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IMPORTANT REMINDER

This Medical Policy has been developed through consideration of medical necessity, generally
accepted standards of medical practice, and review of medical literature and government approval
status.

Benefit determinations should be based in all cases on the applicable contract language. To the
extent there are any conflicts between these guidelines and the contract language, the contract
language will control.

The purpose of medical policy is to provide a guide to coverage. Medical Policy is not intended to
dictate to providers how to practice medicine. Providers are expected to exercise their medical
judgment in providing the most appropriate care.

Description

Botulinum toxin is a neurotoxin that is injected into a muscle to cause temporary paralysis of that
muscle.
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Policy / Criteria

I.  Most contracts require prior authorization approval of botulinum toxin type A prior to
coverage. Botulinum toxin type A may be considered medically necessary in patients with
functional impairment originating from spasticity or dystonia (conditions of involuntary
sustained muscle contraction) resulting from one of the following conditions:

A. Blepharospasm ']

Central demyelinating of corpus callosum

B
C. Cerebral Palsy ="
D [1-4]

Cervical dystonia " ™ with documentation of involuntary contractions of the neck
muscles resulting in twisting and repetitive movements, and/or abnormal postures

(2]

m

Demyelinating diseases of CNS

[1-3]

n

Facial nerve VII disorders

G. Facial nerve disorders, other [1.2.15]

- facial myokymia, Melkersson's syndrome, facial/hemifacial spasms
H. Hereditary spastic paraplegia '

I.  Laryngeal spasm; laryngeal adductor spastic dysphonia, or stridulus !

J.  Leukodystrophy (CNS disease characterized by adrenal atrophy and diffuse cerebral
demyelination) '*!

K. Multiple sclerosis [*']

L. Neuromyelitis optica *~

M.  Organic writer's cramp [2,15]

N. Orofacial dyskinesia (i.e., jaw closure dystonia) *'*!

O. Schilder's disease !

P.  Sialorrhea (drooling) in patients with Parkinson’s Disease *****7]
Q. Spasmodic dysphonia "]

R.

Spasmodic torticollis or unspecified torticollis ¥ with documentation of involuntary
contractions of the neck muscles resulting in twisting and repetitive movements,
and/or abnormal postures

S.  Spastic hemiplegia [2,15,35]

- spasticity related to stroke 7>
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T.
U.

- spasticity related to spinal cord injury !"*!

Strabismus [

Torsion dystonia, idiopathic and symptomatic (also known as Oppenheim’s dystonia)
[2,15]

. Botulinum toxin type A may be considered medically necessary in patients with functional
impairment resulting from one of the following conditions when generally accepted
treatments are not effective or not tolerated:

A

Anal fissures 1! - patients will be assessed for trial and/or failure with other
therapeutic alternatives, such as nitroglycerin ointment.

Achalasia/Cardiospasm ! - in patients who have not responded to dilation therapy or

who are considered poor surgical candidates.

Hyperhidrosis "'l - treatable primary medical conditions causing secondary

hyperhidrosis should be identified and addressed where possible. Treatment of
hyperhidrosis, including gustatory hyperhidrosis, may be considered medically
necessary only when the hyperhidrosis is persistent and severe, and has resulted in
significant medical complications such as skin maceration with secondary infection.
Medical treatment of persistent hyperhidrosis is considered not medically necessary in
the absence of significant medical complications associated with the condition.

Incontinence due to detrusor overactivity, either idiopathic or due to neurogenic causes
(e.g., spinal cord injury, multiple sclerosis) when therapy with anticholinergic agents
is not effective or not tolerated. [*°7% 4

I11.  Administration, Quantity Limitations, and Authorization Period

A

Regence does not consider botulinum toxin type A to be a self-administered
medication.

For conditions defined in Section I: When prior authorization is approved, botulinum
toxin type A may be authorized in quantities up to 4 injection treatments within a 12
month period. Additional treatments may be authorized on a case by case basis if
documentation of objective measures supporting the need for more frequent dosing are
provided.
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C. For conditions defined in Section II: When prior authorization is approved, botulinum
toxin type A may be initially authorized in quantities up to 2 injection treatments
within a 6 month period. Documentation of objective clinical response is necessary
for continued authorization. After the initial authorization, up to 4 injection treatments
over a 12 month period may be considered medically necessary if objective measures
support clinical benefits from treatment.

