Policy Number RX501.019
Policy Effective Date | 01/01/2026

Botulinum Toxin

Table of Contents Related Policies (if applicable)

Coverage MED201.014: Treatment of Hyperhidrosis
Policy Guidelines SUR717.001: Gender Assignment Surgery and
Description Gender Reassignment Surgery and Related
Rationale Services

Coding
References
Policy History

Disclaimer

Medical policies are a set of written guidelines that support current standards of practice. They are based on current generally
accepted standards of and developed by nonprofit professional association(s) for the relevant clinical specialty, third-party
entities that develop treatment criteria, or other federal or state governmental agencies. A requested therapy must be proven
effective for the relevant diagnosis or procedure. For drug therapy, the proposed dose, frequency and duration of therapy must
be consistent with recommendations in at least one authoritative source. This medical policy is supported by FDA-approved
labeling and/or nationally recognized authoritative references to major drug compendia, peer reviewed scientific literature and
generally accepted standards of medical care. These references include, but are not limited to: MCG care guidelines, DrugDex
(lla level of evidence or higher), NCCN Guidelines (IIb level of evidence or higher), NCCN Compendia (llb level of evidence or
higher), professional society guidelines, and CMS coverage policy.

Carefully check state regulations and/or the member contract.

Each benefit plan, summary plan description or contract defines which services are covered, which services are
excluded, and which services are subject to dollar caps or other limitations, conditions or exclusions. Members and
their providers have the responsibility for consulting the member's benefit plan, summary plan description or
contract to determine if there are any exclusions or other benefit limitations applicable to this service or supply. If
there is a discrepancy between a Medical Policy and a member's benefit plan, summary plan description or
contract, the benefit plan, summary plan description or contract will govern.

Legislative Mandates

EXCEPTION: For lllinois only: Illinois Public Act 103-0458 [Insurance Code 215 ILCS 5/356z.61] (HB3809
Impaired Children) states all group or individual fully insured PPO, HMO, POS plans amended, delivered,
issued, or renewed on or after January 1, 2025 shall provide coverage for therapy, diagnostic testing,
and equipment necessary to increase quality of life for children who have been clinically or genetically
diagnosed with any disease, syndrome, or disorder that includes low tone neuromuscular impairment,
neurological impairment, or cognitive impairment.

EXCEPTION: For HCSC members residing in the state of Ohio, § 3923.60 requires any group or individual
policy (Small, Mid-Market, Large Groups, Municipalities/Counties/Schools, State Employees, Fully-
Insured, PPO, HMO, POS, EPO) that covers prescription drugs to provide for the coverage of any drug
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approved by the U. S. Food and Drug Administration (FDA) when it is prescribed for a use recognized as
safe and effective for the treatment of a given indication in one or more of the standard medical
reference compendia adopted by the United States Department of Health and Human Services or in
medical literature even if the FDA has not approved the drug for that indication. Medical literature
support is only satisfied when safety and efficacy has been confirmed in two articles from major peer-
reviewed professional medical journals that present data supporting the proposed off-label use or uses
as generally safe and effective. Examples of accepted journals include, but are not limited to, Journal of
American Medical Association (JAMA), New England Journal of Medicine (NEJM), and Lancet. Accepted
study designs may include, but are not limited to, randomized, double blind, placebo controlled clinical
trials. Evidence limited to case studies or case series is not sufficient to meet the standard of this
criterion. Coverage is never required where the FDA has recognized a use to be contraindicated, and
coverage is not required for non-formulary drugs.

Coverage

This medical policy does NOT address Gender Reassignment Services (Transgender Services).
This medical policy IS NOT TO BE USED for Gender Reassignment Services. Refer to
SUR717.001, Gender Assignment Surgery and Gender Reassignment Surgery and Related
Services.

NOTE 1: On August 1, 2009, the U.S. Food and Drug Administration (FDA) established new
names for the botulinum toxin products; these products are not interchangeable:

Previous Product Name New Generic Product Name as of 8/1/2009
BotulinumtoxinA (Botox®) OnabotulinumtoxinA

AbobotulinumtoxinA (Dysport®) AbobotulinumtoxinA

BotulinumtoxinA (Xeomin®) IncobotulinumtoxinA

BotulinumtoxinB (Myobloc®) RimabotulinumtoxinB

OnabotulinumtoxinA
OnabotulinumtoxinA (Botox®) may be considered medically necessary for the following FDA-
labeled indications:
e Treatment of strabismus in patients 12 years of age and older;
e Treatment of blepharospasm associated with dystonia, including benign essential
blepharospasm or cranial nerve VIl disorders, in patients 12 years of age and above;
e Treatment of neurogenic detrusor overactivity (NDO) in pediatric patients 5 years of age and
older who have an inadequate response to or are intolerant of anticholinergic medication;
e Treatment of spasticity in patients 2 years of age or older;
e Treatment of cervical dystonia (also known as spasmodic torticollis; applicable whether
congenital, due to childbirth injury, or traumatic injury )associated with:
o Sustained head tilt or abnormal posturing with limited range of motion in the neck, AND
o History of recurrent involuntary contraction of one or more of the muscles of the neck,
e.g., sternocleidomastoid, splenius, trapezius, or posterior cervical muscles (* See
additional details in Description section);
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Prophylactic treatment of headaches in adult patients with chronic migraine when the

following criteria are met:

o Patient has been diagnosed with chronic migraine for at least 3 months; AND

o Migraine headaches last 4 hours a day or longer for 215 days per month; AND

o Migraine is refractory to at least two migraine prophylactic medications from different
classes (e.g., tricyclic antidepressants, anticonvulsants, angiotensin-converting enzyme
inhibitors/angiotensin Il receptor blockers, beta blockers, or calcium channel blockers);

Treatment of overactive bladder (OAB) (excluding OAB as a result of interstitial cystitis [IC]),

with symptoms of urge urinary incontinence, urgency, and frequency, in adults who have an

inadequate response to or are intolerant of an anticholinergic medication or a beta-3

adrenoceptor agonist; or

Treatment of urinary incontinence due to detrusor overactivity, either idiopathic or

associated with a neurologic condition (e.g., spinal cord injury, multiple sclerosis) in adults

who have an inadequate response to or are intolerant of an anticholinergic medication.

NOTE 2: For coverage of FDA-labeled indication hyperhidrosis, see medical policy MED201.014
Treatment of Hyperhidrosis.

OnabotulinumtoxinA (Botox®) may be considered medically necessary for the following off-
label indications:

Achalasia (esophageal) in patients who have not responded to dilation therapy or who are
considered poor surgical candidates;

Anal fissure (chronic) in patients with a history of failure, contraindication, or intolerance to
one of the following conventional therapies: topical nitrates, or topical calcium channel
blockers (e.g., diltiazem or nifedipine);

Congenital esotropia;

Dystonia resulting in functional impairment (e.g., interference with joint function, mobility,
communication, nutritional intake) and/or pain with any of the following:

Focal upper-limb dystonia (e.g., organic writer's cramp);

Oromandibular dystonia (e.g., orofacial dyskinesia, Meige syndrome);

Laryngeal dystonia (adductor spasmodic dysphonia);

Idiopathic (primary or genetic) torsion dystonia;

Symptomatic (acquired) torsion dystonia;

Essential voice tremor;

Hemifacial spasm,;

Hirschsprung disease for patients with functional obstruction caused by the inability of the
internal anal sphincter to relax and who have undergone prior surgical treatment; or
Sialorrhea (chronic) associated with amyotrophic lateral sclerosis or atypical parkinsonian
disorders or cerebral palsy or Parkinson disease or stroke or traumatic brain injury AND has
experienced excessive salivation for 3 or more months AND refractory to at least 2 months
of continuous treatment with at least one oral pharmacotherapy (e.g., anticholinergics).

O O O O O
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OnabotulinumtoxinA (Botox®) is considered experimental, investigational and/or unproven

for all other indications, including but not limited to:

e Benign prostatic hypertrophy;

e Chronic low back pain;

e Chronic motor tic disorder and tics associated with Tourette syndrome;

e Depression;

e Gastroparesis;

e Interstitial cystitis;

e Joint pain;

e Lateral epicondylitis;

e Mechanical neck disorders;

e Myofascial pain syndrome;

e Neuropathic pain;

e Pain after hemorrhoidectomy or lumpectomy;

e Anismus (pelvic floor dyssynergia);

e Prophylaxis of episodic migraine or other types of headaches (not listed above), including
but not limited to tension headache, cluster headache, cervicogenic headache, and chronic
daily headache;

e Temporomandibular joint disorders;

e Tinnitus;

e Essential tremor (other than voice);

e Trigeminal neuralgia; or

e Wound healing.

OnabotulinumtoxinA (Botox® Cosmetic) is considered cosmetic for the FDA-labeled indications

of temporary improvement in the appearance of:

e Moderate to severe glabellar lines associated with corrugator and/or procerus muscle
activity;

e Moderate to severe lateral canthal lines associated with orbicularis oculi activity;

e Moderate to severe forehead lines associated with frontalis muscle activity;

e Moderate to severe platysma bands associated with platysma muscle activity.

NOTE 3: Special comment regarding cosmetic services: Check member’s contract for benefit
coverage. Determination of benefit coverage for procedures considered to be cosmetic is based
on how a member's benefit contract defines cosmetic services and their eligibility for benefit
coverage.

AbobotulinumtoxinA
AbobotulinumtoxinA (Dysport®) may be considered medically necessary for the following FDA
labeled indications:
e Treatment of cervical dystonia (also known as spasmodic torticollis; applicable whether
congenital, due to childbirth injury, or traumatic injury) with:
o Sustained head tilt or abnormal posturing with limited range of motion in the neck, AND
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o History of recurrent involuntary contraction of one or more of the muscles of the neck,
e.g., sternocleidomastoid, splenius, trapezius, or posterior cervical muscles (* See
additional details in Description section); or

e Treatment of spasticity in patients 2 years of age and older.

AbobotulinumtoxinA (Dysport®) may be considered medically necessary for the following off-

label indications:

e Achalasia in patients who have not responded to dilation therapy or who are considered
poor surgical candidates;

e Blepharospasm; or

e Hemifacial spasm.

AbobotulinumtoxinA (Dysport®) is considered cosmetic for the FDA-labeled indication of
temporary improvement in the appearance of moderate to severe glabellar lines associated
with procerus and corrugator muscle activity in adults <65 years of age.

AbobotulinumtoxinA (Dysport®) is considered experimental, investigational and/or unproven
for any other indication not listed above.

NOTE 4: Special comment regarding cosmetic services: Check member’s contract for benefit
coverage. Determination of benefit coverage for procedures considered to be cosmetic is based
on how a member's benefit contract defines cosmetic services and their eligibility for benefit
coverage.

IncobotulinumtoxinA
IncobotulinumtoxinA (Xeomin®) may be considered medically necessary for the following FDA-
labeled indications:
e Blepharospasm;
e Treatment of cervical dystonia (also known as spasmodic torticollis; applicable whether
congenital, due to childbirth injury, or traumatic injury) with:
o Sustained head tilt or abnormal posturing with limited range of motion in the neck, AND
o History of recurrent involuntary contraction of one or more of the muscles of the neck,
e.g., sternocleidomastoid, splenius, trapezius, or posterior cervical muscles (* See
additional details in Description section);
e Upper limb spasticity in adults;
e Upper limb spasticity in pediatric patients 2 to 17 years of age, excluding spasticity caused
by cerebral palsy; or
e Chronic sialorrhea in patients 2 years of age and older.

