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BOTOX® Cosmetic
(Botulinum Toxin Type A)
Purified Neurotoxin Complex

Manufactured by:

Allergan Pharmaceuticals Ireland
A subsidiary of: Allergan, Inc.
2525 Dupont Dr.

Irvine, CA 92612

DESCRIPTION

BOTOX® Cosmetic (Botulinum Toxin Type A) Purified Neurotoxin Complex is a sterile,
vacuum dried purified botulinum toxin type A, produced from fermentation of Hall strain
Clostridium botulinum type A grown in a medium containing casein hydrolysate, glucose and
yeast extract. 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.

One Unit of BOTOX® Cosmetic corresponds to the calculated median intraperitoneal lethal
dose (LDso) in mice. The method utilized for performing the assay is specific to Allergan’s
product BOTOX® Cosmetic. Due to specific details of this assay such as the vehicle, dilution
scheme and laboratory protocols for the various mouse LD50 assays, Units of biological activity
of BOTOX® Cosmetic cannot be compared to nor converted into Units of any other botulinum
toxin or any toxin assessed with any other specific assay method. In addition, differences in
species sensitivities to different botulinum neurotoxin serotypes precludes extrapolation of
animal-dose activity relationships to human dose estimates. The specific activity of BOTOX®
Cosmetic is approximately 20 units/nanogram of neurotoxin protein complex.

Each vial of BOTOX® Cosmetic contains either 100 Units (U) of Clostridium botulinum type A
neurotoxin complex, 0.5 mg of Albumin Human, and 0.9 mg of sodium chloride or 50 Units of
Clostridium botulinum type A neurotoxin complex, 0.25 mg of Albumin Human, and 0.45 mg of
sodium chloride in a sterile, vacuum-dried form without a preservative.

CLINICAL PHARMACOLOGY

BOTOX® Cosmetic blocks neuromuscular transmission by binding to acceptor sites on motor
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® Cosmetic 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® Cosmetic.



Pharmacokinetics

Botulinum Toxin Type A is not expected to be present in the peripheral blood at measurable
levels following IM injection at the recommended doses. The recommended quantities of
neurotoxin administered at each treatment session are not expected to result in systemic, overt
distant clinical effects, i.e. muscle weakness, in patients without other neuromuscular
dysfunction. However, sub-clinical systemic effects have been shown by single-fiber
electromyography after IM doses of botulinum toxins appropriate to produce clinically
observable local muscle weakness. These side effects may be due to local spread of toxin from
the injection site and/or misplaced injections.

Clinical studies have reported changes in clinical electromyographic parameters (i.e., jitter)

in muscles distant to the site of BOTOX® injection. This may indicate spread of the toxin via
circulation, retro- or ortho-grade axonal transport, or some action of the toxin at a third, central,
or unidentified site.

CLINICAL STUDIES

Glabellar Lines:

Two phase 3 randomized, multi-center, double blind, placebo-controlled studies of identical
design were conducted to evaluate BOTOX® Cosmetic for use in the temporary improvement of
the appearance of moderate to severe glabellar facial lines. The studies enrolled healthy adults
(ages 18 to 75) with glabellar lines of at least moderate severity at maximum frown. Patients
were excluded if they had ptosis, deep dermal scarring, or an inability to substantially lessen
glabellar lines even by physically spreading them apart. Subjects received a single treatment with
BOTOX® Cosmetic (N=405, combined studies) or placebo (N=132, combined studies).
Injection volume was 0.1 ml/injection site, for a dose/injection site in the active treatment groups
of 4 Units. Subjects were injected intramuscularly in five sites, 1 in the procerus muscle and 2 in
each corrugator supercilii muscle, for a total dose in the active treatment groups of 20 Units.

The co-primary efficacy endpoints were the investigator’s rating of glabellar line severity at
maximum frown and the subject’s global assessment of change in appearance of glabellar lines,
both at Day 30 post-injection. For the investigator rating, using a 4-point grading scale (0=none,
3=severe) a responder was defined as having a severity grade of 0 or 1. For the subject’s global
assessment of change, the ratings were from +4 (complete improvement) to -4 (very marked
worsening). A responder was defined as having a grade of at least +2 (moderate improvement).
After completion of the randomized studies, subjects were offered participation in an open label,
repeat treatment study to assess the safety of repeated treatment sessions.

The combined results of these two efficacy trials are presented here. The mean age was 46 years,
with 32 patients (6%) > 65 years of age. Most of the subjects (82%) were women, and Caucasian
(84%). At baseline, 210 patients (39%) had glabellar line severity scores at rest of moderate or
severe.

In these studies, the severity of glabellar lines was reduced for up to 120 days in the BOTOX®
Cosmetic group compared to the placebo group as measured both by investigator rating of



glabellar line severity at maximum frown (Table 1), and by subject’s global assessment of

change in appearance of glabellar lines (Table 2).

TABLE 1.

Investigator’s Assessment of Glabellar Line Severity at Maximum Frown — Responder

Rates (% and Number of Subjects with Severity of None or Mild)

*95% confidence intervals are shown in parenthesis
® Day 30: Co-Primary Efficacy Time point, P<0.001

TABLE 2.

Subject’s Assessment of Change in Appearance of Glabellar Lines — Responder Rates (%

®
DAY BOTOX. Placebo DIFFERENCE?
Cosmetic
7 74% 6% 68%
299/405 8/132 (62, 74)
30P 80% 3% 77%
325/405 4/132 (72, 82)
60 70% 2% 69%
283/403 2/130 (64, 74)
90 48% 2% 45%
192/403 3/128 (40, 51)
120 25% 2% 24%
102/403 2/128 (19, 29)

and Number of Subjects with at Least Moderate Improvement)

®
DAY BOTOX. Placebo DIFFERENCE?
Cosmetic
7 82% 9% 73%
334/405 12/132 (68, 80)
30P 89% 7% 83%
362/405 9/132 (77, 88)
60 82% 4% 78%
330/403 5/130 (73, 83)
90 63% 3% 60%
254/403 4/128 (54, 66)
120 39% 1% 38%
157/403 1/128 (33,43)

*95% confidence intervals are shown in parenthesis
® Day 30: Co-Primary Efficacy Time point, P<0.001

In the subset of patients with resting severity scores of moderate or severe, the investigator
assessment of a resting severity of mild or none at day 30 was also achieved by more BOTOX®



Cosmetic treated patients (74%, 119/161) than placebo treated patients (20%, 10/49).

Analysis of the limited number of patients 65 years or older suggested lower treatment-
associated response compared to patients less than 65 years of age. (Table 3).

TABLE 3.
Investigator’s and Subject’s Assessment — Responder Rates for Subjects < 65 and > 65
Years of Age at Day 30

BOTOX"
ASSESSMENT AGE Cosmetic PLA_CEBO DIFFERENCE?
GROUP st N=132
N=405
INVESTIGATORS | _ 83% 2% R1%
(maximal frown) 316/382 2123 (77, 86)
1% 7% R4%
SUBJECTS <65 346/382 8/123 (79. 90)
INVESTIGATORS | _ _ 39% 2% 7%
(maximal frown) - 9/23 2/9 (-17,51)
70% 1% 58%
SUBJECTS 2 63 16/23 1/9 (31, 86)

*95% confidence intervals are shown in parenthesis

Exploratory analyses by gender suggested that responder rates in the BOTOX® Cosmetic treated
group were higher for women than for men for both the investigator assessment (day 30; 85% of
334 women, 59% of 71 men) and the Subject Assessment (day 30; 93% of women, 72% of men).
In the limited number of non-Caucasian patients (n=64 in the BOTOX® Cosmetic treated group)
the responder rates were similar to those observed in the Caucasian patients.

INDICATIONS AND USAGE

BOTOX® Cosmetic is indicated for the temporary improvement in the appearance of moderate
to severe glabellar lines associated with corrugator and/or procerus muscle activity in adult
patients < 65 years of age.

CONTRAINDICATIONS

BOTOX® Cosmetic is contraindicated in the presence of infection at the proposed injection
site(s) and in individuals with known hypersensitivity to any ingredient in the formulation.

WARNINGS
BOTOX® and BOTOX® Cosmetic contain the same active ingredient in the same formulation.

Therefore, adverse events observed with the use of BOTOX® also have the potential to be
associated with the use of BOTOX® Cosmetic.



Do not exceed the recommended dosage and frequency of administration of BOTOX®
Cosmetic. Risks resulting from administration at higher dosages are not known.

Hypersensitivity Reactions

Serious and/or immediate hypersensitivity reactions have been rarely reported. These reactions
include anaphylaxis, urticaria, soft tissue edema, and dyspnea. 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. If such a reaction occurs further injection of BOTOX® Cosmetic
should be discontinued and appropriate medical therapy immediately instituted.

Pre-Existing Neuromuscular Disorders

Caution should be exercised when administering BOTOX® Cosmetic to individuals with
peripheral motor neuropathic diseases (e.g., amyotrophic lateral sclerosis, or motor neuropathy)
or neuromuscular junctional disorders (e.g., myasthenia gravis or Lambert-Eaton syndrome).
Patients with neuromuscular disorders may be at increased risk of clinically significant systemic
effects including severe dysphagia and respiratory compromise from typical doses of BOTOX®
Cosmetic. Published medical literature has reported rare cases of administration of a botulinum
toxin to patients with known or unrecognized neuromuscular disorders where the patients have
shown extreme sensitivity to the systemic effects of typical clinical doses. In some of these
cases, dysphagia has lasted several months and required placement of a gastric feeding tube.

Dysphagia

Dysphagia is a commonly reported adverse event following treatment of cervical dystonia
patients with all botulinum toxins. In these patients, there are reports of rare cases of dysphagia
severe enough to warrant the insertion of a gastric feeding tube. There is also a case report where
a patient developed aspiration pneumonia and died subsequent to the finding of dysphagia.

Cardiovascular System

There have been rare reports following administration of BOTOX" of adverse events involving
the cardiovascular system, including arrhythmia and myocardial infarction, some with fatal
outcomes. Some of these patients had risk factors including pre-existing cardiovascular disease.

Human Albumin

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) also is
considered extremely remote. No cases of transmission of viral diseases or CJD have ever been
identified for albumin.



PRECAUTIONS

General:

The safe and effective use of BOTOX® Cosmetic depends upon proper storage of the product,
selection of the correct dose, and proper reconstitution and administration techniques. Physicians
administering BOTOX® Cosmetic must understand the relevant neuromuscular and/or orbital
anatomy of the area involved, as well as any alterations to the anatomy due to prior surgical
procedures and avoid injection into vulnerable anatomic areas. Caution should be used when
BOTOX" Cosmetic 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).

Reduced blinking from BOTOX® Cosmetic injection of the orbicularis muscle can lead to
corneal exposure, persistent epithelial defect and corneal ulceration, especially in patients with
VII nerve disorders. In the use of BOTOX® for the treatment of blepharospasm, one case of
corneal perforation in an aphakic eye requiring corneal grafting has occurred because of this
effect. Careful testing of corneal sensation in eyes previously operated upon, avoidance of
injection into the lower lid area to avoid ectropion, and vigorous treatment of any epithelial
defect should be employed. This may require protective drops, ointment, therapeutic soft contact
lenses, or closure of the eye by patching or other means.

Inducing paralysis in one or more extraocular muscles may produce spatial disorientation, double
vision or past pointing. Covering the affected eye may alleviate these symptoms.

Caution should be used when BOTOX® Cosmetic treatment is used in patients who have an
inflammatory skin problem at the injection site, marked facial asymmetry, ptosis, excessive
dermatochalasis, deep dermal scarring, thick sebaceous skin or the inability to substantially
lessen glabellar lines by physically spreading them apart as these patients were excluded from
the Phase 3 safety and efficacy trials.

