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Policy:

This policy stands to show the criteria for and preferencing of agents within the therapeutic class of Neuromuscular Blockers-Neurotoxins.  At the time of creation of this policy, there are five agents to be reviewed: onabotulinumtoxinA (Botox)- J0585, abobotulinumtoxinA (Dysport)- J0586, incobotulinumtoxinA (Xeomin)- J0588, daxibotulinumtoxinA-lanm (Daxxify)-J0589, and rimabotulinumtoxinB (Myobloc)- J0587.  The review includes review of product package inserts for FDA approved indications and limitations, ASP pricing files updated quarterly, any external evidence available through CMS approved compendia, NCD/LCD information, and the approved system used for clinical direction of the Utilization Management team for agents on the eternalHealth Medicare Part B Prior Auth list.  This information combined with a wholistic review of the members’ clinical profile will allow the eternalHealth team to arrive at a decision of clinical appropriateness and is not a guarantee of payment.

Exclusions:
· Agents used for cosmetic purposes will not be covered.  This may include treatment of appearance of wrinkles which may be submitted as: facial lines including glabellar lines, horizontal forehead lines, lateral canthal lines and others.  
· Payment for more than one injection per site regardless of number of injections made into the site
· Spastic condition not listed under "ICD-10-CM Codes That Support Medical Necessity" in Article A52848
· Additional charges for the cost of special syringes
· Tension headaches, myofascial pain, irritable colon, biliary dyskinesia, other forms of smooth muscle spasm not specifically addressed in policy, and any other spastic conditions not listed in ICD-10 CM Codes that Support Medical Necessity section of the Billing and Coding article (A57185) 
· Condition for which acceptance of botulinum toxin has not been established, as indicated by 1 or more of the following:
· Deviations over 50 prism diopters
· Restrictive strabismus
· Chronic paralytic strabismus except to reduce antagonist contracture in conjunction with surgical repair
· Duane's syndrome with lateral rectus muscle weakness
· Recurrent temporomandibular joint disorder
· Any spastic condition of smooth muscle including anal spasm, irritable colon, spastic colon, or biliary dyskinesia
· Treatment of muscle tension

Preferencing:
Preferred Agents: Dysport, Xeomin
Secondary Agents: Botox, Myobloc, Daxxify

Agents:

CPT®: 43201, 43236, 46505, 52287, 64611, 64612, 64615, 64616, 64617, 64642, 64643, 64644, 64645, 64646, 64647

HCPCS: J0585, J0586, J0587, J0588, J0589

BOTOX is an acetylcholine release inhibitor and a neuromuscular blocking agent indicated for: 

 Treatment of overactive bladder (OAB) with symptoms of urge urinary incontinence, urgency, and frequency, in adults who have an inadequate response to or are intolerant of an anticholinergic medication 
 Treatment of urinary incontinence due to detrusor overactivity associated with a neurologic condition [e.g., spinal cord injury (SCI), multiple sclerosis (MS)] in adults who have an inadequate response to or are intolerant of an anticholinergic medication 
 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. 
 Prophylaxis of headaches in adult patients with chronic migraine (≥15 days per month with headache lasting 4 hours a day or longer)
 Treatment of spasticity in patients 2 years of age and older
 Treatment of cervical dystonia in adult patients, to reduce the severity of abnormal head position and neck pain
 Treatment of severe axillary hyperhidrosis that is inadequately managed by topical agents in adult patients
 Treatment of blepharospasm associated with dystonia in patients 12 years of age and older
 Treatment of strabismus in patients 12 years of age and older

Compendial Uses 
1. Achalasia 
2. Auriculotemporal syndrome  
3. Backache  
4. Benign prostatic hyperplasia  
5. Cervicogenic headache  
6. Chronic anal fissures 
7. Congenital esotropia 
8. Detrusor and sphincter dyssynergia 
9. Difficulty speaking after total laryngectomy  
10. Disorder of esophagus 
11. Epicondylitis 
12. Essential tremor disorder 
13. Excessive salivation secondary to advanced Parkinson’s disease 
14. Excessive salivation secondary to a disorder of the nervous system 
15. Excessive tear production 
16. Fibromyalgia 
17. Gilles de la Tourette's syndrome 
18. Granuloma of vocal cords which is refractory to conventional surgical and 
medical therapies s. Hemifacial spasm 
19. Isolated oromandibular dystonia 
20. Larynx closure as adjunct to surgical procedure  
21. Myofascial pain syndrome 
22. Oculomotor nerve injury 
23. Organic voice tremor 
24. Palmar hyperhidrosis 
25. Pelvic floor dyssynergia 
26. Pharyngoesophageal segment spasm following total laryngectomy 
27. Refractory idiopathic trigeminal neuralgia  
28. Spastic dysphonia 
29. Stuttering   
30. Tardive dyskinesia 
31. Temporomandibular joint disorder
32. Tension-type headache
33. Thoracic outlet syndrome 
34. Whiplash injury to neck 



