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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

o Indications and Usage, Upper Limb Spasticity (1.3) 04/2015
e Dosage and Administration (2.1, 2.5) 04/2015
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 limb spasticity in adult patients (1.3)

o Treatment of cervical dystonia in adult patients, to reduce the severity of
abnormal head position and neck pain (1.4)

o Treatment of severe axillary hyperhidrosis that is inadequately managed by
topical agents in adult patients (1.5)

o Treatment of blepharospasm associated with dystonia in patients >12 years
of age (1.6)

o Treatment of strabismus in patients >12 years of age (1.6)

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)

o Treatment of upper limb spasticity in pediatric patients, and for the
treatment of lower limb spasticity in adult and pediatric patients. (1.3)

o Treatment of hyperhidrosis in body areas other than axillary. (1.5)

DOSAGE AND ADMINISTRATION
e Follow indication-specific dosage and administration recommendations; Do
not exceed a total dose of 400 Units administered in a 3 month interval (2.1)
e 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 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 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 (2.6)

o Axillary Hyperhidrosis: 50 Units per axilla (2.7)

o Blepharospasm: 1.25 Units-2.5 Units into each of 3 sites per affected eye
(2.3)

o Strabismus: 1.25 Units-2.5 Units initially in any one muscle (2.9)

DOSAGE FORMS AND STRENGTHS
Single-use, sterile 100 Units or 200 Units vacuum-dried powder for
reconstitution only with sterile, preservative-free 0.9% Sodium Chloride
Injection USP prior to injection (3)
CONTRAINDICATIONS
o Hypersensitivity to any botulinum toxin preparation or to any of the
components in the formulation (4.1, 5.4, 6)
e Infection at the proposed injection site (4.2)
o Intradetrusor Injections: Urinary Tract Infection or Urinary Retention
(4.3)

'WARNINGS AND PRECAUTIONS

o Potency Units of BOTOX 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 Care should be taken when injecting in or near vulnerable anatomic
structures. (5.3)

e 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)

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

o Bronchitis and upper respiratory tract infections in patients treated for
upper limb 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):

e 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 Spasticity: pain in extremity

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
1-800-433-8871 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

e Pregnancy: Based on animal data, may cause fetal harm (8.1)

o Pediatric Use: Safety and efficacy are not established in patients under
18 years of age for the prophylaxis of headaches in chronic migraine,
treatment of OAB, detrusor overactivity associated with a neurologic
condition, upper limb spasticity, and axillary hyperhidrosis; in patients
under 16 years of age for treatment of cervical dystonia; and in patients
under 12 years of age for treatment of blepharospasm and strabismus (8.4)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 04/2015
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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, including spasticity in children,
and in approved indications, cases of spread of effect have been reported at doses comparable to those used to treat
cervical dystonia and upper limb 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).

Important limitations
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 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).

Important limitations

Safety and effectiveness of BOTOX have not been established for the treatment of other upper limb muscle groups, or for the
treatment of lower limb spasticity. Safety and effectiveness of BOTOX have not been established for the treatment of spasticity in
pediatric patients under age 18 years. 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 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.

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

Important limitations

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

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.

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. Physicians administering BOTOX must understand the relevant neuromuscular and/or
orbital anatomy of the area involved and any alterations to the anatomy due to prior surgical procedures. An understanding of standard
electromyographic techniques is also required for treatment of strabismus and of upper limb spasticity, and may be useful for the
treatment of cervical dystonia.

Use caution when BOTOX treatment 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(s).

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 saline 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,
reconstituted BOTOX should be stored in a refrigerator (2° to 8°C).

Table 1: Dilution Instructions for BOTOX Vials (100 Units and 200 Units)**

Diluent* Added to Resulting Dose Diluent* Added to Resulting Dose
100 Unit Vial Units per 0.1 mL 200 Unit Vial Units per 0.1 mL
1 mL 10 Units 1 mL 20 Units
2 mL 5 Units 2 mL 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 UTTI.
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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.

Figure 1: Injection Pattern for Intradetrusor Injections for Treatment of Overactive Bladder and Detrusor Overactivity
associated with a Neurologic Condition
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Detrusor Overactivity associated with a Neurologic Condition

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

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

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

o  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.

o Use immediately after reconstitution in the syringe. Dispose of any unused saline.
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100 Unit Vial of BOTOX

e  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.

e 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.

e  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.

e 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.

2.4 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

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

. Trapezius:

C. Frontalis: 10 U each side
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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
Cervical Parasg inal 20 Units divided in 4 sites
Muscle Group

Total Dose: 155 Units divided in 31 sites

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

2.5 Upper Limb Spasticity

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. 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 Upper Limb Spasticity

Muscle Recommended Dose

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 Upper Limb Spasticity
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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.

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.

2.6 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

(14.5)].

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. 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 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.

2.7 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 0.9% preservative-free sterile saline
(see Table 1). Using a 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, 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 3.

Figure 3: 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.

2.8 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-
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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.

2.9 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.

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
Single-use, sterile 50 Units, 100 Units, or 200 Units vacuum-dried powder for reconstitution only with sterile, preservative-free 0.9%
Sodium Chloride Injection USP prior to injection.

4 CONTRAINDICATIONS

4.1 Known Hypersensitivity to Botulinum Toxin
BOTOX is contraindicated in patients who are hypersensitive to any botulinum toxin preparation or to any of the components in the
formulation [see Warnings and Precautions (5.4)].

4.2 Infection at the Injection Site(s)
BOTOX is contraindicated in the presence of infection at the proposed injection site(s).
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4.3 Urinary Tract Infection or Urinary Retention

Intradetrusor injection of BOTOX is contraindicated in patients with overactive bladder or detrusor overactivity associated with a
neurologic condition who have a urinary tract infection. Intradetrusor injection of BOTOX is also contraindicated in patients with
urinary retention and in patients with post-void residual (PVR) urine volume >200 mL, who are not routinely performing clean
intermittent self-catheterization (CIC).

5 WARNINGS AND PRECAUTIONS

51 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 Dosage and Administration (2.1),
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, including
spasticity in children, 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 upper limb 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 dermatologic use of BOTOX/BOTOX
Cosmetic at the labeled dose of 20 Units (for glabellar lines) or 100 Units (for severe primary axillary hyperhidrosis) have been
reported.

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), strabismus, or for chronic migraine at the labeled doses have been reported.

53 Injections In or Near Vulnerable Anatomic Structures

Care should be taken when injecting in or near vulnerable anatomic structures. Serious adverse events including fatal outcomes have
been reported in patients who had received BOTOX injected directly into salivary glands, the oro-lingual-pharyngeal region, esophagus
and stomach. Safety and effectiveness have not been established for indications pertaining to these injection sites. Some patients had
pre-existing dysphagia or significant debility. 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.

5.4 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 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 particularly closely when given botulinum toxin. Patients with
neuromuscular disorders may be at increased risk of clinically significant effects including severe dysphagia and respiratory
compromise from therapeutic doses of BOTOX [see Adverse Reactions (6.1)].

5.6 Dysphagia and Breathing Difficulties in Treatment of Cervical Dystonia

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 swallowing. When distant effects occur, additional
respiratory muscles may be involved [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.
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Treatment of cervical dystonia 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, in cervical
dystonia patients.

Patients with smaller neck muscle mass and patients who require bilateral injections into the sternocleidomastoid muscle 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) and Adverse Reactions (6.1)].

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 upper limb spasticity should be monitored closely. In a double-

blind, placebo-controlled, parallel group study in patients with stable reduced pulmonary function (defined as FEV 40-80% of

predicted value and FEV/FVC < 0.75), 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 4).

Table 4: Event rate per patient treatment cycle among patients with reduced lung function who experienced at least a 15% or
20% decrease in forced vital capacity 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 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 an ongoing 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 FVC 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 5).

Table 5: 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 Placebo
200 Units
>15% >20% >15% >20%
Week 2 0/12 (0%) 0/12 (0%) 1/11 (9%) 0/11 (0%)
Week 6 2/11 (18%) 1/11 (9%) 0/11 (0%) 0/11 (0%)
Week 12 0/11 (0%) 0/11 (0%) 0/6 (0%) 0/6 (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 VII 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.
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5.10 Bronchitis and Upper Respiratory Tract Infections in Patients Treated for Spasticity

Bronchitis was reported more frequently as an adverse reaction in patients treated for upper limb spasticity with BOTOX (3% at 251
Units-360 Units total dose), compared to placebo (1%). In 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%).

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).

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 UTIs 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 6. The duration of post-
injection catheterization for those who developed urinary retention is also shown.

Table 6: Proportion of Patients Catheterizing for Urinary Retention and Duration of Catheterization following an injection in
double-blind, placebo-controlled clinical trials in OAB

BOTOX 100 Units Placebo
Timepoint (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 7.

Table 7. 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 double-blind, placebo-controlled trials in patients with detrusor overactivity associated with a neurologic condition, 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 or placebo is shown in Table 8. The duration of post-injection
catheterization for those who developed urinary retention is also shown.
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Table 8: 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

eycle 30.6% (n=33) 6.7% (n=T7)
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 MS were more likely to require CIC post-injection than those with SCI (see
Table 9).

Table 9: 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
BOTOX BOTOX
200 Units Placebo 200 Units Placebo
Timepoint (N=86) (N=88) (N=22) (N=16)
At any time during 0/ (e 0/ [ 0/ (re 0/ (1
complete treatment cycle 31% (n=27) 3% (n=4) 27% (0=6) 19% (=3)

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. A theoretical risk for transmission of Creutzfeldt-Jakob disease
(CJD) is also considered extremely remote. No cases of transmission of viral diseases or CJD have ever been reported for albumin.

6 ADVERSE REACTIONS
The following adverse reactions to BOTOX (onabotulinumtoxinA) for injection are discussed in greater detail in other sections of the
labeling:
e Spread of Toxin Effects [see Warnings and Precautions (5.2)]
Hypersensitivity [see Contraindications (4.1) and Warnings and Precautions (5.4)]
Dysphagia and Breathing Difficulties in Treatment of Cervical Dystonia [see Warnings and Precautions (5.6)]
Bronchitis and Upper Respiratory Tract Infections in Patients Treated for Spasticity [see Warnings and Precautions (5.10)]
Urinary Retention in Patients Treated for Bladder Dysfunction [see Warnings and Precautions (5.13)]

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. Needle-related pain and/or anxiety may result in vasovagal responses
(including e.g., 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 10 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.
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Table 10: 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 Placebo
100 Units (N=542)
Adverse Reactions (N=552)
Urinary tract infection 99 (18%) 30 (6%)
Dysuria 50 (9%) 36 (7%)
Urinary retention 31 (6%) 2 (0%)
Bacteriuria 24 (4%) 11 (2%)
Residual urine volume* 17 (3%) 1 (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 11.

Table 11: 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=69) (N=526) (N=516)

Urinary tract infection 25 (31%) 8 (12%) 135 (26%) 51 (10%)
(UTT)

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 12 presents the most frequently reported adverse reactions in double-blind, placebo-controlled studies within 12 weeks of
injection for detrusor overactivity associated with a neurologic condition.

Table 12: 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
(N=262) (N=272)
Adverse Reactions
Urinary tract infection 64 (24%) 47 (17%)
Urinary retention 45 (17%) 8 (3%)
Hematuria 10 (4%) 8 (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 44 weeks of exposure): 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 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.

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 13.
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Table 13: 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

BOTOX Placebo
155 Units-195 Units (N=692)
Adverse Reactions by System Organ Class (N=687)
Nervous system disorders
Headache 32 (5%) 22 (3%)
Migraine 26 (4%) 18 (3%)
Facial paresis 15 (2%) 0 (0%)
Eye disorders
Eyelid ptosis 25 (4%) 2 (<1%)
Infections and Infestations
Bronchitis 17 (3%) 11 (2%)
Musculoskeletal and connective tissue disorders
Neck pain 60 (9%) 19 (3%)
Musculoskeletal stiffness 25 (4%) 6 (1%)
Muscular weakness 24 (4%) 2 (<1%)
Myalgia 21 3%) 6 (1%)
Musculoskeletal pain 18 (3%) 10 (1%)
Muscle spasms 13 (2%) 6 (1%)
General disorders and administration site
conditions
Injection site pain 23 (3%) 14 (2%)
Vascular Disorders
Hypertension 11 (2%) 7 (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.

Upper Limb Spasticity

The most frequently reported adverse reactions following injection of BOTOX for adult spasticity appear in Table 14.

Table 14: Adverse Reactions Reported by >2% of BOTOX treated Patients and More Frequent than in Placebo-treated
Patients in Adult Spasticity Double-blind, Placebo-controlled Clinical Trials

BOTOX BOTOX BOTOX Placebo
251 Units- 150 Units- <150 Units (N=182)
Adverse Reactions by 360 Units 250 Units (N=54)
System Organ Class (N=115) (N=188)
Gastrointestinal disorder
Nausea 3 (3%) 3 (2%) 1 (2%) 1 (1%)
General disorders and
administration site conditions
Fatigue 4 (3%) 4 (2%) 1 (2%) 0
Infections and infestations
Bronchitis 4 (3%) 4 (2%) 0 2 (1%)
Musculoskeletal and
connective tissue disorders
Pain in extremity 7 (6%) 10 (5%) 5 (9%) 8 (4%)
Muscular weakness 0 7 (4%) 1 (2%) 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 spastcity with 360 Units of
BOTOX.
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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)].

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. Formation of neutralizing antibodies to botulinum toxin type
A may reduce the effectiveness of BOTOX treatment by inactivating the biological activity of the toxin.

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%), no
patients among 406 migraine patients, no patients among 615 overactive bladder patients, and no patients among 475 detrusor
overactivity associated with a neurologic condition patients with analyzed specimens developed the presence of neutralizing
antibodies.
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The data reflect the patients whose test results were considered positive or negative for neutralizing activity to BOTOX in a mouse
protection assay. The results of these tests are 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 neutralizing activity to BOTOX with the incidence of antibodies to other products may be
misleading.

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; hyperhidrosis; hypoacusis; hypoaesthesia; 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
Pregnancy Category C.

There are no adequate and well-controlled studies in pregnant women. BOTOX should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

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 0.7 times the
average high human dose for upper limb spasticity of 360 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

May 15 2015 16:36:51

17



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 average high human dose 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 3 times the average high human dose based on Units/kg.

8.3 Nursing Mothers
It is not known whether BOTOX is excreted in human milk. Because many drugs are excreted in human milk, caution should be
exercised when BOTOX is administered to a nursing woman.

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.

Spasticity
Safety and effectiveness in patients below the age of 18 years have not been established.

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

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

Overall, with the exception of Overactive Bladder (see below), clinical studies of BOTOX did not include sufficient numbers of
subjects aged 65 and over to determine whether they respond differently from younger subjects. Other reported clinical experience has
not identified differences in responses between the elderly and younger patients. There were too few patients over the age of 75 to
enable any comparisons. In general, dose selection for an elderly patient should be cautious, usually starting at the low end of the
dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other
drug therapy.

Overactive Bladder

Of 1242 overactive bladder patients in placebo-controlled clinical studies of BOTOX, 41.4% (n=514) were 65 years of age or older,
and 14.7% (n=182) 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 15). Otherwise, there were no
overall differences in the safety profile following BOTOX treatment between patients aged 65 years and older compared to younger
patients in these studies.

Table 15. 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 Placebo BOTOX Placebo BOTOX Placebo
100 Units (N=348) 100 Units (N=151) 100 Units (N=86)
Adverse Reactions (N=344) (N=169) (N=94)
Urinary tract 73 (21%) 23 (7%) 51 (30%) 20 (13%) 36 (38%) 16 (19%)
infection
Urinary retention 21 (6%) 2 (0.6%) 14 (8%) 0 (0%) 8 (9%) 1 (1%)

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

11 DESCRIPTION

BOTOX (onabotulinumtoxinA) for injection 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 (LDsg) 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 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 sympathetic 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 technologys, it is not possible to detect BOTOX in the peripheral blood following intramuscular
injection at the recommended doses.
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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 toxicologic 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 average high human dose for upper limb spasticity of 360
Units on a body weight basis (Units/kg).

13.2 Animal Toxicology

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
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).

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 Tables 16 and 17, and Figures 4 and 5.

Table 16: Baseline and Change from Baseline in Urinary Incontinence Episode Frequency, Micturition Episode Frequency
and Volume Voided Per Micturition, Study OAB-1

BOTOX Placebo Treatment p-value
100 Units (N=272) Difference
(N=278)
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 Frequency 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)
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: Least squares (LS) mean change, treatment difference and p-value are based on an ANCOVA model with baseline value as covariate and treatment
%roup and investigator as factors. Last observation carried forward (LOCF) values were used to analyze the primary efficacy variable.

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

Primary timepoint
* Primary variable
b Secondary variable

Table 17: Baseline and Change from Baseline in Urinary Incontinence Episode Frequency, Micturition Episode Frequency
and Volume Voided Per Micturition, Study OAB-2

BOTOX Placebo Treatment p-value
100 Units (N=269) Difference
(N=275)
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,-14)
Daily Frequency 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 ANCOV A model with baseline value as covariate and treatment group and
investigator as factors. LOCF values were used to analyze the primary efficacy variable.

LS mean change, treatment difference and p-value are based on an ANCOV A model with baseline value as covariate and stratification factor,
Ekrfatment group and investigator as factors.
Primary timepoint
? Primary variable
b Secondary variable

Figure 4: Mean Change from Baseline in Daily Frequency of Urinary Incontinence Episodes following intradetrusor injection
in Study OAB-1
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Figure 5: 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 Tables 18 and 19, and Figures 6 and 7.

No additional benefit of BOTOX 300 Units over 200 Units was demonstrated.
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Table 18: 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 12.1 123.9 p<0.001
(89.1, 158.7)
Maximum Detrusor Pressure during First
Involuntary Detrusor Contraction” (cmH,0)
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

 Primary endpoint

® Secondary endpoint

Table 19: 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” (cmH,0)
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 ANCOV A 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

* Primary endpoint

® Secondary endpoint
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Figure 6: Mean Change from Baseline in Weekly Frequency of Urinary Incontinence Episodes During Treatment Cycle 1 in
Study NDO-1
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Figure 7: 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).

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 20).
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Table 20: 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 -7.8% -6.4 -9.2% -6.9
frequency of headache days
Change from baseline in -107* =70 -134* -95
total cumulative 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 8), and all timepoints from Week 4 to Week 24 in Study 2 (Figure 9),

compared to placebo-treated patients.

Figure 8: Mean Change from Baseline in Number of Headache Days for Study 1
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Figure 9: Mean Change from Baseline in Number of Headache Days for Study 2
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14.4 Upper Limb Spasticity

The efficacy of BOTOX for the treatment of 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 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 21). Use of an EMG/nerve stimulator was
recommended to assist in proper muscle localization for injection. Patients were followed for 12 weeks.

Table 21: Study Medication Dose and Injection Sites in Study 1

Volume (mL) BOTOX Number of
(Units) Injection Sites
Muscles Injected
Wrist
Flexor Carpi Radialis 1 50 1
Flexor Carpi Ulnaris 1 50 1
Finger 1
Flexor Digitorum 1 50
Profundus
Flexor Digitorum Sublimis 1 50 1
Thumb
Adductor Pollicis® 0.4 20 1
Flexor Pollicis Longus® 0.4 20 1

* 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
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).

Possible scores range from 0 to 4:

0 =No increase in muscle tone (none)

1 = Slight increase in muscle tone, giving a 'catch' when the limb was moved in flexion or extension (mild)
2 = More marked increase in muscle tone but affected limb is easily flexed (moderate)

3 = Considerable increase in muscle tone - passive movement difficult (severe)

4 = Limb rigid in flexion or extension (very severe).

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 22.
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Table 22: 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 -1.0° 0.0
Scale'™
Median Change from Baseline in Thumb
Flexor Muscle Tone on the Ashworth -1.0 -1.0
Scale'™
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)

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

® 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 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 23).