IncobotulinumtoxinA (Xeomin®) is considered cosmetic for the FDA-labeled indications of

treatment or improvement of the appearance of upper facial lines in adults as follows:

e Moderate to severe glabellar lines associated with corrugator and/or procerus muscle
activity;
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e Moderate to severe horizontal forehead lines associated with frontalis muscle activity;
e Moderate to severe lateral canthal lines associated with orbicularis oculi muscle activity.

IncobotulinumtoxinA (Xeomin®) is considered experimental, investigational and/or unproven
for any other indication.

NOTE 5: Special comment regarding cosmetic services: Check member’s contract for benefit
coverage. Determination of benefit coverage for procedures considered to be cosmetic is based
on how a member's benefit contract defines cosmetic services and their eligibility for benefit
coverage.

RimabotulinumtoxinB
RimabotulinumtoxinB (Myobloc®) may be considered medically necessary for the following
FDA-labeled indications:
e Treatment of cervical dystonia (also known as spasmodic torticollis; applicable whether
congenital, due to childbirth injury, or traumatic injury) with:
o Sustained head tilt or abnormal posturing with limited range of motion in the neck, AND
o History of recurrent involuntary contraction of one or more of the muscles of the neck,
e.g., sternocleidomastoid, splenius, trapezius, or posterior cervical muscles (* See
additional details in Description section); or
e Chronic sialorrhea in adults.

RimabotulinumtoxinB (Myobloc®) is considered experimental, investigational and/or
unproven for any other indication.

NOTE 6: Safety and effectiveness of Myobloc® in pediatric patients have not been established.

DaxibotulinumtoxinA-lanm
DaxibotulinumtoxinA-lamn (Daxxify®) may be considered medically necessary for the following
FDA-labeled indication:
e Treatment of cervical dystonia (also known as spasmodic torticollis; applicable whether
congenital, due to childbirth injury, or traumatic injury) in adults with:
o Sustained head tilt or abnormal posturing with limited range of motion in the neck, AND
o History of recurrent involuntary contraction of one or more of the muscles of the neck,
e.g., sternocleidomastoid, splenius, trapezius, or posterior cervical muscles (* See
additional details in Description section).

DaxibotulinumtoxinA-lamn (Daxxify®) is considered cosmetic for the FDA-labeled indication of
temporary improvement in the appearance of moderate to severe glabellar lines associated
with corrugator and/or procerus muscle activity.

NOTE 7: Safety and effectiveness of Daxxify® in pediatric patients has not been established.
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NOTE 8: Special comment regarding cosmetic services: Check member’s contract for benefit
coverage. Determination of benefit coverage for procedures considered to be cosmetic is based
on how a member's benefit contract defines cosmetic services and their eligibility for benefit
coverage.

NOTE 9: OnabotulinumtoxinA (e.g., Botox®), abobotulinumtoxinA (e.g., Dysport®),
incobotulinumtoxinA (e.g., Xeomin®), rimabotulinumtoxinB (e.g., Myobloc®), and
daxibotulinumtoxinA-lamn (Daxxify®) are NOT interchangeable.

Policy Guidelines

Electromyographic guidance may be used to direct the injection of the botulinum toxin,
particularly for treatment of the larynx or esophagus. Beginning in 2006, there is a CPT code for
needle electromyographic guidance for chemodenervation, as well as a code for electrical
stimulation guidance. Consideration of the guidance codes should be based on whether the
botulinum toxin is being used for a medically necessary indication.

Description

Botulinum is a family of toxins produced by the anaerobic organism Clostridia botulinum.
Botulinum toxins reduce muscle tone by interfering with the release of acetylcholine from
nerve endings. There are 7 distinct botulinum serotypes designated as type A, B, C-1, D, E, F,
and G. In the United States (U.S.), 5 preparations of botulinum are commercially available, 4
using type A serotype and 1 using type B. Although similar in certain aspects, each botulinum
toxin product is chemically, pharmacologically, and clinically distinct, and is not interchangeable
with any other botulinum toxin product.

The drug names of several of the botulinum toxin products were changed in 2009; trade names
and product formulations did not change. The 4 formulations of botulinum toxin type A are
currently called onabotulinumtoxinA (Botox®), abobotulinumtoxinA (Dysport®),
incobotulinumtoxinA (Xeomin®), and daxibotulinumtoxinA (Daxxify®). Botox has been available
for the longest time in the U.S. and has been the most widely used formulation. Xeomin®,
consists of the pure neurotoxin without complexing proteins and is the only product that is
stable at room temperature for up to 4 years. Myobloc® contains botulinum toxin type B; the
current name of this drug is rimabotulinumtoxinB.

Regulatory Status

On December 9, 1989, onabotulinumtoxinA (Botox) was approved by the U.S. Food and Drug
Administration (FDA) for treatment of ocular dystonias. Since then, its use has been expanded
for multiple indications.

On April 12, 2002, onabotulinumtoxinA (Botox Cosmetic) was approved by the FDA for the
treatment of glabellar lines. Since then, its use has been expanded for multiple indications. (1)
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On December 8, 2000, rimabotulinumtoxinB (Myobloc) was approved by the FDA for treatment
of cervical dystonias. Since then, its use has been expanded for multiple indications.

On April 29, 2009, abobotulinumtoxinA (Dysport) was approved by the FDA for treatment of
cervical dystonias. Since then, its use has been expanded for multiple indications.

On July 30, 2010, incobotulinumtoxinA (Xeomin) was approved by the FDA for treatment of
cervical dystonias and blepharospasm. Since then, its use has been expanded for multiple
indications.

On September 8, 2022, daxibotulinumtoxinA (Daxxify®) was approved by the FDA for the
treatment of glabellar lines. On August 15, 2023, it was approved by the FDA for its first

therapeutic indication for the treatment of cervical dystonia.

The FDA-approved indications for the various botulinum toxin products are summarized in
Table 1.

Table 1. FDA-Indications of Botulinum Toxin Products® (2-6)

FDA Approved Indication® Botox Dysport Myobloc | Xeomin | Daxxify
1. Overactive bladder (adults) *
2. Urinary incontinence (adults) *
3. Urinary incontinence *8
(pediatrics)
4. Neurogenic detrusor *8
overactivity (pediatrics)
5. Limb spasticity (adults) *b *b *e
6. Limb spasticity (pediatrics) *b, e *b, e *c, d
7. Chronic migraine (adults) *
8. Cervical dystonia (adults) * * * * *
9. Blepharospasm *f *
10. Strabismus *f
11. Chronic sialorrhea * *e
12. Facial lines (adults) *h * *
13. Severe axillary hyperhidrosis *
(adults)

FDA: Food and Drug Administration.

2 All botulinum toxin products carry black box warnings of the potential for a distant spread of the toxin
effect. The warning notes that the risk of symptoms may be greatest in children treated or spasticity, but
symptoms can also occur in adults.

®Upper and lower limb

¢ Upper limb

42 to 17 years of age

€>2 years of age

|
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f>12 years of age
& >5 years of age
h<65 years of age

This policy is based on Food and Drug Administration labeled indications for
onabotulinumtoxinA (Botox Cosmetic), onabotulinumtoxinA (Botox), abobotulinumtoxinA
(Dysport), incobotulinumtoxinA (Xeomin), rimabotulinumtoxinB (Myobloc) and
daxibotulinumtoxinA-lanm (Daxxify), as well as research of the compendia for off-labeled
indications.

Medical policies assess the clinical evidence to determine whether the use of technology
improves the net health outcome. Broadly defined, health outcomes are the length of life,
guality of life, and ability to function-including benefits and harms. Every clinical condition has
specific outcomes that are important to patients and managing the course of that condition.
Validated outcome measures are necessary to ascertain whether a condition improves or
worsens; and whether the magnitude of that change is clinically significant. The net health
outcome is a balance of benefits and harms.

To assess whether the evidence is sufficient to draw conclusions about the net health outcome
of technology, two domains are examined: the relevance, and quality and credibility. To be
relevant, studies must represent one or more intended clinical use of the technology in the
intended population and compare an effective and appropriate alternative at a comparable
intensity. For some conditions, the alternative will be supportive care or surveillance. The
guality and credibility of the evidence depend on study design and conduct, minimizing bias
and confounding that can generate incorrect findings. The randomized controlled trial (RCT) is
preferred to assess efficacy; however, in some circumstances, nonrandomized studies may be
adequate. RCTs are rarely large enough or long enough to capture less common adverse events
and long-term effects. Other types of studies can be used for these purposes and to assess
generalizability to broader clinical populations and settings of clinical practice.

This rationale does not address cosmetic indications or hyperhidrosis.

OnabotulinumtoxinA (Botox®)

FDA-Labeled Indications

Overactive Bladder (OAB) (2)

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
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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.

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.

Adult 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.

The median duration of response in study NDO-1 and NDO-2, based on patient qualification for
re-treatment was 295-337 days (42-48 weeks) for the 200 units dose group compared to 96-127
days (13-18 weeks) for placebo. Re-treatment was based on loss of effect on incontinence
episode frequency (50% of effect in Study NDO-1; 70% of effect in Study NDO-2).

A placebo-controlled, double-blind randomized post-approval 52-week study (Study NDO-3)
was conducted in multiple sclerosis (MS) patients with urinary incontinence due to neurogenic
detrusor overactivity who were not adequately managed with at least one anticholinergic agent
and not catheterizing at baseline. These patients were randomized to receive either 100 units
of Botox (n=66) or placebo (n=78).

Significant improvements compared to placebo in the primary efficacy variable of change from
baseline in daily frequency of incontinence episodes were observed for Botox (100 units) at the
primary efficacy time point at week 6. Increases in maximum cystometric capacity and
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reductions in maximum detrusor pressure during the first involuntary detrusor contraction
were also observed.

Pediatric Detrusor Overactivity Associated with a Neurologic Condition

Study 191622-120 (NCT01852045) was a multicenter, randomized, double-blind, parallel-group
clinical study conducted in patients 5 to 17 years of age with urinary incontinence due to
detrusor overactivity associated with a neurologic condition and using clean intermittent
catheterization. A total of 113 patients (including 99 with spinal dysraphism such as spina
bifida, 13 with spinal cord injury and 1 with transverse myelitis) who had an inadequate
response to or were intolerant of at least one anticholinergic medication were enrolled. The
median age was 11 years (range: 5 to 17 years), 49% were female; 75% were white, 10% were
black. These patients were randomized to 50 units, 100 units or 200 units, not to exceed 6
units/kg body weight. Patients receiving less than the randomized dose due to the 6 units/kg
maximum, were assigned to the nearest dose group for analysis. The sample size for Botox 50
units, 100 units, and 200 units were 38, 45 and 30, respectively. Prior to treatment
administration, patients received anesthesia based on age and local site practice. One hundred
and nine patients (97.3%) received general anesthesia or conscious sedation, and 3 patients
(2.7%) received local anesthesia.

The study results demonstrated within group improvements in the primary efficacy variable of
change from baseline in daytime urinary incontinence episodes (normalized to 12 hours) at the
primary efficacy time point (Week 6) for all 3 Botox treatment groups. Additional benefits were
seen with Botox 200 units for measures related to reducing maximum bladder pressure when
compared to 50 units. The decrease in maximum detrusor pressure (MDP) during the storage
phase (MDP defined as the highest value in the detrusor pressure (Pdet) channel during the
storage phase [e.g., the greater of the following: the maximum Pdet during the highest
amplitude involuntary detrusor contraction [IDC], the maximum Pdet during a terminal
detrusor contraction, the Pdet at the end of filling, or the highest Pdet at any other time during
the storage phase]) for Botox 200 units at Week 6 was greater than the decrease observed for
50 units.

The median duration of response in this study, based on patient qualification for re-treatment
was 207 days (30 weeks) for Botox 200 units dose group. To qualify for re-treatment, patients
must have reported at least 2 urinary incontinence episodes over 2 days and at least 12 weeks
have passed from the prior bladder injection.