Limitations of use:

Safety and effectiveness of BOTOX have not been established for: 
 Prophylaxis of episodic migraine (14 headache days or fewer per month) 
 Treatment of hyperhidrosis in body areas other than axillary

DOSAGE AND ADMINISTRATION:
Follow indication-specific dosage and administration recommendations. In a 3-month interval, do not exceed a total dose of:  Adults: 400 Units  Pediatrics: the lesser of 10 Units/kg or 340 Units 
 Overactive Bladder: Recommended total dose 100 Units, as 0.5 mL (5 Units) injections across 20 sites into the detrusor 
 Adult Detrusor Overactivity associated with a Neurologic Condition: Recommended total dose 200 Units, as 1 mL (~6.7 Units) injections across 30 sites into the detrusor 
Pediatric Detrusor Overactivity associated with a Neurologic Condition: 0.5 mL injections across 20 sites into the detrusor
 Greater than or equal to 34 kg: Recommended total dose is 200 Units 
 Less than 34 kg: Recommended total dose is 6 Units/kg 
 Chronic Migraine: Recommended total dose 155 Units, as 0.1 mL (5 Units) injections per site divided across 7 head/neck muscles
 Adult Upper Limb Spasticity: Recommended total dose up to 400 Units divided among affected muscles
 Adult Lower Limb Spasticity: Recommended total dose 300 Units to 400 Units divided across ankle and toe muscles
 Pediatric Upper Limb Spasticity: Recommended total dose 3 Units/kg to 6 Units/kg (maximum 200 Units) divided among affected muscles
 Pediatric Lower Limb Spasticity: Recommended total dose 4 Units/kg to 8 Units/kg (maximum 300 Units) divided among affected muscles
 Cervical Dystonia: Base dosing on the patient’s head and neck position, localization of pain, muscle hypertrophy, patient response, and adverse event history; use lower initial dose in botulinum toxin naïve patients
 Axillary Hyperhidrosis: 50 Units per axilla
 Blepharospasm: 1.25 Units-2.5 Units into each of 3 sites per affected eye
 Strabismus: The dose is based on prism diopter correction or previous response to treatment with BOTOX

DYSPORT is an acetylcholine release inhibitor and a neuromuscular blocking agent indicated for: 
•The treatment of cervical dystonia in adults
•The treatment of spasticity in patients 2 years of age and older

Compendial Uses 
1. Achalasia in patients who are surgical candidates 
2. Blepharospasm 
3. Hemifacial spasm 

DOSAGE AND ADMINISTRATION:
Cervical Dystonia:
• Initial dose is 500 Units given intramuscularly as a divided dose among the affected muscles 
• Re-treatment every 12 to 16 weeks or longer, as necessary, based on return of clinical symptoms with doses administered between 250 Units and 1000 Units to optimize clinical benefit 
• Re-treatment should not occur in intervals of less than 12 weeks 
• Titrate in 250 Unit steps according to patient’s response 

Spasticity in Adults:
• Select dose based on muscles affected, severity of spasticity, and treatment and adverse reaction history with botulinum toxins 
• Dosing for upper limb spasticity: between 500 Units and 1000 Units 
• Dosing for lower limb spasticity: up to 1500 Units 
• The maximum recommended total dose per treatment session (upper and lower limb combined) in adults is 1500 Units 
• Re-treatment, based on return of clinical symptoms, should not occur in intervals of less than 12 weeks 

Spasticity in Pediatric Patients:
• Select dose based on the affected muscle, severity of spasticity, and treatment and adverse reaction history with all botulinum toxins. 
• Recommended dosing for upper limb spasticity: 8 Units/kg to 16 Units/kg per limb. The maximum recommended total dose administered per treatment session must not exceed 16 Units/kg or 640 Units, whichever is lower. 
• Recommended dosing for lower limb spasticity: 10 Units/kg to 15 Units/kg per limb. Total dose per treatment session must not exceed 15 Units/kg for unilateral lower limb injections, 30 Units/kg for bilateral injections, or 1000 Units, whichever is lower. 
• The maximum recommended total dose per treatment session is 30 Units/kg or 1000 Units, whichever is lower. Re-treatment, based on return of clinical symptoms, should not occur in intervals of less than 3 months.