Table 23: Study Medication Dose and Injection Sites in Study 2 and Study 3

Total Dose

BOTOX BOTOX BOTOX Volume | Injection
Muscles Injected low dose mid dose high dose (mL) Sites

(90 Units) (180 Units) (360 Units) per site (n)
Wrist
Flexor Carpi 10 Units 20 Units 40 Units 0.4 1
Ulnaris
Flexor Carpi 15 Units 30 Units 60 Units 0.6 1
Radialis
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 24.

Table 24: Primary and Key Secondary Endpoints by Muscle Group and BOTOX Dose at Week 6 in Study 2

BOTOX BOTOX BOTOX Placebo
low dose mid dose high dose (N=26)
(90 Units) (180 Units) (360 Units)
(N=21) (N=23) (N=21)
Median Change from Baseline in Wrist
Flexor Muscle Tone on the Ashworth -1.5" -1.0° 1.5 -1.0
Scale™
Median Change from Baseline in
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Finger Flexor Muscle Tone on the -0.5 -0.5 -1.0 -0.5
Ashworth Scale'’

Median Change from Baseline in Elbow

Flexor Muscle Tone on the Ashworth -0.5 -1.0 -0.5° -0.5
Scale™™

Median Physician Global Assessment of

Response to Treatment 1.0* 1.0%* 1.0%* 0.0

¥ Primary endpoint at Week 6

* Secondary endpoints at Week 6

" Significantly different from placebo (p<0.05)

* p=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 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 23).

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 25.

Table 25: Primary and Key Secondary Endpoints by Muscle Group and BOTOX Dose at Week 4 in Study 3

BOTOX BOTOX BOTOX Placebo
low dose mid dose high dose (N=19)
(90 Units) (180 Units) (360 Units)
(N=23) (N=21) (N=22)
Median Change from Baseline in Wrist
Flexor Muscle Tone on the Ashworth -1.0 -1.0 1.5 -0.5
Scale™
Median Change from Baseline in Finger
Flexor Muscle Tone on the Ashworth -1.0 -1.0 -1.0° -0.5
Scale'™
Median Change from Baseline in Elbow
Flexor Muscle Tone on the Ashworth -0.5 -0.5 -1.0° -0.5
Scale™

¥ 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 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 26). Study 5 included 109 patients with upper limb spasticity who were at least 6 months post-
stroke. In Study 5, 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
26). The duration of follow-up in Study 4 and Study 5 was 12 weeks.
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Table 26: Study Medication Dose and Injection Sites in Studies 4 and 5

Study 4 Study 5 Number of
Muscles BOTOX Volume BOTOX BOTOX Volume Volume | Injection Sites
Injected (Units) (mL) low dose | high dose | low dose | high dose | for Studies 4
(Units) (Units) (mL) (mL) and 5
Thumb
Adductor Pollicis 20 0.4 15 20 0.3 0.4 1
Flexor Pollicis 20 0.4 15 20 03 04 1
Longus

The results of Study 4 for the change from Baseline to Week 6 in thumb flexor tone measured by modified Ashworth Scale and

overall treatment response by Physician Global Assessment at week 6 are presented in Table 27.

Table 27: 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 -1.0° 0.0
Scale'™
Median Physician Global Assessment of
Response to Treatment'’ 2.0" 0.0
+

Secondary endpoints at Week 6

" Significantly different from placebo (p<0.001)
*BOTOX 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 28.

Table 28: Efficacy Endpoints for Thumb Flexors at Week 6 in Study 5

BOTOX Placebo BOTOX Placebo
low dose low dose high dose high dose
(30 Units) (N=9) (40 Units) (N=23)
(N=14) (N=43)

Median Change from Baseline in Thumb

Flexor Muscle Tone on the modified -1.0 -1.0 -0.5" 0.0

Ashworth Scale™

Median change from Baseline in Clinical

Global Impression Score by Physician /' 1.0 0.0 2.0" 0.0

§

Secondary endpoint at Week 6

11 Other endpoint at Week 6

" Significantly different from placebo (p<0.010)

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

14.5 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
patients’ status compared to baseline, ranging from —4 to +4 (very marked worsening to complete improvement), with 0 indicating no
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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 29.

Table 29: Efficacy Outcomes of the Phase 3 Cervical Dystonia Study (Group Means)

Placebo BOTOX 95% CI on
(N=82) (N=88) Difference
Baseline CDSS 9.3 9.2
Change in CDSS 0.3 -13 (-2.3, 0.3)1*"
at Week 6
% Patients with Any 31% 51% (5%, 34%)™
Improvement on
Physician Global
Assessment
Pain Intensity Baseline 1.8 1.8
Change in Pain Intensity -0.1 -0.4 (0.7, -0.2)
at Week 6
Pain Frequency Baseline 1.9 1.8
Change in Pain 0.0 0.3 (-0.5, -0.0)
Frequency at Week 6

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

] 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.

] 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 30. The total dose and muscles selected were tailored to meet individual patient needs.

Table 30: 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.

14.6 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
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
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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 in a 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 31).

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% CI=43.3, 65.9).

Table 31: 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.

14.7 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.

14.8 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.
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16 HOW SUPPLIED/STORAGE AND HANDLING
BOTOX is supplied in a single-use vial in the following sizes:
100 Units  NDC 0023-1145-01
200 Units  NDC 0023-3921-02

Vials of BOTOX have a holographic film on the vial label that contains the name “Allergan” within horizontal lines of rainbow color.
In order to see the hologram, rotate the vial back and forth between your fingers under a desk lamp or fluorescent light source. (Note:
the holographic film on the label is absent in the date/lot area.) If you do not see the lines of rainbow color or the name “Allergan”, 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.

Storage
Unopened vials of BOTOX should be stored in a refrigerator (2° to §°C) for up to 36 months for the 100 Units vial or up to 24 months

for the 200 Units vial. Do not use after the expiration date on the vial. Administer BOTOX within 24 hours of reconstitution; during
this period reconstituted BOTOX should be stored in a refrigerator (2° to 8°C). Reconstituted BOTOX should be clear, colorless, and
free of particulate matter.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide)

Swallowing, Speaking or Breathing Difficulties, or Other Unusual Symptoms
Advise patients 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
Adpvise patients that if loss of strength, muscle weakness, blurred vision, 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.
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MEDICATION GUIDE
BOTOX"
BOTOX" Cosmetic
(Boe-tox)
(onabotulinumtoxinA)
for Injection

Read the Medication Guide that comes with BOTOX or BOTOX Cosmetic before you start using it and each time it is given to you.
There may be new information. This information does not take the place of talking with your doctor about your medical condition or
your treatment. You should share this information with your family members and caregivers.

What is the most important information I should know about BOTOX and BOTOX Cosmetic?

BOTOX and BOTOX Cosmetic may cause serious side effects that can be life threatening, including:

* Problems breathing or swallowing

* 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:

1. 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.

e 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.

2. 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

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 and/or crow’s feet lines.

What are BOTOX and BOTOX Cosmetic?

BOTOX is 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.

e 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 the abnormal head position and neck pain that happens with cervical dystonia (CD) in adults.
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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 that is injected into muscles and used to improve the look of moderate to severe frown
lines between the eyebrows (glabellar lines) in adults for a short period of time (temporary).

BOTOX Cosmetic is a prescription medicine that is injected into the area around the side of the eyes to improve the look of crow’s
feet lines in adults for a short period of time (temporary).

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

It is not known whether BOTOX is safe or effective in people younger than:
18 years of age for treatment of urinary incontinence

18 years of age for treatment of chronic migraine

18 years of age for treatment of spasticity

16 years of age for treatment of cervical dystonia

18 years of age for treatment of hyperhidrosis

12 years of age for treatment of strabismus or blepharospasm

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.

Who should not take BOTOX or BOTOX Cosmetic?

Do not take 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.

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

are being treated for urinary incontinence and have a urinary tract infection (UTI)

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 taking BOTOX or BOTOX Cosmetic?

Tell your doctor about all your medical conditions, including if you:

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 I should know about BOTOX and
BOTOX Cosmetic?"

have allergies to any botulinum toxin product

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

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

have or have had swallowing problems

have or have had bleeding problems

have plans to have surgery

had surgery on your face

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

have drooping eyelids

have any other change in the way your face normally looks

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.
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e are breast-feeding 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 nonprescription medicines, vitamins and herbal
products. 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.

have recently received an antibiotic by injection

take muscle relaxants

take an allergy or cold medicine

take a sleep medicine

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 should I take 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.

®  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 I avoid while taking BOTOX or BOTOX Cosmetic?

BOTOX and BOTOX Cosmetic may cause loss of strength or general muscle weakness, or vision problems 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 I should know about BOTOX and BOTOX Cosmetic?"

What are the possible side effects of BOTOX and BOTOX Cosmetic?

BOTOX and BOTOX Cosmetic can cause serious side effects. See "What is the most important information I should know about
BOTOX and BOTOX Cosmetic?"

Other side effects of BOTOX and BOTOX Cosmetic include:

dry mouth

discomfort or pain at the injection site

tiredness

headache

neck pain

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

urinary tract infection in people being treated for urinary incontinence

painful urination in people being treated for urinary incontinence

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.

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.
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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: botulinum toxin type A
Inactive ingredients: human albumin and sodium chloride

Revised: 04/2015
This Medication Guide has been approved by the U.S. Food and Drug Administration.

Manufactured by: Allergan Pharmaceuticals Ireland

a subsidiary of: Allergan, Inc.

2525 Dupont Dr.

Irvine, CA 92612

© 2015 Allergan, Inc.

® marks owned by Allergan, Inc.

Patented. See: www.allergan.com/products/patent notices

Myobloc® is a registered trademark of Solstice Neurosciences, Inc.
Dysport” is a registered trademark of Ipsen Biopharm Limited Company.
Xeomin® is a registered trademark of Merz Pharma GmbH & Co KGaA.
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WEICH L HFR LW Y72 A AOWEERGC TEOR G R LD H002 DI Y . BOTOX EHNKZRE T 5, 1
FERDOFIIA ST RIAZ P E | R MY 2R EH AT 5, SHREL TWD Z & 2R3 5, BOTOX &k % |t
DB OFBEEH LW IRE S X OVER R 2 HE AT D Z L,

L T BT 2 E TORITMERE (2~8C) IZMR{FT 5 Z L, BOTOX O OMERIL, HEEAFH Trlih) 258
DR, TEF AR N OB G PERLRG G REMNCREMSLGR ROV BHRBIE T 2 L,

2.3 i s

2

Be GG RIS 2N 2 & iR T D, REFHICHEE L REEREZ M2 5720, 7/ 70 av RRER HUED
B[ EHEATEN 1.13E) | 2] OTikG 2 KKK 1~3 8, 50, 5% 1~3 HOMFEET 5,
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FG-RTRAR 3 A N3 MORE 2 T 1ET 5, FUEBEERIET OBEIZOWTIEIHM Y 27 286 372D IZ@ bl
%‘g?ﬁs\%éo

o
i
e
\:+
¥

JE A AR I IR O e BB 2 HA D 2 &

BT B
HEFRHEB OFEMEFIRIZHE . AR U 72 RPTRBE OBEPEP A (BEA O SUIIEGEH) 2 & EGRNITAT Y 2 &R T
&%, RPTFREEED SGEIEAZIT - 125813, BG-ANCEEBE2 S HHE L, IR A BRI TUeE-4 5,

HESEF BT 100 AL CTH Y . ZNNHERR KAETH D, ARIEE LT, 100 BALIRTAR 2 & F 7220 0.9%H () ~ U
U LAVEEHR(USP) 10mL 23542 Z &R SN 5 (R 1BR) . REAOEHERERIIEETSL Z L,

AL > BOTOX (100 HEAZ/A0mL) 1. s pees SOOIt Emtes 2 v, B =AU OPER B S5, &
HoOBIZIE, BRI HoEOABEERE SHEEALT, +RICHRAETE D LT 20ERH D05, BEEICZR G
WEIIEET S,

TEFTBRARHTIC . F8E% O BOTOX 9 ImL Z{EHEHIM 7 LT GORSIISCTTI) | ZRERET D,

HEPR AR B 250 2mm A L, 0.5mL 772 20 f&Tic CRIHRE 10mL) ImL (59 6.7 A7) 37 30 fépric CGEIR &
30mL) #J lcm OEMEZ H i THENT D (K1) , HEOTEFA T, BE AR ImL 27 A L <, EHet
25> TV AIRIEDBENICE G SN D K 51255, %, BREOHRBIEZHER L T LIREIE S, BEHRE
IHET, BEEZEREK DR LS 0BT L &,

ATEI G- O ERR RN AT L TV A AT, BREICHOVWTHEHTL0 (CEHEEWM T 7 R BERRERICBIT 2 2 H
B G OmE MR E CoMM o P REIX, 169 B K24 B ) | BiEOBERNE G5 12 BB ER#E L Tnbd 2 &
7§§LIZ\gVC‘\Z§)z)o

X 1 : EEERERE R ORI BRI O SRR FBIE BT T DR RFN RS R 7 —

— ) A

FRREIR RSP O PEIR s e 8)
F PR B OIEEFNRICAE . AR U7 JRPTRREE OB DEP SR EA (BRI OF I SU3FEOR) 20 ST Br ki & 42 5-
RISV D 2 ENTE D, RO JIEAZAT > 725 a3, GRNCENE S PEE L W BB R Ces 9 5.

HEREH BT LIRS 720 200 . Th Y . ZhaBx TR b0,

BOTOX 200 BAf7/SA 7 v

e 200 H{Z/NA 7LD BOTOX %, {R1FHI %G £720> 0.9%H LT b U 7 AVESHE(USP) 6mL &2 FHW T L., 31 7L
ZErpNCE L CRMT 5,

o NATIMDD2mL & 3ARDK 10mL TEHERICER D,
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o £ 10mL MESERICEEIFER 2 E £ 220 0.9%HE LT b U o ATESE(USP) 8mL Z ¥ L CEMNMZIRFI L, A2 T4 5,
ZOFER., FHE% O BOTOX # & 200 71T LT, 4% 10mL (%) 67 Hifir) Z&Te 3AD 10mL FEHENE SN D,
o VESTERPICEIHRS I TECNCHE T D 2 b, RO AERIIRERET S 2 L,

BOTOX 100 Bf7 34 7 v

e 2K0 100 B/ XA 7LD BOTOX %, R1FAIZE £ 72\ 0.9%H LT R U w7 AEFHE(USP) 6mL % 45234 7 LI
LCHfiE L, EIZiRfnd 5,

o BNATIMD AML & 2RO 10MLIEHERICER D, &3 TANBIED O 2mL % 3AKH O 10mL 1SR ICER Y |
BRI THRE 4mL &35,

o £ 10mL {ESEHIARATANZ S E 220 0.9%HE LT R U T ATESFHE(USP) 6mL 2 sl L CEEZIRFI L, ARZ & T35,
ZOFER. FHRL% O BOTOX #a&: 200 HAAZICK LT, £ 10mL (%) 67 HifL) Z&Te 3 KD 10mL EHEENESN D,

o TEHIERPICTHRZ IS AT S 2 L, REAOAMARIIEE S L L,

FELL D BOTOX (200 HEAL/30mL) 1, $kPEEEBESE IXmEPEREESE 2 Fv ., B =AM LA ORI ERN T 5, &
FOBRIZIE, B+ 0B AR E AEEA LT, FoICHlEETE DX I2T 0 ERH D0, BEEIC 57
WX EET D,

TEHBRAARTIZ, % O BOTOX A ImL Z{EHEHTH 72 LT #HOEIITNCTITY) | ERERET D,

HERAG IS 23 2mmAEA L, 1mL (39 6.7 347 3o 30 BpTic GEia & 30mL) & 1cm ORIME % & TS %

(M 1BHB) . HEOTEFEAITIZ, RSO TICE> TWARERREG S5 X 9 ICIRE B ERK ImL 21 EAT
5. EETE. BEMEEOR AL O DITEAN L WSR2 R T 5, BEEZERNEDREL 0 0MEIET 5 2
&

ATEIP 5O EER RN AT L TV AT, BEEICOWTHEHTL0 (CEEH T 7 B R BERRBRIC BT 2 H5& S
DOEFAMEER E TOHLE O P YEIX,. BOTOX 200 Hifi7 T 295~337 0 [42~48 W] ) . BRI OBEMNEEG S 12 8
UERIBLTWAZ ERMNETH D,

2.4 184 RS

FiREE L LT, 200 BALICPRAFA 2 & £ 22 WO IR 0.9% IR 4mL 23RN, 30X 100 BAAZIZ 2mL 23N L. iR 5
HAZ/0.AmML &35 Z LR SN D (F1SM)  BYEREREICKT D HEREH R 155 HAL TH Y . EE A D 30 7 —
V. 054 T EEHAWTEENLIZ 0.1mL (B L) FOMANE ST 5, BEIE, LTFORKEOE 218 T 7 >O8EE,/
SRR EI L TIT 9, SHEOMRNBIEWVEE TiX, SEEKIC 1A > FOMBLERIGEENRH S, LEAL (GEH)
(G5 BRHERE . TRTOMBITHONT, FGEAEL D45 XEEER M OSHES ORI, 5 1TAM &b X 52, M
MEIC 535, FEEAF 2 — o 128 T L R X5,

1~4 BRI RS 2 HELER AL (A~G)

1 2 3 4

E. fEAM : AT 15 BAL F. SEEREEAR « £
10 EfT
B. 24RfH : 5 BAT (1EphL)
G. fHWE#Rs : FANT 15 BAL

C. RIEAAS : FRIC 10 BAL

A. BEER - AT 5 BAAL D. ISR : FHNIC 20 BAAL
; VARG

May 15 2015 16:36:59



K2 BHEFEBICHTIHIIO BOTOX #5

SRS, SHE TR WG ERE (BR5EAE )
AITEE T ° 20 Hif7, 4 BFAT
B JE 5 ° 10 HifiZ, 2 #BAT
EAR AT 5 BN, 1T
CEEiN 30 BT, 6 ML
RISEAT, ° 40 HAAT, 8 HBT
e ° 30 HiATZ, 6 HRAL
SHYR B RERRE ° 20 BN, 4 AL
REEE : 155 Bf7, 31 B
AR BT =0.1mL=BOTOX 5 Bfr

O AR 1 R

2.5 s

PER OZE D% OG- EIT, BEHORE S, BERONE, EEOEERE, R oF 8, fiE o 5ioxt-3 5 Kk
NIIBOTOXDOHEFLRRRICE ST, BEZLICHET5 2 &, BIRRBRTIZ, 1EDOIEE TI5~400H 7 DO 5 8% 5
R (3K OKI2) ToyEl L 7=,

# 3 : BRI 25810 BOTOX #5

pop3:1) L5 E
wiEg 5B
s ST 100~200 Hfi7, 4 H5BAL
AR AR i 77 12.5~50 {7, 1B07
JARTFAR A 12.5~50 HA7, 147
R IR 30~50 Hf7, 1HEr
ezl ] 30~50 Hifiz, 1FB{7
FHENERAT 20 HNL, 1 FL
ERHEEA 20 HNZ, 1 ERNL

X 2 : EREHE O EER AL
(4 H%)

FBE L LCIE, 200 BAATICERAFARN 28 F 720 0.9%H kT b U 7 A FESHK(USP) 4mL O ¥R 1E 100 BAZIZ 2mL OFRN
DRSNS (K1) , HEEEHENOB L, —MIC LEAY 720 OF &) 50 AL A4 B2 Tld b, £
TERRC 1T 2 72 YA ROTESEE (B : 25~30 7' —3) %, IEHMICIZZEN LY BV 25—V o8& T2 LN TE
%o FHERXAA REFTF TARERRSE TR ZRET 5 2 Lt sn s,

B IXRIE OG- OERAR D FESER UT-RERTIT 2 28, —RICHIEE GRS 12 WPl Bl L7-RpR &35, BikE
D s OFLEE R O E — 2 L > TiL, BOTOX O 58RO S OLE BN NEICR D,

26 MRS

B Z L ICREI SN HETRMIFICHTZ > TBOTOX #5251, AEFEPITRGWHANTh--BEHZ " HEMR., 7
T AR5 RERBRICHA AT, ZORERICI 1T 5 BOTOX O 5-81% 236 Hifir (25 /3—& L 2 A )b 75 /38—t
XA VE TOHPHIL 198~300 Hifr) Th o7z, BOTOX HGEITBMHE CTHEILI. [ THL#EE 143 H) | M)