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
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and clinically meaningful improvements from baseline compared to placebo for key efficacy

variables (see Table 2).

Table 2. Week 24 Key Efficacy Variables for Study 1 and Study 2

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

N: number.
*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, and all
timepoints from Week 4 to Week 24 in Study 2, compared to placebo-treated patients.

Adult Upper Limb Spasticity
The efficacy of Botox for the treatment of adult upper limb spasticity was evaluated in several
randomized, multi-center, double-blind, placebo-controlled studies (Studies 1 through 6).

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

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

Key secondary endpoints included Physician Global Assessment, finger flexors muscle tone, and
thumb flexors tone at Week 6. The Physician Global Assessment evaluated the response to
treatment in terms of how the patient was doing in his/her life using a scale from -4=very
marked worsening to +4=very marked improvement. Study 1 results on the primary endpoint
and the key secondary endpoints are shown in Table 3.

Table 3. Primary and Key Secondary Endpoints by Muscle Group at Week 6 in Study 1
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Botox Placebo
(N=64) (N=62)

Median Change from Baseline in Wrist Flexor Muscle Tone on the | -2.0° 0.0

Ashworth Scale *?

Median Change from Baseline in Finger Flexor Muscle Tone on -1.0° 0.0

the Ashworth Scale **°

Median Change from Baseline in Thumb Flexor Muscle Tone on -1.0 -1.0

the Ashworth Scale **¢

Median Physician Global Assessment of Response to Treatment** | 2.0 0.0

N: number.

*Primary endpoint at Week 6

** Secondary endpoints at Week 6

*Significantly different from placebo (p<0.05)

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

® Botox injected into the flexor digitorum profundus and flexor digitorum sublimis muscles
¢ Botox injected into the adductor pollicis and flexor pollicis longus muscles

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

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 4.

Table 4. Primary and Key Secondary Endpoints by Muscle Group and Botox Dose at Week 6 in
Study 2

Botox low Botox mid Botox high dose | Placebo

dose (90 dose (180 (360 units)

units) (N=21) | units) (N=23) (N=21) (N=26)
Median Change from -1.5" -1.0° -1.5" -1.0

Baseline in Wrist Flexor
Muscle Tone on the
Ashworth Scale*®
Median Change from -0.5 -0.5 -1.0 -0.5
Baseline in Finger Flexor
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Muscle Tone on the
Ashworth Scale**¢

Median Change from -0.5 -1.0 -0.5° -0.5
Baseline in Elbow Flexor

Muscle Tone on the

Ashworth Scale**¢

Median Physician Global 1.0" 1.0" 1.0" 0.0

Assessment of Response to
Treatment

N: number.
*Primary endpoint at Week 6

** Secondary endpoints at Week 6
* Significantly different from placebo (p<0.05)

2p=0.053

® Total dose of Botox injected into both the flexor carpi radialis and ulnaris muscles
¢ Total dose of Botox injected into the flexor digitorum profundus and flexor digitorum sublimis muscles

4 Dose of Botox injected into biceps brachii muscle

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

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 5.

Table 5. Primary and Key Secondary Endpoints by Muscle Group and Botox Dose at Week 4 in

Study 3

Botox low dose | Botox mid dose | Botox high dose | Placebo
(90 units) (180 units) (360 units) (N=19)
(N=23) (N=21) (N=22)

Median Change from -1.0 -1.0 -1.5 -0.5

Baseline in Wrist Flexor

Muscle Tone on the

Ashworth Scale*®

Median Change from -1.0 -1.0 -1.0° -0.5

Baseline in Finger Flexor

Muscle Tone on the

Ashworth Scale**¢

Median Change from -0.5 -0.5 -1.0" -0.5

Baseline in Elbow Flexor
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Muscle Tone on the
Ashworth Scale**
N: number.
*Primary endpoint at Week 4
** Secondary endpoints at Week 4
* Significantly different from placebo (p<0.05)
b 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 (NCT01153815) included 170 adult patients (87 Botox and 83 placebo) with upper limb
spasticity who were at least 6 months post-stroke. In Study 4, patients received 20 units of
Botox into the adductor pollicis and flexor pollicis longus (total Botox dose=40 units in thumb
muscles) or placebo. Study 5 included 109 patients with upper limb spasticity who were at least
6 months post-stroke. In Study 5, adult patients received 15 units (low dose) or 20 units (high
dose) of Botox into the adductor pollicis and flexor pollicis longus under EMG guidance (total
Botox low dose=30 units, total Botox high dose=40 units), or placebo. The duration of follow-up
in Study 4 and Study 5 was 12 weeks.

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

Table 6. Efficacy Endpoints for Thumb Flexors at Week 6 in Study 4

Botox (N=66)

Placebo (N=57)

Median Change from Baseline in Thumb Flexor
Muscle Tone on the modified Ashworth Scale ™

-1.0°

0.0

Median Physician Global Assessment of Response

2.0

0.0

to Treatment ™
N: number.
" Secondary endpoints at Week 6
*Significantly different from placebo (p<0.001)
2Botox injected into the adductor pollicis and flexor pollicis longus muscles

In Study 5, the results of the change from Baseline to Week 6 in thumb flexor tone measured by
MAS and Clinical Global Impression (CGl) 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 7.

Table 7. Efficacy Endpoints for Thumb Flexors at Week 6 in Study 5

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

N: number.

** Secondary endpoint at Week 6

*** Other endpoint at Week 6

* Significantly different from placebo (p<0.010)

? Botox injected into the adductor pollicis and flexor pollicis longus muscles

Study 6 (NCT03261167) enrolled 124 post-stroke adult patients with upper limb spasticity. (2) In
Study 6, 61 patients received 160 units Botox divided among 3 elbow flexors (biceps brachii,
brachioradialis, and brachialis) and 63 patients received placebo. EMG, nerve stimulation, or
ultrasound techniques were recommended to assist in proper muscle localization for injections.
The duration of follow-up was 12 weeks.

The change from baseline in elbow flexor tone measured by modified Ashworth Scale at Week
6 is presented in Table 8.

Table 8. Primary Efficacy Endpoint Results for Elbow Flexors at Week 6 in Study 6

Botox Placebo
160 Units (N=63)
(N=61)
Mean Change from Baseline in Elbow Flexor Muscle | -1.09" -.071
Tone on the modified Ashworth Scale at Week 6

N: number.
*Nominal p value <0.05

Adult Lower Limb Spasticity

The efficacy and safety of Botox for the treatment of adult lower limb spasticity was evaluated
in Study 7, a randomized, multi-center, double-blind, placebo-controlled study. Study 7
included 468 post-stroke adult patients (233 Botox and 235 placebo) with ankle spasticity (MAS
ankle score of at least 3) who were at least 3 months post-stroke. A total dose of 300 units of
Botox or placebo were injected intramuscularly and divided between the gastrocnemius,
soleus, and tibialis posterior, with optional injection into the flexor hallucis longus, flexor
digitorum longus, flexor digitorum brevis, extensor hallucis, and rectus femoris with up to an
additional 100 units (400 units total dose). The use of electromyographic guidance or nerve
stimulation was required to assist in proper muscle localization for injections. Patients were
followed for 12 weeks.

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

Statistically significant between-group differences for Botox over placebo were demonstrated
for the co-primary efficacy measures of MAS and CGl (see Table 9). (2)

Table 9. Co-Primary Efficacy Endpoints Results in Study 6 (Intent-To-Treat Population)

Botox Placebo
300 to 400 units
(N=233) (N=235)
Mean Change from Baseline in Ankle Plantar Flexors on the
modified Ashworth Scale
Week 4 and 6 Average -0.8" -0.6
Mean Clinical Global Impression Score by Investigator
Week 4 and 6 Average 0.9" 0.7
N: number.

*Significantly different from placebo (p<0.05)

Compared to placebo, significant improvements in MAS change from baseline for ankle plantar
flexors and CGI were observed at Week 2, Week 4, and Week 6 for patients treated with Botox.

Pediatric Upper Limb Spasticity

The efficacy and safety of Botox for the treatment of upper limb spasticity in pediatric patients
2 to 17 years of age was evaluated in Study 1 (NCT01603602), a randomized, multi-center,
double-blind, placebo-controlled study. Study 1 included 234 pediatric patients (78 Botox 3
units/kg, 77 Botox 6 units/kg, and 79 placebo) with upper limb spasticity (MAS elbow or wrist
score of at least 2) because of cerebral palsy or stroke. A total dose of 3 units/kg Botox
(maximum 100 units), 6 units/kg Botox (maximum 200 units), or placebo was injected
intramuscularly and divided between the elbow or wrist and finger muscles. Electromyographic
guidance, nerve stimulation, or ultrasound techniques were used to assist in muscle localization
for injections. Patients were followed for 12 weeks after injection.

The co-primary endpoints were the average of the change from baseline in MAS principal
muscle group score (elbow or wrist) at Week 4 and Week 6, and the average of the Clinical
Global Impression of Overall Change by Physician (CGl) at Week 4 and Week 6. The CGI
evaluated the response to treatment in terms of how the patient was doing in his/her life using
a 9-point scale (-4=very marked worsening to +4=very marked improvement).
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Compared to placebo, significant improvements in MAS change from baseline were observed at

all timepoints for Botox-treated patients (see Table 10). Although CGI scores numerically
favored Botox over placebo, the difference was not statistically significant.

Table 10. Co-Primary Efficacy Endpoints Results in Study 1 (Pediatric Upper Limb Spasticity,

Modified Intent-To-Treat Population)

Botox Botox Placebo
3 units/kg 6 units/kg
(N=78) (N=77) (N=79)
Mean Change from Baseline in Principal
Muscle Group (Elbow or Wrist) on the
modified Ashworth Scale
Week 4 and 6 Average -1.92" -1.87" -1.21
Mean Clinical Global Impression Score
Week 4 and 6 Average 1.88 1.87 1.66

N: number.
* Nominal p value <0.05

Pediatric Lower Limb Spasticity

The efficacy and safety of Botox for the treatment of lower limb spasticity in pediatric patients
2 to 17 years of age was evaluated in Study 2 (NCT01603628), a randomized, multi-center,
double-blind, placebo-controlled study. Study 2 included 381 pediatric patients (125 Botox 4
units/kg, 127 Botox 8 units/kg, and 129 placebo) with lower limb spasticity (MAS ankle score of
at least 2). A total dose of 4 units/kg Botox (maximum 150 units), 8 units/kg Botox (maximum
300 units), or placebo was injected intramuscularly and divided between the gastrocnemius,
soleus, and tibialis posterior. Electromyographic guidance, nerve stimulation, or ultrasound
techniques were used to assist in muscle localization for injections. Patients were followed for
12 weeks after injection.

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

Statistically significant differences between Botox and placebo were demonstrated for the MAS
and CGl for the 8 units/kg dose only (see Table 11).

Table 11. Co-Primary Efficacy Endpoints Results in Study 2 (Pediatric Lower Limb Spasticity,
Modified Intent-To-Treat Population)

Botox Botox Placebo
4 units/kg 8 units/kg
(N=125) (N=27) (N=129)
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Mean Change from Baseline in Plantar
Flexors on the modified Ashworth Scale

Week 4 and 6 Average -1.01% -1.06° -0.80

Mean Clinical Global Impression Score

Week 4 and 6 Average 1.49 1.65" 1.36
N: number.

* Significantly different from placebo (p<0.05)
" Nominal p value <0.05

Compared to placebo, improvements in mean change from baseline for the MAS, and mean CGI
score for lower limb spasticity were observed at timepoints up to Week 12 for Botox-treated
patients.

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 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 12.

