treated with BOTOX than in patients treated with placebo (see Table 7).

Table 7: Number and Percent of Patients Experiencing at Least a 15% or 20% Decrease in FVC From Baseline at Week
2, 6, 12 Post-injection with BOTOX or Placebo
BOTOX
200 Units Placebo
>15% >20% >15% >20%
Week 2 0/15 (0%) 0/15 (0%) 1/11 (9%) 0/11 (0%)
Week 6 2/13 (15%) 1/13 (8%) 0/12 (0%) 0/12 (0%)
Week 12 0/12(0%) 0/12 (0%) 0/7 (0%) 0/7 (0%)
5.8 Corneal Exposure and Ulceration in Patients Treated with BOTOX for Blepharospasm

Reduced blinking from BOTOX injection of the orbicularis muscle can lead to corneal exposure, persistent epithelial defect, and
corneal ulceration, especially in patients with V11 nerve disorders. Vigorous treatment of any epithelial defect should be employed.
This may require protective drops, ointment, therapeutic soft contact lenses, or closure of the eye by patching or other means.

5.9 Retrobulbar Hemorrhages in Patients Treated with BOTOX for Strabismus
During the administration of BOTOX for the treatment of strabismus, retrobulbar hemorrhages sufficient to compromise retinal
circulation have occurred. It is recommended that appropriate instruments to decompress the orbit be accessible.

5.10 Bronchitis and Upper Respiratory Tract Infections in Patients Treated for Spasticity

Bronchitis was reported more frequently as an adverse reaction in adult patients treated for upper limb spasticity with BOTOX (3% at
251 Units-360 Units total dose), compared to placebo (1%). In adult patients with reduced lung function treated for upper limb
spasticity, upper respiratory tract infections were also reported more frequently as adverse reactions in patients treated with BOTOX
(11% at 360 Units total dose; 8% at 240 Units total dose) compared to placebo (6%). In adult patients treated for lower limb spasticity,
upper respiratory tract infections were reported more frequently as an adverse reaction in patients treated with BOTOX (2% at 300
Units to 400 Units total dose) compared to placebo (1%). In pediatric patients treated for upper limb spasticity, upper respiratory tract
infections were reported more frequently as an adverse reaction in patients treated with BOTOX (17% at 6 Units/kg and 10% at 3
Units/kg) compared to placebo (9%).

5.11 Autonomic Dysreflexia in Patients Treated for Detrusor Overactivity associated with a Neurologic Condition
Autonomic dysreflexia associated with intradetrusor injections of BOTOX could occur in patients treated for detrusor overactivity
associated with a neurologic condition and may require prompt medical therapy. In clinical trials, the incidence of autonomic
dysreflexia was greater in patients treated with BOTOX 200 Units compared with placebo (1.5% versus 0.4%, respectively).
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5.12 Urinary Tract Infections in Patients with Overactive Bladder

BOTOX increases the incidence of urinary tract infection [see Adverse Reactions (6.1)]. Clinical trials for overactive bladder excluded
patients with more than 2 UTlIs in the past 6 months and those taking antibiotics chronically due to recurrent UTIs. Use of BOTOX for
the treatment of overactive bladder in such patients and in patients with multiple recurrent UTIs during treatment should only be
considered when the benefit is likely to outweigh the potential risk.

5.13 Urinary Retention in Patients Treated for Bladder Dysfunction
Due to the risk of urinary retention, treat only patients who are willing and able to initiate catheterization post-treatment, if required,
for urinary retention.

In patients who are not catheterizing, post-void residual (PVR) urine volume should be assessed within 2 weeks post-treatment and
periodically as medically appropriate up to 12 weeks, particularly in patients with multiple sclerosis or diabetes mellitus. Depending
on patient symptoms, institute catheterization if PVR urine volume exceeds 200 mL and continue until PVR falls below 200 mL.
Instruct patients to contact their physician if they experience difficulty in voiding as catheterization may be required.

The incidence and duration of urinary retention is described below for patients with overactive bladder and detrusor overactivity
associated with a neurologic condition who received BOTOX or placebo injections.

Overactive Bladder

In double-blind, placebo-controlled trials in patients with OAB, the proportion of subjects who initiated clean intermittent
catheterization (CIC) for urinary retention following treatment with BOTOX or placebo is shown in Table 8. The duration of post-
injection catheterization for those who developed urinary retention is also shown.

Table 8: Proportion of Patients Catheterizing for Urinary Retention and Duration of Catheterization Following an
Injection in Double-blind, Placebo-controlled Clinical Trials in OAB
Timepoint BOTOX 100 Units Placebo
(N=552) (N=542)

Proportion of Patients Catheterizing for Urinary Retention
At any time during complete treatment cycle | 6.5% (n=36) | 0.4% (n=2)
Duration of Catheterization for Urinary Retention (Days)
Median 63 11
Min, Max 1,214 3,18

Patients with diabetes mellitus treated with BOTOX were more likely to develop urinary retention than those without diabetes, as
shown in Table 9.

Table 9: Proportion of Patients Experiencing Urinary Retention Following an Injection in Double-blind, Placebo-
controlled Clinical Trials in OAB According to History of Diabetes Mellitus
Patients with Diabetes Patients without Diabetes
BOTOX 100 Units Placebo BOTOX 100 Units Placebo
(N=81) (N=69) (N=526) (N=516)
Urinary retention 12.3% (n=10) 0 6.3% (n=33) 0.6% (n=3)

Detrusor Overactivity associated with a Neurologic Condition

In two double-blind, placebo-controlled trials in patients with detrusor overactivity associated with a neurologic condition (NDO-1
and NDO-2), the proportion of subjects who were not using clean intermittent catheterization (CIC) prior to injection and who
subsequently required catheterization for urinary retention following treatment with BOTOX 200 Units or placebo is shown in
Table 10. The duration of post-injection catheterization for those who developed urinary retention is also shown.
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Table 10: Proportion of Patients Not Using CIC at Baseline and then Catheterizing for Urinary Retention and Duration of
Catheterization Following an Injection in Double-blind, Placebo-controlled Clinical Trials

BOTOX 200 Units Placebo
(N=108) (N=104)

Proportion of Patients Catheterizing for Urinary Retention

Timepoint

At any time during complete treatment cycle | 30.6% (n=33) ‘ 6.7% (n=7)
Duration of Catheterization for Urinary Retention (Days)

Median 289 358
Min, Max 1,530 2,379

Among patients not using CIC at baseline, those with Multiple Sclerosis (MS) were more likely to require CIC post-injection than
those with Spinal Cord Injury (SCI) (see Table 11).

Table 11: Proportion of Patients by Etiology (MS and SCI) Not Using CIC at Baseline and then Catheterizing for Urinary
Retention Following an Injection in Double-blind, Placebo-controlled Clinical Trials

MS SCI
Timepoint BOTOX 200 Units Placebo BOTOX 200 Units Placebo
(N=86) (N=88) (N=22) (N=16)
At any time during o (e 0% (e O (e O (e
complete treatment cycle 31% (n=27) 5% (n=4) 27% (n=6) 19% (n=3)

A placebo-controlled, double-blind post-approval 52 week study with BOTOX 100 Units (Study NDO-3) was conducted in non-
catheterizing MS patients with urinary incontinence due to detrusor overactivity associated with a neurologic condition.
Catheterization for urinary retention was initiated in 15.2% (10/66) of patients following treatment with BOTOX 100 Units versus
2.6% (2/78) on placebo at any time during the complete treatment cycle. The median duration of post-injection catheterization for
those who developed urinary retention was 64 days for BOTOX 100 Units and 2 days for placebo.

5.14 Human Albumin and Transmission of Viral Diseases

This product contains albumin, a derivative of human blood. Based on effective donor screening and product manufacturing processes,
it carries an extremely remote risk for transmission of viral diseases and variant Creutzfeldt-Jakob disease (vCJD). There is a
theoretical risk for transmission of Creutzfeldt-Jakob disease (CJD), but if that risk actually exists, the risk of transmission would also
be considered extremely remote. No cases of transmission of viral diseases, CJD or vCJD have ever been identified for licensed
albumin or albumin contained in other licensed products.

6 ADVERSE REACTIONS

The following adverse reactions to BOTOX (onabotulinumtoxinA) for injection are discussed in greater detail in other sections of the
labeling:

Spread of Toxin Effects [see Warnings and Precautions (5.2)]

Serious Adverse Reactions with Unapproved Use [see Warnings and Precautions (5.3)]

Hypersensitivity Reactions [see Contraindications (4) and Warnings and Precautions (5.4)]

Increased Risk of Clinically Significant Effects with Pre-Existing Neuromuscular Disorders [see Warnings and Precautions
(6.5)]

Dysphagia and Breathing Difficulties [see Warnings and Precautions (5.6)]

Pulmonary Effects of BOTOX in Patients with Compromised Respiratory Status Treated for Spasticity or for Detrusor
Overactivity associated with a Neurologic Condition [see Warnings and Precautions (5.7)]

Corneal Exposure and Ulceration in Patients Treated with BOTOX for Blepharospasm [see Warnings and Precautions (5.8)]
Retrobulbar Hemorrhages in Patients Treated with BOTOX for Strabismus [see Warnings and Precautions (5.9)]

Bronchitis and Upper Respiratory Tract Infections in Patients Treated for Spasticity [see Warnings and Precautions (5.10)]
Autonomic Dysreflexia in Patients Treated for Detrusor Overactivity associated with a Neurologic Condition [see Warnings
and Precautions (5.11)]

Urinary Tract Infections in Patients with Overactive Bladder [see Warnings and Precautions (5.12)]

e Urinary Retention in Patients Treated for Bladder Dysfunction [see Warnings and Precautions (5.13)]
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6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, the adverse reaction rates observed in the clinical trials of a
drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in clinical
practice.

BOTOX and BOTOX Cosmetic contain the same active ingredient in the same formulation, but with different labeled Indications and
Usage. Therefore, adverse reactions observed with the use of BOTOX Cosmetic also have the potential to be observed with the use of
BOTOX.

In general, adverse reactions occur within the first week following injection of BOTOX and, while generally transient, may have a
duration of several months or longer. Localized pain, infection, inflammation, tenderness, swelling, erythema, and/or
bleeding/bruising may be associated with the injection. Symptoms associated with flu-like symptoms (e.g., hausea, fever, myalgia)
have been reported after treatment. Needle-related pain and/or anxiety may result in vasovagal responses (including syncope,
hypotension), which may require appropriate medical therapy.

Local weakness of the injected muscle(s) represents the expected pharmacological action of botulinum toxin. However, weakness of
nearby muscles may also occur due to spread of toxin [see Warnings and Precautions (5.2)].

Overactive Bladder
Table 12 presents the most frequently reported adverse reactions in double-blind, placebo-controlled clinical trials for overactive
bladder occurring within 12 weeks of the first BOTOX treatment.

Table 12: Adverse Reactions Reported by >2% of BOTOX treated Patients and More Often than in Placebo-treated
Patients Within the First 12 Weeks after Intradetrusor Injection, in Double-blind, Placebo-controlled Clinical
Trials in Patients with OAB

BOTOX 100 Units Placebo

Adverse Reactions (N=552) (N=542)
% %
Urinary tract infection 18 6
Dysuria 9 7
Urinary retention 6 0
Bacteriuria 4 2
Residual urine volume* 3 0

*Elevated PVR not requiring catheterization. Catheterization was required for PVR >350 mL regardless of symptoms, and for PVR
>200 mL to <350 mL with symptoms (e.g., voiding difficulty).

A higher incidence of urinary tract infection was observed in patients with diabetes mellitus treated with BOTOX 100 Units and
placebo than in patients without diabetes, as shown in Table 13.

Table 13: Proportion of Patients Experiencing Urinary Tract Infection following an Injection in Double-blind, Placebo-
controlled Clinical Trials in OAB according to history of Diabetes Mellitus
Patients with Diabetes Patients without Diabetes
BOTOX 100 Units Placebo BOTOX 100 Units Placebo
(N=81) (N=526)
% (N=69) % (N=516)
% %
Urinary tract infection 31 12 26 10
(UThH

The incidence of UTI increased in patients who experienced a maximum post-void residual (PVR) urine volume >200 mL following
BOTOX injection compared to those with a maximum PVR <200 mL following BOTOX injection, 44% versus 23%, respectively.
No change was observed in the overall safety profile with repeat dosing during an open-label, uncontrolled extension trial.

Detrusor Overactivity associated with a Neurologic Condition
Table 14 presents the most frequently reported adverse reactions in the double-blind, placebo-controlled studies within 12 weeks of
injection for patients with detrusor overactivity associated with a neurologic condition treated with BOTOX 200 Units.
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Table 14: Adverse Reactions Reported by >2% of BOTOX treated Patients and More Frequent than in Placebo-treated
Patients Within the First 12 Weeks after Intradetrusor Injection in Double-blind, Placebo-controlled Clinical

Trials
BOTOX 200 Units Placebo
Adverse Reactions (N=262) (N=272)
% %
Urinary tract infection 24 17
Urinary retention 17 3
Hematuria 4 3

The following adverse reactions with BOTOX 200 Units were reported at any time following initial injection and prior to re-injection
or study exit (median duration of exposure was 44 weeks): urinary tract infections (49%), urinary retention (17%), constipation (4%),
muscular weakness (4%), dysuria (4%), fall (3%), gait disturbance (3%), and muscle spasm (2%).

In the Multiple Sclerosis (MS) patients enrolled in the double-blind, placebo-controlled trials, the MS exacerbation annualized rate
(i.e., number of MS exacerbation events per patient-year) was 0.23 for BOTOX and 0.20 for placebo.

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

Table 15 presents the most frequently reported adverse reactions in a placebo-controlled, double-blind post-approval 52 week study
with BOTOX 100 Units (Study NDO-3) conducted in MS patients with urinary incontinence due to detrusor overactivity associated
with a neurologic condition. These patients were not adequately managed with at least one anticholinergic agent and not catheterized at
baseline. The table below presents the most frequently reported adverse reactions within 12 weeks of injection.

Table 15: Adverse Reactions Reported in a Post Approval Study (NDO-3) by >2% of BOTOX treated Patients and More
Frequent than in Placebo-treated Patients Within the First 12 Weeks after Intradetrusor Injection

BOTOX 100 Units Placebo

Adverse Reactions (N=66) (N=78)
% %
Urinary tract infection 26 6
Bacteriuria 9 5
Urinary retention 15 1
Dysuria 5 1
Residual urine volume* 17 1

* Elevated PVR not requiring catheterization. Catheterization was required for PVR >350 mL regardless of symptoms, and for PVR
>200 mL to <350 mL with symptoms (e.g., voiding difficulty).

The following adverse events with BOTOX 100 Units were reported at any time following initial injection and prior to re-injection or
study exit (median duration of exposure was 51 weeks): urinary tract infections (39%), bacteriuria (18%), urinary retention (17%),
residual urine volume* (17%), dysuria (9%), and hematuria (5%).

No difference in the MS exacerbation annualized rate (i.e., number of MS exacerbating events per patient-year) was observed (BOTOX
=0, placebo =0.07).

Chronic Migraine

In double-blind, placebo-controlled chronic migraine efficacy trials (Study 1 and Study 2), the discontinuation rate was 12% in the
BOTOX treated group and 10% in the placebo-treated group. Discontinuations due to an adverse event were 4% in the BOTOX group
and 1% in the placebo group. The most frequent adverse events leading to discontinuation in the BOTOX group were neck pain,
headache, worsening migraine, muscular weakness and eyelid ptosis.

The most frequently reported adverse reactions following injection of BOTOX for chronic migraine appear in Table 16.
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Table 16: Adverse Reactions Reported by >2% of BOTOX treated Patients and More Frequent than in Placebo-treated
Patients in Two Chronic Migraine Double-blind, Placebo-controlled Clinical Trials

B.OTOX . Placebo
Adverse Reactions 155 Un'tf'l% Units (N=692)
(N=687) %
%

Nervous system disorders

Headache 5 3

Migraine 4 3

Facial paresis 2 0
Eye disorders

Eyelid ptosis 4 <1
Infections and Infestations

Bronchitis 3 2
Musculoskeletal and connective tissue disorders

Neck pain 9 3

Musculoskeletal stiffness 4 1

Muscular weakness 4 <1

Myalgia 3 1

Musculoskeletal pain 3 1

Muscle spasms 2 1
General disorders and administration site conditions

Injection site pain 3 2
Vascular Disorders

Hypertension 2 1

Other adverse reactions that occurred more frequently in the BOTOX group compared to the placebo group at a frequency less than
1% and potentially BOTOX related include: vertigo, dry eye, eyelid edema, dysphagia, eye infection, and jaw pain. Severe worsening
of migraine requiring hospitalization occurred in approximately 1% of BOTOX treated patients in Study 1 and Study 2, usually within
the first week after treatment, compared to 0.3% of placebo-treated patients.

Adult Upper Limb Spasticity
The most frequently reported adverse reactions following injection of BOTOX for adult upper limb spasticity appear in Table 17.

Table 17: Adverse Reactions Reported by >2% of BOTOX treated Patients and More Frequent than in Placebo-treated
Patients in Adult Upper Limb Spasticity Double-blind, Placebo-controlled Clinical Trials

BOTOX BOTOX BOTOX Placebo
Adverse Reactions 251 Units - 360 Units | 150 Units - 250 Units| <150 Units
(N=115) (N=188) (N=54) (N=182)
% % % %
Gastrointestinal disorder
Nausea 3 2 2 1
General disorders and administration site conditions
Fatigue 3 2 2 0
Infections and infestations
Bronchitis 3 2 0 1
Musculoskeletal and connective tissue disorders
Pain in extremity 6 5 9 4
Muscular weakness 0 4 2 1

Twenty-two adult patients, enrolled in double-blind placebo controlled studies, received 400 Units or higher of BOTOX for treatment
of upper limb spasticity. In addition, 44 adults received 400 Units of BOTOX or higher for four consecutive treatments over
approximately one year for treatment of upper limb spasticity. The type and frequency of adverse reactions observed in patients
treated with 400 Units of BOTOX were similar to those reported in patients treated for upper limb spasticity with 360 Units of
BOTOX.
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Adult Lower Limb Spasticity

The most frequently reported adverse reactions following injection of BOTOX for adult lower limb spasticity appear in Table 18. Two
hundred thirty-one patients enrolled in a double-blind placebo controlled study (Study 6) received 300 Units to 400 Units of BOTOX,
and were compared with 233 patients who received placebo. Patients were followed for an average of 91 days after injection.

Table 18: Adverse Reactions Reported by >2% of BOTOX treated Patients and More Frequent than in Placebo-treated
Patients in Adult Lower Limb Spasticity Double-blind, Placebo-controlled Clinical Trial (Study 6)

BOTOX Placebo
Adverse Reactions (N=231) (N=233)
% %
Musculoskeletal and connective tissue disorders
Arthralgia 3 1
Back pain 3 2
Myalgia 2 1
Infections and infestations
Upper respiratory tract infection 2 1
General disorders and administration site conditions
Injection site pain 2 1

Pediatric Upper Limb Spasticity

The most frequently reported adverse reactions following injection of BOTOX in pediatric patients 2 to 17 years of age with upper
limb spasticity appear in Table 19. In a double-blind, placebo-controlled trial (Study 1), 78 patients were treated with 3 Units/kg of
BOTOX, and 77 patients received 6 Units/kg to a maximum dose of 200 Units of BOTOX, and were compared to 79 patients who
received placebo [see Clinical Studies (14.5)]. Patients were followed for an average of 91 days after injection.

Table 19: Adverse Reactions Reported by >2% of BOTOX 6 Units/kg treated Patients and More Frequent than in Placebo-
treated Patients in Pediatric Upper Limb Spasticity Double-blind, Placebo-controlled Clinical Trial (Study 1)

BOTOX BOTOX
. 6 Units/kg 3 Units/kg Placebo
Adverse Reactions (N=77) (N=78) (N=79)
% % %
Infections and infestations
Upper respiratory tract infection” 17 10 9
General disorders and administration site conditions
Injection site pain 4 3 1
Gastrointestinal disorders
Nausea 4 0 0
Constipation 3 0 1
Respiratory, thoracic and mediastinal disorders
Rhinorrhea 4 0 1
Nasal congestion 3 0 1
Nervous system disorders
Seizure™ 5 1 0

“Includes upper respiratory tract infection and viral upper respiratory tract infection
“Includes seizure and partial seizure

Cervical Dystonia

In cervical dystonia patients evaluated for safety in double-blind and open-label studies following injection of BOTOX, the most
frequently reported adverse reactions were dysphagia (19%), upper respiratory infection (12%), neck pain (11%), and headache
(11%).

Other events reported in 2-10% of patients in any one study in decreasing order of incidence include: increased cough, flu syndrome,
back pain, rhinitis, dizziness, hypertonia, soreness at injection site, asthenia, oral dryness, speech disorder, fever, nausea, and
drowsiness. Stiffness, numbness, diplopia, ptosis, and dyspnea have been reported.

Dysphagia and symptomatic general weakness may be attributable to an extension of the pharmacology of BOTOX resulting from the

spread of the toxin outside the injected muscles [see Warnings and Precautions (5.2, 5.6)].
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The most common severe adverse reaction associated with the use of BOTOX injection in patients with cervical dystonia is dysphagia
with about 20% of these cases also reporting dyspnea [see Warnings and Precautions (5.2, 5.6)]. Most dysphagia is reported as mild
or moderate in severity. However, it may be associated with more severe signs and symptoms [see Warnings and Precautions (5.6)].

Additionally, reports in the literature include a case of a female patient who developed brachial plexopathy two days after injection of
120 Units of BOTOX for the treatment of cervical dystonia, and reports of dysphonia in patients who have been treated for cervical
dystonia.

Primary Axillary Hyperhidrosis

The most frequently reported adverse reactions (3-10% of adult patients) following injection of BOTOX in double-blind studies
included injection site pain and hemorrhage, non-axillary sweating, infection, pharyngitis, flu syndrome, headache, fever, neck or back
pain, pruritus, and anxiety.

The data reflect 346 patients exposed to BOTOX 50 Units and 110 patients exposed to BOTOX 75 Units in each axilla.

Blepharospasm

In a study of blepharospasm patients who received an average dose per eye of 33 Units (injected at 3 to 5 sites) of the currently
manufactured BOTOX, the most frequently reported adverse reactions were ptosis (21%), superficial punctate keratitis (6%), and eye
dryness (6%).

Other events reported in prior clinical studies in decreasing order of incidence include: irritation, tearing, lagophthalmos, photophobia,
ectropion, keratitis, diplopia, entropion, diffuse skin rash, and local swelling of the eyelid skin lasting for several days following eyelid
injection.

In two cases of VII nerve disorder, reduced blinking from BOTOX injection of the orbicularis muscle led to serious corneal exposure,
persistent epithelial defect, corneal ulceration and a case of corneal perforation. Focal facial paralysis, syncope, and exacerbation of
myasthenia gravis have also been reported after treatment of blepharospasm.

Strabismus
Extraocular muscles adjacent to the injection site can be affected, causing vertical deviation, especially with higher doses of BOTOX.
The incidence rates of these adverse effects in 2058 adults who received a total of 3650 injections for horizontal strabismus was 17%.

The incidence of ptosis has been reported to be dependent on the location of the injected muscles, 1% after inferior rectus injections,
16% after horizontal rectus injections and 38% after superior rectus injections.

In a series of 5587 injections, retrobulbar hemorrhage occurred in 0.3% of cases.

6.2 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity. The detection of antibody formation is highly dependent on
the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody (including neutralizing antibody)
positivity in an assay may be influenced by several factors including assay methodology, sample handling, timing of sample
collection, concomitant medications, and underlying disease. For these reasons, comparison of the incidence of antibodies to
onabotulinumtoxinA in the studies described below with the incidence of antibodies in other studies or to other products may be
misleading.

In a long term, open-label study evaluating 326 cervical dystonia patients treated for an average of 9 treatment sessions with the
current formulation of BOTOX, 4 (1.2%) patients had positive antibody tests. All 4 of these patients responded to BOTOX therapy at
the time of the positive antibody test. However, 3 of these patients developed clinical resistance after subsequent treatment, while the
fourth patient continued to respond to BOTOX therapy for the remainder of the study.

One patient among the 445 hyperhidrosis patients (0.2%), two patients among the 380 adult upper limb spasticity patients (0.5%), and
no patients among 406 migraine patients with analyzed specimens developed the presence of neutralizing antibodies.

In overactive bladder patients with analyzed specimens from the two phase 3 studies and the open-label extension study, 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. Response to subsequent BOTOX treatment was not different following
seroconversion in these three patients.
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In detrusor overactivity associated with neurologic condition patients with analyzed specimens in the drug development program
(including the open-label extension study), neutralizing 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. Following development of neutralizing
antibodies in these 8 patients, 4 continued to experience clinical benefit, 2 did not experience clinical benefit, and the effect on the
response to BOTOX in the remaining 2 patients is not known.

The data reflect the patients whose test results were considered positive for neutralizing activity to BOTOX in a mouse protection
assay or negative based on a screening ELISA assay or mouse protection assay.

Formation of neutralizing antibodies to botulinum toxin type A may reduce the effectiveness of BOTOX treatment by inactivating the
biological activity of the toxin. The critical factors for neutralizing antibody formation have not been well characterized. The results
from some studies suggest that BOTOX injections at more frequent intervals or at higher doses may lead to greater incidence of
antibody formation. The potential for antibody formation may be minimized by injecting with the lowest effective dose given at the
longest feasible intervals between injections.

6.3 Post-Marketing Experience

The following adverse reactions have been identified during post-approval use of BOTOX. Because these reactions are reported
voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal
relationship to drug exposure. These reactions include: abdominal pain; alopecia, including madarosis; anorexia; brachial plexopathy;
denervation/muscle atrophy; diarrhea; dry eye; hyperhidrosis; hypoacusis; hypoaesthesia; localized muscle twitching; malaise;
paresthesia; peripheral neuropathy; radiculopathy; erythema multiforme, dermatitis psoriasiform, and psoriasiform eruption;
strabismus; tinnitus; and visual disturbances.

There have been spontaneous reports of death, sometimes associated with dysphagia, pneumonia, and/or other significant debility or
anaphylaxis, after treatment with botulinum toxin [see Warnings and Precautions (5.4, 5.6)].

There have also been reports of adverse events involving the cardiovascular system, including arrhythmia and myocardial infarction,
some with fatal outcomes. Some of these patients had risk factors including cardiovascular disease. The exact relationship of these
events to the botulinum toxin injection has not been established.

New onset or recurrent seizures have also been reported, typically in patients who are predisposed to experiencing these events. The
exact relationship of these events to the botulinum toxin injection has not been established.

7 DRUG INTERACTIONS

7.1 Aminoglycosides and Other Agents Interfering with Neuromuscular Transmission
Co-administration of BOTOX and aminoglycosides or other agents interfering with neuromuscular transmission (e.g., curare-like
compounds) should only be performed with caution as the effect of the toxin may be potentiated.

7.2 Anticholinergic Drugs
Use of anticholinergic drugs after administration of BOTOX may potentiate systemic anticholinergic effects.

7.3 Other Botulinum Neurotoxin Products

The effect of administering different botulinum neurotoxin products at the same time or within several months of each other is
unknown. Excessive neuromuscular weakness may be exacerbated by administration of another botulinum toxin prior to the resolution
of the effects of a previously administered botulinum toxin.

7.4 Muscle Relaxants
Excessive weakness may also be exaggerated by administration of a muscle relaxant before or after administration of BOTOX.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no studies or adequate data from postmarketing surveillance on the developmental risk associated with use of BOTOX in
pregnant women. In animal studies, administration of BOTOX during pregnancy resulted in adverse effects on fetal growth (decreased
fetal weight and skeletal ossification) at clinically relevant doses, which were associated with maternal toxicity [see Data)].
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In the U.S. general population, the estimated background risk of major birth defects and miscarriages in clinically recognized
pregnancies is 2-4% and 15-20%, respectively. The background risk of major birth defects and miscarriage for the indicated
populations is unknown.

Data

Animal Data

When BOTOX (4, 8, or 16 Units/kg) was administered intramuscularly to pregnant mice or rats two times during the period of
organogenesis (on gestation days 5 and 13), reductions in fetal body weight and decreased fetal skeletal ossification were observed at
the two highest doses. The no-effect dose for developmental toxicity in these studies (4 Units/kg) is approximately equal to the human
dose of 400 Units, on a body weight basis (Units/kg).

When BOTOX was administered intramuscularly to pregnant rats (0.125, 0.25, 0.5, 1, 4, or 8 Units/kg) or rabbits (0.063, 0.125, 0.25,
or 0.5 Units/kg) daily during the period of organogenesis (total of 12 doses in rats, 13 doses in rabbits), reduced fetal body weights and
decreased fetal skeletal ossification were observed at the two highest doses in rats and at the highest dose in rabbits. These doses were
also associated with significant maternal toxicity, including abortions, early deliveries, and maternal death. The developmental no-
effect doses in these studies of 1 Unit/kg in rats and 0.25 Units/kg in rabbits are less than the human dose of 400 Units, based on
Units/kg.

When pregnant rats received single intramuscular injections (1, 4, or 16 Units/kg) at three different periods of development (prior to
implantation, implantation, or organogenesis), no adverse effects on fetal development were observed. The developmental no-effect
level for a single maternal dose in rats (16 Units/kg) is approximately 2 times the human dose of 400 Units, based on Units/kg.

8.2 Lactation

Risk Summary

There are no data on the presence of BOTOX in human or animal milk, the effects on the breastfed infant, or the effects on milk
production. The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for
BOTOX and any potential adverse effects on the breastfed infant from BOTOX or from the underlying maternal conditions.

8.4 Pediatric Use
Bladder Dysfunction
Safety and effectiveness in patients below the age of 18 years have not been established.

Prophylaxis of Headaches in Chronic Migraine
Safety and effectiveness in patients below the age of 18 years have not been established.

In a 12-week, multicenter, double-blind, placebo-controlled clinical trial, 123 adolescent patients (ages 12 to below 18 years) with
chronic migraine were randomized to receive BOTOX 74 Units, BOTOX 155 Units, or placebo, for one injection cycle. This trial did
not establish the efficacy of BOTOX, compared with placebo, for the prophylaxis of headaches in adolescents with chronic migraine.

Upper Limb Spasticity
Safety and effectiveness for the treatment of upper limb spasticity have been established in pediatric patients 2 to 17 years of age [see
Warnings and Precautions (5.2), Adverse Reactions (6.1), and Clinical Studies (14.5)].

Safety and effectiveness in pediatric patients below the age of 2 years have not been established.

Juvenile Animal Data

In a study in which juvenile rats received intramuscular injection of BOTOX (0, 8, 16, or 24 Units/kg) every other week from
postnatal day 21 for 12 weeks, changes in bone size/geometry associated with decreased bone density and bone mass were observed at
all doses, in association with limb disuse, decreased muscle contraction, and decreased body weight gain. Impairment of fertility and
male reproductive organ histopathology (degeneration of seminiferous tubules of the testis) were observed at the mid and high doses.
Bone and male reproductive organ effects showed evidence of reversibility after dosing cessation. The no-effect dose for adverse
developmental effects in juvenile animals (8 Units/kg) is similar to the human dose (400 Units) on a body weight (kg) basis.

Lower Limb Spasticity
Safety and effectiveness for the treatment of lower limb spasticity in pediatric patients has not been established.

Axillary Hyperhidrosis
Safety and effectiveness in patients below the age of 18 years have not been established.
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Cervical Dystonia
Safety and effectiveness in pediatric patients below the age of 16 years have not been established.

Blepharospasm and Strabismus
Safety and effectiveness in pediatric patients below the age of 12 years have not been established.

8.5 Geriatric Use

Of the 2145 adult patients in placebo-controlled clinical studies of BOTOX for the treatment of spasticity, 33.5% were 65 or older,
and 7.7% were 75 years of age or older. No overall differences in safety were observed between elderly patients and adult patients
younger than 65 years of age.

In clinical studies of BOTOX across other indications, no overall differences in safety were observed between elderly patients and
younger adult patients, with the exception of Overactive Bladder (see below). Other reported clinical experience has not identified
differences in responses between the elderly and younger adult patients, but greater sensitivity of some older individuals cannot be
ruled out.

Overactive Bladder

Of 1242 overactive bladder patients in placebo-controlled clinical studies of BOTOX, 41.4% were 65 years of age or older, and 14.7%
were 75 years of age or older. Adverse reactions of UTI and urinary retention were more common in patients 65 years of age or older
in both placebo and BOTOX groups compared to younger patients (see Table 20). Otherwise, there were no overall differences in the
safety profile following BOTOX treatment between patients aged 65 years and older compared to adult patients younger than 65 years
of age in these studies.

Table 20: Incidence of Urinary Tract Infection and Urinary Retention according to Age Group during First Placebo-
controlled Treatment, Placebo-controlled Clinical Trials in Patients with OAB
<65 Years 65 to 74 Years >75 Years
BOTOX BOTOX BOTOX
100 Units Placebo 100 Units Placebo 100 Units Placebo
Adverse Reactions (N=344) (N=348) (N=169) (N=151) (N=94) (N=86)
% % % % % %
Urinary tract infection 21 7 30 13 38 19
Urinary retention 6 0.6 8 0 9 1

Observed effectiveness was comparable between these age groups in placebo-controlled clinical studies.
10 OVERDOSAGE

Excessive doses of BOTOX (onabotulinumtoxinA) for injection may be expected to produce neuromuscular weakness with a variety
of symptoms.

Symptoms of overdose are likely not to be present immediately following injection. Should accidental injection or oral ingestion occur
or overdose be suspected, the person should be medically supervised for several weeks for signs and symptoms of systemic muscular
weakness which could be local, or distant from the site of injection [see Boxed Warning and Warnings and Precautions (5.2, 5.6)].
These patients should be considered for further medical evaluation and appropriate medical therapy immediately instituted, which may
include hospitalization.

If the musculature of the oropharynx and esophagus are affected, aspiration may occur which may lead to development of aspiration
pneumonia. If the respiratory muscles become paralyzed or sufficiently weakened, intubation and assisted respiration may be
necessary until recovery takes place. Supportive care could involve the need for a tracheostomy and/or prolonged mechanical
ventilation, in addition to other general supportive care.

In the event of overdose, antitoxin raised against botulinum toxin is available from the Centers for Disease Control and Prevention
(CDC) in Atlanta, GA. However, the antitoxin will not reverse any botulinum toxin-induced effects already apparent by the time of
antitoxin administration. In the event of suspected or actual cases of botulinum toxin poisoning, please contact your local or state
Health Department to process a request for antitoxin through the CDC. If you do not receive a response within 30 minutes, please
contact the CDC directly at 1-770-488-7100. More information can be obtained at
http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5232a8.htm.
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11 DESCRIPTION

OnabotulinumtoxinA is a sterile, vacuum-dried purified botulinum toxin type A, produced from fermentation of Hall strain
Clostridium botulinum type A, and intended for intramuscular, intradetrusor and intradermal use. It is purified from the culture
solution by dialysis and a series of acid precipitations to a complex consisting of the neurotoxin, and several accessory proteins. The
complex is dissolved in sterile sodium chloride solution containing Albumin Human and is sterile filtered (0.2 microns) prior to filling
and vacuum-drying.

The primary release procedure for BOTOX uses a cell-based potency assay to determine the potency relative to a reference standard.
The assay is specific to Allergan’s products BOTOX and BOTOX Cosmetic. One Unit of BOTOX corresponds to the calculated
median intraperitoneal lethal dose (LDso) in mice. Due to specific details of this assay such as the vehicle, dilution scheme, and
laboratory protocols, Units of biological activity of BOTOX cannot be compared to nor converted into Units of any other botulinum
toxin or any toxin assessed with any other specific assay method. The specific activity of BOTOX is approximately 20
Units/nanogram of neurotoxin protein complex.

Each vial of BOTOX (onabotulinumtoxinA) for injection contains either 100 Units of Clostridium botulinum type A neurotoxin
complex, 0.5 mg of Albumin Human, and 0.9 mg of sodium chloride; or 200 Units of Clostridium botulinum type A neurotoxin
complex, 1 mg of Albumin Human, and 1.8 mg of sodium chloride in a sterile, vacuum-dried form without a preservative.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

BOTOX blocks neuromuscular transmission by binding to acceptor sites on motor or autonomic nerve terminals, entering the nerve
terminals, and inhibiting the release of acetylcholine. This inhibition occurs as the neurotoxin cleaves SNAP-25, a protein integral to
the successful docking and release of acetylcholine from vesicles situated within nerve endings. When injected intramuscularly at
therapeutic doses, BOTOX produces partial chemical denervation of the muscle resulting in a localized reduction in muscle activity.
In addition, the muscle may atrophy, axonal sprouting may occur, and extrajunctional acetylcholine receptors may develop. There is
evidence that reinnervation of the muscle may occur, thus slowly reversing muscle denervation produced by BOTOX.

When injected intradermally, BOTOX produces temporary chemical denervation of the sweat gland resulting in local reduction in
sweating.

Following intradetrusor injection, BOTOX affects the efferent pathways of detrusor activity via inhibition of acetylcholine release.

12.3 Pharmacokinetics
Using currently available analytical technology, it is not possible to detect BOTOX in the peripheral blood following intramuscular
injection at the recommended doses.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis
Long term studies in animals have not been performed to evaluate the carcinogenic potential of BOTOX.

Mutagenesis
BOTOX was negative in a battery of in vitro (microbial reverse mutation assay, mammalian cell mutation assay, and chromosomal
aberration assay) and in vivo (micronucleus assay) genetic toxicology assays.

Impairment of Fertility

In fertility studies of BOTOX (4, 8, or 16 Units/kg) in which either male or female rats were injected intramuscularly prior to mating
and on the day of mating (3 doses, 2 weeks apart for males: 2 doses, 2 weeks apart for females) to untreated animals, reduced fertility
was observed in males at the intermediate and high doses and in females at the high dose. The no-effect doses for reproductive toxicity
(4 Units/kg in males, 8 Units/kg in females) are approximately equal to the human dose of 400 Units, on a body weight basis
(Units/kg).

13.2 Animal Toxicology and/or Pharmacology

In a study to evaluate inadvertent peribladder administration, bladder stones were observed in 1 of 4 male monkeys that were injected
with a total of 6.8 Units/kg divided into the prostatic urethra and proximal rectum (single administration). No bladder stones were
observed in male or female monkeys following injection of up to 36 Units/kg (~12X the highest human bladder dose) directly to the
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bladder as either single or 4 repeat dose injections or in female rats for single injections up to 100 Units/kg (~33X the highest human
bladder dose [200 Units], based on Units/kg).

14 CLINICAL STUDIES

14.1 Overactive Bladder (OAB)

Two double-blind, placebo-controlled, randomized, multi-center, 24-week clinical studies were conducted in patients with OAB with
symptoms of urge urinary incontinence, urgency, and frequency (Studies OAB-1 and OAB-2). Patients needed to have at least 3
urinary urgency incontinence episodes and at least 24 micturitions in 3 days to enter the studies. A total of 1105 patients, whose
symptoms had not been adequately managed with anticholinergic therapy (inadequate response or intolerable side effects), were
randomized to receive either 100 Units of BOTOX (n=557), or placebo (n=548). Patients received 20 injections of study drug (5
Units of BOTOX or placebo) spaced approximately 1 cm apart into the detrusor muscle.

In both studies, significant improvements compared to placebo in the primary efficacy variable of change from baseline in daily
frequency of urinary incontinence episodes were observed for BOTOX 100 Units at the primary time point of week 12. Significant
improvements compared to placebo were also observed for the secondary efficacy variables of daily frequency of micturition episodes
and volume voided per micturition. These primary and secondary variables are shown in Table 21 and Table 22, and Figure 6 and
Figure 7.

Table 21: Baseline and Change from Baseline in Urinary Incontinence Episode Frequency, Micturition Episode Frequency
and Volume Voided Per Micturition, Study OAB-1

BOTOX
100 Units | Placebo | Treatment | p-value
(N=278) (N=272) | Difference

Daily Frequency of Urinary Incontinence

Episodes?
Mean Baseline 5.5 5.1
Mean Change” at Week 2 -2.6 -1.0 -1.6
Mean Change” at Week 6 -2.8 -1.0 -1.8
Mean Change™ at Week 12™ -2.5 -0.9 -1.6 <0.001
(-2.1,-1.2)
Daily Freguency of Micturition Episodes®
Mean Baseline 12.0 11.2
Mean Change' at Week 12 -1.9 -0.9 -1.0 <0.001
(-1.5, -0.6)
Volume Voided per Micturition® (mL)
Mean Baseline 156 161
Mean Change' at Week 12 38 8 30 <0.001
(17, 43)

" Least squares (LS) mean change, treatment difference and p-value are based on an ANCOVA model with baseline value as covariate and treatment
group and investigator as factors. Last observation carried forward (LOCF) values were used to analyze the primary efficacy variable.

T LS mean change, treatment difference and p-value are based on an ANCOVA model with baseline value as covariate and stratification factor,
treatment group and investigator as factors.

- Primary timepoint

@ Primary variable

b Secondary variable
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Table 22: Baseline and Change from Baseline in Urinary Incontinence Episode Frequency, Micturition Episode Frequency
and Volume Voided Per Micturition, Study OAB-2

BOTOX
100 Units Placebo Treatment | p-value
(N=275) (N=269) Difference

Daily Frequency of Urinary Incontinence

Episodes?
Mean Baseline 5.5 5.7
Mean Change” at Week 2 -2.7 -1.1 -1.6
Mean Change” at Week 6 -3.1 -1.3 -1.8
Mean Change™ at Week 12 -3.0 -1.1 -1.9 <0.001
(-2.5, -1.4)
Daily Freguency of Micturition Episodes®
Mean Baseline 12.0 11.8
Mean Change' at Week 12 -2.3 -0.6 1.7 <0.001
(-2.2,-1.3)
Volume Voided per Micturition® (mL)
Mean Baseline 144 153
Mean Change' at Week 12 40 10 31 <0.001
(20, 41)

* LS mean change, treatment difference and p-value are based on an ANCOVA model with baseline value as covariate and treatment group and
investigator as factors. LOCF values were used to analyze the primary efficacy variable.

T LS mean change, treatment difference and p-value are based on an ANCOVA model with baseline value as covariate and stratification factor,
treatment group and investigator as factors.

- Primary timepoint

@ Primary variable

b Secondary variable

Figure 6: Mean Change from Baseline in Daily Frequency of Urinary Incontinence Episodes following intradetrusor
injection in Study OAB-1

Treatment
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(n=272)
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Figure 7: Mean Change from Baseline in Daily Frequency of Urinary Incontinence Episodes following intradetrusor
injection in Study OAB-2
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The median duration of response in Study OAB-1 and OAB-2, based on patient qualification for re-treatment, was 19-24 weeks for the
BOTOX 100 Unit dose group compared to 13 weeks for placebo. To qualify for re-treatment, at least 12 weeks must have passed since
the prior treatment, post-void residual urine volume must have been less than 200 mL and patients must have reported at least 2
urinary incontinence episodes over 3 days.