WA OE D% O G&IX, AL, AL, EIREAL, TIER, BRI REL OB ERGREICE ST, BE I LICHET S
&, BOTOX M L7722 L ORWEFIZMO THRETHERFMEHAETE S L, 20k, BE T L ORI SN TR
HBEZMET 5 &, MBFLIERN ~DORE G 8% 100 HAZLL TICI A 5 Z LI K Ve FEE ORBIUEE 2 B T 254
NbD [ [BELEROEHN EOME (.2, 5.4, 55H) | ZH] .,

FRE L LCiE, 200 BAZICERAERI 2 & £ 7220 0.9%HAkT b U w7 AESHK(USP) 2mL, 200 H7(Z 4mL, 100 HAAZIZ 1mL,

13 100 BAZIZ 2mL OFINAHERE S D25, IR BIEOEK 215 O AL O &L IS U TR 5 (&
12H) . — KIS, TEZEE 720 OG-8 50 B2 B 2 TR B2V, RAEMITITE Y 2 ¥ ZOESEE (B : 256~30
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T—=) &, BEHICEThIOVRN 27—V OEMAT L8 TE D, HERTA P T TRBHELFET S E X
AN

BRIR RO IR L TG 2 B DIIC BN IRD . RERIRDIRD RN 203 REGOKM 6 HHE TH L5, —HEHEMR, 7
7 AR GER TIE, 13 & A EDOHERE DG 5 3 HRIZITHRGRTOREBIZRE > 7,

2.7 JRRVERR ST E

HESER BB 50 L Ch 5, HEHT_XE LA ER 2 e alk (] . Minor O3 — KT U U RIST A N) &
FAWTHET 2, FREE LTI, 100 HALIZRIFAZ & £ 220 IKE 0.9% B HEHR 4amL OB HESE S n s ( THRE)
ZH) . 30 7 — Tt v, BOTOX50 Hif7 (2mL) %5 0.1~0.2mL 9o, EEENL (10~15 EBA7) 1249 1~2cm
Wb TR T D & 9 NEST 5,

ZITIEICRT T 2 & 513, AIEIOBRG-ORDENRHER L THHITH Z &,

Minor & D3E 72 7 i 7 R DEJi FHE -

fEEZHY ., 7 A NEFT 24 B OTC OF A4 K7 v holliFAIOE A Z P IEd 5, 7 A FIEHERTH 30 2> M IEE<
BN 70 EEHBET CTEERC L TR, lEas gL, 3 <ICavBREEMAT D, BATN ZHEIE, AN
FUTUMEREBRIBYINT D, BRORT T UMERITE - LIREARITT, 10 HFE CEITEM N EE g a sy 235,

BTEFTEBOLIZ 1T K TEAER 2em OBLROIERFALA N D D, TE DRV AEMB R RS L OICT D720, K BITRT
E oI, ENENDOIESEAL O & ¥FIZZET 5,

B 3 : JRRMERES TR 2R A F—

FZJEFREITxT L 45 FEOAET, £ 2mm OIES £ THEHNT D, ZOBE, HERHEHBENICA-STND I EE2MB LRNG,
Mz B2 LT, IREZTEAROES I T 5, EFREALIZA 7 THIZ T T BEATL. KEERIZRRIE 8 E U
WE S, BOTOX 2 A v 7D EBE#EER LA NE HICT 5,

28 RS

AR I 6f L Cld, JREE D 27~30 7 — Vet W CTIEMBXRI AT A R T Tl O BOTOX & iE44 %, HELEgE
FED 1.25~2.5 BAL (55807 0.05~0.1mL) 7% =R B oD B di 5 A7 e 58 PRI T K OMAI i Stz ONZ T B g oD IR i 535 717 e B350
B ES 5, EREBZEGAT 2R CTEMN TR, BB TEOSMNEZ 22 CE 25580655, WAl
ARG 2T CHS 2 2 22k 0. TR ~OIREZ D S8, HEOADPEZ 2 2B X 258085 5,
MR BB I BRI ML 23 A U9 WS, VR RN 2 BB T 5 2 L TINE ST ERR[RETH 5,

KO HE% 1.25 HAL & 351213 BOTOX 100 AL IZRITAI 2 & £ 72 WO E 0.9% BT 8mL OUSINANHELE X 41, iR D
&% 2.5 AT & T A121% 100 AT 4mL OFEMNBHESE I NS (F158R) |

— I, EFH ORI 3 HUNIZR O, HHE 1~2 B OR R CTRRDRITET D, 1 BIOEN O REHE M
3K 3B AT, ZORICHERZIT O ZENTE D, WIRREHORB Tl LTSN 256 (8. 2IRE
R 2 W HLLF ThoTomt) 13, BEROBRICHELZRR 2MHEETHELTL LW, 7220, ALY bHALE2
A TEHN LTORRITTEAEED SRV LB s, IR L THWDEEIZIE, 3 VA 1E% LR %5
THEHT L EMERECDHERH Y | KEHIRDRDEFELND Z L3R TH D,

IR R O IEHE CTld, BOTOX O BfERK 5 &)Y 30 HEC 200 L 2B 2 Tide H72vy,
29 AR

Bl CERIRI AT 28 EZ VA N & LTHOW THRBHNIZC BIEZ E D, AR BOTOX Z iS4 %5, 4
I HABREH T UIFHEX AT A RTFTIT O 2 & EMIEHEXOBRIECERL TORIFITR 5720,
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BOTOX {EH AT O #efi & LT, MEH OB AN R K ONMRER 5 - MREKZ T OMIRT D 2 ERNEE LU,
BHRICKT T 2GBTS 720 0.05~0.15mL &5 2 &,

AfiR1% O BOTOX #llel 5.5 [ [k - & QLE) | M) X, — i, 52 4E L85, ZTERO
1~2 HZICEBN., B0 1O BICE BT END K 915, 2~6 HMFHR L%, WBIIREREOBIR 28T
@amﬁ%ﬁéo6ﬁﬂuhﬁﬁ¢éﬁﬁﬁm%f@éo@@&ﬁ’ﬂﬁé&ﬁmwfﬁﬁmﬂr+ FTHoZY ., WAL
RLHIRBARKE W EONFEMERZ RS-0, MR OEIE KM L TWBIZDIAENLZTE Lo T-20 78D
BT, BEOHN20O LICHEENRLE LD,

AlaRE G ()
RALD D I N EBRE ORI TO A E TR G35, ‘ifﬁubﬁ(é‘ WAEFEIZHR L TORIT I,
FEHKLR20 ) LT 45T R ﬂ%«%mkiﬂ%ﬁm C 1570 1.25 B ~2.5 Hifir,
e 20~50 VU XLFT 447 b ) —DKERHR DS 1mét@25$u~5mwm
15 A LLEOFEEEDE VI AR OHA WM T 1.25 BiAL~2.5 Hifir,

X /iﬁ%/ﬁéﬂﬁ/_xffé PR 2
%lﬁl@&%ﬂz’é 7T~14 HEFFR CHEDZZEL, YSUBEEODREFTARDLZENEE LU,
KR e BRSO N BEICHBR ST 2541, YRR CARTRS T L,
. ﬁ%ﬁ%c:w\fxrﬁ%ﬁfﬁ%rﬁxﬁ% SR oo BREICHEE T 258, Ao 2fF&F TR LT LW,
o BERROBEER O SE e MSREDN HRIBIOE 5 OMENHEE L 2 ERMER IS £ T, BRI ThRVWI &,
o 1EIOBETHIEEIND 15 H7-0 O KA 25 B Th 5,

RO &% 1.25 BAL & 9512132 BOTOX 100 BALIZRTFAI %2 & £ 72 WO IEE 0.9% &K 8mL O HELE X, Fiko
&% 2.5 Hifir &3 A121% 100 72T 4mL OFINABHER I NS (R 1BH) .

3 BB R OE &
1ERY OV ETHOIRE - B2 28 50 AL, 100 HAL X1 200 AL, M9 IEHENIRITR 2 & £ 7220 EE 0.9%
WAk b U o AESFHE (USP) 2 AW CRiET 5,

4 #E

4.1 AV U X ZRERIZXT D BBUE DOBEERE
BOTOX X, W N d AR U X A5gRBH STHA R OWNT IO a7 ioxt LIBBEUEOBEFE D & 5 BEIZIIEZTH D
[ TSR OME Lot E 63E) ) 2],

4.2 B EERAL D R
BOTOX IZ., MEHTEENLIEELRH DG EIIIERTH 5,

43 PR MRk 13 R PA

BOTOX DOHEIR A NE 513, 1@ 7% BB DE SRS U A O PEIR A IETE B A8 CIREGEGYEIZREA L TV 2 BE 3R
TdH D, BOTOX DHERHMNHB 1T, )7T<Fﬁ®&>é,$%‘&(}ﬁlﬁ<fﬁﬁé%ﬁég (PVR) 7% 200mL % 2 % 3 T, HFRHXAC
IR (CIC) & HHEMIAT> TWRWEELEETH D,

5 BEEROMEH EOER

5.1 BB ARY ) X 2BREKIB OB HRR BT

BOTOXD AHMHEALIL, ABFIKRCHA LZAEFECRERLOTHY, MOFRY U XABRBACEHTHZ &IIT
ERWV, Lo T, BOTOXDAYZERTENE D BAL 2 th DR B 2 RIELE TRHME L7230 AR Y U X 2R BA| D BAL L
HELIZD, ZOL I REMICEBRLEVTEHZLITTE R\ [ [THYE - FHE QL1E) / K A1E) ) 2FE] .

5.2 =EROIER

BOTOX Z1I U LT 5K Y U X ZAmBUANOHIRG L EMNT — 200, BRI X - IR GHUS DR ~R Y U X
AFEROERNIEET D Z k#TWéMTwéOLﬁﬁf@fﬁif/)xzﬁﬁ@W%wfk —HLTWb, ZDk)
PRAER & LTI, BEIE, 28K, EE, IRiR N, uERREE, RERE, EREREE. JRREEL O A &
Do INHOIERITEGHREFMCTHD Z EbbE, BBz TRETHIZELH D, W TFEE & MERR I EmE
B Ui, BREIEERICEE L7 b3 SN TS, SEROFRBUC L A ERENRE o & b O OVLEEHE O 5
THREGEZTTOD/NERETH DN, LTI U0 LT HF5MBEIE CIRREZ T TV ARABRETH, FHczhbo
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FEIR 2 & LT WA RE D & 2 5 B IIER DT L © 5, /N OFEH G722 EARFAGR O IIE K OFKGRHT A D b AE
T, MR O EBIEMEOTBRICHN 2 O L RFEDOHEMOZN L IRWHE TEBH~OERP®RE SN TWD,
ThEE, SEEEESUIFFREE DB LI2GEIIE, BEDICEMORZEEZ T 5 & 5 BFE INMEE IhRET25 2L,

BOTOX/BOTOX Cosmetic % i JERH I EIZF R 0 20 AL (B 0% SUE 100 HAL (FEE OJFUEMERE ZITE) <
BehH LB, WD NCEBH~DOREILHEA L B 0N EERAEFELNREI LI & ORE TR,

BOTOX % [IRHg A& (Zoh L CHESE & (30 HAAZLAT) KON, RHESUINBMER SR I3 L TR TRE L2, b
INZIEBRIG ~DmRILEAIEM &L B2 N2 EERAFFRRDIEI LI L OWE TR0,

5.3 BB LT WRRI R XL Z DIEHE~ DR S

RO A T RO AL U O IR G ABRTITIER 246 O T & MERMR, D-E-HEEE. BB MK OVEIS
BOTOX % B G- SN BE THERAEFFEZNME SN TEY . BRI ESflbH 5, 25 OEFEMLIC
B0 2 WIEIC DUV T, BOTOXDZE M O RMEIEHESL L TRV, TRFRHTA DMl N FEECEE ORITIREIZH 5 K
FHHD, MEREEFHICBOTOX 2 & G544, H&GFEITE S A% S 7o LBl il S Tnd, il FroiliR ot
AT OBRTERT DHERH D,

5.4 BB

B IR OBBSOS IR SN TS, ZRODORIGE LTI, 774 7% —, MiER. =5, ST
i, MERREER D, Z DL D RIGHAAE DA 2. BOTOXOE G4 H Ik L CH BISEY 22 aE s+, U R
WA EFRFNE LTHERAL, 7774 9F 0 —IC XV ETICE 72 L WO MER WD 5708, BB RIS H3Me] T
HolmEEHEEEZ - THIET D Z LIXTE R0,

5.5 BEfF DRk ip e sE

KRR TEENPRRIE A, ) ZSMEME R SR I S TR 2 A ke (EEM B E XA — h v - T 23— NMEGERESE) 248
T HEFICBOTOX 2% 5T 25681213, BEEZKIFEERSBET L2 L, MRBEEL AT 2 BE BV T,
BOTOX DG EA &G+ 5 Z L2k, EEOBETIREE I ESE 2 5 ORI ERREEO Y R NEEDL Z
ER®D, [ TRIERH 615E) | ZH],

5.6 FEMERISE DIRERIT 1T % Wit T REE K& UNRRIR IR #

BOTOX LU LT 5R Y U X AmFERHIOE G LD | W FREE IR RNEEL 7292 L ndb b, 3 TIOHE T R
AT R BT HERETIE., ZRODORER N -ZHIECRTK R 20BN, O TWOBE ., REERAL
DO SEEE FICBET 2O AOMET Lk e LTEL D, BERBH~OIERARD D L. T OMOIFRFIC ) EEH
RAZENDD [ TBELEROEH FoxE 6.2H) | 2],

RV X AR AR GRICHEOW FEENSETICE >IN ESNTND, B FEFITEN A IO L, 1
IRRBR KRR LTDIRERBELLELT LI bbb D, BEOH FEENORMLZ ST bHD, TTIZ
e T B RE SIS PR B RE (CFERE DS & 5 - ~ DI G- TITRAEN R ITER TH 5,

MRS LTARY U XAmRERET 5 &0 R & L TEIW CODSHREOH IME T3 2 28 B8H 0 | I
W AR PR D 723 TIZ Z DM KA L T2 B TS &S RERNITIAD 3 256 RIS 0 vdazau, EMRISHD B
FHCIE, MR S T S 2R IR EEAS AR IS S TV D,

SHER AR B DD 72 B R ORI O I SHFLIE 5 I IEN T 2 D & 2 B R, WEFEED Y 27 BRmn 2 L RlE STy
%o MBHFLIEFH ~ DR G B2 R/PRICHIZ D Z LIC K VT EEORIAE BB T 25001 H 5, JHPHH D
(T ESGERER R OHE TIEED Y 27 2RI ELBENLRH D,

RV U XRATHROEE 252 T L EE Tl T RRE, RE5REESOIMFRIES OB NG EICE, EHICEMO
DR T DLENDD, ZNODOISE, RY U X AER LR GRERHTHD Z & bbb, BllHz-> THEHET D
Zebdn [ [EEROEH LoEE 627H) | kY TAIEE 6178 1 2H]

5.7 R 2 FEIRE D 3 % FEME BB IR B I © SRR B RTE B B E O MiteEIc 035 BOTOX OFE

FEG LRI D & 2 KGR I BOTOX 2 # 5-9 255121%, HEIESBIZET 2 &, iEEOIKT (FEV, 23 TRIED 40
~80%7°2 FEV/FVC 28 0.75 LA F) RN—E L THALNLBELXSRE LI ZHER., 77 B AR, WATH M TIX,
X IVEITE B 15%LL 1T 20%LL EDOZEL DB RN, BOTOX EHHITIXT 7 v REEH L @note (£45
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)

o

£ 4 : BOTOX XII7 T ERIC L DHR%E 2 Bk TR /MR TRAE TRE 1E, 6 BEROV 12 BRICEHEMEEDS
NR—=RF A 5 15%L EXIX 20%LL FIETF L7258 (A - 1BREYS 72 D OFRBER)

BOTOX BOTOX 7R
360 BAL 240 BLAL
>15% >20% >15% >20% >15% >20%
111 4% 0% 3% 0% 7% 3%
6 % 7% 4% 4% 2% 2% 2%
12 % 10% 5% 2% 1% 4% 1%

TR EOEITIHFHFENCHERE TR,

HFEREAME T L TV D B TIE, BWEA & LToO EXBREGEOEIRE 7T v R 54 L W BOTOX &5 T 72> T
Wie [ TEER O ForE 695 | 2H]

PRI FRAT R O HEIRAETSEN 2 L, D5 SRR 3 2 P AP . (C5~C8 O MRS HE XX L R LIE
BT D FVC A THIED 50~80%) #H T D& AR RE Lz ITHO “HEMR, 77 BARHE, WITHERMERERT
1. BSIVERIE B 15%LL 0T 20%LL EOZLDOIRIRERN, 77 v REEH LD BOTOX G546 TEhroT- (5%
M)

#5:BOTOX X7 S tAR#EEH 2, 6. 1L2BDEETFVCBR—ZF 4 b 15%8L EXIT 20962 HET L7-B#
¥R OBEE

BOTOX 75 B R
200 BAfT
>15% >20% >15% >20%
2 % 0/12 (0%) | 0/12(0%) | 1/11(9%) | 0/11(0%)
6 8 2/11 (18%) | 1/11(9%) | O/11(0%) | O/11 (0%)
12 % 0/11(0%) | O/11(0%) | 0/6 (0%) 0/6 (0%)
5.8 AR iR DI I 1T 5 AEBEH R A BRIE R R

IR 5~ BOTOX {EHHT & 2B H AR, FRIZH VIS O & 2 & B W THABEEREH, Frert LR K OV
EGz SR ZTBTNRH D, ERKBISHET DRI RIBREITO 2 L, ZOREITIE, RERRAL, KEA, HR
MY 7 barzr7 b X IREEICEDARBLELRDLIGENH 5,

5.9 FHEDTBEIZ IS 1T 2 ERZ H M
RIS 5 BOTOX #¢5-HIZ MG BR 1T 3 2 K 9713 & DEREL H AN ST 5, @R IRE LSRR A T &
LRI L TRES ZENEE LY,

510 FEHEDIBEIZBITAREXI AR O EXKER

FIEREIC k3% BOTOX #5641 Clx, BIEH & L TRE X ROBRERNT T2 REGH L L LEd o7z (kG5

251~360 Hifiz®> BOTOX $ 54T 3%, 7' 7 HRFLHIT 1%) . MEENE T L TWa EEREEE L, BEHE L
TRE LR OMERIT BOTOX #5451 (#8515 360 AL T 11%. P58 240 {7 T 8%) TIX 7 7 R EH| (6%)
LB LE o T,

5.11  FRRBICHE S BERAFEEIOIRRICEKIT 5 MR EE K

PRI BT LE © HERAFIBTEE) CIBE A 21 5 HBE Tld. BOTOX OHER AP 512 B U 72 B A B R 358 B
HZZENBHY . EHICHYEEALEL T 5, BERBRICBW T, BEMRET KN ORRRIL, I REGHICT
~ BOTOX 200 AL B 54 TEAy - 7= (1.5% vs. 0.4%)

512 RIEBIEREOIREICIIT B R RAY

BOTOX Bt G- CIXIRBEBRY DO RBUHIE N L5552 [THIEH 6.17) J 0], @IEEEREORKRRER CIX, 56 »
A LNIZ 2 [BILL E O JRERIEG 2 8880 U T2 B3 XU MEIRBEIEG D T O 7= DI A E R 5- OB 2517 T 5 BE I
KGN OHERIN LTz, ZO X5 703, TR IR S DB ERI R L7 B8 Tk, BRI 2FENE 2 o b
Wtk 2 B[a] 2 ARV IBTEEhEE RIS 55 BOTOX ¥ 5- 2 a5 = &,
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513  [EMEEEREE OIERICIIT 2 REA
READAEC D A[REMNH D12, ARENZ L D1EFE. IREIIC KV ERNMLE L 2o G AICEREZIT O BB LIRS 5
HEIZR-> TIRETHZ &,