Needle-related pain and/or anxiety may result in vasovagal responses, (including e.g., syncope,
hypotension) which may require appropriate medical therapy.

Injection intervals of BOTOX® Cosmetic should be no more frequent than every three months
and should be performed using the lowest effective dose (See: Adverse Reactions,
Immunogenicity).

Information for Patients:

Patients or caregivers should be advised to seek immediate medical attention if swallowing,
speech or respiratory disorders arise.

Drug Interactions:

Co-administration of BOTOX® Cosmetic and aminoglycosides' or other agents interfering with
neuromuscular transmission (e.g., curare-like nondepolarizing blockers, lincosamides,



polymyxins, quinidine, magnesium sulfate, anticholinesterases, succinylcholine chloride) should
only be performed with caution as the effect of the toxin may be potentiated.

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

Pregnancy: Pregnancy Category C

Administration of BOTOX® Cosmetic is not recommended during pregnancy. There are no
adequate and well-controlled studies of BOTOX® Cosmetic in pregnant women. When pregnant
mice and rats were injected intramuscularly during the period of organogenesis, the
developmental NOEL (No Observed Effect Level) of BOTOX® Cosmetic was 4 U/kg. Higher
doses (8 or 16 U/kg) were associated with reductions in fetal body weights and/or delayed
ossification.

In a range finding study in rabbits, daily injection of 0.125 U/kg/day (days 6 to 18 of gestation)
and 2 U/kg (days 6 and 13 of gestation) produced severe maternal toxicity, abortions and/or fetal
malformations. Higher doses resulted in death of the dams. The rabbit appears to be a very
sensitive species to BOTOX® Cosmetic.

If the patient becomes pregnant after the administration of this drug, the patient should be
apprised of the potential risks, including abortion or fetal malformations that have been observed
in rabbits.

Carcinogenesis, Mutagenesis, Impairment of Fertility:

Long term studies in animals have not been performed to evaluate carcinogenic potential of
BOTOX" Cosmetic.

The reproductive NOEL following intramuscular injection of 0, 4, 8, and 16 U/kg was 4 U/kg in
male rats and 8 U/kg in female rats. Higher doses were associated with dose-dependent
reductions in fertility in male rats (where limb weakness resulted in the inability to mate), and
testicular atrophy or an altered estrous cycle in female rats. There were no adverse effects on the
viability of the embryos.

Nursing mothers:

It is not known whether this drug is excreted in human milk. Because many drugs are excreted in
human milk, caution should be exercised when BOTOX® Cosmetic is administered to a nursing
woman.

Pediatric use:
Use of BOTOX® Cosmetic is not recommended in children.



Geriatric use:

The two clinical studies of BOTOX® Cosmetic did not include sufficient numbers of subjects
aged 65 and over to determine whether they respond differently from younger subjects.
However, the responder rates appeared to be higher for patients younger than age 65 than for
patients 65 years or older. (See: CLINICAL STUDIES)

There were too few patients (N=3) over the age of 75 to allow any meaningful comparisons.

ADVERSE REACTIONS

General:

BOTOX" and BOTOX® Cosmetic contain the same active ingredient in the same formulation.
Therefore adverse events observed with the use of BOTOX® also have the potential to be
associated with the use of BOTOX® Cosmetic.

The most serious adverse events reported after treatment with botulinum toxin include rare
spontaneous reports of death, sometimes associated with anaphylaxis, dysphagia, pneumonia,
and/or other significant debility. There have also been rare 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 pre-existing cardiovascular disease.
(See: WARNINGS). 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. Additionally, a report of acute angle
closure glaucoma one day after receiving an injection of botulinum toxin for blepharospasm was
received, with recovery four months later after laser iridotomy and trabeculectomy. Focal facial
paralysis, syncope and exacerbation of myasthenia gravis have also been reported after treatment
of blepharospasm.

In general, adverse events occur within the first week following injection of BOTOX® Cosmetic
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.

Glabellar Lines:

In clinical trials of BOTOX® Cosmetic the most frequently reported adverse events following
injection of BOTOX® Cosmetic were headache*, respiratory infection*, flu syndrome*,
blepharoptosis and nausea.

Less frequently occurring (<3%) adverse reactions included pain in the face, erythema at the
injection site*, paresthesia* and muscle weakness. While local weakness of the injected
muscle(s) is representative of the expected pharmacological action of botulinum toxin, weakness
of adjacent muscles may occur as a result of the spread of toxin. These events are thought to be
associated with the injection and occurred within the first week. The events were generally
transient but may last several months or longer.



(* incidence not different from Placebo)

The data described in Table 4 reflect exposure to BOTOX® Cosmetic in 405 subjects aged 18 to
75 who were evaluated in the randomized, placebo-controlled clinical studies to assess the use of
BOTOX" Cosmetic in the improvement of the appearance of glabellar lines (See: CLINICAL
STUDIES). Adverse events of any cause were reported for 44% of the BOTOX® Cosmetic
treated subjects and 42% of the placebo treated subjects. The incidence of blepharoptosis was
higher in the BOTOX® Cosmetic treated arm than in placebo (3% vs. 0).

In the open-label, repeat injection study, blepharoptosis was reported for 2% (8/373) of subjects
in the first treatment cycle and 1% (4/343) of subjects in the second treatment cycle. Adverse
events of any type were reported for 49% (183/373) of subjects overall. The most frequently
reported of these adverse events in the open-label study included respiratory infection, headache,
flu syndrome, blepharoptosis, pain and nausea.

Because clinical trials are conducted under widely varying conditions, 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 be predictive of rates observed in practice.

TABLE 4.
Adverse Events Reported at Higher Frequency (>1%) in the BOTOX® Cosmetic Group
Compared to the Placebo Group

Percent of Patients Reporting Adverse Events
BOTOX" Cosmetic Placebo
Adverse Events by Body System (N=405) (N=130)
Y% Y%
Overall 44 42
Body as a Whole
. 2 1
Pain in Face
Skin and Appendages 1 0
Skin Tightness
Digestive System
Nausea 2
Dyspepsia 1 0
Tooth Disorder 1 0
Special Senses 3 0
Blepharoptosis
Musculoskeletal System ) 0
Muscle Weakness
Cardiovascular | 0
Hypertension




Immunogenicity:

Treatment with BOTOX® Cosmetic may result in the formation of neutralizing antibodies that
may reduce the effectiveness of subsequent treatments with BOTOX® Cosmetic by inactivating
the biological activity of the toxin. The rate of formation of neutralizing antibodies in patients
receiving BOTOX® Cosmetic has not been well studied.

The critical factors for neutralizing antibody formation have not been well characterized. The
results from some studies suggest that botulinum toxin 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 the lowest effective dose given at the longest feasible
intervals between injections.

Postmarketing Experience

Transient ptosis, the most frequently reported complication, has been reported in the literature in
approximately 5% of patients. There has been a single report of diplopia, which resolved
completely in three weeks.

The following other adverse reactions have been identified since the drug has been marketed:
abdominal pain; blurred vision; brachial plexopathy; decreased hearing; diarrhea; ear noise;
erythema multiforme; fever; focal facial paralysis; glaucoma; localized numbness; loss of
appetite; malaise; myalgia; myasthenia gravis; pruritus; psoriasiform eruption; retinal vein
occlusion; sweating; syncope; vertigo with nystagmus, and vomiting.

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
botulinum toxin.

Reporting Adverse Events

Adverse events following use of BOTOX® Cosmetic should be reported to the
Pharmacovigilance Department, Allergan Inc. (1-800-433-8871). Adverse events may also be
reported to the U. S. Department of Health and Human Services (DHHS) Adverse Event
Reporting System. Report forms and reporting requirement information can be obtained from
Adverse Event Reporting System (AERS) through a toll free number 1-800-822-7967.

Overdosage:

Signs and symptoms of overdose are not apparent immediately post injection. Should accidental
injection or oral ingestion occur, the person should be medically supervised for up to several
weeks for signs or symptoms of systemic weakness or muscle paralysis.

An antitoxin is available in the event of immediate knowledge of an overdose or misinjection. In

the event of an overdose or injection into the wrong muscle, immediately contact Allergan for
additional information at (800) 433-8871 from 8:00 AM to 4:00 PM Pacific Time, or at (714)
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246-5954 for a recorded message at other times. The antitoxin will not reverse any botulinum
toxin induced muscle weakness effects already apparent by the time of antitoxin administration.

DOSAGE AND ADMINISTRATION
For Intramuscular Injection Only

BOTOX® Cosmetic is to be reconstituted only with 0.9% sterile, non-preserved saline prior to
intramuscular injection. Per the dilution table below, draw up the required amount of 0.9% sterile
non-preserved sodium chloride solution into a syringe to obtain a reconstituted solution at a
concentration of 4.0 Units/0.1 mL and a total treatment dose of 20 Units in 0.5 mL. The duration
of activity of BOTOX® Cosmetic for glabellar lines is approximately 3-4 months. The safety
and effectiveness of more frequent dosing with BOTOX® Cosmetic has not been clinically
evaluated and is not recommended.

Dilution Table
Diluent Added to Resulting Diluent Added to Resulting
100 Unit Vial Dose Units 50 Unit Vial Dose Units

(0.9% Sodium Chloride Only) | per 0.1 mL | (0.9% Sodium Chloride Only) | per 0.1 mL

2.5mL 4.0 Units 1.25 mL 4.0 Units

Reconstituted BOTOX® Cosmetic should be clear, colorless, and free of particulate matter.

BOTOX" Cosmetic is supplied as a single patient use vial. The product and diluent do not
contain a preservative. Once opened and reconstituted it should be stored in a refrigerator (2° to
8°C) and used within four hours. Discard any remaining solution. Parenteral drug products
should be inspected visually for particulate matter and discoloration prior to administration
whenever solution and container permit. Do not freeze reconstituted BOTOX® Cosmetic.

Dilution Technique:

Using a 21-gauge needle and an appropriately sized syringe draw up a total of

2.5 mL/100 Unit vial or 1.25 mL/50 Unit vial of 0.9% sterile saline without a preservative.

Insert the needle at a 45° angle and slowly inject into the BOTOX® Cosmetic vial. Discard
the vial if a vacuum does not pull the diluent into the vial. Gently rotate the vial and record

the date and time of reconstitution on the space on the label.

Draw at least 0.5 mL of the properly reconstituted toxin into the sterile syringe, preferably a
tuberculin syringe and expel any air bubbles in the syringe barrel. Remove the needle used to

reconstitute the product and attach a 30-gauge needle. Confirm the patency of the needle.

Injection Technique:
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Glabellar facial lines arise from the activity of the corrugator and orbicularis oculi muscles.
These muscles move the brow medially, and the procerus and depressor supercilii pull the brow
inferiorly. This creates a frown or “furrowed brow”. The location, size, and use of the muscles
vary markedly among individuals. Lines induced by facial expression occur perpendicular to the
direction of action of contracting facial muscles. An effective dose for facial lines is determined
by gross observation of the patient’s ability to activate the superficial muscles injected.

In order to reduce the complication of ptosis the following steps should be taken:

* Avoid injection near the levator palpebrae superioris, particularly in
patients with larger brow depressor complexes.

* Lateral corrugator injections should be placed at least 1 centimeter above
the bony supraorbital ridge.

* Ensure the injected volume/dose is accurate and where feasible kept to a
minimum.

* Do not inject toxin closer than 1 cm above the central eyebrow.

Using a 30-gauge needle, inject a dose of 0.1 mL into each of 5 sites, 2 in each corrugator muscle
and 1 in the procerus muscle for a total dose of 20 Units. Typically the initial doses of
reconstituted BOTOX® Cosmetic induce chemical denervation of the injected muscles one to
two days after injection, increasing in intensity during the first week.

HOW SUPPLIED:
BOTOX® Cosmetic is supplied in a single patient use vial in the following sizes.