14.2 Detrusor Overactivity associated with a Neurologic Condition

Two double-blind, placebo-controlled, randomized, multi-center clinical studies were conducted in patients with urinary incontinence
due to detrusor overactivity associated with a neurologic condition who were either spontaneously voiding or using catheterization
(Studies NDO-1 and NDO-2). A total of 691 spinal cord injury (T1 or below) or multiple sclerosis patients, who had an inadequate
response to or were intolerant of at least one anticholinergic medication, were enrolled. These patients were randomized to receive
either 200 Units of BOTOX (n=227), 300 Units of BOTOX (n=223), or placebo (n=241).

In both studies, significant improvements compared to placebo in the primary efficacy variable of change from baseline in weekly
frequency of incontinence episodes were observed for BOTOX (200 Units) at the primary efficacy time point at week 6. Increases in
maximum cystometric capacity and reductions in maximum detrusor pressure during the first involuntary detrusor contraction were
also observed. These primary and secondary endpoints are shown in Table 23 and Table 24, and Figure 8 and Figure 9.

No additional benefit of BOTOX 300 Units over 200 Units was demonstrated.
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Table 23: Baseline and Change from Baseline in Weekly Urinary Incontinence Episode Frequency, Maximum Cystometric

Capacity and Maximum Detrusor Pressure during First Involuntary Detrusor Contraction (cmH20) Study

NDO-1
BOTOX Placebo Treatment | p-value*
200 Units Difference*
Weekly Frequency of Urinary Incontinence
Episodes?
N 134 146
Mean Baseline 323 28.3
Mean Change* at Week 2 -15.3 -10.0 -5.3 -
Mean Change* at Week 6** -19.9 -10.6 -9.2 p<0.001
(-13.1,-5.3)
Mean Change* at Week 12 -19.8 -8.8 -11.0 —
Maximum Cystometric Capacity® (mL)
N 123 129
Mean Baseline 253.8 259.1
Mean Change* at Week 6** 135.9 121 123.9 p<0.001
(89.1, 158.7)
Maximum Detrusor Pressure during First
Involuntary Detrusor Contraction® (cmHO)
N 41 103
Mean Baseline 63.1 57.4
Mean Change* at Week 6** -28.1 -3.7 -24.4 —

* LS mean change, treatment difference and p-value are based on an analysis using an ANCOVA model with baseline weekly endpoint as

covariate and treatment group, etiology at study entry (spinal cord injury or multiple sclerosis), concurrent anticholinergic therapy at screening,
and investigator as factors. LOCF values were used to analyze the primary efficacy variable.

** Primary timepoint

2 Primary endpoint

b Secondary endpoint
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Table 24: Baseline and Change from Baseline in Weekly Urinary Incontinence Episode Frequency, Maximum Cystometric
Capacity and Maximum Detrusor Pressure during First Involuntary Detrusor Contraction (cmH20) in Study

NDO-2
BOTOX Placebo Treatment | p-value*
200 Units Difference*

Weekly Frequency of Urinary Incontinence
Episodes?

N 91 91

Mean Baseline 32.7 36.8

Mean Change* at Week 2 -18.0 -7.9 -10.1 —

Mean Change* at Week 6** -19.6 -10.8 -8.8 p=0.003

(-14.5, -3.0)

Mean Change* at Week 12 -19.6 -10.7 -8.9 —
Maximum Cystometric Capacity® (mL)

N 88 85

Mean Baseline 239.6 253.8

Mean Change* at Week 6** 150.8 2.8 148.0 p<0.001

(101.8, 194.2)

Maximum Detrusor Pressure during First
Involuntary Detrusor Contraction® (cmH20)

N 29 68

Mean Baseline 65.6 43.7

Mean Change* at Week 6** -28.7 2.1 -30.7 —

* LS mean change, treatment difference and p-value are based on an analysis using an ANCOVA model with baseline weekly endpoint as
covariate and treatment group, etiology at study entry (spinal cord injury or multiple sclerosis), concurrent anticholinergic therapy at screening,
and investigator as factors. LOCF values were used to analyze the primary efficacy variable.

** Primary timepoint

2 Primary endpoint

b Secondary endpoint

Figure 8: Mean Change from Baseline in Weekly Frequency of Urinary Incontinence Episodes During Treatment Cycle 1
in Study NDO-1
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Figure 9: Mean Change from Baseline in Weekly Frequency of Urinary Incontinence Episodes During Treatment Cycle 1
in Study NDO-2
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The median duration of response in study NDO-1 and NDO-2, based on patient qualification for re-treatment was 295-337 days
(42-48 weeks) for the 200 Units dose group compared to 96-127 days (13-18 weeks) for placebo. Re-treatment was based on loss of
effect on incontinence episode frequency (50% of effect in Study NDO-1; 70% of effect in Study NDO-2).

A placebo-controlled, double-blind randomized post-approval 52 week study (Study NDO-3) was conducted in MS patients with urinary
incontinence due to neurogenic detrusor overactivity who were not adequately managed with at least one anticholinergic agent and not
catheterizing at baseline. These patients were randomized 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 point at week 6. Increases in maximum
cystometric capacity and reductions in maximum detrusor pressure during the first involuntary detrusor contraction were also
observed. These primary and secondary endpoints are shown in Table 25.
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Table 25: Baseline and Change from Baseline in Daily Urinary Incontinence Episode Frequency, Maximum Cystometric
Capacity and Maximum Detrusor Pressure during First Involuntary Detrusor Contraction (cmH20) in Study

NDO-3
BOTOX Placebo Treatment | p-value*
100 Units Difference*
Daily Frequency of Urinary Incontinence
Episodes?
N 66 78
Mean Baseline 4.2 4.3
Mean Change* at Week 2 -2.9 -1.2 -1.7 —
Mean Change* at Week 6** -3.4 -1.1 -2.3 p<0.001
(-3.0,-1.7)
Mean Change* at Week 12 -2.7 -1.0 -1.8 —
Maximum Cystometric Capacity® (mL)
N 62 72
Mean Baseline 248.9 245.5
Mean Change* at Week 6** 134.4 35 130.9 p<0.001
(94.8, 167.0)
Maximum Detrusor Pressure during First
Involuntary Detrusor Contraction® (cmH20)
N 25 51
Mean Baseline 424 39.0
Mean Change* at Week 6** -19.2 2.7 -21.9
(-37.5, -6.3)

* LS mean change, treatment difference and p-value are based on an analysis using an ANCOVA model with baseline daily endpoint as covariate
and treatment group and propensity score stratification as factors. LOCF values were used to analyze the primary efficacy variable.

** Primary timepoint

2 Primary endpoint

b Secondary endpoint

The median duration of response in study NDO-3, based on patient qualification for re-treatment was 362 days (52 weeks) for the
BOTOX 100 Units dose group compared to 88 days (13 weeks) for placebo. To qualify for re-treatment, at least 12 weeks must have
passed since the prior treatment, post-void residual urine volume must have been less than 200 mL and patients must have reported at
least 2 urinary incontinence episodes over 3 days with no more than 1 incontinence-free day.

14.3 Chronic Migraine

BOTOX was evaluated in two randomized, multi-center, 24-week, 2 injection cycle, placebo-controlled double-blind studies. Study 1
and Study 2 included chronic migraine adults who were not using any concurrent headache prophylaxis, and during a 28-day baseline
period had >15 headache days lasting 4 hours or more, with >50% being migraine/probable migraine. In both studies, patients were
randomized to receive placebo or 155 Units to 195 Units BOTOX injections every 12 weeks for the 2-cycle, double-blind phase.
Patients were allowed to use acute headache treatments during the study. BOTOX treatment demonstrated statistically significant and
clinically meaningful improvements from baseline compared to placebo for key efficacy variables (see Table 26).

Table 26: Week 24 Key Efficacy Variables for Study 1 and Study 2

Study 1 Study 2
) BOTOX Placebo BOTOX Placebo
Efficacy per 28 days (N=341) | (N=338) | (N=347) | (N=358)
Change from baseline in frequency of -7.8* -6.4 -9.2* -6.9
headache days
Change from baseline in total cumulative -107* -70 -134* -95
hours of headache on headache days

* Significantly different from placebo (p<0.05)

Patients treated with BOTOX had a significantly greater mean decrease from baseline in the frequency of headache days at most
timepoints from Week 4 to Week 24 in Study 1 (Figure 10), and all timepoints from Week 4 to Week 24 in Study 2 (Figure 11),
compared to placebo-treated patients.
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Figure 10:  Mean Change from Baseline in Number of Headache Days for Study 1
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Figure 11:  Mean Change from Baseline in Number of Headache Days for Study 2
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14.4  Adult Spasticity

Adult Upper Limb Spasticity

The efficacy of BOTOX for the treatment of adult upper limb spasticity was evaluated in three randomized, multi-center, double-
blind, placebo-controlled studies (Studies 1, 2, and 3). Two additional randomized, multi-center, double-blind, placebo-controlled
studies for upper limb spasticity in adults also included the evaluation of the efficacy of BOTOX for the treatment of thumb spasticity
(Studies 4 and 5).

Study 1 included 126 adult patients (64 BOTOX and 62 placebo) with upper limb spasticity (Ashworth score of at least 3 for wrist
flexor tone and at least 2 for finger flexor tone) who were at least 6 months post-stroke. BOTOX (a total dose of 200 Units to 240
Units) and placebo were injected intramuscularly (IM) into the flexor digitorum profundus, flexor digitorum sublimis, flexor carpi
radialis, flexor carpi ulnaris, and if necessary into the adductor pollicis and flexor pollicis longus (see Table 27). Use of an EMG/nerve
stimulator was recommended to assist in proper muscle localization for injection. Patients were followed for 12 weeks.
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Table 27: BOTOX Dose and Injection Sites in Study 1

Muscles Iniected Volume BOTOX Number of
) (mL) (Units) Injection Sites

Wrist
Flexor Carpi Radialis 1 50 1
Flexor Carpi Ulnaris 1 50 1
Finger
Flexor Digitorum Profundus| 1 50 1
Flexor Digitorum Sublimis 1 50
Thumb
Adductor Pollicis? 0.4 20 1
Flexor Pollicis Longus® 0.4 20 1

2 Injected only if spasticity is present in this muscle

The primary efficacy variable was wrist flexors muscle tone at week 6, as measured by the Ashworth score. The Ashworth Scale is a
5-point scale with grades of 0 [no increase in muscle tone] to 4 [limb rigid in flexion or extension]. It is a clinical measure of the force
required to move an extremity around a joint, with a reduction in score clinically representing a reduction in the force needed to move
a joint (i.e., improvement in spasticity).

Key secondary endpoints included Physician Global Assessment, finger flexors muscle tone, and thumb flexors tone at Week 6. The
Physician Global Assessment evaluated the response to treatment in terms of how the patient was doing in his/her life using a scale
from -4 = very marked worsening to +4 = very marked improvement. Study 1 results on the primary endpoint and the key secondary
endpoints are shown in Table 28.

Table 28: Primary and Key Secondary Endpoints by Muscle Group at Week 6 in Study 1

BOTOX Placebo
(N=64) (N=62)
Median Change from Baseline in Wrist
Flexor Muscle Tone on the Ashworth Scale' -2.0 0.0
Median Change from Baseline in Finger
Flexor Muscle Tone on the Ashworth Scale'™® -1.0" 0.0
Median Change from Baseline in Thumb
Flexor Muscle Tone on the Ashworth Scale™ -1.0 -1.0
Median Physician Global Assessment of
Response to Treatment'” 2.0 0.0

' Primary endpoint at Week 6

* Secondary endpoints at Week 6

* Significantly different from placebo (p<0.05)

2 BOTOX injected into both the flexor carpi radialis and ulnaris muscles

b BOTOX injected into the flexor digitorum profundus and flexor digitorum sublimis muscles
°BOTOX injected into the adductor pollicis and flexor pollicis longus muscles

Study 2 compared 3 doses of BOTOX with placebo and included 91 adult patients [BOTOX 360 Units (N=21), BOTOX 180 Units
(N=23), BOTOX 90 Units (N=21), and placebo (N=26)] with upper limb spasticity (expanded Ashworth score of at least 2 for elbow
flexor tone and at least 3 for wrist flexor tone) who were at least 6 weeks post-stroke. BOTOX and placebo were injected with EMG
guidance into the flexor digitorum profundus, flexor digitorum sublimis, flexor carpi radialis, flexor carpi ulnaris, and biceps brachii
(see Table 29).
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Table 29:

BOTOX Dose and Injection Sites in Study 2 and Study 3

Total Dose
. . Injection
Muscles Injected BOTOX Io_vv dose BOTOX ml_d dose [BOTOX hlgh dose Vqume_(mL) Sites
(90 Units) (180 Units) (360 Units) per site n)

Wrist

Flexor Carpi Ulnaris 10 Units 20 Units 40 Units 0.4 1
Flexor Carpi Radialis 15 Units 30 Units 60 Units 0.6 1
Finger

Flexor Digitorum Profundus 7.5 Units 15 Units 30 Units 0.3 1
Flexor Digitorum Sublimis 7.5 Units 15 Units 30 Units 0.3 1
Elbow

Biceps Brachii 50 Units 100 Units 200 Units 0.5 4

The primary efficacy variable in Study 2 was the wrist flexor tone at Week 6 as measured by the expanded Ashworth Scale. The
expanded Ashworth Scale uses the same scoring system as the Ashworth Scale, but allows for half-point increments.

Key secondary endpoints in Study 2 included Physician Global Assessment, finger flexors muscle tone, and elbow flexors muscle tone

at Week 6. Study 2 results on the primary endpoint and the key secondary endpoints at Week 6 are shown in Table 30.

Table 30: Primary and Key Secondary Endpoints by Muscle Group and BOTOX Dose at Week 6 in Study 2
BOTOX low dose | BOTOX mid dose | BOTOX high dose [ Placebo
(90 Units) (180 Units) (360 Units)
(N=21) (N=23) (N=21) (N=26)

Median Change from Baseline in Wrist Flexor
Muscle Tone on the Ashworth Scale'® -1.57 -1.0 -1.57 -1.0
Median Change from Baseline in Finger
Flexor Muscle Tone on the Ashworth Scale'’ -0.5 -0.5 -1.0 -0.5
Median Change from Baseline in Elbow Flexor
Muscle Tone on the Ashworth Scale''® -0.5 -1.0 -0.52 -0.5
Median Physician Global Assessment of
Response to Treatment 1.0* 1.0* 1.0* 0.0

T Primary endpoint at Week 6

' Secondary endpoints at Week 6

* Significantly different from placebo (p<0.05)

4p=0.053

® Total dose of BOTOX injected into both the flexor carpi radialis and ulnaris muscles

¢ Total dose of BOTOX injected into the flexor digitorum profundus and flexor digitorum sublimis muscles
4 Dose of BOTOX injected into biceps brachii muscle

Study 3 compared 3 doses of BOTOX with placebo and enrolled 88 adult patients [BOTOX 360 Units (N=23), BOTOX 180 Units
(N=23), BOTOX 90 Units (N=23), and placebo (N=19)] with upper limb spasticity (expanded Ashworth score of at least 2 for elbow
flexor tone and at least 3 for wrist flexor tone and/or finger flexor tone) who were at least 6 weeks post-stroke. BOTOX and placebo
were injected with EMG guidance into the flexor digitorum profundus, flexor digitorum sublimis, flexor carpi radialis, flexor carpi
ulnaris, and biceps brachii (see Table 29).

The primary efficacy variable in Study 3 was wrist and elbow flexor tone as measured by the expanded Ashworth score. A key
secondary endpoint was assessment of finger flexors muscle tone. Study 3 results on the primary endpoint at Week 4 are shown in
Table 31.
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Table 31: Primary and Key Secondary Endpoints by Muscle Group and BOTOX Dose at Week 4 in Study 3
BOTOX low dose | BOTOX mid dose | BOTOX high dose Placebo
(90 Units) (180 Units) (360 Units)
(N=23) (N=21) (N=22) (N=19)

Median Change from Baseline in Wrist
Flexor Muscle Tone on the Ashworth Scale™ -1.0 -1.0 -1.5" -0.5
Median Change from Baseline in Finger
Flexor Muscle Tone on the Ashworth Scale't -1.0 -1.0 -1.07 -0.5
Median Change from Baseline in Elbow
Flexor Muscle Tone on the Ashworth Scale' -0.5 -0.5 -1.07 -0.5

' Primary endpoint at Week 4

' Secondary endpoints at Week 4

* Significantly different from placebo (p<0.05)

® Total dose of BOTOX injected into both the flexor carpi radialis and ulnaris muscles

¢ Total dose of BOTOX injected into the flexor digitorum profundus and flexor digitorum sublimis muscles
4 Dose of BOTOX injected into biceps brachii muscle

Study 4 included 170 adult patients (87 BOTOX and 83 placebo) with upper limb spasticity who were at least 6 months post-stroke.
In Study 4, patients received 20 Units of BOTOX into the adductor pollicis and flexor pollicis longus (total BOTOX dose = 40 Units
in thumb muscles) or placebo (see Table 32). Study 5 included 109 patients with upper limb spasticity who were at least 6 months
post-stroke. In Study 5, adult patients received 15 Units (low dose) or 20 Units (high dose) of BOTOX into the adductor pollicis and
flexor pollicis longus under EMG guidance (total BOTOX low dose = 30 Units, total BOTOX high dose = 40 Units), or placebo (see
Table 32). The duration of follow-up in Study 4 and Study 5 was 12 weeks.

Table 32: BOTOX Dose and Injection Sites in Studies 4 and 5
Study 4 Study 5
Number of
Muscles Injected BOT.OX Volume BOTOX E.’OTOX Volume \/olume Injection Sites for
(Units) (mL) low dose | high dose | low dose | high dose Studies 4 and 5
(Units) (Units) (mL) (mL)

Thumb

Adductor Pollicis 20 0.4 15 20 0.3 0.4
Flexor Pollicis Longus 20 0.4 15 20 0.3 0.4

The results of Study 4 for the change from Baseline to Week 6 in thumb flexor tone measured by modified Ashworth Scale (MAS)
and overall treatment response by Physician Global Assessment at week 6 are presented in Table 33. The MAS uses a similar scoring
system as the Ashworth Scale.

Table 33: Efficacy Endpoints for Thumb Flexors at Week 6 in Study 4
BOTOX Placebo
(N=66) (N=57)
Median Change from Baseline in Thumb Flexor
Muscle Tone on the modified Ashworth Scale'™ -1.0 0.0
Median Physician Global Assessment of
Response to Treatment'” 2.0" 0.0

* Secondary endpoints at Week 6
* Significantly different from placebo (p<0.001)
2BOTOX injected into the adductor pollicis and flexor pollicis longus muscles

In Study 5, the results of the change from Baseline to Week 6 in thumb flexor tone measured by modified Ashworth Scale and Clinical
Global Impression (CGI) of functional assessment scale assessed by the physician using an 11-point Numeric Rating Scale [-5 worst
possible function to +5 best possible function] are presented in Table 34.
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Table 34: Efficacy Endpoints for Thumb Flexors at Week 6 in Study 5

BOTOX Placebo BOTOX Placebo
low dose | low dose | highdose | high dose
(30 Units) (40 Units)
(N=14) (N=9) (N=43) (N=23)
Median Change from Baseline in Thumb Flexor
Muscle Tone on the modified Ashworth Scale'? -1.0 -1.0 -0.5" 0.0
Median Change from Baseline in Clinical
Global Impression Score by Physician 1.0 0.0 2.0 0.0

Tt Secondary endpoint at Week 6

T Other endpoint at Week 6

* Significantly different from placebo (p<0.010)

2BOTOX injected into the adductor pollicis and flexor pollicis longus muscles

Adult Lower Limb Spasticity

The efficacy and safety of BOTOX for the treatment of adult lower limb spasticity was evaluated in Study 6, a randomized, multi-
center, double-blind, placebo-controlled study. Study 6 included 468 post-stroke adult patients (233 BOTOX and 235 placebo) with
ankle spasticity (modified Ashworth Scale ankle score of at least 3) who were at least 3 months post-stroke. A total dose of 300 Units
of BOTOX or placebo were injected intramuscularly and divided between the gastrocnemius, soleus, and tibialis posterior, with
optional injection into the flexor hallucis longus, flexor digitorum longus, flexor digitorum brevis, extensor hallucis, and rectus
femoris (see Table 35) with up to an additional 100 Units (400 Units total dose). The use of electromyographic guidance or nerve
stimulation was required to assist in proper muscle localization for injections. Patients were followed for 12 weeks.

Table 35: BOTOX Dose and Injection Sites in Study 6

Muscles Injected BOTOX Number of
) (Units) Injection Sites

Mandatory Ankle Muscles

Gastrocnemius (medial head) 75 3
Gastrocnemius (lateral head) 75 3
Soleus 75 3
Tibialis Posterior 75 3
Optional Muscles

Flexor Hallucis Longus 50 2
Flexor Digitorum Longus 50 2
Flexor Digitorum Brevis 25 1
Extensor Hallucis 25 1
Rectus Femoris 100 4

The co-primary endpoints were the average of the change from baseline in modified Ashworth Scale (MAS) ankle score at Week 4
and Week 6, and the average of the Physician Global Assessment of Response (CGI) at Week 4 and Week 6. The CGI evaluated the
response to treatment in terms of how the patient was doing in his/her life using a 9-point scale from -4=very marked worsening to
+4=very marked improvement).

Statistically significant between-group differences for BOTOX over placebo were demonstrated for the co-primary efficacy measures
of MAS and CGI (see Table 36).
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Table 36: Co-Primary Efficacy Endpoints Results in Study 6 (Intent-to-treat Population)

BOTOX Placebo
300 to 400 Units
(N=233) (N=235)

Mean Change from Baseline in Ankle Plantar
Flexors on the modified Ashworth Scale
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
“ Significantly different from placebo (p<0.05)

Compared to placebo, significant improvements in MAS change from baseline for ankle plantar flexors (see Figure 12) and CGI (see
Figure 13) were observed at Week 2, Week 4, and Week 6 for patients treated with BOTOX.

Figure 12:  Modified Ashworth Scale Ankle Score for Study 6 — Mean Change from Baseline by Visit
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Figure 13:  Clinical Global Impression by Physician for Study 6 — Mean Scores by Visit
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14.5 Pediatric Upper Limb Spasticity

The efficacy and safety of BOTOX for the treatment of upper limb spasticity in pediatric patients 2 to 17 years of age was evaluated in
Study 1, a randomized, multi-center, double-blind, placebo-controlled study. Study 1 included 234 pediatric patients (77 BOTOX 6
Units/kg, 78 BOTOX 3 Units/kg and 79 placebo) with upper limb spasticity (modified Ashworth Scale elbow or wrist score of at least
2) because of cerebral palsy or stroke. A total dose of 3 Units/lkg BOTOX (maximum 100 Units), 6 Units/kg BOTOX (maximum 200
Units), or placebo was injected intramuscularly and divided between the elbow or wrist and finger muscles (see Table 37).
Electromyographic guidance, nerve stimulation, or ultrasound techniques were used to assist in muscle localization for injections.
Patients were followed for 12 weeks after injection.
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Table 37:

BOTOX Dose and Injection Sites in Study 1

Muscles Injected

BOTOX 3 Units/kg*
(maximum Units
per muscle)

BOTOX 6 Units/kg**
(maximum Units
per muscle)

Number of
Injection Sites

Elbow Flexor Muscles

Biceps 1.5 Units/kg (50 Units) 3 Units/kg (100 Units) 4
Brachialis 1 Units/kg (30 Units) 2 Units/kg (60 Units) 2
Brachioradialis 0.5 Units/kg (20 Units) 1 Units/kg (40 Units) 2
Wrist and Finger Muscles

Flexor carpi radialis 1 Units/kg (25 Units) 2 Units/kg (50 Units) 2
Flexor carpi ulnaris 1 Units/kg (25 Units) 2 Units/kg (50 Units) 2
Flexor digitorum profundus 0.5 Units/kg (25 Units) 1 Units/kg (50 Units) 2
Flexor digitorum sublimis 0.5 Units/kg (25 Units) 1 Units/kg (50 Units) 2

* Did not exceed a total dose of 100 Units
** Did not exceed a total dose of 200 Units

The co-primary endpoints were the average of the change from baseline in modified Ashworth Scale (MAS) principal muscle group
score (elbow or wrist) at Week 4 and Week 6, and the average of the Clinical Global Impression of Overall Change by Physician
(CGI) at Week 4 and Week 6. The CGI evaluated the response to treatment in terms of how the patient was doing in his/her life using

a 9-point scale (-4=very marked worsening to +4=very marked improvement).

Compared to placebo, significant improvements in MAS change from baseline were observed at all timepoints for BOTOX-treated
patients (see Table 38, Figure 14 and Figure 15). Although CGI scores numerically favored BOTOX over placebo, the difference was

not statistically significant.

Nov 06 2019 16:37:54

Table 38: Co-Primary Efficacy Endpoints Results in Study 1 (Pediatric Upper Limb Spasticity)
BOTOX 3 Units/kg | BOTOX 6 Units/kg Placebo
(N=78) (N=77) (N=79)
Mean Change from Baseline in Principal Muscle Group
(Elbow or Wrist) on the modified Ashworth Scale
Week 4 and 6 Average -1.92* ‘ -1.87* ‘ -1.21
Mean Clinical Global Impression Score
Week 4 and 6 Average 1.88 | 1.87 | 1.66
*Nominal p value <0.05
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Figure 14:  Modified Ashworth Scale Score for Study 1 (Pediatric Upper Limb Spasticity) — Mean Change from Baseline by
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Figure 15:  Clinical Global Impression of Overall Change for Study 1 (Pediatric Upper Limb Spasticity) — Mean Scores by
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14.6 Cervical Dystonia

A randomized, multi-center, double-blind, placebo-controlled study of the treatment of cervical dystonia was conducted. This study
enrolled adult patients with cervical dystonia and a history of having received BOTOX in an open label manner with perceived good
response and tolerable side effects. Patients were excluded if they had previously received surgical or other denervation treatment for
their symptoms or had a known history of neuromuscular disorder. Subjects participated in an open label enrichment period where
they received their previously employed dose of BOTOX. Only patients who were again perceived as showing a response were
advanced to the randomized evaluation period. The muscles in which the blinded study agent injections were to be administered were
determined on an individual patient basis.

There were 214 subjects evaluated for the open label period, of which 170 progressed into the randomized, blinded treatment period
(88 in the BOTOX group, 82 in the placebo group). Patient evaluations continued for at least 10 weeks post-injection. The primary
outcome for the study was a dual endpoint, requiring evidence of both a change in the Cervical Dystonia Severity Scale (CDSS) and
an increase in the percentage of patients showing any improvement on the Physician Global Assessment Scale at 6 weeks after the
injection session. The CDSS quantifies the severity of abnormal head positioning and was newly devised for this study. CDSS allots 1
point for each 5 degrees (or part thereof) of head deviation in each of the three planes of head movement (range of scores up to
theoretical maximum of 54). The Physician Global Assessment Scale is a 9 category scale scoring the physician’s evaluation of the
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patients’ status compared to baseline, ranging from —4 to +4 (very marked worsening to complete improvement), with 0 indicating no
change from baseline and +1 slight improvement. Pain is also an important symptom of cervical dystonia and was evaluated by
separate assessments of pain frequency and severity on scales of 0 (no pain) to 4 (constant in frequency or extremely severe in
intensity). Study results on the primary endpoints and the pain-related secondary endpoints are shown in Table 39.

Table 39: Efficacy Outcomes of the Phase 3 Cervical Dystonia Study (Group Means)

Placebo BOTOX 95% Cl on
(N=82) (N=88) Difference
Baseline CDSS 9.3 9.2
Change in CDSS -0.3 -1.3 (-2.3, 0.3)abl
at Week 6
% Patients with Any Improvement 31% 51% (5%, 34%)H
on Physician Global Assessment
Pain Intensity Baseline 1.8 1.8
Change in Pain Intensity at Week 6 0.1 -0.4 (-0.7,-0.2)
Pain Frequency Baseline 1.9 1.8
Change in Pain Frequency at Week -0.0 -0.3 (-0.5, -0.0)[
6

&l Confidence intervals are constructed from the analysis of covariance table with treatment and investigational site as main effects,
and baseline CDSS as a covariate.

bl These values represent the prospectively planned method for missing data imputation and statistical test. Sensitivity analyses
indicated that the 95% confidence interval excluded the value of no difference between groups and the p-value was less than 0.05.
These analyses included several alternative missing data imputation methods and non-parametric statistical tests.

[l Confidence intervals are based on the t-distribution.

Exploratory analyses of this study suggested that the majority of patients who had shown a beneficial response by week 6 had returned
to their baseline status by 3 months after treatment. Exploratory analyses of subsets by patient sex and age suggest that both sexes
receive benefit, although female patients may receive somewhat greater amounts than male patients. There is a consistent treatment-
associated effect between subsets greater than and less than age 65. There were too few non-Caucasian patients enrolled to draw any
conclusions regarding relative efficacy in racial subsets.

In this study the median total BOTOX dose in patients randomized to receive BOTOX (N=88) was 236 Units, with 25th to 75th
percentile ranges of 198 Units to 300 Units. Of these 88 patients, most received injections to 3 or 4 muscles; 38 received injections to
3 muscles, 28 to 4 muscles, 5 to 5 muscles, and 5 to 2 muscles. The dose was divided amongst the affected muscles in quantities
shown in Table 40. The total dose and muscles selected were tailored to meet individual patient needs.

Table 40: Number of Patients Treated per Muscle and Fraction of Total Dose Injected into Involved Muscles

Number of

Patients Treated | Mean % Dose | Mid-Range of %

Muscle in this Muscle per Muscle Dose per Muscle*
(N=88)

Splenius capitis/cervicis 83 38 25-50
Sternocleidomastoid 77 25 17-31
Levator scapulae 52 20 16-25
Trapezius 49 29 18-33
Semispinalis 16 21 13-25
Scalene 15 15 6-21
Longissimus 8 29 17-41

* The mid-range of dose is calculated as the 25th to 75th percentiles.

There were several randomized studies conducted prior to the double-blind, placebo-controlled study, which were supportive but not
adequately designed to assess or quantitatively estimate the efficacy of BOTOX.

14.7 Primary Axillary Hyperhidrosis
The efficacy and safety of BOTOX for the treatment of primary axillary hyperhidrosis were evaluated in two randomized, multi-
center, double-blind, placebo-controlled studies. Study 1 included adult patients with persistent primary axillary hyperhidrosis who
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scored 3 or 4 on a Hyperhidrosis Disease Severity Scale (HDSS) and who produced at least 50 mg of sweat in each axilla at rest over 5
minutes. HDSS is a 4-point scale with 1 = “underarm sweating is never noticeable and never interferes with my daily activities”; to 4
= “underarm sweating is intolerable and always interferes with my daily activities”. A total of 322 patients were randomized ina 1:1:1
ratio to treatment in both axillae with either 50 Units of BOTOX, 75 Units of BOTOX, or placebo. Patients were evaluated at 4-week
intervals. Patients who responded to the first injection were re-injected when they reported a re-increase in HDSS score to 3 or 4 and
produced at least 50 mg sweat in each axilla by gravimetric measurement, but no sooner than 8 weeks after the initial injection.

Study responders were defined as patients who showed at least a 2-grade improvement from baseline value on the HDSS 4 weeks after
both of the first two treatment sessions or had a sustained response after their first treatment session and did not receive re-treatment
during the study. Spontaneous resting axillary sweat production was assessed by weighing a filter paper held in the axilla over a period
of 5 minutes (gravimetric measurement). Sweat production responders were those patients who demonstrated a reduction in axillary
sweating from baseline of at least 50% at week 4.

In the three study groups the percentage of patients with baseline HDSS score of 3 ranged from 50% to 54% and from 46% to 50% for
a score of 4. The median amount of sweat production (averaged for each axilla) was 102 mg, 123 mg, and 114 mg for the placebo, 50
Units and 75 Units groups respectively.

The percentage of responders based on at least a 2-grade decrease from baseline in HDSS or based on a >50% decrease from baseline
in axillary sweat production was greater in both BOTOX groups than in the placebo group (p<0.001), but was not significantly
different between the two BOTOX doses (see Table 41).

Duration of response was calculated as the number of days between injection and the date of the first visit at which patients returned to
3 or 4 on the HDSS scale. The median duration of response following the first treatment in BOTOX treated patients with either dose
was 201 days. Among those who received a second BOTOX injection, the median duration of response was similar to that observed
after the first treatment.

In study 2, 320 adults with bilateral axillary primary hyperhidrosis were randomized to receive either 50 Units of BOTOX (n=242) or
placebo (n=78). Treatment responders were defined as subjects showing at least a 50% reduction from baseline in axillary sweating
measured by gravimetric measurement at 4 weeks. At week 4 post-injection, the percentages of responders were 91% (219/242) in the
BOTOX group and 36% (28/78) in the placebo group, p<0.001. The difference in percentage of responders between BOTOX and
placebo was 55% (95% Cl1=43.3, 65.9).

Table 41: Study 1 - Study Outcomes

BOTOX BOTOX Placebo BOTOX BOTOX

50 Units 75 Units (N=108) 50-placebo 75-placebo
Treatment Response (N=104) (N=110) (95% CI) (95% CI)
HDSS Score change >2 55% (57) 49% (54) 6% (6) 49.3% 43%
(n)? (38.8,59.7) (33.2,53.8)
>50% decrease in 81% (84) 86% (94) 41% (44) 40% 45%
axillary sweat (28.1, 52.0) (33.3,56.1)
production % (n)

@ Patients who showed at least a 2-grade improvement from baseline value on the HDSS 4 weeks after both of the first two treatment
sessions or had a sustained response after their first treatment session and did not receive re-treatment during the study.

14.8 Blepharospasm

Botulinum toxin has been investigated for use in patients with blepharospasm in several studies. In an open label, historically
controlled study, 27 patients with essential blepharospasm were injected with 2 Units of BOTOX at each of six sites on each side.
Twenty-five of the 27 patients treated with botulinum toxin reported improvement within 48 hours. One patient was controlled with a
higher dosage at 13 weeks post initial injection and one patient reported mild improvement but remained functionally impaired.

In another study, 12 patients with blepharospasm were evaluated in a double-blind, placebo-controlled study. Patients receiving
botulinum toxin (n=8) improved compared with the placebo group (n=4). The effects of the treatment lasted a mean of 12 weeks.

One thousand six hundred eighty-four patients with blepharospasm who were evaluated in an open label trial showed clinical
improvement as evaluated by measured eyelid force and clinically observed intensity of lid spasm, lasting an average of 12 weeks
prior to the need for re-treatment.

42

Nov 06 2019 16:37:54



14.9 Strabismus

Six hundred seventy-seven patients with strabismus treated with one or more injections of BOTOX were evaluated in an open label
trial. Fifty-five percent of these patients improved to an alignment of 10 prism diopters or less when evaluated six months or more
following injection.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

BOTOX (onabotulinumtoxinA) for injection is a sterile, vacuum-dried powder supplied in a single-dose vial in the following sizes:
100 Units  NDC 0023-1145-01

200 Units  NDC 0023-3921-02

The top and bottom flaps of the BOTOX cartons have a tamper-evident seal that contains a translucent silver Allergan logo and the
BOTOX vial labels have a holographic film that contains the name “Allergan” within rainbow colored horizontal lines (rotate the vial
back and forth between your fingers under a desk lamp or fluorescent light source to see the hologram). (Note: the holographic film on
the label is absent in the date/lot area.) Each BOTOX vial label and carton also contains the U.S. License humber: 1145 [see Dosage
and Administration (2.1)].

Do not use the product and contact Allergan for additional information at 1-800-890-4345 from 7:00 AM to 3:00 PM Pacific Time if
the labeling is not described as above.

16.2 Storage and Handling

Unopened vials of BOTOX should be stored in a refrigerator between 2° to 8°C (36° to 46°F) for up to 36 months. Do not use after the
expiration date on the vial. Reconstituted BOTOX may be stored in a refrigerator (2° to 8°C) for up to 24 hours until time of use [see
Dosage and Administration (2.2)].

17 PATIENT COUNSELING INFORMATION

Advise the patient or caretaker to read the FDA-approved patient labeling (Medication Guide).

Swallowing, Speaking or Breathing Difficulties, or Other Unusual Symptoms

Advise patients or their caretaker(s) to inform their doctor or pharmacist if they develop any unusual symptoms (including difficulty

with swallowing, speaking, or breathing), or if any existing symptom worsens [see Boxed Warning and Warnings and Precautions
(5.2, 5.6)].

Ability to Operate Machinery or Vehicles
Advise patients or their caretaker(s) that if loss of strength, muscle weakness, blurred vision, dizziness, or drooping eyelids occur, they
should avoid driving a car or engaging in other potentially hazardous activities.

Voiding Symptoms after Bladder Injections
After bladder injections for urinary incontinence, advise patients to contact their physician if they experience difficulties in voiding or
burning sensation upon voiding.

Manufactured by: Allergan Pharmaceuticals Ireland
a subsidiary of: Allergan, Inc.
U.S. License Number 1145

Distributed by: Allergan USA, Inc.
Madison, NJ 07940

© 2019 Allergan. All rights reserved.
All trademarks are the property of their respective owners.
Patented. www.allergan.com/patents

# 2 Allergan

v3.0USP11145
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MEDICATION GUIDE
BOTOX®
BOTOX® Cosmetic
(Boe-tox)
(onabotulinumtoxinA)
for Injection

What is the most important information | should know about BOTOX and BOTOX Cosmetic?
BOTOX and BOTOX Cosmetic may cause serious side effects that can be life threatening,
including:

e Problems breathing or swallowing

e Spread of toxin effects

These problems can happen hours, days, to weeks after an injection of BOTOX or BOTOX
Cosmetic. Call your doctor or get medical help right away if you have any of these problems after
treatment with BOTOX or BOTOX Cosmetic:

e Problems swallowing, speaking, or breathing. These problems can happen hours, days, to
weeks after an injection of BOTOX or BOTOX Cosmetic usually because the muscles that you
use to breathe and swallow can become weak after the injection. Death can happen as a
complication if you have severe problems with swallowing or breathing after treatment with BOTOX or
BOTOX Cosmetic.

o People with certain breathing problems may need to use muscles in their neck to help them

breathe. These people may be at greater risk for serious breathing problems with BOTOX or
BOTOX Cosmetic.

e Swallowing problems may last for several months. People who cannot swallow well may need a
feeding tube to receive food and water. If swallowing problems are severe, food or liquids may go
into your lungs. People who already have swallowing or breathing problems before receiving
BOTOX or BOTOX Cosmetic have the highest risk of getting these problems.

e Spread of toxin effects. In some cases, the effect of botulinum toxin may affect areas of the body
away from the injection site and cause symptoms of a serious condition called botulism. The
symptoms of botulism include:

loss of strength and muscle weakness all over the body

double vision, blurred vision and drooping eyelids

hoarseness or change or loss of voice (dysphonia)

trouble saying words clearly (dysarthria)

loss of bladder control

trouble breathing
o trouble swallowing

These symptoms can happen hours, days, to weeks after you receive an injection of BOTOX or BOTOX

Cosmetic.

These problems could make it unsafe for you to drive a car or do other dangerous activities. See "What

should I avoid while receiving BOTOX or BOTOX Cosmetic?"

There has not been a confirmed serious case of spread of toxin effect away from the injection site when

BOTOX has been used at the recommended dose to treat chronic migraine, severe underarm sweating,

blepharospasm, or strabismus, or when BOTOX Cosmetic has been used at the recommended dose to

treat frown lines, crow’s feet lines, and/or forehead lines.

O OO0 O oo
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What are BOTOX and BOTOX Cosmetic?
BOTOX s a prescription medicine that is injected into muscles and used:

e to treat overactive bladder symptoms such as a strong need to urinate with leaking or wetting
accidents (urge urinary incontinence), a strong need to urinate right away (urgency), and urinating
often (frequency) in adults when another type of medicine (anticholinergic) does not work well enough
or cannot be taken.

o to treat leakage of urine (incontinence) in adults with overactive bladder due to neurologic disease
when another type of medicine (anticholinergic) does not work well enough or cannot be taken.

e to prevent headaches in adults with chronic migraine who have 15 or more days each month with
headache lasting 4 or more hours each day.

e to treat increased muscle stiffness in elbow, wrist, and finger muscles in adults with upper limb
spasticity.

e to treat increased muscle stiffness in ankle and toe muscles in adults with lower limb spasticity.

e to treat increased muscle stiffness in children 2 to 17 years of age with upper limb spasticity.

e to treat the abnormal head position and neck pain that happens with cervical dystonia (CD) in adults.

e to treat certain types of eye muscle problems (strabismus) or abnormal spasm of the eyelids
(blepharospasm) in people 12 years and older.

BOTOX s also injected into the skin to treat the symptoms of severe underarm sweating (severe primary

axillary hyperhidrosis) when medicines used on the skin (topical) do not work well enough.

BOTOX Cosmetic is a prescription medicine for adults that is injected into muscles and used for a short
period of time (temporary) to improve the look of:

e moderate to severe frown lines between the eyebrows (glabellar lines)

e moderate to severe crow’s feet lines

e moderate to severe forehead lines

You may receive treatment for frown lines, crow’s feet lines, and forehead lines at the same time.

It is not known whether BOTOX is safe or effective in people younger than:

e 18 years of age for treatment of urinary incontinence

e 18 years of age for treatment of chronic migraine

e 16 years of age for treatment of cervical dystonia

e 18 years of age for treatment of hyperhidrosis

o 18 years of age for the treatment of lower limb spasticity

e 12 years of age for treatment of strabismus or blepharospasm

e 2 years of age for treatment of upper limb spasticity

BOTOX Cosmetic is not recommended for use in children younger than 18 years of age.

It is not known whether BOTOX and BOTOX Cosmetic are safe or effective to prevent headaches in
people with migraine who have 14 or fewer headache days each month (episodic migraine).

It is not known whether BOTOX and BOTOX Cosmetic are safe or effective for other types of muscle
spasms or for severe sweating anywhere other than your armpits.

It is not known if BOTOX Cosmetic is safe and effective for use more than 1 time every 3 months.

Who should not receive BOTOX or BOTOX Cosmetic?
Do not receive BOTOX or BOTOX Cosmetic if you:

e are allergic to any of the ingredients in BOTOX or BOTOX Cosmetic. See the end of this Medication
Guide for a list of ingredients in BOTOX and BOTOX Cosmetic.

e had an allergic reaction to any other botulinum toxin product such as Myobloc®, Dysport®, or Xeomin®
¢ have a skin infection at the planned injection site
e are being treated for urinary incontinence and have a urinary tract infection (UTI)

e are being treated for urinary incontinence and find that you cannot empty your bladder on your own
(only applies to people who are not routinely catheterizing)

What should I tell my doctor before receiving BOTOX or BOTOX Cosmetic?
Tell your doctor about all your medical conditions, including if you:
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e have a disease that affects your muscles and nerves (such as amyotrophic lateral sclerosis [ALS or
Lou Gehrig's disease], myasthenia gravis or Lambert-Eaton syndrome). See "What is the most
important information | should know about BOTOX and BOTOX Cosmetic?"

e have allergies to any botulinum toxin product

e had any side effect from any botulinum toxin product in the past

e have or have had a breathing problem, such as asthma or emphysema

¢ have or have had swallowing problems

e have or have had bleeding problems

e have plans to have surgery

e had surgery on your face

e have weakness of your forehead muscles, such as trouble raising your eyebrows
e have drooping eyelids

e have any other change in the way your face normally looks

e have symptoms of a urinary tract infection (UTI) and are being treated for urinary incontinence.
Symptoms of a urinary tract infection may include pain or burning with urination, frequent urination, or
fever.

