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BOTULINUM TOXIN

Coverage for services, procedures, medical devices and drugs are dependent upon benefit
eligibility as outlined in the member's specific benefit plan. This Medical Coverage Guideline must
be read in its entirety to determine coverage eligibility, if any.

The section identified as “Description” defines or describes a service, procedure, medical device
or drug and is in no way intended as a statement of medical necessity and/or coverage.

The section identified as “Criteria” defines criteria to determine whether a service, procedure,
medical device or drug is considered medically necessary or experimental or investigational.

State or federal mandates, e.g., FEP program, may dictate that any drug, device or biological
product approved by the U.S. Food and Drug Administration (FDA) may not be considered
experimental or investigational and thus the drug, device or biological product may be assessed
only on the basis of medical necessity.

Medical Coverage Guidelines are subject to change as new information becomes available.

For purposes of this Medical Coverage Guideline, the terms "experimental" and "investigational”
are considered to be interchangeable.

BLUE CROSS®, BLUE SHIELD® and the Cross and Shield Symbols are registered service marks
of the Blue Cross and Blue Shield Association, an association of independent Blue Cross and
Blue Shield Plans.

Description:

A family of seven distinct toxins produced by the anaerobic organism Clostridia botulinum. These seven
serotypes are A, B, C-1, D, E, F and G. When administered intramuscularly, all toxins prevent the release
of acetycholine from nerve endings producing local paralysis and allowing individual muscles to
selectively weaken. Electromyographic (EMG) guidance may be used to direct injection of botulinum
toxin, especially if the esophagus or larynx is being treated.

Passive immunization with equine botulinum antitoxin may be used for military personnel who are at risk
for exposure to botulinum toxin.

Some individuals who initially respond to botulinum toxin may develop a secondary nonresponse for a
variety of reasons. A small percentage develops antibodies that neutralize the activity of the botulinum
toxin type. Botulinum toxin antibody assays have been investigated to detect antibodies, but the assays
cannot discriminate between neutralizing and non-neutralizing antibodies and, therefore, could generate
false positives in some individuals.
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BOTULINUM TOXIN (cont.)

Description: (cont.)

Botulinum Toxin Type A formulations include Botox® (onabotulinumtoxinA), Dysport®
(abobotulinumtoxinA) and Xeomin® (incobotulinumtoxinA). Botulinum Toxin Type B is marketed as
Myobloc® (rimabotulinumtoxinB).

Following injection, effects may be seen within several days of the injection and the therapeutic effect
generally last at least 12 weeks. Administration of any botulinum toxin should not occur more frequently
than every 12 weeks.

Definitions:

Achalasia:
Failure to relax.

Blepharospasm:
A twitching or spasmodic contraction of the eye or eyes.

Dyskinesia:
A defect in the ability to perform voluntary movement.

Dystonia:
Prolonged muscular contractions that can cause twisting of body parts.

Schilder’s Disease:
A rare disease of the pediatric central nervous system that produces brain lesions.

Spasmodic Torticollis:

A debilitating, painful neurologic disorder characterized by intermittent or sustained contractions of the
muscles around the neck which control the position of the head. This causes the head to lean to one side,
or to be pulled forward or backward. Spasmodic torticollis may also be referred to as cervical dystonia.

05.21.docx Page 2 of 16



PR BlueCross
VY, BlueShield
. . of Arizona

An Independent Licensee of the
Blue Cross and Blue Shield Association

MEDICAL COVERAGE GUIDELINES ORIGINAL EFFECTIVE DATE: 10/12/10
SECTION: DRUGS LAST REVIEW DATE: 10/29/13
LAST CRITERIA REVISION DATE: 11/05/13

ARCHIVE DATE:

BOTULINUM TOXIN (cont.)

Criteria:

For botulinum toxin for the treatment of hyperhidrosis, see BCBSAZ Medical Coverage Guideline,
“Hyperhidrosis Treatment”.