IR ZAT > TORWEFE | FRC S RMEMAIE X IBEIRP 2 A3 2 B8 Tl HER%ERE (PVR) & 51% 2 HE LI,
K OEFRIENZ IS U CHRE% 12 8 £ CEMMICFHT T 5, BFOMERIZEH X523, PVR 2 200mL i 2 555 125K
Z Bk L. PVR 25 200mL A IR T35 £ THke 72, HERICHEEZ T 2 2561213, SREET L5807 H 5720
Y ERICHER T D L5 BEICEET L Z L,

BOTOX 3L 7' 7 & AN & # 55 S L7 il BB Dt AR & AR RIS A O PEIRFB IR B) O A 1231 2 JREA D FEELAR K Ui
L] L R D N b

B
WIEEEE 2R L L “EER T 7 AR BERICEB W T, BOTOX X7 T B AR 54 IR O 7= O IEERM )R8 R
(CIC) ZBHth LT-#brs OEI G %, £ 617, IREBEBITOR 5% OERBIFE G R LT,

X6 BESBBERO _EERT 7 EAMBERRICEBOTRERICRADILOER L BE OFIE R UREROERHM

=<y BOTOX 100 Bfr WA AN
(N=552) (N=542)
READ - HER L7~ BE DEIE
BREFA 7 vhonFhrors | 65%(0=36) |  0.4%(n=2)
RO DOERIRE (A)
H S ff 63 11
S/ME, B KA 1,214 3,18

BOTOX EIEZZ 1T TV A FRIFEE 1L, HERFBORWERITHANREANFEH LTV ()
£7: FERBOFENCALIBIEBERDO —_HERT 7 R BERBICBW CTERERICRANEE LI-BEFOEE

BERFEDH Y PERBE 2 L
BOTOX 100 Bfif F5 R BOTOX 100 BAf% FS5 &R
(N=81) (N=69) (N=526) (N=516)
TR EA B 12.3% (n=10) 0 6.3% (n=33) 0.6% (n=3)

FEREIEREIZ F 5 HEIR G175 B

PRI BRI LR O BER I BIEE 2505 & L2 “EHEMR 7 7 B ARRRRBRICH W T, BERNTHERE SR (CIC) 2f/H L
TEHT, BOTOX L7 T v AREGHIZIREDT-DER 2 L L U RE OE G %, £ 817, JREAREBICcOHK
H# OB R G R LTz,

#:8: —EER ST ERIBRBRICBVT, R—RF5A4 V' TCICR2FEALTELT, B#ERICREO-DERL-BE
DEIE B 0¥ 5.1 DB JREAR

KR BOTOX 200 Eifr 7R
(N=108) (N=104)
WD HER LU BEDOEIE
BRI A 7 vhonFhrors | 33(306%) | 7 (6.7%)
READ = DERE (B)
il 289 358
I/ MiE, e RAE 1,530 2,379

NR—=AF A TCICEFEHLTWRWEEZED S b, SRMUFIERTIIEHEERE LV L HREZICCICEZXLEL TS
2 Em -7 (FIBMR) |
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#£9: —_EERS T ERMBRBRIZBVT, R—ZXF54 V' TCICRZEALTELT, BERICREADO-DER LI-KER
B (R LER FHEE) 0BEOES

SRR LAE FREHG
BOTOX BOTOX
200 B A A 200 BfL A A
RF A (N=86) (N=88) (N=22) (N=16)
NV
f;’fzgé?@ 31% (n=27) | 5% (n=4) | 27% (n=6) | 19% (n=3)

511 AMBETNVT I & OANVRERBOGEE

AFNE, AMEHFKOT LTI E2EFLTWD, IR R —2 7 V== T ROARFIORETENOEZ T, UA
NABFBOMLGFEIIIZEAE L NWEWR D, 7 aAfY 7/l b - ¥aTdp (CID) OHRIREREY 27 it AL ERne
EBEZbND, TIVT I LT, UANVAEEIL CID WMMaiE LIZEFNIT Z N E TITHE I TnZeny,

6 BlfEH

BOTOX (onabotulinumtoxin A) {FHOEGIZED2EHWEHD 5> B LLFOEWERIZOW TIEARTF CEDOMOIRIZFE L <
LT D,

MRIEBAEN [ [BER O Fo/EE 62 E) | 2]

WBUE [ 2S @1E) ) RO TEEROEH EoMEE 63 5H) | 5]
FEMERISHOTEIRIZ I8 1T DM TN IEE K O NEE [ [ZBEROEH EorEE 6.4 5H) | 2]

FERE DIRRIZ I DRE IR MO ERGERY, [ TEEROMEH ForE 6.9 H) | M)

Et R RERE T DIRRIZ I T IR [ TEER OMEH LorE (.13 H) | /]

6.1 i R AR AR
ERRRBRII TN ENEISRENKE S E RS0 C, BIEHORRRZHBRE CESELET 5 Z 13 Txd ., £-HEKRAY
TORBREZKRL TWR2WZ EHH D,

BOTOX & BOTOX Cosmetic & T, A ONERIARIEFE— 7223 SCEBICFEH DO RNEE « IR BE-TWD, Lz
5T, BOTOX Cosmetic D5 TH LN-EITEAN BOTOX O ETHA LD AREMNNH 5,

—MRIZRITE T BOTOX % 5% 1 HBLINICAE LT, E7BIL T—BMETH L, MU AU LR T2 28 bH D, &EIZ
LV R, Y, RIE. . IR, ALBECHM, NS AT D Z e H D, ERSEEOKROALZIT LY ME
HESRERUR (Rph, RIMES) 23ET, WURNRRIELZLELT58 005,

BHEHORFTOFHINETIERY )V X ZAFERICTRSNLIEIEN TH 5, 7272 LEROILHU & > TEERHIZ b1 )
WECLDHEaNDD [ [BEROEN LOEE 6.2 H) ) ZH]

B
TR 265 & Lz —HEER T T 2R RGERER T BOTOX #[E#% 5-#% 12 MBI LANIC i b E 88 12 3E S - IvEH
»F 1017~ T,

£ 10 : WIEBEMO _EER T 7 E AXRABR CHERGH N 5% 12 BELINIZ BOTOX #5610 2%LL ETRE L, 2
ORBBRNT TR RER L Y & -EIER

BOTOX 100 Bifif 7R
BIYEA (N=552) (N=542)
R B G 99 (18%) 30 (6%)
PR R 50 (9%) 36 (7%)
PR FA 31 (6%) 2 (0%)
M BA PR 24 (4%) 11 (2%)
BRRE> 17 (3%) 1 (0%)

FEPROLBTIRNDY PVR 23 E5L, SEROAF 3730 577 PVR 23 350mL LL I 722 > 78545, 72 PVR 2% 200mL AL,
350mL A THEIR (BEIRINEESE) 238 D5 I HIRZ M E L LT,
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BOTOX 100 AL L DN T R DG4 C, FEIRIFN B D BE TR IR 23 72 W ABF I RIS EG DO R BRI & o 72
(#F11) .

# 11 ERBOFEN A - BEBENRO _—EER T 7 AR RERICEBWVWTRERICRBERLENRER LI-BEOES

ERF®H Y PERIRR L
BOTOX 100 BAfi7 7 IR BOTOX 100 BAfL VA
(N=81) (N=69) (N=526) (N=516)
T 25 (31%) 8 (12%) 135 (26%) 51 (10%)

BOTOX #5651 O KRB IR E (PVR) 73 200mL LA | & 722 o 7= BE TORBBYLISERIL 4% TH Y . ;K PVR A
200mL £jiii T - 72 BFE TOD 23%IZ L~ Eh o T2, FEEMIEFROMG R G REBRICR T 5 KER G, SRR se
P7'a 7 7 A WVIZEIZERD HivZe o T2,

FEFESEENZ F D HEIR 7% B
PRI BT O BEIR IS B 2 x5 & Lz —
ER 232 12 15RT,

BT 7 2 ARG TR G% 12 B LI R b s IS Sz El

£ 12: —EHERT 7 2 AXBERBR CHRG N 5% 12 BRELINIZ BOTOX #5610 2%LA ETRE L, 2 OREENTS
T RFEH LY @1 T-BIER

BOTOX 200 Bifi 7R
BIYEA (N=262) (N=272)
R B G 64 (24%) 47 (17%)
PR EA 45 (17%) 8 (3%)
MR 10 (4%) 8 (3%)

BOTOX 200 HEAZ DO 512N T, WIE[HEE 1% OV 0O B OFF G TR BR A& TS (R o thJufif - 44
W) TUTORERGREENRE SN TV D —IREEEG (49%) . R (17%) | #f# (4%) . BT (4%) |
BEPRINEE (4%) . #5f8] (3%) . AMTRETE (3%) MO (2%) .

THEMRT T AR ERERI T AT R ERE Tl SR LENEOER (BE - F£4 0 OLRMEWLE
HEOELH) 12 BOTOX T0.23, I EART020 TH-7~,

A E ORI RS T v 7 7 4 VITEITERD D> T,
1211 f7 gE G

18RI 2 T EER T 7 AR RIRA MR GRUBR 1 K OER 2) IZRBW T, FIERE BOTOX BT 12%, 77
TRETI0% TH o2, HFEERICL DT BOTOXHET 4%, 7T BARETI%TH-7-, BOTOXFHETHILIZE-T-
BOBEEOESWNEEERIT, BEE, R, hEEREE, AR TROIREB FETH- T,

&M EEIR 1S9 % BOTOX H G2 IT iRk & M IS S RITER 2% 13 12T

May 15 2015 16:37:01

14



F13: BHEREREZNSRE L 280 _BEERT 7 £ AR T BOTOX #E54]D 20604 ECRE L, N ORERHN

77 e R E5H LY @mho 1-EIEA

BOTOX
155~195 Bifir TR

FBRSERBIER (N=687) (N=692)
TR R Bt

SR 32 (5%) 22 (3%)

A B 26 (4%) 18 (3%)

P TS AR 15 (2%) 0 (0%)
AR b

R T & 25 (4%) 2 (<1%)
JEYUE B OVaF A= e

SR 17 (3%) 11 (2%)
i s S S OV Lk o

FEW 60 (9%) 19 (3%)

i R A I 25 (4%) 6 (1%)

i IR 24 (4%) 2 (<1%)

5 P 9Fa 21 (3%) 6 (1%)

REEer] 18 (3%) 10 (1%)

RESE 13 (2%) 6 (1%)
—f - REBEE & OGO EE

e S RRES T 23 (3%) 14 (2%)
1A

e Ifn 1 11 (2%) 7 (1%)

FER 1% R T T REEL Y BOTOX BETEL L 26, BOTOX & BED ATREME N 8 5 F Dt O EH S 1. [mldsM:
DEV, IR, IRGTEE, e TREE, Rk ONER Ch o, ARRZNE L 45 FiEROEEME L, 3Kk 1 KO
B 212810 5 BOTOX #5610 1% T, #&5% LEMURNICRO bNz0lzkt L, 778 RE56/TlX03% TH -
7=,

LB
RN DFEREZ 9% BOTOX FEGAR T & M IS s SN RITER 2% 14 1TR T,

£ 14 BRRABEEZRNRE LIEZEHER, 77 ERXRREBR T BOTOX #5610 2%, ETRE L OREAEN TS 7
T AREEH LV B o 2BITER

Bae AN S RIVER BOTOX BOTOX BOTOX 75 ¥R

251~360HN. | 150~250Hify. | 150HANT AR (N=182)
(N=115) (N=188) (N=54)

H e

D 3 (3%) 3 (2%) 1 (2%) 1 (1%)

— % - B BETE K O G

fr IR AE 4 (3%) 4 (2%) 1 (2%) 0

57

JEYUE Je OV A= s

Ll 4 (3%) 4 (2%) 0 2 (1%)

A S B OV 5 L e e

DU e 7 (6%) 10 (5%) 5 (9%) 8 (4%)

KT 0 7 (4%) 1 (2%) 2 (1%)

RMRSHEE 2R L LT
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BOTOX $¢ 514 D& VEA Mgt U= —H B KRB &K OFEERHBRICEB O T b —RIICHE &
NIEAEERLT, BETEE (19%) . FRoEKGE (12%) . s (11%) R OEERE (11%) Th-o7-,




BRBRIZBWTHEED 2~10%ZB O bNT-ZOMOFSRIL, BRELRORIEIZ, K, 1 > 7V U PIEERE, B EE.
B EMED E U, FERIRTTE, AR, B, DFERER, AFEREE . A ELOLOWHIRIRETH -T2,
2. THhIEV R, LUV, IR, IR TN ORI R EENSHRE STV b,

R PRGN AL 5 2 L THET 5 BOTOX OFEBIEMIC L0 | Wi FREE M ERMEEF RN DENL5ERH 5
[ TEEZR O Lo/EE 62, 547H) | 2] .

FEMERISHRE ~D BOTOX IEHNIE S HEORBWEA TR L LWV OITHE FTREET, 15 OERFI DK 20%12 330 T IR A
LS SN WD [ TELEROEH EOEE 6.2, 541E) | 2], 1FE AL OB FREETEE L& L @il &
NTWBR, FlCEEOMGE - JEREZE O BAE LD D [ [EER O LFotE G4AE) | 2H]

S HITCER T, 2B ANV CEMERISIRE O 72 D BOTOX 120 HAALOVEST 2 H #IZHBL U 7o B diik # b 5 K&
OYEMERSHIBIR 2T TW B IZB T 2B FREE S RE SN TVD,

JRFEVEI 8 2 TIE
THEEMBRIZIV T BOTOX MES IR b MM I Hd SIVZRIER (B8 0 3~10%) 13, TESFBALAR . TESEL
i, FEMREFETT. BRGe, WREHR, A > 7 AT o WREMRE, B, R SR, HEE. T OEROARLZ TH -T2,

ZOF—Z1%. FMEIC BOTOX 50 Hif7 o 523217 7= 346 5| L ON 75 B O 5252 1 7= 110 B A 6= b D TH
%

Vil gt

R g gt B 2 6 G BERLE ST D BOTOX & iR 72 0 S48 33 AN oD & TG (3~5 ENLICiES) L7-ikBR
IZBWT, REBREZEECERVWAESFR CROEHEICHRESI N HOIX, B TE (21%) . SUIRFEAPER
(6%) M OHRFLMEE (6%) ThH-o7-,

I E TOBRKABRIZED THIE SN OMOERIT, FEREORIAIC, fIHE, MR, RIR, &P, RIS, M
%, B RN, OVEAMERE K ORI~ O S (25 B [ E et U 72 JRETRY 72 IR g B IR T > 72,

2 FIOH VI FIREFREF IV T IRERA~00 BOTOX VESIC KV BRE OEEA D L, BEERAREL, Rt bR K,
BRI, S OITITARREEEALD LEIAE U, IRBSRER I 2 105 CIIMUS JRBTER R, Soph K& OVEIE A JJJE O
BELRE SN TWD,

FRCE RIS T, SIS BEE T D AMR B ICIRE TR SUIFERM DN ECLDIBEZNRH 5, AR EE
2,058 BIZE 3,650 [HIVEST L7z & & D NS OFERERLOFIRIL, 17%TH D,

RAg T DO FEBLRITIER A OMEIC L > THRARD LRESNTEY . FEMH~DOEFHEZ T 1%, KEH~DOEHEZ T 16%,
FEFH~OEFZ T 38N TH D,

51 5587 [ DEH T, BREHMOBIEKIL03% TH -7,

6.2 bl
EORBMERETH L O 7225, BOTOX b2 A9 2 aREMDR H 5, ATIRY U X Z8RIT5T D HRbuikss i
S, FERERPEYFIICAELS I, BOTOXICEDRMETT 258035 %,

BT BOTOX BUAC 10 S84 9 [AINZ o7z » TR &2 1 2 I MERISH R 326 #4231l L 7 RIIFEEHGRIZI VT, 4
Bl (1.2%) DPUEREGIETH 7, 26 O 4ABIEFIHURRERIEDOR R TIE BOTOX DZIERN AL, Ll
2D 95 3BITE D% DOIBFERIZERRAIMHEAAE UL 160 TIE5% Y OB & BOTOX ORI RN L TH L LT,

ZITIEME TIT 445 B0 161 (0.2%) . EERGHE O Rl N A8 TiE 380 Bl 241 (0.5%) . FrEEJm B Tid 406 1 051, it
TEBIREERRE TIE 615 Frh 0 B, #hRIR U HE O JEIR @R B T3 475 f P 0 B2 PR UA A H Th - 7,

INbOT =21, v U AP #HEER (mouse protection assay) 245V T BOTOX (Zxt3 2 HRniE Mo JIl b A 23 Btk S
Btk LS ZBEOLOTH D, ZNOEOHERERILT v A ORERORREIE U TRES BRS, 6T, #i
& (PR z Eate) OREBIERICIE, WEGE. BRIEOBIN T, BB, RS, R EEOEROER
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PR JAEL D %, U EOHBIZE Y BOTOX (59 2 PANEIEDOFEHR R L LD L THE SN TO D HUAD IR
AT 5 2 Lid, WU TRV EEZ bR D,

FRRIPLIRPEA O BB /R BEK X 5202 TRV, HEOEKRRAER T, BOTOX ORI 5 I3 E A &8 512 XL JuikFEAR
BEFTHZEDRBINTWS, /hEEERAV., +0IC&5HEEZ HIT5 2 Lk v, buEEEDRREMN: & &/NR
Mz bbb EEZLND,

6.3 TR T4 PR BR

BOTOX DA Offi il CHER S N-BIEMAIL. BRBE CRHEMORE (T72bb4oR) RNAREARZD, EEE0H 5
SEHHE OHEESCARIRTE & ORBEEROHEIILT LHARE TRV, ZOFRWER E LCiE, MR, TEE EREE
REIE 2 &Te) . BRECRIE, BufpiRass, BiitE fhZfE, TR, ZIFE. BT, B, BERk, $ER.
KM= 2 —a R — MRIRREE . ZIAEE, RS O, AR, BE, \AORERD 5,

RV X AFHEESL, HIECRRESNTEBY, BRI TEE, HiRkDH D WVIEFDIZNOEKREFHIT 7 1
FTX =" T\ [ TEEROMEH LEOEE (B3, 5.4 1H) | =M,

ARERE NG ELZE T OMERICEE L ZAEFRLBICRESINTEY, EICES72HLRO LTS, 21
SOBEO L, DMEREBEOERN T2 LT\, ZHHDOFERERY Y XRXFHHRES L OB L RN %
TIHERR AL TR LY,

FIEOFHRBBNIFRLME SN TEBY, RICRIEEZRE I LLTWEETEL TS, TNHDOFERERY Y X AH
FHE L OGN RRBHRITHESL STV,

7 HHEER

7.1 7 IV ay RRPEWE H 5\ TR nE %2 E T 5 0 3RH

T 70 ay RRFUEWE H 5 VIR EL LEST DMORE (77— LE(LEY) 1. BOTOX OREHEEM %
WD ENHDHID, AT IHEAITERICEE TS L,

7.2 iay U
BOTOX #&G#&ICHi= U A MMAT 5 &, EotEfi= U AAEHBMT 2B H 5.