¢ have problems emptying your bladder on your own and are being treated for urinary incontinence

e are pregnant or plan to become pregnant. It is not known if BOTOX or BOTOX Cosmetic can harm
your unborn baby.

e are breastfeeding or plan to breastfeed. It is not known if BOTOX or BOTOX Cosmetic passes into
breast milk.

Tell your doctor about all the medicines you take, including prescription and over-the-counter
medicines, vitamins and herbal supplements. Using BOTOX or BOTOX Cosmetic with certain other
medicines may cause serious side effects. Do not start any new medicines until you have told your
doctor that you have received BOTOX or BOTOX Cosmetic in the past.

Especially tell your doctor if you:
e have received any other botulinum toxin product in the last four months

e have received injections of botulinum toxin, such as Myobloc® (rimabotulinumtoxinB), Dysport®
(abobotulinumtoxinA), or Xeomin® (incobotulinumtoxinA) in the past. Be sure your doctor knows
exactly which product you received.

e have recently received an antibiotic by injection

o take muscle relaxants

o take an allergy or cold medicine

o take a sleep medicine

o take anti-platelets (aspirin-like products) and/or anti-coagulants (blood thinners)
Ask your doctor if you are not sure if your medicine is one that is listed above.

Know the medicines you take. Keep a list of your medicines with you to show your doctor and pharmacist
each time you get a new medicine.

How will | receive BOTOX or BOTOX Cosmetic?

e BOTOX or BOTOX Cosmetic is an injection that your doctor will give you.
e BOTOX is injected into your affected muscles, skin, or bladder.

e BOTOX Cosmetic is injected into your affected muscles.

e Your doctor may change your dose of BOTOX or BOTOX Cosmetic, until you and your doctor find
the best dose for you.

e Your doctor will tell you how often you will receive your dose of BOTOX or BOTOX Cosmetic
injections.

What should | avoid while receiving BOTOX or BOTOX Cosmetic?

BOTOXand BOTOX Cosmetic may cause loss of strength or general muscle weakness, vision
problems, or dizziness within hours to weeks of taking BOTOX or BOTOX Cosmetic. If this happens,
do not drive a car, operate machinery, or do other dangerous activities. See "What is the most
important information | should know about BOTOX and BOTOX Cosmetic?"

What are the possible side effects of BOTOX and BOTOX Cosmetic?
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BOTOXand BOTOX Cosmetic can cause serious side effects. See "What is the most important
information | should know about BOTOX and BOTOX Cosmetic?"

Other side effects of BOTOX and BOTOX Cosmetic include:

e dry mouth

o discomfort or pain at the injection site

e tiredness

e headache

e neck pain

e eye problems: double vision, blurred vision, decreased eyesight, drooping eyelids, swelling of your
eyelids, and dry eyes.

e drooping eyebrows

e urinary tract infection in people being treated for urinary incontinence

e painful urination in people being treated for urinary incontinence

e inability to empty your bladder on your own and are being treated for urinary incontinence. If you have
difficulty fully emptying your bladder after getting BOTOX, you may need to use disposable self-
catheters to empty your bladder up to a few times each day until your bladder is able to start
emptying again.

e allergic reactions. Symptoms of an allergic reaction to BOTOX or BOTOX Cosmetic may include:
itching, rash, red itchy welts, wheezing, asthma symptoms, or dizziness or feeling faint. Tell your
doctor or get medical help right away if you are wheezing or have asthma symptoms, or if you
become dizzy or faint.

e upper respiratory tract infection

Tell your doctor if you have any side effect that bothers you or that does not go away.

These are not all the possible side effects of BOTOX and BOTOX Cosmetic. For more information, ask
your doctor or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-
1088.

General information about BOTOX and BOTOX Cosmetic:

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide.
This Medication Guide summarizes the most important information about BOTOX and BOTOX
Cosmetic. If you would like more information, talk with your doctor. You can ask your doctor or
pharmacist for information about BOTOX and BOTOX Cosmetic that is written for healthcare
professionals.

What are the ingredients in BOTOX and BOTOX Cosmetic?
Active ingredient: onabotulinumtoxin A
Inactive ingredients: human albumin and sodium chloride

Manufactured by: Allergan Pharmaceuticals Ireland a subsidiary of: Allergan, Inc.

U.S. License Number 1145

Distributed by: Allergan USA, Inc. Madison, NJ 07940

©2019 Allergan. All rights reserved. All trademarks are the property of their respective owners.
Patented. See: www.allergan.com/patents

#i» Allergan

v2.0MG1145

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: 6/2019
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BOTOX 1Z, 12Elh EIZHB T 2EAKE T A b =TI 2 IRigREaE (EMEAREMEIR IR SOFE VI R EE L &) OIE
FIHEINE BT D,

2 A - A&

2.1 ZEERA ELOBRE

BOTOX (onabotulinumtoxin A) 7% H O Ml EAL X, AREA KL OFIH L7z RE FIEICEER2 O TH D, ORY U XA
HERKNCEHT A LIETER, L5 T, BOTOX DA FHIEME D BT % {th 00 1 B 10 70 & VE CREI 4~ A fthod
RYVXABROBEN LR LT, ZOXI RBEUCER LI T2 LIXTE R, [ [BER O FOEE
GlE) | kX K ALH) ) Z=HT

BE Z & OiE - HEOHELINE S Z & IR ENGBRMGT 2 2 Lo RAEE THEEDBEISE I3 LT
54256, 35 AR TORKBEERGEPNM00HM 2B 2 TIR 520, /NLEE TIE3» AR TORKBFEK G &
PSBHLALIKGSUTB00HNLD EH HIMERWH R A B X TR B2\, [ 1L - HE 26H) | M)

BOTOXD AN AN IL, MO RAr, O/ 5 5 R ORI A R W TR A S5, A1
RO FREHEHE ORI 1T, B B RE bR 5 = &, 70, CAULEMEREE OB b H AR AN 5 5,
BOTOX% $ 53 % [EHf %, RHTMIRHT I 53 % 5 A1E, Bl 5 e, Bl 5 BUko MRy, R OSEHY
7R RTTARE I OBEREVR BBAT I % RS2 MO 0 5 (L 2 BIART 5 = &

PLF O85413 BOTOX 2 47 5 4 4 (1-800-890-4345) F THifgk+ 5= & -
o WNED T U HBHATIREDT T H A0 1 AR A 2B E D R WEE S — L RPN TR (O . X
L — VRO A > T B FEd S Ccn g BRIk FRoR) |
o NATNDT YU, MADKEROFNZ [T T H ] EWIENRASTNWDIRR T T T 4w 7 T 4 VAN
TV,
¢ NATNDT YU HBIFED T~ G KIE T A 22 AFH 1145 OFeEN 72\ [ THERSERE R R OVl v D
HE (16 1H) | =],

2.2 FRARIE R OF R

INA T AT A - TN D EZEE BOTOX (X, ESANIRGHZ & £ 70 WIE 0.9%%E k) b U o 2SR (USP) DA%
HAWTHEMT 5, #4704 AOFERBICHEEREOHRIEEZTRY (R 1SM, IR BICLE O PR EIEEN &9
HEFMRFERICOWTIX 23 THBM) | ZOHWNEZ AL TP - W EHEANT D, FRIER S T IVITRVAE 7R
WA ML TVITERETHZ L, A T ZEL T BOTOX & ARG A 8 IZIRT 5, UL D22 T WA T
WZERfR AR A Lok L T <, BOTOX 1L, EMiFZIL 24 FFRIINICHER 5 2 &, ML T2 £ ToOM. &if
% D BOTOX OARAM 431, I E Tl 24 Rl XM e (2~8°C) IZR(F3 5 Z &, BOTOX D 34 7 /L% 1 [RIRR
DOHENETHOATH S, RERNIIFEETDLZ L,
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£ 1: BOTOX XA 7/U (100 BA{EJ TF 200 BEAL) DOFRE**

100 iS4 7oz | SRR (WAL | 200 BEAL A 7avic | ROHE (BAL
I3 5 /R /0.1mL) I3 5 Rk /0.1mL)
1mL 10 HAf7 imL 20 BT
2mL 5 BfL 2mL 10 HAL
4mL 2.5 {7 4amL 5 Hifir
8mL 1.25 HfiT 8mL 2.5 Hifr
10mL 1 HAr 10mL 2 Hifr

MR Z S £ 7200 0.9%H LT N Y U AERR (USP) IZBRA
IR BT O BER TR B OIRIERH OFIRIC W TIT 2.3 HE S

E o INOOFREL., EHFREN 0.ImL OFAIZOWTEH L TWS, EFREZ KT IUE. BOTOX O &0 HE
HARETH D, WEOHEREIX, 0.05mL (50%H = &) 75 0.15mL (50% M &) £ TET 5,

WIEIZPAfR UT- B i Y 7o A AOPREEERNRICTEORGEL D 002 0ICH Y, BOTOX EHEREZRIT 5, &
FEROEICA S ToRIa & k&, NI E U NI ES T 5, $PHE L TS Z & 2B T 5, BOTOX &k X HL
DA T IV AN DBRIEF OEET L WDIRE S R OVEN SR 25 2 &,

BOTOX DiEfite DHERIT, HEAFY ThHIRME 238 0 72\, EHRANTEE L CBSEPEHRGE . B 5-ANTR K
WERLECRRONRWINARBIET D2 L,

2.3 B RS el
B4
B HEHORBIEYE (UT 2X7WZ L 2T 5, B5FHRICEELZ UTIORBFBEEZRTIES2D, 72 /70 a3
v RRERL UMWY [ CEHHAEH (1178) | 2] OThEE2AFEERT1~3 0, %50, 5% 1~3H0
kT 5,

FeG-aRAR 3 B Pl IMoREZ Pk 5, FUBEERIET OBF IOV TIHM Y 27 25 372D EUNE T 5
WER D D,

OB e PR I IR D) e e B 248 9 2 &

E B
IR BI OREVEFNAIZE V. AP U 72 AT SE O IEP AGREA (SRR ORI SUIEORH]) 2 & EGANTAT S 2 &3 T
&5, JHPTRRER O RIHTEA 21T - 725 6id, BGRNSEDE HPER L, IRE B SRR Tltis 4 5,

HESEF SIZ 100 HAL TH Y, ZAHERR KR TH D, ARIEE LTiE, 100 BALICARTFARZ & £ 720 0.9%E(LT R U
7 AEHHE (USP) 10mL 2425 2 E Rt sng (F120) . REHOABEAIRIIEET L Z L,

EfR% O BOTOX (100 HAAZ/10mL) . #PEBEResE SO Tpidh s 2 v B = A LIS O BER NI IER 45, 1+
OB, BRI oEOAEBEERTREZ SHEEAL T, +OICHRIETE2 X5 ICT24ENH DS, @EEICZ L2
WEkoEET D,

S BAGETIC . TR O BOTOX K ImL Z S EHIH - LT (BoRIIISCTTY) « BRERET 2,

BER IR G240 2mm A L, 0.5mL 972 20 fEAT (GRiEH&E 10mL) (28 Iem Oz H 1T CEHT2 (K12

MR) o ItE OESHERAL Tl WA AT AERR ImL Z1EA LT, EHREHIE > TOAEKIEAEDRNICEE SN D L 91z
T 5, EHE, BEOHIRKEZER L T OIRTEIE S, MEHRNSEZ 52F T, BEZFEFEZDRED 30 78
BYLH L,

A G- OFRRZD R L TV D581, BRSO WTHRFT 228 (CEHER Y 7 A REEKRERIC T 2 2HH

B G- OEARMERERS £ TOMIM O RAEIE, 169 H UK 248/ ) | AIREIOEAEKR G225 12 8FLL EfE L Tnd Z &
DLETH D,
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B 1 BIEBIEDE R ORI K S SRR FFIRTEBN X 2 PRIR BTSN & —

T

TESHOL

HRED
IR |

B
}‘\)ér-m

PIRESEUZ L 5 PEIR 56375 )
# PR OIREFIAIE S AR U 72 R FTRRISE O EDE PN R iE A (BRI BF I SUIIRBE) | ST 5y iR 2 % 551
WZHWD ZENTE D, RFTRBEED JEFEAZAT > 72581, &GN S PHK L, IR B RIEE TURFT %,

HESEFRT 11804720 200 iy TH D . ThEB2 TIR 50,

BOTOX 200 Hifiz/NA 7 /v

e 200 HANZL/NA T LD BOTOX %, {RFAIZE £720 0.9%E LT b U v L3S (USP) 6mL 2 W CIEfiEL., A T
IV R L TR 5,

o NATAMNE 2mL & 3AKDE 10mL EH#RITE: 5,

o £ 10mL FESTEHIIRGER 2 A £ 720 0.9%5E T U v AVESHE (USP) 8mL Z ¥R L THENIEM L, A% T4
Do TR, WE% O BOTOX i 200 HAZIZ 6 LT, 45 10mL (%) 67 HZ) Z&Te 34D 10mL IEH R b
2o

o IRFFBITEESICMHER TS Z L, REHOARAIERIIFEETHZ &,

BOTOX 100 Hfz A 7 /L

e 2K® 100 {731 T L0 BOTOX %, {RIFAIZ & £ 720 0.9%ELT R U w7 AEFHE (USP) 6mL % 45734 7 VIR
MU CHMEL, BRI 5,

o HBAALTIING AmL & 2 ARKDF 10ML IERERICTER D, B3 TANLERD O 2mL & 3K H O 10mL {EHERITER Y |
BRI CTHRE 4mL L35,

o 4% 10mL EH BHCARAFAI A2 £ 2200 0.9%H kT R U T A ESHE (USP) 6mL Z L THEMICIERI L., WA KT

Do ZORER. R D BOTOX #f 200 HAZIZx LT, 4 10mL (K 67 i) Z#&Te 34RO 10mL EHZEA G LI

b,

IR RN T2 2 &0 RIEAOAEBEERIIFEETHZ L,

Wfft% o BOTOX (200 HLAZ/30mL) (&, SPERE DS S TBEMERF LS 2 Hv . BEE = A3 LS O PEIR I IESR 3 5, T
HOBIZIE, BICH0BOABRERZ AGHEAL T, +0CHRETE D X ICTDLENH L0, BWIRICR G2
WO EET D,

HERPIAERTIC, WEfRR O BOTOX #) ImL ZFEHEHIM /- LT OIS TITY) | ZEXERET D,

PERACTESEH 28 2mm B A L. ImL (R 6.7 Hfr) 490 30 A CERIGHE 30mL) 1249 lem ORI Z &1 THESH 5

(X 158) . FEEOESACIE, WEAFSERN ImL 2% A LT, EREHIE > TO A EE AN NI R S
AL 0195, HH%E. BEREOHRTBADOZOIZIEAL TWAEHAEREZ PR T 5, BEZHENEZ D EH 3045
eI L,

AR G- OBRRNR T L TS 5E1E, HRGICHOVWTHRRT 22 (CEHEMR Y 7 A REEARRBRIZR T 2 kS

DO VEMER £ TOMB O FJElZ. BOTOX 200 Bz T 295~337 B [42~48 H[H] ) . BiEIOBEDANE S 12 HiH
UERBLTWAZERVETHD,
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2.4 18 ERE

FREEE LTI, 200 EALICPRAEA 2 & £ 22 WO IR E 0.9% BT 4mL Z ¥R, X 100 BAAZIZ 2mL 23N L. kiR 5
HAZ/0.ImL &35 Z LSt s g (R L1SH) , 18R EE ISR 2 HEREH &1L 155 AL Th 0 | BEHE A D 30 7 —
U, 054 TR EHWTEEAIZ 0.1mL (5 AL T OfMANELG T %, BHIX, BLTOKKLUE 2 12T 7 OOFE5/
@%%ﬁﬁ_\%bfﬁoo@%@mmﬂ WEBE T, SHEEEIRIC 1A > F OHBLERGAENRS D, 1IN (EF)
WG T 28BHERE . T XTOMITONT, BHEIAELD P XTI OO LM, oA e b Koz, M
Iz 5, BREAS Y 2 — Iz oW T 128 &75?&“5%6

B 1~4 : BHEH BRI AT 5 HRE SO (A~G)

7+ B MNC 5 HAL D.{HISERS © &I 20 Hfr E.f&55H7) * &{HIIC 15 BAfir PSR E5 A AR © &
(2 10 Bfir

SRER ¢ 5 EAr (LEAL)
G.{51iEH; © &M 15 Bifir

C. HiEERR © BAIC 10 Bifir

# 2 BIEFEERICAT 2880 BOTOX &5 &

SR SEER IR HIRARE (RS

AITSES © 20 HAL, 4 FRAL
R ° 10 BT, 2 #L
SR 5 HAL, 1H00
8RR ° 30 L, 6 HBAL
TRIGERR b 40 HAL, 84T
SRR ° 30 A, 6 H#BAL
SEEB AR R © 20 HAL, 4 FRAL
wgEEE . 155 Bif7, 31 #AZ

2 KRB AL =0.1mL=BOTOX 5 K/

bR B

2.5 RN BT 2 5EHE

£/

WA N D% OFH GBI, EEHORE &, BRONLE, EMFEOEEE., REH K ToAE, fillof 5o 25
G XL BOTOX OFEFRFEICIKESNT, BETLICHET L Z L,

FREE LCiE, 200 BALICIRTFEAI 2 & £ 720 0.9%5E 67 b U o7 A7EEHR (USP) 4mL OFRMNI I 100 BEAZIZ 2mL O
MAHELE XD (R 1IBWR) , HERREEHAEOOBE L., —MRIC 1A Y720 OR8N 50 BALZ B 2 T/ b7au,
RIEMIC iﬁé&#41@&%ﬂ(m 25~30 7 —) &, EHHICIEER LV EVW 2 Ao EFERATLZENT
5, HEXYA Ret T UL CREGH 2R ET D Z LR RIS NS,

PG IXRTE OG- OFRRN RS LIRS TIT 5 23, —MRICATRIBE G5 12 MLl Bfl L2 s 325, &5
BEOREHE ORRE N O Z — 2k > Tk, BOTOX OEEEKR OB EFOLEENNEIZRDZ N5,

JENNE 51T S LI
HRRFER TUE. 1R DTRHE T 75~400 HALOF G 82 B (K3 MOK 22 THEILT,
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# 3 : RAICBIT 5 LEREM I 250 BOTOX #5-&

HREGE

PoE-37 wis & (L)
T —SEAR 100~200 Kz, 4 HBAr
TSR AR JEE 7 12.5~50 B{7, 1 HBH7
AR FAR e 5 12.5~50 BAz, 1 #PHL
TRAE I 30~50 Hifir, 1 EBAL
e i=latyin] 30~50 Hifir, 1 EBAL
FHENERFS 20 HAfZ, 1AL
R a5 20 HA7, 131

B 2 : FRAIZIRIT D LERRHE D 5E AL

e fh BAR
RATFAR A5

TEEM AR A

IR (R

REFR NS

HENIZF51F S TR
AT I8 2 RO 2R 2 HELE BT 300~400 AL Td v . 5O (WEIER . © 7 A, %IEEH. RRELE
. RORBUER) HELTRET 5, (R4KUVKIZM)

# 4 : RANIZEIT D TR 2550 BOTOX #5&

SHE HRERER
wikEE (5B
JHERE A9 PO I 5E 75 BN, 3L
JRERE A% S MU B 75 BT, 3¥RAT
T A 75 BAAL, 3¥RAL
BB 75 BT, AT
K RHBEE AL 50 BfT, 2 ¥BA7
R 50 BfT, 2 ¥BA7
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B 3 : BRAIZIT 5 T REME D 58AL

RRLIR 7 K% OV
RERILJE 7

JHERE A P 5 e 73 4 MU 7 AR RIS

|26 NRICBY B LB

e

TR A REH T U R RNSECE SRR TR 28T T2 Z L8R S5, 35 AMB CORKREREE S E
1% 8 HAfT/kg X% 300 EAZLD &b B MEWHEEZ B X Tl bl [ [ZEER O Fo/tE (.2, 5.6 H) | 2],

BT, BRAICET 2 MO BEICHR 2 i E R NN o BRI IC @A IS [ % - HE 25 H)

=M o
INRIZIS T % bR

/N O AR BT D HELE A B 3~6 Hifii/kg TH Y . BEHICHEIL THEET5H (RE5LVH4ZM) , 1F
DIRIFIZ D& b~ 57 % BOTOX Ofafk 581, 6 Hifii/kg X1 200 AL D &6 HAMEWHEZE 2 TIER 5720,

#5: /NRIZRIT B LEREMEICxT 2550 BOTOX #5-&

SHE HEREP BB R UV S8R 3
- B 1.5~3 H{7/kg, 4 &AL
s i 1~2 Hfi7/kg, 2 EBAL
sk 1 0.5~1 Hifii/kg, 2 N7
TR TR 77 1~2 Hifr/kg, 2 30T
JUARI AR A7 1~2 Bf7/kg, 2 HBOL
S i 0.5~1 Bifir/kg, 2 HBAL
AR E 0.5~1 Bifir/kg, 2 HBAL
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2.7 FEAMERISH
BE T EICHE SN HECTRYMICHZ > TBOTOX #5-2% 1), AEFANTRGHNTH-T-EBEEZ _HERT 7
T ARG A AN T, T ORERIZE T D BOTOX OB G- &1% 236 HfiL (25 /X—tB v X A )VInD 75 /3—F ¥
A JVE TOHFPAIL 198~300 7)) Th 7=, BOTOX &G BIXBIGHETHEI L= [ [HAg#EE 146 1E) ) 2],

ME R O D% OG- 8i%, B, S, BIREAL, FIER. MIRIRE A FERECEK ST, BE I LISHET S
Z &, BOTOX 2 L7122 L DR BE IO TRET HBRIMEHETHREG L, To%, B8 T L 0HRITESNTER
HRBEZMET L 2 L, MEFLEH~ Ok L &2 100 B FICIA 2 2 LIk VB TFEE ORBUHE 28 T 256
Woon [ [BEERMEN LOMEE (5.2, 55, 56H) | ZMH] ,

FREEE LT, 200 EEALICARAERI 28 £ 700 0.9%H kT b U o AR (USP) 2mL, 200 BAAZIZ 4mL, 100 BAfZIZ
ImL, 0% 100 HAZIZ 2mL ORIMAHELE X 525, TR BARO R A 12 5 9 VEGHIRAL O 75 A & M OSAEI IR U TRk
5 (RIS , RIS, BYREIOWEESH (B : 25~307—) ZHWTESES L., 1EAL47-0 O#E &) 50 BEAL
FBZTIRb720, HEXTA RFTCTREGEZ/EET DL E LV,

ERPR O I IE L T 5:-1% 2 BUINICEINGR D . BRERRDIED RO D DI 50K 6 Bt Th o, —EHEMRT T
AR TIX, 1A EOWBRENE G0 3 5 HRIZITEGRTOREIZRE - 72,

2.8 JRFMER RS 2T E

HEEH B3R S0 i Th D, G- T R E IR ERN 2 Qe i (B - Minor S — R U 7 U BOGT A N) &M
WTHRET 5, RiEE LTiE, 100 BAZICRER 28 £ 720 0.9%HE kT b U o AESHE (USP) 4mL Z3RN4 2 2 &2
RIS (F1BR) . 307 — VRS % Vv, BOTOX 50 B (2mL) %4 ME# 0.1~0.2mL 37>, #EEAL (10~
15 E#BA5) 129 1~2cm PR CHEIZ AT 5 £ 5 RNIER T %,

ZIFEIC T 2 &G 1E, BRI OG- ORI RN L ThnbiTH 2 &,

Minor & D3E 72 7 i 7 R DE R FNE

MEEZHY ., 7 A NFEBT 24 RERIETROT 4 7 > MRHFRIOM A 2125, 7 A bEFEAG 30 45 I3 EEICE
R 732 & b T CREIC L CTRL, lEEsm» L, 7 <I0a vEREEMT 5, BRI, BATNICT >~
TUMREBELSIRY T D, BRERT T UBRITTE o EREITT, 10 05 CEITEL N RIE AL 245,

BRSO I3 R THEAH 2em OBROEMTALAE L 5, TEORVIEMNEERIIE S L ST D72, K5I8
T LIS, ENENOEFELO MR 2B FIZ2ET 5,

B 5 : RRMERESITECK D R Y —

FEJERICR L 45 FEOAE T, F2mm OES ETHENT D, TOEE, Nz EicL T, IKHEZTX5RYEE, EHE
DEHNIZAS>TWNWD Z L 2RSS, EHEAICA > 7 THIZAMT TOWDEAIL. KERRRIF N E LR NE S,
BOTOX A > 7 D ENSESZEERH LRANWX D295,

2.9 I By

AR SE [ xf L Cld, IREE D 27~30 7 — Vet W CIEMBERI A A R T CTEfiEtk O BOTOX & 1EH 3%, HELEHIE

FED 1.25~2.5 BAL (F5B07 0.05~0.1mL) % = 1R fgr oD HR iy 7% i e A550 PA AR T R OMBI i Sz O T HIR g oD HIR s 535 717 i B350

NS5, RIRIBEG AT 2R CHESTUE, IR TEOSUNL Z 2 a2l cx 2580355, AMIT
RIS 2 WE T CHHT 22 22k TRIT~OILEZ D S8, HHEOADNE Z 2 A28 X 255035 5,

MR B HCESALAR (I BRIR H M 23 A U9V, JER B ISR 2l T 52 E TINES I N TE 5,

RO B % 1.25 AL & T 57 REEICIE. BOTOX 100 HEAZIRIER 25 £ 720 0.9%E/bT U o A4 (USP) 8mL
OB S . IR O H &% 2.5 HAr &5 4121% 100 HAZIZ 4amL OB HER I NS (R 12R) .

— M EF O FIL 3 FUNIC R i, EHE 1~2 M ORF R TRRRIZET 2, 1 BOES ORI FHe i

33 5 H T, ZORICHEREZITO 2 LB TE D, WEENOED T TR TZEHM SN D56 (@, ZIRE

M 2 AUT TH-oTeHE) 13, FENOBRICHEZRR 2[BFETHEL TH R, 2720, #4720 5Bz
10
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A TEFLTORITIF LA ERNER DN S, IR L THW25E1IE, 3 » AIC 1R L 2 5 T
T 5 EMMUERECLDEERH Y KRR BPELND Z L EMTH D,

HR iR DO TEHE Clt. BOTOX O BB 5&2% 30 A H T 200 HALZ B 2 TR B 720,

210  #HR
TR EHE CRlsk SN A BERIET 2 M EHNICHEAZED HT-DDH A & LTHW, ARG~ BOTOX #5345, Ik
I T AABE@EE T XIIER Y A R FTITH 2 &, EMITHEROBEICEN T RITIIZR SR,

BOTOX {EHAIDHE( & LT, 1EH OB Bl S AR IESE & ONRER 5 - MR EH 2T O RIR T2 Z EBREE L,
BRI 32 BOTOX O# 5 &I3f %729 0.05~0.16mL &£ 525 Z &,

IR D BOTOX Mllml G- [ [k - & 221EH) | M) 1k, —&iZ, BEGEHICHEEZA LS5, ZiUudEHO
1~2 BZIZBA., IO LEB O 9 HIZ S BT BEND LI 5, 2~6 WFRH L7-%. WEIXRREO MM 28T
WRAIZHRT D, 6 v AL LR 28 EIXH CTh 5, IR G T 2% 50 OMBS N A+ Th o720 | Wit
SRR R EWR EDOFRERN RS-0 BB OEIMEN KM L TS 2D ENLE LR oT-20 728D
BT, BEORN 25D LICHEENNEL RS,

ARG a2 (H7)

RO D72 W BE OIRIFICIHMEHE TR G35, BEIIRMARKE WVEBEFICH L TORIT I,
o MHEHHLNR20 7Y XALT 4 AT b U —RIEOAKFEEHROLE - 1HH%47-0 1.25 B ~2.5 BT,
. 2&%0?9%A?4%7%U~@K$ﬂﬁ®%ﬁ'1%%&@25$ﬁ~5¥ﬁ0
o 14 HU FEOEEHEDE VI AR DA« PIIIE R IZ 1.25 BAL~2.5 Bifi7,

T XK FFFEAERIIZ S 75 RS2
o%@@&%%7~maaﬁﬁfﬁ@ﬁb Wi &ﬁwﬁ%%ﬁmé EMEE LU,
o RIRFFIC \ﬁﬁﬁﬁ%ﬂﬁ%mt HICHEBEEGETALAE. YRR CHETRETH Z &,
o XRAGIT 72 N3G & 72 o T2 B I ﬁ&%#éﬁA . BIEOEGEDO 2MHFEE TERLGLTH LU,
. TQ@%&UW‘%%@%EB’J&% ENDRIBIOFE GO EBNIER L2 EDXFEREIND T, HREIIITbRWnwE
L,
o HEEBETHREIND 1HdH-0 DR KAEIZ 28 THD,
IR OB % 1.25 BAL & T A REEICIE,. BOTOX 100 EALIZIRER &2 & £ 72 WK 0.9%ME k) b U o 27 5 (USP)
8mL OESMMAHEIE S, FR DO B4 2.5 HAL & 951213 100 EAZIC AmL OB #ER SN s (F15R) .

3 AR O &

TESTH - 1IEIR D OFEWEETSA 7V A D OIRE - B2EREBZR 100 BAZ 3 200 AL, S 9 ERATCRFA 2 & £ 7220
PR 0.9%Hi kT~ F U 7 AyESE (USP) & W CTIERES %,

4 s

WROFAIZB N T, BOTOX ZHE=TH 5,

o VT DORY Y X AFRBAISUIHAFN T ONT DD R VIRBUED 8 2 BHE [ [EBER O FOMEE
5647 | =]

o ERTEIAALIIELN B D

. m%@%ﬁlﬁ$bfwé$% JREAZ AT D XUTHER % 5% IR %(wmzﬁmmn%ﬁzéﬁ%@%kaaﬁﬁ
(CI0) % HHEHINIAT > TOWRWIBE BT DHERG~DH G- [ [BHER O LForEE (612, 513 E) | 2]

5 BEROFERHEOEER

5.1 A725HRY ) X 2ABRUFIM OB EE

BOTOXD Il AN IE, ARBA KL OFIH L7=RE HIEICRR2 b0 TH D, MoRY ) X AFRMANHEH T2 2 £13T
TR0, L7h 5T, BOTOXD AW SrisE M D BT 2 th O R B0 72 P ETE TRMIE L7280 R U X R 3R BA| D AL b
BB L7720, ZOXREMNICEHBE LIV T2 L TER [ /MK A1E\) ) 2HT .,

11
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5.2 BERIEAOILH

BOTOXZII U & TRV U X AHBRBMANOTHIRELZENET — 2 b HBEICL > QTG LS OEIGH ~R Y U X

ABROERPMERT 2 Z ERRBIN TS, EEH COERITIRY U X AFBRZOERAMF L —H LT, Z0k)
ZRIEMR & LCIR, OVE, 2R, B, IR N, bERREE, S RRE, WRERE. RS K ONWE KA &

Do ZNHOIERITEGBREFRCHDI Z EbbX, B> CTRETDHIZELH D, W FEE & FERR I EmE
LT, FEEEAOEEICEELZE T HIME SN TS, JEROBEHDO U A7 083 H - & b @O DITENEOIEE T
BHEEZTTCND/NRBETHDLN, EHEEZIZLOETIHMOBRETIHELZZIT CODIHRABETYH, IS ORER
R LT WEMERN S 5255 ITITERDHBIL L 5 5, KA OESE & UK FEH & O HAE T PR & OYEHE
DOIFEIZHNWL D LRIFEORELOZN L VIKRWHE THEBEAOILE E —8F 2ERAMEI Wb, HENEE, &
FEREE IR EE S BEL L 2558121, BELICEMOBEEZZIT 5 L2 BEXIINEER IEETLH L,

BOTOX % IRMGE 1o xf U CHESEAH & (B0 HAZLLLF) T, HEEDREBMEME ZTEICK L CHESEHE (100 HAL) <, #
IR LT, B RIS L CEARAHETRE LB, HODIOERG~OFRRIER OB EEZ N EER
HEFEDNRE L L OBEIT RV,

53 RAROBERMEIC X 2 EERBIER

RIAKFRDOWEIIEI DV TBOTOXD 5. 252 1T - BE BT, WFIZRMN . W TREE, K OGAHEiR 7 SO EE R
BWERNIRE SN TEY ., BEHEIFICESZREH LR N TWD, ZhbomEgoR ik, BIERIZLT L Hm
FRfh~DEROILBUCEIE L TV D DT TR o 7o hd, B O UL ER ~DBOTOXE HITEE R 32 © DM
HoT-AREMEIX H D, T CICHE FREEE XM O ERRFEEEZ R L TWEAE LA L7, BOTOXDORKZE DM IGIEIZ
FEORWERH DY A7 KIS EHRFERHFETE DT O+H572FRITE STV, BOTOXDZEEME R H M
X, RAGROBEICIEIZ DUV TITAEN. L TV 20,

54 PG U5

HE U OB RIS E SN TS, THDOIEE LT, T 74 7% —, MIER. 255, WHLERTIE,
RERIREER D, ZD XK I 2SN E L THE121E,. BOTOXDOE G2 F1k L CEH BICHEARERE i+« s, UV RbA
VEFRAIE L THERAL, T 7 4 9 =X 0 HTICE ST WO MEDLIHIH D203, TERNZRIRWE M T -
T EEEEEZ > CHET D Z EIETE TV,

5.5 BEFF DR IR DS ERRAYICE R B2 RITT U X7 DEKR

AR EB IR R, ZMa PR SRELE S SRR i 2 B i e (BEMIEIESUT T >3 — b« A — D UEMRRESE) 26
FTLRECHRY VX AFEREEGTOHEI3, BEEZBET DI L. BEMOSUIRMOMBERIEE H 5\ Ttz
HEEE AT 5EFIT, BOTOX OIBFEHEZ RG22 LIk, 2 0IKT, B, Rk TE, 5SS, HaEE
. EEOWTES, KOWREE R EORRIICERRZBO Y AV BNEmEL I eNnbD [ TBEER N LOIEE
6.2, 5.6 H) | ZMH] ,

5.6 W T B e OV R

BOTOXZIZI L ETHARY U X AGREBMAN O GIZL D, WTREE IR REL <732 n"H D, 3 CIomE T IR
MIIPER R A2 AT HBRETILZ, ZNOORENRWVWSZF AL T R ELEZLND, W TWOEGE, BN XX
I, 2 A3 2 IR 7 S0 B RIRSE T (S B 5 B VRS O MR T LR e LCAE LD [ TBEEROMEN EOEE
(.21) | M)

RNV Y X AGREEGHIT, BEOBTEENOHETICESTHIRRE SN TWD, BEFREFIIE D A2 Rk L.
THRRER KRG EELOITRERELZLELTL I b5, BHITEEOHW FEENLEZLZbHD, T
(2 AR RE ST REIC RIS & % BB ~ DR G TIIHRIZ Y R 7 &7 %,

R X ABHEAEETH & BRI & LTI TS SEGR OB HME T 5 2 & 0 5, R, IR
EDT T TICZ ORI LT D BT, IS BASRER AT 5 TR 5 5, WIRR 2% & T Tl 20T
O R TR 44 U B ST B,

S R DD 72\ BE R OEMERS O O 72 D W O ML S 2 BHEO b 5 AT, BETFHED Y 27 21
WD EREESN TS, WIS~ ORERENZ S LIC L Wl TREORREEZBHMTE 2HA Vb5, HT
ZEH~DOEIN T EXGEREGE R O FEED ) X7 2R ISELBENNH D,
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RV U R AFFER OB 52T T D B Tl TS, XEHRESUIFREEE ORILBO bR EEICE, EBICERO
BEREZTHULEND D, TNOOMIGIE, RY U XAHFREGHIEER TH L 2 & bbb, Bollfibs LTRSS
bbb [ [BEEROREALONE 62H) ) SH]

5.7 IR\ R D 3 % 5EME B SRR B 5 SRR RIS B BE O fBEREIZ X35 BOTOX DR

MER I RE D & 2 FEAF R EIC BOTOX 2 4% 59 2581013, HEERERSBIET 2 L, MEREOIKT (FEVL A THIED 40
~80%7>> FEVI/FVC 28 0.75 LA ) N—E L THA LN AEAD LIRHEEE 234t & L “EEM T 7 A Xt I TAERH
HERTIL. BAOMMER (FVC) @ 15%LL 0T 20%LL EOZBLDOFEELRN . L T BOTOXBETIZI S ALY &
Mol (£6S5MH)

# 6 : BOTOX XX 7 BRIC L D16 % 2 B F TRIT 7S NMET LTV A RRA D EBEMEERE TR 5 18, 68K
W12 BIZ FVC BR—RF A4 935 15%8PL E X% 20% L EIET L7-EZRDOEIE (A« IBEEY - OFEBR)

so0 it 210t 77
>15% >20% >15% >20% >15% >20%
1A 4% 0% 3% 0% 7% 3%
61 H % 4% 4% 2% 2% 2%
1288 10% 5% 2% 1% 4% 1%

77 R E OEBHEHFRICAE TR o T,

FFSREDME T LT 2 BN O EE T, RGBS EIEN & LTl SO MES 77 AR L Y BOTOX BT
KpoTWie [ TEEROE LEorEg 610 H) | 2H] .

PRI UK O DEIR BTGB 28 L, i (SR K9 2 e iR . (C5~C8 DF R G EE Xid MS B 2k 1T

% FVC S THIfE D 50~80%) #H T HHEELZRRE Lic —EEMRT 7 B RRIRIITRERERER CIE. B HMEMTEED 15%
DL EXIT 20%LL EOZELDOFRIERN, LTI AREL D BOTOXEETE -7 (FT1EHR) .