Table 12. Efficacy Outcomes of the Phase 3 Cervical Dystonia Study (Group Means)
Placebo Botox 95% Cl on
(N=82) (N=88) Difference
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Baseline CDSS 9.3 9.2

Change in CDSS at Week 6 -0.3 -1.3 (-2.3,0.3)%°
% Patients with Any Improvement on Physician | 31% 51% (5%, 34%)?
Global Assessment

Pain Intensity Baseline 1.8 1.8

Change in Pain Intensity at Week 6 -0.1 -0.4 (-0.7,-0.2)¢
Pain Frequency Baseline 1.9 1.8

Change in Pain Frequency at Week 6 -0.0 -0.3 (-0.5, -0.0)¢

Cl: confidence interval, CDSS: Cervical Dystonia Severity Scale; N: Number.

2 Confidence intervals are constructed from the analysis of covariance table with treatment and
investigational site as main effect, 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,
5to 5 muscles, and 5 to 2 muscles. The total dose and muscles selected were tailored to meet
individual patient needs.

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.

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.
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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.

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.

AbobotulinumtoxinA (Dysport®) (3)

FDA-Labeled Indications

Cervical Dystonia

The efficacy of Dysport was evaluated in two randomized, double-blind, placebo-controlled,
single-dose, parallel-group studies in treatment-naive cervical dystonia patients. The principal
analyses from these trials provide the primary demonstration of efficacy involving 252 patients
(121 on Dysport, 131 on placebo) with 36% male and 64% female. Ninety-nine percent of the
patients were Caucasian.

In both placebo-controlled studies (Study 1 and Study 2), a dose of 500 units of Dysport was
given by intramuscular injection divided among two to four affected muscles. These studies
were followed by long-term open-label extensions that allowed titration in 250-unit steps to
doses in a range of 250 to 1000 units, after the initial dose of 500 units. In the extension
studies, re-treatment was determined by clinical need after a minimum of 12 weeks. The
median time to re-treatment was 14 weeks and 18 weeks for the 75" percentile.

The primary assessment of efficacy was based on the total Toronto Western Spasmodic
Torticollis Rating Scale (TWSTRS) change from baseline at Week 4 for both studies. The scale
evaluates the severity of dystonia, patient-perceived disability from dystonia, and pain. The
adjusted mean change from baseline in the TWSTRS total score was statistically significantly
greater for the Dysport group than the placebo group at Week 4 in both studies.

Upper Limb Spasticity in Adults

The efficacy and safety of Dysport for the treatment of upper limb spasticity in adults was
evaluated in a randomized, multicenter, double-blind, placebo-controlled study that included
238 patients (159 Dysport and 79 placebo) with upper limb spasticity MAS score >2 in the
primary targeted muscle group for toxin-naive patients or MAS score >3 in the primary targeted
muscle group for toxin non-naive patients at least 4 months after the last botulinum toxin
injection, of any serotype) who were at least 6 months post-stroke or post-traumatic brain
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injury. The median age of the patients in this study was 55 years (range 18 to 78 years), 64%
were male, and 86% were Caucasian.

Dysport 500 units (N=80), Dysport 1000 units (N=79), or placebo (N=79) was injected
intramuscularly into the affected upper limb muscles. After injection of the primary targeted
muscle groups (PTMG), the remainder of the dose was injected into at least two additional
upper limb muscles determined by the patient’s individual presentation. Table 20 provides the
mean and range of Dysport doses injected and the number of injections into specific muscles of
the upper limb.

The co-primary efficacy variables were muscle tone assessed by the MAS at the primary
targeted muscle group at Week 4 and the Physician Global Assessment (PGA; ranges from —
4=markedly worse to +4=markedly improved) at Week 4 (see Table 19).

Table 19. Primary Endpoints (PTMG MAS and PGA) and MAS by Muscle Group at Week 4 in
Adults with Upper Limb Spasticity

Placebo Dysport
(N=79) (500 units) (1000 units)
(N=80) (N+79)

LS Mean Change from Baseline in PTMG -0.3 -1.2° -1.4°
Muscle Tone on the MAS
LS Mean PGA of Response to Treatment 0.7 1.4° 1.8"
LS Mean Change from Baseline in Wrist -0.3 -1.4 -1.6
Flexor Muscle Tone on the MAS (n=54) (n=57) (n=58)
LS Mean Change from Baseline in Finger -0.3 -0.9 -1.2
Flexor Muscle Tone on the MAS (n=70) (n=66) (n=73)
LS Mean Change from Baseline in Elbow -0.3 -1.0 -1.2
Flexor Muscle Tone on the MAS (n=56) (n=61) (n=48)

LS: least square; N: number; PTMG: primary targeted muscle groups; MAS: Modified Ashworth Scale;
PGA: Physician Global Assessment.
" p<0.05

Lower Limb Spasticity in Adults

The efficacy of Dysport for the treatment of lower limb spasticity was evaluated in a
randomized, multicenter, double-blind, placebo-controlled study that included 381 patients
(253 Dysport and 128 placebo). Patients had lower limb spasticity MAS score >2 in the affected
ankle joint for toxin-naive patients, or MAS score 23 in the affected ankle joint for toxin non-
naive patients and were at least 6 months post-stroke or post-traumatic brain injury. In the
study, the gastrocnemius and soleus muscles, and at least one additional lower limb muscle
were injected, according to the clinical presentation. The primary efficacy variable was muscle
tone assessed by the MAS at the ankle joint at Week 4. The first secondary endpoint was the
PGA at Week 4 (see Table 20).
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Table 20. Primary Endpoint Change in MAS and the First Secondary Endpoint PGA at Week 4
in Adults with Lower Limb Spasticity

LS Mean Change from Baseline on the Dysport Dysport Placebo
Modified Ashworth Scale 1000 units 1500 units

(N=125) (N=128) (N=128)
Week 4 -0.6 -0.8" -0.5
LS Mean Physician Global Assessment Score
Investigator
Week 4 0.9 0.9 0.7

LS: least square; MAS: Modified Ashworth Scale; N: number; PGA: Physician Global Assessment.
* p<0.05

Upper Limb Spasticity in Pediatric Patients

The efficacy of Dysport for the treatment of upper limb spasticity in pediatric patients 2 to 17
years of age was evaluated in a double-blind, low dose controlled, multicenter study
(NCT02106351). A total of 208 toxin naive or non-naive (66% had prior treatment with a
botulinum toxin) patients weighing at least 10 kgs, with a baseline MAS of grade 2 or

greater (99% patients) at the PTMG, were enrolled in the modified intention to treat population
(mITT). Patients received Dysport 16 units/kg (n=70), Dysport 8 units/kg (n=69), or Dysport 2
units/kg (n=69) injected into the upper limb. The elbow flexors and wrist flexors respectively
were the PTMG in 57% and in 43% of patients. The median age of the patients in this study was
9 years (range, 2 to 17 years; 57% were between 2 and 9 years of age); 60% of patients were
male, and 75% were White.

The primary efficacy endpoint was the mean change from baseline in MAS in the PTMG at
Week 6 (see Table 21). The secondary efficacy endpoint was the mean PGA score assessed at
Week 6 (Table 22). Although PGA scores numerically favored Dysport treatment over the low-
dose control, the difference was not statistically significant.

Table 21. Modified Ashworth Scale (MAS) Score in the PTMG Change from Baseline at Week 6
in Pediatric Patients with Upper Limb Spasticity (mITT Population)

Control Group Treatment Groups
Dysport Dysport Dysport
2U/kg 8U/kg 16U/kg
(N=69) (N=69) (N=70)
Baseline
Mean (SD) 3.1(0.3) 3.1(0.3) 3.1(0.5)
Week 6
LS® mean change from baseline in -1.6 -2.0 -2.3
PTMG® on MAS
Difference from control in LS? means -0.4 -0.7
p-value® 0.0118¢ <0.0001
Week 16

Botulinum Toxin/RX501.019

Page 23



LS® mean change from baseline in -0.9 -1.2 -1.5
PTMGP on MAS
Difference from control in LS? means -0.3¢ -0.6¢

mITT: modified intention-to-treat; N: number; SD: standard deviation.

2 LS: least square
® PTMG: primary targeted muscle group

¢ p-value is derived from ANCOVA on ranked MAS score change from baseline with treatment, baseline

score, age range at baseline, prior botulinum toxin treatment status at baseline, and center as

explanatory variables
4 Nominal p-value <0.05

Table 22. Physician Global Assessment (PGA) of Treatment Response at Week 6 in Pediatric

Patients with Upper Limb Spasticity (mITT Population)

Control Group Treatment Groups
Dysport Dysport Dysport
2U/kg 8U/kg 16U/kg
(N=69) (N=69) (N=70)
Week 6
Mean score (SD) 1.7 (0.9) 2.0(0.9) 2.0(0.9)
LS? mean in PGA 1.8 2.0 2.0
Difference from control in LS® means 0.2 0.2
p-value® 0.2043 0.1880
Week 16
Mean score (SD) 1.7 (1.0) 1.6 (1.1) 1.9 (1.2)
LS? mean in PGA 1.8 1.7 1.9
Difference from control in LS® means -0.1 0.1
p-value® 0.7001 0.4041

mITT: modified intention-to-treat; N: number; SD: standard deviation.

2 LS: least square

® PTMG: primary targeted muscle group

¢ p-value is derived from ANCOVA on ranked PGA score with treatment, age range at baseline, prior
botulinum toxin treatment status at baseline, and center as explanatory variables

Lower Limb Spasticity in Pediatric Patients

The efficacy of Dysport for the treatment of lower limb spasticity in patients 2 to 17 years of
age was evaluated in a double-blind, placebo-controlled, multicenter study in patients 2 to 17
years of age treated for lower limb spasticity because of cerebral palsy causing dynamic
equinus foot deformity. A total of 235 (158 Dysport and 77 placebo) toxin-naive or non-naive
patients with a MAS of grade 2 or greater at the ankle plantar flexors were enrolled to receive
Dysport 10 units/kg/leg (n=79), Dysport 15 units/kg/leg (n=79) or placebo (n=77) injected into
the gastrocnemius and soleus muscles. Forty-one percent of patients (n=66) were treated
bilaterally and received a total lower limb Dysport dose of either 20 units/kg (n=37) or 30
units/kg (n=29). The median age of the patients in this study was 5 years (range 2 to 17 years);
60% of patients were male, and 73% were Caucasian.
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The primary efficacy endpoint was the mean change from baseline in MAS in ankle plantar
flexor at Week 4; a co-primary endpoint was the mean PGA score at Week 4 (see Table 23). (3)

Table 23. MAS and PGA Change from Baseline at Week 4 in Pediatric Patients with Lower

Limb Spasticity (ITT Population)

Placebo Dysport Dysport
(N=77) 10 units/kg/leg | 15 units/kg/leg
(N=79) (N=79)
LS Mean Change from Baseline | Week 4 -0.5 -0.9" -1.0°
in Ankle plantar flexor Muscle | Week 12 -0.5 -0.8" -1.0°
Tone on the MAS
LS Mean PGA of Response to | Week 4 0.7 1.5" 1.5°
Treatment Week 12 0.4 0.8 1.0°

ITT: intention-to-treat; LS: least square; MAS: modified Ashworth Scale; N: number; PGA: Physician
Global Assessment.
* p<0.05

IncobotulinumtoxinA (Xeomin®) (4)

FDA-Labeled Indications

Chronic Sialorrhea in Adult Patients

The efficacy and safety of Xeomin for the treatment of chronic sialorrhea in adult patients were
evaluated in a double-blind, placebo-controlled clinical trial that enrolled a total of 184 patients
with chronic sialorrhea resulting from Parkinson's disease, atypical parkinsonism, stroke, or
traumatic brain injury, that was present for at least three months. Patients with a history of
aspiration pneumonia, amyotrophic lateral sclerosis, salivary gland or duct malformation, and
gastroesophageal reflux disease were excluded. The study consisted of a 16-week main phase,
followed by an extension period of dose-blinded treatment with Xeomin.