IV. Botulinum toxin type A is considered not medically necessary for skin wrinkles > '* or
other cosmetic indications.

V. Botulinum toxin type A is considered investigational for all other indications, including, but
not limited to:

A.  Allergic rhinitis 1

B. Benign prostatic hyperplasia ©°*

C. Chronic daily headache >+

D. Chronic motor tic disorder ¥

E. Dermatochalasis [*!!

F. Diabetic and idiopathic gastroparesis °>%!
G. Interstitial cystitis >

H. Low back pain >

I. Migraine headaches 2%2%-6-76-77]

J.  Myofascial pain %"

K. Piriformis syndrome (entrapment of the sciatic nerve by the piriformis muscle)
L. Obesity P*%

M. Pelvic floor spasm [

N. Plantar fasciitis pain "

O. Temporomandibular dysfunction (TMJ) [88-91]

P. Tennis elbow (lateral epicondylitis) °!
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. 2,12,42-44
Q. Tension headaches %!#444

R. Tics associated with Tourette syndrome !

S.  Tremors such as essential (benign) tremor

T. Voice tremor %

U. Thoracic outlet syndrome !’

Position Statement

- Conditions for which use of botulinum toxin type A (BTX-A) may be considered medically
necessary are based on evidence supported by randomized controlled trials. !

- Botulinum toxins (BTX-A and BTX-B) are also being investigated in many different
conditions where muscle tension is thought to play a role. The quality of evidence from the
majority of these studies is poor because they lack controls, are not randomized or blinded,
and only involve small numbers of subjects.

- All literature reviewed for this policy applies to treatment with BTX-A only and cannot be
extrapolated to the use of other botulinum toxin serotypes.

- Use of botulinum toxin (all serotypes) for treatment of wrinkles or other cosmetic conditions
is considered not medically necessary.

Level of evidence in various conditions
Achalasia
- Pneumatic dilation is the preferred medical treatment option for achalasia.

- One comparative trial demonstrated that pneumatic dilation produces a higher remission rate
at 12 months (70%) compared to a 32% remission rate for BTX-A. "]

Allergic Rhinitis

- One small (n=34) randomized controlled trial of 8 week duration suggests efficacy of BTX-A
in relieving rhinorrhea, nasal obstruction and sneezing due to allergic rhinitis. There was no
difference between BTX-A and placebo groups for the symptom of itching. **!

- Well-designed, large-scale trials with repeated injections and comparison to nasal steroids are
necessary to validate positive benefits of using BTX-A in this condition.
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Anal Fissures
- Both nitroglycerin ointment and BTX-A have been studied in the treatment of anal fissures.
*  Of the two treatments, nitroglycerin ointment is the least invasive.
*  Several small studies suggest healing rates of up to 70% with BTX-A. !¢17-47]
*  Trials comparing nitroglycerin ointment with BTX-A show inconsistent results.

** A comparative trial demonstrated a healing rate of 52% with nitroglycerin
compared to 24% with BTX-A after 2 weeks of treatment. [**!

** A second comparative trial demonstrated a healing rate of 60% with nitroglycerin
ointment compared to 96% with BTX-A. ['*]

Benign Prostatic Hyperplasia (BPH)

- A small, poor quality trial comparing the effects of BTX-A with or without an alpha-
adrenergic antagonist suggest possible BTX-A efficacy. The absence of a placebo
comparator makes it difficult to determine the true efficacy of BTX-A. °* Additional well-
controlled studies are needed before BTX-A can be considered safe and effective in this
condition.

Cervical dystonia (spasmodic torticollis)

- Cervical dystonia (or spasmodic torticollis) is characterized by involuntary contractions of

the neck muscles resulting in twisting and repetitive movements, and/or abnormal postures.
[80]

- Clinical trials evaluating the efficacy of botulinum toxin type A in cervical dystonia
demonstrated a significant decrease in the cervical dystonia severity scale (CDSS) along with
an improved physicians global assessment score 6 weeks after injection relative to placebo.
The CDSS is an objective measurement used to quantify the severity of abnormal head
positioning that results from cervical dystonia.

- In another trial, botulinum toxin type A improved head position by approximately 5 to 11
degrees for up to 8 weeks when compared with placebo. !