F7:BOTOXXIIF A #EE#Z 2, 6, 2EEDEEATFVCBR—2F A4 0D 15%LL EXiX 20060, HIET LB

EEROEE
BOTOX .
200 BALHE 77 ewRE
>15% >20% >15% >20%
23EH 0/15 (0%) 0/15 (0%) 1/11 (9%) 0/11 (0%)
6 18 H 2/13 (15%) 1/13 (8%) 0/12 (0%) 0/12 (0%)
1258 H 0/12(0%) 0/12 (0%) 0/7 (0%) 0/7 (0%)

5.8 BOTOX iZ & 5 IR DIGFRIZ BT 2 ABEH K OF BB BF R
IRER T~ BOTOX {EHHC X 2B BB 13, FRICH VII R EE O H 5 BEICRBW T, AR, Btk bR K8 KR O
BIEE SIS EZTBENRH D, ERRBICKTAHEBHIRIEEELITI 2 L, ZOREICE, RESRA. REA. 15
BHY 7 har 27 hL X IREHEICLAMRDBMNE LRG58 05 5,

5.9 BOTOX IZ X 2 #HADIERICKIT 2 ER# Hifn
AHRIZ%ET 5 BOTOX £ 5 IC NG B 12 KPS 4 S 371F & OBk L L A3E8 8 ST A, ) 7 IR AW E s Al T
LRI L TBLS ZENEE LV,

|5.10  EMEOWERICBT 3 REXAR O ESERY

NI B T D BB E OTRBICB N T, [UE X ROBENWEH & L CoOMERIT BOTOX B (k55 251~360 HAL T 3%)
TIET 7 EREE (1%) LU TENo 72, MiEEESE T L WD A EgEHFEEE TH, ERGEREORIER & L
TOWRLEFEIT BOTOX BE (k58 360 B T 11%, FRE 55 240 HAI T 8%) TIX7 7 BARRE (6%) LIt L CTEno
7oo BRAO FHEEMEERE CH, FPREEEORIEM L L ToOMERIZ BOTOX B (Ff 5 & 300~400 B T 2%) TIL7
TR REE (1%) LHEL CTE» -, NEO B RS Tl EREBREOMEHN S HICEL, ZOWERITI T T
AHE 9%IZ%F LT BOTOX #£C 17% (6 Hifir/kg) & UM 10% (3 Hifir/kg) Toh o7z,
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501 #RRBICHE S BERBIFEEIOIBRICKIT 5 B MR RE K

PRRRIE BB L O HEPR A5 IRTEE) CIBE 221 5 BE Tld., BOTOX OHER AR 512 B L 7= [ Hrdhik B R 838D B i
LHZEMBHY, EHIEREEZVLELTLEAND D, BERBRICBWT, BEMBREERFORIRIL, 77 BRI
~ BOTOX 200 HAZRECTEMN -7z (1.5% & 0.4%)

512 BB OIBEICKT B IR G

BOTOX ¢ 50 CII RGO RBUBEIE N L5732 [/RIERH 6.15E) j2H] , @IEEEERO KRB Cix, k6 »
AUWIZ 2 [BILL EOJREERYG: (UTH) %85 L7, KOEZEME UTI O RO DICEM THAEME OB G % 517 T
HEBEIIHEN OB LT, 2Ok 5B E . ROTRETIC UTI MBI R L2 B8 Tik, IRV ENBER Y 27
% E[E 5 ATREMEN & 2 AT IR 0 IS B 2 )5 BOTOX & 52 /a3 5 2 &,

513  EREBEREREE OIGRIZRIT 5 R
REABEC DV A7 B3 H 5T, AFNZ L D168 %, IR KV ERNBE L R T2 BIT8R AT O BREEN R D D
BEIZR->TRRT D Z &,

BIRZAT > TWRWEE . RSB LIE SUIREIR P 2 A3 285 T3, R®ERIRE (PVR) Z#51% 2 HHLIAN,
K OEZHLEEMET IS ©THRG% 1238 £ TEBBNIRHMET 2, BE OMEIRICS K525, PVR 2 200mL 28 2 555128
RaBRsh L. PVR2S 200mL RH§IIK T3 2 & THERET 5, PERICREEZ R A 2581013, BRE2BETIHE1H DT
O, HAMEMICEET LX) BEITRES L2 L,

BOTOX X377 AN & ¥ b Sz iBiHEhpE bt A & AR IS HE O PEIR AT Bh 0 B2 381T £ IRPH DI TR M O Frie
IR 2 LA R,

WBIE BN

WTEEENE (OAB) 2 AT 2BFEAZMRL LI _HEMRY 7 £ AR HEERICH VT, BOTOX X377 & R 5-4% (2R
DIZOTHFRM KGR (CIC) % Bihh L7 BRE OFIG 23 81T T, IREAFEIS TOREGROERMIF &R LT,

£ 8: 0ABD_EHERT 7 R HREBRARICEBN TR ERICRADTHER L BFE OFIE RO E% OE R

BOTOX 100 HA7#E 75 REE
RER (N =552) (N =542)
READTHER LU BEDORE
BRI A 7 VDT DO | 6.5% (n=36) | 0.4% (n=2)
RO OERHBE (A)
B 63 11
- ZNENE - N} 1,214 3,18

F 9 TRT XL HIZ, BOTOX JEIEA ST TV D BE R B I, BERIF D72 W BE T TR T T 2 Al REMED & 0>
77

£ 9: BERBOFREZH7- OAB D_EER Y 7 AR BEBRBRICE W\ TR EZICRABEE L BB OEIE

BERWRHY BRFERL
BOTOX 100 Bfrf 7T REE BOTOX 100 Bi{r#¥ 75 R
(N=81) (N =69) (N=526) (N =516)
bR B 12.3% (n=10) 0 6.3% (n=33) 0.6% (n=3)

FIRESEIZ FF 5 BER AT it % B

IR BRI LK O BER BT E 2 AT 5 BE NG L Lz 210 " HEHER T 7 2 ARx B (NDO-1 35 & OV NDO-2 #&
BR) 1BV T, HGRNTIERBKER (CIC) 2 L Tk 59, BOTOX 200 BN XX 7 T & REH% IR D 7= HiE
JREMEL LTSRS OFIE 22K 1012737, JREAZEBEI CoOR % OERBIM bR LT,
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£10: _EERT 7T AAMBERARIZBNT, R—Z2AFA V' TCICEZHALTELT, RERICREADOLZDERL -
BEOBE RV E%DOERIAM

5 BOTOX 200 Hifr#f 75w REE
- (N=108) (N =104)
READTDER LI BEDOEIE
SWIESA 2 VFOVFTRDORE A | 306%(n=33) |  6.7%(n=7)
READT-DOERBIM (B)
Hh i 289 358
He/AME, RRAE 1,530 2,379

N=Z2F A TCICEZHEHNL TWRWEED S B LRMEME (MS) EFEITFHHAE (SCI) BE LY b&ER&IC
CIC LT HHMAEmMN-oT- (RI1I1BH)

#11: “EER7SERAMRERRRICBNT, R—X54/4 ' TCICRHEALTROLT, BERICREADT-DER L
HWHERE (MSKRRSCI) DEEFOHEIE

MS SClI
FRE A BOTOX 200 Bif7 &% 75 REE BOTOX 200 Bifir ¥ 75 REE
(N=86) (N=88) (N=22) (N=16)
AN N
i;f;;’”ﬁ@bﬁ 31% (n=27) 5% (n=4) 27% (n=6) 19% (n=3)

FRRRE B O HEIRATEISENC X A IRKEEZ AT 5, HIREIT > T e MS BB Z %152, BOTOX 100 Bz 52 i i
D7 TR T EERKRERER (NDO-37BR) % FEhi Lz, &IEEYA 7 LHOWT O S TR D 7208 R
Z Bt L7- 1L, BOTOX 100 HAAZEET 15.2% (10/66) . 77 BAREET 2.6% (2/78) Th o7z, REAFHMH TOFKEH%
OEPRIM O I, BOTOX 100 HfAET64 H, 7T REET2H TH 7=,

514 ERMTATIVETANARBOGE

AFNZ, b MEBHEOT AT IV 2G5 LT05, SRR N F—2 7 ) == F R OARFIORGE T RN O EZ T, ¥
ANABEBR ORI 7 0 (Y7 2Lk« Y27 (VCID) OEEIZIZEALRNEVWZ D, JuAfY Tz k- FaT
i (CID) ORI A7 13b b, 7L, BRIFELZELTH, BHEOVAZIXFLEA LW EEZ XL

Do WATNT IV IIMO T A £ ABBIZEENDLTNVT I ZELT, VA LRER, CID X% vCID MaHE L7z
JEFNX 2 N E TIZHE ST,

6 EIfEA
BOTOX (onabotulinumtoxin A) FHDEHIZ L HRIWEHD 5 B, LT ORWERIZ W TIIATST SCEOMOIRIZEEL <

FLELT D
o WMRIEROIER [ [BER R LOFEE 6.21E) | 4]

o RIKRBOWEINIEIZ &2 HERBIEN [ TBEZR N LOEE 63R) | M)

o WIS [ /EEE @IR) ) ROV TEEROEN LOEE 6A4H) | 2]

o BEHFOMREFIEE P RIKANCER R B KET Y X7 OWK [ [BEEROEN LOEE 655) ) 2]

o WETFREEMOWKINGE [ [BEEROMEN LOEE 661H) ) ZH]

o IPHRICRED & % e A ST IS A O JRIR AR TEB) B E OFERE(C %95 BOTOX D [ [BHER DY
LR B.78) ) ZH]

o BOTOXIZ & % IRgEEE DRI I 1T D 4 I tH M OV BRI [ (B R OMEN] L o7EE 5.8 7)) 2]

o  BOTOXIZ X ZRHADIRIRICHIT DERG M [ [EARMEH LOEE B9 R) | 2/

o JEHMEDIGIICI T DRE X R M EREREY, [ [BEER M LO/EE 6107E) | ZH]

o HRERIRIEICHE O PEIRANBIRBIOIGIRIC I © BRI [ (BRI LO/EE 611 H) ) 2/

o IBTEBIEMLOIGIRICI T DIRIIRY, [ TEER O LotE 612 7H) | /)

o EMLFEREREE DIBIRICRIT DIRM [ [BEEZR O] LOIEE 613 2H) ) M
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6.1 Fife PR BV BR A
EEARRBRIT TN EFNESLENRE K BR 0T, BEHOREREZRBRE CEBEHET L2 13T, 2 HKRHE
TORBRREZEML TWRNZ 8 H 5,

BOTOX & BOTOX Cosmetic & T, AR OHRTIIFE— 7R CEICFEHODRE - DRV ELR->TW0D, LR
- T, BOTOX Cosmetic D#5-TH L 7-RIEA D BOTOX OFETHLA LN L AREMN H 5,

—MRICENE L BOTOX £ 54 LERUNIZAET, E7BMLT@ETHo08, By AU LRI L2 Lbd D, KEIC
LV RPTETE., RS, RIAE. B, AR, ALBER OVSUIHML/ANHHM AT 5 Z &0 d D, HERITA v 7> o PRRE
WOCED, BB BRI L) PEE SN TWD, ERSEHEOREIFOARLIT L0 A REMRAOS (et i E 72

&) BAEL, BYRNRREZLELT LA LD,

BHFHORFHEFH IR TIERY U X ZAHBRICTRSNLIEIENTH 5, 7272 LEROILIIC K> TEREHIC b H KT
WECLDHEENDD [ TBEHEROMEN LOEE 6.28) | W],

BT BN
WTEEEE 2 et R & L ZEHER T T & A BERRGAER T BOTOX #RI# G- 12 @M LINIZ i b S IS Sz @l
TER &% 12 1277,

# 12 . BIEBEM (OAB) 28 T2HBELZNRLE LIZ_EERY 7 AXREBRRR CHERHNEEG% 12 BREILANIZ
BOTOXED 2% A ECTHEIL, D OEBARR I RBL Y &2 BIER

BOTOX 75 2R
_ 100 BANTH =
IR o T (N =542)
% %
PRIES R 18 6
PEPR K 9 7
FREA 6 0
4HERPR 4 2
FEIR 2> 3 0

FEPR OMBLT 2N PVR S ER, SEROFEIZ) D 59 PVR A 350mL LI B2 > 72354

Tt ER (FERREE 2 &) B2 HEITERELEE Lz,

I3 TRT LI,

BOTOX 100 EANL e N7 T 2 R OFe 541, HERIF N H 5 BF IIHEIRIF 72 WO B 1T~ TR I Ry

%72 PVR 2% 200mL Ll L, 350mL 3R

DIBLRD @D > T2,

R 13 : FERBOFEHIZH 7 OAB D_EER Y 7 t A RERRBRICE VO TR ERICRBREVRE LLBEOEFE

BREHY BRFERL
BOTOX 100 Bifii#¥ | 75 EREE | BOTOX 100 Bfr#E 75 REE
(N =81) (N =69) (N=526) (N =516)
% % % %
PREGERYG: (UTI) 31 12 26 10

BOTOX # 5.-1% D KR %R ® (PVR) 73 200mL UL E & 72> 7-BE TO UTI BEREIT 4% TH Y . K PVR QB
200mL KT Th > - HBE TD 23%IT X TE D> T,
FEEMRIEXT ROk 5Bk 2V T, KRGS 2227 e 7 7 A L~OERITRD Lo Tz,

PEEESRIUIZ I O HEIR 516077 )
BOTOX 200 Hi % 4 5- L 7 #iR BB PE © HEIR TR B 2 xf R & L7 “HEM Y 7 B RS REBR TR 5% 12 HE LM
b IS SVZEER 23K 14 1077,
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K14 —EERT T AXBERRR CHERHANR 5% 12 BEBLINIZ BOTOX BED 2060, FTHRE L, M ORBERNS
TR RBEL Y ‘o RIER

BOTOX 200 B/ 75 K
RIfER (N =262) (N=272)
% %
PR S 24 17
PREA 17 3
il 4 3

BOTOX 200 B\ OF 512\ T, #IEFER G55 O WO i L OB 57 IR & TR S (BEMM o PRl : 44
HRE) CTUTOAEEERPRE SN JREEGE (49%) . R (17%) . B (4%) . i T (4%) . HERIK#EE
(4%) . 458 (3%) . BMTREE (3%) MOWHEHE (2%) .

THEMY T B ARRIEEBRICH A AN T LR LAE (MS) B TIE, MSHEIIEDER (BFE —4F47-0 0 MSHEEDH
S0 X BOTOXHET0.23. I BREET020 ThoTz,

RAEBEAZHE ) B e R e T n 7 7 A L~OERITFRD bRroT,

FRFRE BT 5 HEIRATIEISENC KX A IRKEEZH 925 MS BB Z x4t & L7= BOTOX 100 BAZ0 52 #fH D 77 & Ak 5
EARZRR (NDO-3 i) CThRbEMEEICHE SNZRIEHEZR 15 1277, ZhH0BFIE, 1 FEU Lofia
VEETIEI O REENTE T, XA T A VR TEREIT> TWehoTo, 5% 12 BEALINICE b S 1A &
NI-BWER 2 FRITRT,

# 15 : BRI E% 12 BRILINIZ BOTOX BED 2% B2 2EETREA L, DORBERER 7R RBLVEIN o2&
BHRBR (NDO-3) THRESINZENWER

BOTOX100 BA7HE 75 Rt
BIEMA (N=66) (N=78)
% %
R B Y 26 6
R PR 9 5
FR PA 15 1
HER IR 5 1
FRIR B> 17 1

FEPROLEEIROD PVR B LR, EROFIEIZH DD 5 PVR 23 350mL LL T 72 - 72454, F72 PVR A3 200mL 2L L, 350mL A
THER (HERREEER L) b2 HEICERE ST L L,

BOTOX 100 HAZOFEGIZE VT, FEFRG-% OV OB & OG- AU TR TR (B ER I O hJufil - 51
WH) CTUTOAEERPEE SN - JREEG: (39%) | MlER (18%) . KA (17%) | ZRE* (17%) . PEIRINEE
(9%) KUK (5%)

MSHEDER (BE —FY7-0 O MSHEOFLH) ITEITRD biehro7- (BOTOX #=0, placebo #£ =0.07) .
1SRG

BYEREERICA T2 “EHERY 7 A RADMERE G 1 RO ER 2) 2\, FIERT BOTOX T 12%, 77
TRETIN THoT2, AEFERICLDTIIIBOTOXHET 4%, I BRHETI% TH o7, BOTOXHETHIEIZE ST
BOMEOERNEERRIT, BER., SR, IEWIEE, AR TROIRKB TETH -2,

18 R BRI x5 BOTOX & 5-4% 12 b @S IS @l STUCRER 23 16 1287
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K16 : BEREREEZNRE LE2HFO_ESERT 7 2 AR REBRRER T BOTOX BED 2%LA ETHRI L, M ORHRHN

T RREELY FEh o TBIER

BOTOX155~195 Bif7 ¥ 75+ REE
BI/ER (N=687) (N =692)
% %

PR R

SR 5 3

Jv 5 4 3

P ) S AR 2 0
AR

A He T T 4 <1
JYLIE K OVEE HRUE

KBk 3 2
B T M OVt A ML Rk P

R 9 3

DR XTI 4 1

HAET 4 <1

5 AR 3 1

REE3] 3 1

AR 2 1
— B - BB EEE K OR HEALORIE

TGN 3 2
A5 B

i 2 !

FER 1% AR T 7 v REEL Y BOTOX BT A5, BOTOX & BHED AIEEMEN H 5 F DM OBIWER X, [Bl#EsMED
FU, IREZEE,. IRBSVEIE, WERREE, RRENOSER ChoTl-, Abia MNE L9 2 FEEROEEHE L, 3B 1 O
21281F 5 BOTOX BEDOH 1% Tl IR 5% L EMLUNICR O bzl L, 78R HETIZ03% ThH -7,

JRNIC 5175 LI

BN D R REHEIZ kS5 BOTOX # 51 12 b mBEE I HE SN -RWER 2 2 17 127,

17 LEEHERABREEZXNRE LE_EERT 7 2 AR RERKEE T BOTOX #D 2%LL ECHI L, 1 ORBHEN
TR RBL Y EIoEHER

BOTOX BOTOX BOTOX AT
HIE 251~360BAALAE | 150~ 250 BEALRE | 150N ARTRE (N=182)
(N =115) (N =188) (N=54)
% % % %
H Gk
HE P 3 2 2 1
e B IEE K OB GEL
DARAE
5 3 2 2 0
JERYLIE Je OV A2 sUE
LR 3 2 0 1
15 5 e OV B Lk B o
Y Ji g 6 5 9 4
5T 0 4 2 1

THERY 7 EARMERERTIE, MHAANTZ226 O AN BE I LT LR OTRREIZBOTOX 4004 LA L& 5 L
oo FElz, 4ABIORENEBE TR LT, EBEE OBEICKI LI 72 Y 48l TBOTOX 400 AL L& # 5 L=, Lk
JEEHE DIRIEIT I\ T, BOTOX 400 AL D 5T A b 7= BIEH O FE A & B 1XBOTOX 360H 7 D 5 CHliE S
LD ERRTH T,

JENNZ BT S T HERE

BN D T AR I xh 95 BOTOX #5512 12 & E B IS S SN REIER 23 18 1R d, —EHEMR Y 7 A5 RERER
(GABR 6) Tix., fHAANT- 231 il D HEFEIC BOTOX 300~400 Hifiz 2% 5- L, 77 & AREE 23341 & thile L7-, 5%, F

¥)o1 HMChi= v BE & B LT,
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£ 18: RATHREMBEZNRLE LEZZEHERT 7 A RERRER (B 6) TBOTOXEH®D 2%LL ETHEL, »

DEBARPT T ERHEL Y E Lo LBIER

BOTOX 77w AREE
BI/ER (N=231) (N=233)
% %
Wi B S B OVt & L e o
R &R 3 1
A 3 2
7 P 2 1
| RGE Y 2 1
— B - BB EEE K OR HEALORIE
ST TR 2 1

INEIZ 1T S LR

2~17 D/ O EEEHE B 12095 BOTOX & 5% 10k b mAE IS SNRIERHZ&R 19104, —HEMR 77
AxtEEER GBR 1) <X, fAANT- 78 #ilic BOTOX 3 Hifii/kg %, 77 f5iZ BOTOX 6 Hifii/kg~ g K% 5- 2T 5 200
B ECTERG L, 77 vRBET96 & el UTe [ THKskiE 145 ) M) ], #5%., V9L HMICh BE %
BEFLT-,

£19: /NREEREREEZNRE LE_EERT 7 AARERRE Bk 1) TBOTOX 6 Bifii/kg B D 2%LL ET3H
BL, DOXRAENTSEREBLVE»-> =RIEA

BOTOX 6 Eifir/kg % BOTOX 3 Bifit/kg #¥ WA A A s
BIEMA (N=77) (N=78) (N=79)
% % %

b &GE R 17 10 9
— i - AHEE K O G O TE

ST SR 4 3 1
H Ik

L 4 0 0

EA 3 0 1
ME g5, MOEREs I ONiERR R

= 4 0 1

Xl 3 0 1
PR R P

FEAERE 5 1 0

* o PRGERYE N OV A L A RGBS T,
*k o REASIENE R Oy AR 2 S T,

JEMRISEBRE x5 - LT BOTOX B E5E#OLEEMEEZHBET L7 —_EERABR N OEERABRICB W TR S BHEEICRE S
N-EIERIL, W TEE (19%) . FXOERGE (12%) . SEEW (11%) M OEER (11%) Th o7,

BZRBRICBWTHERED 2~10%IC8HE SN - FOmMoFLRIT, BEROMIEIC, Bk, 1 > 7Lz PIEFRE, 755,
B REWMESD FE N, EIETUEE ., TN . MEE, OERLR. SEEEE. BEA BLOMOWIIRRETH-Z, =
DIV, LOUE, BE, IR TEEOMRRELRES N TWD,

HERPBGHIM LS 2D Z L TAHEL S BOTOX OFEEM DIER LT B FREE R OEMRMEESF B R38N 5560 &
o [ TEHEROEN LOEE 6.2, 5.6 K) | 2H]
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1. NAME OF THE MEDICINAL PRODUCT

BOTOX
100 Allergan Units
Powder for Solution for Injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Botulinum toxin” type A, 100 Allergan Units/vial.
* from Clostridium botulinum
Botulinum toxin units are not interchangeable from one product to another.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for solution for injection.

White powder.
BOTOX product appears as a thin white deposit that may be difficult to see on the base of the vial.

4 CLINICAL PARTICULARS
4.1 Therapeutic indications
BOTOX is indicated for the management of:

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.

Focal spasticity of the wrist and hand in adult post stroke patients

Focal spasticity of the ankle and foot in adult post stroke patients (see section 4.4)
Blepharospasm, hemifacial spasm and associated focal dystonias.

Cervical dystonia (spasmodic torticollis).

are intolerant of prophylactic migraine medications (see section 4.4).

Bladder disorders:

¢ Idiopathic 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.

e 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:

BOTOX® 100 Allergan Units, Powder for Solution for Injection 2/35
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Symptom relief in adults fulfilling criteria for chronic migraine (headaches on >15 days per
month of which at least 8 days with migraine) in patients who have responded inadequately or



e Persistent severe primary hyperhidrosis of the axillae, which interferes with the activities of
daily living and is resistant to topical treatment.

4.2 Posology and method of administration

Posology

Botulinum toxin units are not interchangeable from one product to another. Doses recommended in
Allergan Units are different from other botulinum toxin preparations.

Chronic migraine should be diagnosed by, and BOTOX should be exclusively administered under the
supervision of neurologists who are experts in the treatment of chronic migraine.

Elderly patients

No specific dose adjustment is required for use in the elderly. Initial dosing should begin at the lowest
recommended dose for the specific indication. For repeat injections the lowest effective dose with the
longest clinically indicated interval between injections is recommended. Elderly patients with
significant medical history and concomitant medications should be treated with caution. There are
limited clinical data in patients older than 65 years treated for post-stroke spasticity of the ankle and
foot with BOTOX. See sections 4.4, 4.8 and 5.1 for further information.

Paediatric population

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.

o Blepharospasm/Hemifacial spasm 12 years (see section 4.4 and 4.8)

e Cervical dystonia 12 years (see section 4.4 and 4.8)

e Focal spasticity associated with paediatric 2 years (see section 4.2, 4.4 and 4.8)

cerebral palsy

o Primary hyperhidrosis of the axillae 12 years
(limited experience in adolescents between
12 and 17 years, see section 4.4, 4.8 and
5.1)

The following information is important:

If different vial sizes of BOTOX are being used as part of one injection procedure, care should be
taken to use the correct amount of diluent when reconstituting a particular number of units per
0.1 ml. The amount of diluent varies between BOTOX 50 Allergan Units, BOTOX 100 Allergan
Units and BOTOX 200 Allergan Units. Each syringe should be labelled accordingly.

BOTOX must only be reconstituted with sterile unpreserved normal saline solution (0.9% sodium
chloride solution for injection). The appropriate amount of diluent (see dilution table below) should be
drawn up into a syringe.

This product is for single use only and any unused solution should be discarded.

For instructions on use, handling and disposal of vials please refer to section 6.6.
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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 (sterile
dose unpreserved normal saline | unpreserved normal saline unpreserved normal
(Units per solution (0.9% sodium solution (0.9% sodium saline solution (0.9%
0.1 ml) chloride solution for chloride solution for sodium chloride solution
injection)) added in a 50 injection)) added ina 100 | for injection)) added in a
Unit vial Unit vial 200 Unit vial
20 Units 0.25 ml 0.5 ml 1ml
10 Units 0.5ml 1ml 2mi
5 Units 1ml 2ml 4 mi
2.5 Units 2mil 4 ml 8 ml
1.25 Units 4 ml 8 ml N/A

Overactive bladder:
It is recommended that a 100 Unit or two 50 Unit vials are used for convenience of reconstitution.

Dilution instructions using two 50 Unit vials:

e Reconstitute two 50 Unit vials of BOTOX each with 5 ml of sterile unpreserved normal saline
solution (0.9% sodium chloride solution for injection) and mix the vials gently.

e Draw the 5 ml from each of the vials into a single 10 ml syringe.

This will result in a 10 ml syringe containing a total of 100 Units of reconstituted BOTOX. Use

immediately after reconstitution in the syringe. Dispose of any unused saline.

Dilution instructions using a 100 Unit vial:

e Reconstitute a 100 Unit vial of BOTOX with 10 ml of sterile unpreserved normal saline
solution (0.9% sodium chloride solution for injection) and mix gently.

e Draw the 10 ml from the vial into a 10 ml syringe.

This will result in a 10 ml syringe containing a total of 100 Units of reconstituted BOTOX. Use

immediately after reconstitution in the syringe. Dispose of any unused saline.

Dilution instructions using a 200 Unit vial:

e Reconstitute a 200 Unit vial of BOTOX with 8 ml of sterile unpreserved normal saline solution
(0.9% sodium chloride solution for injection) and mix gently.

e Draw 4 ml from the vial into a 10 ml syringe.

o Complete the reconstitution by adding 6 ml of sterile unpreserved normal saline solution (0.9%
sodium chloride solution for injection) into the 10 ml syringe and mix gently.

This will result in a 10 ml syringe containing a total of 100 Units of reconstituted BOTOX. Use

immediately after reconstitution in the syringe. Dispose of any unused saline.

This product is for single use only and any unused reconstituted product should be disposed of.

Urinary incontinence due to neurogenic detrusor overactivity:
It is recommended that a 200 Unit vial or two 100 Unit vials are used for convenience of
reconstitution.

Dilution instructions using four 50 Unit vials:

e Reconstitute four 50 Unit vials of BOTOX, each with 3 ml of sterile unpreserved normal saline
solution (0.9% sodium chloride solution for injection) and mix the vials gently.

o Draw 3 ml from the first vial and 1 ml from the second vial into one 10 ml syringe.

BOTOX® 100 Allergan Units, Powder for Solution for Injection 4/35
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e Draw 3 ml from the third vial and 1 ml from the fourth vial into a second 10 ml syringe.

e Draw the remaining 2 ml from the second and fourth vials into a third 10 ml syringe.

e Complete the reconstitution by adding 6 ml of sterile unpreserved normal saline solution (0.9%
sodium chloride solution for injection) into each of the three 10 ml syringes, and mix gently.

This will result in three 10 ml syringes containing a total of 200 Units of reconstituted BOTOX. Use

immediately after reconstitution in the syringe. Dispose of any unused saline.

Dilution instructions using two 100 Unit vials:

e Reconstitute two 100 Unit vials of BOTOX, each with 6 ml of sterile unpreserved normal
saline solution (0.9% sodium chloride solution for injection) and mix the vials gently.

o Draw 4 ml from each vial into each of two 10 ml syringes.

e Draw the remaining 2 ml from each vial into a third 10 ml syringe.

e Complete the reconstitution by adding 6 ml of sterile unpreserved normal saline solution
(0.9% sodium chloride solution for injection) into each of the three 10 ml syringes, and mix
gently.

This will result in three 10 ml syringes containing a total of 200 Units of reconstituted BOTOX.

Use immediately after reconstitution in the syringe. Dispose of any unused saline.

Dilution instructions using a 200 Unit vial:

e Reconstitute a 200 Unit vial of BOTOX with 6 ml of sterile unpreserved normal saline solution
(0.9% sodium chloride solution for injection) and mix the vial gently.

o Draw 2 ml from the vial into each of three 10 ml syringes.

e Complete the reconstitution by adding 8 ml of sterile unpreserved normal saline solution (0.9%
sodium chloride solution for injection) into each of the 10 ml syringes, and mix gently.

This will result in three 10 ml syringes containing a total of 200 Units of reconstituted BOTOX. Use

immediately after reconstitution in the syringe. Dispose of any unused saline.

Method of Administration

Refer to specific guidance for each indication described below.
BOTOX should only be given by physicians with appropriate qualifications, and expertise in the
treatment and the use of the required equipment.

Generally valid optimum dose levels and number of injection sites per muscle have not been established
for all indications. In these cases, individual treatment regimens should therefore be drawn up by the
physician. Optimum dose levels should be determined by titration but the recommended maximum dose
should not be exceeded.

NEUROLOGIC DISORDERS:

Focal spasticity associated with paediatric cerebral palsy

Recommended needle: Sterile 23-26 gauge/0.60-0.45 mm needle

Administration guidance: To be administered as a divided dose through single injections into the
medial and lateral heads of the affected gastrocnemius muscle.

Recommended dose: Hemiplegia: The initial recommended dose is 4 Units/kg body weight in
the affected limb.
Diplegia: The initial recommended dose is 6 Units/kg body weight
divided between the affected limbs.

Maximum total dose: 200 Units.
BOTOX® 100 Allergan Units, Powder for Solution for Injection 5/35
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Additional information:

Clinical improvement generally occurs within the first two weeks after
injection. Repeat doses should be administered when the clinical effect
of a previous injection diminishes but not more frequently than every
three months. It may be possible to adapt the dosage regimen to obtain
an interval of at least six months between treatment sessions.

Focal upper limb spasticity associated with stroke

Recommended needle:

Administration guidance:

Recommended dose:

Maximum total dose:

Additional information:

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

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 exact dosage and number of injection sites should be tailored to the
individual based on the size, number and location of muscles involved,
the severity of spasticity, presence of local muscle weakness, and the
patient response to previous treatment.

In controlled clinical trials the following doses were administered:

Muscle Total Dosage; Number of Sites
Flexor digitorum profundus 15 — 50 Units; 1-2 sites

Flexor digitorum sublimis 15 — 50 Units; 1-2 sites

Flexor carpi radialis 15 — 60 Units; 1-2 sites

Flexor carpi ulnaris 10 — 50 Units; 1-2 sites
Adductor Pollicis 20 Units; 1-2 sites

Flexor Pollicis Longus 20 Units; 1-2 sites

In controlled and open non-controlled clinical trials doses between 200
and 240 Units divided among selected muscles have been used at a
given treatment session. Re-injections should not occur before 12
weeks.

In controlled clinical trials patients were followed for 12 weeks after
single treatment. Improvement in muscle tone occurred within two
weeks with the peak effect generally seen within four to six weeks. In
an open, non-controlled continuation study, most of the patients were
re-injected after an interval of 12 to 16 weeks, when the effect on
muscle tone had diminished. These patients received up to four
injections with a maximal cumulative dose of 960 Units over 54 weeks.
If it is deemed appropriate by the treating physician, repeat doses may
be administered, when the effect of a previous injection has diminished.
The degree and pattern of muscle spasticity at the time of re-injection
may necessitate alterations in the dose of BOTOX and muscles to be
injected. The lowest effective dose should be used.

Focal lower limb spasticity associated with stroke

Recommended needle:

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

Recommended dose:

Additional information:

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:
%%L
'i= |:,|"

"
N

[Plantar view]

Tibialis posterior Flexor digitorum Flnlurd\:;‘ilurum
longus and brevis
Flexor hollucis
longus

The recommended dose for treating adult lower limb spasticity
involving the ankle and foot is 300 Units to 400 Units divided among
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

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, no sooner than 12 weeks after the previous
injection.

Blepharospasm/hemifacial spasm

Recommended needle:
Administration guidance:

Recommended dose:

Sterile, 27-30 gauge/0.40-0.30 mm needle.
Electromyographic guidance is not necessary.

The initial recommended dose is 1.25-2.5 Units injected into the medial
and lateral orbicularis oculi of the upper lid and the lateral orbicularis
oculi of the lower lid. Additional sites in the brow area, the lateral
orbicularis and in the upper facial area may also be injected if spasms
here interfere with vision.
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Maximum total dose:

Additional information:

ETIAL ® RATERRL. | METIAL

Cervical dystonia

Recommended needle:

Administration guidance:

The initial dose should not exceed 25 Units per eye. In the management
of blepharospasm total dosing should not exceed 100 Units every 12
weeks.

Avoiding injection near levator palpebrae superioris may reduce the
complication of ptosis. Avoiding medial lower lid injections, and
thereby reducing diffusion into the inferior oblique, may reduce the
complication of diplopia. The following diagrams indicate the possible
injection sites:

C LAEZAL

In general, the initial effect of the injections is seen within three days
and reaches a peak at one to two weeks post-treatment. Each treatment
lasts approximately three months, following which the procedure can
be repeated as needed. At repeat treatment sessions, the dose may be
increased up to two-fold if the response from the initial treatment is
considered insufficient. However, there appears to be little benefit
obtainable from injecting more than 5 Units per site. Normally no
additional benefit is conferred by treating more frequently than every
three months.

Patients with hemifacial spasm or VIIth nerve disorders should be
treated as for unilateral blepharospasm, with other affected facial
muscles (e.g. zygomaticus major, orbicularis oris) being injected as
needed.

Appropriately sized needle (usually 25-30 gauge/0.50-0.30 mm).

In clinical trials the treatment of cervical dystonia has typically included
injection of BOTOX into the sternocleidomastoid, levator scapulae,
scalene, splenius capitis, semispinalis, longissimus and/or the trapezius
muscle(s). This list is not exhaustive as any of the muscles responsible
for controlling head position may be involved and therefore require
treatment.

The muscle mass and the degree of hypertrophy or atrophy are factors
to be taken into consideration when selecting the appropriate dose.
Muscle activation patterns can change spontaneously in cervical
dystonia without a change in the clinical presentation of dystonia.
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Recommended dose:

Maximum total dose:

Additional information:

Chronic Migraine

Recommended needle:

Administration guidance:

In case of any difficulty in isolating the individual muscles, injections
should be made under electromyographic assistance.

No more than 200 Units total should be injected for the first course of
therapy, with adjustments made in subsequent courses dependent on the
initial response.

In initial controlled clinical trials to establish safety and efficacy for
cervical dystonia, doses of reconstituted BOTOX ranged from 140 to
280 Units. In more recent studies, the doses have ranged from 95 to
360 Units (with an approximate mean of 240 Units). As with any drug
treatment, initial dosing in a naive patient should begin at the lowest
effective dose. No more than 50 Units should be given at any one site.
No more than 100 Units should be given to the sternomastoid. To
minimise the incidence of dysphagia, the sternomastoid should not be
injected bilaterally.

A total dose of 300 Units at any one sitting should not be exceeded.
The optimal number of injection sites is dependent upon the size of the
muscle. Treatment intervals of less than 10 weeks are not recommended.

Clinical improvement generally occurs within the first two weeks after
injection. The maximum clinical benefit generally occurs
approximately six weeks post-injection. The duration of beneficial
effect reported in clinical trials showed substantial variation (from 2 to
33 weeks) with a typical duration of approximately 12 weeks.

Sterile 30-gauge, 0.5 inch needle

Injections should be divided across 7 specific head/neck muscle areas as
specified in the table below. A 1-inch needle may be needed in the neck
region for patients with extremely thick neck muscles. With the
exception of the procerus muscle, which should be injected at 1 site
(midline), all muscles should be injected bilaterally with half the
number of injections sites administered to the left, and half to the right
side of the head and neck. If there is a predominant pain location(s),
additional injections to one or both sides may be administered in up to 3
specific muscle groups (occipitalis, temporalis, and trapezius), up to the
maximum dose per muscle as indicated in the table below.

The following diagrams indicate the injection sites:
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D. Temporalis: 20 U each side E. Occipitalis: 15 U each side F. Cervical Paraspinal:
10 U each side

G. Trapezius:
15 U each side

The following diagrams indicate recommended muscle groups for
optional additional injections:

.

D. Temporalis: 5 U/site

A. Corrugator: 5 U each side
B. Procerus: 5 U (one site)

C. Frontalis: 10 U each side

] 7

E. Occipitalis: 5 U/site G. Trapezius: 5 U/site
(=2 additional sites) (=4 additional sites)

Recommended dose: 155 Units to 195 Units administered intramuscularly as 0.1 ml (5 Units)
injections to 31 and up to 39 sites.

(=2 additional sites)

BOTOX Dosing By Muscle for Chronic Migraine:

Recommended Dose
Head/Neck Area Total Dosage (number of sites?)
Corrugator® 10 Units (2 sites)
Procerus 5 Units (1 site)
Frontalis® 20 Units (4 sites)
Temporalis® 40 Units (8 sites) up to 50 Units (up to 10
sites)
Occipitalis® 30 Units (6 sites) up to 40 Units (up to 8
sites)
Cervical Paraspinal Muscle Group® 20 Units (4 sites)
Trapezius 30 Units (6 sites) up to 50 Units (up to 10
BOTOX® 100 Allergan Units, Powder for Solution for Injection 10/35
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sites)

Total Dose Range: 155 Units to 195 Units
31 to 39 sites

21 IM injection site = 0.1 ml =5 Units BOTOX
bDose distributed bilaterally

Additional information: The recommended retreatment schedule is every 12 weeks.

BLADDER DISORDERS:

Patients should not have a urinary tract infection at the time of treatment.
Prophylactic antibiotics should be administered 1-3 days pre-treatment, on the treatment day, and 1-3
days post-treatment.

It is recommended that patients discontinue anti-platelet therapy at least 3 days before the injection
procedure. Patients on anti-coagulant therapy need to be managed appropriately to decrease the risk of
bleeding.

For the management of urinary incontinence, BOTOX should be administered by physicians who are
experienced in the assessment and treatment of bladder dysfunction (eg, urologists and
urogynaecologists).

Overactive bladder

Recommended needle: A flexible or rigid cystoscope can be used. The injection needle should
be filled (primed) with approximately 1 ml of the reconstituted BOTOX
prior to the start of the injections (depending on the needle length) to
remove any air.

Administration guidance: Prior to injection an intravesical instillation of diluted local anaesthetic,
with or without sedation, may be used, per local site practice. If a local
anaesthetic instillation is performed, the bladder should be drained and
irrigated with sterile saline before the next steps of the procedure.

Reconstituted BOTOX (100 Units/10 ml) is injected into the detrusor
muscle via a flexible or rigid cystoscope, avoiding the trigone and base.
The bladder should be instilled with enough saline to achieve adequate
visualisation for the injections, but over-distension should be avoided.

The needle should be inserted approximately 2 mm into the detrusor,
and 20 injections of 0.5 ml each (total volume 10 ml) should be spaced
approximately 1 cm apart (see figure below). For the final injection,
approximately 1 ml of sterile normal saline should be injected so the
full dose is delivered. After the injections are given, the saline used for
bladder wall visualisation should not be drained so that patients can
demonstrate their ability to void prior to leaving the clinic. The patient
should be observed for at least 30 minutes post-injection and until a
spontaneous void has occurred.
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Bladder
base

Recommended dose:

Additional information:

Dome

Injection sites

The recommended dose is 100 Units of BOTOX, as 0.5 ml (5 Units)
injections across 20 sites in the detrusor.

Clinical improvement may occur within 2 weeks. Patients should be
considered for reinjection when the clinical effect of the previous
injection has diminished (median duration in phase 3 clinical studies
was 166 days [~24 weeks] based on patient request for re-treatment),
but no sooner than 3 months from the prior bladder injection.

Urinary incontinence due to neurogenic detrusor overactivity

Recommended needle:

Administration guidance:

Recommended dose:

Additional information:

A flexible or rigid cystoscope can be used. The injection needle should
be filled (primed) with approximately 1 ml prior to the start of the
injections (depending on the needle length) to remove any air.

Prior to injection, either an intravesical instillation of diluted anaesthetic
(with or without sedation) or general anaesthesia may be used, per local
site practice. If a local anaesthetic instillation is performed, the bladder
should be drained and rinsed with sterile saline before the next steps of
the injection procedure.

Reconstituted BOTOX (200 Units/30 ml) is injected into the detrusor
muscle via a flexible or rigid cystoscope, avoiding the trigone and base.
The bladder should be instilled with enough saline to achieve adequate
visualisation for the injections, but over-distension should be avoided.

The needle should be inserted approximately 2 mm into the detrusor,
and 30 injections of 1 ml each (total volume 30 ml) should be spaced
approximately 1 cm apart (see figure above). For the final injection,
approximately 1 ml of sterile normal saline should be injected so the
full dose is delivered. After the injections are given, the saline used for
bladder wall visualisation should be drained. The patient should be
observed for at least 30 minutes post-injection.

The recommended dose is 200 Units of BOTOX, as 1 ml (~6.7 Units)
injections across 30 sites in the detrusor.

Clinical improvement generally occurs within 2 weeks. Patients should
be considered for reinjection when the clinical effect of the previous
injection has diminished (median duration in phase 3 clinical studies
was 256-295 days (~36-42 weeks) for BOTOX 200 Units) based on
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patient request for re-treatment, but no sooner than 3 months from the
prior bladder injection.

SKIN AND SKIN APPENDAGE DISORDER:

Primary hyperhidrosis of the axillae

Recommended needle:

Administration guidance:

Recommended dose:

Maximum total dose:

Additional information:

ALL INDICATIONS:

Sterile 30-gauge needle.

The hyperhidrotic area may be defined by using standard staining
techniques, e.g. Minor’s iodine-starch test.

50 Units of BOTOX s injected intradermally, evenly distributed in
multiple sites approximately 1-2 cm apart within the hyperhidrotic area
of each axilla.

Doses other than 50 Units per axilla cannot be recommended.
Injections should not be repeated more frequently than every 16 weeks
(see section 5.1).

Clinical improvement generally occurs within the first week after
injection. Repeat injection of BOTOX can be administered when the
clinical effect of a previous injection diminishes and the treating
physician deems it necessary.

In case of treatment failure after the first treatment session, i.e. absence, at one month after injection, of

significant clinical improvement from baseline, the following actions should be taken:

- Clinical verification, which may include electromyographic examination in a specialist setting,
of the action of the toxin on the injected muscle(s);

- Analysis of the causes of failure, e.g. bad selection of muscles to be injected, insufficient dose,
poor injection technique, appearance of fixed contracture, antagonist muscles too weak,
formation of toxin-neutralising antibodies;

- Re-evaluation of the appropriateness of treatment with botulinum toxin type A;

- In the absence of any undesirable effects secondary to the first treatment session, instigate a
second treatment session as following: i) adjust the dose, taking into account the analysis of the
earlier treatment failure; ii) use EMG; and iii) maintain a three-month interval between the two

treatment sessions.

In the event of treatment failure or diminished effect following repeat injections alternative treatment

methods should be employed.

In treating adult patients, including when treating for multiple indications, the maximum cumulative
dose should not exceed 400 Units, in a 12 weeks interval

4.3 Contraindications

BOTOX is contraindicated:

- inindividuals with a known hypersensitivity to botulinum toxin type A or to any of the excipients

listed in section 6.1;

- in the presence of infection at the proposed injection site(s).
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BOTOX for management of bladder disorders is also contraindicated:

- in patients who have a urinary tract infection at the time of treatment;

- in patients with acute urinary retention at the time of treatment, who are not routinely catheterising;
- in patients who are not willing and/or able to initiate catheterisation post-treatment if required.

4.4 Special warnings and precautions for use

The recommended dosages and frequencies of administration of BOTOX should not be exceeded due to
the potential for overdose, exaggerated muscle weakness, distant spread of toxin and the formation of
neutralising antibodies. Initial dosing in treatment naive patients should begin with the lowest
recommended dose for the specific indication.

Prescribers and patients should be aware that side effects can occur despite previous injections being
well tolerated. Caution should therefore be exercised on the occasion of each administration.

Side effects related to spread of toxin distant from the site of administration have been reported (see
section 4.8), sometimes resulting in death, which in some cases was associated with dysphagia,
pneumonia and/or significant debility. The symptoms are consistent with the mechanism of action of
botulinum toxin and have been reported hours to weeks after injection. The risk of symptoms is
probably greatest in patients who have underlying conditions and comorbidities that would predispose
them to these symptoms, including children and adults treated for spasticity, and are treated with high
doses.

Patients treated with therapeutic doses may also experience exaggerated muscle weakness.

Consideration should be given to the risk-benefit implications for the individual patient before
embarking on treatment with BOTOX.

Dysphagia has also been reported following injection to sites other than the cervical musculature (see
section 4.4 *cervical dystonia’).

BOTOX should only be used with extreme caution and under close supervision in patients with
subclinical or clinical evidence of defective neuromuscular transmission e.g. myasthenia gravis or
Lambert-Eaton Syndrome in patients with peripheral motor neuropathic diseases (e.g. amyotrophic
lateral sclerosis or motor neuropathy) and in patients with underlying neurological disorders. Such
patients may have an increased sensitivity to agents such as BOTOX, even at therapeutic doses, which
may result in excessive muscle weakness and an increased risk of clinically significant systemic effects
including severe dysphagia and respiratory compromise. The botulinum toxin product should be used
under specialist supervision in these patients and should only be used if the benefit of treatment is
considered to outweigh the risk. Patients with a history of dysphagia and aspiration should be treated
with extreme caution.

Patients or caregivers should be advised to seek immediate medical care if swallowing, speech or
respiratory disorders arise.

As with any treatment with the potential to allow previously-sedentary patients to resume activities, the
sedentary patient should be cautioned to resume activity gradually.

The relevant anatomy, and any alterations to the anatomy due to prior surgical procedures, must be
understood prior to administering BOTOX and injection into vulnerable anatomic structures must be
avoided.
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Pneumothorax associated with injection procedure has been reported following the administration of
BOTOX near the thorax. Caution is warranted when injecting in proximity to the lung (particularly the
apices) or other vulnerable anatomic structures

Serious adverse events including fatal outcomes have been reported in patients who had received off-
label injections of BOTOX directly into salivary glands, the oro-lingual-pharyngeal region, oesophagus
and stomach. Some patients had pre-existing dysphagia or significant debility.

Serious and/or immediate hypersensitivity reactions have been rarely reported including anaphylaxis,
serum sickness, urticaria, soft tissue oedema, and dyspnoea. Some of these reactions have been reported
following the use of BOTOX either alone or in conjunction with other products associated with similar
reactions. If such a reaction occurs further injection of BOTOX should be discontinued and appropriate
medical therapy, such as epinephrine, immediately instituted. One case of anaphylaxis has been reported
in which the patient died after being injected with BOTOX inappropriately diluted with 5 ml of 1%
lidocaine.

As with any injection, procedure-related injury could occur. An injection could result in localised
infection, pain, inflammation, paraesthesia, hypoaesthesia, tenderness, swelling, erythema, and/or
bleeding/bruising. Needle-related pain and/or anxiety may result in vasovagal responses, e.g. syncope,
hypotension, etc.