7.3 DR ) X R pbik s 7 R
B2 A MEROR Y ) X AR TEH 2 AA & R TET A UNICERE LG8 O EERIIRHATH S, BEINER
VU X ABHOBERWYET DRNMORY ) X AFHLBE LIEA 1, BRI SET 2 2 L2 bh 5,

7.4 TR 58S
BOTOX O# Lgitglc i & 592 &, @RI IN S HICHEET 2 B8E2001H 5,

8 AR BEEHA~ORE

8.1 AR~ DRE

TR H T 2Y —C

WY R A EE . K<EB SN 7-7B (adequate and well-controlled study) (. A x5 & LTI LTV 70,
BOTOX # AL WV D3581%. 16 EORRIEDRIBIUC KT 2 falirk % B2 Ll S 58I R0 G325 2 &,

ER~ 7 AT » MMk L BOTOX (4, 8, XiX 16 Hifii/kg) ZFREEMMIC 2\ (WEIES B R ON13 H) ARNES L
e, mARELZOROHETHIBEEDHD K OBIEOBEL B bz, 2o 0RBRICB T 534HFED
MEHE (4 BALkg) X, EREOEREERE ICH T2 S mHETH 5 360 AL L REY 720 R (Hf/kg) TL#EE LK 1.5
fEchoiz,

BOTOX Z#L#=7 ~ b (0.125, 0.25, 0.5, 1, 4 X% 8 Hifir/kg) SUFALHE Y Y% (0.063, 0.125, 0.25 X% 0.5 Hifii/kg) I
WERA TR (T > MEEH12E, U FIEE13E) HRANES Lz &, Ty FTEREHEL ZORDOHET,
¥ Cldm A& TR IEAREORD K OIBE OB R38O b, 2o D& T, WE, Rk OREW D5
U CEERNEYEELRO b, BAEMBERREIZT v T 1LHAI/kg, V¥ T0.25H kg THY, KEHSZY
i (Ukg) TATOHELVIEN-T,
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HIRT »~ T 1, 4 X0 16 Hifr/kg 2 RAEMO R 5 3WES GERAT. BREE, SVERAN) CHEFHRWNES LZLE Z
A, BROBECHERERATRO N oTc, T v NOREMWICKT 2 BB S O AMEER S (16 BAr/kg) .
REY7-0 5% (Ukg TATOHEORIETH-T,

8.3 BHF~DOFE
AHlDOE NEHFA~OBITORBIIMR I T\ e, RO de NLHFA~BITT 25 2 &b, #HLIm~ BOTOX
R ETHERITEETDH L,

8.4 INRE~DRE
R RE
18 AT D R I BT 5 BOTOX D2 e K O IMEIIIESL L TUNR U,

1BV ST B 1255 /féﬁf@ 7
18 B AT D BB 12 BT 5 BOTOX D AVE K O ZIWEIIMENL L TR,

Vot 3
18 i A O/ NERRHE R E 1238 1F D BOTOX D22 K O M I #EST L TR,

WREE 2V IE
18 5% AT O /N IR S 2 1TIE B 1231 D BOTOX D Ze 2t e OV M 13 MESE L TN,

AL
16 5% AT O/ NRIE MR SEER S 12 31T 5 BOTOX DA e OV M 13N L TV R,

AR5 R OV
12 5 ARG O/ NR RIS BB E ICI1T D BOTOX D224 K OVE SN MEIIMESL L TV,

8.5 EEE A~ DR E

AR, EEEIEENE (DL TICREH) 2R, BOTOX DK ClI -+ 7230 65 ik LL EO#ERE 2 & Do T2
ZENL, INLOBENEFYRRE L RSN ET L0 E 975 IZOWTIHHER SN TR, STV Ao
BEPRRRBRIC BV T, B & BERE L OIS DEWIZRD STV, 75 FOBRERIIV R A8
RHEIIITE Ao T, —RRIC, SRS CIIIFHRREIR T, %Fﬁl‘éﬁ%f&?ﬂ&ib%ﬁ%ﬁ?@%@%ﬁfﬁﬁ%<\ D7 BODF
FAREOELZ W=D, RKIEAENGHGT 272 CEEICERGEZRIRTHZ L,

15 BYEE

BOTOX O 7 7 & ARkt REERIZ LA AN O VT2 @SB RS 1242610 9 5, 41.4% (514 %) 728 65 %L £, 14.7% (182
B) BI5LAETH o7, 65 EOBE TIIHEFELRF IR, 772 REBEL O BOTOX BEO W T I T b IR BEIRG & OY
READRIBR N moo7- (15 ?%EE) FRLANCIE, 26 ORBRT 65U EoBE L EERE L O T BOTOX #
GToRehra 7 v A VICEITRD Livie o7,

R 15 REBBME NS L L7 7 B A BRROEREGRICE T 5 R L OR A OFImEEHIFHE

65 AT 65~ T45% 75 LA |k
BOTOX 10084z | 75 &R | BOTOX 100¥f% 7S5tAR | BOTOX 10084z | 7*S &R
| E (N=344) (N=348) (N=169) (N=151) (N=94) (N=86)
B 73 (21%) 23 (7%) 51 (30%) 20 (13%) 36 (38%) 16 (19%)
R B 21 (6%) 2 (0.6%) 14 (8%) 0 (0%) 8 (9%) 1 (1%)

¥, 77 B ARKEER TR O b A BRI M AR ETE R THLL L Tuwiz,

10 BERS
BOTOX (onabotulinumtoxin A) EMHOBER G IZ X VARSI AT, HRa ERPEHTHZ LTINS,

WEHGOMERIL, HERET ITIRA LRV, BEEXTER LG4, DOV ERSNEDN I 5. 28
OFFMET USRI SUTEHEN N HEBOBE L H D) @1%t{%x iﬂk%%ﬂf’ﬁuic%éﬁ TBRTDHZ L [MEAZE
A ONT TEEE TG ONEST FoJEE 6.2, 5.6 ) | ]
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ZOEIBRBEICONTIIS bR LB, AL & O e NEHRIED RIRFBAMG 2 a4 5 2 &,

PHEA N O BB DO RRICHEN NS LR E S 72T 20D 0 . MBI RZIET 2B EN b H D, FREROHA
RSB E OB E T 278 L&, i L CRIET 2 £ THIRZ1T O BERELD 2 L bbb, XFRIEL
LT, KEYIBA R O USRI DS, M OFEHER 2 SCRIRIAIC A TREIT R D 2 L b b D,

WEBE RN, Y a—UTINT T X OKEEE L Z— (CDC) MHARY U X AmRICKT HHEHEL AT TE
Lo LR LPIHEHREANTH, TORGIFEETICAY Y XAHBRICI VI TICHREINMEREE T LiIxTE Ry, R
VU X AFEHEPEEDOIL D IEEIEF A H - 5E1, HEBOUIM O A RIZERSE LT, CDC %@ UhiER &2 EKkT 5
Fixa B &, 30LINICHRIZENE LN WEEIT., COCICHEEER I (BiiE 5 : 1-770-488-7100) , RD
7 =7V A R LEEERAE D ¢ hitp://www.cde.gov/mmwr/preview/mmwrhtml/mm5232a8.htm,

11 E2TN

BOTOX (onabotulinumtoxin A) /1. Hall & A % Clostridium botulinum % J&E% X8 CTAZE L 7= - B850 - R A
ARV Y X AR THY . HIRNES. PRGNS SUIENES T 5, B O—EORILEIZ LV | RkER L O
BOMBEANOROIEAREREEBM N OS5, ZOEAKEZ, AIET V7 I U EaWEET N Y U AHRIZEE
L., BEEE (L0217 Y) LTLRE - BZEMRIET,

BOTOX ®—& Y U —AZFJE (primary release procedure) (X, S & DT L0 Tl A KD 5 HIf~— 2D il 7 >~
A EFEHL TS, 207 vEeAflE, 77T 408G TH S BOTOX LT BOTOX Cosmetic D H D TH %,
BOTOX 1 HifiZiX, ~ 7 ACH T DIEMENE G-I I L7 50%EEE (LDs) HRAEICH Y35, kEx 2~ A LD50
ERICHWDEELEL, AREL A v ha—ARBEnZniin 5720, BOTOX OAEYIEMERNLZ DR > Y X 2 H
ST B2 DR E O T EE CTHIE L7 BR O AW FAEMERAL & ikt L <IZFNOICEWT 5 Z LIXTE 72, BOTOX
DOHIEMEIL, MREEEREAER LT/ 77 Ao 20 A TH 5,

BOTOX I% 1734 7 /L2, A7 Clostridium botulinum ##% 2 £ 5K 100 Hiiz (U) . Ay 7 /L7 X > 0.5mg K Ok
FU 7L 09Mg ZEHT D0, b LI A% Clostridium botulinum ##% #3554 A&k 200 iz (U) . AfiE7 V7 2 v
Img X OMEALFT R U U A 18mg 25 LTHY ., K - BRI TOTRIFANTE 220,

12 - 3PS

121 {ERBF

BOTOX (&, EE) SUIRBAMRERDOZRINIHES L, R TT T val) VikHERET S Z LIk 0, M5
R EWT 2, ZOMEERIZ. 72T ral o ofEs ERERNICHEAET /05 ORI K TR WVERTH
% SNAP-25 ZYJWr4 % Z L1 L > TAEL D, BOTOX Z B & CHRNEST 5 & FHOE oM7L BRI E U,
ZORER, SRS RATICIR T T 5, I 6T, FHOZEM., Bk O ORI A, BAMNAT BT L a ) U RIRHA
NEZDZENRH D, HOMRIENREIET DL ERH D720, BOTOXIZL > TELUEHOEMRENR D - Y LTIl E
AZEHHNIBLEDODTET UANRELNTWA,

BOTOX Z RS L7258, TR RN — B 2 2 &, BTN /AT %,
HERAN~DEH%. BOTOX X7 v F o)) U OMREIZ L D PEHRGTES OE OIS EZ KIET,

123 Rk
B CHI T X 2 0Ty T, HELEH B2 i I PRS2 (R I TBOTOX Z Mt 975 Z & 1T T&E Zeuy,

13 FERRPR R MERRBR

131 EBRAME, BRI, =

FED AN

BOTOX O3 AJFEMERHEE 2 B ) & -5 B OB SEB 1T 580 L TV 720,

BOTOX iX. —#® invitro BiamMERER (GHIE 2 H W 7o 18 m 2288 Bk, i FLAEHEIE 2 U 7 229828 BB e UYL ta
REERER) WO invivo B MERER (MERER) CERFEMZ RIS oT,
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ZIHE

SZMARERUER T BOTOX (4, 8 i3 16 Hifii/kg) Z RALEDMERET > HICAZBLAT R OAZHE FAS A AIPNTEST (RELZ 13 2 38 IR
T3, MEIFZ 2@ T 20E]) Lcd 24, PHER LU RO QN m RO TZIBREDIR F 235380 b
7o EHEEMEOEIEMN R (MET 4 Hifii/kg, MET 8 Hifir/kg) 1%, AE Y72V #AE (Ulkg) T _LBCHEEHF TR 2 &

M (360 HifL) &IXFHFLroT,

132  EhEiRER

REEIC L DR~ G- 2 5Hli+ 2 RBRICB VT, AFfF 6.8 Hifif/kg & FRIERTSZIRES & ITALEL G IS4y E] L gt
(WA ) U7mES v 4Bl L1 CREERS 1 2338 Do, BERERE A, MERED DV ITE R 36 Hifr/kg (B b CTOREE

~ORERAED 124%) & T 4 Bl O KER S CREMICEREES LGA TIERO b, M7 » MOk 100 AT

kg (& N COBER~OREAED 334%) Z HEE G CREICERETS L7568 bl bk ho iz,

14 I R R
141 RIEENERE (OAB)
UhatERICEE, JREYLE, SROIERN S DIISEIEN O BE 2 x50, 24F0 24 8ficbi=2 “EHEKR, 77 8R4
M, EEA L, ShisdtRaER %2 3206 L7- GABR OAB-1 & O%GABR OAB-2) . 3 HICULAMRICEENEF 3HLI L, 3/
MOPEREE DN GG 24 B ETH D Z L 2MANSME L=, Hia ) VRETERS o2y hr—/LTETWHRN
GHRARF XM 2T WEWERA R H 5) B, #1105 2 #lx AL, BOTOX 100 ¥z (557 f5) i7" 7 &R
(548 1)) %% G-4 HEEICEIEAIZE D 1T 7=, 1BEREK (BOTOX 5 BALT >, T 7 7 ®R) 1THERHD 20 HEATcH
lem OMIFE % &1 THH L,

MEERIC VT, BOTOX (100 HifZ) TIEX7 78R &g LT, A#MEO ZEF MR TH D5 12 H BRA T, EEAR)
PERARIEE TH D 1 H Y720 ORI E Y — REEDOR—2 T A )b OBACICE B /R ENRD Hil-, BIKAIZEH
HHTHS LAY OHEREE KL N LEHREICS 7 TR LKL THEERWENRD b, 25O FELOE
WHIREMIE H 2 3 16, 2 17 X O 4, K 512RT,

# 16 : 3BX OAB-1 IZBIT B RRZE Y — FEIE, $EREHE, KO 1EHEREON—X T VEROIR—ZRF 14 U b
DELE

BOTOX 100 Bif; | TR | HEBDOZE p &
(N=278) (N=272)
1YY OREE Y —F?
R R 5 A VSERIfE 5.5 5.1
2 3 B I 5 00 SR e -2.6 -1.0 -1.6
6 3 B 5 00 R AR b B -2.8 -1.0 -1.8
12 8 H e 5% D S 25 b B* -2.5 -0.9 -1.6 <0.001
(-2.1,-1.2)
1 B Y720 OHERERK
R R 5 A VI 12.0 11.2
12 38 H W 5 o S 28 (b -1.9 -0.9 -1.0 <0.001
(-1.5, -0.6)
1EHERE (mL)
NR—2F A EHE 156 161
12 38 H W 5 o S 28 (b 38 8 30 <0.001
(17, 43)

AR D /N T IREE, IREBOER O pIEIL. N—RTA AMEZ R L U, 1RERE N VAR ELEM 2 ER &5
% ANCOVA E 7V % W HES W TN 5, AIWED EERHMGIE B OMENT I I3RS BLIAME I X D452 (LOCF) fi
W=,

TELEO RN R TFHME, BREFOZEKR N pEIX, X—A T4 UEEHEELE L, BT, REHEE R E(LER
ZERE L33 ANCOVA EF /L% W rIc ST 3,

% 2 BEEEAT IRF AL

R R H

DB YR B R E B
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# 17 : RBX OAB-2 IZBIT HRRE- v Y — FEI%K, $EREE, RO 1EHREDN—ATA VERBR—ZF A4 U1 b
DELE

BOTOX 100 Bifi | TR | HEE D= p i
(N=275) (N=269)
1YY ORREEY —R?
NR— 2T A 5.5 5.7
238 H W 5 0 2 b &> 2.7 -1.1 -1.6
6 38 H I 50 2 b &> 3.1 -1.3 -1.8
12 8 H R 5% D S 25 b ex -3.0 -1.1 -1.9 <0.001
(-2.5,-1.4)
1 A %70 OHEFREX
R— 2T A 12.0 11.8
12 8 B e ST o S AL Bex 2.3 -0.6 1.7 <0.001
(-2.2,-1.3)
1 EHERE" (mL)
R— 2T A 144 153
12 8 B e ST o S AL Bex 40 10 31 <0.001
(20, 41)

AL ED RN T TME, {BREBIOZER DR pEIL. X—AT A MExHEE L L, BEHELONERETEMZ ER &3
% ANCOVA E 7 V& W RATIZ S W T WD, B2 O EERHIE B O I XS BLRIEIC X 5 4fi5¢ (LOCF) fE
Rz,

tELBO RN "I EE, BEMOZER DN pEILZ, ~N—RX T A AaxdEEes L, BLERT. BEER NGB ETERM
ZHEK L4255 ANCOVA EF L% W fETIC STV A,

e = BEEE AT IRF AL

S EEETMTE A

b B B R IE H

u U
TR
In (272 4)

4g-BOTOX100 1
{ {iz (278 4)

w0 e LN

B 4 : 3ER OAB-1 DHERBHINIENKICIIT D 1 AU Y RREET VY — FEEBDN—R T A b OFEHELE

L

R
.
.
.
.
.
.
.
.
.
.
.
.
.
.

i)
=

i

+

o DL E (

TEY—REE B RXR—=RAT A h

f 2
Feh1% DL
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X 5 : BBk OAB-2 DPERBNEHBRICHIT 5 1 A Y RREE-E Y — FERON—=2 7 A 0 OFHELE
a N it '

=77 R

AF 44" (269 )

BOTOX100 Hi
fir. (275 4)

)

e
1

4

TV — REEH : X—=2AF 1)
B DAL (

T
il 2 [

Feh-#% DK

RER OAB-1 K OVRER OAB-2 12817 A 0 R Fre IR i, B#REG OMEIEMRIZHE-S %, BOTOX 100 HALAETIE 19
~2A I THT=DIIK L, TR TIHI3EM TH - 7=, ARG 12 ML ERE U, PEIRE IR &3 200mL
A0 3 HM DR KEET B Y — R3EEF 2 [BILL EOGAICH&R S0k & Lz,

142 AEREBICHE S PR ETES)

PRI BRI BER AR TS ENC L D IR Z A L, BEEPER 21T > TV D0 UTERZH L TW A EBEERIRIC, 2144
O_HEHER, 7R, WEAL, Stk LERER A I L7z GRER NDO-1 & UWRER NDO-2) , 1FEELL Eodi=
U I3 U TR A 0 XA BEEDO I WEBEHEE (TLLLT) UL MM LIE RS, 5t 691 Bl A A AT, T
5O BE % BOTOX 200 Az (227 %) , 300 HAr (223 %1) . XIE7 7 &R (24141) %57 HEEHCEMESIZH D+
776

MARBR BT, BOTOX (200 HifZ) Tl 7R &l LT, Ao FEFHMEF S TH 25 6 B AL T, FTEAD
PFHHEE CTh D LN 720 ORI E Y — REHDOR—R T A4 b OEICHBERBGEDNRD v, KRBk
BB K O HEIR 7 AR BRI RE Ol RPER I E O L3880 Hiviz, 2 b O EE K ORIRIGHEE B 23 18,
F19OKOK 6, X7IZRT,

BOTOX 300 EA(ZIZ1, 200 AL % EED X BRE_R 7 4 v MIED N7,

# 18 : HEANDO-1IZBITA 1LBEY- Y DREE LY — FEEK., ERBEMREE. ROURIERTG REEINER DK KX
HRHE (cmH,0) DR—ZRF A VMERURR—ZRF 4 b DELE

BOTOX 77'R 1REH DZ=> p fiE*
20045

1EMY 7= ORRET Y —

INIGIE- o

%% 134 146

R— 2T A 323 28.3

2 1 H RE RO 2L &> -15.3 -10.0 -5.3 -

6 3 H B A * D SR AL x -19.9 -10.6 9.2 p<0.001

(-13.1, -5.3)

12 ¥ H B 5 00 2Rl fex -19.8 -8.8 -11.0
BOARBEREAR" (mL)

%L 123 129

NR—2F A Il 253.8 259.1

6 3 H B f* D S 2R Bex 135.9 12.1 123.9 p<0.001

(89.1, 158.7)

A FEHE IR 5 R UG R D B K
HERME (cmH,0)

%% 41 103

NR— 2T A 63.1 57.4

6 3 [ f xS 2R Bex -28.1 3.7 -24.4
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A BO I/ ZHEE, RREMOZER O pEIE LB Y720 OFMIEE OX—RX T A faxE AR L U, IRFEE, REHANLREO
RN CFRERE IS RMEMAE) . 227 ) —= 7O U Uik, RORBREEEMZ ER &35 ANCOVA 5 /L% i
TofRATIC STV B, A2PED FEETMTE H Of#HTIZIX LOCF % v 7=,

ok T IR AR A A

& L EREm I H

O B R 2

#£19 : REBANDO-21ZRITH 1 BEBY-Y DREE VY — REEK, ZRBEMEE. K ORIERGAREE NG DK KX
BERBE (cmH,0) DR—R T A MEROIR—RF A4 b DELE

BOTOX 77k R BRE DE* p fE*
200E4A7
BN DREET Y —
NGk -
B2k 91 91
R— 2T A L EHE 32.7 36.8
2 3 B 5 00 SR L b B -18.0 7.9 -10.1 -
6 3 B A xS 2Rl fx -19.6 -10.8 -8.8 p=0.003
(-14.5, -3.0)
12 ¥8 H I 5 00 S Ze A Bex -19.6 -10.7 8.9 -
BRRBMRAZ® (mL)
%L 88 85
R— 2T A L EHE 239.6 253.8
6 3 [ I xS 2R Eex 150.8 2.8 148.0 p<0.001
(101.8, 194.2)
R FEHE IR 5 R UG R D B K
PERMBE (cmH,0)
%L 29 68
R— 2T A L EHE 65.6 43.7
6 3 [ f* D S 2Rl Bex -28.7 2.1 -30.7 -

LR O/ RV, IREMOZEE XN pEiX LEMYS 720 OFHMBER OR—R T 4 UEE AR L U, AR, B ANRED
IR CEBERE SUIS ML) . A7 V—=V ROt U Uik, ROTRBRE(EERM %2 ZK & 3% ANCOVA 5 V% A
TofRATIZHE STV 5, FRMWED R EFAIH B OfFHTIZIX LOCF % e,

e 2 LA R A

S EEAHTE

P B AREATE B

6 : FABR NDO-1 DIBEY A 74 LIBT3 1 BBY Y ORKE Y Y — FEEOR—RF 1 U1 b DOEHELE

0

2 X e \
N s ol SR
~ % s _'.__ ________________________ (146 1))
N T ¢ . —®—BOTOX 200 #. !
Niﬁi e mem R fir (134 51)
J (A I P S A

( :_ﬁ 10 #ap < 0,001
= g

*}( R L B R LI I I

R

,@ o *%k

T}g e N {

AW

kY

H
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X 7 : BB NDO-2 DIEEVF A 7N LIZBiT 5 1 EBY7ZY OREB Y Y — NEIEROR—R 54 b5 DEHEBIE

‘SﬂQ 0 TEIE

> .‘. @ TTER
N S (14
X " —W—BOTOX 200 Hi
| = . fir. (o1 4)
. HE .

