
CAC MEETING DISCUSSION QUESTIONS Last Updated 2/17/2023
PROPRIETARY AND CONFIDENTIAL 1

QUESTIONS FOR BOTULINUM TOXINS SUBJECT MATTER 
EXPERT PANEL
For all question's answers must be based on clinical literature with consideration of 
quality of evidence to support your answer. 

Achalasia

1. Is there evidence to support the use of botulinum toxin injections as a first line treatment 
for achalasia? 

2. What treatment(s), if any, should be tried prior to using botulinum toxin injections for 
achalasia? 
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Anal Fissure

1. Is there evidence to support the use of botulinum toxin injections as first line treatment for 
anal fissure? 

2. What treatment(s), if any, should be tried prior to using botulinum toxin injections for anal 
fissure? 
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3. Is there evidence to continue the use of botulinum toxin after the first two injections of 
botulinum toxin for anal fissures? 
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Blepharospasm

1. Is there evidence to support the use of botulinum toxin injections as first line treatment for 
blepharospasm?
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2. What treatment(s), if any, would be considered failures prior to using botulinum toxin 
injections for blepharospasm?

3. What objective criteria/scale should be used to measure treatment benefits and outcomes 
of blepharospasm with botulinum toxin?

4. Is there evidence to support a finite number (end point) of botulinum toxin injections to 
provide temporary relief from blepharospasm? 
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Cervical dystonia

1. What are the diagnostic criteria which should be used to diagnose cervical dystonia?

2. Is there evidence to support the use of botulinum toxin injections as first line treatment for 
cervical dystonia? 

3. What treatment(s), if any, should be would be considered failures prior to using botulinum 
toxin injections for cervical dystonia? 

4. What objective criteria/scale should be used to measure treatment benefits and outcomes 
of cervical dystonia with botulinum toxin?
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Gronseth, Melissa J. Armstrong, David Gloss, Sonja Potrebic, Joseph Jankovic, Barbara P. 
Karp, Markus Naumann, Yuen T. So, Stuart A. Yablon. Practice guideline update summary: 
Botulinum neurotoxin for the treatment of blepharospasm, cervical dystonia, adult 
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1. IAB – Interdisciplinary Working Group for Movement Disorders: Strategies for treatment of 
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3. International consensus statement on botulinum toxin assessment, intervention and 
aftercare for cervical dystonia and other causes of hypertonia of the neck (2010)

Focal hand dystonia

1. Is there diagnostic criteria for focal hand dystonia?

2. What is the incidence and prevalence of the disorder which would need botulinum toxin 
treatment? 

3. Is there evidence to support the use of botulinum toxin injections as a first line treatment 
for severe focal hand dystonia?

4. What treatment(s), if any, should be unsuccessfully used prior to using botulinum toxin 
injections for severe focal hand dystonia? 

5. What objective criteria/scale should be used to measure treatment benefits and outcomes 
of focal hand dystonia with botulinum toxin?

References to review

1. Kruisdijk JJ, Koelman JH, Ongerboer de Visser BW, et al. Botulinum toxin for writer's cramp: 
A randomised, placebo-controlled trial and 1-year follow-up. J Neurol Neurosurg Psychiatry 
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3. Tsui JK, Bhatt M, Calne S, Calne DB. Botulinum toxin in the treatment of writer’s cramp: a 
double-blind study. Neurology 1993; 43(1): 183-5.

4. Cole R, Hallett M, Cohen LG. Double-blind trial of botulinum toxin for treatment of focal 
hand dystonia. Mov Disord 1995; 10(4): 466-71.

5. Lungu C, Karp BI, Alter K, Zolbrod R, Hallett M. Long-term follow-up of botulinum toxin 
therapy for focal hand dystonia: outcome at 10 years or more. Mov Disord. 2011 
Mar;26(4):750-3. doi: 10.1002/mds.23504. Epub 2011 Feb 1. PMID: 21506157; PMCID: 
PMC3081109.
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Hemifacial spasm / Facial dystonia

1. Is there evidence to support the use of botulinum toxin injections as first line treatment for 
hemifacial spasm? 

2. What treatment(s), if any, would be considered failures prior to using botulinum toxin 
injections for hemifacial spasm? 

3. What objective criteria/scale should be used to measure treatment benefits and outcomes 
of hemifacial spasm with botulinum toxin?

References to review
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2. Ortisi, E., Henderson, H., Bunce, C. et al. Blepharospasm and hemifacial spasm: a protocol 
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refractory cases. Eye 20, 916–922 (2006). https://doi.org/10.1038/sj.eye.6702054

3. Filipo R, Spahiu I, Covelli E, Nicastri M, Bertoli GA. Botulinum toxin in the treatment of facial 
synkinesis and hyperkinesis. Laryngoscope. 2012 Feb;122(2):266-70. doi: 
10.1002/lary.22404. Epub 2012 Jan 17. PMID: 22252570.
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A injections to treat blepharospasm and hemifacial spasm. Clin. Exp. Ophthalmol. 2014, 42, 
254–261.
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21. Berardelli, A.; Formica, A.; Mercuri, B.; Abbruzzese, G.; Agnoli, A.; Agostino, R.; Caraceni, T.; 
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International Guidelines

1. IAB – Interdisciplinary Working Group for Movement Disorders: Strategies for treatment of 
dystonia (2015)

2. Phenomenology and classification of dystonia – A consensus update (2013)

3. International consensus statement on botulinum toxin assessment, intervention and 
aftercare for cervical dystonia and other causes of hypertonia of the neck (2010)

Hyperhidrosis

1. Understanding the FDA indication anatomical limitation (i.e., axillary) for the use of 
botulinum toxin, is there evidence regarding the use of botulinum toxin for the treatment of 
hyperhidrosis in other anatomical locations? 