Dermatochalasis

- Dermatochalasis is a condition in which a fold of skin develops in the eyelid, potentially
leading to impaired vision, blepharitis, and dermatitis. Surgery is the current standard of care.
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- A small, poor quality study (open-label study without a placebo comparator) suggests that
BTX-A may be an effective treatment for upper eyelid dermatochalasis. *'! Additional well-
controlled studies are needed before BTX-A can be considered safe and effective in this
condition.

Gastroparesis (diabetic and idiopathic)

- Several small, poor quality trials studied BTX-A in the treatment of gastroparesis.
Improvement in gastric emptying time was inconsistent with some trials showing possible
benefit °* ! and others showing no benefit ¥ %3 Additional well-controlled studies are
needed before BTX-A can be considered safe and effective in this condition.

Headache

- Chronic Daily Headache (CDH): BTX-A has not been shown to be effective in treatment or
prevention of CDH. [54, 55, 83]

- Migraine Headache

*  Evidence supporting the efficacy of BTX-A in the treatment of migraines has always
been equivocal, but the cumulative results of large randomized controlled trials now
indicate the Botox is not an effective treatment option for migraines.

*  Collective results of seven randomized, controlled episodic migraine trials (totaling more
than 1000 patients) have failed to demonstrate a significant difference between BTX-A
and placebo in migraine prevention. Pre-specified primary endpoints and most secondary
endpoints were not met, #% 2% 6376771

*  There is no evidence that directly compares BTX-A with other prophylactic therapies
such as calcium channel blockers, beta-blockers, or non-steroidal anti-inflammatory
drugs. ¥

- Tension Headache

*  Current evidence is insufficient to permit conclusions regarding BTX-A as prophylactic

therapy in patients with chronic tension headaches refractory to pharmacologic therapy.
[27-29,36,42-44]

--  The majority of trials using BTX-A do not support its efficacy in the treatment of
tension headaches, 74444

- The American Academy of Neurology (AAN) does not support the use of BTX-A in the
prevention or treatment of headaches. **! The AAN Technology Assessment of botulinum
toxin concludes that:

© 2009 The Regence Group. All rights reserved.

dru006.14 Page 7 of 18



*  BTX-A is likely ineffective in treatment of episodic migraine and chronic tension-type
headache.

*  There is no consistent or strong evidence that BTX-A is effective in the treatment of
chronic daily headache.

Hyperhidrosis

- There are several double-blind trials that evaluate BTX-A in patients with primary axillary
and primary palmar hyperhidrosis. **" ¥

*  Treated palms with BTX-A were associated with a 26% reduction in sweating (measured
by ninhydrin sweat testing) compared to no reduction with placebo. '

* In two pivotal trials, 81% to 91% of patients treated for primary axillary hyperhidrosis
achieved a greater than 50% reduction in axillary sweating at 4 weeks compared with
36% to 41% in the placebo group. !

- The median duration of effect in two pivotal trials that evaluated BTX-A in primary axillary
hyperhidrosis was 201 days. ™

- Reduction in sweating is also described in case series reports for both palmar and axillary
hyperhidrosis with BTX-A injections lasting up to 5-12 months. [22-23]

- However, despite the reduction in sweating, BTX-A does not affect the unpleasant odor.

- Inasmall case study, intracutaneous BTX-A was effective in ceasing gustatory sweating up
to a mean duration of 17 months. 2

Interstitial Cystitis

- Four, poor quality studies (case series) have assessed BTX-A treatment for pain and
improvement of bladder capacity in patients with interstitial cystitis. All reports suggest
efficacy, though results have not been confirmed in larger controlled trials. * !

Low Back Pain

- Several small, poor quality trials evaluate BTX-A in the treatment of low back pain, 1*'-3:6¢7]

The studies did not address functional improvement or long-term effects of BTX-A. Large,
well-controlled studies are needed before BTX-A can be considered safe and effective in this
condition.
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Muscle Spasms

- A spasm is defined as a sudden involuntary contraction of one or more muscles. "

- Muscle spasms are a potential symptom of spasticity, a condition in which specific muscles
are continuously contracted. "' The contraction causes muscles to be stiff or tight and may
interfere with movement, speech, and walking.

Motor Tics

- Inone small, poor quality trial, BTX-A reduced tic frequency and urge in patients with
Tourette Syndrome or Chronic Tic Disorder. ** These reductions were not associated with
an overall clinical benefit (measured by the patient's global impression of change).