= Botulinum Toxin Type A (Botox, Dysport, Xeomin) or Type B (Myobloc):

» Botulinum Toxin Type A or Type B is considered medically necessary for the specific drug indicated
with documentation of ANY of the following:

Indication Botox Dysport Xeomin Myobloc
Blepharospasm in an individual Yes Yes Yes No
12 years of age and older
Chronic anal fissure Yes Yes No No
Demyelinating diseases, e.g., Yes Yes No No
multiple sclerosis, Schilder’s
disease
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BOTULINUM TOXIN (cont.)

Criteria: (cont.)

COVERAGE FOR TREATMENT TO CORRECT A CONGENITAL DEFECT OR BIRTH ABNORMALITY
IS DEPENDENT UPON BENEFIT PLAN LANGUAGE AND IS SUBJECT TO THE PROVISIONS OF
THE RECONSTRUCTIVE BENEFIT AND THE COSMETIC BENEFIT EXCLUSION. REFER TO
MEMBER’S SPECIFIC BENEFIT PLAN BOOKLET TO VERIFY BENEFITS AND THE FUNCTIONAL
IMPAIRMENT REQUIREMENT.

Indication Botox Dysport Xeomin Myobloc
Dystonia resulting in functional Yes Yes No No

impairment (interference with

joint function, mobility,

communication, nutritional

intake) and/or pain in an

individual with ANY of the

following:

= Focal task-specific
dystonia of the upper
extremities (e.g. organic
writer’'s cramp)

= Laryngeal dystonia,
including adductor
spasmodic dysphonia and
laryngeal spasm

= Limb dystonia

= Oromandibular dystonia
(orofacial dyskinesia,
Meige syndrome)

= Torsion dystonia,
idiopathic (primary or
genetic) or acquired (brain
injury)
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BOTULINUM TOXIN (cont.)

Criteria: (cont.)

Indication Botox Dysport Xeomin Myobloc
Esophageal achalasia in Yes Yes No No

individuals who have not
responded to dilatation therapy
or are considered poor surgical
risks

Facial nerve (cranial nerve Yes Yes Yes No
VII), disorders e.g., hemifacial
spasm, Bell’s Palsy in an
individual 12 years of age and
older

Incontinence due to detrusor Yes Yes No No
overreactivity (urge
incontinence), either idiopathic
or due to neurogenic causes
(e.g., spinal cord injury,
multiple sclerosis), that is
inadequately controlled with
anticholinergic therapy

Overactive Bladder (OAB) Yes No No Yes
symptoms of urge urinary
incontinence, urgency and
frequency in adults
unresponsive to or intolerant of
anticholinergic therapy
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BOTULINUM TOXIN (cont.)

Criteria: (cont.)

Indication Botox Dysport Xeomin Myobloc
Migraine headache, chronic Yes No No No

Initial 6-month trial (1 treatment

with retreatment in 12 weeks)

for an adult with

documentation of ALL of the

following:

= Meet International
Headache Classification
(ICHD-2) diagnostic criteria
for chronic migraine
headache (i.e., migraine
headaches lasting at least
4 hours on at least 15 days
per month AND migraine
headaches for at least 3
months)

= Symptoms persist despite
adequate trials of at least 2
agents from different
classes of medications
used in the treatment of
chronic migraine
headaches, (e.g. tryptans,
antidepressants,
antihypertensives,
antiepileptics) unless
otherwise contraindicated.

Continuation of treatment

(every 12 weeks) beyond the

first 6-months with

documentation of ONE of the

following:

= Migraine headache
frequency reduced by at
least 7 days per month

= Migraine headache
duration reduced at least
100 hours per month
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BOTULINUM TOXIN (cont.)

Criteria: (cont.)