2. Is there evidence to support the use of botulinum toxin injections as first line treatment for 
hyperhidrosis?

3. What treatment(s), if any, would be considered failures prior to using botulinum toxin 
injections for hyperhidrosis? 

4. What objective criteria/scale should be used to measure treatment benefits and outcomes 
of hyperhidrosis with botulinum toxin?

References to review

1. Ibrahim O, Kakar R, Bolotin D, et al. The comparative effectiveness of suction-curettage and 
onabotulinumtoxin-A injections for the treatment of primary focal axillary hyperhidrosis: a 
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A for axillary hyperhidrosis (excessive sweating). N Engl J Med. 2001 Feb 15;344(7):488-93. 
doi: 10.1056/NEJM200102153440704. PMID: 11172190.

3. George SM, Atkinson LR, Farrant PB, Shergill BS. Botulinum toxin for focal hyperhidrosis of 
the face. Br J Dermatol 2014; 170:211.
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https://www.uptodate.com/external-redirect.do?target_url=http%3A%2F%2Fiabnetz.de%2Fwp-content%2Fuploads%2F2016%2F05%2FTREATMENT-STRATEGIES-DYSTONIA-JNT.pdf&token=cFBX9EwWXhIJQ7eOhgoCzmEmVAgntKeQvFJ7qqlIOSTuB8d9%2BoV%2BUMIFyrRzYKZxllrUOzchUYvGjmmyUuoPYESiro2Hl5VjLyX8pgT9GHsuRzlajNpSyMRImJ91mIXY&TOPIC_ID=119468
https://www.uptodate.com/external-redirect.do?target_url=https%3A%2F%2Fwww.ncbi.nlm.nih.gov%2Fpmc%2Farticles%2FPMC3729880%2Fpdf%2Fnihms464952.pdf&token=wEsKVFvqlKzpT%2BqOtddW%2F9WyS2%2BmbISD1cPa9SCgRnci8vyKZ2%2Fmnf2fB28fHUVWvJyODz8dauj3uZIff2YbPZHi6q%2BPK%2Fkhpv2XyNR5ceM%3D&TOPIC_ID=119468
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report of two cases. Arq Neuropsiquiatr 2003; 61:256.

5. Bjerkhoel A, Trobbe O. Frey's syndrome: treatment with botulinum toxin. J Laryngol Otol 
1997; 111:839.

6. Restivo DA, Lanza S, Patti F, et al. Improvement of diabetic autonomic gustatory sweating by 
botulinum toxin type A. Neurology 2002; 59:1971.

7. Böger A, Herath H, Rompel R, Ferbert A. Botulinum toxin for treatment of craniofacial 
hyperhidrosis. J Neurol 2000; 247:857.

Intravesical Analgesia

1. What evidence (if any) supports use of botulinum toxin injections “off label” for interstitial 
cystitis and/or bladder pain?

2. What evidence (if any) supports use of botulinum toxin injections “off label” for intravesical 
analgesia?

3. What treatment(s), if any, would be considered failures prior to using botulinum toxin 
injections for intravesical analgesia? 

References to review

1. Jiang YH, Liao CH, Tang DL, Kuo HC. Efficacy and safety of intravesical onabotulinumtoxinA 
injection on elderly patients with chronic central nervous system lesions and overactive 
bladder. PLoS One. 2014;9(8):e105989.

2. Asafu-Adjei, D., Small , A., McWilliams, G., Galea, G. ., Pak , J. S., & Chung, D. E. (2020). The 
intravesical injection of highly purified botulinum toxin for the treatment of neurogenic 
detrusor overactivity. Canadian Urological Association Journal, 14(10), E520–6. 
https://doi.org/10.5489/cuaj.6182

Laryngeal Dystonia (spasmodic dysphonia)

1. What evidence, if any, supports use of botulism off label for laryngeal dystonia? Describe.

2. What treatment(s), if any, would be considered failures prior to using botulinum toxin 
injections for laryngeal dystonia? 

3. Is there evidence as to whether botulinum toxins should be used to treat abductor laryngeal 
dystonia (in addition to the adductor type)?

4. Does the literature support the use of targeting injections using modalities (e.g., guided by 
vision and palpation vs. electromyographic guidance, nerve stimulation, or ultrasound)?
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5. What criteria/scale should be used to measure outcomes (perceptual voice quality 
measures, Quality of Life measures such as the Voice Handicap Index or the Voice-Related 
Quality of Life) when using botulinum toxin for laryngeal dystonia?