Caution should be used when BOTOX is used in the presence of inflammation at the proposed injection
site(s) or when excessive weakness or atrophy is present in the target muscle. Caution should also be
exercised when BOTOX is used for treatment of patients with peripheral motor neuropathic diseases
(e.g. amyotrophic lateral sclerosis or motor neuropathy).

There have also been reports of adverse events following administration of BOTOX involving the
cardiovascular system, including arrhythmia and myocardial infarction, some with fatal outcomes.
Some of these patients had risk factors including cardiovascular disease.

New onset or recurrent seizures have been reported, typically in adult and paediatric patients, who are
predisposed to experiencing these events. The exact relationship of these events to the botulinum toxin
injection has not been established. The reports in children were predominantly from cerebral palsy
patients treated for spasticity.

Formation of neutralising antibodies to botulinum toxin type A may reduce the effectiveness of BOTOX
treatment by inactivating the biological activity of the toxin. Results from some studies suggest that
BOTOX injections at more frequent intervals or at higher doses may lead to greater incidence of
antibody formation. When appropriate, the potential for antibody formation may be minimised by
injecting with the lowest effective dose given at the longest clinically indicated intervals between
injections.

Clinical fluctuations during the repeated use of BOTOX (as with all botulinum toxins) may be a result
of different vial reconstitution procedures, injection intervals, muscles injected and slightly differing
potency values given by the biological test method used.

Paediatric Use

The safety and efficacy of BOTOX in indications other than those described for the paediatric
population in section 4.1 has not been established. Post-marketing reports of possible distant spread of
toxin have been very rarely reported in paediatric patients with comorbidities, predominantly with
cerebral palsy. In general the dose used in these cases was in excess of that recommended (see section
4.8).
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There have been rare spontaneous reports of death sometimes associated with aspiration pneumonia in
children with severe cerebral palsy after treatment with botulinum toxin, including following off-label
use (e.g. neck area). Extreme caution should be exercised when treating paediatric patients who have
significant neurologic debility, dysphagia, or have a recent history of aspiration pneumonia or lung
disease. Treatment in patients with poor underlying health status should be administered only if the
potential benefit to the individual patient is considered to outweigh the risks.

NEUROLOGIC DISORDERS:

Focal spasticity associated with paediatric cerebral palsy and focal spasticity of the ankle and foot,
hand and wrist in adult post-stroke patients

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 spasticity of the ankle and foot 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 post-stroke spasticity who may be at
increased risk of fall.

e BOTOX should be used with caution for the treatment of focal spasticity of the ankle and foot
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.

e BOTOX should only be used for the treatment of post-stroke lower limb spasticity following
evaluation by health care professionals experienced in the management of the rehabilitation of
post-stroke patients.

There have been post-marketing-reports of death (sometimes associated with aspiration pneumonia) and
of possible distant spread of toxin in children with co-morbidities, predominantly cerebral palsy
following treatment with botulinum toxin. See warnings under section 4.4, “Paediatric use”.

Blepharospasm
Reduced blinking following botulinum toxin injection into the orbicularis muscle can lead to corneal

exposure, persistent epithelial defect, and corneal ulceration, especially in patients with VII nerve
disorders. Careful testing of corneal sensation in eyes previously operated upon, avoidance of injection
into the lower lid area to avoid ectropion, and vigorous treatment of any epithelial defect should be
employed. This may require protective drops, ointment, therapeutic soft contact lenses, or closure of
the eye by patching or other means.

Ecchymosis occurs easily in the soft eyelid tissues. This can be minimised by applying gentle pressure
at the injection site immediately after injection.

Because of the anticholinergic activity of botulinum toxin, caution should be exercised when treating
patients at risk for angle closure glaucoma, including patients with anatomically narrow angles.

Cervical dystonia

Patients with cervical dystonia should be informed of the possibility of experiencing dysphagia which
may be very mild, but could be severe. Dysphagia may persist for two to three weeks after injection,
but has been reported to last up to five months post-injection. Consequent to the dysphagia there is the
potential for aspiration, dyspnoea and occasionally the need for tube feeding. In rare cases dysphagia
followed by aspiration pneumonia and death has been reported.
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Limiting the dose injected into the sternocleidomastoid muscle to less than 100 Units may decrease the
occurrence of dysphagia. Patients with smaller neck muscle mass, or patients who receive bilateral
injections into the sternocleidomastoid muscle, have been reported to be at greater risk of dysphagia.
Dysphagia is attributable to the spread of the toxin to the oesophageal musculature. Injections into the
levator scapulae may be associated with an increased risk of upper respiratory infection and dysphagia.

Dysphagia may contribute to decreased food and water intake resulting in weight loss and dehydration.
Patients with subclinical dysphagia may be at increased risk of experiencing more severe dysphagia
following a BOTOX injection.

Chronic migraine

Safety and efficacy have not been established in prophylaxis of headaches in patients with episodic
migraine (headaches on < 15 days per month) or chronic tension type headache. Safety and efficacy of
BOTOX in patients with medication overuse headache (secondary headache disorder) has not been
studied.

BLADDER DISORDERS:

Appropriate medical caution should be exercised when performing a cystoscopy.

In patients who are not catheterising, post-void residual urine volume should be assessed within 2 weeks
post-treatment and periodically as medically appropriate up to 12 weeks. Patients should be instructed
to contact their physician if they experience difficulties in voiding as catheterisation may be required.

Overactive bladder
Men with overactive bladder and signs or symptoms of urinary obstruction should not be treated with
BOTOX.

Urinary incontinence due to neurogenic detrusor overactivity
Autonomic dysreflexia associated with the procedure can occur. Prompt medical attention may be
required.

SKIN AND SKIN APPENDAGE DISORDER:

Primary hyperhidrosis of the axillae

Medical history and physical examination, along with specific additional investigations as required,
should be performed to exclude potential causes of secondary hyperhidrosis (e.g. hyperthyroidism,
phaeochromocytoma). This will avoid symptomatic treatment of hyperhidrosis without the diagnosis
and/or treatment of underlying disease.

4.5 Interaction with other medicinal products and other forms of interaction

Theoretically, the effect of botulinum toxin may be potentiated by aminoglycoside antibiotics or
spectinomycin, or other medicinal products that interfere with neuromuscular transmission (e.g.
neuromuscular blocking agents).

The effect of administering different botulinum neurotoxin serotypes at the same time or within several
months of each other is unknown. Excessive neuromuscular weakness may be exacerbated by
administration of another botulinum toxin prior to the resolution of the effects of a previously
administered botulinum toxin.

No interaction studies have been performed. No interactions of clinical significance have been reported.
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Paediatric Population
No interaction studies have been performed in children.

4.6 Fertility, pregnancy and lactation

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.
BOTOX should not be used during pregnancy and in women of childbearing potential not using
contraception unless clearly necessary.

Breast-feeding
There is no information on whether BOTOX is excreted in human milk. The use of BOTOX during

breast-feeding cannot be recommended.

Fertility

There are no adequate data on the effects on fertility from the use of botulinum toxin type A in women
of childbearing potential. Studies in male and female rats have shown fertility reductions (see section
5.3).

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. However,
BOTOX may cause asthenia, muscle weakness, dizziness and visual disturbance, which could affect
driving and using machines.

4.8 Undesirable effects

General

In controlled clinical trials, adverse events considered by the investigators to be related to BOTOX were
reported in 35% of the patients with blepharospasm, 28% with cervical dystonia, 17% with paediatric
cerebral palsy, 11% with primary hyperhidrosis of the axillae, 16% with focal spasticity of the upper
limb associated with stroke and 15% with focal spasticity of the lower limb associated with stroke. In
clinical trials for overactive bladder the incidence was 26% with the first treatment and 22% with a
second treatment. In clinical trials for urinary incontinence due to neurogenic detrusor overactivity, the
incidence was 32% with the first treatment and declined to 18% with a second treatment. In clinical
trials for chronic migraine, the incidence was 26% with the first treatment and declined to 11% with a
second treatment.

In general, adverse reactions occur within the first few days following injection and, while generally
transient, may have a duration of several months or, in rare cases, longer.

Local muscle weakness represents the expected pharmacological action of botulinum toxin in muscle
tissue. However, weakness of adjacent muscles and/or muscles remote from the site of injection has
been reported.

As is expected for any injection procedure, localised pain, inflammation, paraesthesia, hypoaesthesia,
tenderness, swelling/oedema, erythema, localised infection, bleeding and/or bruising have been
associated with the injection. Needle-related pain and/or anxiety have resulted in vasovagal responses,
including transient symptomatic hypotension and syncope. Fever and flu syndrome have also been
reported after injections of botulinum toxin.
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The side effects are classified into the following categories, depending on how often they occur:

Very common affects more than 1 user in 10
Common affects 1 to 10 users in 100
Uncommon affects 1 to 10 users in 1,000
Rare affects 1 to 10 users in 10,000
Very rare affects less than 1 user in 10,000

Below are lists of side effects which vary depending on the part of the body where BOTOX is injected.

NEUROLOGIC DISORDERS:

Focal spasticity associated with paediatric cerebral palsy

System Organ Class Preferred Term Frequency
Infections and infestations Viral infection, ear infection Very Common
Nervous system disorders Somnolence, gait disturbance, paraesthesia Common
Skin and subcutaneous tissue Rash Common
disorders
Musculoskeletal and connective Myalgia, muscular weakness, pain in Common
tissue disorders extremity
Renal and urinary disorders Urinary incontinence Common
Injury, poisoning and procedural Fall Common
complications
General disorders and Malaise, injection site pain, asthenia Common
administration site conditions
Focal upper limb spasticity associated with stroke
System Organ Class Preferred Term Frequency
Psychiatric disorders Depression, insomnia Uncommon
Nervous system disorders Hypertonia Common
Hypoasthesia, headache, paraesthesia, Uncommon
incoordination, amnesia
Ear and labyrinth disorders Vertigo Uncommon
Vascular disorders Orthostatic hypotension Uncommon
Gastrointestinal disorders Nausea, paraesthesia oral Uncommon
Skin and subcutaneous tissue Ecchymosis, purpura Common
disorders Dermatitis, pruritus, rash Uncommon
Musculoskeletal and connective Pain in extremity, muscle weakness Common
tissue disorders Arthralgia, bursitis Uncommon
General disorders and Injection site pain, pyrexia, influenza-like Common
administration site conditions ilness, injection site haemorrhage, injection
site irritation
Asthenia, pain, injection site hypersensitivity, | Uncommon
malaise, oedema peripheral
Some of the uncommon events may be disease related.
Focal lower limb spasticity associated with stroke
| System Organ Class | Preferred Term | Frequency
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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.
Blepharospasm, hemifacial spasm and associated dystonias
System Organ Class Preferred Term Frequency
Nervous system disorders Dizziness, facial paresis, facial palsy Uncommon
Eye disorders Eyelid ptosis Very Common
Punctate keratitis, lagophthalmos, dry eye, Common
photophobia, eye irritation, lacrimation
increase
Keratitis, ectropion, diplopia, entropion, Uncommon
visual disturbance, vision blurred
Eyelid oedema Rare
Ulcerative keratitis, corneal epithelium Very Rare
defect, corneal perforation
Skin and subcutaneous tissue Ecchymosis Common
disorders Rash/dermatitis Uncommon
General disorders and Irritation, face oedema Common
administration site conditions Fatigue Uncommon
Cervical dystonia
System Organ Class Preferred Term Frequency
Infections and infestations Rhinitis, upper respiratory tract infection Common
Nervous system disorders Dizziness, hypertonia, hypoaesthesia, Common
somnolence, headache
Eye disorders Diplopia, eyelid ptosis Uncommon
Respiratory, thoracic and Dyspnoea, dysphonia Uncommon
mediastinal disorders
Gastrointestinal disorders Dysphagia Very common
Dry mouth, nausea Common
Musculoskeletal and connective Muscular weakness Very common
tissue disorders Musculoskeletal stiffness, soreness Common
General disorders and Pain Very common
administration site conditions Asthenia, influenza-like illness, malaise Common
Pyrexia Uncommon
Chronic migraine
System Organ Class Preferred Term Frequency
Nervous system disorders Headache, migraine, facial paresis Common
Eye disorders Eyelid ptosis Common
Skin and subcutaneous tissue Pruritis, rash Common
disorders Pain of skin Uncommon
Musculoskeletal and connective Neck pain, myalgia, musculoskeletal pain, Common
BOTOX® 100 Allergan Units, Powder for Solution for Injection 20/35
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tissue disorders

musculoskeletal stiffness, muscle spasms,
muscle tightness, muscular weakness

Pain in jaw Uncommon
General disorders and Injection site pain Common
administration site conditions
Gastrointestinal disorders Dysphagia Uncommon

The discontinuation rate due to adverse events in these phase 3 trials was 3.8% for BOTOX vs. 1.2% for

placebo.

BLADDER DISORDERS:

Overactive bladder

System Organ Class Preferred Term Frequency
Infections and infestations Urinary tract infection Very common
Bacteriuria Common
Renal and urinary disorders Dysuria Very common
Urinary retention, pollakiuria, leukocyturia Common
Investigations Residual urine volume* Common

*elevated post-void residual urine volume (PVR) not requiring catheterisation

Procedure-related adverse reactions that occurred with a common frequency were dysuria and
haematuria.

Clean intermittent catheterisation was initiated in 6.5% of patients following treatment with BOTOX
100 Units versus 0.4% in the placebo group.

Of 1242 patients in the placebo-controlled clinical studies, 41.4% of patients (n = 514) were > 65 years
of age and 14.7% (n = 182) were >75 years of age. No overall difference in the safety profile following
BOTOX treatment was observed between patients >65 years compared to patients <65 years in these
studies, with the exception of urinary tract infection where the incidence was higher in elderly patients

in both the placebo and BOTOX groups compared to the younger patients.

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

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**b

Very Common

tissue disorders

Psychiatric disorders Insomnia® Common
Gastrointestinal disorders Constipation? Common
Musculoskeletal and connective Muscular weakness?, muscle spasm? Common

Renal and urinary disorders

Urinary retention®?

Very Common

complications

Haematuria*®°, dysuria*®, Common
bladder diverticulum?
General disorders and Fatigue?, gait disturbance? Common
administration site conditions
Injury, poisoning and procedural Autonomic dysreflexia*?, fall? Common

* procedure-related adverse reactions

** elevated PVR not requiring catheterisation
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a Adverse reactions occurring in the Phase 2 and pivotal Phase 3 clinical trials
b Adverse reactions occurring in the post-approval study of BOTOX 100U in MS patients not
catheterising at baseline

In clinical trials urinary tract infection was reported in 49.2% of patients treated with 200 Units BOTOX
and in 35.7% of patients treated with placebo (53.0% of multiple sclerosis patients treated with 200
Units vs. 29.3% with placebo; 45.4% of spinal cord injury patients treated with 200 Units vs. 41.7%
with placebo). Urinary retention was reported in 17.2% of patients treated with 200 Units BOTOX and
in 2.9% of patients treated with placebo (28.8% of multiple sclerosis patients treated with 200 Units vs.
4.5% with placebo; 5.4% of spinal cord injury patients treated with 200 Units vs. 1.4% with placebo).

No change in the type of adverse reactions was observed with repeat dosing.

No difference on the multiple sclerosis (MS) exacerbation annualised rate (i.e. number of MS
exacerbation events per patient-year) was observed (BOTOX=0.23, placebo=0.20) in the MS patients
enrolled in the pivotal studies, nor in the post-approval study of BOTOX 100 Units in MS patients not
catheterising at baseline (BOTOX=0, placebo=0.07).

In the pivotal studies, among patients who were not catheterising at baseline prior to treatment,
catheterisation was initiated in 38.9% following treatment with BOTOX 200 Units versus 17.3% on
placebo.

In the post-approval study of BOTOX 100 Units in MS patients not catheterising at baseline,
catheterisation was initiated in 15.2% of patients following treatment with BOTOX 100 Units versus
2.6% on placebo (refer to Section 5.1).

SKIN AND SKIN APPENDAGE DISORDER:

Primary hyperhidrosis of the axillae

System Organ Class Preferred Term Frequency
Nervous system disorders Headache, paraesthesia Common
Vascular disorders Hot flushes Common
Gastrointestinal disorders Nausea Uncommon
Skin and subcutaneous tissue | Hyperhidrosis (non axillary sweating), skin | Common
disorders odour abnormal, pruritus, subcutaneous

nodule, alopecia
Musculoskeletal and connective | Pain in extremity Common
tissue disorders Muscular weakness, myalgia, arthropathy Uncommon
General disorders and | Injection site pain Very Common
administration site conditions Pain, injection site oedema, injection site | Common

haemorrhage, injection site hypersensitivity,

injection site irritation, asthenia, injection site

reactions

In the management of primary axillary hyperhidrosis, increase in non axillary sweating was reported in
4.5% of patients within 1 month after injection and showed no pattern with respect to anatomical sites
affected. Resolution was seen in approximately 30% of the patients within four months.

Weakness of the arm has been also reported uncommonly (0.7%) and was mild, transient, did not
require treatment and recovered without sequelae. This adverse event may be related to treatment,
injection technique, or both. In the uncommon event of muscle weakness being reported a neurological
examination may be considered. In addition, a re-evaluation of injection technique prior to subsequent
injection is advisable to ensure intradermal placement of injections.
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In an uncontrolled safety study of BOTOX (50 Units per axilla) in paediatric patients 12 to 17 years of
age (n=144), adverse reactions occurring in more than a single patient (2 patients each) comprised
injection site pain and hyperhidrosis (non-axillary sweating).

Additional information

The following list includes adverse drug reactions or other medically relevant adverse events that have
been reported since the drug has been marketed, regardless of indication, and may be in addition to
those cited in section 4.4 (Special warnings and precautions for use), and section 4.8 (Undesirable
effects);

System Organ Class Preferred Term

Immune system disorders Anaphylaxis, angioedema, serum sickness, urticaria

Metabolism and nutrition disorders Anorexia

Nervous system disorders Brachial plexopathy, dysphonia, dysarthria, facial paresis,
hypoaesthesia, muscle weakness, myasthenia gravis, peripheral
neuropathy, paraesthesia, radiculopathy, seizures, syncope, facial

palsy

Eye disorders Angle-closure glaucoma (for treatment of blepharospasm),
strabismus, vision blurred, visual disturbance, dry eye (associated

with periocular injections)

Ear and labyrinth disorders

Hypoacusis, tinnitus, vertigo

Cardiac disorders

Arrhythmia, myocardial infarction

Respiratory, thoracic and mediastinal

Aspiration pneumonia (some with fatal outcome), dyspnoea,

disorders respiratory depression, respiratory failure

Gastrointestinal disorders Abdominal pain, diarrhoea, constipation, dry mouth, dysphagia,

nausea, vomiting

Skin and subcutaneous tissue
disorders

Alopecia, dermatitis psoriasiform,
hyperhidrosis, madarosis, pruritus, rash

erythema  multiforme,

Musculoskeletal and connective
tissue disorders

Muscle atrophy, myalgia, localised muscle twitching/involuntary
muscle contractions

General disorders and administration
site conditions

Denervation atrophy, malaise, pyrexia

BOTOX® 100 Allergan Units, Powder for Solution for Injection

Reporting of suspected adverse reactions

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. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system listed
in Appendix V.

4.9 Overdose

Overdose of BOTOX is a relative term and depends upon dose, site of injection, and underlying tissue
properties. No cases of systemic toxicity resulting from accidental injection of BOTOX have been
observed. Excessive doses may produce local, or distant, generalised and profound neuromuscular
paralysis.

No cases of ingestion of BOTOX have been reported.

Signs and symptoms of overdose are not apparent immediately post-injection. Should accidental
injection or ingestion occur or overdose be suspected, the patient should be medically monitored for up
to several weeks for progressive signs and symptoms of muscular weakness, which could be local or
distant from the site of injection, that may include ptosis, diplopia, dysphagia, dysarthria, generalised
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weakness or respiratory failure. These patients should be considered for further medical evaluation and
appropriate medical therapy immediately instituted, which may include hospitalisation.

If the musculature of the oropharynx and oesophagus are affected, aspiration may occur which may lead
to development of aspiration pneumonia. If the respiratory muscles become paralysed or sufficiently
weakened, intubation and assisted respiration will be required until recovery takes place and may
involve the need for a tracheostomy and prolonged mechanical ventilation in addition to other general
supportive care.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other Muscle relaxants, peripherally acting agents
ATC code: M0O3A X01

Mechanism of action

Botulinum toxin type A blocks peripheral acetylcholine release at presynaptic cholinergic nerve
terminals by cleaving SNAP-25, a protein integral to the successful docking and release of acetylcholine
from vesicles situated within the nerve endings.

Pharmacodynamic effect

After injection, there is an initial rapid high-affinity binding of toxin to specific cell surface receptors.
This is followed by transfer of the toxin across the plasma membrane by receptor-mediated endocytosis.
Finally, the toxin is released into the cytosol. This latter process is accompanied by progressive
inhibition of acetylcholine release; clinical signs are manifest within 2-3 days, with peak effect seen
within 5-6 weeks of injection. Clinical evidence suggests that BOTOX reduces pain and neurogenic
inflammation and elevates cutaneous heat pain thresholds in a capsaicin induced trigeminal sensitization
model.

Recovery after intramuscular injection takes place normally within 12 weeks of injection as nerve
terminals sprout and reconnect with the endplates. After intradermal injection, where the target is the
eccrine sweat glands the effect lasted an average of 7.5 months after the first injection in patients
treated with 50 Units per axilla. However, in 27.5 % of patients the duration of effect was 1 year or
greater. Recovery of sympathetic nerve endings that innervate sweat glands after intradermal injection
with BOTOX has not been studied.

Following intradetrusor injection, BOTOX affects the efferent pathways of detrusor activity via
inhibition of acetylcholine release. In addition BOTOX may inhibit afferent neurotransmitters and
sensory pathways.

Clinical efficacy and safety

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
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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 CGI 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
FHaL 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)

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.

Significant improvement compared to placebo was observed in the primary endpoint for the overall
change from baseline up to week 12 in the MAS ankle score, which was calculated using the area under
the curve (AUC) approach. Significant improvements compared to placebo were also observed for the
mean change from baseline in MAS ankle score at individual post-treatment visits at weeks 4, 6 and 8.
The proportion of responders (patients with at least a 1 grade improvement) was also significantly
higher than in placebo treated patients at these visits.

BOTOX treatment was also associated with significant improvement in the investigator’s clinical global
impression (CGI) of functional disability (secondary endpoint, no multiplicity adjustment) compared to
placebo. There was no clinically meaningful improvement in function as measured by the Physician’s
Rating Scale (PRS) and speed of gait.

Results from the phase 3 study are presented below.

Primary and Key Secondary Efficacy Endpoints

BOTOX Placebo p-value
(N=58) (N=62)
Mean AUC in MAS Score
AUC (day 0 to week 12) -8.5 -5.1 0.006
Mean Change from Baseline in
MAS Score
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Baseline 3.28 3.24

Week 1 -0.61 -0.52 0.222
Week 4 -0.88 -0.43 <0.001
Week 6 -0.91 -0.47 <0.001
Week 8 -0.82 -0.43 <0.001
Week 12 -0.56 -0.40 0.240

Percentage of Responders*

Week 1 52.6% 38.7% 0.128
Week 4 67.9% 30.6% <0.001
Week 6 68.4% 36.1% <0.001
Week 8 66.7% 32.8% <0.001
Week 12 44.4% 34.4% 0.272

*Patients with at least a 1 grade improvement from baseline in MAS score

A consistent response was observed with re-treatment.
Chronic migraine
BOTOX blocks the release of neurotransmitters associated with the genesis of pain. The mechanism of
action of BOTOX for symptom relief in chronic migraine is not fully established. Pre-clinical and
clinical pharmacodynamic studies suggest that BOTOX suppresses peripheral sensitisation, thereby
possibly also inhibiting central sensitisation.

The main results achieved from the pooled efficacy analysis after two BOTOX treatments administered
at a 12-week interval from two phase 3 clinical trials in chronic migraine patients, who during a 28-day
baseline period had at least 4 episodes and > 15 headache days (with at least 4 hours of continuous
headache), with at least 50% of headache days being migraine/probable migraine days, are shown in the

table below:
Mean change from baseline at Week 24 BOTOX Placebo p-value
N=688 N=696

Frequency of headache days -8.4 -6.6 p<0.001
Frequency of moderate/severe headache days -1.7 -5.8 p<0.001
Frequency of migraine/probable migraine days -8.2 -6.2 p<0.001
% patients with 50% reduction in headache days 47% 35% p<0.001
Total cumulative hours of headache on headache -120 -80 p<0.001
days

Frequency of headache episodes -5.2 -4.9 p=0.009
Total Headache Impact Test (HIT-6) scores -4.8 -2.4 p<0.001

Although the studies were not powered to show differences in subgroups, the treatment effect appeared
smaller in the subgroup of male patients (N=188) and non-Caucasians (N= 137) than in the whole study
population.

BLADDER DISORDERS

Overactive bladder

Two double-blind, placebo-controlled, randomised, multi-centre, 24 week Phase 3 clinical studies were
conducted in patients with overactive bladder with symptoms of urinary incontinence, urgency and
frequency. A total of 1105 patients, whose symptoms had not been adequately managed with at least
one anticholinergic therapy (inadequate response or intolerable side effects), were randomised to
receive either 100 Units of BOTOX (n=557), or placebo (n=548).
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In both studies, significant improvements compared to placebo in the change from baseline in daily
frequency of urinary incontinence episodes were observed for BOTOX (100 Units) at the primary time
point of week 12 (baseline was 5.49 for BOTOX and 5.39 for placebo), including the proportion of dry
patients. Using the Treatment Benefit Scale, the proportion of patients reporting a positive treatment
response (their condition had been “greatly improved’ or ‘improved’) was significantly greater in the
BOTOX group compared to the placebo group in both studies. Significant improvements compared to
placebo were also observed for the daily frequency of micturition, urgency and nocturia episodes.
Volume voided per micturition was also significantly higher. Significant improvements were observed
in all OAB symptoms from week 2.

BOTOX treatment was associated with significant improvements over placebo in health-related quality
of life as measured by the Incontinence Quality of Life (I-QOL) questionnaire (including avoidance and
limiting behaviour, psychosocial impact and social embarrassment), and the King’s Health
Questionnaire (KHQ) (including incontinence impact, role limitations, social limitations, physical
limitations, personal relationships, emotions, sleep/energy and severity/coping measures).

No overall difference in effectiveness following BOTOX treatment was observed between patients >65
years compared to <65 years.

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:
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BOTOX Placebo p-value
100 Units (N=548)
(N=557)
Daily Frequency of Urinary
Incontinence Episodes*
Mean Baseline 5.49 5.39
Mean Change at Week 2 -2.85 -1.21 <0.001
Mean Change at Week 6 -3.11 -1.22 <0.001
Mean Change at Week 122 -2.80 -0.95 <0.001
Proportion with Positive Treatment
Response using Treatment Benefit
Scale (%)
Week 2 64.4 34.7 <0.001
Week 6 68.1 32.8 <0.001
Week 122 61.8 28.0 <0.001
Daily Frequency of Micturition
Episodes
Mean Baseline 11.99 11.48
Mean Change at Week 2 -1.53 -0.78 <0.001
Mean Change at Week 6 -2.18 -0.97 <0.001
Mean Change at Week 12° -2.35 -0.87 <0.001
Daily Frequency of Urgency Episodes
Mean Baseline 8.82 8.31
Mean Change at Week 2 -2.89 -1.35 <0.001
Mean Change at Week 6 -3.56 -1.40 <0.001
Mean Change at Week 12° -3.30 -1.23 <0.001
Incontinence Quality of Life Total
Score
Mean Baseline 34.1 34.7
Mean Change at Week 12 +22.5 +6.6 <0.001
King’s Health Questionnaire: Role
Limitation
Mean Baseline 65.4 61.2
Mean Change at Week 12 -25.4 -3.7 <0.001
King’s Health Questionnaire: Social
Limitation
Mean Baseline 44.8 42.4
Mean Change at Week 12 -16.8 -2.5 <0.001

* Percentage of patients who were dry (without incontinence) at week 12 was 27.1% for the BOTOX
group and 8.4% for the placebo group. The proportions achieving at least a 75% and 50% reduction
from baseline in urinary incontinence episodes were 46.0% and 60.5% in the BOTOX group compared
to 17.7% and 31.0% in the placebo group, respectively.

2 Co-primary endpoints

® Secondary endpoints

¢Pre-defined minimally important change from baseline was +10 points for I-QOL and -5 points for
KHQ

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).

Although only a limited number of patients aged <40 years (n=88, 8.0%), non-Caucasians (n=101,
9.1%) and males (n=135, 12.2%) were studied in the two Phase 3 clinical studies, data in these
subgroups were supportive of a positive treatment effect. A higher incidence of the adverse events of
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urinary retention, residual urine volume, and pollakiuria was observed in males compared to females.
Results for the co-primary endpoints in males are presented below:

Co-primary Efficacy Endpoints at Baseline and Change from Baseline in Male Patients (Pooled
Pivotal Studies):

BOTOX Placebo p-value
100 Units (N=74)
(N=61)
Daily Frequency of Urinary
Incontinence Episodes
Mean Baseline 5.61 4.33
Mean Change at Week 12 -1.86 -1.23 0.612
Proportion with Positive Treatment
Response using Treatment Benefit
Scale (%)
Week 12 40.7 25.4 0.060

A total of 839 patients were evaluated in a long-term open-label extension study (n=758 females, n=81
males). For all efficacy endpoints, patients experienced consistent response with re-treatments. In the
subset of 345 patients (n=316 females, n=29 males), who had reached week 12 of treatment cycle 3, the
mean reductions in daily frequency of urinary incontinence were -3.07, -3.49, and -3.49 episodes at
week 12 after the first, second, and third BOTOX 100 Unit treatments, respectively. The corresponding
proportions of patients with a positive treatment response on the Treatment Benefit Scale were 63.6%,
76.9%, and 77.3%, respectively.

In the pivotal studies, none of the 615 patients with analysed specimens developed neutralising
antibodies. In patients with analysed specimens from the pivotal phase 3 and the open-label extension
studies, neutralising 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 neutralising 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

Two double-blind, placebo-controlled, randomised, multi-centre Phase 3 clinical studies were
conducted in patients with urinary incontinence due to neurogenic detrusor overactivity who were either
spontaneously voiding or using catheterisation. A total of 691 spinal cord injury or multiple sclerosis
patients, not adequately managed with at least one anticholinergic agent, were enrolled. These patients
were randomised to receive either 200 Units of BOTOX (n=227), 300 Units of BOTOX (n=223), or
placebo (n=241).

In both phase 3 studies, significant improvements compared to placebo in the primary efficacy variable
of change from baseline in weekly frequency of incontinence episodes were observed favouring
BOTOX (200 Units and 300 Units) at the primary efficacy time point at week 6, including the
percentage of dry patients. Significant improvements in urodynamic parameters including increase in
maximum cystometric capacity and decreases in peak detrusor pressure during the first involuntary
detrusor contraction were observed. Significant improvements, compared with placebo, in patient
reported incontinence specific health-related quality of life scores as measured by the I-QOL (including
avoidance limiting behaviour, psychosocial impact and social embarrassment) were also observed. No
additional benefit of BOTOX 300 Units over 200 Units was demonstrated and a more favourable safety
profile was observed with BOTOX 200 Units.
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Results from the pooled pivotal studies are presented below:

Primary and Secondary Endpoints at Baseline and Change from Baseline in Pooled Pivotal

Studies:
BOTOX Placebo p-value
200 Units (N=241)
(N=227)
Weekly Frequency of Urinary Incontinence*
Mean Baseline 324 315
Mean Change at Week 2 -17.7 -9.0 p<0.001
Mean Change at Week 62 -21.3 -10.5 p<0.001
Mean Change at Week 12 -20.6 -9.9 p<0.001
Maximum Cystometric Capacity (ml)
Mean Baseline 250.2 253.5
Mean Change at Week 6° +153.6 +11.9 p<0.001
Maximum Detrusor Pressure during 1%
Involuntary Detrusor Contraction (cmHz0)
Mean Baseline 51.5 47.3
Mean Change at Week 6° -32.4 +1.1 p<0.001
Incontinence Quiality of Life Total Score®d
Mean Baseline 35.37 35.32
Mean Change at Week 6° +25.89 +11.15 p<0.001
Mean Change at Week 12 +28.89 +8.86 p<0.001

BOTOX® 100 Allergan Units, Powder for Solution for Injection

* Percentage of dry patients (without incontinence) throughout week 6 was 37% for the 200 Unit
BOTOX group and 9% for placebo. The proportions achieving at least a 75% reduction from baseline,
in incontinence episodes, were 63% and 24% respectively. The proportions achieving at least a 50%
reduction from baseline were 76% and 39% respectively.

@ Primary endpoint

®Secondary endpoints

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

¢ In the pivotal studies, the pre-specified minimally important difference (MID) for I-QOL total score
was 8 points based on MID estimates of 4-11 points reported in neurogenic detrusor overactivity
patients.

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 analysed
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
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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 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 62 -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
(cmH20)
Mean Baseline 35.9 36.1
Mean Change at Week 6° -19.6 +3.7 p=0.007
Incontinence Quality of Life Total
Score®d
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)

Primary endpoint

®Secondary endpoints

¢1-QOL total score scale ranges from 0 (maximum problem) to 100 (no problem at all).

 The pre-specified minimally important difference (MID) for 1-QOL total score was 11 points based on
MID estimates of 4-11 points reported in neurogenic detrusor overactivity patients.

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.

SKIN AND SKIN APPENDAGE DISORDER

Primary hyperhidrosis of the axillae

A double-blind, multi-centre clinical study was conducted in patients presenting with persistent bilateral
primary axillary hyperhidrosis defined as baseline gravimetric measurement of at least 50 mg
spontaneous sweat production in each axilla over 5 minutes at room temperature, at rest. Three hundred
and twenty patients were randomised to receive either 50 Units of BOTOX (n=242) or placebo (n=78).
Treatment responders were defined as subjects showing at least a 50% reduction from baseline in
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axillary sweating. At the primary endpoint, week 4 post-injection, the response rate in the BOTOX
group was 93.8% compared with 35.9% in the placebo group (p< 0.001). The incidence of responders
among BOTOX treated patients continued to be significantly higher (p<0.001) than placebo treated
patients at all post-treatment time points for up to 16 weeks.

A follow up open-label study enrolled 207 eligible patients who received up to 3 BOTOX treatments.
Overall, 174 patients completed the full 16-month duration of the 2 studies combined (4 month double-
blind and 12 month open-label continuation). Incidence of clinical response at week 16 following the
first (n=287), second (n=123) and third (h=30) treatments was 85.0%, 86.2% and 80% respectively. The
mean duration of effect based on the combined single-dose and open-label continuation trial was 7.5
months following the first treatment, however for 27.5% of patients the duration of effect was 1 year or
greater.

There is limited clinical trial experience of the use of BOTOX in primary axillary hyperhidrosis in
children between the ages of 12 and 18. A single, year long, uncontrolled, repeat dose, safety study
was conducted in US paediatric patients 12 to 17 years of age (n=144) with severe primary
hyperhidrosis of the axillae. Participants were primarily female (86.1%) and Caucasian (82.6%).
Participants were treated with a dose of 50 Units per axilla for a total dose of 100 Units per patient per
treatment. However no dose finding studies have been conducted in adolescents so no
recommendation on posology can be made. Efficacy and safety of BOTOX in this group have not
been conclusively established.

5.2 Pharmacokinetic properties

General characteristics of the active substance:

Distribution studies in rats indicate slow muscular diffusion of *%I-botulinum neurotoxin A complex in
the gastrocnemius muscle after injection, followed by rapid systemic metabolism and urinary excretion.
The amount of radiolabeled material in the muscle declined at a half-life of approximately 10 hours. At
the injection site the radioactivity was bound to large protein molecules, whereas in the plasma it was
bound to small molecules, suggesting rapid systemic metabolism of the substrate. Within 24 hours of
dosing, 60% of the radioactivity was excreted in the urine. Toxin is probably metabolised by proteases
and the molecular components recycled through normal metabolic pathways.

Classical absorption, distribution, biotransformation and elimination studies on the active substance
have not been performed due to the nature of this product.

Characteristics in patients:

It is believed that little systemic distribution of therapeutic doses of BOTOX occurs. Clinical studies
using single fibre electromyographic techniques have shown increased electrophysiologic
neuromuscular activity in muscles distant to the injection site, unaccompanied by any clinical signs or
symptoms.

5.3 Preclinical safety data

Reproductive studies

When pregnant mice, rats and rabbits were given intramuscular injections of BOTOX during the period
of organogenesis, the developmental No Observed Adverse Effect Level (NOAEL) was 4, 1 and
0.125 Units/kg, respectively. Higher doses were associated with reductions in foetal body weights
and/or delayed ossification and in rabbits abortions were noted.

Fertility and reproduction
The reproductive NOEL following i.m. injection of BOTOX was 4 Units/kg in male rats and 8 Units/kg
in female rats. Higher dosages were associated with dose-dependent reductions in fertility. Provided
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impregnation occurred, there were no adverse effects on the numbers or viability of the embryos sired
or conceived by treated male or female rats.

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 blood compatibility. These studies revealed no special hazard for humans at clinically relevant
dose levels.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 LDs, in juvenile monkeys is 39 Units/kg.

No systemic toxicity was observed following a single intradetrusor injection of <50 Units/kg BOTOX
in rats. To simulate inadvertent injection, a single dose of BOTOX (~7 Units/kg) was administered into
the prostatic urethra and proximal rectum, the seminal vesicle and urinary bladder wall, or the uterus of
monkeys (~3 Units/kg) without adverse clinical effects. In a 9 month repeat dose intradetrusor study
(4 injections), ptosis was observed at 24 Units/kg, and mortality was observed at doses >24
Units/kg. Myofibre degeneration/regeneration was observed in skeletal muscle of animals dosed with
24 Units/kg and higher. These myopathic changes were considered secondary effects of systemic
exposure. In addition, myofibre degeneration was observed in one animal dosed with 12 Units/kg. The
lesion in this animal was minimal in severity and considered not to be associated with any clinical
manifestations. It could not be determined with certainty if it was related to the BOTOX treatment. The
dose of 12 Units/kg corresponds to a 3-fold greater exposure to BOTOX than the recommended clinical
dose of 200 Units for urinary incontinence due to neurogenic detrusor overactivity (based on a 50 kg
person).

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Human albumin

Sodium chloride

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3 Shelf life

3 years.

Potency studies have demonstrated that the product may be stored for up to 5 days at 2 — 8°C following
reconstitution.

From a microbiological point of view, the product should be used immediately. If not used immediately,
in-use storage times and conditions prior to use are the responsibility of the user and would normally
not be longer than 24 hours at 2 to 8°C, unless reconstitution/dilution (etc) has taken place in controlled
and validated aseptic conditions.

6.4 Special precautions for storage

Store in a refrigerator (2°C - 8°C), or store in a freezer (-5°C to -20°C).
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For storage conditions of the reconstituted medicinal product see section 6.3.

6.5 Nature and contents of container

Uncoloured Type | glass vial, of 10 ml nominal capacity, fitted with chlorobutyl rubber stopper and
tamper-proof aluminium seal.

Each pack contains 1, 2, 3, 6 or 10 vials.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling

It is good practice to perform vial reconstitution and syringe preparation over plastic-lined paper towels
to catch any spillage.
BOTOX must only be reconstituted with sterile unpreserved normal saline (0.9% sodium chloride for
injection). The appropriate amount of diluent should be drawn up into a syringe. See section 4.2 for
dilution instructions.

If different vial sizes of BOTOX are being used as part of one injection procedure, care should be taken
to use the correct amount of diluent when reconstituting a particular number of units per 0.1 ml. The
amount of diluent varies between BOTOX 50 Allergan Units, BOTOX 100 Allergan Units and BOTOX
200 Allergan Units. Each syringe should be labelled accordingly.

Since BOTOX is denatured by bubbling or similar vigorous agitation, the diluent should be gently
injected into the vial. The vial should be discarded if a vacuum does not pull the diluent into the vial.
Reconstituted BOTOX is a clear colourless to slightly yellow solution free of particulate matter. The
reconstituted solution should be visually inspected for clarity and absence of particles prior to use.
When reconstituted in the vial, BOTOX may be stored in a refrigerator (2 - 8°C) for up to 24 hours prior
to use. The date and time of reconstitution should be recorded on the space of the label. If BOTOX is
further diluted for intradetrusor injection in a syringe, it should be used immediately. This product is for
single use only and any unused solution should be discarded.

For safe disposal, unused vials should be reconstituted with a small amount of water and then
autoclaved. Any used vials, syringes, and spillages etc. should be autoclaved, or the residual BOTOX
inactivated using dilute hypochlorite solution (0.5%) for 5 minutes.

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Allergan Pharmaceuticals Ireland
Castlebar Road

Westport

County Mayo

Ireland
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FRHEE 50 HfZ, 2 #BAL

FARIE % 50 HifZ, 2 EPAL

R I 25 Hifi, 1HBAL

BT O VES D EEIR N S ANHET L 7= e S CH Y EMS ) Th 5 & f)
Wr L7254, BEICHRSERETT 5 2 L, AiROERD 12
WML ERSE L TWAMENRH S,

BOTOX® 100 7 7 4 > HNT, ¥y AR IR AR LS . 7124

IE/H/0113/001
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HR A5 7Ry 2 i s

HELESL

FE54EEt -

HEIEF R -

BRRREE&

BINTER -

]

RIS

HELR ST

B LfaEt -

W 35 4D 27~30 #°—°/0.40~0.30 mm &
BT A RIZSLBLZRN,

WIEIHESE ] 0D 1.26~2.5 B & _F AR oD PRARI K OMBI R i 755 3 DM
FHRRE OSMUHRER S |2 ER T D, TOMIS S | N ORI &
o TWDEEIE, JEEBED. SMUlER A & OB EEIC bR 5
ZENTED,

Il -8 iR 25 B2 28 2 TUEZR B 7wy, IRIBKERIR D5 E
(I, 12380 & & Otk GRS 100 BALZ 88 2 TR B 7220y,

ARBRZE AT 2k CTHESS AU, IRBE T EROS O Z % Al RE
AN TE 250005, NAITIRBE 2B THERT 5 2 &1
V. TR~ OILE D S, BEOE O Z % arRerE 2 8
WTELHEN D5, PRERIEREMLZ LT ORIZRT

® ' S

—RIZ, EFHOVHIBEIL 3 BUNICA LI, EHE 1~2 @<
KNP ET D, 1 EOEFOHFFHEMITHN 3 » AT, 20
BITFHER Z MBS U TV IRT Z LN TE 5, HIRENESOZFE
DA THRWEHE SN DGEIE. BFEROBRICHEZREK 215F
THELTHLIW, =720, ALY~ S L2 B2 CTHEHSLTH
MRIFTIFEALEHR N E B, @, 3 5 A2 1% LA
DR CHHN L THRRITED L e,

R R ST E VI AR E o B I I A IR B D54 L

FIREICIRIE ATV MBS U TE DM BEEm A OREE 7.
Afaf7e &) b ERT 2,

W74 X0t GE % 25~30 7 —°/0.50~0.30 mm)

FRRRBR I, @ IR & LT BB FLsef, JHH 2
5. A, SRR, R, R & OSUIEIERIC BOTOX

BOTOX® 100 7 7 4 > HNT, ¥y AR IR AR LS 8 8/24
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HRAE .