COVERAGE FOR TREATMENT TO CORRECT A CONGENITAL DEFECT OR BIRTH ABNORMALITY
IS DEPENDENT UPON BENEFIT PLAN LANGUAGE AND IS SUBJECT TO THE PROVISIONS OF
THE RECONSTRUCTIVE BENEFIT AND THE COSMETIC BENEFIT EXCLUSION. REFER TO
MEMBER’S SPECIFIC BENEFIT PLAN BOOKLET TO VERIFY BENEFITS AND THE FUNCTIONAL
IMPAIRMENT REQUIREMENT.

Indication Botox Dysport Xeomin Myobloc
Sialorrhea (drooling) Yes Yes No Yes
associated with Parkinson’s
disease
Spasmaodic torticollis (cervical Yes Yes Yes Yes

dystonia) for an individual 16
years of age and older to
reduce the severity of
abnormal head position and
neck pain

Spastic conditions resulting in Yes Yes No No

functional impairment

(interference with joint function,

mobility, communication,

nutritional intake) and/or pain

in an individual with ANY of the

following:

= Cerebral palsy (not
specific to any age)

= Neuromyelitis optica

= Spastic hemiplegia

= Spastic paraplegia,
hereditary

= Spasticity related to stroke

= Spinal cord or traumatic
brain injuries
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BOTULINUM TOXIN (cont.)

Criteria: (cont.)

Indication Botox Dysport Xeomin Myobloc
Strabismus in an individual Yes Yes No No

12 years of age and older who
has failed conservative
treatment and/or surgical

treatment

Upper limb spasticity to Yes Yes Yes No
decrease the severity of only if related

increased muscle tone in ANY to stroke

of the following:

= Elbow flexors (biceps)

= Finger flexors (flexor
digitorum profundus and
flexor digitorum sublimis)

= Wrist flexors (flexor carpi
radialis and flexor carpi
ulnaris)

The Prescribing Information states the following when referring to pediatric use:

Botox: Safety and efficacy established for blepharospasm and strabismus is 12 years and older
Safety and efficacy established for cervical dystonia is 16 years and older
Safety and efficacy established for other conditions is 18 years and older

Dysport:  Safety and efficacy established for is 18 years and older

Xeomin:  Safety and efficacy established for 18 years and older

Myobloc:  Safety and effectiveness HAS NOT been established for pediatric patients (no age provided)
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BOTULINUM TOXIN (cont.)

Criteria: (cont.)

Botulinum Toxin Type A (Botox, Dysport, Xeomin) or Type B (Myobloc): (cont.)

>

Botox, Dysport, Xeomin or Myobloc for the treatment of wrinkles is considered cosmetic and not
eligible for coverage, even when the procedure will improve emotional, psychological or mental
condition or performance, based upon ANY of the following:

1.
2.

Intent to enhance or improve appearance
Absence of a functional physical impairment

Botox, Dysport, Xeomin or Myobloc for all other indications not previously listed is considered
experimental or investigational based upon:

1.

2.
3.

Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes,
and

Insufficient evidence to support improvement of the net health outcome, and

Insufficient evidence to support improvement of the net health outcome as much as, or more
than, established alternatives.

These conditions include, but are not limited to:

Benign prostatic hyperplasia

Detrusor sphincter dyssynergia (after spinal cord injury)

Facial wound healing

Gastroparesis

Headaches, including chronic daily headache, tension headache, and migraine headache not
meeting criteria listed above

Hirschprung's disease

Internal anal sphincter (IAS) achalasia

Interstitial cystitis

Joint pain

Lateral or medial epicondylitis

Low back pain, chronic

Mechanical neck disorders

Muscle spasm

Myofascial pain syndrome

Neuropathic pain after neck dissection

Post-hemorrhoidectomy pain

Post-lumpectomy pain

Prevention of pain associated with breast reconstruction

Sialorrhea (drooling) that is not associated with Parkinson’s disease
Tinnitus

Tremors, e.g., benign essential tremor

Tics associated with Tourette’s syndrome and chronic motor tic disorder
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BOTULINUM TOXIN (cont.)

Criteria: (cont.)