50 Units: NDC 0023-9232-50
100 Units: NDC 0023-9232-01

-12 -



Vials of BOTOX® Cosmetic 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/batch 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 (800) 890-4345 from 7:00 AM to 3:00 PM Pacific Time.

Rx Only

Single use vial.

Storage:

Unopened vials of BOTOX® Cosmetic should be stored in a refrigerator (2° to 8°C) for

up to 36 months for the 100 Unit vial or up to 24 months for the 50 Unit vial. Administer
BOTOX® Cosmetic within 4 hours of reconstitution; during this period reconstituted
BOTOX® Cosmetic should be stored in a refrigerator (2° to 8°C). Reconstituted BOTOX®
Cosmetic should be clear, colorless and free of particulate matter. Do not use after the

expiration date on the vial.

All vials, including expired vials, or equipment used with the drug should be disposed of
carefully as is done with all medical waste.

® marks owned by Allergan, Inc.
© 2008 Allergan, Inc.

Revised April 2008

Manufactured by: Allergan Pharmaceuticals Ireland
a subsidiary of: Allergan, Inc., 2525 Dupont Dr., Irvine, CA 92612

Reference:

1. Wang YC, Burr DH, Korthals GJ, Sugiyama H. Acute toxicity of aminoglycoside antibiotics
as an aid in detecting botulism. Appl Environ Microbiol 1984; 48:951-955.

71823US10X or
717110S15X
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1. NAME OF THE MEDICINAL PRODUCT
VISTABEL, 4 Allergan Units/0.1ml, powder for solution for injection
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Botulinum toxin type Al ............cce... 4 Allergan units per 0.1ml of reconstituted solution.
'of Clostridium botulinum

Allergan units are not interchangeable with other preparations of botulinum toxin.
Vial of 50 units.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder for solution for injection.
White Powder

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

VISTABEL is indicated for the temporary improvement in the appearance of moderate to severe
vertical lines between the eyebrows seen at frown, in adults <65 years old, when the severity of these
lines has an important psychological impact for the patient.

4.2 Posology and method of administration

Considering that botulinum toxin units are different depending on the medicinal products, doses of
botulinum toxin are not interchangeable from one product to another.

There is limited phase 3 clinical data with VISTABEL in patients older than 65 years (see section 5.1).
Until more studies have been performed in this age group, VISTABEL is not recommended in patients
older than 65 years.

The safety and effectiveness of VISTABEL in the treatment of vertical lines between the eyebrows
(known as glabellar lines) in individuals under 18 years of age have not been demonstrated. The use of
VISTABEL is not recommended in individuals under 18 years (see section 4.4).

VISTABEL should only be administered by physicians with appropriate qualifications and expertise in
this treatment and having the required equipment.

VISTABEL, after reconstitution, must be used only for one session of injection(s) per patient.

The recommended injection volume per muscle site is 0.1 ml. See also dilution table in section 6.6.
For instructions for use, handling and disposal of the vials, see section 6.6.

Care should be taken to ensure that VISTABEL is not injected into a blood vessel when it is injected
in the vertical lines between the eyebrows also called Glabellar Lines.

Reconstituted VISTABEL (50 U/1.25 mL) is injected using a sterile 30 gauge needle. 0.1 mL (4 U) is
administered in each of the 5 injection sites: 2 injections in each corrugator muscle and 1 injection in
the procerus muscle for a total dose of 20 U.

Allergan confidential



Before injection, the thumb or index finger are to be placed firmly below the orbital rim in order to
prevent extravasation below the orbital rim. The needle should be oriented superiorly and medially
during the injection. In order to reduce the risk of ptosis, injections near the levator palpebrae
superioris muscle must be avoided, particularly in patients with larger brow-depressor complexes
(depressor supercilii). Injections in the corrugator muscle must be done in the central part of that
muscle, at least 1 cm above the arch of the eyebrows.

Improvement of severity of vertical lines between the eyebrows (glabellar lines) generally occurs
within one week after treatment. The effect was demonstrated for up to 4 months after injection.

Treatment intervals should not be more frequent than every three months. In the event of treatment
failure or diminished effect following repeat injections, alternative treatment methods should be
employed.

General information

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

injection, of significant improvement from baseline, the following approaches may be considered:

e Analysis of the causes of failure, e.g. incorrect muscles injected, injection technique, formation of
toxin-neutralising antibodies, insufficient dose;

e Re-evaluation of the relevance of treatment with botulinum toxin type A,

In case of insufficient dose and in the absence of any undesirable effects secondary to the first

treatment session, initiate a second treatment session as follows:

i) Consider adjusting the total dose up to 40 or 50 units, taking into account the analysis of the

previous treatment failure;

ii) At least a three-month interval between the two treatment sessions should be maintained.

4.3 Contraindications

VISTABEL is contraindicated,

- In individuals with a known hypersensitivity to botulinum toxin type A or to any of the excipients of
the formulation;

- In the presence of myasthenia gravis or Eaton Lambert Syndrome;

- In the presence of infection at the proposed injection sites.

4.4 Special warnings and special precautions for use

It is mandatory that VISTABEL is used for one single patient treatment only during a single session.
The excess of unused product must be disposed of as detailed in section 6.6. Particular precautions
should be taken for product preparation and administration as well as for the inactivation and disposal

of the remaining unused solution (see section 6.6).

This medicinal product contains less than 1 mmol sodium (23 mg) per dose, i.e. essentially “sodium
free”.
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The relevant anatomy, and any alterations to the anatomy due to prior surgical procedures, must be
understood prior to administering VISTABEL. The recommended dosage and frequency of
administration of VISTABEL should not be exceeded.

An anaphylactic reaction may occur very rarely after injection of botulinum toxin. Epinephrine
(adrenaline) or any other anti-anaphylactic measures should therefore be available.

Adverse reactions possibly related to the spread of toxin distant from the site of administration have
been reported very rarely with botulinum toxin (see section 4.8). Patients treated with therapeutic
doses may experience exaggerated muscle weakness. Injection of VISTABEL is not recommended in
patients with a history of dysphagia and aspiration.

Patients or caregivers should be advised to seek immediate medical care if swallowing, speech or
respiratory disorders arise.

Too frequent or excessive dosing may enhance the risk of antibody formation. Antibody formation
may lead to treatment failure of botulinum toxin type A even for other indications.

Caution should be taken when VISTABEL is used in the presence of inflammation at the proposed
injection site(s) or when the targeted muscle shows excessive weakness or atrophy. Caution should
also be exercised when VISTABEL is used for treatment of patients with amyotrophic lateral sclerosis
or with peripheral neuromuscular disorders.

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

The use of VISTABEL is not recommended in individuals under 18 years and in patients older than 65
years.

4.5 Interaction with other medicinal products and other forms of interaction
Theoretically, the effect of botulinum toxin may be potentiated by aminoglycoside antibiotics,
spectinomycin, or other medicinal products that interfere with neuromuscular transmission (e.g.

tubocurarine-type muscle relaxants).

No specific tests have been carried out to establish the possibility of clinical interaction with other
medicinal products. No other interactions of clinical significance have been reported in this indication.

4.6 Pregnancy and lactation

Pregnancy

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

Lactation

There is no information on whether VISTABEL is excreted in human milk. The use of VISTABEL
during lactation cannot be recommended.

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

4.8 Undesirable effects

a)  General

Based on controlled clinical trial data, the proportion of patients that would be expected to experience
an adverse reaction after treatment with VISTABEL is 23,5% (placebo: 19,2%). These adverse

reactions may be related to treatment, injection technique or both.

In general, adverse reactions occur within the first few days following injection and are transient. Most
adverse events reported were of mild to moderate severity.

The expected pharmacological action of botulinum toxin is a local muscle weakness. Blepharoptosis,
which may be technique-related, is consistent with the pharmacological action of VISTABEL. As is
expected for any injection procedure, pain/burning/stinging, oedema and/or bruising may be observed
in association with the injection.

b) Adverse reactions - frequency

The frequency is defined as follows: Very Common (= 1/10); Common (= 1/100, <1/10); Uncommon
(= 1/1,000, <1/100); Rare (= 1/10,000, <1/1,000); Very Rare (<1/10,000).

Infections and infestations
Uncommon: Infection

Psychiatric disorders

Uncommon: Anxiety

Nervous system disorders

Common: Headache
Uncommon; Paresthesia, dizziness

Eye disorders
Common: Eyelid ptosis
Uncommon: Blepharitis, eye pain, visual disturbance

Gastrointestinal disorders
Uncommon: Nausea, oral dryness

Skin and subcutaneous tissue disorders

Common: Erythema

Uncommon: Skin tightness, oedema (face, eyelid, periorbital), photosensitivity reaction,
pruritus, dry skin

Musculoskeletal and connective tissue disorders
Common: Localised muscle weakness
Uncommon: Muscle twitching

General disorders and administration site conditions

Common: Face pain

Uncommon: Flu syndrome, asthenia, fever
-4 -
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C) Post-Marketing data (frequency not known)

The following adverse reactions have been reported rarely since the drug has been marketed for the
treatment of Glabellar Lines and other clinical indications: rash, urticaria, pruritus, erythema
multiforme, psoriasiform eruption, anaphylactic reaction (angiodema, bronchospasm), alopecia,
madarosis, tinnitus and hypoacousia.

Adverse reactions possibly related to the spread of toxin distant from the site of administration have
been reported very rarely with botulinum toxin (e.g. muscle weakness, dysphagia, or aspiration
pneumonia which can be fatal) (see section 4.4).

4.9 Overdose

No cases of systemic toxicity resulting from accidental injection of botulinum toxin type A have been
observed. No cases of ingestion of botulinum toxin type A have been reported. Signs of overdose are
not apparent immediately post-injection. Should accidental injection or ingestion occur, the patient
should be medically supervised for several days for signs and symptoms of general weakness or
muscle paralysis.

Admission to hospital should be considered in patients presenting symptoms of botulinum toxin type
A poisoning (generalised weakness, ptosis, diplopia, swallowing and speech disorders, or paresis of
the respiratory muscles).

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Muscle relaxants, peripherally acting agents,
ATC code: MO3A XO01.

Botulinum toxin type A (Clostridium botulinum neurotoxin) blocks peripheral acetylcholine release at
presynaptic cholinergic nerve terminals by cleaving SNAP-25, a protein integral to the successful
docking and release of acetylcholine from vesicles situated within the nerve endings leading to
denervation of the muscle and therefore to a paralysis.

After injection, there is an initial rapid high-affinity binding of toxin to specific cell surface receptors.
This is followed by transfer of the toxin across the plasma membrane by receptor-mediated
endocytosis. Finally, the toxin is released into the cytosol. This latter process is accompanied by
progressive inhibition of acetylcholine release, clinical signs are manifest within 2-3 days, with peak
effect seen within 5-6 weeks of injection.

Recovery after intramuscular injection takes place normally within 12 weeks of injection as nerve
terminals sprout and reconnect with the endplates.

Clinical data:

537 patients with moderate to severe vertical lines between the eyebrows (glabellar lines) at maximum
frown have been included in clinical studies.

VISTABEL injections significantly reduced the severity of glabellar lines for up to 4 months, as
measured by the investigator assessment of glabellar line severity at maximum frown and by subject’s
global assessment of change in appearance of his/her vertical lines between the eyebrows (glabellar
lines). None of the clinical endpoints included an objective evaluation of the psychological impact.
Thirty days after injection 80% (325/405) of VISTABEL-treated patients were considered by

-5- 5
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investigators as treatment responders (none or mild severity at maximum frown), compared to 3%
(4/132) of placebo-treated patients. At this same timepoint, 89% (362/405) of VISTABEL-treated
patients felt they had a moderate or better improvement, compared to 7% (9/132) of placebo-treated
patients.