.{. w107 1'-.__ o p = 005
= oy . .{....------"““'

Q R I URTRIRIEPINI SR

R

B g

s e T— ko,

] @ ™

A0

Ry}

H 2 T | T T T T T T T ]

Bk NDO-1 } OBz NDO-2 |2 féw%ﬁmﬁﬁm%mi 5 OmEEMERICHE-S & BOTOX 200 HALAE Tl
295~337 H (42~48 M) Tho=DIZxt L. FF7ERTIF96~127 H (13~18#[H) Tho7-., HHGHIL, RIS

Y — REEICRTT 22RO K GRER NDO-1 TIEZh R D 50%, Bk NDO-2 TIZZIRD 70%) 1ZHSW\ Tz,
143 BHEREE
2 b EEA L, Sl dtE., 248, 28G5V A 71, TT BRI _EERRRICEVT BOTOX 23 L7z, o

ﬁ%%%%%ﬁ%bf%%?\%EW@A%X74/%W AFFRLL EHRE T A EE 2 156 H LA EFEEL L, 50%LL B3 A
SEIE T EEIRE DRV TH DRI EEIR O A Z . B 1 L ONAER 2 I A AT, BRI k“f BEEZ2VA 7LD
THEERIET 128 22127 T R it BOTOX 155 Hifiz ~195 Hifi7 &2 $¢ 5.4 5 BEICEEVE A 1B 0 A1 1F 7=, BRBRIGIE
AMIERIAEEIIEA L TRl & & L=, BOTOX AL, TEAZ %ﬁ@azkwf\77ﬁfkwmﬁﬁ%m
ﬁﬁ#o%fmC%%®%émﬁ74/ﬂ%@ﬁ§%rbtCﬁm%%)o

#20: RBR1RORBR 21281 5 24 8 B RO TEASMNMER

ABR1 AR 2
N BOTOX | F5+%® | BOTOX | F5&®&
28 R Y7 DF B (N=341) | (N=338) | (N=347) | (N=358)
PR H B DN—2 T A U b OZALE -7.8* -6.4 -9.2* -6.9
BRI R A G ON—R T A L0 b DR -107* -70 -134* -95

*TTRREFEEDD (p<0.05)

BOTOX #5451 \ﬁ%1®4LE~MLEiT®i&AE@ﬁ5(I8)\&Uﬁ%2@4ﬁﬁ~mﬁﬁi10¢&
TORS (K9) IZBIFDEREBEDOR—RAT A b OEE» &N, 772 REGH L L THEICE > T,
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X 8:RERLICBITAEREAEDOR—2F 4 D DEHENE

07 IR
sodess TN
Q (338 )
iy -
A’,? — —m-BOTOX*
“§ 1 (341 )
K
;I:gi _4_5. #p=005
]
J
.
(B
=
"ek\ N
o
v BF 8 S
s
-10)

T
4H 8HHA 12H 16#H 20H 2438 H
SRIERE R

9:RER2ICBITAHEBHEDOR—RF A4 b DOERNELE

TBIR
ndes’ TUK
Q , (358 f31)
£ m N — @ BOTOX*
R
N (347 f3))
Ay & - o0
ﬂ\gi& 4 * p_IIII
X 3
]
o
(56 s
& '}’i‘k( * AL - - - .
ﬁ N
m ¥ § E
pE B - -
*
-10 T T T T T T
4B 8HH 128 H 16 1 H 20 HH 2418 H

SRR A

144 LM

EIRIEAEIEIC 31T 5 BOTOXD A itk & 3 0> A A2 it i & Ea@w 7 & AR FRERBR GAUBR 1,2 e U)W T

Afl7z. 215F0)EJZJ\78><T%<‘: U 7 B JBOREHE oD HEAE 2 A 2 fii ik FJ BT 7 2 RIS T b BRI ORI
BT 5 BOTOXD A MEZHif L 7=(GRERA K& T5),

Uk E ORBRICIT, W% A LU EGE U7 FEOEHE (Ashworth 2 = 7 CREIEIIC3LL ., FERAEGIZ 20, oo BRaR L
H) DOEEL266E A AT (BOTOXE6AI, 7T B REE62(]) , BOTOX (##5-8E200~2408 1) XiX7" 7 &R

ZURFEIRAG . RIBIEAD. BEUFRIEAS . RAFRIER. & 5ICKE L HIVUSRHENET K OE R RIS Lz
(F21BPR) , BT A BT T RAE TR G2 EMRICRET 2 Z L 2R L, BTG %RI2EMBIZE LT,
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K21 : B ORBRIZE T 2REMNZH R OB G E

ERE BOTOX BB

PE 31 (mL) (BAAL)
TR
B AR JE 77 1 50 1
JAB AR JE A5 1 50 1
e EIH 1
EFR T 5 1 50
L] 1 50 1
R
REEPNIER, 0.4 20
FRHE R 0.4 20
R BRI 0 b DA IR Y

A RYED T ZERAR S F 13638 iy o> F- B 12
VOS2 B> DIS AL EE & 72 % ) 2 IR HI

Bt A Ashworth2 =27 CTor L7/
CHIETHHDTHY .,

HERIEIE Td - 7=, Ashworth Scalel. BIEHT
FRRBIZ A 2 7 DMEWVIE E R 2 Ehd o Jé%?@tﬁ

DO CTTEe, T2bLEMENSEEL WD Z EERT,

Ashworth Scale® A = 7 [ LL F DO~4T/RT,
0=fHEEDITHEIL v (Z2 L)

1=EDOFHEETLENRH Y | JEdh -
2=L0ITo& Y & LIoBIRTLHEZZRD D8,
3= ) OFHEETLERH |

A=HBETEE Y el - RN (B TEE)

BEERE]

DR IRE & 5 L 7=, Physician Global Assessment 1%, B3 0 H & AEiE D HA
—40% THRD T LWV

D 9 B TRHI T 5 & DT,

HERIEFIZG > N D (IRE)
EENIE S TR
fh B EE TR (FEE)

(&)

WIEH & LT, 6K Physician Global Assessment ([EFifilc X 2% 2% EI’JEME)

PRI H & OVE 2 FIREHI S B OfE R 2R 22 12777,

22 : 14 B ORBROGRRHZ I 5 R O T EFHIEE B R OBEE R BIRFMIE B Of R
BOTOX # | 7 EA#

(N=64) (N=62)

FRHEI D Ashworth 2 a7 DR—2R 5 A U H .

b DAL Ep RE™ -2.0 0.0

BT D Ashworth R a7 DR—R 5 4 N

b OBALEFRE™ -1.0 0.0

R D Ashworth R 27 D_— R 5 A

6 OEAE R -1.0 -1.0

Physician Global Assessment |2 X 31 ,&tﬁgj

Higefm™ 2.0° 0.0

T 6 3 I o> = FELAIIE B
6 1 i D Bl K G AR E B
TSR DHEBTHEE®ESHY (p<0.05)

& BOTOX |34 {R TR Jitt 75 Ko OVRAB T=AR JE 75 D i i | 2 e -

P BOTOX |7 I 5 e ORI 7 1o 3 5
¢ BOTOX IXRHENER L R RHE i o i 5

2 A OBERTIE, MdzE

180N #2351, BOTOX 90ELf #¥21451

May 15 2015 16:37:05

77 vaREE2601) |
JEF . BHATFARIE R R TFARE A A O B —BIC i G Lz (R232 M)
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HR1% 63 i UL ki U 7 EREREEHE (Expanded Ashworth A =2 77 i BE &l
EETLHED V) DBEFILH 2 A AN TIHEEFEDOBOTOX A 7 &R & il L7~ (BOTOX 360N L2144,

BOTOXK OV Z &AL, WiEXKT A F T CIRBEEMN. &I

FREARI ORI E . K OREEES
CHASWTIREIREZ 405 +4FT
bl . 4 D CTEHELWKEEZRL WD, 1B ORBROE

2200k, FRIHEINC



#23: 2 H RO B 0RBRIZBIT AR ERNZH R OKREE

w5 E
BOTOX {EFHERE | BOTOX HHER | BOTOX B AER | IBirM7- | S5
P37 (90 Bifir) (180 BAf7) (360 BAfT) UE: 23
WWE(mL)
FEaf
B AR T 75 10 HifT 20 Hif7 40 BifiT 0.4
JAB AR JE 7 15 HN7 30 BT 60 Edfir 0.6
R
YEFS A 7.5 BT 15 Hifir 30 Hifir 0.3
ERE T 7.5 HAL 15 BT 30 HAL 0.3
Ji+ BE &
JbE —5EG 50 EfL 100 EiAT 200 HAfr 0.5 4

204 B ORER DA MO E I A (X, 638 FRIMIC 31 HExpanded Ashworth 2 =2 7 TR L7 BRIEE T - 72,

Expanded Ashworth ScaleiXAshworth Scale & [f] U7273, 0.5%]AD A a7 ZHiF HiLd DB NI 5,

20 H oakBR o B EL2 BIREHIIE H 1%, 61 Kf DO Physician Global Assessment, 5B D B AREE, K OV BT O i B R T

ol 2 H OEERF IR 2 alBR 0 L EEHEE B e O E 22 BIKEHATTE B Ol R &2 #2417,

#£24 : 244 B ORBROGARHZIS T D HEER] 0 EEFHE B X OCEERBIKFHMEE B 05 R

BOTOX {EfE | BOTOX H A& | BOTOX BAER | 77 REE
# (0 Bifr) | # (180 Eifr) (360 B4fr) (N=26)
(N=21) (N=23) (N=21)
FREFI D Ashworth 2 = X X X
TDOR—ZAF5 A D -15 -1.0 -1.5 -1.0
LB RE™
BB D Ashworth R =
FDOR—AGA U HBD -0.5 -0.5 -1.0 -0.5
v R RE™
JFFBE& D Ashworth 2 =
FDR—RFALHED -05 -1.0° -0.5% -05
BB R
Physician Global
Assessment & & 5 555D 1.0% 1.0* 1.0* 0.0
R AR

T 6 I > = EELAIIE B

6 M i D Bl K G AR E B

TSR DHBTHEZESHY (p<0.05)

4 p=0.053

P BOTOX O #a #% 51 A HEIR TAR I 5 K OVRURI AR 5 00 T 5 L 48 5
¢ BOTOX Diakt 58 % RIE IR M & e R o 5

Y BOTOX % L-Jji “EEMIZ IS

A ORBR I, A6 M L ERaE U 7= EReHE  (Expanded Ashworth A =2 7 GBI 2204 b, FRIE X IX eI

b DHWIEEDOWFIZILL EOFFERIETTED V) D EE88HI % A AN TIHEEFEDOBOTOXE 77 R &g L7
(BOTOX 360HLNZAE23f1, BOTOX 180HANZAE23f5], BOTOX Q07 H#E23%1, T &A1) . BOTOXK OV T &R I,

BT A R CRIEEM. &IEEA . BOFRIER ., RUNFRED RO Bl —safsici s Le (K238 |

3tk B OB DA MED EEEFEAMRIE B 13 TR K OUN BRI 12 35 1) % Expanded Ashworth 2 =27 ToR L 7= R Th 0 . &
B2 BV ETAG S B 35RO IR Th o 7=, 31 H OB DA OfE B4 #2507 7,
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25 : 3 B DRBR OSBRI I0T B HEER O FEFME R KO ERELRBIKREEEER OFE R

BOTOXEHE#R: | BOTOX HHER: | BOTOX HHERH | 77 BAH
(90 BAfL) (180 Bifir) (360 Bifir) (N=19)
(N=23) (N=21) (N=22)

FEEE D Ashworth 2 = X
TDOR—RFAPED -1.0 -1.0 -1.5 -0.5
BB R

B o Ashworth 2 = ]

FOR—RF5 A LD -1.0 -1.0 -1.0 05
AR RAE

JFEE®E © Ashworth 2 = ]

T ODR—RS5 A LD -05 -0.5 -1.0 -0.5

AR g fE

T4 3 o> S BTG H
4 J8 I O B K ETARE B

TSR RLDOUBETHEE®ESH Y (p<0.05)

P BOTOX D5 -8 % e TFARJE 75 B OVR AN AR it
¢ BOTOX ekt 5- 8% RIE IR M & e R o 5
Y BOTOX % L-Jji ~EEMIC#5-

MEE OMRBRTIE, I

WEEIMNIL, 12 TH 7=,

5 0D W L # -

#26 : M B R UGS B ORBRICE T 5B EXHBHROR S E

%65 A UL BRI U7 BIRIEHE D 17061 % %t 5 & L 72 (BOTOX87fi Je V7" 7 & 483f),
A H ORBRTIE, BEIIRHENEGR L ORRHEIE 5 ~BOTOX 2047 (BOTOXD# M & : 1RHER H 7= 0 40HAN) XX 77
T ARNBEE SN (F262 M), 5MFH ORERTIX, M2EF %65 A DL ERGE U7z ERREHE 0100612 x5 & Uiz, 51 H O
BRClk, BEIIRHEWNIEGG L OEREEH ~EMGH 1 KBOTOX{KHED#E : 30847, BOTOXE AR E : 40H/()
|2 &V BOTOX 157 (&) SUF20HAT(E M ). 77 B ARG S (262 M), 4B ORER K OS54 H OB D%

4B DORBR 514 B DRBR AFBE KROS5
BOTOX | BEEKE BOTOX BOTOX | HZIERE | ®kE | BoRBickT
pIE 31 (BAL) (mL) KA E#E EAER (mL) A& % B 55RO E
(Bhr) (BAr) (mL)
e
SN 20 0.4 15 20 03 0.4
ERHER 20 0.4 15 20 03 0.4

Modified Ashworth A = 7 CHIE SN RERGREORX—A T 4 V66l E TOELEICKT D45 B OREBRAER L. 6

i H T OEMOBFERAMRIC & 5 BRI RP LN E LTV D,

27 : M B ORBRIZI T 5638 B ORHE RGO A ZEFHEE B

BOTOX 7SR
(N=66) (N=57)
Modified Ashworth X =
TIZX A RBEGHDOR— -1.0* 0.0
RFA b DOELESF
9&1—ﬁﬂa
BRI T B ERHHE
HERPAHOD 20" 00

"6 H o IR AR E H

*7'5 &R & DOF E7(p<0.010)
BOTOXILRHENEA & ONRRHE A 255
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5 H OFRERIZE T, Modified Ashworth 2 =2 7 CHIE S RHEEHRIEDOR—RF 4 L6l £ TOER{LEDF R,
K OEROLIE H OBAEL A 27 BEEED HAK-57 b i Ei+5) & W 7 BERVRFAT B T o Clinical Global Impression

(CGI) Z##28IZ R LTV 5,

328 : 5¢F B ORBRIZIR 1T 5638 B ORHEE R OF ZIEFHE B

BOTOX 7R BOTOX 7SR
EFAE ERE BHAE B
(30 Bifir) (N=9) (40 Bifsr) (N=23)
(N=14) (N=43)

Modified Ashworth 2 =

TIio kARG OR— -1.0 -1.0 -0.5* 0.0

A4 b DOELEY

9&1ﬁﬁa

ERZX 5 CGl RAaT7 o

N5 4 b DT 1.0 0.0 2.0* 0.0

B RE

638 B o> R FEAT E H

™6 B D F Ofith o FAE H

*7' 7 2R & OFEZ(p<0.010)

# BOTOX I RHENHEAN K ONR RHEBE AR 12 5 5-

145  EHAISE

REMERISHIBIRIC OW T DENE A L S kLR " HER 77 A SRR L Fi L2, SSEMICIE, BEOHFSHRTFTO
BOTOX B HIZBWTREARMEN A S, D OofFEFERNHFREHHN TH - 7ol NEMERISEBH A AT, BRI
KLU CEBEITHEHNEEZ 1T U & T D BARRIEE A2 1T 72 2 & Db % B UTBEM OMR GR B OB L2 44 5 B
RSN L7z, FEER FOERBBB T, SWEBRE B EICZ T COIZHET BOTOX #5217\, HESENR S N- B8
DI % % D% DAL A LRI AAN T, B T CORBRIEZ HANERN T LA EBE T L ICRE L,

B IR T ORISR ET 214 BT, 5 B 170 FIANE D% OEIEALEBIBEBIFISHA AN bz (BOTOX B 88 fil,
7T/ AREE82 )  ESTE 10 EELL R o TRl 2 £ L7z, Z OO FEFHMEE I, ERUIRE T%Z6EA

IR U2 3317 % Cervical Dystonia Severity Scale (CDSS) D Z8{b & M ONERRIZ K 5 BMr0RHE Co s & e S V- B OEIE
MO D ERHMEEE & L7, CDSS IXFAN A OFEIEE & EEINCHET A7 DO RET, ZORBRO7-DIZH 7212

LT, 3R OFEEEBOSHEIZOWT, 5 (UIZEOHSY) OFMEFIZH L L RToMmET 5 (B, kA

aTIE54 R ERD) o —F . EMIC XK D BMRAEHECIX, ERAEE OREBEX—R T 1 L blig UCREli L 72/ R %

—A4AnH+4 (TOEEL) D ERICKE] ) T TO BT S, 0IF_X—ATA U POREILTHDZ L%
AL, LT RdEEZ R T, o, KR OEERSEOEERER TH O | KR OMEE K OEEE 2 FiRoRE LT
ANZ 0225 4 (TSR] 25 TEIZEW IO TEE O A ) £ TO 5 BTl L7z, FEFHEHE B & OB E

EIREHIIE B 122\ COREBRAE R % 2 29 12T,

R 29 : B IARMEMTRAROAMEORER BEYR)

7R REE | BOTOX & £ 95% Cl
N=82 N=88
R—RZF A D CDSS 9.3 9.2
638 A B 50 CDSS B/ & -0.3 -1.3 (-2.3,0.3)"
E&RC & 5 2RHFHE CK 31% 51% (5%, 34%)™
ELUESNIZBEDOEIL
R—R T [ v DERRE 18 18
638 H A DERRELS L& 0.1 -0.4 (-0.7,-0.2)"9
R—R 5 (v OEFEEE 1.9 1.8
638 B R R DR EEE L& -0.0 -0.3 (-05,-0.0)

la] FEEXMIZ, TBEE ORI Z EhFE, N—RA T4 D CDSS #E R L LIS BaiR» RO,

[b] ZH 5 DIFFERNCED = RIBME DO 52T E R ORI EIZ L VRO T2, EEDSHTOFER. BWEFER BN ITRERZEN v 2
LERRTEIIEENTE LT, pfEiX0.05 2 FEI-72, ZH6OMHT T, BIOXRAMERTEER QR 37 2 N v ZEHFHRE 2 <
DN,

May 15 2015 16:37:06

29



[c] EERMIZtAAENERDT,

Z ORBROGROIRTOFER LV | 6 T H E TICEHRIED LT BFEORSHEMERE 3 1 HUNITR—R T A Ok
REICR o722 L AVRIB S L7z,

PRI K OMEiB 10 53 82 [ O ERBBIMMT DFRER D B 12, Bk L bITR1E %né%@mﬁéfiﬁﬁi@%5¥ﬂ%#k
ELRDBEENDDH T EIRBEND, 65 EOER L 65 AR OEM & O THERICEITRD bz, A
BB RIS T DR OZEZHOWTIE, AALSNOBEDRIEF DR 72720, K %%%mf EMTERINS
72,