Equine Botulinum Antitoxin:

» Immunization with equine botulinum antitoxin for an individual at high risk for exposure to botulinum
toxin is eligible for coverage when the claim is submitted by a military facility.

» Immunization with equine botulinum antitoxin for all other indications not previously listed is
considered not medically necessary and not eligible for coverage.

Botulinum Toxin Antibodies:

» Assays to detect antibodies to botulinum toxin are considered experimental or investigational
based upon:

1. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes,
and

2. Insufficient evidence to support improvement of the net health outcome, and

3. Insufficient evidence to support improvement of the net health outcome as much as, or more
than, established alternatives, and

4. Insufficient evidence to support improvement outside the investigational setting.

Resources:

1. 5.01.05 BCBS Association Medical Policy Reference Manual. Botulinum Toxin. Re-issue date
09/12/2013, issue date 07/31/1997.

2. Banerjee KJ, Glasson C, O'Flaherty SJ. Parotid and submandibular botulinum toxin A injections
for sialorrhoea in children with cerebral palsy. Dev Med Child Neurol. 2006 Nov 2006;48(11):883-
887.

3. Barrientos N, Chana P. Botulinum toxin type A in prophylactic treatment of migraine headaches: a

preliminary study. J Headache Pain. 12/2003 2003;4(3):146-151.

4, Barron R, Carlsen J. Estimating the cost of an emergency room visit for migraine headache.
Journal of Medical Economics. 2003 2003;6:43-53.

5. BCBS Association Technology Assessment Program. Botulinum Toxin for Treatment of Primary
Chronic Headache Disorders. 12/2004;19(10).
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BOTULINUM TOXIN (cont.)

Resources: (cont.)

6.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

Blumenfeld, A. Decrease in Headache Medication Use and Cost after Botulinum Toxin Type A
(Botox ®) Treatment in a High Triptan Use Population.

Blumenfeld A. Botulinum toxin type A as an effective prophylactic treatment in primary headache
disorders. Headache. 2003 Sep 2003;43(8):853-860.

Brashear A, Gordon MF, Elovic E, et al. Intramuscular injection of botulinum toxin for the
treatment of wrist and finger spasticity after a stroke. N Engl J Med. 2002 Aug 8 2002;347(6):395-
400.

Cardoso E, Pedreira G, Prazeres A, Ribeiro N, Melo A. Does botulinum toxin improve the function
of the patient with spasticity after stroke? Arg Neuropsiquiatr. 2007 Sep 2007;65(3A):592-595.

Chuang YC, Chancellor MB. The application of botulinum toxin in the prostate. J Urol. 2006 Dec
2006;176(6 Pt 1):2375-2382.

Chuang YC, Chiang PH, Yoshimura N, De Miguel F, Chancellor MB. Sustained beneficial effects
of intraprostatic botulinum toxin type A on lower urinary tract symptoms and quality of life in men
with benign prostatic hyperplasia. BJU Int. 2006 Nov 2006;98(5):1033-1037; discussion 1337.

Chuang YC, Huang CC, Kang HY, et al. Novel action of botulinum toxin on the stromal and
epithelial components of the prostate gland. J Urol. 2006 Mar 2006;175(3 Pt 1):1158-1163.

de Miguel F, Chancellor MB. [Pittsburgh experience with botulinum toxin A injection]. Actas Urol
Esp. 2006 Mar 2006;30(3):310-314.

Drug Facts & Comparisons. Botulinum Toxin Type A (Botox). Accessed 10/2013.

Drug Facts & Comparisons. Botulinum Toxin Type B (Myobloc). Accessed 10/2013.
Drug Facts & Comparisons. Botulinum Toxin Type A (Dysport). Accessed 10/2013.
Drug Facts & Comparisons. Botulinum Toxin Type A (Xeomin). Accessed 10/2013.

Edwards, KR, Dreyer, M. Botulinum Toxin Type A (Botox) for Chronic Daily
Headaches.42(5:429):ABS S136.