VISTABEL injections also significantly reduced the severity of glabellar lines at rest. Of the 537
patients enrolled, 39% (210/537) had moderate to severe glabellar lines at rest (15% had no lines at
rest). Of these, 74% (119/161) of VISTABEL-treated patients were considered treatment responders
(none or mild severity) thirty days after injection, compared with 20% (10/49) of placebo-treated
patients.

There is limited phase 3 clinical data with VISTABEL in patients older than 65 years. Only 6.0%
(32/537) of subjects were >65 years old and efficacy results obtained were lower in this population.

5.2 Pharmacokinetic properties
a) General characteristics of the active substance:

Distribution studies in rats indicate slow muscular diffusion of ***I-botulinum neurotoxin A complex
in the gastrocnemius muscle after injection, followed by rapid systemic metabolism and urinary
excretion. The amount of radiolabeled material in the muscle declined with a half-life of
approximately 10 hours. At the injection site, the radioactivity was bound to large protein molecules,
whereas in the plasma it was bound to small molecules, suggesting rapid systemic metabolism of the
substrate. Within 24 hours of dosing, 60% of the radioactivity was excreted in the urine. Toxin is
probably metabolised by proteases and the molecular components recycled through normal metabolic
pathways.

Classical absorption, distribution, biotransformation and elimination (ADME) studies on the active
substance have not been performed due to the nature of this product.

b) Characteristics in patients:

It is believed that at therapeutic doses, low systemic distribution of VISTABEL occurs. Clinical
studies using single fibre electromyographic techniques have shown increased electrophysiologic
neuromuscular activity in muscles distant to the injection site, with no associated clinical signs or
symptoms.

5.3 Preclinical safety data

In reproductive studies in mice, rats, and rabbits, embryo toxicity was observed with high doses
(delayed ossification and reduced foetal bodyweight). No teratogenic effects were observed in these
species. In rats adverse effects on male fertility and female estrous cycling and fertility occurred only
at high doses.

Studies on acute toxicity, repeated dose toxicity, local tolerance, mutagenicity, antigenicity and blood
compatibility did not show unusual adverse local or systemic effects at clinically relevant dose levels.
6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Human albumin
Sodium chloride

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product should not be mixed with other
medicinal products.
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6.3 Shelf life

2 years.
After reconstitution, immediate use of the solution is recommended; however, stability has been
demonstrated for 4 hours at 2°C - 8°C.

6.4 Special precautions for storage

Store in a refrigerator (2°C - 8°C).
For storage conditions of the reconstituted medicinal product, see section 6.3.

6.5 Nature and contents of container

Powder in a vial (Type I glass) fitted with a stopper (chlorobutyl rubber) and a seal (aluminium);
Vial of 50 Allergan Units of Botulinum toxin type A — pack of one or pack of two

NOT ALL PACK SIZES MAY BE MARKETED
6.6 Special precautions for disposal and other handling

Reconstitution should be performed in accordance with good practices rules, particularly for the
respect of asepsis. VISTABEL has to be reconstituted with a 0.9% preservative free sodium chloride
solution for injection. As per the dilution table below, the requested amount of sodium chloride
9mg/ml (0.9%) solution for injection has to be drawn up into a syringe in order to obtain a
reconstituted solution at a concentration of 4U/0.1 ml;

Amount of solvent added Resulting dose
(0.9% sodium chloride (Units per 0.1 ml)
solution) to a 50 U vial

1.25 ml | 40U

The central part of the rubber cap has to be cleaned with alcohol.

To avoid VISTABEL denaturation, the solution is prepared by injecting the solvent slowly into the
vial and by gently rotating the vial avoiding bubble formation. The vial has to be discarded if the
vacuum does not pull the solvent into the vial. Once reconstituted, the solution should be visually
inspected prior to use. Only clear, colourless to slightly yellow solution without particles should be
used.

It is mandatory that VISTABEL is used for one single patient treatment only during a single session.
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Procedure to follow for a safe disposal of vials, syringes and materials used:

Immediately after use, and prior to disposal, unused reconstituted VISTABEL solution in the vial
and/or the syringe must be inactivated, with 2 ml of dilute sodium hypochlorite solution at 0.5% or
1 % and should be disposed of in accordance with local requirements.

Used vials, syringes and materials should not be emptied and must be discarded into appropriate
containers and disposed of as a Medical Biohazardous Waste in accordance with local requirements.

Recommendations in the event of an accident when handling botulinum toxin.

In the event of an accident when handling the product, whether in the vacuum-dried state or
reconstituted, the appropriate measures described below must be initiated immediately.

e The toxin is very sensitive to heat and certain chemical agents
e Any spillage must be wiped up: either with an absorbent material soaked in a solution of sodium
hypochlorite (Javel solution) in the case of the vacuum-dried product, or with a dry absorbent

material in the case of the reconstituted product.

e Contaminated surfaces must be cleaned with an absorbent material soaked in a solution of sodium
hypochlorite (Javel solution) and then dried.

o If avial is broken, carefully collect up the pieces of glass and wipe up the product as stated above,
avoiding cutting the skin.

e If splashed, wash with a solution of sodium hypochlorite and then rinse thoroughly with plenty of
water.

o |f splashed into the eyes, rinse one’s eyes thoroughly with plenty of water or with an eye wash
solution.

o If the operator injures himself (cuts, pricks himself), proceed as above and take the appropriate
medical steps according to the dose injected.

This instruction for use and handling, and disposal should be strictly followed.

7. MARKETING AUTHORISATION HOLDER

<[To be completed nationally]>

8. MARKETING AUTHORISATION NUMBER(s)

<[To be completed nationally]>

9. DATE OF FIRST AUTHORISATION / RENEWAL OF THE AUTHORISATION

Date of first authorisation: <...>
Date of last renewal: <...>

<[To be completed nationally]>
10. DATE OF REVISION OF THE TEXT

<[To be completed nationally]>
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[EMAEEER (908 FER) ]

—REERIRARER (907 BR) (27| xaex a7 spmanaksr (08 ) 3. [E B

A B S 7z RS RIVE g R - DFFRIRBFAA RS (B, [N R RR R A AE)
rommssags Lo JIER e s s TR TR OB S0k

SE, AKFHEEEGIC LD T TR EMRE Lz T EERIEETER L, 7L THE

fiti U 7= EN— R (907 3BR) OfER. BARANDJEMORIERI 3T 5 AHK] 20 HAL
L, BEAEDIEFRITHENTHY . hOoREME, FEROMEITRTVWEE XN, L)

L7236, 20 BEALATE O H & T H A IEDRE TLEMEITEN S RN S DS ATeetElc
SWTHEETEX P, £/, WA OBKRIIZEIC THREGHR RN A RIEFET 5 L oHE Y

MR EINTeTed, AA10 BALIZOW T ORFT 20 ENSH L EE X T2, LB T, Zh
DA E %, FIFHFER (908 3ER) TILAH 10 HiAr, 20 HArl KOV 7R &4 O
JERRICA 2 BBAL (AR D FLAEEAT T3 & VUL ERAE DB EE 4 H000) B KL OVEARAS 1 56

R BTN NS LT & & OJERIORIEBITHRT 2 G IMEDORKRER L OVL R Z R

At L. ARBRIZICHEIEE TE L T D EHE G5 (909 3Bk) 2RI 2 HERHEZILEL
7=, TOFER, TEFHMEEE TH 55 4 % O R KEBEIERFO B O T O ERIT,

10 BA(ZREDS 86.4% (38/44 #1]) . 20 BANZHEAS 88.6% (39/44 ) THho7-DizktL, 7%

REECIISEGNTRD BT, 10 HAEEI LUV 20 AR, 77 B AR A THEGHERY
WCHEICEBWEERZ R L (Williams #7E) (3R 1.8.2.2-2 &), £7-, &5 4 %LU O
BIERFIC BT, 10 BAZRER L OV 20 BAZREO W ERIT, 77 BRI THEILS
Mole (A ZFMREH D\ Fisher DEAERE, p<0.001) (£ 1832-1%M), LLEDZ
LRV, AFOJEBORER KT DB/ IPERRGE S LT,



1.8.2

& 18222 5 A4ABAROERRRRFOBOEEFME (ERF LHEHR)

REE# ¥ =gy R i = JEhE &5t Williams &5
HERPE | pig o) | % %) | B
10 HLrHE 45 38 (86.4) 6 (13.6) 44 )
20 HANLEE vs 777 & AR B p<0.001
20 HA{r ¥ 46 39 (88.6) 5 (11.4) 44 o o
10 HAf7HE vs 77 & A B p<0.001
75 v ARE 49 0 (0.0 48(100.0) 48

(REIREHER (909 FHER)]

R 55080 (909 #Bh) Tik, SRS (908 3ER) THilAIF: 5-RED A Zh I RFE S A,
MBI HEN RN EE X Bz 10 BAL L 20 HALZ HWT, EAOMEHIZE 2
AL (BRI DR AEERAT T3 L OV ERAT T DA 3 4 B307) 38 K OURARAD 1 BBAZIC 44 E
THHAWNES L, KEZGROAGIERS L OREEERE L, BEEGEOMIT, KB
RFOBE ORI 2 TR DL EIZR D | D ORiEO# 55 12 LA E#RGE L 72 BRI
FAEEZHEG T E LT, ZOME., KBEROPBOSER LKL 4 Hik THIK
L7=& A, fIE#ST 10 AR 92.2% (166/180 i) . 20 H{7 R 95.1% (174/183 1) . 2
[a] H % 5-7C 10 BANTHE 96.5% (166/172 1) . 20 HATRE 95.2% (158/166 1) . 3 [a] H #%45-T 10
HALRE 97.5% (156/160 fi) . 20 HAAZEE 98.7% (150/152 i) . 4 [a] H $&5-C 10 HALEE 97.6%
(124/127 5]) . 20 HA7HEE 97.9% (93/95 f51]) . 5[] H $5-T 10 HAAZEE 97.2% (35/36 i) . 20
HALEE91.7% (22/24 5]) THY . WTNOBIERFICEHB W TS BAFRAIMENTRD b
(#£1832-32M), AFZKEHRS LIZGATHLRROBHI L L < ITHEEITFED Snien

-7,

(RN AR - K2

— BRI EER (907 3ABR) . SHIMAEEER (908 #lBR) 5L OEHI& 5B (909 k) (2k1F
HAEFEROFRBRIL, AH 10 BALE 721320 BT 25 L2 (DLF. TRBIRGRE) &
W9H,) T 785% (454/578 1)), 77 BREET 59.2% (29/49 ) TH V., BB L DRFE
BB EETCERWAEERESR LI, TRIEH] &vo,) ORBIERIT, RAIBG#T 325%
(188/578 f5l) . 77 B AHREET 224% (11/49 f3]) Th o7z (3% 2.7.4.2-1 ), KRAEIBHRE
DODEEFHESGB L OBEAORHERILT 7 BRI TE -T2, 72, BEEN 5% L
DIRH X < RO NT-HEFGIT, AFIPEG5HE 578 B SHEAZ 33.0% (191 31 268 1) |
967 10.4% (60 5] 74 14) . ER D FH % 10.4% (60 i 68 1) I L OMEME T 5.0% (29 4
31 1) Thotz, —F., AEFGHETHRNEILS AONTEZAEFROT 7 2R TORE
FhaHD e, 49 B, SIFHEAK 8.2% (4 4 4 1) . 8§ 10.2% (5 1 7 {4) . IR F 5/ 2.0%
Q1) T, IR T RITA DI o T, REBGHIZEIT 5 8HERE, IR KR
FOURIR FEORRRIT T 7 BRI TEN o722, RO RIT, 77 vREtL
R CTHoTz (F 2742-11 BH), LL7aens, AFIRGHETORBEN 33.0% & &
ST BIHEERICOW T, TBBRE(EER £ 72 I13ERHEEMIZ, o A»nS o7 LI
XV EFAICREL L — &R E  (RYYE) . FHIICREBL L2 O, RFIE G0 5 FE
FETOHE EOBENLAA E ORI FEREFRESE Lz, £70, IROBFEBS I OIRET
FORBUT, MEEHHTICBIET 2 L O®RENRH D 9,