Z OO BOTOX I (88 Bl) (Z351T % BOTOX fefk G- HHRfifi % 236 HIAL T, 25/ 3~k X A LDh 75/ 3=k ¥
A VE TOHRIPAIL 198~300 AL TH o7, S LFHAOREIZ, Zhb 88 FITDIE L A L8 3~4TH T, 3841725 3
A, 28 175 ARIA, 5 (7S 5 AREL 50175 2 FMIClroTe, B 30ICRT L 5o, BEREBEHECHE L, BRY
BLOBG L % DBAE D =— X EDE THH L7,

X 30 : FRFIREBELEXRCREEEO BMHH LR

ARG EE | HAREED | HARSED
A -4 #a &
(N=88) (%) DFHE (%) DHiFH*
GEGTUIN VRN ] 83 38 25-50
B TL 2240 77 25 17-31
LR 52 20 16-25
(e 49 29 18-33
AR 16 21 13-25
Sl 15 15 6-21
R 8 29 17-41

* 5 BEOEISOFBPHDOPRINL 25 X=X A b 15 8— X A )VE TOHPHE L TRDTZ,

TOCEERT T ERIBRERICIS > TEM LW OO IVELLERER D S BOTOX OA L2 X+ AR5 5
NTWB, 25 ORERIT BOTOX OF M2 Mmet L E&MICHEE T2 ECHuIcT VA » SNz b O T o Tz,

145  JRREMERESITIE
JRIEMENR S ITIETR IR IC B 1T D BOTOX OF MR Ve et % 2 tE D EVEA b S sk i [F —EE M 7 7 & R MBI
W TR LT,

17FH o BRIZI%. Hyperhidrosis Disease Severity Scale (HDSS) D Z =17 78 3 i 4 T, ZHrHRIZ 5 45 [ TH M 50mg LA
L OFITF N B D Rt R FEVERR G 2T RE O RN BE A A L=, HDSS 1E, 1 ( TlO FIZHENEDIZEDITF AN 2 &
1E72 <, WD T OIRVFN HEEEICEL KT &) ) 226 4 ( RO TICHAENZEDOFEZE, FIZH A
Ki%%%bfwéj)if@4&ﬁﬁffﬂﬁ¢éoﬁem%w%%%ﬁ%ﬁmsmoxm%ﬁ;mexwﬁmﬂ
if?tf%&ﬁféﬁ@wfnb 1:1:10HETERIESIC DHTt 438 Z L NZFHI AT o 72, PIEINES TR R
BONIZEFEIZIE, HDSS A2 728 3 Xt 4 £ TH EH L, ﬂoﬁim (2D < B MRS OFIT DS 50mg LA & 7o
7153? WG (72720, FIREHNSD7< &b SHBEORIREEEWVWT) . BENZIT o7,

1EIE KO 2HHOEG% 480 HDSS 2 a7 BNWNT b _N—Z T A A0 b 2 BEFELL EBGE L2y 20T 1EHO
BHZ DR FE L, iﬁ?ﬁﬁF‘ ﬁ?ﬁ%ﬁ%i J7eho e BEEZRBO L AR #— (study responder) & EFKLTZ, &
FRF O BRI FIT R, W& YT TRBWREROEEZNE L CRO (EEWE) . 4 8 B R CHREER
TENPN—ZAT A AMEND SO%UJ:{BZ/}‘ L7ziFEZ, BT RIS VAR Z— (sweat production responder) & &%
L7z,

B, N—=RA T A D HDSS A a7 78 3 Th o 1o BF DEIE 1L 50~54%, X—A T A D HDSS A a7 /3 4 Th o7
FOEIGIL 46~50%Th -7, HiTw (FHMEOFLE) OF X, 77 AT 102mg, 50 HEAZHET 123mg, 75 H.
ALRETC 114mg TH - 7=,

HDSS 2 a 7 IZBITF H_X—RA T A EN O 2 BERELL EOUE I ERITEICB T 5 X—Z 7 A AED 6 D 50%iE D
Dl %0<VXT/& DOEIEIX, W BOTOXFEDIZH> BT 7 BAFEL Y bEr->72 (p<0.001) | 2 H&®D BOTOX
HRENCHEREIIBO bR - T2 (FR31LB]K)

May 15 2015 16:37:06

30



SRR A, #5806, HDSSA 27 3T R - T2 %ICHI O TORBE LIzHETOREE LTHRI L,
BOTOXEEIZ I 1T B #IIaI% 5% O 2h B Ere I i id, WP oOHERETH201H Th 7=, 2 H OBOTOX#E 5% 5% 1F
T2 BFITB T 2 2 R M B X, Wl G o RErpei M P R E S IIERI L Th o 72,

20F B OfRBRCIE, I R 5 22 TIE OO i R 320451 2 BOTOX S0HNRE (24241) L7 7 wAREE (78%1) D
FTIDCENELIZEN D (1T 7=, 4 HE R CHEENEICE S ERITENSN—R2 T A a0 H50%LL i Li-BE %
VAR HE—EER LT, HGHREBIZE T D VAR X —0OEGIIBOTOXEETI1% (2424171219%1) . 7T BAREET
36% (78%128%) TdH 7= (p<0.001) , BOTOXEE L 7T B REEMICEBIT 5 L AR X —DEIEDFIE55% (95% Cl :
43.3~65.9) Th o7,

# 31 : 11 H 0RBR—RBE R

BRHER BOTOX BOTOX | FS+&&# | BOTOX BOTOX

50 BEfir#E | 75 BfZEE N=108 50-75 kR | 15-FF &R
N=104 N=110 (95% CI) (95% CI)

HDSS X = 7 Z&(k& | 55% (57) 49% (54) 6% (6) 49.3% 43%

N2UETHoT (38.8,59.7) | (33.2,53.8)

BEOEA B °

MBS B 50% 81% (84) 86% (94) 41% (44) 40% 45%

Ll BRI Ut B (28.1,52.0) | (33.3,56.1)

DEE (%)

[a] 1[EIH R O2[E H O %4 OHDSS A 2 7 I3 WTHH =R T A AE B2BERELL EekE L= H D WITAE E OB S5% 055D
BERFE L, RBRPICER S 220 o BE,

146  REpEE

WL ODORBRICEB W CIRIBEEBE 25T 2R Y U XAFERZOFHICOWTHR L7z, HIIEERIEHRARTIZ, A
ReMERIg R B 27 BTk L, 2 DZFIEI 6 F4IC BOTOX2 Hifr A 1EH L7z, RV U X AFEH L G514, 48 B
PINIZ 27 B 25 Bilps D EEN A S vz, o LEICHOW TR 54 13 EIC &4 e LT b L b - AdaE
NEBI, b I LN OV TR ESENRE S 72 O ORERERE E 23 Bt L 72,

MoORERE LT, “HEMRY 7 2RI WD TIRBREAERE 12 flIZOWTHME L, AV U X 2A%EE (8
Bl) X7 T BARRE Q) IZHARTYENR D bz, 1RFENROFRHIMIT Y 128 Th > 72,

FEEMABRICSIN U7 IRIGRE BT 1,684 BIlIZ I T, RGO 71 3IE 8 K& OV R FOBL 2212 255 < HRBEA5R J4E (C B PR 1)
WENRD DI, FRENLEL 2D ETOMRFHRHIHEIT Y 12 8 TH -7,

147  #8
BOTOX ®#%5-% 1[0 31X 2 [B]52 1) 7= AHRLEE 677 Hlic W CHEBERABRIZB W Calli 2 3206 L 7=, #&5-#% 6 7 AL E
Wbl T2 EE LA, ZNHDBED BN 10 7Y LT 457 M —UTETHEL,

16 HHETERE BFE R OB W Lo TR

BOTOX X L EIFR Y O WET A T TG S, BLTFD 2 HliORA 13 H 5,
100 /.  NDC 0023-1145-01

200 Hiiz  NDC 0023-3921-02

BOTOX DA TILD T ~YUIIAR T T T T 4 v 7 T 4 VAT TEY . 7 4 L AT O KERREO I (7T
VI EWIHAMASTND, BEEAKX Y RXXENIT O T TIHRICERAT A TV ERIRICIED &, ZOFRa 7T AR
25 I TWD, (JFE: TXNDEaT T 7 47 7 VT EA Ny FERREO BTy, ) iEaofts L
I I7o7 0y OHANRARZRWEAIR, YA E2ERET. 77 T ARCBE WO TIWELE D Z & (HEE
56 0 1-800-890-4345, K VLEARVEREHIIE CA-f1 7 FE~11% 3 F)

Bk
B (2~8°C) WIS LARBIEI OREETHILIE, BOTOX @ 100 BN/ 31 7 /L% 36 7 A . 200 N7/ 31 7 LT 24
HABMRGETE D, A TMIFEREN TV D ENYIR 20 E -0 A Lanw 2 &, FHREE X 24 BRI LA 54
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HZ L, LT OEET A E COMITAEE (2~8°C) ITIRIETH 2 &, %O BOTOX OMERIL, MHEE T
W 2RO 72,

17 BEILBXDINEER
[FDA A BFE A BEMITHRAMALE (Medication Guide) % ZEIZRBBHE~DT FNA 2, ]

BEICEFEMTEIE LT A K (Medication Guide) #JEL. Wo L LICHNAEEZBETT A &,

171 WETREE, SFERE, FRREZE, oMo VWiER

TR VEIR (W IR, SEENEE, MR INEES) NEHL LA, SUIBEZEOMER N EA L2 a10id, #HY ESUT
AN OE D X0 BEFITIRYE T D & [MMAELR DY TEEZROMEF LorEE 6.2, 5.41H) | RHF]

172 BREER UNEERE S

hA1EE MR T, FRURRG TENAAE U272 b1, HOEIREAZ XU & T HEMEE I TRENCHEE L Xk o B
WZBhET 52 &,

17.3  FEBENESE OPER K8

RIER 3 D IEMEPES 2 . JRR IR EE SO IHERIFIEVE D & o 7o 51 2id, Y ERNER 2 & 0 BFITHEET 5 2
&
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BEIAVATEERMLTA R
BOTOX®EH
BOTOX® Cosmetic
(Boe-tox)
(onabotulinumtoxin A) M

BOTOX X% BOTOX Cosmetic Dl ZBitaT 25 & &, F-FD0H%LAFZHZEGLTH D 9 FEIC, FRICZOEEKL Y
A REBHELLSTFEID, EHER1H 00 LILET A, ZOEIKLTA RiEbe - Opik-oiaiE kI B4 2 H Y ERiH
SO DD HLDOTIEH Y FHA, TFESCNHEEDHIZH ZOERKRLTA RONEEM> TBWTW2EWTL
LA

BOTOX & BOTOX Cosmetic (DWW THI»> TR R&EH o & b EERFRIL?

BOTOX & BOTOX Cosmetic iX. @z & LRZRWVKRD & 5 REAZEERZ 720320 X9,
o RBETHOIEE, HIHNIEREBYMERKAIALZ W EDORIRE
o  EHBRIEADILE

ZD & 5 72EIZ, BOTOX Xi& BOTOX Cosmetic D¥ESH % L TERFRITEZ 5 Z L b bhiX. B H 5 W IXEERM
7ZoTAELAZEHLHY FT, BOTOX Xix BOTOX Cosmetic D# 52521725 & TUTICHIT ABEDO Wm0 &
U7zZe biE, EDICHYEMZERTI0ZZ LTI EEN,

o HEMEIRIBAHFIZ, FBETEHIDORKRE, HBEIWVZIELZTEIORELY, 0k 5 2RREE X, BOTOX Xik
BOTOX Cosmetic DiFES %2 L TEFERI TR I AZ bbb, HAM. HABZ-TAELZZ DV ET, 721 T
UL R SCEE ) & AR AAIATe DIZE 5 IR O NN ERRICTHE > 7272912 2 » £9°, BOTOX XX BOTOX
Cosmetic DG ITIRAIA IR IRAN 2 ER H D &, ZNNEAL L THTICEL ZEHH Y 2 FT,

o MRII—TEORERHDHNIT, BEZTAHDICHOMAZFE Y LERNHY FT, ZOXI70BEFEIAIL, BOTOX Xix
BOTOX Cosmetic D #5112 X 0 iEZI 22 /el OREZ A4 U A fEEER LD &S0 ed,

o REBMEMIGARI WVIRIBIZE I AR 2L bH D F7, 2 T MAADRWEGEAIL, B ELtnd Lo T5
TFORET 2a—TE2FEILERELLZDD LNERA, BRAIALRENERINC 25 L, TICREBEHBA->TLED Z
EHH Y E£9, BOTOX XL BOTOX Cosmetic D 5-% 52 1F DD B EKAIARLCIERICRIEN H 5 71T, 2ok o7
FHENAECDERMEN LD EHWTT,

o BHBRIEHOIEH., HAICLoTE, AV Y XAERZOEHDBESBAL G < BENZGTICE TREZKIFL, AY
U XAHE EMEEN D BEUVIRKOIERZBEND Z ENH Y £3, AV U XAFFETIIRO X ) RIERSHET,

NG D, 2EOHIINGEED

Wi “EIZRZD

BIZER -T2 801275, BRENTN S

RIS, FREDLD, ERHRL 725 CFEREE)

SEA TV S (HREREE)

TRINTRAL D

BRI 28 TAZ <

B % AR AHIA IR < 0D

Z D& ) RERIE, BOTOX XiZ BOTOX Cosmetic DiES %2 L CHEFM#Z OB %, Hulf% E CoMIZAE L 5 HE
PERH Y £,

ZOXORME RSB E, HOEREII LD ETAGREEIIEEZ T 2012 LTV ERA, BOTOX X
BOTOX Cosmetic Dff FHHIZHET D& Z &) OIHAZ ZELS Z &0,

BIED FEERE. IO TFTOOEWIT, oRE TEHR ORI T BOTOX 2 s N2 AR THRE LA, »5WITE
R 5 K OV B RO 2 i % 7212 BOTOX Cosmetic - HEE S5 HE TEEG LI-Sa1Cid, FHEOEMNIE
Do TIRABIENEE 72 2 WO IR I N TV ET A,
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BOTOX & BOTOX Cosmetic & iX ?

BOTOX iXfFANIZENTALFET, ROLH>RBEMTEALET,

o MOFEHDOEH (Hi=V 3K BRI TE RVEFEBERORABE T, REZTRETEPICRENL
T3 (hatkRAEE) | REZFE X2V (RETHE) | BEREEAZ BEIR) &V o iEREZIRET D
fhOFHDOIA] (P2 U U 3R) DR AR 43 UM TE Ao, AR RIC L DIBIEEERE S B 2 ik A B T, RIR
noREE) ZiBET 5

1H AL ERi<BEM2SHIZ 15 BUL ESH D BIMER AR ORNRE T, HRE THT5
EREEORARE T, M. TE. BOBAOBRESINZIRET S

FEMEBLSH D N B E CHE DAL B R HOSH DR 2158 T 5
REULEOBETEDOXA TOROFHOME (BHR) XiIheo R i (RgEE) 21K T5

DT OOEWT (EEDFRMMEZITIE) PEMICELIE GMVIEE) TIEINR0WEE. ZORKEDITZDHIZ BOTOX
ZRPICES LET,

BOTOX Cosmetic [ RAPIZIES 42075 T, A D HEEN L EED R OB OBEHF O (—Rppg7e) i i
L/\i—g_‘o

BOTOX Cosmetic i3 H D& I TESR 9~ 2 T3 T, sl AN D B R OB OREIIR O (—FEry72) SEEICHER L ETS
JEM OB E BROBDORIFIZHOWTRFFHZIHREEZZ T2 Z & b TEET,

LU O4E#JE TIiE, BOTOX OZ2MEXFAMIETHR S ThEEA,
o REEEOWROWE, 18 FARMOBH

1A S0 O IR OB, 18 BRI B

RAEOBHR O, 18 AN B

MO OB A, 16 BRI O L

SIFEDROG . 18 BRIl O B4

PR SURIRB RO IBE OB A, 12 BRI B

18 AT /N T, BOTOX Cosmetic Offi flITHELE TX £ A,

A1z 15 BAREO A8 (=Y — RIFEER) OFB5IzoW T, BOTOX & BOTOX Cosmetic D72 M X 134 20 1 1wk
HFENTWERA,

o> & A 7 DR IR LIS DL ITFIZ- oW T, BOTOX & BOTOX Cosmetic D24 ITA%hEIZ o0y »> Tk
Moo

BOTOX XiX BOTOX Cosmetic Z1fH 2 22\  AiX ?

WD X H 72 ATk BOTOX X% BOTOX Cosmetic [3ffi x 8 A

e BOTOX XX BOTOX Cosmetic |ZE 1L TWARSTDWNT NI T LILX—0338 5 A, BOTOX & BOTOX Cosmetic
ICEENTODLRTITONWTIEL, ZOEERLT A FOREE ZELEE0,

Myobloc®, Dysport™ 3% Xeomin®7Zg EfD R Y U X A FHRZ KN EH > CT VAX—SERZ LI 03B D A
HEHZTE L TWDENIERERH D A

PREEDIRE T, JRIEEIEG: (UTH) 235D A

JRIEEDIRIFE T T, AN THREZEIZTERNWEKETWDH AN CERZEFIT> TRV AICO R )

BOTOX XiX BOTOX Cosmetic D 5% % 1F 3RNICHYEMICE A A& Z &

TRIZEYTIHEEEZED T, HDREOFWROTRTEHYEMIEL T IV,

o MHIRRCMIRICEELY KIFTIHR (EMIHERRMEEE [ALS )3 — - F—VU v 7 e M EnE 3] | EEMD
MESIE, TN — bk o f— FUEBERER YY) . TBOTOX & BOTOX Cosmetic IZ DWW THI-» TR & oL
EERERIZ? ] OHEEZ ZTEL IS,

o WNTHDORY Y XAFBHRMANIHT LT LLF—
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wfﬂw@f/)xzﬁﬁiﬁfﬁwmﬁéukﬁ%
ﬁfﬂiﬁf BT LR OME (e, FisiEzR L)
BUE T BT BT 2 ARA B O RRE
BE T EICBIT 5 HinoRE
BRI O T E
BRI = T 7o Tl
RIFRO 1058 (% BTz nwin &)
IO T
DM, HEORN & R D EOE
PRIGIEY: (UTD) OIERAH Y | REEEDIBET THH 2 &, RIBIEKEOIER & UTIiE, R ON - UTBE T
DL KD AgEA, BR, BEENH D T,
o HITEEMEZZIZT2ONRNEET, REZEORFEH CTHDLZ &
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MAS MASE L&

AR TR Al 7R [%Qggéw
5 | 3.2820451(58) | 3.24+0432(6) - - -
Hebi 1tk | 26710.787(57) | 27220.838(62) | -0.61£0675(57) | -0.5240.765(62) [—03%0317]
$e5. 4381 | 24010828(56) | 281+0.785(62) | -0.88:0.687(56) | -0.43+0.718(62) [-0;10.1—%20]
56 8% | 235+0829(57) | 2.78+0804(61) | -0.91+0.733(57) | -0.47£0.712(61) [—o;?ﬁ)ws]
145 8% | 24540.735(54) | 282£0758(61) | -0.82£0.660(54) | -043+0.676(61) [foég‘{%w]
G128 | 27010866(54) | 2.8410750(61) | -0.561-0.685(54) | -0.4010.583(61) [7053‘13081

SR+ R 2E (6120

Fo, “HEEMMICSIERW TG T TAKB0HAL 2 K E#% 5
L7z & ED&ZGENICHIT 2 EHMTOMASOHERIZ TERD EBD
Thol,
EE] 2 [aH 3[ElE
Eeeaill 2.9140.694(107) | 2.45+0.618(92) | 2.41+0.593(58)
%5 4% 1.954+0.699(105) | 1.76+0.643(91) | 1.85+0.635(58)
5 8 % 1.95+0.636(103) | 1.88+0.631(89) | 1.8740.502(55)
512188 2.23+0.730(104) | 2.09+0.712(88) | 1.90+0.556(55)
SR fil £ REE(R 2 (B4