References to review

1. Simonyan, K., et al. Laryngeal Dystonia: Multidisciplinary Update on Terminology, 
Pathophysiology, and Research Priorities. Neurology 96, 989-1001 (2021).
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Dysphonia and Laryngeal Tremor. JAMA Otolaryngol Head Neck Surg 144, 293-299 (2018).

Chronic Migraine prophylaxis

1. Is there evidence to support treatment(s), prior to using botulinum toxin injections for 
chronic migraine? 

2. Is there evidence that supports the need for concurrent use of other medications in 
addition to botulinum toxin injections for chronic migraine? 

3. Does the evidence point to specific criteria that should be used to measure the treatment 
benefits and outcomes of chronic migraine prophylaxis with botulinum toxin?

4. Is there evidence to support at least a 50% reduction in mean headache days per month 
when using botulinum toxin for chronic migraine?

5. Knowing that the FDA reviewed the PREEMPT study’s results and only approved 
onabotulinumtoxinA at 155 units, is there robust evidence demonstrating that more than 
155 units of onabotulinumtoxinA is clinically superior and more effective when treating 
chronic migraine?

6. Knowing that the FDA reviewed the PREEMPT results and only approved 
onabotulinumtoxinA to be administered every 12 weeks, is there robust evidence 
demonstrating that less than 12 weeks dosing of onabotulinumtoxinA is clinically superior 
and more effective for treating chronic migraines? 

References to review
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Society Guidelines
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Neurogenic (detrusor overactivity) bladder

1. Is there any evidence to support the use of botulinum toxin injections as first line treatment 
for neurogenic (detrusor overactivity) bladder? 

2. What treatment(s), if any, would be considered failures prior to using botulinum toxin 
injections?

3. What is the robust evidence regarding the use of botulinum toxin for neurogenic (detrusor 
overactivity) bladder?

References to review
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Overactive bladder (OAB)

1. Knowing there is no FDA indication for the use of botulinum toxin for overactive bladder, 
what is the evidence regarding the use of botulinum toxin?.

2. What treatment(s) would be considered failures prior to using botulinum toxin for OAB such 
as conservative therapies, behavioral modifications and medications? 

3. Is there a certain number of medications that should be tried (different classes etc.) before 
considering OAB refractory? Describe in detail. 

4. Which populations are botulinum toxin injections not appropriate for OAB such as gender, 
elderly, cognitive change or dementia, mixed urinary incontinence, others? 

a. Are there patient populations who have higher risk for botulinum toxin injection 
treatment? 

b. Are there patient populations who are less likely to respond to botulinum toxin injection 
treatment?

References to review
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Society Guidelines

United States

1. American Urological Association (AUA)/Society of Urodynamics, Female Pelvic Medicine & 
Urogenital Reconstruction (SUFU): Guideline for diagnosis and treatment of non-neurogenic 
overactive bladder (OAB) in adults (2019)

2. AUA/SUFU: Guideline on incontinence after prostate treatment (2019)
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4. AUA/SUFU: Guideline on surgical treatment of female stress urinary incontinence 
(SUI) (2017)

5. ACOG: Practice bulletin on urinary incontinence in women (2015)

6. AUA/SUFU: Guideline on adult urodynamics (2012)

7. Neurogenic Lower Urinary Tract Dysfunction: AUA/SUFU Guideline (2021)

International

1. International Continence Society (ICS): Current standardisations

2. ICS: Report on the terminology for adult neurogenic lower urinary tract dysfunction 
(ANLUTD) (2017)

3. Sixth International Consultation on Incontinence: Recommendations for the evaluation and 
treatment of urinary incontinence, pelvic organ prolapse, and faecal incontinence (2018)

4. International Urogynecological Association (IUGA): Guidelines for research and clinical 
practice on the evaluation and outcome measures in the treatment of female urinary stress 
incontinence (2008)

Strabismus 

1. Is there evidence to support the use of botulinum toxin injections as a first line treatment 
for strabismus?

2. What treatment(s), if any, should be tried prior to using botulinum toxin injections for 
strabismus? 
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Spasticity

1. Is there evidence regarding the use of botulinum toxin for spasticity? 

2. What treatment(s), if any, would be considered failures prior to using botulinum toxin 
injections?

3. Does the botulinum toxin injection need electromyographic guidance or nerve stimulation 
when treating spasticity, even if the muscles can be easily targeted? 

4. What objective criteria/scale should be used to measure outcomes?
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Sialorrhea

1. Is there evidence regarding the use of botulinum toxin for chronic sialorrhea?

2. What treatment(s), if any, would be considered failures prior to using botulinum toxin 
injections for chronic sialorrhea? 
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Urinary incontinence

1. Is there evidence regarding the use of botulinum toxin for urinary incontinence?

2. What treatment(s) would be considered failures prior to botulinum toxin injections for 
overactive bladder such as conservative therapies, behavioral modifications and 
medications? 

3. Is there a certain number of medications that should be tried (different classes etc.) before 
being considered refractory 

References to review
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