EH& 5B (909 #BR) 2B 5., BERBIOFERGEBME 2 1.8.22-3 1T LT,



1.8.2

FIElFe B CIEAFE 363 #1192 il (52.9%) (2 349 {4, 2 [5] B 2 5-RF T 338 #5173 4
(51.2%) (2 292 4, 3 [AlHFH-FFTliE 312 i 131 5] (42.0%) 2 224 {4, 4 [F]1H 2 5-0F
Tl 222 il 79 B (35.6%) (Z 113 {4, 5 [AI H 5 5:-H¢ Tl 60 B 14 5] (23.3%) 12 22 {4
DHEERFRGHIBL LT, AEFRRBBERIIVEERGREN - L bE <, HEREPHEZ S
WL TR T L7z, £7-. 10 B2 L 20 HAZEE TG % &, 20 BEALEED FIEI#E 5
Gl 60.7% (111/183 %) T, 10 HALEE Tl 45.0% (81/180 #1) & 20 BANZRE CTE W IEHL
Fapm LN, 2 A HUBEORE Tix, AARMECHERVER N RS 2 L2 Ltk D
AREME XS E TE W H DO, 10 TR & 20 BAEDORERITEW T 20 o7, 728, H
TERNZ SN T, 20 A7 RE D )01 4% 505 T3 29.0% (53/183 f51]) T 10 HAAZ#ED 20.6% (37/180
B) & RIBEDORBRTH Y | 2 [0 H LABEOE 5Tl 10 BALEE 3.9% (5/127 #1]) ~7.6% (13/172
f5il) . 20 BALHE 5.3% (5/95 f5i]) ~8.3% (2124 5l) Th -7 (3 1.8.3.2-6 &),

#£18223 BEDHNOAFEZRRHFE (ERARMREHR)

10 BfiEE 20 B EE &t
FEER "5 AFEER "5 FEER "5
BIE (%) 30| BIs | BIE (%) 5| BIE | 1B (%) B3| B

a2 5- 81 (450) 139| 180 111 (60.7) 210| 183 | 192 (52.9) 349| 363

2B E#ES | 87 (506) 141 172 86 (51.8) 151 166 | 173 (512) 292| 338

3MAHESE | 75 (469) 120] 160 56 (36.8) 104| 152 | 131 (420) 224| 312

AmlEixG | 48 (37.8) 68| 127 31 (326) 45| 95 79 (35.6) 113]| 222

5 5] H #¢ 5- 9 (250) 13| 36 5 (20.8) 9| 24 14 (233) 22| 60

a) WEUIEIL, FHREREICET D ZENFHGROFIETH 5, FEHRFIX, FREENZST 5 5B
DEGHENT T HHE L L,

—AREE IR ARER (907 FER) . SHIAHERER (908 #kBR) L OVEHI# 538k (909 iAER) DEIE
BIOFH T ETICEG SN REEGEZRH L, BEEG R LITERZ 7 v—71k
UMRET 7o R, B G &I L CRBEN T 2@ miIEA 60T, x OfFEHR
GUZOWT HRBUEE & BER G558 & ORICEIEMEIIZRS e o 72 (38 2.7.4.2-10 ),

Fo, ENTHEmLZRBRICBW TR NI R - 120, BEELRAEERZIIARKRGRET
578 Bl 5 5l (0.9%) IZ 6 RO LT, Lol T XTOIER]TARA & ORI FERIX
BEINT, B, BEERAEFRIITATENEYR G (909 ) °HiE I, iE
Wi i tE Bi&E., SRE., 7 v —BRERER., BNEAE. 25 FEHEL KO8N
ERMNE L CThoTo, AR GICEIVREDOEELAEEFRNEET L Lideholz
(37 2.7.4.2-16, 3 2.7.4.2-17 BI&),

L7ehi» T, SHIARRER (908 #ER) DR G, AANTEM ORER IR LAIMEEZ RS
T ENREES N, EWIREGRER (909 RER) Ofi R L0 . AFIEZERS LEBEOAGNEDL
BOLIL, AFZHREVIELES LTS, AMERRESSS LIFMT 22 L2 <, ZE
L7 RaD 2 ENTE, -, BTN TH, RKFIDOREFR5IZ X HBEOR
JARIRNZ EDRIBINTZ &0, RRGEICREWT EMORIGEH % 4me - 2R &
E LT,

Z D%, FEBRICENT, AFOREHE~ORGIIHERTE 20 LD RMEINRENTZ
LG TERE < DR & T65 IR O NIZIB T D JEMOERGEH ICER T L2 & & LT,



1.8.2

SE X

1) Blitzer A, Brin MF, Keen MS, Aviv JE. Botulinum toxin for the treatment of hyperfunctional
lines of the face. Arch Otolaryngol Head Neck Surg. 1993;119:1018-22.

2) FEYAE A BV U X AFREANFIE. In: EFEERR, =R, RS, editors. Fz
[ER WS T 7 T 4 A 17 Rejuvenation D EFE — B DO EIR Y — . R S0
2004:198-206.

3) Prystowsky JH, Siegel DM. Anatomy of facial lines and wrinkles. In: Blitzer A, Binder WJ,
Boyd JB, Carruthers A, editors. Management of facial lines and wrinkles.
Philadelphia:Lippincott Williams & Wilkins, 2000:1-7.

4) Carruthers A, Carruthers DJA. Botulinum toxin in the treatment of glabellar frown lines and
other facial wrinkles. In: Jankovic J, Hallertt M, editors. Therapy with Botulinum Toxin. New
York:Dekker, 1994:577-95.

5) Carruthers A, Carruthers J, Said S. Dose-ranging study of botulinum toxin type A in the
treatment of glabellar rhytids in females. Dermatol Surg. 2005;31(4):414-22.

6) American society of plastic surgeons, exective committee. Policy statement Administration of

botulinum toxin. Plast Reconstr Surg. 2003;112(5):4S-5S.
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1.8.3

1.83 HZE - AER LU ZTOHRTERR

1.8.3.1 Hix-HE=E

TBH 65 AT DA AR Y U X A5558E & L TARF 10~20 HALZ /5 OE 4%
2N (AR 4 TBAL) M OVEARAH 1 ST E U CRIRNIEST T 5, 728, JEIREF
DEAIITHRET 2N TEDM, 35 AUNOFEKGITRET D Z &,

<JEHHERAL >

1.8.3.2 ZTEIR#M

(1) Fik - AEDHRTER

KETE, 2 5O MARRER (010 3Bk, 023 iBr) L EWRGHER (018 ikBR) % 30 L.

2002 4E 4 A TJERIOFER ORBECTRBEZ UG Lz, KEIZB T 2 &RARZ, [EF

2 FE 72 OIREE 0.9% A BB HIR 2 W CTARAI 2 ME9 % (100 Hifz/2.5mL BB

VAR DYEFEIX 4.0 BAZ/0.1mL T, 1 MO8 G- &34 20 BAZ/0.5mL &35, 1S I,

30 =D& EHAWT 0.ImL o %, EADOERNICE 2 5L (BFt 4 E00) B L OER

b 1A 95, ) & LTW5, Eid 3Bk (010 B, 023 ikBris LN 018 ikBR) T

W= 20 BAZO A &EIE, LT OBEHICEKSERE SN,

1. JERIOREBOIBIFRICAKIZHEH LTRBRDEE Th D EFHMAZ 2L | M

Bl % B30 72 WBE A VWVAR IR D8 % 70 B IRV T, Il KOAFZIWER I O%h R g 51
ol L Hic, BWERANR/NBICH A 6D & LT, 20 AL HERE S N7- 2 &

2. VS OREARGBRDN G S U722, AR S TVTZEF 961 B OTEHRAAIIC VT, 5
~50 HAZLO A B TEAMERREN TV &,

3. o0 MRS HRERPribitkin £,1997 35 X OF Hankins ©,1998] D &I T EF o A
20 HAL 2D FEOEUMEN S SIZEMTF S o b,

Alal, ABHEEZITY [EMOERER (B2 Mk - BRI, BN CEm I N7 —KER
RakBr (907 #kBR) . SHINAHFER (908 5lER) 6 X ONEWI# 558k (909 #bR) bR 2+
ZCRELT,
HREDOFME R IZUA T OEA & LT,

e R BR AR oD Bk O T2 BE 2EAh

VRO O (EARHM) (LT, DA OB ORI & 9,)

-11 -



1.8.3

Pehl & b U7 Bk o SE LR (BBRE ) (LT, THRA IS K 28
TR Lo,

i e PERTAT (HeBRAEREA) (LT, THBRAE IS K DT Akl v 90)

(EIMEAER AR - A3hiE)

(—ARERPRERER (907 FHER)]

KE DK RR TT TITAIMER R I, ZEMEICBWTHRER 2V EZZ BT

LHE - HE, 372bbEAOBIE I 2 50 GARAI ORI AT R X O ERAHIT
DEFE 4 EBAL) ITARA 4 BALHEAT, SR 10T 4 BAT, A5 20 BAAL & /il A NTES L 72,

ZORER., KRN OMFEIER Z b - & b K3 2 R KEBIRREOP OREEFHHIZ VT, &
5.7 BT 91.7% (111/121 f51]) . 30 H & TIX 92.6% (113/122 ) L @EWliERA2 /R L,
560 H LIS CIEMRRFIICIR T L7e (£ 2.7.3.2-22H),

[EM+HEKER (908 EXER) )

Wik Clk, Carruthers & 2345 10 Hifiz, 20 HifZ, 30 Hifirds KOV 40 Hifir 2 W T, “HER
el C L FE ORISR 2 5 LTz, & OfER 10 BARRIZ B W T, &5 2 B ORK
BRERRF OB OREFMICIB N T 85% &b o & b EmWEERA /R L, &5 4 % Tid 20 B
BEIZRORE D HDD, K 70% & mWERTh 7=V, Z OERIIZEE L O—RE R R
(907 #kBR) DFEFENG . 20 %ﬁﬁl@ﬁﬁ@ﬁﬁgf b A INEN R TR EMEICER DR R NG
LD ARENEIZC DWW TR E TE RV oIz, FHIHRAER (908 5lR) TIT7 7 R &%t &
L T 10 Hifirds LU 20 Bifir &, —fxERIREAER (907 &kBR) & RIERIC, 2o OB R4 2 56
AL (AR DR AAERAT T I L OV LA E D& 3 4 EBAL) %JEU%TE%% 1 BBALIC &5y EC
HE# G LTz & & OFIMEORGER L OVZ e 2Bt Lz, ABORKOBENELND
EEBEZDNDEG 4 % ORKERERF OB OUGERZ FEFMIEE & Lz, ZOREE, 10
HANLHT 86.4% (38/44 f4]) , 20 HA(I#E 88.6% (39/44 f5]) . 77 AREE 0% (0/48 ) TH Y |
10 HAZRERS L0020 BAATREIZ 77 B ARBEIC R TR EICA B ICE Wk ERE R LT
(Williams 2 7E) (3 1.8.2.2-2 2 ),

BIREHEE R TH 5, X CTOBIZRIIC féwﬁ?%%%ﬂ#@%ﬁ@&f;pﬂﬁi ERIRE DR
DOFLEFAM I L OB E 1 & 5%&@&%&‘%@1@&%4%% 1.8.3.2-1 12, E-HBRE I