MYOBLOC is an acetylcholine release inhibitor indicated for:
• Treatment of cervical dystonia to reduce the severity of abnormal head position and neck pain associated with cervical dystonia in adults
• Treatment of chronic sialorrhea in adults

Compendial Uses 
1. Axillary hyperhidrosis 
2. Bladder muscle dysfunction leading to overactive bladder 
3. Bladder spasticity secondary to a spinal cord injury 
4. Blepharospasm 
5. Hemifacial spasm 
6. Palmar hyperhidrosis 
7. Spastic dysphonia 
8. Upper limb spasticity 

DOSAGE AND ADMINISTRATION:
• Cervical Dystonia: for patients with demonstrated tolerance of botulinum toxin injection, recommended total dosage is 2,500 Units to 5,000 Units divided among effected muscles
• Chronic Sialorrhea: recommended dosage is 1,500 Units to 3,500 Units; 500 Units to 1,500 Units per parotid gland and 250 Units per submandibular gland; no more frequent than every 12 weeks

XEOMIN is an acetylcholine release inhibitor and neuromuscular blocking agent indicated for the treatment or improvement of patients with: 
 chronic sialorrhea in patients 2 years of age and older
 upper limb spasticity in adults, in patients aged 2 to 17 years old excluding spasticity caused by cerebral palsy
 Cervical dystonia in adults
 blepharospasm in adults

 DOSAGE AND ADMINISTRATION:
Chronic Sialorrhea:
· Chronic Sialorrhea in Adults: the recommended total dose is 100 Units per treatment session consisting of 30 Units per parotid gland and 20 Units per submandibular gland, no sooner than every 16 weeks 
· Chronic Sialorrhea in Pediatric Patients: the recommended dose is based on body weight administered in a 3:2 dose ratio into the parotid and submandibular glands, respectively, no sooner than every 16 weeks; ultrasound guidance recommended

Upper limb spasticity, cervical dystonia, and blepharospasm: the optimum dose, frequency, and number of injection sites in the treated muscle(s) should be based on severity and prior treatment response in patients previously treated with botulinum toxin; individualize dosing for each patient:
· Upper Limb Spasticity in Adults: the recommended total dose is up to 400 Units, divided among affected muscles
· Upper Limb Spasticity in Pediatric Patients, excluding spasticity caused by cerebral palsy: the recommended total dose is 8 Units/kg (maximum 200 Units) per single upper limb or 16 Units/kg (maximum 400 U) in both upper limbs, divided among affected muscles
· Cervical Dystonia: the recommended initial dose is 120 Units per treatment session
· Blepharospasm: the recommended initial dose is 50 Units (25 Units per eye)
DAXXIFY is an acetylcholine release inhibitor and neuromuscular blocking agent indicated for the temporary improvement in the appearance of moderate to severe glabellar lines associated with corrugator and/or procerus muscle activity in adult patients. 

DOSAGE AND ADMINISTRATION:
Glabellar Lines: 0.1 mL (8 Units) by intramuscular injection into each of five sites, for a total dose of 40 Units.

DOSAGE FORMS AND STRENGTHS:
For injection: 50 Units or 100 Units sterile lyophilized powder in a single-dose vial.

Daxxify is being added as a secondary agent in the instance it is being used for a compendial use that is CMS approved.  The FDA labeled indication is not accepted and thus is not going to be covered.

Duration of approval:

Initial authorization: Length requested, length specified in the indication above (if applicable), or 12 months, whichever is shortest

Reauthorization: Length requested, length specified in the indication above (if applicable), or 12 months, whichever is shortest

Exception Criteria:

Dysport and Xeomin should be considered first line agents for use and if Botox or Myobloc is requested the following considerations must occur:
· Request is not for indications covered by Dysport and Xeomin
· Request includes documentation of trial and failure, inadequate response, contraindication, or adverse event caused by Dysport and/or Xeomin where appropriate
· Request includes documentation of trial and failure, inadequate response, contraindication, or adverse event caused by Part D products if available for the indication requested where appropriate
· There is documentation that member is currently receiving treatment with the targeted product (if a new member) in the past 365 days, excluding when that product is obtained as a sample or via a manufacturer patient assistance program

Reference(s): 

· Botox Package Insert.  https://www.rxabbvie.com/pdf/botox_pi.pdf
· Dysport Package Insert.  https://www.dysportusa.com/PI
· Xeomin Package Insert.  https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=ccdc3aae-6e2d-4cd0-a51c-8375bfee9458&type=display
· Myobloc Package Insert.  https://www.myoblochcp.com/files/Myobloc-Prescribing-Information.pdf
· Daxxify Package Insert.  https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/761127s000lbl.pdf
· eternalHealth Medicare Part B Prior Authorization List.  https://www.eternalhealth.com/wp-content/uploads/2022/10/eternalHealth_MA-Part-B-PA-List-eff-1-1-2025.pdf
· Botulinum Toxin Types A and B LCD L35172. https://www.cms.gov/medicare-coverage-database/view/lcd.aspx?lcdid=35172&ver=68&bc=0
· Billing and coding: Botulinum Toxins LCD A52848. https://www.cms.gov/medicare-coverage-database/view/article.aspx?articleId=52848&LCDId=33646&DocID=L33646
· CMS ASP Pricing Files.  https://www.cms.gov/medicare/payment/part-b-drugs/asp-pricing-files
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