RAkkEE

BIEH :

181717 5

HELRS

B EfREt

BOTOX® 100 7 7 4 o HAfL,

IE/H/0113/001

Nov 06 2019 16:37:54

EEELTWS, BEffOIY Fr—LIZBR LTV A RO WT I
MRS L TCWAHEEMERS D, IBENANE LD, BT
RTEHEBLTWAS DT TR,

WO R EEZEINT D L CEETRIER T, HAELOHER
XIIHERMORE TH D, RERSETIE, YA F=7 OEKRIER D
BATR CIZARIEEN N2 — U PN BRI T D2 21D 5,

18 % OFFR ORFE D NEER ST, FHE KT A FFTENZITI 2
Eo

MEFE- O RIS CT 2 | HUREOR G B2 FHE T 225, #H
F G ORI 58I 200 AL Z 8 2 TIE7R 5720,

FEMERNHIT 9 D e M M OV 20 2 e SL 3 5 7o &b DI D et
MR R BR Tld. IR O BOTOX D #e5-81% 140~280 HENL T >
oo XV EGEORERTIX, #581T 95~360 Hifr (BER FHME 240
H(Z) Tholz, o5 LFMIEH L FERIZ, BOTOX TRHEARER
D BE~OYNE B G135/ N B CRAT D, 1 84 7= o s
BN 50 AL 28 2 CIE 72 B 720, BIBHFLZERh ~ D $ 5 BT 100 HAAL
R TR bRV, MEEHALEMRICKREG T 55513, WTEEOR
Bz NRIZIMZ 5720, Wf~OE 28T 5 2 &,

1 B4 720 o S581% 300 HALZ B2 TR B2, Bk 7tk
WA BRI DR E SITX > THEZR S, 10 R A o %5 R 3 HE
TR,

FRRRISE T — B 5k 2 HFELINICA BN D, BRERARZIRD
HBID DT RITEEGOK) 6 BEETH 5, Eﬁ?ﬁ%ﬁ%ﬁf“%ﬁiéﬂ
CRFFRHIFIIIRE RIET S ST RO b (2~33 HH) |
HERY 72 e HINIEAY 12 B TH - 7o,

WEHEHD 307 —, 051 T8

B3 LT ORI 7 S OBEESHH B EBICHE L TIT S,
%@m%##%LEw%%Ti\Qﬂﬁﬁ;14/%%ﬁ%gﬁ%
HBNRBHD, LEL (EH) 125 T 28 BihakRE, T XTOMIC
DUNT, FEENER D H 53 1 XBEE R OSSR O/l 001361 & 72
D E oIl G35, FADIBWNEALNH HGEITIE, 32D
ke (PR3, MIEERG, KOMEMER) 2RV . LT ORISR 5]
Oicmte Gz FRE LT, AMADUImENCENE 535 Z &8 T
&%,

BHANLZ LT ORISR

1 AR i 1 S A 9 9/24



ABLER AN 5 HAL DRSS : &M 20 HifL E.#25Af : &M 15 HLAL FSEEEATAL - AN
10 HifL
B.SARF : 5 WAL (1HHAL)

- G.{EIEA « 40
. HITEAS : RS 10 HfL 12 15 Hf7

R OB G THELE S LD e 2 DL T ORISR T

D.{HIEERH : 5 BALLAERAL EfLHAR, : 5 HALAAT G.[4IEfE : 5 BN
(2 SLLF DBNHAL) (2 DLLF DB NEAT) (4 DLLF OBEMERAL)

HIEARE . 155~195 Hfi7 & 0.1 mL (5 BAL) 97> 31~39 HNALIZ AN G-
60

P84 BRI 9 2 B0 BOTOX #%5- -

HELEH &
SRR SR IR wERGE (BREHAE)
WER® 10 BN (2 E#BAL)
AR AR 5 HAL (1 #007)
RITEE; © 20 HNL (4 EBAL)
RS ° 40 Hf. (8 #FA7) ~50 Hfz (10 &BAL)
A ° 30 Hf7 (6 F7) ~40 HAL (8F(7)
SHEF AR AR © 20 HNL (4 FBAL)
LR 30 HQZ (6 HBAZ) ~50 HEAL (10 EBAL)
R EEHA 155 BA{/ ~195 BAfT
31 ERAL ~39 AL
a1 AN S = 0.1 mL = BOTOX 5 Hifif
E L i Theti’ =2
BANTEH - FEEAZr Y 2= LoV T R2B T /RSN D,
BOTOX® 100 7 7 '  Hfir., My A RIS A 10/24
IE/H/0113/001 10
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R .
B G MR RBERRGEN I2NZ L B kiR T D,
PAEYE O TR G %2, AFRGD 1~3 B, B5H, ROEEG0 1~3 BRZRIZETT 5 &,

HEHRFTOD7e < & d 3 TP/ IMEEZ I35 2 EREE LV, JrlEEEREEZ 2 TV 5 B
WZHOWTIE, HIfLY A7 2T 5 72 DI EUICE BT 2 0LERND 5,

ES
g,

DEHEDIZ®, BOTOX OFh-(JBEHARRER T O RN & CNRRRICEE T 2 18 & A3 D EEAfI)3
& (WRAFHE R OMREmAFHER &)

O

(03

HIEEN R

HELESLE - BRI S TR MERE IS S A C& B, HEEBRAARTIC. W% O
BOTOX #J1 mL (BtOE SIS U T) #EHEHIE - LT (Ah) .
R ERET S,

&5 F EHRHEBI OFEETFMEIAE S AR U 7 R IRIRE oD I FDE PR i 1
ANz, AP SUIEORN C, BE/NCAT O 2 &N TE 5, Rt
FREEE D RTEA 21T o T B3, &G ORB BRI HELe AT BEHEA
SHER L. BREAEBL R TS T 5,

FRfiR#% > BOTOX (100 BEA7Z/10 mL) 1%, 8P e S a M e
ZRWT, BEDE=AAE0 L BEDEEHES 2k THRRI NI IES 3 5, 1E
FOBZIE, B o BO A AR 2 SEEA LT, oIl
HALTED LT DXERD L0, BRI SRNEIITT D
Ze,

PERAFICIES 24 2 mm A L, 0.5 mL 37220 » Al Gk &
10 mL) %1 cm OREFEE 2T CHENT S (FTREBR) |, KEOESH
BT, WRE/EBRANIG 1 mL 21EA LT, SN
HEanz kricd 5, IRENCBENEREEEZ R TED XD,
JEEIERE DAL FAL D 72 ITTEA L T A A IR VS 2 S HRR L
2, BEEPERDE Z 2 F T, BELEREZD R LS 305 HBIE
THZ L,

P IETE D
TEGHERAL

FERE R
T
J bk = £ 30

BOTOX® 100 7 7 4 > HNT, ¥y AR IR AR LS 11/24
IE/H/0113/001 11
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HEAE .

BINER :

BERFHNIZ 0.5 mL (5 BAL) 72 20 » ATc#E9 576, BOTOX
DOHELEH &% 100 A2 Th 5,

2 EREIUINICIRRMNSGENRBD 5D Z ERH D, miEFEE DR
ZhER NS L7235 a2t (58 AR EG AR BBR (2 3810 2 HART oo e il
166 H [# 24 W] ) . BENDLOFHEHEOELZIE 2 CTHEKS
IZOWTHRFETT 228, RIEIOBERENE GG 3 » A LR LT
LHNERD D,

FERETIEDEIR 7 B I - S 5 IRACHE

HELRSS

HE54EEt -

HEIEF R -

BIER

WM LS SR MR IEBE AME ] T & %, TESSBIARETIC, &9 1 mL
FOR SIS LT) ZEHEHIHZLT (M) | ERERET
60

FESRFEBI OREMETMEICRE, ABR U 72 R IRIFRE oD JB5 IDE PR i 1
A (BEEFIOFH SUIEOEH) & 2 Wi e S R & & 5RlcAT 5 2 &
NTE D, JAFTRRBEED EAZIT o To B, &G OB
HETRRTCHEME D D YRR L, AR B RHHE R4 5,

WREF% D BOTOX (200 HANZ/30 mL) (. SRR eSS S0 3ms e e 45
Z T, R = A & RS A R CHREIR NIRRT S, 1E
oz, B+ RoABRER A SEEA LT, HoIcil
WAL TED LT DHRERH DN, WFECRSR2NEII2TS
&,

PERATIESE 28 2 mm AL, 1 mL 2 30 » AFiC R E
30 mL) M1 cemDOREEZET CEFT S (FTRIBH)  KEOES
FALClE. WEAEAHERKN 1 mL 23 A LT, 2ENEMNIC#E
HENbH 21235, BEMEOHTALDTZDITHEA L TV AR
HBRITERZ IR T 2 2 &, BEEIERE D0 &b 304 [HElEE
T5HZ &,

BERMBANIC 1 mL (39 6.7 HAL) 72 30 » ATICHK G 95720,
BOTOX DH#ELE HEIL 200 B2 TH 5,

FRARMOUE I — %I 2 B LINICA LN D, RilEE 5 ORI
WEs L2 3Aaiaid G N FEERIRERERIC 31T % BOTOX 200 H{ZL T
MO YLfEIX 256~295 H (F 36~42 H[#) ) . BEND O
B OEPAZEE 2 THHEGICOWTHREFTT 525, BiElOREMEN# S
NH 35 AUEREL THWARERD D,

BOTOX® 100 7 7 4 > HNT, ¥y AR IR AR LS i 12/24
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B B OB A R Al

JATS PN 22 FHE

HELES - W 3 D 30 7 — T8t

BE5fEet VTN I TAERER 2 e ar: (Minor S — R - o7 U YY) %
HAWTHETDHZ EMTE 5,

HIEAR . BOTOX 50 Hf7% FZNTEFT 2528, Z D & & 50D LT N D
B DOEALITH) 1~2 em [BIFE THEIC T 5 & 9 15,

B EE KM 50 AL LI OB G BT HEEE c& v, HRG OME L 16
Mic1EETET52E GLESBR) |

BANTEHR : BEPR RS 2L — MRS 1 BN BN D, BOTOX OF#
Bk, BiEIES OBRKRZD R TGS L, Y EAI L L W9 5 35
AAITH Z L,

FTRTOBIE :

WEESOHBENA+5THD, T72bb, %515 AL EGRNCECTHE R BRRNUED R
D ONRWEEIZIE, UTOHEZIRD Z &
B G xtd 2 BRMER &2 MR COMERRASIC X 0 BRMICHREGET 5,
BERT 5 DIRK Z ST 5, BEHORE- RN, WEENRT4r. MEFEAREY,
BEMHEORE., FEHMN SO THV, FEEZTPUROEAR L,
ABIRY U X AR K DIBFEOZ L E i 5,
PIEHEE - C ZIRINABEERAREO DR WEAE, LFO X512 2 BB ZERT 5 i)
BRSO IS & B2 5 i) BEXZEHT 5, i) »EKEO 2 [HO
FHIZHOWTIE 3 1 H O 5-RE 28571 5,

BEREG-ORRNAA4r T D XAFTWES L7285 E8120%, MoEFREZ BRI 52 &,

BEHBERIZRT 2R ELE D, BETORNEFITBWT, 1258BRE ToORKBFEK S 1T 400
B 22 TR BV,

43 R

BOTOX IZLL FOLGEICERTH D -
- ARLRY U X 2FFENIT 6.1 BT OTINMI 6 U COREBUED BN H 5 B
TP EEAIR G D 8 D BE

BOTOX (LA F DR EFEOERICHEZTH S -

- BGRB8 2 B

- BIREFRHToCTE LT, BERICENMERAZ AT 28

- BGHMEREA R AT 5 EEO RO EE R OSUTE RN R AT REZ B

BOTOX® 100 7 7 4 > HNT, ¥y AR IR AR LS 13/24
IE/H/0113/001 13
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44 BEROMEALEOBER

EERY. HHKTOEl, BEH~OBRRIEE, KOTRIUROEAEDAREERH B Z b,
HRINAIHBL R SHE 2B 2 T BOTOX 2% 5 L2 &, BOTOX IBERBEERD BEH ~D
a5, BEE OISR T 2 R/ MESRHE TG T Z &,

WHF R OBE L, giERGEOIRENBEFCOLREMEANEZ 2SR H D Z L2 #T25 2
Ly koT, BREDOE-NICEELZH Y Z &,

BEHUN DR ~ORmRILHICBEE T RIS IE SN TR (48 HEM) | ETICE-
bobbole, ZTNOHLORIEMOPITIE, BEFES, MRLKOSUIEEORBZHEI LOLH
olc, TNHOIERITARY U X ZAmBOEMET & B L TRV, &EGOHERHD b L %I
WE SN TS, EROFEI) 27 BEX L mbmDIE, THbDIERZE Z L9 0GR
RIBRLWAFREDR D HBETH L, BMOWMKEEZ T TVD, TCEmAEREGEZZITT0D
INEBORRANEE S ZICEEND,

BFRAR TR LIZSEATOM MK TRELLT2B8ZNRH 5,
BOTOX O#e 5 #BtaT DRI~ DBREDY AT —XX7 v OBEMEEEETDHZ &,

W B LS O i AR DA O ~ D EFZIC B ME ST D (44 DRMERISE) oHES
)
REAME OB E O MRR AR RS CRIEMEEE = = — ST — (]« AR EAE, SUE
HEj= o —n T —) AT LHEE, WONCHRRREEEELZ AT 28T 0BT 2 EIEMES
JE, LT o=k« £ — N IEERER E) OEEA AT HRBFICIE. MOOFEEEL S T4
REBETFTTOARABOTOX #5352, 20X ) REFITIRFEHETH BOTOX O X 9 7234~
DRBZMENRK L TOWDHEEENENDH Y . TOOBEOH K TICED , BEE OBk FFREECIEL
s 2 G ORROICER 22O ERR S A NEELBEARH D, 0L ) REHIC
AU X RAgERRAN G5 T 5561, EMEOEKEE T T, 2 olaEh RN ) 27 % EElS Lof
WrEN DG EICOREGE2ITH 2 L, M FFEE K ORAMEDOBEF 263 2 BE ITIERFICER L T
BhHTHZ L,

WE TS, SEREE IR EENED LNEEICE. EBICHMEOZEE2ZITD L HBE
NI EFR I RETH L,

JES TRIEDZ o T BENEBZHHTE L LD ICRD2ETORKLEFRTH D25, EoToR
BOZWEE TR EHZHERT 2L EET L2 L,

BOTOX %453 2 AN, BT 2 M2 aOHs & M OSMRHN 22 BRI IS & 2 i 2Rt s D 2 b &
T ICER U BRI MEDS e AL~ O TESH T T D Z &

JEREEEIZ BOTOX & #h5-4%, e 5-FHUTHE 5 Az ok L7y ST b, i (RRCt
) OULEE, SUFM O FRN TS 2 AL G D BTEE T 2 BN H D,

7N
A

BOTOX® 100 7 7 4 > HNT, ¥y AR IR AR LS 14/24
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MR, O — & —HEEE, &E. B ICOESAME O BOTOX Z Bk 5 S - BE CHERAES
GBRRESNTBY, BEMIRRICES72HbH 5, T 50T, 1RIERTH) D FEESCE
FEDEFPRAEIZ S D EBE BV,

BN OVUTEIF R OWBBESS (77 4 7% —, MIER. S5, L IE K& O R
e 8) NENCHEINTVD, 2D DEDO—EIE, BOTOX ML 5-1% LR D K&
ELEOMORG E OFABERICHEE SN TWDS, 20X RKIENBENEZHSIIZZTOHD
BOTOX #H-A#HILL, EHicobtx7 Y o EOMbREFIRFEEZITI> 28, 1%Y R
A5 mL THREUNCHIN L7 BOTOX OfE52%1F, 77 4 7F 0 —IC LV TICESTZ L
WD JEBIRE DS 1B B,

EDE D REFRHTHRRTH 20, HEFEICHET 2EENRE 2L H 5, EHTLZ
ETHELLHRENADH LB OE LTE, RFMEL, KR, RE, SRR, BT, TR, E
MR, FLBE, KR OVSUTHMARE T b D, $HI BT 5 5m & O SUIAR L O 7= 8 I & e
PO (b, RIMES) NEC L5601 H 5,

TR T ESAL DO RAE, ALK GA O E DRI LFEHE TR D B D HE 21X, BOTOX I EEIZH
G452 b, FEMEEE = = —a X — (F : HEMEERIREE, EH =2 —a T —72
L) OIBFEIZBOTOX Z WA BELIEETDH Z &,

F72. BOTOX OHEGHICOLIMERAEFSE (REIRECLHIEZER E) blEsnTiy, Bt
HERIRICE STl b D D, TNODOREDO L, LMERER EDERKF 24 LT,

BT RMEORBEIAMENRE SN TVDER, FIZZDOX I BRBIEELZELZ LT WVARA KOV
BEETHHELTWD, ThoDHELELRY Y X REZERS L OEMRRKEBERIIMHLISTY
2, NRITET D NS OMEIZ I, EHEICK LTI &2 52T TN BPE R RS 2> 5 AT
L7=bDThoT-,

AR U X AGFRIIHT D HRFHUEDNFEASND Z L2 XKD | RERDPEMFRIINCAIEL S I,
BOTOX I X VBRI PMRT T 2560355, HEOBAKRBRERICE Y BOTOX OHE S
ITEHERGIC LY PUAEARN L2 2 EAURB S TW5, M REA iR, kAR
BCEHKROICHLEL SNOEEORGMBEZE Z 212XV SURELE O REMED S/NRIZH 2
LD END D,

NA T IVIEMBFIEOME., &E5HE. 5%, EVFORED HIEIR U TELLIHETO D
EZRENFKFT, (BB HRY ) X AmBERA L FEIZ) BOTOX MIEREGRHIZIEKZEE N E
CABAENH 5,

PIEA~DEEH]

4.1 THIZFLH S T D/ NEERNC 3 28I DA OIS OV T, BOTOX D%k e U ik
IIFESL STV, OHFERE, EICMMERRE N & 2/ NREBF I8V T, mRH~OERILH O
FREMEDMBD CEIICHERBZICHESN TS, LT, 25 OBRFIHER I - H BT HLE
HEZEZ W 48HZH) .

HE OMPERRE 2479 2/NRIZBIT 2, BIAMER (SHfR L) Ickh2bnadte, RV U XA
FERIC L DIRHRIC, AR Z D 58 b H D THIOHEHRE D ENUITRD ATV D,

BOTOX® 100 7 7 4 > HNT, ¥y AR IR AR LS 15/24
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R FRIEEDS, e TS SUIRRMEIEIT RSk R ORI OB EZ A+ 2/ NEBH ICHRE
TLHEEITIE, MLOEEEZL D 2 &, MARNREIRREN IR TH 5 BE~OKR 5L, Hx o
BEOEAER IR Y A7 2 LD LR SN D GEICORITI 2 &,

TR

NI BRI} DN N BT 50T S AE B DIEE B« FB « FEDIEHGITE D RGP
BOTOX (%, MERDIEAEIRHEL L OPFH T L RBMEEMEEEE L L CoORBR L2 E L T e
W, ZOXBRIBFEEIIRZ THWS Z ST LRV, BOTOX (2%, BEEMEWNGZ 3k L T2 B
DOF[ER A S ET D RIT R E b s,

ERIEDIRTIZL Y, BREDUE MTOWERE) HEROSE EROBER E) B
HEND, BHAINTIRENSAFICED S X Eb e WEAIEL, RABREICB T e RO R Y
T OV DR FIPERSHE DIEHRIC BOTOX 2 L7snZ &, £/, A5 2400 B LT
5. HDWITEEEOKVE B ORAE (Modified Ashworth Scale (MAS) 3 Kiii) A3 25 HBEIC
BT BOTOX O 5 Z BT 25515, IEMSREOUCENSIREMIZ /2 5 AlREMELR & 5,

R DU 27 DR E D ATREVEDS & D AR % OFEHE 2 A 2 RIS KT L CTIRIR 21T 2 B i
HEEE D Z &,

o HEOHMEEBREAT HMAETEDEEEE ~DREE K OEDRFEMEMEOIBEIZBWT,
BOTOX Z 5T HBHITEEZ L, IBFDENIBEN Y A7 % ER D & S o561
DI EBIMGT D &,

® MAETROBEDINEY T — a RIS 28RN H 5 R FEMFIC L 50T
MTARITIRY | BOTOX Z M2E itk O T RIEHi DM+ Z &,

RV U X ABRICEL DIBERICOEERR, EICMEREZ A9 5/NNEICBWT, FETEH (G
iR ZEIEAELH D) KOERI~O BB O ATREME N T IRZ ICIRE S TWb, 44 [/NE
~DOfEH] OEESROZ &,

RN

IREGA~DR Y U X AFFELEEIZ L DB T, FRCE VIIREE O H 2 BF B W CAEE
. Btk LR RBROABEEZESEZTB8ZNN e 5, IRBFROBERH 256133 E
R ARERA LTV, RN Z 03700 X D TR ~DO R 28T, R RISk 5 fEtun
RIEREATD 2 ko ZOWRBITIE, RERIRAL, B, WBRHAY 7 harz2 s ML X IRH
BIZLDMABPME L RO GEN B D,

R B R R L I BRI L 28 A UV, 2 uiE . ISR S B 288 < B+ 5 = &
THRARICIZ G5 Z EBH D,

AV VU XAFERIIPLa Y AEEZET D720, AR AEZH T 5087 L FAEMAREN
FED YR 085 BEICEGTABIIEEIZTY 2 &,

SEERISE
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SEPERISEIE 11T, B TREOH TRENHND Z R 5A, BEOH FREENBNS Z &
LB END L EBBTH I L, HEFREERERNS 2~3 BEEHET 2 2 LR H 5N, KES5 4
AREHE LT L OWE S 55, B FREOREIC LY | BEECIREESE L 254876 0 . &
BRBPUELRD b5, ENTIEH DN, W TREERIGICEMEIERIZ 2 08 L, 1
B FIREE ST 5,

W BHFLZE R ~ D 5B 4 100 AL ARSI 2 5 Z & 12 X 0 il FREEORBUEE 2808 T & 2540
bD, FHHEHEODRWBEECHE IS ILZEN &G 22T 2 BFIE, WFEEFEO Y 27 REn
ZEnHEIN TS,

W T B 5 LA A AR~ DO B RIEBUC R R T 2, B EMH~ OB G13 BB R & OWE T
DV A7 ZERIEDIEBENEH D,

WETFFEEITAEROKSBREDIK T2 X2 L, Z0O8E. KERDEOBKICELBEN
N b, REMEETEEL R4 585 TlL, BOTOX HEBICEEEOE VB FEEN ALY R
IR THBENND D,

1EE S R

—iEPED FEER (A2 156 H ARG OFER) IS BR RIS O 5 5 BFE IR\ T, R Tk
T HEEER OHEMEIIMESL LTy, EWELHEER (CRMEEER) b2 BFICBT D
BOTOX D224 o O ZhHEIZ B4 2 3 BRIZ 30 L T ey,

R EE -

FEBESEMR A D FERIFICIZ, LD REEEELHL ) 2 &,

IR AT TR W, 1RIFEE 2 BN K ONE L2 BRI Uk 12 [ £ C.
EHINCHERBRIREEZFMET 2 2 &, BRAZETHAREENH D720, JERINENH 55512
VI ERIOERS 5 L) BEICHRET S 2 b,

BT B

T B B M OVR B8 P ZE D 18l SR 2 3 2 BPEICIE, BOTOX 28¢5 L2 &,

PEFELIIE IR 87 5 B U= - S IRAAE
FRICHE L AEMREERINNE LD Z LD 5, OO RIBEEET 50036 5,

B R O A R AR

LRI 2 ThE

REFEMELTHEZ SIS Z LTV 2 REMEO & 2R R (FRIRERETHEE . fetafilafiize &) 2 dk
BRI 2720, JHIERERL CF R AEZIT O & & b, BEITS U TRANBRE LBNT 5 2 L,
T XY R OB R O SUTIRR 2 ETICSITEDORERIEZ1T ) 2 L 2B TE %,

45 MOERE & OHEEERRTMOMBEE/ER OER

B b, AV U XZFBEZOERIZ. 7I 7V ay FRFAWE, AX0F )~ v, HDHN
TR ILE R PLET MO EIRY (MRGIENERR Y) (ko THmTsZ L 0n3b 2,
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WD MIEROR Y Y X AR EE 3 %2 ARH| & RIS 5 3035 A UNICES Li=5A O EAE
FIIARATH 5, Tl EENTHRY VX AFBEOHENPERT HAMOR Y ) X AFGEEE K
L L72GACE, @FEI s i )R EET 2 B8EN N5 5,

CTHE TITHAMEMRBRII I L T7eny, BRRIVICRIE & 72 2 AEMERITEE S TR,
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WTHREAT D UIEFMERERORAD OAB BEZXHRE LT, A kv 7 A 100 HAL &
B UIZBEOBE R L2 %2 77 /A L et Lz (204947 38k)  SI2, ¥EAME 0
FHERBR (191622-096 #BR) THETSN7-X 912, B by 7 & 100 AL &2 KERS LIZBEoA
WME R OV 2Tl L7z, 7272 L, MEANVES AR Cidfi= U v 3o A TREFIEHREE )
& LT3, 204947 AR ClIPr= U EITN 2 T, oM R R SEH R L 2 1 3RGE S U TR
Mol By 7 RLFT U U2 BIREEER G TREFRIRE] (23, EROERBSIIN UE
Faxtgl L,

EEFHIIE H @ Treatment Cycle 1 @ Week 12 (23155 1 H X720 DR KEEE]1% D Baseline
W%®£M$i\$Fy71KM$ﬂﬁ&M@\77tTﬁJ%ET FEM 2R FRY
WCHETHY (p<0.001) . A kw27 A 100 BALOEEIT L0 RIEEEFHOWA 3588 5 i
72 (2543.1) .

F 7z, BEHEZEIRGHGIE H @ Treatment Cycle 1 @ Week 12 (23517 % 1 [Bl4EK & Baseline
MHDELEIX, R b7 A 100 BALEE 2947 mL, 77 2 AREE-0.22 mL C., BRI
AIZEETHY (p<0.001) . A K> 7 A2 100 HALOEGIZL 0 1 [EPEREOHEMNGRD &
iz (25432) .

W, MOBIREHMEER THh 5 1 B0 oUhatERIEEEE. 1 B 4720 OPERER &L
W1 AY7-0 OREYNARKERTIZ, I BREEE B L TR by 7 X 100 BATEE TR
(k) NRH LI (25433, 25434, 25435) , £z, ~IVAT U M AXZH
T HRHMMIEH Th 5% o FEREE R, i EhEDEE R X =77 & O Treatment Benefit Scale
ICHESL VAR F—DEIRIZHONWT, 7T B REEL B L TR b v 7 A 100 HATRE CilE
DRSNTZZ ED (254391, 254392, 254393.) . A~y 27 A 100 HALOHE 5T
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£V OAB DJER (REYVHBEL, SR K OUHAMERKEESE) 2k L, QOL X°H AR L
WYL ERRBINT, ZNOOFEMEDORERIL, WAE U FEFER D 191622-095 55k &
N 191622-520 588k & [AEECTH - 7= (SN T AHFRER TREAM S 20 TV 22 BT B Bk A
a7 xkR<) .

R w7 A 100 AL Z KE#RS LIZBOFZMEIC- OV T, Treatment Cycle 1 THR kv 7
Z 100 Az O)El #5252 1F, BT Treatment Cycle 2 LAKE ﬁ@&ﬁ%ﬁ TRy 7 X
100/100 HEAZAEIZFUN T, Treatment Cycle 2 & T8N 3 D Week 12 (28175 1 H Y720 DJRIKER
[E1#5 D Study Baseline (#][E1#% 5-IKf D Baseline) 7> E)@WEE X N2 H1-4.49 7] K 18-4.60 [7]
“CEX?) D, #EEE R E —H L7= Study Baseline 7> 5 OZEDGFED BTz (%ﬂlﬁl&’ﬁ*ﬁ%ﬁ@ Week

BT DEAE : -3.41[8]) , F7-, Treatment Cycle 2 23 @ Week 12 (Z51F 5 1 [AlHE
@%@ Study Baseline 726 DZ{bEITZ NN 24.04 mL 1733 mL TH Y | %)JIEHQ%H%E
& —H L7z Study Baseline 705 OZALNFRO biL7e (WIEHER 5FFD Week 12 1281F 521k
& :29.13mL) , TOMD OAB DIEWRIZEE T HFHE R (Uha MRS EE . HEIREEL,
PREEIEEEHE) . ROV AT O R AR T 25HIEE  (F 0 7 EBRERZE, EiEE)
EBESE LR A =2 7 K O Treatment Benefit Scale (25D VAR U X —DE|E) 12OV TH, f)
1§ 505 & RIS B G RFOFIERFRO b= 2 D, KEB G X D EEME S0 T%h
FWEE - HRITERO N2V E B bR (25442) , ZRHDR by 7 A 100 EALO K
TG OFE R, WESMES T AHRBR D 191622-096 785k & RO Tdh - 7= (S 1T
FHERER TR S TW 2R WIETEBIEMER 2 2 7 2R <)

204947 HERIZEB T DRI O Y7 7N —T T CliE, 1 B Y4720 OJRIEERIF D Baseline 7>
5O RIL, BHETITAMELE B2 R by 7 A2 100 BALRETT 7 2R REE Tlal 55
Tholz, LLanD, WBAMEEHNT (191622-095 B Y 191622-520 #RER) (28T,
RNy 7 2100 HALRETT 7B AREEE BRI RN X D2V OEWTRD TN 2
& 204947 FRBRIZIR T D 1 R &, WAOFSMRENT (191622-095 38R & O 191622-520 3K
B%) 281 % Treatment Benefit Scale (255 < L AR X —DEIETIX, BBV THL Y
7)@“\%@: oG UCTA Ry 7 2100 A CEEZ R L2 Z &b, A by 27 A 100 AL
BHEZHB DT H A RIGEORRILIZ D 55 E2x b5, £z, SR [3 AROH A
B (191622-095 5Bk, 191622-520 FRER K DY 191622-096 38ER) | 1 ARDE IIb FHFERE Y
21RO IV ARRER] x5 & LRI IC S £ 5 BYERRE ORI, Ay
Z 100 AL BIEICIB D THNRIBEROBRIRE TH L Z EnZFFsnTnd (2.54.3.10)

UIERY ., AKETHFET DR by 7 ZAORRE - R % [BEFRIR CHIRA 50 SUTREFHA
PRONIE S 7R OIETEBIEE IS I © IRETNARL, SR M OOHATERAES) ERE LT,

1.8.2.3. SE X

Abrams P, Cardozo L, Fall M, et al. The standardisation of terminology of lower urinary tract
function: report from the Standardisation Sub-committee of the International Continence Society.
Neurourol Urodyn. 2002;21:167-78.
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Apostolidis A, Popat R, Yiangou Y, et al. Decreased sensory receptors P2X3 and TRPV1 in
suburothelial nerve fibers following intradetrusor injections of botulinum toxin for human detrusor
overactivity. J Urol. 2005;174(3):977-83.

Coelho A, Dinis P, Pinto R, et al. Distribution of the high-affinity binding site and intracellular target
of botulinum toxin type A in the human bladder. Eur Urol. 2010;57:884-90.

Leong RK, De Wachter SG, van Kerrebroeck PE. Current information on sacral neuromodulation and
botulinum toxin treatment for refractory idiopathic overactive bladder syndrome: a review. Urol Int.

2010;84:245-53.

H AR RE 2 MIEEEMZSIR T A R T A L MNERER L. mIEEEN IR A R T4
(B2 . =G v F BV AT ¢ VRS 2015.

Rie s, # fEG. A b=7 ARV U X AJEH BGETH 2 i SAGR2Ir & iagtt; 2005.
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1.8.2. Zhik - SHHERUZFDEREHREH (NDO)

1.8.2.1. Zhee - R
BEAFIEHE TR AR+ ATBEAETIR D 0 S 70 VPR R E B L2 L 2 PR 9e2E

1.8.2.2. R ERRL

PR RIMESEIR AR E) (NDO) 1A A5 BT L [R5 2 BEIR i OIS 8 & B ST
BY . WA 72 WEER EPEIR AR B & X5 S 415 [Abrams, 2010], & O R B
ZIGIZE Y | FREEE, SR WER O 0FHE L W o 7o BRSO aE s, N—F Y
VIR & ORMBEEN RN T H H[Kaviani, 2017], RIGENEEMRAIZ X > TREA S5 BERAD
WIEEN L, FHIRWNIS T DHER G O RBEEIGE Td 0 [ A AHRRERE T2, 2015], EITHR
FERBIZ B Z KT 3, Bl RAOREE & BRI L. FROSAEERICHRIL D IRK
AL USD, 2. NDO TR T 2 @ EO M REEEREIL, BERAZEO TR O
AW L DRSS, BEEIR & WiE & W o 7 EER R FEEDMGERIE T & STV 5
[Koschorke, 2017; Panicker, 2016], & > C NDO Oi&#FE HIEIXERNEEL K TFSE5 2 & TR
BRI 2R LoD, JRREEE WO TCWREFEIRL QOL #WET H 2 & LTV D
[Chartier-Kastler, 2016; Hikita, 2013],

GSK1358820 (LLF, R b w7 &) 1, RV VU XAH (Clostridium botulinum) (Z k& ¥ FEA
INDABRY Y XRABGREADILT ETHEATHD, A by 7 ATEBERRECRI 2K
R Lo Tz 3 U AFB RS R D RIS HE G L TR RNICA VAR, 72T
N S EIEIT S 2 & THRMAEARE T 5, BRI, MRRERN T T 2N
fulfEAGLTTeFal) oz S DICEEREE 2R LT 5HH25kD @
synaptosomal associated protein (SNAP-25) % A B> U X A UK~ 5[ H IR, 2005],
DX RAHD=ARNTED ANy 7 ZTBEROPERGNA~OEGIZ LV | FIA AR
Ko7 vFal R ARE L, PER OIHE % il 9 % [Coelho, 2010],

ARy 7 ZIE, 1989 FKIENS TR K& ORI RCE o 3 )i iE CrkaR 2 Bufs L C LK,
B2 2RISR U CORGRA TG L TR 0 . ATV CIRIRMREE, A AIEE R, frkpt
S, 2 Ll B/ NRNPERRE R 1231 B IR IS 5 o, RO, TRORHE, B
D JFEFEVERR R THIE . FHE R QYA MESE PR IR E O INE I DWW CORR A UG L T\ 5,

FeR RIPE B PR 5 805 B O3 JEE (2 DU T, 2019 4F 8 AR TR 93 » E TGRS T
W5, AN EEEICBI 2R - 2IRIFER 182-1 DBV ThD,

& 1.8.211 B EREICE T SAREMEBERHBFRICAT SEEIE - R

E4 et DR Ml PR 755 38 5 B L 2 569 2 3 S iE D TKFBhHE - R
FA R
KIE 2011 4E 8 A Pra U VI L TRIRA 0 IR EEARR

DOENBEICET 5, MR E GG, £
FEMERELAESE) (ZRE S PER BTG X A IRK
DRI

Nov 07 2019 11:25:24 1.8.2.NDO - p. 1
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E4 AR IR MR A TS B e 4 2 8 S IE TKFBANEE - 2hR
FA R
B eS| 201249 A Pro ) UEIC KL ARIECTHOICEFTE RV

IERSRERE E O B - ST TR REIRE (SMEBE
IEFRIMETE) B DI RIEBLEICEEK TS
PRIOGAE % 4 5 13 IR PR PR PR 775 108 1

75 R 2011 4= 8 A A Hia U UERPRE T E B CE RWLLT
DBFITET DIRKEE R £1 5 MR R VEHEIR 7518
TEBOIEE

- BFHEREERE

- ZIEVELIE

R 2011 49 H ZE LT SHE TR R E 71X B LI
LR 4 B PR R ERE R LT & v A2 U 7= R IR Mk
JRIGBIEE O N BE BT DRI DEH
Voot 4 20114512 A i U VETHERARF 5 UIRBEER R OB
B TR D 2R VAE X IXSEH T B BER
(ZRE D MRS LI & 0 2B U r= i R PSR
AETEEN R 2 R IEE D IR

A=A NZ VT 2012 4£ 3 A Hiay v#Tay ha— LR+, BEmik
PR (FHHREUISRMEELES) 12k 4
U 7= 4ok IR D PR A B TG Eh I L [R5 JR R ZE D
1R

ARFRTIL, MESME T AHRAER (191622-515 FER K TN 191622-516 #kR) & [AERIC, BEAEIRIR
HCHEART 5 IR BEERBORAD NDO FBEEZRRE LT, B kw7 A 200 HALEBE
PRAG ~ELEIBE G UT- B O IME R VLBV DWW T A TR L HiE L, EIZ, WIS
I AHERER (191622-094 5Bk) & [RERIC, & b w27 A 200 BN Z KEHR G LB OF MK
ez Gt Le (204948 3klR) . 7272 L. WANEE I AHEREBR Cldbi= U oA [BEAF
TR & L7278, 204948 RBR ClIPr=a U v 3KITN 2 CHEsh g R ek B S hi i I 1 KGR S h
TV B3 7 R U U B IREEEE S BRI 183D, FEEOEEREBIG IS
UTcBF ARG L UTc, 204948 SRR O Xt G B oL 5 T ARAR & AR, FREEE (0
PRABG L~V T1 LAT) AT M WIE 2 JR IR G &+ 2 NDO I K D RS2 HT 58
#F (G5 I 5 E R~ G5 A 3 ) CTho7-, IRBRITMFHEESR 4 MUY
5t R EBE OFPH A LT 5~ AL L ~UL C5-C8 OFHHEE % FINE R & 45 NDO
ICRDIRREEEGT BT LRGN BTz,

EHEEEANIE B T 5 Treatment Cycle 1 O Week 6 (233175 1 H %4720 O JRKEEE D
Baseline 7> DL &L, A b v 7 X 200 B HE-3.20 [Bl, 77 & AEE-0.18 [8], BEH#2-3.02
] (95% EHEX R : -5.85,-0.19) THY ., T HREEL L TR b v 7 A 200 HALEE TR
WA LIz (2543.1) o F£7o, BIKFHIIEE Té % Treatment Cycle 1 O Week 6 (235 1F
DIRVEENERMRA /N T A —4 (e KBEMEAR R, WIIRIHER i ABEE DGR O e REER . #lE]
PR A BEEIGRERE O R &, LR DORRKIEIRIE) 12O T, IR L i L TR R
v 7 A 200 HALEEC— B LI-ENRO b (2.54.32) , 2o OH[EE 5RO HHME
[ZOWT, W aER & [RIER ORI A FE O H a7z, F72, Treatment Cycle 1 D Week 6 (2317
HAIVAT T N A RIZEAT AFEE B ICOWTIE, ¥ o VS REEERED THSaiEEof]
[R] O RAARaTiE, 77 BREEE R L TR by 27 R 200 BALEECEN /R Sz,
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X 7 EFERNED EF « FFEOHIR] O RKAAL 237X, Week6 TIlI7 7 BREEL
PR LT By 7 2 200 BAATEE CCGEDN R SR o T2 b DD, Week 12 TIXEED /R S 4
77, Treatment Benefit Scale |2} 3< VAR A —DEIGILT T8 REEL L TR by 7 A
200 HALEECE D -7 (R b v 7 R 200 BALEE 91%., 77 BAREE 20%)  (2.7.3.3.2.10.8.,
2.7.3.3.2.109.) .

204948 FABRIZI T H AR kv 7 A 200 Hifir & KA # 5 LT BROF 201X, Treatment Cycle 1
TA by 7 2200 BALOYEE G- 25200, BICRKER G252 T 7248 v 7 Z 200/200 HALEE
23 T, Treatment Cycle 2 283 @ Week 6 (28115 1 B Y4720 DR ILEERIE D Study
Baseline 75 D ELEIXZF N E0-1.67 [B] (6 1)) KO-1.11[5 B f#) THoi-
(2.5.442) . B T LICRREEEET — X 2at L& 2 A, AR by 7 2200 HALO K
WG %22 22 TORE IV T, JREZEREIE D Study Baseline 72> H DA 235890 H i
2o TOMZE L OFHMBEBIZOW T HHAEMEIRB SN Z LD, KIEK G2 X DS
AT RWES « RO ET VA TR LRV EEZ BT,

204948 TR K OVESN S T AHRRABR Cld, BREHEE R OB e 2 JRREE & 2
NDO & Zx5 & Lz, L FOEENS NDO BERIRIHT 5K b v 7 ZA0F /MR O
VR BITE S L& X, 2hhe - D NDO OJRKEBEZHE LW & & L,

e NDO IHUBEICH HHEIRHFIX LV B, AIGFRECHRORFICI ISR S
[Sakakibara, 2014], &> TZ D EAEH) = = — v UHIHEFIZEK T 5 NDO O%4
PRI AL % 5| &kl 2 3R IR AR & 1T HEBELRIC, NDO Ot~ EEIIFLI L TV D,

o [EFEIRIEESH: (International Consultation on Incontinence) M ONEAND T A KT A T
X, FUREBIZE 59 NDO BERENA § v 7 A0 H5xt4 & STV 5 [Abrams, 2010;
Blok, 2017],

o [EADHRIZEBWT, MlERE, /=% m, B OV R FERIE & JFR
BT 5 NDO BFITHBWTA by 7 ZDOFMERL 2NN R 3TV 5 [Anderson,
2014; Giannantoni, 2011; Giannantoni, 2009; Jiang, 2014; Kniipfer, 2016; Kuo, 2006; Vurture,
2018; Williams, 2010],

7285, 204948 R TIXZIMEMEAIE 2 JR KRB & T HHWBRE N 1 IR 7V —=1 7 Hk
ENTZHLOD, FOWRE IABEIIIE SR o7, LOLARRL, R by 7 A3
FOSPEIC ANFEZITAE LN L E 2 5 (1.83.22.1)  EEBRICENAORER T 5B
5 NDO FBH ORBSAHILFE CTH o722 & FZEWNIZR W TR LAE 2 R % 8 &
9% NDO FBHE~DR b v 7 ZDOEHREERNME ST b Z & 7> b [Hikita, 2013; Miyagawa,
2010], ZASMERE(LIE 2 JFURYE R & 95 B AN NDO BTV T H s alER & R ORE R
BonsbnDEEZ LN,

LLELD  AFLTORGERFOR > 7 ADNHE « BiRIE [BEFIEIRE CTRA 0 3T A
BNEAR B OMREMESER G ®Eh ) ERE Lz, BHOoHi=a ) UM THEH S TW DR -
IR THLD TRENEREDE (CI3HREEBNIM A THIREREB b B EN D, 2D,
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RNy 7 ADOIRERG YR BT T D = &L 2SI 5720 THRRIMEEIR 751855
B ZHARTHOTHIHEE - 2R E LTHFE LT, F72. NDO OIEE BARIZIRKREED L ED
AT, BEANEOK T HLRFICEECTHY . ENADHERRBR CEN ST 285
PR RINTZZ &b, TREEE) IZIRE LARWEhRE - iR AR E LT,

LrL., ZOH%OFEEDOBEBRICB T, ROOF=a ) 3Ky THRRRVEREDE] ORhRE « %)
RTH-> THEBEICITHRIEIEBOIEEITIIEH ST Nz b il 7ezhig - %)
RER Ry 7 ATRETDHDO TR, BECALS —RITEE L TEBY . M OB KGREK Cff
ENTWD THRRIKMERERE ) (BT 52L& Lz, WIS, AFIORFRER S BEHEAIE &
FERIR ISR ESE ORI Y A 7 OB Z HMEICHAT S Z SIXRECTH D Z Ll T, AH
DEFRRBRI IR IO EIR A BTV 2 & 2B E 2, ZI6E - 2RI TIRERE) 238
M+t e Lz, UEOREND, Ry 7 20806 - 2% TBEFIRR TR+ X
VEBETFIEIR 230 S 70 WARRRRIPERE IR IC L D RREE) 1B LT,
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H AR RE 2 BIEEEMZIR T A R T A MNEREE S, mIEEEN IR A R T A
(B2 /) . HaGY v F BV AT ¢ BARER S 2015.