X iR RN B Al e &K 1.8.3.2-2 IR LTz, jc?%%ﬁﬁ#@%&@%ﬂ;nwﬂﬁ\ PR
FN X DR OCEE TR X OWBRE 1T X D7 e B R A RS LR S, WiBRE I K Dk
DOUGEEFHM OG- 8 1% T, 20 HMALFEOUGERN 10 ML WV ARICE» - To (A
FefiE, p=0.035) LIAME, 10 HfHE & 20 LB OB CIIABEREN A LR ST,
Ll s IC X 2 odcEE T MoK S 1% 2 5R< T X TOBERICB VT, 20
BABEOUERIL 10 BAHEA BEl> Te, E72, EFRRFOHEHIC OV TIE@PFULHER L
PR YRR BT A RERRE LR o122, GBI L—R0oBL O L
— R 1 OWBRE A, 10 HALEET 62.2% (28/45 f5]) . 20 B FET 52.3% (23/44 %), 7T+
AEET 69.4% (34/49 f5]) 1FAE L7223, #5140 10 HALEER LU 20 BATEE O UERIL T
TOBILERIT80% AT\, TNHORERL D | AH 10 BALE L O 20 BALZKRI
FEh4 5 EHR G5 RER (909 iBR) CTHWAHESEHE - L,

-12 -



_SL_

+& 1.83.2-1 JAFEROMOBETE. FRHREOBOBERME X UBRREICK PBOREEFMICH T HHER (ERNFIEFHR)

w5 SRl T R 51 4K 5Bk 138t 438 8 Bk 12 Bk 16 Bk
%o (EBIR/FTMBIZ) |Yo(REBIE/FHMBIE) |Yo(SE BB/ TEFI2K) |o(SEHIHUEHMBIR) |Yo(BEBIE/FMBILE) | Yo (S E B8/ FTEBI2K)

i 10 HAALRE 45 81.8 (36/44) 86.4 (38/44) 68.2 (30/44) 48.8 (21/43) 23.8 (10/42)
i’é 20 HEQTRE 46 88.6 (39/44) 88.6 (39/44) 81.8 (36/44) 63.6 (28/44) 31.8 (14/44)
Hj;f 75 b AR 49 0.0 (0/48) 0.0 (0/48) 2.1 (1/48) 0.0 (0/48) 0.0 (0/48)
% T A ZRRRE |10 BALEE vs. 7 T B AR p<0.001 p<0.001 p<0.001 p<0.001 p<0.0019
ng 20 HNTHE vs. 7" T B R EE p<0.001 p<0.001 p<0.001 p<0.001 p<0.001
?ﬁﬁ 10 HAALEE vs. 20 HALRE p=0.367 p=0.747 p=0.140 p=0.164 p=0.408
. |10 HATHE 45 62.2 (28/45) 81.8 (36/44) 84.1 (37/44) 81.8 (36/44) 81.4 (35/43) 81.0 (34/42)
E; 20 HEATRE 46 52.3 (23/44") 90.9 (40/44) 93.2 (41/44) 93.2 (41/44) 90.9 (40/44) 88.6 (39/44)
%ﬁ 75 AR 49 69.4 (34/49) 72.9 (35/48) 66.7 (32/48) 68.8 (33/48) 68.8 (33/48) 70.8 (34/48)
Zé T A ZRRRE |10 BALRE vs. 7 T B A EE p=0.464 p=0.310 p=0.054 p=0.148 p=0.166 p=0.265
Eﬁf 20 BAQIRE vs. 7" T b A RE p=0.091 p=0.026 p=0.002 p=0.003 p=0.009 p=0.035
fi 10 HAALRE vs. 20 HALRE p=0.343 p=0.214 p=0.179 p=0.107 p=0.198 p=0.320
ig’é 10 Bz i 45 84.1 (37/44) 84.1 (37/44) 70.5 (31/44) 55.8 (24/43) 35.7 (15/42)
%’; 20 HEATRE 46 81.8 (36/44) 93.2 (41/44) 88.6 (39/44) 68.2 (30/44) 455 (20/44)
%éj; 75 R 49 0.0 (0/48) 21 (1/48) 0.0 (0/48) 2.1 (1/48) 0.0 (0/48)
é’;{ WA ZIRHE |10 BNZHE vs. 7" T B AR p<0.001 p<0.001 p<0.001 p<0.001 p<0.001
% 20 HAALRE vs. 7 T B AR B p<0.001 p<0.001 p<0.001 p<0.001 p<0.001
%ﬂj 10 BA{7RE vs. 20 HA{7RE p=0.777 p=0.179 p=0.035 p=0.235 p=0.358

a) “EEEROBEOREIMEIC T A B GBEREOWEFEILZ I L — F 0B LN L— R 1 OAHEIEE  FEWEFKITI L — R 2BL07 L— R 3DAFHIEE

~ LT,

b) G-I IR 2 B D $ 5-BRAREE O - O B O FE LRI LG S T Zen,

c) Fisher OEER T

€8T



1.8.3

# 18322 HBREICLIFBREERM-BITIHEER (BNEMMAEKRER)

BE# AR > R 515 48t 16 Bk HEAE 2K
% (i A5l E % (i A5l E % (il HIE
S50 50 S50 50 S50 50
10 HLRE 45 705  (31/44) 310  (13/42) 59.5 (25/42)
20 HANTAE 46 727 (32/44) 31.8  (14/44) 65.9 (29/44)
75 v AR 49 0.0 (0/48) 2.1 (1/48) 42 (2/48)
T A ZIFMOE (10 HALEE vs 7T B AR p<0.001 p<0.001 p<0.001
20 HNLRE vs 7T AR p<0.001 p<0.001 p<0.001
10 HALRE vs 20 HZRE p=0.813 p=0.931 p=0.540

(REIREHER (909 FHER)]

R (909 7UER) TIX, Z2A OBEMICA 2 L (AR DR AGER (s & OVl
AT DOEFE 4 EAL) d6 K OMRIRA 1 EBALICSE I TEFE 10 AL F 7213 20 BN 2 SR #
Bl EoRe e Aot ammat Lic, 72, fiERG G 12 8HU ERE L, 7o
RRERIF OB OFERES THHERE | £7213 e LHESNSEICFENEZ B&kEGT
5 & L, ek, ARWETEAHNE R 2 R RERRF OB ORISR 1T DdeER L
ARFrIR & LTz,

e RERIRRE OB OFRLEE M L OB E 12 X 28 O UGEE M IIc B T i ER L
1.8.3.2-3 12, F7-#BRE T L D 2 ERHIIC I 1T Dl e & 3K 1.8.3.2-4 IT/R LT,

R ERIRRF O OFREEFEAE TlX, WO LRIZEWTH B 4 % CIIBERIC 2137

Nol=tbdo, Beh 8 % LK T 10 HALEE & 20 BATRE L OMICH B RZENRD b8l

BWREFHIN D 72 (I A ZFRE. p=0.05), 7. FHEEHGEHIMOLEClX, 10 HAL

RBE14.8 9, 20 HAZRE 17138 & 20 BEALREDITZ ) BNEL . BEMICEEENRO LN Gl
DR IRE, p<0.001) (% 2.7.3.3.2-12 /), 7233, HiBD Carruthers & 2332 L 72 B IR

2eCh . JHRIOFEBIC AT 2 0 R IRI I B L, £ 7= 20 HALRE, 30 HANLAE
B LN 40 BATREIT 10 AZEE X W AEICE WAEN LSz LS T s Y,

5T, HREIC L DM OUREEFTMICHONT b ET Lz, K& EE 4 BEOUGEERIL,
10 BAAZAETIE 80~90% A 20 HAAZAETIX 90% & 2. CU =, 20 BANZAE & 10 HENLRE D bhig
AT ToAE S, Plal& 5.0 1~16 1%, 2 Bl H & 50 4~16 #H1%, 3[R H&E G5O 4~12 1%,
AR #H D 4~12 HZIZIB VT, 20 BAREOUERIL 10 BRI THEICE - T2

(I A ZFME. p=0.05), #ERHIT L 2B OUGEEFGIL, ERZE T b 2 i KERIER O
BORREETHRIC R D UGERORERI g & Bre v | B 554 Rl ) B RE 2 10 HAZLEE & 20
HAREDOZEN B &z,

Fo, BH 4ABBOWERFIC X AU ERHI O EFEIX, #EE G225 5 BHEGIZBND
T 10 HTHET 60~70%1 . 20 HENZRET 70~90% 5 T v . 20 HALEEON &R, 5[HH
Beh 2R T RTOBERFHICIB T 10 BB THEICE N2 (WA FRIE.
P=0.05), ABRi& TRECHREBRIM AR Z LB Lo E2R/E LRIV TH, 10 H
NERETIX 61.8% (110/178 f51]) . 20 BN TIL 76.7% (138/180 #1) DHERE BAK|DIRIEIC
e L CHR Y 20 LR L 10 LRI LR THEIZE W R BN S LT (I A “FRIE,
p=0.002) ,
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1.8.3

& 1.83.2-3 FHAKEROBOBRETES S UHEBEICLSBOREETM=EITHRE
E (BRRHR5ER)

KRR DD FHE

WERE 1 & PO REE T

10 BT 20 BfIEt hAZ% 10 BEGrRE 20 BfIEt HAZR
"5 wEHIH/ WEHRY BRE wEHR HEHIRY BRE
SRAEBIE (%) SREBIE (%) (p ) | EFEEFIZR (%) SREBIE (%) (p f&)
if;%gﬁ 180 183 180 183
Behai | 0/180 (0.0) 0/183 (0.0)
1387 | 169/180  (93.9) 170/183  (92.9) | 0.704 150/180  (83.3) | 166/183  (90.7) | 0.036
%J 43H% | 166/180  (92.2) 174/183  (95.1) | 0.263 159/180  (88.3) | 173/183  (94.5)| 0.035
% 8if% | 140/180  (77.8) 152/183  (83.1) | 0.205 129/180  (71.7) | 156/183  (85.2) | 0.002
1281 | 74/180 (41.1) 105/183  (57.4) | 0.002 73/180  (40.6) | 107/183  (58.5)| 0.001
16 % | 32/180 (17.8) 63/183 (34.4) | p<0.001 | 31/180  (17.2) 55/183  (30.1)| 0.004
Be b 0/172 (0.0) 0/166 (0.0
é 431% | 166/172 (96.5) 158/166  (95.2) | 0.539 159/172  (92.4) | 163/166  (98.2) | 0.013
EE 8% | 146/172 (84.9) 151/166  (91.0) | 0.087 132/172  (76.7) | 155/166  (93.4) | p<0.001
5 |12 89/172 (51.7) 110/166  (66.3) | 0.007 83/172  (48.3) | 106/166  (63.9)| 0.004
16 W% | 45/172 (26.2) 71/166 (42.8) | 0.001 53/172  (30.8) 74/166  (44.6) | 0.009
Behai | 0/160 (0.0) 0/152 (0.0)
lgl 431% | 156/160  (97.5) 150/152  (98.7) | 0.446 138/160  (86.3) | 148/152  (97.4) | p<0.001
E{ 8tk | 138/160  (86.3) 144/152  (94.7) | 0.011 120/160  (75.0) | 141/152  (92.8) | p<0.001
5 (128 | 88/160 (55.0) 115/152  (75.7) | p<0.001 | 87/160  (54.4) | 113/152  (74.3) | p<0.001
16 W14 |  41/160 (25.6) 50/152 (32.9) | 0.158 52/160  (32.5) 57/152  (37.5)| 0.354
Behmi| 01127 (0.0) 0/ 95 (0.0)
431% | 124/127 (97.6) 93/ 95 (97.9) | 0.898 107/127  (84.3) 93/95  (97.9)| 0.001
E% 8if% | 101/127 (79.5) 86/ 95 (90.5) | 0.026 98/127  (77.2) 89/95  (93.7)| 0.001
5 (12388 700127 (55.1) 58/ 95 (61.1) | 0.376 63/127  (49.6) 70/95  (73.7) | p<0.001
16 W% | 19/127 (15.0) 25/ 95 (26.3) | 0.036 26/127  (20.5) 28/95  (295)| 0.122
FhAT|  0/36 (0.0) 0/ 24 (0.0)
I% 4 1 35/ 36 (97.2) 22/ 24 (91.7) | 0.333 31/ 36 (86.1) 23/24  (95.8)| 0.219
E% 8 A # 28/ 36 (77.8) 21/ 24 (87.5) | 0.340 28/ 36 (77.8) 17/24  (70.8) | 0543
5|12 38% | 13/36 (36.1) 15/ 24 (62.5) | 0.045 18/ 36 (50.0) 14/24  (58.3)| 0526
16 /%[ 0/36 (0.0) 1/ 24 (4.2) | 0.400? 2/ 36 (5.6) 1/ 24 (4.2) | 1.000?
a) Fisher O EHME
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1.8.3