Myofascial Pain

- BTX-A has not been shown to provide a consistent benefit over placebo in the treatment of
myofascial pain. 0%

Neurogenic and idiopathic detrusor overactivity/detrusor hyperreflexia

- Several open-label studies (n=15 to n=200) demonstrated an increase in bladder capacity, a
decrease in bladder pressure, and a decrease in incontinence episodes after injection with
BTX-A, [38.3968]

- A trial (n=25) comparing BTX-A with intravesical administration of resiniferatoxin in
patients who had inadequate response to anticholinergic drugs demonstrated similar results.
BTX-A was superior to resiniferatoxin in this study. "

- A randomized controlled trial in 59 patients demonstrated a statistically significant decrease
(approximately 50%) in daily incontinence episodes in patients treated with botulinum toxin
type A over the duration of the trial (24 weeks). [**]

Obesity
- There is no reliable evidence that BTX-A is useful in reducing body weight in obese patients.

*  Two small, poor quality trials failed to show a reduction in body weight after
administration of BTX-A. 2362
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* A small randomized, double-blind study in 24 morbidly obese patients demonstrated

significant difference between BTX-A and saline. However, patients were also
maintained on a liquid diet for eight weeks. "

Orthopedic Pain

- A small, exploratory randomized controlled trial (n=27) reported an improvement in pain
scores with BTX-A in patients with plantar fasciitis refractory to other therapies. °” Larger,
well-controlled trials are needed to establish safety and effectiveness in this condition and to
establish efficacy relative to conventional therapies.

- Several small, poor quality trials evaluated BTX-A in patients with lateral epicondylitis
(tennis elbow). P1"***7] Consistent benefit has not been demonstrated across trials. Larger,
well-controlled trials are needed to establish safety and effectiveness in this condition and to
establish efficacy relative to conventional therapies.

Pelvic Floor Spasm

- A randomized controlled trial (n=60) reported a decrease in pelvic floor muscle pressure with
BTX-A in women with pelvic floor spasms. There was no significant difference between
BTX-A and placebo for reduction in pain scores. [**!

Piriformis Syndrome

- Piriformis syndrome is a form of myofascial pain characterized by sciatica and buttock
tenderness.

- Few case reports describe the management of piriformis syndrome. ** Physical therapy,
steroid injections, surgical dissection or resection of the muscle have been reported to relieve
symptoms.

- Well-designed studies using botulinum toxin for this condition have not been conducted.
Available evidence consists of small (fewer than 30 patients) open-label, uncontrolled
studies. > 7*

Sialorrhea (drooling)

- There are several small randomized, controlled trials that demonstrate efficacy of BTX-A in
patients with sialorrhea secondary to Parkinson's disease. [**4!~7]

© 2009 The Regence Group. All rights reserved.

dru006.14 Page 10 of 18



Spasmodic dysphonia

- A small observational study (n = 43) demonstrated a variable rate of response to BTX- A. [49]

- Patients with more severe symptoms at baseline showed greater improvements after BTX-A
[49]
treatment.

- Elderly patients had less improvement in symptoms than younger ones. **!

Temporomandibular dysfunction (TMJ)

- Several small, uncontrolled (case series) studies have studied BTX-A in the treatment of
symptoms (headache, jaw dislocation, etc.) arising from TMJ dysfunction. Larger, well-
controlled studies are needed to establish benefit in the treatment of this condition. %!

Thoracic outlet syndrome

- There are no randomized controlled trials evaluating the safety and efficacy of BTX-A in the
treatment of thoracic outlet syndrome. Evidence is limited to observational reports and case
studies. ")

- Strengthening exercises, physical therapy and surgery are the standard of care.

Tremor

- BTX-A resulted in significant improvement of postural, but not kinetic hand tremors. %

- There is not compelling evidence that BTX-A leads to better functional efficacy for patients.
[32]

Voice tremor

- One small, open-label trial in 13 patients suggests efficacy of BTX-A in decreasing the
severity voice tremor. [*!

- Well-designed, large-scale studies with repeated injections are necessary to validate potential
benefits of BTX-A for treatment of this condition.
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Safety

- Upon review of post-marketing information, the FDA has noted reports of systemic adverse
reactions suggestive of botulism following the use of botulinum toxins type A and B.
Outcomes include respiratory compromise, hospitalization and death and are most commonly
observed in children treated for cerebral palsy-associated limb spasticity.

- The safety, efficacy and dosage of botulinum toxins has not been established for any
condition in children less than 12 years of age.
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