. INEBERRE BB (LT D ERAREERAR

2 LA b D /N R R I BV B R IR I AL S 2R
B ERRBRIZENICB W TEES TR,

Zxtd

. FERMREZTE BT DERREERAIE

[EI N 145 3% T AR SR FE PR 38 2V HIE R 152611 DWW TE S 7z
MR ORI RO EBO TH S,

RN ST EREZ MR E LT IR B o EERL
BEABRICB W T, FIRE & 72 D ARFISOHEAL X 7 7 R & D
AL (10~15 7 DT NS Lz & &, EEFMEA TH 5% 5
4 EBOERREECRDBITEROL AR F—KNL, FTEOD
EBOTHO., 7T uREEE LARAHKRE CTHEHEMICEREICE N S
72 (0<0.001, FisherDE HEHELIE)

kLUARIH =R R=2 T4 > &l U THlilies o3 E
E0350% DL A U T 2 8504 0 =&

L 2R F—R
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BlAa
FAsOMGE | Touam | osselmmxn | P
15438 | 962(75/78) | 45.9(34/74) [38‘29'6223] <0.001

VAR T —8(%) (L AR5 — s/ M55

pfi : Fisher A e AR T

/2. ZEHERINICEEHWTIEER T THIEE &7 0 AFI50H
G l-e& K54 ABOERMERICIDBITEROL
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. BBRICH S BERREERBE

[EI 130 3% T12/% 2L E D AKERMEEF4FIZ DN TEBS N2
A PR AR DS B3 TRt D & BV Th 5.
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of BEGEATG I i b il B ic P W, WIEERG R E LTI AR &
720 AHKN.25~5.08 0 2 %5 Uz GERERHIIRBE 2 R 58 TR
WEE) , EHEIHMEEE Th 5% 5 4 BWEOIEHIEAICH T 2 /HE
i D WLAHE /A SR AR A OFEHE(T) LA T R —, L
TPDIDXR=ZAFA > DOEbEIE, FEROEBODTHD, %
511 D R £ A320PDLA_ESOPDA it D 1 55 4 e T I3 My i & LE X
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20PDAIH D W EREE Tld, AFREHICBVTX—ZATA 05

DR DR HH STz,

BEHO | e L s | SRAREHE & DR
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20PDA | -~
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I |33.75:£8.760(10) | ~0.55+2.291(10)
20PDEA k
SOPDA M |-
S.OBATRE [35.274£9.152(11) |-17.27£15.476 (11) [*28?;*5.38]

* P R=ZATA 5 DEE

A4 (PD) * Ml + BEUER 2% (fil%0)

95 % (2 HPX [l o UpfiE 3 53 AT DB 63 4 12 (] L THEH (FisherdLSD#)

Fo, K TIUAMRN b 72 D ARAN.25~5.0H M 25 Lk & &,
FE L I CEFl L =5 5 4 3 % O IEH IR AL IS B 1) 2 RELA O

N—ATA 26 OEEIZ, %55 DO RHE A A10PDLA 120PDA

it DB BR A JE T-5.404+4.814 (5 i) . 20PDLA k- 50PDA it D 4l 5 %

T-10.95£6.950 (10f5) TH > 7z,
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1.8.2.  ZhiE - BRRVEORERN

1.8.2.1. ZheE - TR
FHA

1.8.2.2. BB

FHUTIRN. O U, mIROBBRANE U7 EIC a2V IRIE & 22 B IRFHEERTH 5

[ALRE, 2006a; A, 2009a], Z D X 5 RRIRMZOTHIL, JERED DT E KA AR BME
R0 RERICAAET 2 MR (NES, SVER . REA. TEMS. R TR
BT DIBEIEDONRT AN 5 Z & TEL S, FHRICITHEX R EFERDH Y . SR
RN ROTmE) OEWHL, NS T NRE, SMAINC TN 4R, ERDUET
iz nd EVRHRIC SN D, £, SMBFFOBMBEOARIC XV | EMERME & B
RHEL GEILFEIMERMA) (I2E S D[RR, 2009a; F2)E, 2009b],

GSK1358820 (LL'F, BTX) 1. AN U XRE (Clostridium botulinum) (2 XV FEAE SIS
AR ) X AGHRE GG & T DitRERTd 5, BTX [TEE R ST AR R
DZFEREANAE S U THRERNIZA D AR, 7TeF v al U263 2 2 & Tk
nExET 5, BRI, —EMRERSIRVIAENRD L, TEF L) U E2HHE
B D DICEEREEZRIZLTND 25kD £ TOVF 7~ Y —ABHHE ¥ /X7 'E (SNAP-
25) % Y9 % [Simpson, 1989; Simpson, 1981],

BTX [IAMRFH~DOEHZ L 0 it e sz ER 258 L, IRV OTHE B IET 5,

HEATUIE BTX 13 1989 A0 Bk & 723 i iE 2 B LT b, 2014 45 5 A BI/E, 539 »
CKkE, HFF., 7902, A=A TV T EET) TR L TERENTW5,

WA EBEEC I T 5 AGRGEE - hRIFER 182-1 DB TH S,

£ 1.8.211 BHEEEHICEITHIHRITHT HRERE - DR

RHEIT KT 2 BISIE D =g ke . s
i e AR - 7
b/ NES| 1989 4 12 A Treatment of strabismus in patients 12 years of age
and above
Vot d 1990 4 3 H Treatment of strabismus in patients 12 years of age or
older.
7R 1993 410 H Adults and children over 12 years old;
Treatment of oculomotor disorders (strabismus, recent
oculomotor paralysis and recent dysthyroid ocular
myopathy)
A=A L7 VT 2005 4F 6 H Treatment of strabismus in children and adults

ENTIE, 12 EOAKERHE (WRHE R O9MVEHR) B 234 & LT RREER
(LOC116246 #8%) 123\ T BTX Z/MNEMGICE S L BOE LM 2 Em IR ORWEA 215
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1.8.2. ZhEE - R KOF O ERIL

B U CHERIRIE L LR L. & BT BTX 2 KEHR G L 2B A 0 M O 2 & Mt
THZLE LT

FERAHIEE & U725 1 1R BAMAH 4 B O IEHIRMLIZ BT 2464 (Prism Diopter,
LT PD) OX—RF A inbOZAbETIEL, 20 PD LA L 50 PD Al O #ERE g I3\ T I
TRIEHEN-0.55PD Tho7-DIZxf L, BTX2.5 Hifir (LR, U) #ETIX-13.40 PD, BTX5.0 U
BETIX-1727PD & MERWEEE L LB L C BTX BECAE (P=0.031 & TN P=0.005) (/) L7z
(2.5.4.4.1.1.) . 10PD L) I 20PD A O#ERF & CTlx, MEIEHHAE, BTX1.25 U AU 2.5U
HEDO 3 HEMICABEZITRD N D272 b DD, 125U L 25U FEOLETOWHBREICE
W 1 IBRIIOBIAE 4 HIFIZR—Z 7 A4 Vb ORMA ORI RA LT, KEEE L
TeBRD AN DV T S FIENE NS IB N G-REEER, RHLA DN—R2 T A b O 37
Whivle (2544.1.1) o £7o. FREMEREE & LREERLESE OFIIMEEZ S 1 15 HIEE
5% 4 WO EEIRICB T 2848/ (PD) OR—Z2 T A b DELEIZOW TR
FAMRAT 2 S0 U 72 A 5, RRELMERHILERS . JLRPERHEAEE & © 12 BTX &8 CIE IR &
HE L TR—=2 T A N DD ENRRE N7 (25.4.6.)

—7J7. Dr.Scott & DFEfi L 7=/ iGKE SR (Chemical Alteration of Extraocular Muscle
Function #%&, LU Scott #lk) 235 T, Principal Investigator 233FAf L 72 11 m LA E DK
RHERE TlIL, BTX 285 L7oRER, wlEl&S (R 5-&3.3U) AT 30.0PD Th-o
TeRMEA DS, 2 BAKE CEYHEE5545U0) AiTIL204PD, 3 BIRL Eo&E (CEHRE
#6.8U) HITIL185PD TH Y, HEEHDHEIMIIEVNHA Lo Z &3 Sz
(2.5.44.12) .

F72. WHMZIBW T, Principal Investigator 23537 L7z 11 5% 2L Eod B TFRIEEE 2 LT
b BTX OGN ER SN-FEE. P 3.62U0 OFEIZ LY . BHLA DR KRB EO B E
1 13.1 PD., #HRA DORKENLEOFHHEIZ85PD Tholz Z ERXHEIN TS
(2.5.44.12.) .

IROZIX, 6 ROSMRRG (N - AMER, b« TEf., b - FTRER) &0, 3 dhsmic il
INTNWD, BRI, AKERME OGS TR M OIRNL 2 5% L T 2 8MER; (N - S E
) . ETRBEOEAE. ETHMOIRMZFHTE L TWDAAMRA (E - FTER) © 9 bk
BROSEV TN B & FFE S AL, WRIDUISMAL, 2%, ERSUE FRNCERAL O 3 23 R 81
THMAE, 20096, T2 b, FEIEDEVIC L DR T o I ACERME. ETFAMER
TR DHOD, BTX ZFHEERNEVIMRIRICR 575 2 & TEOIMRG MR L., T
VAMBEL R RO E EMISE DT A EHBETFIIACERIE, ETFRHEE BIZFRICTH 5,
L7z T, ENTIEETAHROBE 255 & L-iBRi3 s L Ty, gk Scott 78
B CIE B FARMEIZ X - 2 B MED AR & AR ICHERE S, [EWNERRE (LOC116246
RER) ICBWTKERMREE IZRB T IR OBIESENRBO b2 & ZOENENI
TBMERROLNZZ D, BIX ZENO L TARBAEICE S LELEICBTLA
ENEENS LD EEZ BT,
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ZOEX DT, BTX DR I = A NIREADX 0D LT REETH Y . BTX IR OF
MLOF NI D LT, AKEREEE, ETREEFICAEDITHL Z N RSN TS, £
7o BTX (ZBREPERMGE, JLRMERHR & BICHMERHER STV D,

SHIZ, WTFNOEIZEN TS, FHROKXS Sy UK BT, BREME/ALFENE) (290b 6T
BTX WA THDHZ L6, R & U CEIMEDNTG S TWD,

PLEX Y KETHET D BTX OWRE - 2hR 4 TR ERE LT,
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1.8.2.3. L Z P

Simpson LL. Peripheral actions of the botulinum toxins. Botulinum Neurotoxin and Tetanus Toxin.
Academic Press Inc. 1989:153-78.

Simpson LL. The origin, structure, and pharmacological activity of botulinum toxin. Pharmacol Rev.
1981;33(3):155-88.

S OO, ARE R W NAT. BHROREARNEIER. FHEEF. SOGE, 2006a:294-300.

Fe HLORHL L IREREBIEE. L < DS WIEAERE 13 IRV - AR EFOH L, 2009a:148-
53.

R B AMIRA & IREREBIHIER D L < A L <o SIFRELRE 13 HRKD. - AR EFHTH,
2009b:140-3.

May 18 2015 11:59:35
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1.8.3. Fik - ARERUEORERR

1.8.3.1. A% - ARk
HE L, AR 12 L EO/NRIZIT AR Y Y X AFEHEE L TLLTOHEZNMRAICH
WNERT 5,
o WlEIEE
D ETRROSE © REGH UL TEMGRIC 1.25~2.5 H{7
2) 207V RLUAT Y =KD AKFREDOG G+ PELF SIFMEFHIZ 1.25~2.5 B
A
3) 20~50 7Y ALVAT N Y —DOAKFRMEDOS G + WNIEF IIFMEFHIZ 2.5~5.0 B
A
4) 1 H AU LR D AMEMRREREL O 555« WIERIC 1.25~2.5 Hif7
o {EIEE% 4 HEBIZ L, DEBAH0REAICE, FIZEMCHEEGRED 2 5E T
OHELE FRE L THRETHZENTE D,
o HIEIDOZENT LI-HEIIE, BECHRGEIN 1 EEEED 2EF TOHES LR
ELTHBEST2ZENTES, 35 AUNOHRGITRET S Z &,
o 1 HOEEIZBITS 1 SO0 OFK5EIZ 10 B 2B N2 &,

1.8.3.2. BREEN

1.8.3.2.1. 12 @l EDOHBRBE

M IRAEEE DI I DN T, MR A > TR ENDRNARE D TE HREHNITA% 3~6 # A
EHEBEXONTEY, ZO%ES - FHH - TEREIEOREICH, 6 sk E TIZERT 5 &
STV D ALRE, 2006b],

WAL TlE, Dr.Scott & D3 L 7= #EAMiE KSR (Chemical Alteration of Extraocular Muscle
Function #Hk, LT Scott &) OfERICHKS X 12 L ED/NE R O O R EE 12k}
% BTX OF 573 1989 FIKETHEB S 4L, UBHARETERINLTND

[N ERRRER (LOC116246 #ER) (23T, 12 5L EORLES 12 BTX %S:&“ELL T
PHEIEE (55 1 W OB 4 RIS T A8MLA (EREIRAD) ORX—AT7 4 nbO
ZAb i) O SERENT & U THERD] (I8 LA T, 19 mklL ) (T L72RER., WTho

WA EERNZ BV T S BTX A HE TITERIRIFIZ AR A D=2 T A b DD &K
otz (2546 , Tz, BIRFEMICALNTZAEEREGIIONT, Fipll (18 LT,

19 mE LA b)) IZRBIBIE L & OEIG 2 MRE LIS, AFEFROBIVRDUFIF TR E 7
BT H LN oT (255.7) .

PLEX V., BTX ##gst L RREOEEE (12 %L L) ORMRABEICER S 45 2 Li3@El) <
HHLEEZ LN,

May 18 2015 11:59:37
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1.8.3. HE - HEEROZE ORERIL

1.8.3.2.2. KSR

WM W T, 12 WU EOAKTERIERE 677 412 BTX % 1 [0 3RS L, 6 A
DL BRI U7 RUCL 55% D RBFEIZE W TREA 10 7Y ALY F 7~ Y — (Prism
Diopter, LA PD) DINIZIBIES LTI ER/RES LTV 5 [Scott, 1989], F 72, Scott ilkBRIC
BT, Principal Investigator 255FAfi L 72 11 s 2L EOKPERHEAEE Tid, BTX 5 L7
R, WEE G CE¥#EE-E 3.3 A7, LATF U) RBITIX30.0PD ThoopHiMmas, 2 [BIH
5 (CE¥HEEE45U) miTlX204PD, 3 FIHL Lo (CEX& 55 6.8 U) ATl
185PD ThH YV, HEEFDOEINZIENED L Z &iE e (2.544.1.2)

b D EERRBR GG 2 . BTX X PRt s - HET 2014 4 5 HBE, KE, b4,
TIUA A=A T YT EADE L TR 39 5 ECTRHFRICHT D18 L L TARESN
TW5,

MM BIT DARHEIILLTO LB Th D,
o HlERE
o  EEFMKV20 TV XLTAT NI =KD AKFEREDLZE + W 1 DDRFIZ
1.25~2.5 HifiL
o 20~50 7Y XLTFAT MU —DAKERMEDGE - WTTRL 1 DO 2.5~5.0 B
A
o 1 » HULEFHET 2 MBI O %5« WIEIZ 1.25~2.5 HLA7
o FRAEMITFRMERHRICKTT 5 B 5 &
o XIRIHTH7eBRBIN R NG LN BFICHR ST L5, YRl LR CHETH
535zl
o BT e BRI E S0 o T BREFICEKR ST 2 5A 1. milRlo 2 f5&
FTERELTH LU,
o IFIOEETHRERIND I bz ORKHEIZ2S B TH S,

BTX |3 RSER ORI LITHE S U THRRIERNIZA VAR, TEFLa ) Uit
11Tl e &f%%whé%ﬁib B G-EBAL D SR T 72 itk EH 2 %8B35, BTX %
SMBFRIZ G LA 12iE, AMBRRICB W TRRIER 2 88 L., IRM.OTNEFEIET 5,
:®%ﬁ¢%kﬁ%®¢%%f_ib\%KK%’%VTE%E&LTFﬁ‘ﬁ@J\Fﬁ
Mg | DRVMERISE) . N2 UL Lo/ NERERGERFE 2T D TR ICAE O R
B TEBOEHE o THBISRHE OBs TARRBINTWD

it\mxmnun%$%ﬁkiU:7)/ﬁ%®@nnKﬁmf\Wﬁ%k%m%
DT vFNa ) U EMG L, MREEAIREST D LICL Y., RETRRTEIKTER
% 719" [Campanati, 2003; Skroza, 2011], AFEHIEMIZ LV | BTX IZAFIZBNT TEHEDJR
TR ZITE ) OWIE TERI LTV D,

Z D OBEAGRE ST 5 BTX OA&ARHNE - AT & FRTHY . BARANICET
% BTX KT 2 ROSPEIFANEAN E R TH D L E X BTN D

May 18 2015 11:59:38
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ibEE D Ak % TRIR ) (42 ik - MEIRMSN SRR TH D LHER S22
EM D WM IS T B AR IS D  [EWNERIRRER A F2E L 7=,

EINTIE, A THERINTWD AL - AEE I, 12 B EOKPERES 2 551,
BTX Z MRS HE M ORE G LTZBEOF MR LB EatT 5 2 L 2 e Lz
B (LOC116246 3ABR) % Sk L7=,

TEFHMBIEA & U725 1 1RRIIBRMAH 4 B O IEEIRMZIC BT 2848/ (PD) O_—=A
TA U HOZELETIL, 20 PD LAk 50 PD A O#ERE & (2 38\ CTHEAIEEE)3-0.55 PD T
bol-DITk L, BTX2.5U B TiX-13.40 PD, BTX5.0 U #£Ti-17.27PD &, MEJEHHE & b
#: L C BTX #CTHE (P=0.031 LT P=0.005) (284 L7z, £7=. 10PD LA E 20 PD KD
BEBRFE B IC BT, BERIFEREN 233 PD TH - 7=DIZx L, BTX1.25U #CTlE-7.50 PD,
BTX2.5 U BETIZ-3.75PD &, HE/AREEL BTX BEA L L CAEREITRO Lo T2 h
DO, BTX BETIXT X TOMBRE THE 1 15HRM 4 BWIRFORMEA DR —RF 1 2 & T
LU (2544110 ,

LEMEIZOWTIE, EANERRBR (LOC116246 iBR) OiBEIcHBW T, BTX #&5%
IZHDLNTIRBREE EIRRBEROH 524 EFGIIRE TE, EHAETHY, 2O FELRIT
KON ol=, TREORENET 0T 7 A i, HESNCRTERERE &2 5%f5 & LT iER
BRCHoNEREFERTH o (255) o o, ENHBRCIIEAMICERE L EX b
LSRR OEEN I b o7z,

PLEX Y AKERROWE & XNAOARHAE L FEEZ, 20 7 XAV A T R —FK
T DO AKERE DA 1T THE R UIINERIZ 1.25~2.5 BAZL] . 20~50 7Y AL AT R
— D KRR OBATT THER SUISMEASIC 2.5~5.0 Hifir] L3R E LT,

1.8.3.23. SRS

AMEEARRRIBRIL & 1 X, Bk 2 22 R RNZ K 0 SMIRAR D 5 BAME R % 3BT D MRS BRI L |
WRHECIRERGEB EE N AE U 2RETH D, SMEMRRBREIZ X 0 SVER, OB E U254,
FEHUAH T d 2 WIEFL 23NHE T 2

BTX ZWNEMICHKEGT 252 L1280 WEFHOBRPEM S, WAL OIREKES) [
ENGGEIND, BTX OIMEMRRFRE ~OEHFIZ OV T, ffix eimsl, #RE s
LTV B [Scott, 1989; Scott, 1980; Scott, 1981; FLE, 1998; FLE, 2002; Oculinum Product
Information, 1989; Rosenbaum, 1994], AMiAMHREFRBLILHARERT S Z L2V, HlEE
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