% 1.8.32-4 HERFICKLIHMBEFM-BIT5HEE (EARRKREHER)

(BT E > RApI%K - 10 BEGLRE 180 5, 20 B A 183 f5)

10 BAGIR¥ 20 Bifu B
B o _ o _ A ZRRTE
i BB AR (%) | R BIBUEFEBIE (%)

a5 4 jE% 118/180 (65.6) 139/183 (76.0) p=0.029
2 [ H &5 & 5-mii 41/172 (23.8) 44/166 (26.5) p=0.572
4 R 123/172 (71.5) 136/165 (82.4) p=0.018

3 H &5 Bl 45/160 (28.1) 53/152  (34.9) p=0.200
4 R 116/160 (72.5) 132/152 (86.8) p=0.002

4B AL E R[] 36/127 (28.3) 34/95 (35.8) p=0.238
4 A 89/126 (70.6) 87/95 (91.6) p<0.001

5[E A5 E R[] 11/36  (30.6) 9/24 (37.5) p=0.576
4 8 25/36  (69.4) 21/24  (87.5) p=0.105

B O ST 110/178 (61.8) 138/180 (76.7) p=0.002

(ENERERAE - T2M)
3RBR A OFE L 7m 2 Ea e 8145 1% 627 41T, 10 HALEEIX 226 51l 187 6 (82.7%) (2
HEREGNREE L, 20 BALRETIE 352 Bt 267 B (75.9%). 7 7 B AREETIE 49 44 29

(59.2%) (ZFH Uiz, BIVEROREBEMIEIT 10 HALRE 226 #]th 70 1] (31.0%) . 20 HALEE
T 352 5l 118 3] (33.5%). 7T BAREETIE 49 B 11 1 (22.4%) TH Y. 10 HALEER
KOV 20 BZREDORBIRITTIEREE TH o 72 (£ 2.7.4.2-1 ), £7-. T _XTOHERE D
AR TREE CORGEZREL, RHEERGELAEFLORBELIMFI LA, B
FEP GBI L CHEREZORBERNEINT 2HAIEA LT, FFEDOFROFI RN
WINT 25 2L biedotz (3727.42-105H),

Fio, BIEGHEER (909 3 bR) (2B 2G5 RBIOAEFGIBME 23K 1.8.3.2-5 12, &l
TERPRBIBE 2 & 1.8.3.2-6 |27~ L7z, 20 HATHEEO PRI 5-RECTlE 60.7% (111/183 f3]) T,
10 HAZRE Tl 45.0% (81/180 #1]) & 20 BATAE CTriWVRERZ R L7223, 2 B H UBEOB 5
TlX, ABEMEICHERWEFIN RS- 2/ L2 I XD REMITEETE VWb DD,

10 HZRE L 20 HANREDREELRIE VT AR o 72, 2B, BIWEAIC W TIE 20 HALREO W)
[a] 5 5Tl 29.0% (53/183 f3i) T, 10 HAAZAED 20.6% (37/180 ) & RIERDOFEIERTH
V. 2\ HUREDO®EG T 10 BAZEE 3.9% (5/127 f5]) ~7.6% (13/172 ). 20 HAZEE 5.3%

(5195 f3]) ~8.3% (2/24 f3]) THhH -7z,
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1.8.3

# 18325 BEMIIODASERRLEHEE (BEREHKREGHR)

10 B 20 B &t
HEER | ®#5Y| HEER #5% HEER | #£57
BI% (%) % BIEk | BIE (%) H% | Bis | BIE (%) #E | BIK

a2 G- 81 (450) 139| 180 111 (60.7) 210| 183 | 192 (52.9) 349| 363

2 Hixh | 87 (50.6) 141| 172 86 (51.8) 151| 166 | 173 (51.2) 292| 338

3EAEHEY | 75 (469) 120| 160 56 (36.8) 104| 152 | 131 (420) 224| 312

AmlEixG | 48 (37.8) 68| 127 31 (326) 45| 95 79 (356) 113| 222

5EEHRG | 9 (250) 13| 36 5 (208) 9| 24 14 (233) 22| 60

a) BEHEIT, FREENCBT 2 REMFMASROBE TH D, FEIRET, FRERNZIIT DR EHIE
DEEHEITHTToEIE L L,

% 1.8.3.2-6 ®BERAOBEEARTEE (BEREHERSHER)

10 BA{ 20 BA{BE &5t
Iz B5? BlEFA B5? ElVEF Bs5?
BIE (%) HE% | BI%R | BIER (%) #EE | BB | BIER (%) % | I

¥ERS | 37 (206) 50 180 53 (290) 78 | 183 | 90 (248) 128 | 363

2mEHEE | 13 (76) 15 172 10 (60) 11 | 166 | 23 (68) 26 | 338
3EARG | 7 (44) 8 160 9 (59) 18 | 152 | 16 (51) 26 | 312
4EEHS | 5 (39 5 127 5 (53) 6 95 | 10 (45 11 | 222
5EE#L | 2 (56) 2 36 2 (83) 2 24 4 (67) 4 60

a) BEHEIT, FREENCBT 2 REMFMSROME TH D, FIRET, FRERENCIIT DI EHIE
DEEHEIHToEE L L,

IABRIZIIT DA 58 578 HlIZ W THBLER 5% UL LD & < b 7e AEFRIL,
SNHGAZ 33.0% (191 5] 268 {4) . HEJE 10.4% (60 51 74 1) . HRDHEF K 10.4% (60 11 68
) BLOWRK: FE 5.0% (29 ] 31 ) T, ZIDHOFEROFEHKIZOWVT 10 HEALEE &
20 HfIRE & Lhi 35 & | SIHEASE Tl 10 HALRE 38.5% (87/226 i) | 20 HALL#E 29.5% (104/352
fl) . BREJE TIE 10 HAZEE 10.6% (24/226 f51]) . 20 HA7#E 10.2% (36/352 i) , AR HEF T
1% 10 HENIHE 8.4% (19/226 f31]) . 20 HANTAE 11.6% (41/352 1) . HRE& I CTiE 10 BATEE 3.1%
(71226 151]) . 20 HEA7ZRE 6.3% (22/352 i) Td> - 7=, IR TR L IR O B RO R EH LI,

10 LRI AT 20 BAZRE TR o 7223, SIRERZ & B Tl 20 BAZRE T o 72 (R
2.7.42-11 BR),

7235, 20 BAATHE T OB 10 HALEE LV @m0 o 7RO BE jids L ONR FEICOWTH
FEEEORERITHRE L7-& 25, IRORFRCTHEE LHE SU-ERZ, ENELRE
BR (909 #BR) D 10 HATHE CTHIEFR GBI LT 1 BlOAHR T, FOMITT X TERET
HoTm (£ 27429, #£2765-11b &), £/, IRE FECHEE & HE S ILEMNIT,

EINEWIE 535 (909 iER) D 20 HALEE CHIEE G- 12388 L= 2 B3 X ONE— DIEH
T2EE . 3MEHRGZICEB L LHIOAREIHFTHY . ZOMITT X TRETH- 72 (F
2.7.4.2-9, % 2.7.65-11a ), IR EEE L ORK FHEIX 20 BALEECORBLN 10 HAL

D HAERIT, A-OAEES (PT) 2EMERBR LS. BEASWEIZ Y L (&
FEHE DR ONERT 1T, RA<BEE<PSEEE) | 2AEESOEHE L ORERNKRSE (SOC) Hlo
L FREE LT,
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1.8.3

BEL D 7072 b ODBEREN b TIEFIE 2 < . IRORER VEFMEEOTE : k5
LT A) D LB < FSTOREFI TR E 72 13EE LT,

HERAEEGUIARAIE 5T 78 B 561 (0.9%) (26 (10 BALEE 2 1] 3 £, 20 H{L
BE 3 41 3 1) MO LN, WTNOFLR LA L OREBRITGE SN, 2B, JE
Wik 10 BEALRECHImMAME B iEE., 5 FRmiER KO+ B A 1 1F, 20 HALRE TR
B, 7 a—BEGER, BMBEILENS 1 hTholz, ETOREIT RN -T2 (F
2.7.4.2-16, 3 2.7.4.2-17 &),

PLE. BRI HOWTIE, B GRER (909 5A5R) DR LV | R KEIER O OFLEE T
MZHIT HUERIZBWN T, &5 8 lBLIKET 10 HALEE L 20 HIBE CHERENA DI
TBEREEL H 0 ERRERGEHIRIC BT, 20 BALEEDIT O 28 10 BATRE L D A E IR
WZ EMFER ST, Flo, #EREIC L DB OUGEE MR X O 2 ERHMEIC B VT,
20 HANZAEAS 10 BANIAE L 0 A EICE W ER 723N E S, ERRHECH D e KEE
ERFOPORRIEFHM O G 4 F% O FER T 10 BALREL 20 BATRE CHEREIIA DR
R TN, WBRETHE O E 4 % TlX. 5 R KRG ZBRE 20 BEALREO S ERE L OV
RN 10 BB L WV ABICE Do T2, BRMEOBLE DT, 10 B BEOA EFROBIE
I, 75.9% (267/352 f5]) T, 20 HALEETIL, 82.7% (187/226 f5)) Th -7, Hx ODHERE
LClE, IRl TER XL OIRO REFEOFEHELRIL, 10 BRI T 20 BB CTEro T2 b
DD, BBIEN B o TIEFNT e < . IRORFE (EFIHREEZEOFHE : FI9A4T74) O 1 f]
R T RTOMER TR £ 72 1XEE L Tz, ks, ZothoFEREL T, MEB X
OB 72 SICHBECTREITERO bR oz, £72. BWEH TATH 10 BATEET 31.0%
(70/226 ), 20 Hf7REIX 33.5% (118/352 f5i]) T, 10 H{LEE L 20 HALEE CIE AT A DL
hote, LizBoT, Wif&E b el BREOMENRETLLZ LiFhnEEILN
Too ZORERERE X, JEROREBICKITT 2R ORE - HEIEX HEE., AL A 8
AU X AR E LU THR 20 AL ZZEA OIS 2 00 (B RF 4 3000 K OARAS 1
ERALIZ 4 AL T O E L CRHIRNNIER 32,1 ERE LTz, F7z, BEH&5HER (909 #5HR)
DOFER, KEEGREOEHEL L OLZEERBO bR &b HERFBROLGEICIEH
BHETHZLENTED, ] ERELR,

FO%, FEHEOBRICBWT, AHI 20 HAZLISZ T 10 A2 HEEAEICED 5 2 &3
WKL LTHEHATH D EDRMPNRENTZZ L6, #HIEHELZ A5 10~20 HiLIZRET
HZ b Liz, 2. ZOERIZADE, 4 BT O0E L CHRANEST 5 LRk
Z B CRIANGESR 5 WEETHZ L& LT,