FE &k, HRRER. A F=7 LAY U X ZAIRH UGTH 2 it BT 2l & iadiid; 2005.
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1.8.3. HE - HEEROZ OB TR (0AB)

1.8.3. Ri&E- BERUZOHRERS (OAB)

1.8.3.1. A% - A=
B, AL iAMT/Jxx%§&LTMM$u%%m% B CHENT D, B
BIXRIEIOZNE L BE L2 SIS A fETH H 0, HEMRIX 28 452 L,

<HE - HEIZBET 6 EoiEE >

WTE BN, R R MR e

1. ETEENEDE & ORI b CHER A S8 5-3 D BRITIR. BRI DS ST s 2
FAWTHEBERS BEL T A RET 5 Z &,

2. AAFEERNCIE, LB U TRPTREEE DA X 2 MR- 0% 5.4
1795 2 & RPTRRISE 21 EA Lo S a3 GacbrE U, BN 2 A B R ik cieid+
Db, BAMREE K AR LT W R A T D MR RMERE RS T, SRR
OO R A{T SO Z &

3. [EBEEEC j”é(f%TJﬁ{L%fﬁ* \ZHERR T 2720, AR OG- E RN BEPEN I A B & IR
AL, BEMEZEE SRS 5, TOS, BREAIE L35 &, BERICHEL o
T-EMEEE 2 S CRIBT 2 B8Z R HH -0, EEEBEROW\EEANIERET D Z &,
BT %, BHERRREZR BE CIIBEMNICIEA LT ABRERZEDICREL, BHE
PRATREZ2 BE CIIEMENIZEA LT AR ERZ B PR TE 2 2 L 2T 56 2 &,

4. AHK| 100 HAL A B 59 D BITEIR 10 mL & 20 » AT, AH 200 HALZ #5925 B IEEK
meL%wwﬁxﬁﬁbfﬁﬁfézkﬁﬁﬁéMTwéo%&%%ﬁ@%%m%
lem, JEFEORIAGEEITH 2mm & L, B = AH~OFFHIET 5 Z &,

1.8.3.2. A% - AE0OREEN
1.8.3.2.1. B TORE - AEDORERNY (HEAE)

WAL TlE, 56 THERBR D 191622-077 ABRIZEBWT, A b v 7 20 HEKGEGRDBE S
AU, BB AR TRl 2 HfE & LT 100 Hfi2s @RS ic, £ Dk, & 1 HRBRO
191622-095 #-BR & TN 191622-520 FRERIZFVT, A b > 7 X 100 BALOH 20 L OV MR
STz, Eo. Zb 0% M FHRBROR Mk 538 (191622-096 5A8) (2T,
ARy 7 2100 HALORKEEG- OF R VLN FM S, T, HEOMEFHEL
&E%E%%tbtﬁﬁﬁ%ﬂﬁuﬁby7xwomﬂ%&ﬁbt%®ﬁ%@&wﬁéﬁ%
eI L7z, 2D OREREZEE 2 T, &EMITAR by 7 X 100 BAL A HESEH & & HlFr L,
2019 A 8 AW CTHER 92 o [H THERBAHE LTV D,

DI, WA OKERRRBRICIS T 2 L - AEICET 25Hmss R 2w,

1.8.3.2.1.1. 191622-077 A&

191622-077 &R (AR kv 7 A 50 BLALHE 57 6, 100 HAZEE 54 1], 150 HAZAE 49 4511, 200
HENZRE 53 6, 300 HNALEE 56 B, 777 HaARRE 44 ) TiE. 55 I AHRER THOM: R OV et
ZRHMES D 7200 HES KR S iz,
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1.8.3. HE - HEEROZ OB TR (0AB)

HERMEIZOWTIE, EERHMEER TH 5 Week 12 @ 1 24 7= » OULAME IR AR D

Baseline 7» b DA LEIZBW T, B2 I ELUCERRD e o7 (2.7.6.191622-077
AR . £ T, H/ﬁ.ﬁ%ﬁﬂﬁ}b’c (OAB) 1BIRICEIT D RIEEDWLL L QOL &3 D BN % 1)
Z L. Week 12 (Z81F 2B MR 25015078 Baseline 2> 5 100%8/0 L 7= #BRE 0 EIE
um%VX$/&~) SO Week 12 12817 % 3% o ZEFFERZE (EROBEIEEL R =2 7)
@ Baseline 75 OEALBEZRFT L7fER. A by 7 X 50 BALEECOLGEOFEE T 100 HAL
PLEDORE L W LK > 72 (100% L AR & — 1 R b v 7 A 50 HALEE 29.8%, 100 HANLAE
37.0%. 150 HLAZEE 40.8%, 200 HfZHE 50.9%, 300 HLAZHE 57.1%, 77 BAREE 15.9%, F o
JERE M JEROESEE A a7 OBLE : R b v 7 A 50 HALEE-11.9, 100 BATAE-18.1,
150 HAAZAE-21.3, 200 HAAZAE-20.1, 300 HATAE-18.7, 7T BAREE-9.3) , Fiz, BEINIEE
Th D IRTTEEERA I 1T D B AEE A 82OV T Week 12 @ Baseline 7> 6 O Z8(1 &
X, A~y 7 250, 100, 150, 200, 300 HAHEKXR O T 7 BARRETEIEI 50.0 mL,
71.0mL, 101.7 mL, 91.5mL, 130.8 mL }2(*49.5mL T, AR kv 7 & 50 HALEEZ T 7 &R
BEERIFRFEECTH Y . 100 BALLL Lo HEOR CHEKRFIICHEM LZ, Fio, Ao
fihT & U CElE S iz, wiRE 2L o AUC (fitdh « B R 225 m 8k *ﬁim el & s
HBOMM) x5 2 v RT A N v 7 RNENLEHT T, AR b v 7 A 150 i £ THE
(RAEMEIZ A SN D28, 150 AL TIRIZHEFT L Th -7 (2.7.3.4.1.1)

BARMIZOWTIL, AR by 7 AEE L OBEMEREOIRER R D /3T A —Z RO EEG:
ZRaEt L7z, Week 2 I2BI1T AR & Baseline 7> 5 OFEMNAEEZE (200 mL LA F) 7 gbbrE
DOHFENEIX, A~ 7 A 50 HALRE (4.3%) KOV 100 BAZEE (4.2%) TIEXFEERTH > 7203,

150 BATLL EOBET L W mno7z (R b w7 A 150 HALRE 7.7%., 200 HEAZEE 14.9%, 300 HL
NRE 11.1%) » F72. RESUIFRIREHEIMO 7= OB KEIR (CIC) IR ELT—T
M X DER L7 gRE OBIEIZ oW T, R by 7 & 50 HAEE (10.7%) %OV 100
BALRE (10.9%) TIEIFEERTH o728, 150 BALLL EOFET RV mo7z (R by 7 A 150
HANTRE 20.0%, 200 BANTRE 23.1%, 300 BANTRE 16.4%) , TFIZ, JRESEY M OVR B O R BB &
WZOWTHFERROMEM A F8 D DAL REEEG: - 78 K v 7 A 50 BALEE 33.9%., 100 HALRE
36.4%., 150 HALHE 44.0%, 200 HALEE 48.1%., 300 HALLHE 34.5%, 77 BAREE 16.3%, /K

FA . R b v 7 A 50 HALEE 8.9%, 100 HLAZHE 18.2%., 150 HALAE 28.0%, 200 HLALEE 23.1%.

300 HANZRE 25.5%. 7T B ARREE23%)  (2.7.34.1.1) .

UEXD, RETZ 4o b URIRTUZOBEND, HoG0M 2 mE L, 2>, B
Wﬁ®%ﬁ%%¢@’%%?é%%&bffﬁy7xMM%&ﬁﬁ@?%é&ﬂ%L\ﬁ%

55 ML AR CRMli - 2 & & L GBSz,

1.8.3.2.1.2. 191622-095 FAEX B UF 191622-520 FAER

191622-095 #Bx (AR kv 7 A 100 HALEE 280 B, "7 B AREE 277 1) R OY 191622-520 7
B (R kw27 2100 BALEE 277 f5il, 7° 7 BAREE271 6) Tix, A b2 2100 HALZ#E L
ToBR DA M S OV DT S 07,

Co-primary endpoint @ 1 > T % Treatment Cycle 1 ® Week 12 (23175 1 HH7= 0 DR
X150 D Baseline 7> 5 OZE{LEIZBV T, %aﬁ%ﬁ&@ﬁaﬁ%@ﬁéﬁ%ﬁ (R kw7 A 100 H
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1.8.3. HE - HEEROZ OB TR (0AB)

NRESST B, 7T RRES48 6) T, 7T BRBEL L TR b v 7 2 100 HEALRE CTHEF
WINCHBRZNRBD DI, R by 7 A 100 BALOE G X0 JRIEEEFOWD 3588 B iz
(191622-095 #&RBR : R b v 7 A 100 BEATEE-2.65 B, 77 B AREE-0.87 A, 191622-520 iABR :
R w7 A 100 BALEE-2.95 (A, 772 REE-1.03 [Bl, ORFAMENT © R~ > 27 2 100 BALEE-2.80
[, 77 B AREE-0.95 [A], WG EERTZE p<0.001) Qi%l) F72. L9 12D Co-
primary endpoint T % Treatment Cycle 1 ™ Week 12 (Z331F % Treatment Benefit Scale |Z -5
VARV Z—DEIEIL, %ﬁ%&Uﬁﬁ%@ﬁA%ﬁf TITRARBEEHBL TR Ny Y
A 100 BAZEE CHEEHFRIICE BICE o 72 (191622-095 3Bk : 7R b v 7 A 100 EALEE 60.8%.
77%$ﬁ2m%\wmn&mﬁ%:ﬁ%yyxum$MHam%\77t$ﬁmm%\ﬁ
BN - AR b > 7 A 100 BEALEE 61.8%., 77 B AREE 28.0%. WIS EERIZE p<0.001)
(2.7.3.3.2.103.2.) .

ZAEPEIZ DUV TIL, Treatment Cycle 1 @ Week 12 £ TOHERZORIEI AL, KRR T
TR ARREE R L TCA by 7 2 100 BALEE TR o 72 (191622-095 388k : AR b > 27 2 100
HALEE 61.5%, 77 B AREE 52.9%, 191622-520 586k : 7R k> 7 A 100 HALEE 51.8%, 77 +&
WHE34.1%) . F£7-. Treatment Cycle | 2D HEFEFLOREBLEIG G, &R T 7 8 ARH
ELEES L TAR by 7 A 100 BAEECTE M- 72 (191622-095 358k - AR b v 7 & 100 HALRE
71.9%, 77 BAREE61.0%, 191622-520 #kbk : AR b~ 7 & 100 HALEE 58.8%., 77 B AREE
42.2%) , Treatment Cycle 1 ® Week 12 £ TIZBWT, T EARBELLETAR N 27 2100
HNZHE T 5%LL ERBIEIG O@mh o e A EFRIL, RBELELORATH Y . &5 RFTOMW
JRECBE S D HGTH -7 (2.7.6.191622-095 3Bk, 2.7.6.191622-520 #ABR) , Treatment
Cycle 1 2EIZBNTYH, 77 BARBHTLERTR b v 7 & 100 BALEE TRIAEGOFE - 7=
AEFRIT Week 12 £ T L FRRICFE IR RFTOWMREICEEST 2FH ThH o7z (2.7.6.
191622-095 #BR, 2.7.6. 191622-520 #kBk) , ZH 5 OFHMEHBICA b v 7 2 100 BALEETH
U= EEGO R TR TP EETh o7z (2.7.6.191622-095 35k, 2.7.6.191622-
520 #BR) . Treatment Cycle 1 ([ZFRBRF ILIZE - - A EFRORBEISITE -7 (191622-
095 FRBR : AR b w7 A 100 HALEE 1.4%, 77 BAREE 1.1%, 191622-520 3Bk : R b v 7 &
100 HNZEE 1.5%, 77 2AREE0.7%)  (2.7.6. 191622-095 7kBk, 2.7.6. 191622-520 7kBk)
Treatment Cycle 1 @ Week 12 ¥ TOFEJR & D Baseline 7> 5 D L EIZOWT, 7T R E
e UCAR b w7 A 100 BAALEE THEJR B D Baseline 75 O B/ BINNRO Siiz, B kv
7 A 100 HNLEE Tl Week 2 THEIREOHMMAFRD L7z (191622-095 7b# : 49.5 mL,
191622-520 7R : 46.9 mL) #%. Week 12 TR L7z (191622-095 7R : 32.6 mL, 191622-
520 Bk 0 25.9mL)  (2.7.6. 191622-095 R, 2.7.6. 191622-520 #8R) , Treatment Cycle 1 (2
BWT CIC 2 LI-BRE OEIAIL, 77 BREED 0% (191622-095 76%) . 0.7%
(191622-520 #fER) (ZxF LA kv 7 2 100 BAEETIL 6.1% (191622-095 35R) . 6.9%
(191622-520 #ER) THo7= (2.7.6. 191622-095 kB, 2.7.6. 191622-520 #bx) |

PLEXD, ANbw 7 2100 HALE2 &5 LBEORIMERIfICR S vz, ZatkEiz 20T
X7 7B RBEL B L TR by 7 X 100 HALEE CRIEIS OE D> A EERITEICE SR
FTOWRERZBHE T 5 FGUCRE SN TEY . HIREOINE—@%ETHY | CIC Z 43 L
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1.8.3. HE - HEEROZ OB TR (0AB)

TOHREORGITD R BB ILICE ST AEFZORBUID R oT 2 26 AR
PEZRIFTH D L s,

1.8.3.2.1.3. 191622-096 FHXER
191622-096 #BR Ti%, JefTakBR (191622-095 FER K U 191622-520 7kBR) %58 T L7-#BR
FaxGL LT, ARy 7 2100 AL 2 FAEERG U T2 BRO G MR O DT S 117z,
o A by 2150 BALz &5 LIZBROARMEIZSOW THERBEICHRF Sz, s, &R
kv 7 2150 B2 59 512i%, TORNCD < & bIRBRER G2 2 A% 1T TV 5 L2703
ol (PERE  JefTalBh, 2 BIA&KE « ARBOUTETRR) . $hbb, 2ToHER
TR by 7 2 150 ARG SHHANS, R hy 27 2 100 HALE | FILLE&G S D BUE
Elpo T2, 7ok, AREBRCIIHRK T 13 BIOE G- THi7=23, % Botox Treatment Cycle
2T B EHmBI1EL) & Botox Treatment Cycle 6 % T3 E(ZFEAM 417,
fhy&%ﬂM%ﬁ%ﬁ@&@bt%@ﬁ%‘:OPT Co-primary endpoint @ 1 2T
% 4% Botox Treatment Cycle ® Week 12 (23517 % 1 A 272V OJRKEEEE D Baseline 726 D2
{b&1X. Botox Treatment Cycle 1 725 6 T-3.05~-3.82 [A| CH V., —H L7 RIEEEEL DA
DR L (2.73.24) . £, H 9 1 2D Co-primary endpoint C & % 4+ Botox Treatment
Cycle D Week 12 |Z331F % Treatment Benefit Scale (2355 < L AR Z—DE|E X, Botox
Treatment Cycle 1 705 6 T 74.0~83.2%Th V., —B L THEI HO LN (2.7324)
LAEMEIZ OV T, 4 Botox Treatment Cycle Z 8 L Thig b R BLEIG D@ > -G EHGT
BRI CTH Y | R by 7 A 100 BALHE O JRIEEGL DR BIEI S 1L, Botox Treatment Cycle 1 T
27.1% (225/829 #) . Botox Treatment Cycle 6 T 20.1% (28/139 #fl) T&H >7=, W THH
HEDO@EmMo T AEFEEGIL, PHREEE, MERKORATHST2, ZRHEOFERDOAR N7
2 100 BEATREDO IR B EIS 1T, HEIR K Tl Botox Treatment Cycle 1 T 8.6% (71/829 ) .
Botox Treatment Cycle 6 T 6.5% (9/139 i) . & K Tl% Botox Treatment Cycle 1 T 8.4%
(70/829 #1) . Botox Treatment Cycle 6 T 7.2% (10/139 f51) . JRPHACTiX Botox Treatment
Cycle 1 T4.1% (34/829 f§l) . Botox Treatment Cycle 6 C 2.2% (3/139 i) Th-7=
(2742.1.13.1) , f%y7X®ﬁ@%5’i@ﬁ$$%7n774wmﬁﬁmmﬁ%®%
HEITFED ONT, AEFROREDIBETFEETH -7 (2742.1.13.1) .
v 7 A 100 HATHEIZ BV TRIERGC L 0 BB LI E - 7o B EHEL O m@%h&w
ot(zmzuu&)o$by&xum%ﬁﬁ’%wfﬁﬁimBmmmwgwmkﬁmg
I Botox Treatment Cycle T—8& L T Week 2 IZ58® H1L (Week 2 123517 % Baseline 7> 5 D
YIHENE 1L, Botox Treatment Cycle 1 705 6 T 39.4~49.7 mL O#iH) . Week 12 £ TIZb
L7- (Week 12 @ Baseline 7> O - AN &L, Botox Treatment Cycle 1 725 6 T 26.5~33.1
mL OFIF) . A by 7 ARKER G FHIREIEMORBREICE LA B IR0 T
(2.7.44.33) o R by 7 2100 BATEECIRWT, JREZRIREIGINSEIZ L0 CIC 24 L
7= 8 ERE DOEIG 13K < . Botox Treatment Cycle 23T lZE > TR T L CGHr7=1Z CIC ZBAtAR L
7o B DOEIA : Botox Treatment Cycle 1 T 4.0%, Botox Treatment Cycle 6 T 0.8%, CIC %
A L7=#8E OFIS : Botox Treatment Cycle 1 C 4.1%, Botox Treatment Cycle 6 C 2.2%) .
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1.8.3. f¥E - ABENUOZFORREMRIL (0AB)

RNy 7 ARERGAEE D CIC O I3 7= 72 BRAG I BB A 13 7 D e o 7
(2.7.4443.) .

PlbEXo, ANb w7 2100 HALE RE S U7 BRICH SR SUIh R oy - MR
NN eEZ b, £z, FEFZORIFNGOHEIMTE O LT, ﬁ£$%®7u774
VICERIRAIIZER D & 5 2L HERD bR Do 72,

N7 A 150 LD A ZMEIZ DUV TIE, 4 Botox Treatment Cycle D Week 12 (23515 % 1
H X472 V) DR KELR%L D Baseline 2> 6 D Z8{k &%, Botox Treatment Cycle 2 7> 5 6 T-3.05
~-3.58 [AITH Y . % Botox Treatment Cycle ® Week 12 {Z331F % Treatment Benefit Scale |25
DL VAR —DEIE T Botox Treatment Cycle 2 725 6 T 71.1~814%TH V. WTiLd
ARy 7 2100 Bfrig R E FARE CTh o7 (2.73.24)

ARy 7 A 150 BALORENEIZOWTIX, A by 7 A 100 BALK O 150 HALOM T O -
BT 7 286 Bl kG, AEFG, FEIREL O CIC OFFEFIZONT, R by 7 R 150 B
PG ERTO Cycle (AR > 7 A 100 AT GR) LA Ny 7 2 150 BALE 5% O Cycle %
e Uz, BEFERICOWVTIE, B by 7 2150 BAEGHICEH LA EERIT, TOHE
AID Cycle TOMR kv 7 A 100 HAFEGHRICHRB LICAFEFLLER THo72 (2.744.7)
FRIREIZDOWTIE, AR by 7 A 150 B 5-5% OF%IR 80D Baseline 725 D2 L ((FHA{HE)
X, ZOERFIO Cycle TOR K v 7 A 100 AL 5% & T Week 2 (35 9 mL, Week 6 I
#J 14 mL, Week 12 1358 4 mL #8001 L7225, BRIRAICEZE 2L LITE 2 b oTe
(2.744.7.) . CIC DERIZHOWTIEZ, A kw7 & 150 HALHE 5% O Cycle 128 T CIC %
O L7k ix 3 61 (1.0%) CTh o723, TDERFD Cycle TR b w7 2 100 HALE 514
IZ CIC 2 L2 a3 bz o7z (2.744.7)

UL EOHIER NZRMEDOT =200, ANy 7 A 150 BALIE 100 HAT A ERD SR 7 ¢
v MIRRD BN & L7,

IS OWFNEERRBROFE R LD . OAB A IZX LT 100 AL OHELEFH &I CTHEE L.
2019 A 8 AW CHER 92 » ETHERMBELNTWD,

1.8.3.2.2. AHTORE - AERTOIRN (HEREAE)

1.8.3.2.2.1. EANE N BEBRTERAT 2HER
W CORERFARTH DA b v 7 A 100 AL, UL FIORTER2 S BAAN OAB BH(IC
BOWTHEEAEDORKIANICH D EHEE SN2, 204947 iR CIEXRAEZ H W Ta%)
MR V2 BME D FHI S 47z,
o Rbv7 AORIGHEICBEATIA TN -0 EEZ B, OREICRB T 5 EWNAT
OHEEHEIZIZTRETH 5,
e OAB O2Mk WNaROFANZEMNA CIREFRETH D,
e HATOOAB HBEIZHBIT HEHARBOFINTHR b v 7 A 100 AL OA M O
HEVENREN TN D,
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1.8.3. f¥E - ABENUOZFORREMRIL (0AB)

LU Bk D4 B ORIl Z 7=,

REv I ZRORGED REZRUCOFREICE T H5ERNMERAS

ANy 7 AIBERNICERER 5T 25 2 L0 RFTCOREREAT LIS THY . B E
BRCIIA by 7 AR RHEMHORBZIT L A EZIT 72002 & HIRIE LTV 5 [Tang-Liu, 2003],
TOXIRAR Ny I AR EMERT D L. R by 7 AFRECIG I RIEZE T AE U
WEEZ b, EERICBIERROEMEIZB T 28 by 7 A0 E - FHREIZENSTIRIEEER
Th D,

OAB DM R A

OAB OZKNZBWTIHEEMICER SN EERHON LTS (2512.1) . TREICE
WTIE, Bia ) LB T R ) VR EN IR LD EMIRER L TH Y | 1ERS)
ROBTFONRD ST BFITEEFE L LTFIEENHNW LN L%, BN TE om T
WLTWD (25.13) , LEER-> T, 2R EONEREOFEA ilﬂﬂ%ﬂiciﬁ%&&&ﬁéo

BATO OAB BHEICH TS EREER

HARAN OAB BHEIZA by 7 ARMEH SNTBOBREG&ICET 2 ARKH BT, A K
v I ANEG-SNTBEFEITAHBHTHY . 2D HH 39 7T 100 Hifiz, 7%V D 4 4T 200
~300 EANZANEIR X 71TV /=[Okamura, 2011; Okamura, 2013; /K, 2007; A, 2012; RijH,
2014; 4%, 2006].

ARy 7 2100 BAL, 200~300 HAZLOAMECE L TlE, Wi o#b&TH UhatR
AR EFO e KIS B ORI E B CHeERB o bz, ZaMIcE L X, A hy 7 &
200~300 HAL THIR EOHININS CIC Z M3 &3 5 BEMDFRO H-DITk L, 100 HAL T

WIFRRENEEIN L7 BERRD 5N DO CIC LB LT HEEITHE SN o T,
FIZ, A by 7 R 200~300 HAL A iR (GEF 4 FHSEH) 13, 44 200~300 HALA
FEHINTWEbDD, 2Dk 100 AN AR 5 & L U CEE STV, 2007],

PLEX Y sk L RBRICBARNICEBWTHAR by 7 2 100 BALMER S, Z Off AR5

DOFPHN THIME L L EMER R S vz,

1.8.3.2.2.2. 204947 FE&

204947 &R (AR b > 7 2 100 BAZEE 124 5], 77 Z BAREE 124 1)) 1X, A > 7 2100 H
N BRI B LB oA R OV et E2 77 R Elatd 52, R by 7 2100 H
N % ARG LT B OB ME R VR 2232 Z L2 B & LI Sz,

HEEE
Hi[E e G- R DA MM DWW T, FEFAIEE Td 25 Treatment Cycle 1 D Week 12 123817 %
1 H¥Y47 0 OJRIEEEEL D Baseline 2> 5 OZE{L&EIL, A v 7 2 100 Bfi#E-3.42 0], 7T &
ﬁi‘ 1.25 [T, BEMZETHRIAICEETH Y (p<0.001) . A kv 27 X 100 BAZOEEIZ
JRIEEEEL DD DB bivie (2.54.3.1) . BEERFEIRGHMEEE Co % Treatment
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1.8.3. HE - HEEROZ OB TR (0AB)

Cycle 1 D Week 12 (23317 5 1 [FIBEJR D Baseline 75 OZ L &L, A b > 27 & 100 BALHE
2947 mL, 77 BAREE-022 mL T, HMZEFFGEHFHICAEETHY (p<0.001) . RN v
Z 100 AL O G2 L0 1 FIPER EOHNARD b (2.5432) .

H Al 5RO 22 22DV TUX, Treatment Cycle 1 O Week 12 £ TOHEFGOREBLEIS
I AR Ry 7 2100 BALEE 61% (76/124 ) KO T B AREE 52% (64/124 ) TH YD, R
k> 7 A 100 BAZLEE T Ay > 72, Treatment Cycle 1 @ Week 12 £ TIZBWT, 7 EARREE
FEARTA b v 7 2100 BALRET 5%LL ERBLEIG O @ o o AEFEFLIT, R, BERA
HROFRIREIINTH Y | BGRITOWIRERIZEE T 5 HL ThH o7, Treatment Cycle 1 42
KaExtgel Lz v 7 A 100 %fiﬁiODﬁE%%%’f‘ Treatment Cycle 1 ® Week 12 £ T & kb
NTPHFITRBLEIG S B LEEFRITFEO ben o7z (2553.1.) , Treatment Cycle 1 1T
ARy 7 A 100 BALEECREL L 727 HF GO K7 TR E I IHEEThH - 7o
(2.742.1.1.1.1.) . HABRHILICE ST HFEFRIT, Treatment Cycle 1 TIXA k> 27 2 100 H
MHET 1B (BERREE) . 77 RBEC 26 (FL : 1B, FRIRBERRIK TYE, U o K
DA TR 1) I3 L7 (2.742.1.4.1.1.) . Treatment Cycle 1 DIRERISL 5.4 D
FRIRENX., 77 BAREETIE Baseline 2 HIlEE A EB L Lo 7203, A by 7 & 100 BALEE
TlX Week 2 T Baseline 25 b (L& : 4878 mL) L 721, &R (1L
& : Week 6 T24.14mL, Week 12 T 1553 mL) L7z, JREA/FRREHEMOT=IZ CIC ZfE
F L7-#8E OFI51E. Treatment Cycle 1 2{KIZIWT, 77 BREE2% (2/124 6]) & b
TR N w7 2100 HALEE 6% (7/124 ) OFMRE -T2 (2554.2) o 20D OFERITHES
FEPRFABR  (191622-095 #hBA M O 191622-520 3ABR) & [AEEDHHATH - 7=,

RERSE
SAE % H-HRE DG ZIMEIZ DUV T, Treatment Cycle 1 T4 kv 7 A 100 HALO A 5% 5% 1),
T Treatment Cycle 2 PAREIC I H G- 2321 F 7oA k> 7 2 100/100 HAZERIZ 350N T
Treatment Cycle 2 2 T8 3 @ Week 12 (2817 %5 1 H %720 OJRKEEFEFE O Study Baseline (#][H]
B 5RO Baseline) 756 O EIZENZI1-4.49 B L T4.60 B THY | HEIEGRE —F
L 7= Study Baseline 7> & OZEA L38O Hivlz (FIEIE GRED Week 12 1IZ8B1F 58 b : -3.41
[B]) , F£7-. Treatment Cycle 2 2 T3 @ Week 12 |2351) 5 1 [EIHER & Study Baseline 7> 5
DAL EIZTZENZN 24.04 mL LV 17.33 mL ThH Y, fIEIEGKE & —E L7 Study Baseline
OO RD vl FIEE GO Week 12 1281 52 b : 29.13mL)  (2.54.4.2) .
A 5RO LRI HOWN T, AEFROEIBLES 1T Botox Treatment Cycle 1 T 72%,
Botox Treatment Cycle 2 C 67%. Botox Treatment Cycle 3 C 67% Td ¥ . 4 Botox Treatment
Cycle DA EFROBBRENEITRKE RZLITFE O HiL7e > 7-, Botox Treatment Cycle 1 2> 5
3 THROEHENGOEN- f:ﬁ;%% IZIRIEEYTH Y . Botox Treatment Cycle 1 725 3 T
heh 22% (52232 61) | 24% (34/144 Bil) | 33% (14/43 $) (ZHILL 7o, WU THBHE]
HBORmPoTAFFERIL, LEHIEAR, BRRKOPHREECH 72 (25533.) . AFEFS
DREBSTEE UTHEETH -2 (2742.1.1.1.1.) , RBRPIEICE > = HEFELOREE|
B HRGRF B ED o7 (27.42.1.4.1) , FRIRED Baseline 7> b O Z AL & (T Botox
Treatment Cycle T—E L T Week 2 Tig K& 720 (Week 2 (12351 % Study Baseline 7> 5 D~
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1.8.3. f¥E - ABENUOZFORREMRIL (0AB)

YIHENE X, Botox Treatment Cycle 1 205 3 TEALE41 40.26 mL, 41.95mL, 50.13mL) .
Week 12 & TIZRKZ < L7z (Week 12 @ Study Baseline 7> 5 O EHJEE &L, Botox
Treatment Cycle 1 225 3 TEILZE4 17.97 mL, 20.19 mL, 24.96 mL) ., ZX/R&E7A 200 mL LA
272 o 795 E OEIE 1 Botox Treatment Cycle 1, 2, 3 @ Week 2 TEILEI 4%, 3%,
0% Td V. KiBsr OWEE OFEIR EIT 100 mL K T -7z (2.5.54.1) o RE/FRIR S
D 7= HIZFRERBE 4612 124D T CIC ZBbh L 7-#5R7 1%. Botox Treatment Cycle 1 775 3 T
TR 1061, 441, 0Bl TH-T2 (25542)
:m5®%%@@%%%ﬁ%<wwnmmﬁ%)&ﬂ%@@ﬁf%@ S G & Dt
FEME SSRGS - HRIFERDO bRV EB 2 b, FRZEMEORT RIS ERIKRAIICEER
ZITRRO DNT | TR L EMEOREITRD b o T,

PiEXVY, BARAD OAB HBEIZXK L TR by 7 A 100 iz #5352 Lick v, st
BRPREBR & FERIC BAF R AR OREMED R SN2 206, R kv 27 & 100 BALZ HE5E
HAEE TN mIEEZ HNT-,

1.8.3.2.3. AR TORE - ARORERL (BREFTOHRM)

RNy 7 ZAOBITATH D720, ENRER (204947 3A5R) K ONEAEE T AHER
(191622-095 FRBR. 191622-520 FABR K N 191622-096 7kBx) (ZHW T, R EES L &S
RSP E B O JEYE ] OV 5RO JEEA 72 LRI IR b v 7 22 FHEHET5 2 L0
T& 7 (RKREERGEH : 204947 BRI 2 [B], 191622-095 #AER & O 191622-520 58RI 1 [A],
191622-096 #RERIL 12 [F])  WRFFHEHIFIEL,  THIEISUTEL OG- B 2> HHEERE S B
ZALT D ETOHM) KO THIEISUTEE OG- A 7> 5 YERE 75 B G- A% M 2 IR oD &
Yeaimil-3 F COHM) O 2 SOBEEHWTIHME Lz, 728, FEE IR XET
DOEH-HMG 12 WL ERRIEZICATHETH - 72,

204947 RERIZFB W T, THIEHR G- A B HERE DR G2 /LT 2 £ TOHIR] 250
TR RMICH BB ZE R & (p<0.001) | FP9RfE (55 1 UALA. 5 3 UL
AU IR by 7 2100 BALEE92.0 B (85.0 A, 218.0 H) . 77 &AREERS.0H (81.0 H.
89.0 H) Th oo, £, THIEEG HH HHERTF 23 B8 Gl MR E R O A 7= F
TOHM] IO T HHEHPRINCAH ERBEM AN RS (p<0.001) | R (55 1 IUSAE
ML 3L XA by 7 A 100 BEAZEE127.0 B (85.0 A, HHENT) | 7T REE
85.0 H (81.0 H, 89.0 H) Th-o7= (2.73.5.1.) . 2B, A kw7 & 100 BEALEED FgefEi D
92.0 HIZ 13.1 3, 127.0 HIL 18.1 HITAHHHET 5,

191622-095 7B K& Y 191622-520 RERICEB N T, THERE DN HR G2 M8+ 5 E TOH
M) OFJEE, 77 BARBEE B L TH b v 7 2 100 BALEE CHEHEIICERIZCEN - 72
(191622-095 3Bk : 7R b v 7 A 100 HALEE 21.1 ., 77 2AREE 12438, 191622-520 745k :
RE w7 A 100 AR 181, 77 HREE 129, W d p<0.001) (F£2.73.53) , %
7o THEOBRAE P B G H ERF O AT 7 F TOMM) o RfEIcoOVWTE, ST
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1.8.3. HE - HEEROZ OB TR (0AB)

TR L B L TR Ry 7 X 100 BLAHE CREHFIIICHE BEICEN o 72 (191622-095 3k : R
kw7 A 100 BEATRE 24.0 3, 77 2AREE 12.6 1, 191622-520 588k : &R b > 7 A 100 BEALEE
191, 7R3, WIhd p<0.001) (F2.73.53) ,

191622-096 FERIZIWNT, A kv 7 A 100 BALDH OG- 25 1T To R xR & LTzl
Bk HRE DG 2HLET 5 E TOHIM) OFREIX 3035 THY . THERE )N
P G- AP E R O AE AT 723 % TOWIR) OF i 3293 MTH-72 (2.73.52) .

ZOXIIZ, ARy 7 A 100 BALEFG LIZBEOZh R, (AR5 2aLT 5%
TOMM) . THEGEEMERERO LT3 F TOMM ] ORI O
ZHUTBNTH 13~30 (K3~7» H) . K 18~331 (K4~8 » H) Thotz, Fi=,
LEMEOBLE D FARE G IR G TETOBS A2y 5 12 HFELL ERGE%RICTEEE LT
W b E X, FRGETOHMIT 2 BMUENEY THS EEZ, REL,

PLEX D, OAB OHEGMEICBIT AR by 7 A0 - &4 @y, AT ARKRY
) 77\%73% & LT100 %M%ﬁﬁiﬁiﬁb W EILCHENT 5, FEGIXATEIO R JES L=
IZAIRECTH D08, BHERIRIZ 12 B 528, | E&ELT,

1.8.3.3. Rk - ARICET 5 EALOEEDRERNL
1. DEVEEhEEDE R OFRRRRI MERE DL CHER A7 123 5 2 BRI, SRR DESE S E s e Si
EHOTERRS BT 282 RET L2 L, | 122N T
BER I TIEE N B DIEEBE A ET D Z & vh, AL TAENMA2RIE L, hoRREL
INRIZHIZ TR by 7 A2 HBE5T 572012, NHETH DBE0EEE (BEEREDEST STk iﬂﬁﬂ)’c
#) #HWDHZ L& Lz, OAB B K OMRREMESERFRTE®E) (NDO) BEZXIRE Lz
ERNADORERABR T, BEREZHWTEREE T2 LFEE LR~y 7 225 LT,

2. TARBIEGANCIE, SEIS U TRBTIRBPEEOF AT X 2 B3RS - K O $ 5
EATH &, TR A A Lo B X B G-RNCBRE U, BN 2 A BR A TR C ok
THZ L, BAMRET KN Z R LTV RE AT DRSS Tk, 255
MDY R A2 179 Z &, 1 1220 T

B HATLE O IR BT D72, MBI U TR BT R o R 521725 K 9
IZL7=, OAB BFH K UINDO B Zxt4 & LIZERNAOBKRRBRTH, ZhHDHFENHN
b,

JRFT RIS 2 BEE N ISR L7356 O R FTRRISE D bR 5 R OBEBEN O PEF 22V T, 2
NODOFIEZEMETICA Ny 7 2AE2EGT 5L, R by 7 ARG L0 JRFTRREPEE A
WIZEY IAEND Z L2 XV, RFTMREEEIC X 2EWER GRBUES) ORBUBEEN EHT 5
AREMENR H DT, BRE LTz, OAB A KL NNDO B x5 L LIZERNAOEKRR T,
INHDOFIENHG B,

NDO BFITE T D RIEOHHICE LTk, EWNADOEKHER CIX, RioFEICz,
EHMEEO LB EABR UERAT 2L L L TR0, FRHC AR R RS 2 3 al etk s
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1.8.3. HE - HEEROZ OB TR (0AB)

B WSHEBERE BE IO U COIZE NIRRTl T B O 2 08 E LTz, Z ORI
(8, BRI N Aok LT Wi s a2 AT D MR R R I BV Tk, B R
TR RO 23 L. 2508 AR 5 72 O 2 5 RIS O Y 2R BRI A 5 = & Ak
E LT,

3. TEEMEEEIC IS T VRS2 0 ISR T 5 720, AFI OB G ERNIENIC A AT
WEFEANL, B2 @Itk 2, 20, BtEiR L& 5 &, BERFICHE 2
o T EMERE 2 RS CRIBT OB T NN D D20, AESEIROBEENEERETDHZ
Lo BHK TR, BHERAREZREE TIEBEMNICEA LA ERZEHIZREL,
HHEIR FTRE 72 BE CIIBEMENICIEA LT AR R Z B G TE 5 2 L 2R T 5 2
Lo 1 lTonT
[BEESE 2 U CTHEREPNR 2 8152 U, AL 2 RE 3 D BRI — M T 5 BIA, KON,
ZOFNEZHEVEERE ZJEIE L2 BRICEE SN D U AT ZRtik Lz, 26 ORFIZENS O
FERBRIZEB T, fEE L —=2 70— E L THEBRBREMT () ERCEmS Ty
776
ARy 7 ZOEEIZEY | PEREEECHEDUR SN BB 2 /[ RetEn b 5, £ OHEITHS
DICERERE TR TE L LOICT 572, BHERTREZREE TII G TE, Bt E
ALTAHEEREZELIZREET, Ao TEL 2L 2R T o2EEZLM LT, b,
HHEIR TREZR BBE & %G & L= [ENSE D OAB J (N NDO DGR RER (204947 3Bk, 191622-
077 &R, 191622-095 #Hk, 191622-520 58k, 191622-096 #kfk, 191622-117 #%k) <Tix I4E
HERRAZREYT, BOHNT 2 2 L 2R T 5 FIE] 2, BYERARERBEFENE LN
EINFL D NDO DGR FRER (204948 5Bk, 191622-511 #kBR, 191622-518 ik, 191622-515
PBR. 191622-516 3ABR. 191622-094 3B, 191622-082 #kEk) Tix [EHAMKZRETD
FhE) BN EBnT,

4. TRFI 100 BN 254 2 BT 10 mL % 20 % ATi2, AF] 200 BEAL 2 54 5 BRE
K 30 mL % 30 H ATICEI L CTHERNT D Z LRI N TS, KSR O MR
) lem, ESFEFORIARE LN 2mm & L, B =AH~OEHITET L 28, | 122
W

OAB B (R kw7 A 100 i 5) LO'NDO B#F (R kv 7 & 200 BT E) % %f5

& L7 EWA ORFIRRERIC 31T 2 & G50, &5-T 28k, &G &L OESEFOfIIA

WRIE LR~ ONEEHE LT,

1.8.3.4. &E Xk

Okamura K, Nojiri Y, Ameda K, et al. Botulinum toxin A submucosal injection for refractory non-
neurogenic overactive bladder: Early outcomes. Int J Urol. 2011;18:483-7.

Okamura K, Takei M, Nojiri Y, et al. Twelve months follow-up of injection of onabotulinumtoxinA
into vesical submucosa for refractory non-neurogenic overactive bladder. LUTS. 2013;5:55-9.
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Tang-Liu DD, Aoki KR, Dolly JO, et al. Intramuscular injection of '?5[-botulinum neurotoxin-complex
versus 125I-botulinum-free neurotoxin: time course of tissue distribution. Toxicon. 2003;42:461-9.

ANBR LN, PR S, 5IE TOOR, O, FERRRME IS BRI X AR Y U X R
SRIEWERE PRSI IRIEORRET. A ARG B 22 HERS. 2007;98:380.

FEFT . IRTEBIE SR & 5 2 5 IR BRI DR L )T - VW= e T v
A E X TEOMOIBEIE (R ) X AFHEBEPEEENEAFTE) . Prog. Med. 2012;32:841-5.

AT 7, B0 Bk, @iEEENE 95 A TR Y U X ZAFg SR IEE AL DG D
Mt AARPEIREEAE 258, 2014;25:161.

PR S, KW BN, 5k JREE. BISEIRERLI T D R Y U X A RN R SR .
H AU PR 2B 2 HERE. 2006;97:160.