Eross EJ, Gladstone JP, Lewis S, Rogers R, Dodick DW. Duration of migraine is a predictor for
response to botulinum toxin type A. Headache. 2005 Apr 2005;45(4):308-314.
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BOTULINUM TOXIN (cont.)

Resources: (cont.)

20.

21.

22,

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

Evers S, Rahmann A, Vollmer-Haase J, Husstedt IW. Treatment of headache with botulinum
toxin A--a review according to evidence-based medicine criteria. Cephalalgia. 2002 Nov
2002;22(9):699-710.

FDA. Botulinum Toxin Type A Orphan Drugs. Accessed 10/2013.

FDA. Botulinum Toxin Type B Orphan Drugs. Accessed 10/2013.

FDA. Prescribing Information: Botulinum Toxin Type A Botox. Accessed 10/2013.

FDA. Prescribing Information: Botulinum Toxin Type B Myobloc. Accessed 10/2013.

FDA. Prescribing Information: Botulinum Toxin Type A Dysport. Accessed 10/2013.

FDA. Prescribing Information: Botulinum Toxin Type A Xeomin. Accessed 10/2013.

Felber ES. Botulinum toxin in primary care medicine. J Am Osteopath Assoc. 2006 Oct
2006;106(10):609-614.

Ferreira JJ, Couto M, Costa J, Coelho M, Rosa MM, Sampaio C. [Botulinum toxin for the
treatment of pain syndromes]. Acta Reumatol Port. 2006 Jan-Mar 2006;31(1):49-62.

Freitag FG. Botulinum toxin type A in chronic migraine. Expert Rev Neurother. 2007 May
2007;7(5):463-470.

Gobel H, Heinze A, Reichel G, Hefter H, Benecke R. Efficacy and safety of a single botulinum
type A toxin complex treatment (Dysport) for the relief of upper back myofascial pain syndrome:
results from a randomized double-blind placebo-controlled multicentre study. Pain. 2006 Nov
2006;125(1-2):82-88.

Graboski CL, Gray DS, Burnham RS. Botulinum toxin A versus bupivacaine trigger point
injections for the treatment of myofascial pain syndrome: a randomised double blind crossover
study. Pain. 2005 Nov 2005;118(1-2):170-175.

Gupta VK. Botulinum toxin--a treatment for migraine? A systematic review. Pain Med. 2006 Sep-
Oct 2006;7(5):386-394.

Jabbari B. Treatment of chronic low back pain with botulinum neurotoxins. Curr Pain Headache
Rep. 2007 Oct 2007;11(5):352-358.
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BOTULINUM TOXIN (cont.)

Resources: (cont.)

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45,

46.

Jabbari B, Ney J, Sichani A, Monacci W, Foster L, Difazio M. Treatment of refractory, chronic low
back pain with botulinum neurotoxin A: an open-label, pilot study. Pain Med. 2006 May-Jun
2006;7(3):260-264.

Kelja, M, Klepac, N. Botulinum Toxin Type-A Reduces Acute Medication (Triptans) Use in
Migraine Patients. Am Acad Neurol. 03/2003 2003;60(5 Supl 1.A321):ABS P04.147.

Laskawi R, Ellies M. The role of botulinum toxin in the management of head and neck cancer
patients. Curr Opin Otolaryngol Head Neck Surg. 2007 Apr 2007;15(2):112-116.

Lim M, Mace A, Nouraei SA, Sandhu G. Botulinum toxin in the management of sialorrhoea: a
systematic review. Clin Otolaryngol. 2006 Aug 2006;31(4):267-272.

Mathew, NT, Kailasarn, J, al e. Disease Modification in Chronic Migraine With Botulinum Toxin
Type A Long Term Experience.

Mathew, NT, Kailasarn, J, al e. Disease Modification in Chronic Migraine With Botulinum Toxin
Type A Long Term Experience. Headache. 04/2005 2005;4:293-307.