In the main phase, a fixed total dose of Xeomin (100 units or 75 units) or placebo was
administered into the parotid and submandibular salivary glands in a 3:2 dose ratio. The
coprimary efficacy variables were the change in unstimulated Salivary Flow Rate (uSFR, Table
10) and the change in Global Impression of Change Scale at Week 4 postinjection. A total of 173
treated patients completed the main phase of the study. For both the uSFR and GICS, Xeomin
100 units was significantly better than placebo. Xeomin 75 units was not significantly better
than placebo.

Chronic Sialorrhea in Pediatric Patients

The efficacy and safety of Xeomin for the treatment of chronic sialorrhea in pediatric patients
were evaluated in a prospective, randomized, double-blind, placebo-controlled, parallel-group,
multicenter trial that enrolled and treated a total of 216 pediatric patients 6-17 years of age
with chronic sialorrhea associated with cerebral palsy, other genetic or congenital disorders, or
traumatic brain injury. An additional 35 patients 2-5 years of age were treated with open-label
Xeomin in that study. The study consisted of a 16-week main phase, followed by an open-label
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extension period of treatment with Xeomin where patients could receive up to 3 additional
treatments with Xeomin every 16 * 2 weeks for a total exposure duration of up to 64 weeks
(222 patients completed the extension period).

In the main phase, patients 6-17 years of age were administered a total dose of Xeomin
according to body weight (up to 75 units), or placebo, into the parotid and submandibular
glands in a 3:2 dose ratio, using ultrasound guidance. Patients 2-5 years of age all received
open-label treatment with Xeomin, according to body weight, using ultrasound guidance.
Patients with a body weight <12 kg were excluded.

The primary efficacy analysis was conducted in the 6-17 years of age patient group. The co-
primary endpoints were the change in unstimulated Salivary Flow Rate (uSFR, Table 24) and

carer’s Global Impression of Change Scale (GICS, Table 25) at Week 4 post-injection.

For both the uSFR and GICS, Xeomin was statistically significantly better than placebo (see Table
24 and Table 25).

Table 24. Mean Change in uSFR (g/min) from Baseline at Week 4, 8, 12, and 16 of Main Phase

Xeomin (6-17 years) Placebo (6-17 years)
N=148 N=72
Week 4" -0.14 -0.07
Week 8 -0.16 -0.07
Week 12 -0.16 -0.06
Week 16 -0.15 -0.08
N: number; uSFR: unstimulated Salivary Flow Rate.

*p=0.0012

Table 25. Mean Carer’s GICS at Week 4, 8, 12, and 16 of Main Phase

Xeomin (6-17 years) Placebo (6-17 years)
N=148 N=72
Week 4° 0.91 0.63
Week 8 0.94 0.54
Week 12 0.87 0.47
Week 16 0.77 0.38
GICS: Global Impression of Change Scale; N: number.

*p=0.0320

Efficacy in pediatric patients 2 to 5 years of age is extrapolated from the finding of efficacy in
older pediatric patients.

Upper Limb Spasticity in Adult Patients
The efficacy and safety of Xeomin for the treatment of upper limb spasticity in adult patients
were evaluated in two Phase 3, randomized, multicenter, double-blind studies.
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Study 1 and Study 2 were both prospective, double-blind, placebo-controlled, randomized,
multicenter trials with an open-label extension period (OLEX) to investigate the efficacy and
safety of Xeomin in the treatment of poststroke spasticity of the upper limb. For patients who
had previously received botulinum toxin treatment in any body region, Study 1 and Study 2
required that = 12 months and = 4 months, respectively, had passed since the most recent
botulinum toxin administration.

Study 1 consisted of a 12-week main phase followed by three 12-week OLEX treatment cycles
for a total exposure duration of 48 weeks. The study included 317 treatment-naive patients
who were at least three months poststroke in the main study period (210 Xeomin and 107
placebo). During the main period, Xeomin (fixed total dose of 400 units) and placebo were
administered intramuscularly to the defined primary target clinical pattern chosen from among
the flexed elbow, flexed wrist, or clenched fist patterns and to other affected muscle groups.
296 treated patients completed the main phase and participated in the first OLEX cycle. Each
OLEX cycle consisted of a single treatment session (Xeomin 400 units total dose, distributed
among all affected muscles) followed by a 12-week observation period.

Study 2 consisted of a 12 to 20-week main phase followed by an OLEX period of 48— 69 weeks
for up to 89 weeks of exposure to Xeomin. The study included 148 treatment-naive and
pretreated patients with a confirmed diagnosis of poststroke spasticity of the upper limb who
were at least six months poststroke (73 Xeomin and 75 placebo). During the main period, for
each patient, the clinical patterns of flexed wrist and clenched fist were treated with fixed
doses (90 units and 80 units, respectively). Additionally, if other upper limb spasticity patterns
were present, the elbow, forearm and thumb muscles could be treated with fixed doses of
Xeomin per muscle. 145 patients completed the main phase and participated in the OLEX
period, during which time the dosing of each involved muscle could be adapted individually.
During the main and OLEX periods, the maximum total dose per treatment session and 12-week
interval was 400 units.

In Study 1, the primary efficacy variable was the change from baseline in Ashworth Scale (AS)
score of the primary target clinical pattern determined by the investigator at the Week 4 visit.
The AS is a clinical measure of the severity of spasticity by judging resistance to passive
movement. The spasticity of the elbow flexors, wrist flexors, finger flexors, and thumb muscles
as well as the forearm pronators was assessed on the 0 to 4-point AS at each visit. The co-
primary efficacy variable of Study 1 was GICS after 4 Weeks of treatment with Xeomin or
placebo. The GICS is a global measure of a subject’s functional improvement. Investigators were
asked to evaluate the subject’s global change in spasticity of the upper limb due to treatment,
compared to the condition before the last injection. The response was assessed using a 7-point
Likert scale that ranges from —3 (very much worse) to +3 (very much improved). Xeomin was
considered to be superior to placebo in Study 1 only if statistical significance was reached in
both the AS and GICS variables.

The primary efficacy results are displayed in Table 26.
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Table 26. Efficacy Results by Patterns of Spasticity in Study 1, Week 4
Mean Change in Ashworth Scale

Xeomin Placebo
(N=171) (N=88)
Total Primary Target Clinical Pattern (flexed wrist, flexed | -0.9 -0.5
elbow, and clenched fist)
N: number.

The analysis is based on Last Observation Carried Forward in the Intent To Treat population.
p<0.001

Upper Limb Spasticity in Pediatric Patients

Study 1 was a prospective, double-blind, dose-response, randomized, multi-center trial with an
open-label extension period to evaluate the efficacy and safety of Xeomin for the treatment of
upper limb spasticity in pediatric patients. Study 1 enrolled a total of 350 pediatric patients 2 to
17 years of age with upper limb spasticity in one or both upper limbs. In the double-blind main
period of Study 1, patients were randomized to one of three dosages of Xeomin: 2 units/kg
(maximum 50 units per upper limb), 6 units/kg (maximum 150 units per upper limb); or 8
units/kg (maximum 200 units per upper limb). The maximum dose, if both upper limbs were
treated, respectively was 4 units/kg (maximum 100 units), 12 units/kg (maximum 300 units), or
16 units/kg (maximum 400 units). For treatment of flexed elbow, injection of biceps brachii was
mandatory. The investigator could select 1 of the 2 other muscles contributing to spasticity of
elbow flexion (i.e., brachialis and brachioradialis) for injection. For patients needing treatment
for a flexed wrist, both the flexor carpi radialis and flexor carpi ulnaris were injected. Study 1
used a dose-response design, in which the two highest dosages of Xeomin (8 units/kg and 6
units/kg) were compared to the lowest dosage (2 units/kg), which served as control. In the
absence of a placebo control, the efficacy of the 2 units/kg dosage of Xeomin could not be
evaluated in Study 1.

The co-primary efficacy variables in Study 1 were the change from baseline on the Ashworth
Scale for the primary clinical target pattern (i.e., elbow flexors or wrist flexors), and the GICS,
both at Week 4. The GICS is a global measure of a subject’s functional improvement based on a
7-point Likert scale that ranges from -3 = very much worse to +3 = very much improved.

The change from baseline in Ashworth Scale score was significantly greater for patients treated
with Xeomin 8 units/kg than for patients treated with Xeomin 2 units/kg. The difference in GICS
score between patients treated with Xeomin 8 units/kg and those treated with Xeomin 2
units/kg did not reach statistical significance. However, the clinical meaningfulness of the
difference in Ashworth Scale score changes between patients treated with Xeomin 8 units/kg
and those treated with Xeomin 2 units/kg was established by a responder analysis, in which the
proportion of patients with a 1-point change or greater on the Ashworth Scale was examined.
In that analysis, 86% of patients treated with Xeomin 8 units/kg met the responder definition,
compared to 71% of patients treated with Xeomin 2 units/kg (nominal p value = 0.0099).
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There was no significant difference in change from baseline in Ashworth Scale score, GICS
score, or proportion of responders between patients treated with Xeomin 6 units/kg and those
treated with Xeomin 2 units/kg. Therefore, the efficacy of a 6 units/kg dosage of Xeomin for the
treatment of upper limb spasticity in pediatric patients was not established in Study 1.

Cervical Dystonia

Xeomin has been investigated in a Phase 3, randomized, double-blind, placebo-controlled,
multicenter trial in a total of 233 patients with cervical dystonia. Patients had a clinical
diagnosis of predominantly rotational cervical dystonia, with baseline Toronto Western
Spasmodic Torticollis Rating Scale (TWSTRS) total score 220, TWSTRS severity score 210,
TWSTRS disability score 23, and TWSTRS pain score 21. For patients who had previously
received a botulinum toxin treatment for cervical dystonia, the trial required that 210 weeks
had passed since the most recent botulinum toxin administration. Patients with swallowing
disorders or any significant neuromuscular disease that might interfere with the study were
excluded from enrollment. Patients were randomized (1:1:1) to receive a single administration
of Xeomin 240 units (n=81), Xeomin 120 units (n=78), or placebo (n=74). Each patient received
a single administration of 4.8 mL of reconstituted study agent (Xeomin 240 units, Xeomin 120
units, or placebo). The investigator at each site decided which muscles would receive injections
of the study agent, the number of injection sites, and the volume at each site. The muscles
most frequently injected were the splenius capitis/semispinalis, trapezius, sternocleidomastoid,
scalene, and levator scapulae muscles.

Most patients received a total of 2-10 injections into the selected muscles. Patients were
assessed by telephone at one-week postinjection, during clinic visits at Weeks 4 and 8, and then
by telephone assessments or clinic visits every two weeks up to Week 20.

The mean age of the study patients was 53 years, and 66% of the patients were women. At
study baseline, 61% of patients had previously received a botulinum toxin as treatment for
cervical dystonia. The study was completed by 94% of study patients. Three patients
discontinued the study prematurely due to adverse events: two patients in the 240-unit group
experienced musculoskeletal pain and muscle weakness, and one patient in the 120-unit group
experienced nausea and dizziness.

The primary efficacy endpoint was the change in the TWSTRS total score from baseline to Week
4 postinjection, in the intent-to-treat (ITT) population, with missing values replaced by the
patient's baseline value. In the ITT population, the difference between the Xeomin 240-unit
group and the placebo group in the change of the TWSTRS total score from baseline to Week 4
was 9.0 points, 95% confidence interval (Cl) 12.0; 5.9 points; the difference between the
Xeomin 120-unit group and the placebo group in the change of the TWSTRS total score from
baseline to Week 4 was 7.5 points, 95% Cl 10.4; 4.6 points.