S 8, il BEL, KR ES, . @R EEN O KRR BN ST o R U XA
TR MEDRENESHETE. HEIRIEE 2 7 7 1 A.2007;15:156-62.
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1.8.3. HE - HEEROZE OB TR (NDO)

1.83. HRiE- AERUZOFRERH (NDO)
1.8.3.1. A& - AE
SN PN iAWT/JXX%§&LTMM$u%%m% HLCHENT D, B

S 3mim oz B3 658 L2 A RETH A0, ERRIT 128U EET52 L,

<%%'%EL%@#6@%L®EE>

WTEENEE I, R A MR e

1. ETEENEDE & ORI b CHER A S8 5-3 D BRITIR, BRI DS SR MR D8R 2
FAWTHBERS BEL T M2 RET 5 Z &,

2. AFEEFNTIE, HEIZIG U TRPTRRELIEOEAIL X 5 BB BRSO SEF sk o ¢ 5%

T2 &, RFTRREERZ A LSS 3B GancbrE U, BN 2 A B Ak cieidr 3
LTk, Eﬁ%ﬁi%ﬁ%%%L%#m%%%ﬁ#é@ﬁﬁﬁ%%%ﬁ@@\éﬁ%@
OO IR AT Z &

3. EREEEIC #5&%%u%+ (ZHERR T 272 AR OG- E RN IEPEN I A B & IR
AL, BEMEZEEICIET 5, TOS, BREAIE L35 &, BERICHE o
T-HEMEEE 2 1S CRBT 2 B8Z R HH 720, EEEBEROW\EEANIERET D &,
BHA&T%, BEERAREZEE CIIBEMANICIEA L AR ZE L ICkREL, B
PRATRE B CIIBEBENICIEA L7 AR A A GPRN CE 2 Z L 2R TH 2 &,

4. AHK| 100 HAL A B 59 D EITEIR 10 mL & 20 #» FTC, ASH 200 HAL % #5925 B IE K
R 30mL % 30 % FTIZ /&I U TSR3 2 2 ERHER STV D, TR O IR I3
1em, EHEORAEE T 2mm & U, B = AH~OEF TR 5 Z &

N

1.8.3.2. A% - AEORERR
1.8.3.2.1. B TORE - AEDRTERL (HEAE)

PRRRVEYEIR i ®E) (NDO) B IZIIT HHEREH EITR 1.8.3-1 I T RBRERIC
TIEREINT,

5 FERERD 191622-511 FERICIBWNT, R b w7 2200 AL LR b v 7 2 300 BALOA
Bk R OV I B\ Tl BN/ 220N 72N 2 VRIS Tz, £ Dk, & AR
BRD 191622-515 78k K TN 191622-516 7kBRICEBVT, AR b w7 & 200 BEALE AR kv 7 A 300
BN DA NME K OVZEMEDNFREES L7223, 7R b 7 & 300 BAZIEAR b v 7 & 200 B % F[A]
HRRT 4y FBRBO BNl Fo, 5 I ERBR ORIk 508k (191622-094
AR ITBWNT, AR by 7 A 200 LD G H G- OFIER V2 BVEDRET SHv, AMEN
R IND & L HIZEEE EOBRRIIA LN -T2, IO DORREERE 2 T, M
R kw7 A 200 HAL A HELE & S HIKT L. 2019 45 8 HBES TR 93 o [E CTHEGEMNSGHNT
W5,
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1.8.3. HE - HEEROZE OB TR (NDO)

# 1.83-1 NDOBAHICHITHHERAELRIETIRICENIMLRTEN
Z 5T L =FR RS ER
T BT A eI %K B JRIRRE (&5 |3
Hilgk BeH-FENER Gk gl e
191622-511 M, Zhaaxdt |59 61 Placebo, SCIH+MS  [¥i[m 6 » AR
BRM| . 42k, —[BOTOX 300U (19 i) |BOTOX
FEBR. 77 AR5 [BOTOX 200U (19 %5])  |2000r300U
MR, WATHERMRAER  [Placebo (21 1)
191622-518 B, Zhugkdt |73 4 Treatment SCI K |RELS
BRI, oL W, 7242k, —|BOTOX200U (17 %)  [|cycle I: 208 |4
2, AU N, |ESKR. 75 &A% [BOTOX 100U (21 )  |Placebo,
Lo e ST [BOTOX S0U (o) [BOTOX 30100
D Placebo (16 ) %rreatment
cycle 2:
BOTOX 200 U
191622-515 B ILAH, ZhEakdt |416 f Treatment SCIH+MS [k [brec &
ALk, BN, [F, Z & 2k, —[BOTOX 300U (132 i) [|cyele I: 208 b 14ER
TVT KR |EEH. 772 AR%[BOTOX 200U (135 fif)  |Placebo,
H B SLATRERMIABR  [Placebo (149 i) poToX 2000r
Treatment
cycle 2:
BOTOX 200 or
300 U
191622-516 % LAE, ZhEakdt 275 Treatment SCI+MS &k (D7l &
ek, WO, |[H. o4 2k, —|BOTOX 300U (91 f5)  |cyele I: 20 b 14
TYTKRKE |EEHR. 77 2R [BOTOX 200U (92 i)  |Placebo,
bk, T 7| SETTREMIBB  [Placebo (92 f) poTox2000r
Y 3 HAIE, 300U
NN Treatment
77N cycle 2:
BOTOX 200 or
300 U
191622-094 LA, SRt (397 4 BOTOX 200 or |[SCI*MS B Ak |5 E 3 45
ek WOH,  [[F, ES R, EWIHE|BOTOX 300 U (185 ff) |300U 13 [A] |fH]
TYUT RV [ G BOTOX 200 U (203 )
Mg, T BOTOX #¢5.72 L (9 )
U A1 R,
A%

SCI : FFHtEE 5.

MS : M L

TR IRIIA B IGE O HIETHRG Sz (B = A E2 B T2 HER A O 30 » FNSH lem BIFECTHEI L CHES)
191622-515 HBR Tl IWREMFHEEIRICIB OV TRREA R R 3 EHREG T 52 L2 lae L LTV, JRBRITMF
EEIUGETICE D, BBRIROBEIIRA 2 B E TICEEINTL,

1.8.3.2.1.1.

I FEERBR D 191622-511 #RBR K TN 191622-518 3BT, NDO &1

e,

191622-511

191622-511 SAER K U 191622-518 SR ER

B =i E R

BT, R by 22 HE (200 XX 300 BT ZHERHWNIZERS- LTZFEoD

BHEOEMEL O ZEMZFME L7 (R b w7 A 200 BAZEE 19 1], R k> 27 A 300 HAL

BE19 B, 77 BARRE21 ) ., 191622-518

B Tl European Medicines Agency (EMA) 7)»

SOEFEIZHESNT, R b7 A50 BHAr, RN bvZ & 100 BALKROR b 7 A 200 BT A
BE LB HEROEZTHE L7 (R by 7 A 50 BALEE 19 i, AR b w7 & 100 BEAEE
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1.8.3. f¥E - AENUOZFORREMRI (NDO)

2000, AR b w7 2200 BAEE 1T, o BREE 66 o 7B, 191622-518 RERTIL, Ji
RIPE B FREESES O NDO JBF DA EXR E LT,

A

191622-511 ;RBR TlL, FEFMHIEE TH 2D Week 6 12815 1 H Y720 OJRKEERIF D

Baseline 7> 6 OV &2, 7T BREEE I L TA F v 7 A 300 AZEEIZ B W THEFHFFEAIIZ
BRANGRO LI (R by 27 2200 HAZEE-0.9 Bl A k> 7 & 300 HALEE-1.5 B, 75

ﬁﬁﬁ@l@)(lﬁBon F7o. BIRGHIEE Th D IRBENEE/ T A —FZITDW T,

TR L TOTRDOR by 7 ZABEMEICBOWTHABEREENRD bz

(2.73.25) .

191622-518 FBR TIL, AN b v 7 & 50 BALEE, A b > 7 2 100 BAZEE L VR kv 7 A2 200
HALFEDOWT TV T, Treatment Cycle 1 (231 5 1 #fH %72 0 OJRIEEEIH M
Baseline 2> S0 L7z, HEOBIMZHENZILORE AL, ARBROKSHETHL R
k77 Z 200 BAZHED Week 30 (23T DI, JREEEEIH D Baseline 77 b AL &IZ T 7 &R
BEL i L CHEZRZDRBO bz (p=0.030) , EEFHERF A TH D Week 6 (1277 EREE
EORBEITROD LN >T2 b OO, FHMFF R O K- TIREZE R D Baseline 7> 52L&
(AR~ w7 2200 BALEE L 7T B ARBEORIZENRD biv/e (2.733.2.1) o 72, BIKGE
flE H CTh DR ARBERAEEICONTIE, WTNORETYE Baseline 2> LN () L, HE
FOGHEDRGRD vtz ns, HEBUGHEIZEE§ 2 T2 B FRICH B RIIm S e o
7o E72. Week 6 (Z331F 2 FIEIHEGR 7 A bl B IDUHE RE O e RPER 7 £ O Baseline 72> 6 DZE Al
BIZT T BARBEELHE LT, A by 27 2100 BAEELOVR k> 7 2 200 HAZEE THEGHFZRIIC
HEICHED &%) »R»LE (27326

Z&

191622-511 FBRICH T H A HEFROREBFNGIT. A v 7 X 300 BAZHET 31.6% (6/19
B) . ARy 7 A 200 BATEET 52.6% (10/19 f) . 77 EARBET 524% (1121 ffl)) Th-
Too WTNNORET 2 FILL RICHE SN AEFERIT, R ORI ER CTh o 72,
HAEFROKRIBIITRE IR EETHY | IBRE L OREBER1IH D LW SN AEHE
LUx72 otz (2.7.6.191622-511 3RBR)

191622-518 #ER D Treatment Cycle 1 |Z351F 2 A HHLORBRENGIT, K& 2B 2L
Lol (R by 7 A 50 BALEE 57.9%. mbyaxummuﬁem% AR w7 A 200
HALRE 64.7%., 77 BREE 68.8%) . Treatment Cycle 1 [ZB W THELEI G DO E N> T HESR
LUIIREEGTH D | &wr%<%¢éﬂt$§iwﬁlﬁf%oto%ﬁﬂ EYSRA
HOD, BHRFTOWIRAHIBEET 5 H5 & LT, JRPAD Treatment Cycle 2 (23T b
&x1mmm$&ﬁ1mfmw%m KEZQITWETH o7, FRREHEMNDS 3 HITED 1L
(Treatment Cycle 1 (23T kv 7 & 100 HAZHE 1§, Treatment Cycle 2 [ZEWTAH kv
7 A 501200 EAZRER N7 T B AR/R b o 7 R 200 BALEES 16 . Wb EETH o
(2.7.6. 191622-518 §BRr)
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1.8.3. HE - HEEROZE OB TR (NDO)

PLEX Y 191622-511 FBRIZIWVT, A b 7 X 200 BAL IR > 7 X 300 BAL 2 #% 5-
L 72D F MR OV IR Z 728 W ERRD DLWV 2 LA, F£72 191622-518 iBAIZES
WT, R by 7 X200 BL 285 LIERHCAEIMER—B L TR LI, a7 e 7 AV
X, AEFZORBE T 7 7 A NV EED T, HEHMTRETH S Z ERED LI,

1.8.3.2.1.2. 191622-515 FAER K% UF 191622-516 FAER

191622-511 ABRDOFE RN D, 191622-515 FRER KL TN 191622-516 i BRIZINVTAR F v 7 2 2
A& (200 303 300 BNL) ZBERANICE G LR 0% EO G 9ME R OV 2 % 595
Z el L7 (191622-515 38k : AR K v 7 A 200 HALEE 135 6, A > 27 & 300 BALEE 132 fi,
7T B AREE 149 B, 191622-516 3R © AR kv 7 X 200 HALEE 92 5], AN K> 7 A 300 HALEE
91 i, 7T &AREE 92 ) .

A

191622-515 75 & OY 191622-516 BRI QNS iti kB O OF AT I BV T FERHMBIEE ©
H D Week 6 (IZ81F 5 1 Y4720 OJRIEERIE D Baseline 7>6 DN, 77 BHREEE R
b 7 A 200 HALEESUEAR B> 7 A 300 AL O ICHEH FRIC A B R 21RO L2035,
BBy 7 ARMICEITRD bNRho T (F 1.83-2)

RIREHAMIE B [ RBEDES &, #EI IR 7 A~ Bl G R O fie KRR PR 7% 1 B O Incontinence
Quality of Life (I-QOL) 1 22\ T, 7T REEL B L TR b v 7 AW BEARHIZB N T
HBERUGENBD BN, Ay 7 AFBIZEITRD bivehro7z (2543.2.1.,
254322, 25436.1) ,

% 1.8.3-2  Treatment Cycle 1 ® Week 6 [2F115 1 BL:-YDREXZEREED
Baseline W5 DEILE (191622-515 FHEX KR U 191622-516 AEX. LOCF, ITT £
AR UGS ITT £H)

= Attribute 191622-515 191622-516 191622-515/516 Pooled
1.8.3-2 BOTOX Placebo BOTOX Placebo BOTOX Placebo
Timepoint 300U 200U |N=149| 300U 200U | N=92 | 300U 200U [N=241
N=132 | N=135 N=91 | N=92 N=223 | N=227
Study N 132 135 149 91 92 92 223 227 241
Baseline | Mean (SD) 31.1 32.3 28.3 31.2 32.5 36.7 31.1 324 31.5
(17.02) | (22.76) | (15.82) | (18.14) | (18.44) | (30.67) | (17.45) | (21.08) | (22.97)
Week 6 N 132 135 149 91 92 92 223 227 241
Mean -22.7 -21.0 -8.8 -19.4 -21.8 -13.2 -21.3 -21.3 -10.5
change | (17.10) | (23.77) | (16.18) | (25.67) | (18.06) | (20.02) | (21.03) | (21.60) | (17.83)
(SD)
Treatment | -12.34 -9.29 - -9.02 -9.04 - -11.41 -9.53 -
difference | (-16.26, | (-13.16, (-14.78, | (-14.77, (-14.71, | (-12.79,
(CI) -8.41) -5.42) -3.25) -3.32) -8.12) -6.27)
p-value! <0.001 | <0.001 - 0.002 0.002 - <0.001 | <0.001 -

Data Source: 191622-515 CSR Table 14.2-1.2, 191622-516 CSR Table 14.2-1.2, ISE Table 2-1.2

SD = standard deviation

1. P-values for between-group comparison (BOTOX versus placebo) at each visit were based on an ANCOVA model with baseline
weekly frequency of urinary incontinence episodes as covariate, and treatment group, etiology at entry into study, concurrent
anticholinergic therapy at screening, and investigator as factors.
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Ze

Treatment Cycle 1 |23 D A EFLORIEIGIL., WITNORERICEBWNTYH, 77 Rt
LG L TR by 7 A ENRE TR 72 (191622-515 388k « R b > 7 A 200 BEALEE 83.7%.
R w7 A 300 HALEE 80.3%, 7 LAREE 73.8%. 191622-516 3Bk : AR b v 7 A 200 HNLAE
86.8%. 7R b 7 A 300 HLHE 88.8%., 7T L ARHE 74.4%) ., Treatment Cycle | Th b2 < #
HENTAEFRIIIREEY (191622-515 35k : A~ > 7 X 200 HAHE 48.9%, K b7 A
300 HANZEE 50.4%., 77 BAREE 33.8%. 191622-516 iR : /R b v 7 & 200 HATEE 56.0%. R
kw7 A 300 HALEE 64.0%, 77 B AREE 40.0%) &IREA (191622-515 388k : A K > 7 2 200
HNZEE 20.0%., A > 7 2 300 BALEE 17.3%, 77 B AEE 3.4%, 191622-516 3k : R b v 7
A 200 HALEE 19.8%, A kw7 A 300 HALEE 31.5%, 77 BAREE33%) THYH ., EIEER
FTOWIRERC B 5 HGORBEIG N E -T2 (2.7.6.191622-515 7Bk, 2.7.6. 191622-516
#BR) . Treatment Cycle 1 (23881 L 7oA EFG ORI /MTBE IHEL ThH -7z,

Baseline |ZJF R RER (CIC) ZfEH L TV WHRERE OEE 23 B W3 MV EFE
TiX, R by 7 ARETHRIRED Week 2 |2 Baseline 7 bt FANCA BN L, Z O8N
IEAR b > 7 2300 BAZEE Tl b K& 0o 70 (191622-515 7Bk AR b v 7 & 200 HALHE
122.0mL, R k> 27 & 300 BAZLEE 197.6 mL, 77 BAREE4.8mL, 191622-516 k& : &R b >
7 Z 200 BALRE 949 mL, A kv 7 A 300 BAZEE 193.1 mL, 77 EARRE-25mL)  (2.7.6.
191622-515 #&XBR, 2.7.6. 191622-516 #BR) .

LAV AELE] CIE, Baseline (2 CIC ZfH L CW o 7R 2BV, JREAIC X
VPR A B U 7o g O H B A7 R0 728373 Treatment Cycle 1 TR H L7z (191622-515
AR AN Ny 7 X 300 BAAZEE 44.4%, AN B> 7 X 200 BAALEE 38.3%. 7T B AREE 8.2%.
191622-516 7Bk : AR b v 7 & 300 HALEE 50.0%, A b > 7 & 200 BALEE 23.1%., 77 AR
0.0%) .

M aRBR O 2 BB MRS RNT R BREERIC W T, B b v 7 A5 2% - 23 L IE
#£[H @ Expanded Disability Status Scale (EDSS) A =7 DN (ZFMMELIEDHET) 1A 5
T, AR EORBICERRICEE R LITA bR o7 (2742152.12)

191622-515 7B & TN 191622-516 FRERIZEB W\ CULRER RO A EFHL (REEGE, JRIA) 2
ARy 7 ARTEHEINTZN, TNOORETREIPEETHDLIZ LD, PR
BRRENT e 77 ANV ThDH EBEZ LI,

PIEXY ., BZMEICBELTH b > 7 2300 AR b v 7 2200 AL E EEIDXR7 1 v
MIFEH ST, ZaMEICE L TIAR by 7 & 200 EALASAR b w27 A 300 BAL L 0 & BAF72
BT a7 A NER LTI 00, WAMNIEBIT DHERHEIZAR >y 7 X 200 AL TH 5
&Rl S iz,
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1.8.3.2.1.3. 191622-094 A E&

191622-094 7B Tl JeiTilBR (191622-515 5Bk L TN 191622-516 #klR) %58 T L7- 4k
FaRtGgE LT, B F v 7 2200 HALIEAR b v 7 A 300 HALZ KE RS LB A 2 K&
O ZRMEFAM L7 (R by 27 A 200 BAZEE 203 5], &R b 7 2 300 HAZEE 185 f41])

Aot

FHFHIIA H Td 54 Botox treatment cycle @ Week 6 (235175 1 H Y72V DR KES X
RN~ 7 A 200 HALEE T Botox treatment cycle 1 725 7 Zi LT, JE1T7#BR D Study Baseline
M OB FRNCE B2 LTz, £ O 1E Botox treatment cycle 1 2> 5 7 % L CHRAfR) T
—HLTHEY, PHELEIZ32~41ETh o7z, A by 7 2300 BAFIZBWN TS,
Botox treatment cycle 1 725 6 TRIERDZE(ATEO HAL, A by 7 2200 BAFEL R by 7 A
300 HALEEDRICZITRD Hivig otz (2.7.3.23) .

RIREHIIEE O 5 6, 1 EHERE, JEREE (BHERA O CIC 2 W T8kR) | TEREIR
Fe i, -QOL &t A = 7B W T, A b v 7 A 300 B SUIAR b v 7 A 200 HALZ B
BH LTEROAMERRD bivle, £70, RGEMEFHN 232072 17 Fllci VT, JRILE)
RN T A—% (RKRIBEMA R, PIEPER i ARSI O 5 KREER B E . FIEIHER 5 AR
Wm%@ﬁg\Wﬁﬁtﬁfﬁw%%:yfﬁ47yx) LHENRBO NI (25442)

ZeH
AN kw7 R 200 BALEEOA EFLOFKIBES X Botox treatment cycle 23T IZ DIV TR T

L. Botox Treatment Cycle 1 T 86.7% (176/203 5]) . Botox Treatment Cycle 2 T 80.2%

(150/187 #41) . Botox Treatment Cycle 3 T 71.4% (125/175 f51) . Botox Treatment Cycle 4 C
72.5% (111/153 f5]) . Botox Treatment Cycle 5 C 66.4% (73/110 f4) . Botox Treatment Cycle
6 T 68.6% (48/70 ##) . Botox Treatment Cycle 7 C 58.3% (28/48 f3) ThH -7, HEHESRD
FEBIEIA 1L, Botox Treatment Cycle 23 #d |2 D3 THEEWIM 238 < 72 o 72 Z &, F 72 Botox
Treatment Cycle N HETRIZ DIV THIRE LW LI Z e —R TR F LI EE 2 bz, &
Botox Treatment Cycle T b L < LN AEFEFRIIIREEEGTh o7, REAIIAR > 7 X
200 HAZHED Botox Treatment Cycle 1~3 T2 HFHIC K< AbNTAEERTH -T2, A by
7 A 200 HALOKERGIZ L VR b v 7 ZADRENET 0 T 7 A VIZH 602 ZABITERD i
T RAER G K Dot EOBEEIITRRO bR 7o (2.7.6.191622-094 3
B o

PLEXV ., Rbv o x200 B 2 KEHREG LU-BRICSHEORET « MRITRDNT, £/~
FERELOENMEMIIZRD ST, Fiioneett EOBRaEbL R bNRhoTz,
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1.8.3.2.2. AHTORZE - FEOREIRN (HERAE)

1.8.3.2.2.1. EANE N EEBRTERT 2 AE®RE
AN COHERAETH LA~ v 7 2200 HALIL, LLFIORTEBE2 S AN NDO BHFIC
BWTHEEHREOFHNICH D EHEE SN2, EWNE T FEFER O 204948 55k CTlL[A]
& T O MR VLMD TN S 417,
o RbvZ ADORISHICRIEAEITA CEHNEE X b, OB 5 ENILTD
HERHRITIFIERETH 5,
e NDO Ol k NeEOJFANZENA TIZIZFRK TH 5,
o HAARTONDO BHEIZIIT DM HIFEEROFPAN T 200 HALO A LMK VLMD R
SNTW5D,

PATIC Bk O & B ORI E <,
REy I RORGEHEDOREEZERUVMbOZIEEICE T 5EANNERAE

RNy 7 AIBEEEICERER 5T D Z ISV RFTCOIREZRET LRI TH Y, B E
BRCIIAR by 7 ADRRHEORH AT L A EZIT 7202 & DR STV S [Tang-Liu, 2003],
TOEIRAR v I AOKMEMET D L. R by 7 RIAREECRUGEI B EAEIT A U
EEZ DI, FEBRICEEAGROBEMEICBIT DR by 7 A0 H1E - ARIZENICIRIEREET
H5b,

NDO DEM R VA

NDO DWW UTEBRMICER SN ERENHO O TS (2.5.1.2.1) , IB#EIC
BWTIE, 12l VR B 7 N LT U U FIREESEIC L 2 MPEER L TH Y | 16
NRPIF DN T BFICREFE L L THEIRESHWON D%, ERNAATELL OmT
HELTWD (2513.2) o LEEno>T, 2EIAONEROFEANZENACTIZIZEFRETH S &
BT D,

HATO NDO BEIZH T 5 EAREER

HARANNDO FBFITEIT DR Ny 7 AR Z s LT AR W8 NT, Ay
AP 200 HAL (FHEREEE 19 F) L0300 HAr CGEBEEEESE 7 6, ZRMEEERSE
26, Ty EHMERE 2 B]) 2NEIN & TV 7 [Hikita, 2013; Sengoku, 20157,

AR w7 2200, 300 FALOAZEICBE L T, WIho&HS5ETH 1 B4720 0K
JEREI, PRUGEIRERR AT K 2 S KIS B K ORI SR 75 A~ Bl AR RS D fe R R PR 75 1 &
W o T2 B TCHENEO b v, ZaMEIZB L CTid, A kv 7 R 200 HALTlE&EGH 1k
IZE ST AERGIHRBIET, BARNTOIARESHR STz, A~y 27 X 300 BAL TR
B, BRBRENAEFRLE L TRO LN,

PLEX D, sk & FERIC B ARANZB N TS, EHREBROEPHN TR kv 7 2 200 BALOF
M V2D R STz,
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1.8.3. f¥E - AENUOZFORREMRI (NDO)

1.8.3.2.2.2. 204948 EAER

204948 FER (R b v 7 2 200 BALEE 11 61, 77 &R 10 61) (X, AR > 27 R 200 HAL
HHEEG LEBEOFIMELR WL 7 78R L RG22 &0 AR by X200 HAL
T RS LT BB ORI L et 2 T2 Z L 2 AR E LTHEMiS L, Ry 7 X
200 HALK 77 & ANITHEAMRRRRER & 7 CREGTIEIC L G shiz,

Hi[E e RO AN DWW T, FEFAIEE Td 5 Treatment Cycle 1 D Week 6 (23T %

1 4720 OJRIEERHD Baseline 725 OZALEIIAR b v 7 A 200 HAZHE-3.20 [\, 7T &R
HE-0.18 1], BEMIZEIE-3.02 8] (95%(EHHIXIH] : -5.85,-0.19) TH V. 1 HH7= b DIRKEEREEL
m77tfﬁ&w@LTTF/?Xﬂmﬁuﬁfk%@ﬁwﬁ WO HALT (2.543.1)

B REHMIE H T % Treatment Cycle 1 D Week 6 (Z351F 5 #IEIHEIR 77 A bl B UHE IR O fie K HE
JRFHIE D Baseline 7> 6 D2 FREF A FHIME) 130 A b v 7 2 200 BALEE-20.785 cm
H0, 77 B ARE-0.166 cm HoO T v BRI ZE13-20.619 cm Ho O (95%(EHHIX[H] : -35.814,
-5424) Thoiz (254322) ,

LR 5D Z2PEIZ DT, Treatment Cycle 1 @ Week 12 £ TOHEHROIEHEIGIT
Ry 7 A 200 BALEE 64% (711 61) . 77 2HREES50% (5/1041)) T&H Y. Treatment Cycle
1 2k (BRI OFEFROEIEIGIX, Treatment Cycle 1 @ Week 12 & TOH FHH
DFBFNG & —B L T, ERTREAFFRL LT, Treatment Cycle 1 D Week 12 £ T
(TR by 7 A 200 BALRECIRESRES: (/11 61) | JRP (1711 #1) KO PDSOT (5 /1K T
1114 3BD B, T T EREETIEIZEN L DFERITFRD LN T2, Ry 7 2200 H
MR CHRB LT AEFROEER IR TREIIFEETH-7- (2553.1)

AE % 5REOEZIMEIZ DUV T, Treatment Cycle 1 T kv 7 2 200 HALO a5 %251,
BICRKE G- 25 72~ > 7 & 200/200 HAZEEIZ 35T % Treatment Cycle 2 2 T8 3 D Week 6
ZRITD 1 HY D ORIEEE D Study Baseline 7> 5 DL EITENZEh-1.67 [ (6
i) KO-1.11[E Q) Tholz (2.544.2) . WT4LH Treatment Cycle 1 D Week 6 (
302 [\ KV SRS EITNE o Ten, HRE T L ICRAERR T -2 AR L2 2 A,
204948 FERTA b v 7 A 200 BALORAZ #5221 T- 2 TOMERE BN T, JRIEE R
@ Study Baseline 7> & OV 3RO Bz (2.544.2)

g G- Rs D2 EMEIZHOWT, AEFROHEBLEG 1T Botox Treatment Cycle 1 } UF Botox
Treatment Cycle 2 TEALZI 67%. 82% TH 7= (2.5.53.3.) ., 723, Botox Treatment Cycle
3 T3 BB ERENED b, EHTNEAEFRL L TRBERENNT O
Botox Treatment Cycle C % 78 5 4172 [Botox Treatment Cycle 1 : 5/21 i (24%) . Botox
Treatment Cycle 2 : 3/11 5 (27%) . Botox Treatment Cycle 3 : 2/3 i (67%) ] (2.5.5.3.7.1.)
AR CHRBL LT JRIEFEL TN T B RETH D . FE TR LI o 7o R GRS I3ER
DO oTe, o, IRBREMEMIC X VIEBRER S QRBRIELA D/ Ik EFIE) LK
REMRD B D &Il ST RIBEGRITERD b o7z (2553.7.1.) , EHERAFEFELIL
Botox Treatment Cycle 1 T2 f5il (FhEER, #HIEMEEE) RO LR, WTNHIRREME
Az k0| B E & ORFEERIZAR W & i <7z (2.5.5.3.5.) . Botox Treatment Cycle
2 KO3 T, BEERAFFRIIRD N2 o7 (25535) . RBRPILICE ST FEFF
ZHINT 4D Botox Treatment Cycle Th s /2o 7z (2.5.53.6.) .
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2D OFERITIES O RGEERER (191622-094 3ER) L FEEEOFERTHY . KEKREGIZLD
RWTE - HRITBO NN EB 2 OND, FZ2MEORT I b BRI EE 72284 X
RO BT, BRI Lo T,

PIEXYD, BARADNDO BFIZK L THR Ny 7 2200 i 2 & 5T Lickv, it
AR ER & RIS I R ORI R AREN R ENTZZ D, R b v 7 & 200 Bz &2 HEE
HAEETHZLNmEEEEZBNT-,

1.8.3.2.3. AR TORE - ARORERL (BREF TOHR)

NNy 7 ZOBUT R Th D720, WA N AHRER (191622-515 3R, 191622-516
B L O 191622-094 3RER) L ONEINGAER (204948 FABR) (28T, ZhEAKES L & 56
R I D HE v Ny VPR G D SR E Al 72 L 7B 3R b v 7 A FR G545 2 LN T
e (WTHORER S R G1IMEER 5 XTRIER G5 12 BEELL EREEZIZATRETH Y |
AT EHUT 191622-094 FBR TliX 13 [Bl, Z OO TIX 2B TH-72) , WhAFHE
L, THEBRED R GAHFET HE TOMM) RO THEERE D 45 Gl b R o B
YWRT7-TETOHRM ©2 >OFHEEZ AWM L7z, 2B, FRGII0)E#% 5 XS
OEEAD 12 BB ERGEZICAETH -T2,

191622-515 3Bk, 191622-516 FER K NHREBR O GFEFENTIZ BT, #IRIEES: H 2> 5 #ER
FENERGEFHLETHETOHM (hRE) X, FTRAREEE L TR b v 7 X 200 BT
BECHEHEMICABICED o 72 [191622-515 588k : AR b w7 & 200 HALEE 256.0 H (36.6
) . 77 BeAREE920H (13.1#) | 191622-516 7Bk : &R b~ 7 A 200 BEALEE 295.0 H
(42.13) . 77 BAREER20 A (13.18) | §FEMT : A kv 7 Z 200 BAZEE 269.0 H
(3843) . T7EAEQ2OH (13.18) . Wiy p<0.001] (2.7.3.51.1) . £7=, ¥
[ 5 H 2> D YRS DS G R SR O SMEA - COHIM (Pofi) b, 77k
RS LT by 7 2 200 BAACHE CHEGGHFIIICH EICE o 7 [191622-515 3R : 48 b
v 7 A 200 HAZEE295.0 B (42.13#) . 77 BAREE96.0 B (13.73#) . 191622-516 #klk : R
Ny 27 2200 BAZHE 337.0 H (48.108) | 7k AR#E127.0 B (18.1#) . WTiLh
p<0.001] (2.7.3.5.1.1.) . 191622-094 RBRIZFB T HIGEL RSB ATEM S, Ry
7 A 200 AL DI D G- %5 2 T T-RE 2kt g & LTk TS N &G 2 L
LFETOHM] OFRIEIL 362 THY . THERE DS & G- kM E RF O F e 25l 723
FCTOHM OFREIX37.7ETH-- (273.52.1) .

[EIN 204948 R ICIB T, IR G A0 G HRE NG 2 AL T 5 TOMM (Fk
) 1Z, 7T BRBELHE L TR by 7 2200 HAEETE -7 [R b v 27 Z 200 B
246.0 H (35.1) . 7 vAREE845 H (12.1#) 1 . £/, #IEEE B2 HHERE DS H&
G HERF O SEE LT 2T E CTOMIM (FRE) &, 77 BERFHLHBRL TR Ny 7 X
200 HAZEE TR o7 [ by 7 2200 BAZEE 246.0 H (35.13) . 77 &2AHE85.0 A
(12.138) 1 (2.544.1) .

DX, ARy T R200 BALE RS UT-BEORh R IRIX, T8RS DG % A
YT HETOMM . THBRE DS ERGEEM RO REL - TOHIM) ORFEE
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P OFRIEZ N ENITIBNTHI 35~42 1 (K1 8~10 » H) . £ 35~48 1 (K 8~11 #
) Thoto, £7o. ZRMEOBLED D BREGIIVEER G OIRIEER 52025 12 #H L LR
BICHREE LTCW 22 E b E 2, HREGEETOHMIT 12 G »H) UL #EYTH S
EEZ, HELE,

PLEXD ., NDO OERIEICBITAHA by 7 20 ME - HEA  DEE. BRAICIT A BIRY
VX AFR L LT 200 BN 2 PRI EI U CHERT 5, F&REIZRIRIOZ R WE L=
BIZRETH A0, BEFERIZ 2B EETAZ L, | EEREL,

1.8.3.3. R - AEICEYTAERLOEEORTERIL
1. DEIEEHEDE M O RIS DE CHER 5 4% 59 D BRI IE. AV DEes STk e e s
ZHWAHZ L, ] IToNT
HEPR A 1 ZBE PN ER DIEERE (S AF-AET D Z & s, AL T A ERE L. oR 52D
(REEZ R/ NRICI A TR by 7 22853572010, NREETH DS (BEVEREMLSE XX
WMEBEESE) 2 MWD 2 b L Uiz, iR (OAB) BH K O'NDO BFZXI4 L L-H
WANDERRFER T, S 2 AW TR L TH5HARELAR Fy 7 A% 5 Lz,

2. TRAIEZEGANIE, HEE U TR O AT L 5 BE PRSI E-C #8555
ZATH 2 &, AT 2 A LTS A 3 B GRcBRE U, RN 2 A PR AT o
THZ L, BAMRET KA Z R LT W A AT DR AERENEE T, 285K
MDY R 2 T2 Z &, | 122N T

B GATPE D IR A IR D 7, MELITE U BRI R OB 524725 X 9
IZ L7z, OAB & L UINDO B#F x4 & L-ENAOKRBRTH,. 2 b0 HENHN
b7,

JRI TR 2 PN TR L7556 O R TR R D B 5 R OB BEN O PV DWW T, 2
NHOFNEZEETICA Ny 7 A2HEGET DL R by 7 ABGEAL X0 JRFTRREE DA
PICERVIAEND Z L2k 0, JHATFIERC X 28I GRBEUES) ORIBMEEN EAT5
AREME N D D T2, BRIE L7z, OAB HE K NNDO B 2515 & LZEMNAOBEFERBRTH .,
ZNHDOFENESHW LI,

NDO BB T 2SO HIZE L Tid, ERNAAOERKRRR CIX, ERRoFEITmA,
EH ROV EEZ R TS 2L & LTEHY . BRI B R E B & ok aTREMEAS
O SEBER B 1O L CIXENERR R CIX 2 B O 2 BH E LTz, Z ORI
(CHE A, B EE N 2K LT W R AT T AR RS B Wik, B
FREH B 2B UL 230 2 8T 5 72 O B E RS O U 22 R A 5 & AR
ELT,

3. TBIEEEC 1T D TERERAL 2 T I CHEE T D 72 AAI OB GE AN AP R
W E AL, AW LR T D, T OB, BEILREL3&5 L, RERHIH 2
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S T BEMERE 2 S CHRBT 2B NN b S0, AR OBEFEANERTHZ
Lo BHR TR, BYER AR BE CIEBEMANICEA LA ERZEHIZREL,
B HER ATRE 72 B CIIBEMENICIE A L2 A BRI Z B DHFH CE D 2 & 2T 5 2
Lo 1o\

R A TN 2 8122 U, SR 2 R E 3 2 BRI — M T 5 FIE, KON,
ZOFNEIZHEVEEREZ YRR L BICEE SN D U AT Zitd Lz, 2 b ORNFIXENAD
FERARBRICIWT, i N L —= 7 O—8RE L THIBRET () EENCEM ST
776

RNE Yy 7 ZAOEGIZED | PERNE-CHEDUR SN BELT 2 /BN H D, DY %V
ICEWREB TRl TE 5 X910 T 5700, BEHRATREZR B TIRREK T4, %%W
L7 AR EZELICBRETRT, B TEsZ &%%;féa%ﬁﬁbto&k E
BEIR ATRE 72 FBEE 2 x5 & L2 [E NSO OAB LT NDO DEFARRER (204947 35k, 191622-
077 B, 191622-095 #-BE, 191622-520 7RER, 191622-096 Bk, 191622-117 3ER) TiE 4
HERRZREST, BT 22 L 2MET2FIE) 25, BRI REREEN G ENT
[EINA+ O NDO DO FFIERER (204948 5Bk, 191622-511 5ABR. 191622-518 3R, 191622-515
PR, 191622-516 #ABR. 191622-094 3B, 191622-082 #kEk) Tix [EHEHAMIKZRETD
FE) »BEBnT,

4. TRHI 100 B Z2$ 54 2 BIEEE 10 mL % 20 % FTIC, K] 200 Bz 2 % 54 5 BRI
L 30 mL % 30 % TS/ EI LTS5 2 E RSN TV D, BIEREME OB
1 em, FEHEESFORFAEEIZN 2mm & L, Bl =AT~OFEFITEET 22 L, | 1292
W

OAB & (R h w7 2100 Hi#5) KO'NDO #BE (AR b v 7 & 200 A& H) % %t5

& LT EWNANOBRRRERIC I T 2 B 55, &5 2 ikaE, 550 &L OVER$ORIA

WRE & [H—ONEE R E LT,

1.8.3.4. SE X

Hikita K, Honda M, Kawamoto B, et al. Botulinum toxin type A injection for neurogenic detrusor
overactivity: clinical outcome in Japanese patients. Int J Urol. 2013 Jan;20(1):94-9.

Sengoku A, Okamura K, Kimoto Y, et al. Botulinum toxin A injection for the treatment of neurogenic
detrusor overactivity secondary to spinal cord injury: multi-institutional experience in Japan. Int J
Urol. 2015 Mar;22(3):306-9.

Tang-Liu DD, Aoki KR, Dolly JO, et al. Intramuscular injection of 125I-botulinum neurotoxin-

complex versus 1251-botulinum-free neurotoxin: time course of tissue distribution. Toxicon. 2003
Oct;42(5):461-9.
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1.8.4. FEHEDOEE () KOZEOFH TR

1.8.4. @RALDZIEE () RUZTORFEIRN

AR EOEE () 1%, A~y 7 1M 50 BAL « 100 BALOFAT SCENEISA (A A
T 5 [BEFAIRIE CRORA A2 SUXBEAFIEHE N S 72 siE B Z 36 1 2 IR E DR, S8R
K OUHEPERREESE (BLF, OAB) | . TEEAEVRIE CRURA A4 SUIBEATRRE 3 S 72V ik
RIPEREREIC L D IRKZEE (LT, NB) | KON T ERGERE ) 200 bbEEEMAT-b0TH
Lo TRBL BHOR by 7 A 50 AL - 100 HEALERA SCE (2018 45 5 HLET 45 21 ki)
KOERS L% TR () ITTRLT

ERLDEE () BREARHL

[E&]

(1) ARDOHERRSE, RV XA K-> TEAESND AR |(1) AEH7ZICHEET S
VU XRFHRTHDH0, A EOREEZRG L LT, A OAB K UNNB Z 7L
EROHEZ ST U, IRBRSE, A B m e, SR, L7
NG, TG, 2 s Ll B o/ N BMME R R IS BT B
R AE O R, EE ORISR E S TE, R, R
PR PR T Y Eh R I R OV R P DR DASM 13 A Y L 7
WZl, [3A7o—XAT A h=—DHRE T, AHNZ X
DRI RER 2 SE TE RV EHORERH 5,
[EE B RN (1)) OESR]

(2) MRMREAE, R e X OV O [ MERRGEE 1 HIE IS |(2)~(3)

LG, HEEZTEM T, ARIOREVEROHESEE 2018 45 5 AT (5 21
F B L. AFORETHICET 5 Fo 7 mid#% - RBRodH R IRMNSIENS AT e
DHERIDATO Z &, L,

(3) FEPERIEE, FIBORHE, FIBORSHE, 2 kA /N R R
TN D TIRIRHMEITAE D 2, R K& OV P76 e s 1
KT HEEIX, E A2 ER T, RAIOZ MR O %)
P oy BRAE U, 8 B 72 ) S sl . A R DI E 705 B OY
AANOREETFHIZ BT 5+ e ik - B H 5 ERIT S
b, [RANC K DIREPICHRRRAE ERICHETE RN
FREFOHREN S D, Fio, RERIE, FERHE & O
FEREERE CIL, FRICPERRREE, W TS S S B 1
B3 2RWERARb LA BZENND D, ]

(4) EVEBYEEDE N ORI TR DE I %3 2 8 513, 558 251072 |(4) OAB X O NB (29
EERH T, AHN DL M O M2+ PRI L, e B 2 i) ¥ [oF ) AT
R NG, EIDESE A T\ e A O i E U B4 D 400 2 g BT 2 F D BN
ik - FRERD & DEMDTH Z & bHTD, KAIOF

AT RE 7 [ Rl 0D B

BRTCREE LT,

I3
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Bo [ FREED S FIERiR S SR L, £, B5H0
LA~ & 0 PPRBSRRIK FICE 72 & T2 WE R H
%o ) [ THEKZEIWEM] OHZR]

IR BT, 1 5L LT100 L2 &5 L, &5
FLAS DI EATIC T 2 BB L 35 2 5 D R R B R OV,
JPENFB LIz W oMmERNH 25, [ TRERL) OES
]

B AR R O 2ok Lo WS e A A 9 B AR A I e AR
FTF, BARFIC kbt T X B EFEMR I8V T, 2H
B EE=2 Y V72 EMTEX LDEEO T, AAIZ G5
5k,
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[ERZRRIEM] ©
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fEE ORI B D T
W, FHAESRAZRE
L7,

(6)
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TREEESEEZ T T 55
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E2R] KROBRFIZEIESGLRNIE)
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AR ER 28T 5720, HEZEL X5 aTREMERH
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Q) FEMERISHICB W TIL, BEDOMIRRERED & 5 B3 [AHA
DOEHIZXY |, FHEZELSELAREERSH 5, ]

(3) IEIEENBEFIE K OFFR R MERE DRI Z 35\ TS IR BRIEYSIE & A9
% HBE K ONE IR 2 B AN I L O AW R 2 H 4 5 B
(AANOEHIZ XY | HEEZ B SE D AEEEAH 5, ]

(4) M8 SUTATEHRE L TV 5 RAIRENED & 5 i N R O 5Lis (it
BRI T DL aVEITRESL L TRy, ] ( TiEs, 7E
I, RIEE~O®KE | OIEEMR)

(5) AAND RS LIsBUE OBEEED & % B3
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BRTEARHL

e - RICEET SERLOERE

(1) A% FREHE, T HRHME B O 2 i B b oD /N S PR R
(2B D TIRIEMEITE 2 RBITHR L TR EGT 285581, LLF
DRICEETHZ &,

1) RANIERZHE, (EERESEOEERNIRFROREB L 13 b
RN, ZTROHOREEHHLTEMRT S Z &,

2) AFNIIE W IHIRTIRAE & 72 - 7= BAE o AT dhiek o> o 2t
LTI Z A LR,

3) BB, TR ICOWTIE, RO RN & 72 DR O
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