Mathew NT, Frishberg BM, Gawel M, Dimitrova R, Gibson J, Turkel C. Botulinum toxin type A
(BOTOX) for the prophylactic treatment of chronic daily headache: a randomized, double-blind,
placebo-controlled trial. Headache. 2005 Apr 2005;45(4):293-307.

McAllister P. Improvement of headache symptoms and reduction in headache usage in patients
treated with botulinum toxin type A. Journal of Medical Economics. 2004 2004;7:19-28.

Menezes C, Rodrigues B, Magalhaes E, Melo A. Botulinum toxin type A in refractory chronic
migraine: an open-label trial. Arg Neuropsiquiatr. 2007 Sep 2007;65(3A):596-598.

Monnier G, Tatu L, Michel F. New indications for botulinum toxin in rheumatology. Joint Bone
Spine. 2006 Dec 2006;73(6):667-671.

Nagarajan V, Al-Shubaili A, Ayad YM, Alexander J, Al-Ramezi K. Low back ache treatment with
botulinum neurotoxin type A. Local experience in Kuwait. Med Princ Pract. 2007 2007;16(3):181-
186.

National Spasmodic Torticollis Association. Understanding Spasmodic Torticollis. Accessed
03/29/2005.

Ney JP, Difazio M, Sichani A, Monacci W, Foster L, Jabbari B. Treatment of chronic low back
pain with successive injections of botulinum toxin a over 6 months: a prospective trial of 60
patients. Clin J Pain. 2006 May 2006;22(4):363-369.
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BOTULINUM TOXIN (cont.)

Resources: (cont.)

47.

48.

49,

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

Nobrega AC, Rodrigues B, Torres AC, Enzo A, Melo A. Does botulinum toxin decrease frequency
and severity of sialorrhea in Parkinson's disease? J Neurol Sci. 2007 Feb 15 2007;253(1-2):85-
87.

Ojala T, Arokoski JP, Partanen J. The effect of small doses of botulinum toxin a on neck-shoulder
myofascial pain syndrome: a double-blind, randomized, and controlled crossover trial. Clin J Pain.
2006 Jan 2006;22(1):90-96.

Ondo, WG, Derman, HS. Botulinum Toxin A for Chronic Daily Headaches: A 60-Patient,
Randomized, Placebo-Controlled, Parallel Design Study.42(5:431):ABS S131.

Park DS, Cho TW, Lee YK, Lee YT, Hong YK, Jang WK. Evaluation of short term clinical effects
and presumptive mechanism of botulinum toxin type A as a treatment modality of benign prostatic
hyperplasia. Yonsei Med J. 2006 Oct 31 2006;47(5):706-714.

Placzek R, Deuretzbacher G, Meiss AL. Treatment of chronic plantar fasciitis with Botulinum toxin
A: preliminary clinical results. Clin J Pain. 2006 Feb 2006;22(2):190-192.

Schim J. Effect of preventive treatment with botulinum toxin type A on acute headache
medication usage in migraine patients. Curr Med Res Opin. 2004 Jan 2004;20(1):49-53.

Shetty S, Dawes P, Ruske D, Al-qudah M, Lyons B. Botulinum toxin type-A (Botox-A) injections
for treatment of sialorrhoea in adults: a New Zealand study. N Z Med J. 2006
2006;119(1240):U2129.

Shim J. Effect of preventive treatment with botulinum toxin type A on acute headache medication
usage in migraine patients. Curr Med Res Opin. 2004 Jan 2004;20(1):49-53.

Taber’s. Cyclopedic Medical Dictionary. 2001;Edition 19.

Tepper, SJ, Bigal, ME, al e. Botulinum Toxin A in the Preventive Treatment of Refractory
Headache. Am Acad Neurol.60(5 Supl 1.A323):ABS Po4.151.