Comparison of each Xeomin group to the placebo group was statistically significant at p<0.001.
Initial Xeomin doses of 120 units and 240 units demonstrated no significant difference in
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effectiveness between the doses. The efficacy of Xeomin was similar in patients who were
botulinum toxin naive and those who had received botulinum toxin prior to this study.

Blepharospasm

The efficacy and safety of Xeomin for the treatment of blepharospasm in treatment-naive
patients were evaluated in Study 1, a randomized, double-blind, placebo-controlled,
multicenter trial in a total of 61 patients. Patients had a clinical diagnosis of blepharospasm,
with a baseline Jankovic Rating Scale (JRS) severity subscore 2. Patients were defined as
treatment-naive if at least 12 months had passed since their last botulinum toxin treatment for
blepharospasm. During the placebo-controlled phase, a fixed total dose of 25 Units Xeomin
(n=22), 50 Units Xeomin (n=19), or placebo (n=20) was administered intramuscularly at 6
injection sites per eye. Of the 61 patients randomized, 55 patients completed the placebo-
controlled phase. Patients only continued to the open-label extension (OLEX) period if they had
a confirmed need for a reinjection by week 20 of the placebo-controlled phase. A total of 39
patients entered and completed the OLEX phase.

The primary efficacy variable was the change from baseline in JRS Severity subscore determined
at Week 6 after the injection. The 50 Unit treatment group demonstrated statistically significant
improvements compared to placebo, with a difference of 1.2 (p=0.0004). The change from
baseline in the JRS Severity subscore for the 25-unit treatment group 6 weeks after the
injection was not statistically significant, with a difference of 0.5 (p=0.1452) compared to
placebo.

The efficacy and safety of Xeomin for the treatment of blepharospasm patients pretreated
with onabotulinumtoxinA (Botox) were evaluated in Study 2, a randomized, double-blind,
placebo-controlled, multicenter trial in a total of 109 patients. Patients had a clinical diagnosis
of benign essential blepharospasm, with baseline JRS Severity subscore 22, and a stable
satisfactory therapeutic response to previous administrations of onabotulinumtoxinA

(Botox). At least 10 weeks had to have elapsed since the most recent onabotulinumtoxinA
administration. Patients with any significant neuromuscular disease that might interfere with
the study were excluded from enrollment. Patients were randomized (2:1) to receive a single
administration of Xeomin (n=75) or placebo (n=34). Each patient in the Xeomin group received
a Xeomin treatment (dose, volume, dilution, and injection sites per muscle) that was similar to
the most recent onabotulinumtoxinA injection sessions prior to study entry.

Patients were assessed during clinic visits at Weeks 3 and 6, and then by telephone or at clinic
visits every two weeks up to Week 20.

The mean age of the study patients was 62 years, and 65% of the patients were women. The
study was completed by 94% of study patients. Approximately one third of patients had other
dystonic phenomena; in all but 1% this was limited to facial, cervical, perioral and mandibular
muscles. No patients discontinued the study prematurely due to adverse events.
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The primary efficacy endpoint was the change in the JRS Severity subscore from baseline to
Week 6 postinjection, in the ITT population, with missing values replaced by the patient's most
recent value (i.e., last observation carried forward). In the ITT population, the difference
between the Xeomin group and the placebo group in the change of the JRS Severity subscore
from baseline to Week 6 was 1.0 (95% Cl 1.4; 0.5) points. Comparison of the Xeomin group to
the placebo group was statistically significant at p<0.001.

RimabotulinumtoxinB (Myobloc®) (5)

FDA-Labeled Indications

Cervical Dystonia

Two Phase 3, randomized, multi-center, double-blind, placebo-controlled studies of the
treatment of cervical dystonia were conducted (Study 1 and Study 2). Both studies enrolled
only adult patients who had a history of receiving botulinum toxin type A in an open-label
manner, with a perceived good response and tolerable adverse effects. Study 1 enrolled
patients who were perceived as having an acceptable response to type A toxin, while Study 2
enrolled only patients who had secondarily lost responsiveness to type A toxin. Other eligibility
criteria common to both studies were that all patients had moderate or greater severity of
cervical dystonia with at least 2 muscles involved, no neck contractures or other causes of
decreased neck range of motion, and no history of any other neuromuscular disorder. Patients
in Study 1 were randomized to receive placebo, Myobloc 5,000 units or Myobloc 10,000 units.
Patients in Study 2 were randomized to receive placebo or 10,000 units of Myobloc. The study
agent was administered to subjects in a single treatment session by investigators who selected
2 to 4 muscles per subject from the following: splenius capitis, sternocleidomastoid, levator
scapulae, trapezius, semispinalis capitis, and scalene muscles. The total dose was divided
between the selected muscles, and from 1 to 5 injections were made per muscle. There were
109 patients enrolled into Study 1, and 77 into Study 2. Patient evaluations continued for 16
weeks post injection.

The primary efficacy outcome variable for both studies was the Toronto Western Spasmodic
Torticollis Rating Scale (TWSTRS)-Total Score (scale range of possible scores is 0-87) at Week 4.
TWSTRS is comprised of three sub-scales which examine: 1) Severity—the severity of the
patient’s abnormal head position; 2) Pain—the severity and duration of pain due to the
dystonia; and 3) Disability—the effects of the abnormal head position and pain on a patient’s
activities. The secondary endpoints were the Patient Global and Physician Global Assessments
of change at Week 4. Both Global Assessments used a 100-point visual-analog scale (VAS). The
Patient Global Assessment allows patients to indicate how they feel at the time of their
evaluation compared to the pre-injection baseline. Likewise, the Physician Global Assessment
indicates the physician’s assessment of a patient’s change from baseline to Week 4. Scores of
50 indicate no change, 0 much worse, and 100 much better.

There were no statistically significant differences in results between the 5,000 unit and 10,000-
unit doses in Study 1. Exploratory analyses of these two studies suggested that the majority of
patients who showed a beneficial response by Week 4 had returned to their baseline status
between Weeks 12 to 16 post injection. Although there was a Myobloc-associated decrease in
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pain, there remained many patients who experienced an increase in dystonia-related neck pain
irrespective of treatment group. TWSTRS Total Score at Week 4 and Patient Global Assessment
among subgroups by gender or age showed consistent treatment-associated effects across
these subgroups. There were too few non-Caucasian patients enrolled to draw any conclusions
regarding relative efficacy in racial subsets.

Myobloc was studied in two Phase 2 dose-ranging studies, Studies 3 and 4, which preceded the
Phase 3 studies. Studies 3 and 4 had a study design similar to the Phase 3 studies, including
eligibility criteria. Study 3 enrolled 85 patients randomized to placebo, Myobloc 400 units,
Myobloc 1,200 units, or Myobloc 2,400 units (21 or 22 patients per group). Study 4 enrolled 122
patients randomized to placebo, Myobloc 2,500 units, Myobloc 5,000 units, or Myobloc 10,000
units (30 or 31 patients per group). These studies demonstrated efficacy on the TWSTRS-Total,
baseline to Week 4, at doses of 2,400 units; 2,500 Units; 5,000 units; and 10,000 units. Study 3
showed mean improvement from baseline on the Week 4 TWSTRS for placebo and 2,400 units
of 2.0 and 8.5 points respectively (from baselines of 42.0 and 42.4 points). Study 4 showed
mean improvement from baseline to Week 4 for placebo, Myobloc 2,500 units, Myobloc 5,000
units, and Myobloc 10,000 units of 3.3, 11.6, 12.5, and 16.4 points, respectively (from baseline
of 45.5, 45.6, 45.2, and 47.5 points). Study 3 also showed less response for doses below 2,400
units.

Study 5 was an open-label, intrapatient dose-escalation study of 3 treatment sessions where
each patient with cervical dystonia sequentially received 10,000 units; 12,500 units; and 15,000
units of Myobloc, at periods of 12 to 16 weeks between treatment sessions irrespective of their
response to their previous dose. This study enrolled 145 patients, of whom 125 received all
three treatments. Although this was an open-label design where investigators and patients
knew the dose at each treatment session, there were similar mean improvements on the
TWSTRS-Total, from baseline to Week 4, for all three doses. In the Myobloc-treated patients
(n=112) of the Phase 3 studies, 19% had 2 muscles injected, 48% had 3 muscles injected, and
33% had 4 muscles injected.

Chronic Sialorrhea

Study 1 (NCT01994109) was a multicenter, randomized, double-blind, placebo-controlled study
of a single treatment of chronic sialorrhea (with 13-week follow-up), followed by an open-label
treatment period. 187 adult patients with chronic, troublesome sialorrhea for at least 3 months
were randomized to receive treatment with Myobloc 2,500 units, Myobloc 3,500 units, or
placebo. Patients had chronic sialorrhea associated with Parkinson’s disease (n=122),
amyotrophic lateral sclerosis (ALS; n=12), stroke (n=13), and other causes (n=40). Patients with
a history of aspiration or severe dysphagia in the last 6 months and ALS patients with a forced
vital capacity of less than 20% of predicted were excluded from the study. A single treatment
was administered, consisting of bilateral injections of Myobloc into the parotid (1,000 units or
1,500 units per gland) and submandibular (250 units per gland) salivary glands or volume
matched placebo. A total of 114 patients received 4 consecutive treatments with 3,500 units of
Myobloc every 11 to 15 weeks.
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The co-primary efficacy endpoints for Study 1 were the change from baseline in Unstimulated
Salivary Flow Rate (USFR) and the Clinical Global Impression of Change (CGI-C) assessed 4
weeks after treatment in the double-blind part of the study. The CGI-C is a seven-point Likert
scale with scores ranging from “1=very much improved” to “7=very much worse.” The change
from baseline (i.e., decrease) in USFR at Week 4 was significantly greater for patients treated
with Myobloc than in patients on placebo. Similarly, CGI-C scores at Week 4 were significantly
lower (i.e., better) in patients treated with Myobloc than in patients on placebo. Chronic
sialorrhea was ‘much improved’ or ‘very much improved’, according to CGI-C scores at Week 4
post injection, in patients treated with Myobloc 2,500 units (60%) and Myobloc 3,500 units
(53%) than in patients on placebo (12%).

Study 2 (NCT00515437) was a multicenter, double-blind, placebo-controlled, sequential dose-
escalation study of Myobloc 1,500 units; 2,500 units; or 3,500 units versus matching placebo for
the treatment of troublesome chronic sialorrhea in patients with Parkinson’s disease. Patients
were randomized to receive a single treatment with Myobloc 1,500 units (n=14); Myobloc 2,500
units (n=12); or Myobloc 3,500 units (n=13). Each group also included 5 patients who received
placebo (n=15). Patients were followed for up to 20 weeks after injection. The mean age of
patients in the study was 71 years. In the study, 89% of patients were male, and 96% white.

The change from baseline in the unstimulated salivary flow rate (USFR) and the Clinical Global
Impression of Change (CGI-C) was assessed 4 weeks after treatment. There was a significant
reduction in the USFR for all three dosage groups of Myobloc, compared with patients on
placebo. Similarly, the CGI-C scores were significantly lower in all three Myobloc dosage groups
than in patients on placebo. The mean change from baseline to Week 4 on the USFR was similar
in all three Myobloc dosage groups.