() B‘EFRORERNL

ENEIE 505 (900 3Bk) CTOR&GERET, AilEl#E G A0 12 ML BB L, 2
O RKEBEROPOBREN THEE ] 213 TRE] CHESNEEAICHHELFEE
THZELE L, 12EBUNTORERENTERWVIRICE SN R ThH - 7208,
Brik THRACRBRIE 2R E LB UM 2 THE LR T, 10 B8 Tl 61.8%
(110/178 f51]) . 20 HATHE Tl 76.7% (138/180 i) DOHLERE SAK| DIRFITHE L TRV,
20 B RELT 10 BEATREIC LR THEICE VB RN E LN (3£ 1.8.3.2-4 BHR)

£72. Greene 5. RISHOBE TARAN G LIBHRIEH M 2R U2 GEB 2 848 L2k %E. 3
H HRIT300 LA EZHFZEG LTl L X0, THRIBURELED Y A7 ZRET 57280, &
S5MfRZ X3 » AU E, e &b 4 BMITZET. TEAETEAERZE®EETDHD
PNEELW EHELTWS 2, 4, BHiETHEMORERTIX, 1RO SEEAF 20
HALE T B 72D FPUREAORBEIIRE 72 ) A7 2320wt EX b, EERIZ,
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1.8.3

EINEIE 5305 (909 3Bk) < 12 M o 5-fME CRE#R S (5150 1 [F~5 [A])

Z LTS, S THOTRYiARE T2 R Lflideho7-, L L, AH| 20 Hifirk
KT 7 v R ZHEEE U I AEEER (010 38R, 023 3ABk) TIX. 010 &R 20 ¥
NBEEB IO ZvREETLHT D, 023D 7T 2REET 1H], AAl 20 HALZ 120 H[H
W T2 m#E L RH#E R (018 3B (28T 2 0E#H %12 2 FlA, AHI#E 120 H
BoOFIHURRAE CHtEZ R LTz, SRIOBEMOEREHR O - 2R A TG T 572D DK
WHFETH, AFOERSITEAETHHZE L0, TRMPUAEADY 27 5B L,

ik - HEICBWT 13 5 AUNOFERGISGHT S Z L) ERE L, B, BB W
THARBESEICB W TEGHRZ 3 2 AU EEEEL TV,

SE X

1) Pribitkin EA, Greco TM, Goode RL, Keane WM. Patient selection in the treatment of glabellar
wrinkles with botulinum toxin type A injection. Arch Otolaryngol Head Neck Surg,
1997;123(3):321-6.

2) Hankins CL, Strimling R, Rogers GS. Botulinum A toxin for glabellar wrinkles. Dermatol Surg,
1998;24(11):1181-3.

3) Carruthers A, Carruthers J, Said S. Dose-ranging study of botulinum toxin type A in the
treatment of glabelllar rhytids in females. Dermatol Surg. 2005;31(4):414-22.

4) Greene P, Fahn S, Diamond B. Development of resistance to botulinum toxin type A in patients
with torticollis. Mov Disord. 1994;9(2):213-7.
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184 FRALDEE () BLUZTDOHR TR

AR EOEE () 13, A by 7 A 100 OIRM CENEZ KIS ERGET 2

DORIEW CTBHDLIEEEZRELZLDOTH D,

DI

ERLDEE (F)

EREARHL

<AILHE>

AAHNL, BE TRROPHIBMEI IS W CREED 7 > (D, 1
., Fl. B, B8 BERSERANTRIESNRZBOTH
b, VU ERIETRICEHA L TEBY | RANC X iazEti
FRBMIE (TSE) BHEOHRM Y A7 & 582 EE LIS
DT, FEIROIRE L OBV E 3 ato b ARAI % # 59
%z & (TEERILARNER] OESMH),

(B&]

1) AFIOFE X, RV VXA L > TEASND AR
AV XAHHRTHHID MHEH EORELZHAG L LT,
FER AR EST L. JEROEFBBLAMITER Ly
Tl [ A =X AT A b =— | BRI K O R
DOREFEMERFRREDOBFE T, AN by 7 AEICKDIBFEPIC
KRB E B E CE RV CHORENRH 5, [EERFEAR
EEL)) DESH]

(2 AFNZFERT H5EF. EEEZZIT-EMT. AFORE
HRUEDEZT7ERE L. S ELBEIIZNMER VKA
DEEFRICEAT 57 L0HE - BROHHSERMMITO C
&,

(3) JEMRIHBE ~DR kv 7 ZAEOEEIZ L0 | RN
Eolz T DHHREND D, [ by 7 RFEICK DIEEFICH
HREREERICEETERWECHOMENDH 5, W E
=W R ESESEEREAICRE T AREER RS S b b B
TN DD, W FEENORIRMMRZSIZEZ L, £/,
B G~ OIEHUZ L 0 PSRRI T3 bbb Z &
N5, ]

(4) IRIBIRBEFIC, A by 7 AEE 1A & E LT 100 H
fagh L, BEHUINOERHICRT 2R EEZ LN
2 PR R R OV B FER R L2 & WO GRS 5,
[MEEES ] OESHR]

[£2] RoBFEFICIFEG LN L)

(1) &5 oMo EZ b OBRE  (FEREREE,
T v — b o A — N UEERE, T EREIEIR R CES) R
KX mshialE A 2 A4 5720, REE B S8 5 Rtk
5, ]

(2) fhm SATAEYR LT 5 FIREME D & 5 i N e O Flbi [ kb,
IR TR B eI LT, ] (T, pERR.,
BRI E~OEE ] OHESHR)

(3) AAIDRKSI K Ui E DBEEIE D & 2 B

KEFED COEHIC L RE,
7236 AR SCH RS ORI D
WL, BEEm CKki—2&
2 &%) ORHZITHIFR T ET
b5,

(OABNIAY VU X AFEIT L -
THEESNDIHERTHDLZ
En, EIEFEHEBEL
RE L,

QA F v 7 A 100 & FIERIC,
AFHN P 5 R (263 5 TR E A
EERE LT,

(3)7R b v 7 Ak 100 L V&M
REHBE TOMFRINEEIZ R
TR 2 BOE LT,

(4R kv 7 A1 100 XY iR
fe ik B T OEBA IR
DR A2 E LT,

A kw7 Z1E 100 & RIEEICER
E LT,

-20 -




1.8.4

FERLDEE ()

EREARHL

ZhEE - SIRICREET HEALDERE
Bl E (65 Ll L) ~DBEIIHERTE 22, [[ElhE ~D#
51 OmEZH]

A - AEICEET SEALDIE
Q1) RS> TUIAFORE - HEZESFL, 1 BloO#SL
BIIRRKCEFH20HALETLETH I L,

(2) IR TEOREZIS T7-DI2, IR ZS 8 P ~$% 59
HZ BT H L, FRTJERIEEO TR (AR,
BJER. JEETHIG) NSREREBFICEBNCHEH~&S
T AT CEIRE EEE)D lom UL E ERFIcHRE5 52 &,

(EAEDFE]

1LREHRES ROBFICIEBEICELGTLHZ L)

(1) st e Ot (EM 2 A3 2 364l 2 I G- h o s [
HFRMEM RSN D Z L8, £, WEFREEORHADN
£BENDBH L] (FHEIER OHZM)

(2) BIEDOMREIEEOH 5 BE [KAOKREIZLY | FHiEz
EALS D TN S 5, |

() EERMHIMETH 2 WITZEMNH 5 8E [AFOFEIZ X
0. IERZELSED RN D 5., ]

(4) PHEERARNIED & % 8F TZ OFRRK REAE) ObH
L BE [RANFP = ) AR E2ET o720, EREE LS
EDAREMEDR H 5, ]

2 EELERNIEE
(1) AFNTEM ORIEB OISO AEH T 2 RA DD, IR
MR R R N QYR MERI S OIS 2% LT, A
kw7 ATES0 IR b v 7 ATE100 Z R SCE 2 B
LTHEHT2Z L, 2L OBINITITZ 2D N L
TWeWOTHaxHEH Lz &,
(2) AANOEHIZEE L Tix, BFEICKROFHIZOWTCEEZH
WTELHAL, CECLDREEELE, HHT S,
1) AFIOBEZERITIERY VX AEI L > CTEAESND AT
RV Y XABFFRTHD,
2) AFNDOEHIIAHEFILETH V0 2 RIT@E 3~4 » H TH
KL, BHEEEYETHERD D,
3) ARG 2 EMRIM Y K LI=5E, PRtk Ll
L0, IRPBONRL DB ENDH B,
4) RENPEH%, 3~4 5 A ORI IREE, 7RSS O R
DI H B ONTEAITIE, EHIZERICH LS,
5) RS 5 AIREMED & Dl NIE, G- ROk 5% 2
Bl AR &R D £ TIRBHET %, BERT oK 512852
LEAVEITREST L Cuauy, ]

65 LA EDHARNIZEBIT HF
FARER DT E AR NI
BRE LTz,

(1) E N ERAFBRIC I\ T 20 B
AL ETORME - otk
DR SN TV RN TR
E LT,

()R FEORIER 2B 5 3
TODOFEEME & LT,
CCDS Dz D =5 E
L7,

A~y 7 ZRE 100 & [FERICER
E LT,

W)AANLIE M D FAE Bz D I
i+ 2 /A D= DFRE L
7=,

QBEEFE~OHPAANEFIZOWN
T, AN bw 7 A7 100 & A
KRIZRRE LTz,
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FERLDEE ()

g{!ll
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&

6) BT, EPROEKEGHZDR LS 3 » BT
T5, UETRREIRICES SID Z E2lET 5729, ]

(3) AAIFe 5%, FUANREASND Z EI2X D, WENRET D
AREMEDN B D, IR OWFIN A LN D LEAITIE. PR
BERMT D, PURELENRH LN WAL, BINEET 5
ZLEMTE D, PUABELESNEEAICE, B2 IR
HI L,

(4) AFINBIRFBIHERT D Z LIk > TEERS DD Z &
D DHDT, HEMIIZHERE L, BEEICEETHZ L,

(6G) AAIX, EAETHLHBRAEZORNERARERALND Z
ERHDHOT, BIEE STV RN OEEREICE G TS 2
Es

(6) RV U XAFHHROFKGIZE Y | BHFHLUSOREMEH I
HWELEZEZ OCNDEIERARS DN ENHY, WET
FaE, gk, EEOEFHEICEIRCHLHRE SN TN D,
W T IREEEOMIRIREEZ AT S EETIE, ZORIEHDY
A7 BEEINT 572 ORICEET LI L,

(7) RAIBE %, B, HAKT, DEW, f@IETFRH 5
b Z eNd b0 T, BENEOEIERSMGER A O iz
BET ABICIIEE S S 2 L, (TRIER ) DIEEBR)

(8) AKX, BiE TRROWMIELRE TR RO 2 0 = —8&UE;
Hipksr & LT, VRS EHNTRESATWD, Z
DD T RS IR E R AT K DRERE O KERE Y
RO, EEEMEEARIRINIE (TSE) [BIED 72 D O RRN
A (EVU) B C LG LTWD, AAFIFIZY vl kRS 1
EENTWR, E7-MAl L FEE, BEE CICABO# S
I2& 0 TSE N b MUBIE L2 & DOREFIZR, ZDZ &
b, AFNC LD TSEREED Y 27 13d TIRWH D & & 2
LB, Him Y A7 TR EICITEE LSRN\, £
DEEBFICHATLIZ E2EETDH L,

3. HHE{EH
BRZEE OHHICIEET D2 L)
EFla% ERPRAEIR - B ATIA | HIF - BRET
izl PABR A4, SHERARIL | Aot A5
YR T U R | )% OB e i | mEhD 2 L
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Bz, T
EDPHEREIND
ZLRB B,

(3)~(8)
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RE LT,
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AN by 7 A7 100 & RIERIZER
E L.
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