Thomas CA, Chuang YC, Giannantoni A, Chancellor MB. Botulinum A toxin for the treatment of
benign prostatic hyperplasia/lower urinary tract symptoms. Curr Urol Rep. 2006 Jul
2006;7(4):266-271.

Troost, T, Rosenberg, JR, Wiles, R. Improvement in Intractable Headache With Repeated
Botulinum Toxin Type A Treatment.60(5 Supl 1.A323-4 (1 pg)):P04 153.

University of California Irvine School of Medicine and Optima Educational Solutions, Inc.
Exploring the Advantages of Botulinum Toxin Therapy. Accessed 11/16/2006.
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BOTULINUM TOXIN (cont.)

Resources: (cont.)

60. Wong SM, Hui AC, Tong PY, Poon DW, Yu E, Wong LK. Treatment of lateral epicondylitis with
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for Botox® (onabotulinumtoxinA):

For the treatment of strabismus and blepharospasm associated with
dystonia, including benign essential blepharospasm or VII nerve
disorders in patients 12 years of age and above.

For the treatment of cervical dystonia in adults* to reduce the severity
of abnormal head position and neck pain associated cervical dystonia
(also referred to as spasmodic torticollis).

For the treatment of upper limb spasticity in adult patients, to decrease
the severity of increased muscle tone in elbow flexors (biceps), wrist
flexors (flexor carpi radialis and flexor carpi ulnaris), and finger flexors
(flexor digitorum profundus and flexor digitorum sublimis).

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

For the treatment of overactive bladder with symptoms of urge urinary
incontinence, urgency, and frequency, in adults who have an
inadequate response to or are intolerant of an anticholinergic
medication.

For the treatment of urinary incontinence due to detrusor overactivity
associated with a neurologic condition (e.g., SCI, MS) in adults who
have an inadequate response to or are intolerant of an anticholinergic
medication.

for Botox® Cosmetic (onabotulinumtoxinA):

For the temporary improvement in the appearance of moderate to
severe glabellar lines associated with corrugator and/or procerus
muscle activity in adult patients.

For the temporary improvement in the appearance of moderate to

severe lateral canthal lines associated with orbicularis oculi activity in
adult patients.
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FDA Product Approval Information for Dysport® (abobotulinumtoxinA):

- FDA-approved indication: For the treatment of adults with cervical dystonia to reduce the severity
of abnormal head position and neck pain in both toxin naive and
previously treated patients.

For the temporary improvement in the appearance of moderate to
severe glabellar lines associated with procerus and corrugator muscle
activity in adult patients < 65 years of age.

FDA Product Approval Information for Xeomin® (incobotulinumtoxinA):

- FDA-approved indication: For the treatment of adults with cervical dystonia, to decrease the
severity of abnormal head position and neck pain in both botulinum
toxin-naive and previously treated patients (also referred to as
spasmodic torticollis).

For the treatment of blepharospasm in adults previously treated with
onabotulinumtoxinA (Botox).

For the temporary improvement in the appearance of moderate to
severe glabellar lines associated with corrugator and/or procerus
muscle activity in adult patients.

FDA Product Approval Information for Myobloc® (rimabotulinumtoxinB):

- FDA-approved indication: For the treatment of adult patients ** with cervical dystonia to reduce
the severity of abnormal head position and neck pain associated
cervical dystonia (also referred to as spasmodic torticollis).

*  FDA defines "pediatric patients" as "the pediatric age group, from birth to sixteen years”.

**  The safety and efficacy in pediatric patients have not been established.

Botox is a registered trademark of Allergan, Inc., an independent corporation that is not affiliated with BCBSAZ.

Dysport is a registered trademark of Ipsen Biopharmaceutical, Ltd., an independent corporation that is not affiliated with BCBSAZ.
Myobloc is a registered trademark of Solstice Neurosciences, L.L.C., an independent company that is not affiliated with BCBSAZ.
Xeomin is a registered trademark of Merz Pharm GmbH & Co. KGaA, an independent corporation that is not affiliated with BCBSAZ.
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