DaxibotulinumtoxinA-lanm (Daxxify®) (6)

FDA-Labeled Indications

Cervical Dystonia

The efficacy of Daxxify was evaluated in a randomized, double-blind, placebo-controlled,
multicenter trial in a total of 301 patients (NCT03608397). The mean age of patients was 58
years, 65% were women, and 96% were White. At study baseline, 84% of patients had
previously received a botulinum toxin as treatment for cervical dystonia. Patients had a clinical
diagnosis of cervical dystonia with baseline Toronto Western Spasmodic Torticollis Rating Scale
(TWSTRS) total score 220, TWSTRS severity score 215, TWSTRS disability score 23, and TWSTRS
pain score 21. For patients who had previously received a botulinum toxin treatment for
cervical dystonia, the trial required that 214 weeks had passed since the most recent botulinum
toxin administration. Patients were randomized (3:3:1) to receive a single administration of 2.5
mL of either Daxxify 125 Units (n=125), Daxxify 250 Units (n=130), or placebo (n=46), divided
amongst the affected muscles as selected by the investigator. Table 27 indicates the treated
muscles, along with the number of patients treated and Daxxify units.

Table 27. Summary of Muscles Treated in Each Daxxify Treatment Group
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Unilateral Muscle Daxxify 125 Units Daxxify 250 Units
Injected
Number of Medical Units Number of Median Units
patients (min, max) patients (min, max)
Levator Scapulae 106 20 (10, 30) 105 50 (20, 60)
Longissimus Capitis | 45 15 (10, 30) 58 40 (20, 60)
and Cervices
Scalenus Complex 55 15 (10, 15) 44 30(20, 30)
Splenius Capitis 120 25 (10, 50) 127 50 (20, 100)
Splenius Cervices 65 20 (10, 50) 71 40 (20, 100)
Sternocleidomastoid | 115 25 (10, 25) 121 50 (20, 50)
Trapezius 105 20 (15, 40) 105 40 (30, 80)

The primary efficacy endpoint was the mean change in the TWSTRS total score from baseline
averaged over weeks 4 and 6. (6) TWSTRS evaluates the severity of dystonia, patient-perceived
disability from dystonia, and pain, with a range of possible scores from 0 to 85. The mean
change from baseline in the total TWSTRS score was significantly greater for both dosage
groups of Daxxify than for placebo (Table 28).

Table 28. Change in TWSTRS Score Averaged over Weeks 4 and 6 in Patients with Cervical

Dystonia
TWSTRS Assessment | Placebo (N=46) DAXI 125 U (N=125) | DAXI 250 U (N=130)
Baseline mean 45.3 43.1 42.6
Least squares mean -4.3 -12.7 -10.9
change from baseline
Least squares mean -8.4 (-12.2,-4.6) -6.6 (-10.4, -2.8)
difference from
placebo (95% Cl)
p-value <0.0001 0.0007

Cl: confidence interval; DAXI: Daxxify; TWSTRS: Toronto Western Spasmodic Torticollis Rating Scale; U:
units.

A similar pattern of significant improvement versus placebo was observed in the clinician global
impression of change (CGIC) and patient global impression of change (PGIC) scales.

Off-Label Indications

Off-label use of botulinum toxin may be considered medically necessary for the specific
indications listed in Coverage, as those indications have been recognized as having an
acceptable level of evidence in a prescription drug reference compendium for treatment of the
indication for which the drug is prescribed. (17-18)

Practice Guidelines and Position Statements
American Society for Gastrointestinal Endoscopy
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In 2020, the American Society for Gastrointestinal Endoscopy (ASGE) guideline on the
management of achalasia recommended against the use of botulinum toxin injection as
definitive therapy for achalasia patients. Botulinum toxin injection may be reserved for patients
who are not candidates for other definitive therapies (Grade of Recommendation: moderate
quality evidence). (16)

American Urological Association

In 2019, the American Urological Association guideline on non-neurogenic overactive bladder
stated, “clinicians may offer intradetrusor onabotulinumtoxinA (100U) as a third-line treatment
in the carefully selected and thoroughly counseled patient who has been refractory to first- and
second-line overactive bladder treatments. The patient must be able and willing to return for
frequent post-void residual evaluation and able and willing to perform self-catheterization if
necessary. Standard (Evidence Strength Grade B).” (8)

In 2022, the American Urological Association guideline on diagnosis and treatment of interstitial
cystitis/bladder pain syndrome stated, “intradetrusor botulinum toxin A may be administered if
other treatments have not provided adequate symptom control and quality of life or if the
clinician and patient agree that symptoms require this approach. Patients must be willing to
accept the possibility that post-treatment intermittent self-catheterization may be necessary.
Option (Evidence Strength C).” (7) Options are non-directive statements that leave the decision
to take an action up to the individual clinician and patient because the balance between
benefits and risks/burdens appears relatively equal or appears unclear; options may be
supported by Grade A (high certainty), B (moderate certainty), or C (low certainty) evidence.

In 2024, the American Urological Association and Society of Urodynamics, Female Pelvic
Medicine & Urogenital Reconstruction published a guideline on the diagnosis and treatment of
idiopathic overactive bladder stated, “In patients with OAB who have an inadequate response
to, or have experienced intolerable side effects from, pharmacotherapy or behavioral therapy,
clinicians should offer sacral neuromodulation, percutaneous tibial nerve stimulation, and/or
intradetrusor botulinum toxin injection. (Moderate Recommendation; Evidence Level: Grade
A).” It further emphasized, “Clinicians should measure post-void residual in patients with OAB
prior to intradetrusor botulinum toxin therapy. (Clinical Principle)” and “Clinicians should obtain
a post-void residual in patients with OAB whose symptoms have not adequately improved or
worsened after intradetrusor botulinum toxin injection. (Clinical Principle).” (15)

American Academy of Neurology

The American Academy of Neurology updated their practice guideline on use of botulinum
toxin for the treatment of blepharospasm, cervical dystonia, adult spasticity, and chronic
headache in 2016 (reaffirmed April 30, 2022). (9) Recommendations are summarized in Table
29.

Table 29. Recommendations for Use of Botulinum Toxin to Treat Various Disorders
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Recommendation LOR

Blepharospasm

e OnabotulinumtoxinA and incobotulinumtoxinA injections B
should be considered

e AbobotulinumtoxinA may be considered C

Cervical dystonia

e AbobotulinumtoxinA and rimabotulinumtoxinB should be A
offered

e OnabotulinumtoxinA and incobotulinumtoxinA should be B
considered

Focal manifestations of adult spasticity involving the upper limb

e AbobotulinumtoxinA, incobotulinumtoxin A, and A
onabotulinumtoxinA should be offered

¢ RimabotulinumtoxinB should be considered as treatment B
options

e OnabotulinumtoxinA should be considered as a treatment B
option before tizanidine for treating adult upper-extremity
spasticity

For focal manifestations of adult spasticity involving the lower

limb

e OnabotulinumtoxinA and abobotulinumtoxinA should be A
offered as treatment options

e There is insufficient evidence to support or refute a benefit of
incobotulinumtoxinA or rimabotulinumtoxinB for treatment
of adult lower-limb spasticity

Headache

e Toincrease the number of headache-free days, A
onabotulinumtoxinA should be offered as a treatment option
to patients with chronic headaches

e OnabotulinumtoxinA should be considered to reduce B
headache impact on health-related quality of life; chronic
migraine refers to migraine attacks occurring 15 days or more
monthly for at least 3 months, with attacks lasting 4 hours or
more

¢ OnabotulinumtoxinA should not be offered as a treatment for| A

episodic migraines; episodic migraine refers to migraine with
a lesser frequency of attack

LOR: level of recommendation.
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In 2011 (reaffirmed April 30, 2022), the American Academy of Neurology updated its evidence-
based guidelines that conclude botulinum toxin A is “possibly effective (Level C)” for treatment
of essential tremor. (10)

American Society of Colon and Rectal Surgeon

The revision of a practice parameter on the treatment of anal fissures by the American Society
of Colon and Rectal Surgeons (2023) states, “Botulinum toxin has similar results compared with
topical therapies as first-line therapy for chronic anal fissures, and modest improvement in
healing rates as second-line therapy following treatment with topical therapies. Grade of
Recommendation: Strong recommendation based on moderate-quality evidence, 1B.” (11)
According to the 2023 survey conducted by the ASCRS, dose above 50 U of botulinum toxin
appeared to correlate with higher success rate and healing rate. (12) A 2024 guideline on the
management and evaluation of chronic constipation states that, "Injecting botulinum toxin into
the puborectalis and external sphincter muscle may be considered in patients with outlet
dysfunction constipation related to nonrelaxing puborectalis muscle. Strength of
recommendation: conditional, based on low-quality evidence.” (13)

American Pediatric Surgical Association

In 2017, the American Pediatric Surgical Association published guidelines based on group
discussions, literature review, and expert consensus for the management of postoperative
obstructive symptoms in children with Hirschsprung disease. These guidelines recommend that
if there is no mechanical obstruction and rectal biopsy is normal, botulinum toxin injection into
the internal anal sphincter should be tried. If a patient shows significant improvement, the
patient can receive botulinum toxin injection every 3 to 6 months as many times as necessary
depending on symptoms. In most cases, the symptoms will gradually improve with age. (14)

Coding
Procedure codes on Medical Policy documents are included only as a general reference tool for each policy. They may not be
all-inclusive.

The presence or absence of procedure, service, supply, or device codes in a Medical Policy document has no relevance for
determination of benefit coverage for members or reimbursement for providers. Only the written coverage position in a
Medical Policy should be used for such determinations.

Benefit coverage determinations based on written Medical Policy coverage positions must include review of the member’s
benefit contract or Summary Plan Description (SPD) for defined coverage vs. non-coverage, benefit exclusions, and benefit
limitations such as dollar or duration caps.

CPT Codes 31513, 31570, 31571, 43192, 43201, 43236, 46505, 52287, 64611,
64612, 64615, 64616, 64617, 64642, 64643, 64644, 64645, 64646,
64647, 64999, 67345

HCPCS Codes (9160, JO585, J0586, J0587, J0588, S2340, 52341

*Current Procedural Terminology (CPT®) ©2024 American Medical Association: Chicago, IL.

References

Botulinum Toxin/RX501.019
Page 37



U.S. Food and Drug Administation

1.

OnabotulinumtoxinA (Botox Cosmetic) Product Label (October 2024). Available at
<https://www.botoxcosmetic.com> (accessed December 17, 2025).

FDA — OnabotulinumtoxinA (Botox) Product Label (October 2024). U.S. Food and Drug
Administration. Available at <https://www.fda.gov> (accessed December 17, 2025).

FDA — AbobotulinumtoxinA (Dysport) Product Label (September 2023). U.S. Food and Drug
Administration. Available at <https://www.fda.gov> (accessed December 18, 2025).

FDA — IncobotulinumtoxinA (Xeomin) Product Label (July 2024). U.S. Food and Drug
Administration. Available at <https://www.fda.gov> (accessed December 18, 2025).

FDA — RimabotulinumtoxinB (Myobloc) Product Label (September 2020). U.S. Food and
Drug Administration. Available at <https://www.fda.gov> (accessed December 18, 2025).
FDA — DaxibotulinumtoxinA-lanm (Daxxify) Product Label (August 2023). U.S. Food and Drug
Administration. Available at <https://www.fda.gov> (accessed December 18, 2025).

Other

7.

10.

11.

12.

13.

14.

15.

Clemens JQ, Erickson DR, Varela NP, et al. Diagnosis and Treatment of Interstitial
Cystitis/Bladder Pain Syndrome. J Urol. Jul 2022; 208(1):34-42. PMID 35536143

Lightner DJ, Gomelsky A, Souter L, et al. Diagnosis and Treatment of Overactive Bladder
(Non-Neurogenic) in Adults: AUA/SUFU Guideline Amendment 2019. J Urol. Sep 2019;
202(3):558-563. PMID 31039103

Simpson DM, Hallett M, Ashman EJ, et al. Practice guideline update summary: Botulinum
neurotoxin for the treatment of blepharospasm, cervical dystonia, adult spasticity, and
headache: Report of the Guideline Development Subcommittee of the American Academy
of Neurology. Neurology. May 10 2016; 86(19):1818-1826. PMID 27164716

Zesiewicz TA, Elble RJ, Louis ED, et al. Evidence-based guideline update: treatment of
essential tremor: report of the Quality Standards subcommittee of the American Academy
of Neurology. Neurology. Nov 08 2011; 77(19):1752-1755. PMID 22013182

Davids JS, Hawkins AT, Bhama AR, et al. The American Society of Colon and Rectal Surgeons
Clinical Practice Guidelines for the Management of Anal Fissures. Dis Colon Rectum. Feb 01
2023; 66(2):190-199. PMID 36321851

Borsuk DJ, Studniarek A, Park JJ, et al. Use of Botulinum Toxin Injections for the Treatment
of Chronic Anal Fissure: Results From an American Society of Colon and Rectal Surgeons
Survey. Am Surg. Mar 2023; 89(3):346-354. PMID 34092078

American Society of Colon and Rectal Surgeons (ASCRS). Evaluation and Management of
Chronic Constipation. (2024) Available at: <https://www.ascrsu.com> (accessed August 22,
2025).

Langer JC, Rollins MD, Levitt M, et al. Guidelines for the management of postoperative
obstructive symptoms in children with Hirschsprung disease. Pediatr Surg Int. May 2017;
33(5):523-526. PMID 28180937

American Urological Association (AUA) and Society of Urodynamics, Female Pelvic Medicine
& Urogenital Reconstruction (SUFU). The AUA/SUFU Guideline on the Diagnosis and
Treatment of Idiopathic Overactive Bladder. (2024) Available at: <https://www.auanet.org>
(accessed August 22, 2025).

Botulinum Toxin/RX501.019

Page 38



16. Khashab MA, Vela MF, Thosani N, et al. ASGE guideline on the management of achalasia.
Gastrointest Endosc. Feb 2020; 91(2):213-227.e6. PMID 31839408

17. AbobotulinumtoxinA (September 16, 2025) In: IBM Micromedex® DRUGDEX® (electronic
version). IBM Watson Health, Greenwood Village, Colorado, USA. Available at:
<https://www.microdemixsolutions.com> (accessed December 18, 2025).

18. RimabotulinumtoxinB (September 16, 2025) In: IBM Micromedex® DRUGDEX® (electronic
version). IBM Watson Health, Greenwood Village, Colorado, USA. Available at:
<https://www.microdemixsolutions.com> (accessed December 18, 2025).

Centers for Medicare and Medicaid Services (CMS)

The information contained in this section is for informational purposes only. HCSC makes no
representation as to the accuracy of this information. It is not to be used for claims adjudication
for HCSC Plans.

The Centers for Medicare and Medicaid Services (CMS) does not have a national Medicare
coverage position. Coverage may be subject to local carrier discretion.

A national coverage position for Medicare may have been developed since this medical policy
document was written. See Medicare's National Coverage at <https://www.cms.hhs.gov>.

Policy History/Revision

Date Description of Change

01/01/2026 Document updated. Coverage unchanged. References 12, 13, and 15-18
added; others removed.

05/15/2025 Document updated with literature review. The following changes were made
to Coverage: 1) Added “OR a beta-3 adrenoceptor agonist” to the criteria
statement on overactive bladder under onabotulinumtoxinA; 2) Updated
cosmetic statement for Xeomin; and 3) Updated cosmetic statement for
Botox Cosmetic. No new references added; some updated.

05/15/2024 Document updated with literature review. The following change was made
to Coverage: Added coverage statement for daxibotulinumtoxinA-lamn
(Daxxify®). Added/updated references: 1-6, 13, 25, 26, 29, 52-53, 56, 57, and

81-85.
01/15/2023 Reviewed. No changes.
11/15/2021 Document updated with literature review. The following changes were made

to Coverage: 1) For Botox: a) Added new FDA label indication for neurogenic
detrusor overactivity in pediatric patients, b) Updated language for spasticity
based on new FDA label language, c) Removed statement that required that
Botox not be used in combination with preventative calcitonin gene-related
peptide inhibitors, and d) Removed list of spastic conditions from off-label
section due to update of labeled indications; 2) For Dysport: a) Updated
language for spasticity based on new FDA label language, and b) Removed
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“spasticity related to cerebral palsy or stroke” from off-label section due to
update of labeled indications; and 3) For Xeomin: a) Updated language for
use in upper limb spasticity in pediatric patients based on new FDA label
language, b) Modified chronic sialorrhea to include pediatric patients as well
as adults, and c) Removed NOTE regarding no approved pediatric use.
Added/updated the following references: 2-5, 12, 16, and 26.

10/01/2020

Document updated with literature review. The following changes were made
to Coverage: 1) Modified label, off-label and experimental, investigational
and/or unproven indications for onabotulinumtoxinA; 2) Added cosmetic
statement for Botox® Cosmetic; 3) Modified label indications for
abobotulinumtoxinA; 4) Modified cosmetic statement for
abobotulinumtoxinA; 5) Modified label indications for incobotulinumtoxinA;
6) Modified cosmetic statement for incobotulinumtoxinA; 7) Modified label
indications for rimabotulinumtoxinB, 8) Multiple NOTEs added and/or
modified. Added/updated the following references: 1-5, 7-8, 10-18, 22, 25-
32, 36, 39, 50, 70-72.

02/01/2018

Document updated with literature review. The following indications were
added to the medically necessary off-label indications: auriculotemporal
syndrome, benign prostatic hypertrophy, cervicogenic headache, chronic
lower back pain, congenital esotropia, essential voice tremor, treatment of
Hirschsprung disease for patients with functional obstruction caused by the
inability of the internal anal sphincter to relax and who have undergone prior
surgical treatment, granuloma of vocal cords refractory to conventional
surgical and medical therapies, hemifacial spasm, idiopathic trigeminal
neuralgia-refractory, myofascial pain syndrome, lateral humeral epicondylitis
(tennis elbow) for patients who did not respond to conventional treatment,
anismus (pelvic floor dyssynergia), treatment of pharyngoesophageal
segment spasm following total laryngectomy, dystonia that is associated
with one of the following hereditary, degenerative, or demyelinating
diseases of the central nervous system, and that results in functional
impairment (e.g., interference with joint function, mobility, communication,
nutritional intake) and/or pain: 1) focal upper-limb dystonia and 2) cerebral
Palsy with lower limb spasticity, tics associated with tourette syndrome,
voice failure after tracheoesophageal puncture (TEP) and prosthesis
placement in patients after total laryngectomy. In addition, criteria
addressing initial trial and continuing treatment removed regarding
prophylaxis of headaches in adult patients with chronic migraine.

11/01/2016

Document partially updated with the following new coverage indication for
AbobotulinumtoxinA (Dysport™): “Lower limb spasticity in pediatric patients
2 years of age and older.”

03/15/2016

Document updated with literature review. The following was added under
the medically necessary FDA indications for OnabotulinumtoxinA (Botox®) 1)
For, strabismus and blepharospasm the following wording was added:
“...associated with dystonia, including benign essential blepharospasm or VIl
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nerve disorders in patients 12 years of age and above”. 2) For, upper limb
spasticity in adults the following was added: “...thumb flexors (adductor
pollicis and flexor pollicis longus”. The following was added for
AbobotulinumtoxinA (Dysport™) as a FDA approved medically necessary
indication: “Adults with upper limb spasticity to decrease the severity of
increased muscle tone in elbow flexors, wrist flexors and finger flexors”. The
following was added for IncobotulinumtoxinA (Xeomin®) as a medically
necessary FDA approved indication: “Upper limb spasticity in adult patients.”
In addition, depression and temporomandibular joint disorders were added
to the listing of experimental, investigational and/or unproven indications
for OnabotulinumtoxinA (Botox®).

03/01/2015 Reviewed. No changes.

11/01/2014 Document updated with literature review. A.) The following were added to
Coverage for OnabotulinumtoxinA: 1) Existing criteria for chronic migraine
headache was defined as for the “Initial 6-month trial (typically one
treatment every 12 weeks):”, and 2) “Continuing treatment beyond the
initial 6-months: a) Migraine headache frequency reduced by at least 7 days
per month compared to pretreatment level, or b) Migraine headache
duration reduced at least 100 hours per month compared to pretreatment
level. B.) The following was added to Coverage for IncobotulinumtoxinA: 1)
“IncobotulinumtoxinA (Xeomin®) is considered cosmetic for the FDA-labeled
indication of treatment of wrinkles. NOTE: Special comment regarding
cosmetic services: Check member’s contract for benefit coverage.
Determination of benefit coverage for procedures considered to be cosmetic
is based on how a member's benefit contract defines cosmetic services and
their eligibility for benefit coverage.

03/01/2013 Document updated with literature review. Coverage unchanged; however,
coverage statements about overactive bladder (OAB) and urinary
incontinence due to detrusor overactivity were moved from the off-label list
of medically necessary indications to the FDA labeled indications list (FDA
approved January 2013). Rationale was substantially updated. This
document is no longer scheduled for routine literature review and update.
05/01/2012 Criteria requiring migraine headache to be “refractory to standard pain-
relieving and preventive treatment, including nonsteroidal anti-inflammatory
drugs (NSAIDs), triptans, ergot, antidepressants (e.g., amitriptyline,
nortriptyline, doxepin); antihypertensives (e.g., propranolol, timolol); and
antiepileptics (e.g., valproate, topiramate, gabapentin)” was changed to:
Migraine is refractory to at least two migraine prophylactic medications from
different classes (e.g., tricyclic antidepressants, anticonvulsants, angiotensin-
converting enzyme inhibitors/angiotensin Il receptor blockers, beta blockers,
or calcium channel blockers).

01/01/2011 Document updated with literature review. The following changes were
made: 1) Medical necessity criteria was added for use of BotulinumtoxinA
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(Botox) for treatment of chronic migraine headache and upper limb
spasticity. 2) BotulinumtoxinA (Botox) is considered experimental,
investigational and unproven for treatment of vaginismus. 3)
AbobotulinumtoxinA (Dysport™) may be considered medically necessary for
the following off-label indications when criteria are met: a) Achalasia; b)
Blepharospasm; c) Spasticity; d) Facial nerve (7t cranial nerve) disorders; 4)
IncobotulinumtoxinA (Xeomin®) may be considered medically necessary for
the FDA-labeled indications of blepharospasm or cervical dystonia. 5)
Definition of cervical dystonia was clarified.

10/15/2009 OnabotulinumtoxinA and/or RimabotulinumtoxinB may be considered
medically necessary for treatment of sialorrhea associated with advanced
Parkinson’s disease.

09/01/2009 Revised to allow coverage of Dysport™ for new FDA-approved indication of
cervical dystonia; Dysport is considered cosmetic for treatment of glabellar
lines. Added new drug names that were established by the FDA August 1,
2009.

12/01/2008 Revised/updated entire document

08/15/2008 Pricing revised

10/01/2006 Coverage revised

10/01/2005 Revised/updated entire document

08/15/2006 Revised/updated entire document

09/01/2000 Revised/updated entire document

07/01/1999 Revised/updated entire document

10/01/1996 Revised/updated entire document

09/01/1996 Revised/updated entire document

05/01/1996 Revised/updated entire document

07/01/1994 Revised/updated entire document

04/01/1993 Revised/updated entire document

07/01/1992 Revised/updated entire document

03/01/1991 New medical document
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