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Background-Need

• Although we now have many treatments, 
ALS usually remains disabling and life-
shortening

• People living with ALS (PALS) 
understandably want access to 
experimental treatments



3 Main 
Options for 
Accessing 
Experimental 
ALS 
Treatments 
(Curr Treat Options Neurol 2021;23:40) 

Clinical Trials

Expanded Access Programs (EAPs)

Self-experimentation with 
alternative and off-label treatments



Clinical Trials

• Clinical Trials are my preferred pathway for this, because:
• Products plausible, pure

• Informed consent

• Oversight (FDA, IRB, DSMB)

• Rigorous data collection

• Benefits to patients (hope, altruism, medical)
• Cancer 1985;56:1710-1718

• Radiology 1995;197:859-862

• Clin Invest Med 1996;19:179-183

• Oncol Nurs Forum 1997;24:1411-1416

• J Pediatr 1999;134:151-155

• J Clin Epidemiol 2001;54:217-224

• Controlled Clin Trials 2003;24:341-352

• J Am Coll Surg 2013;216:774-781



Problems with Trials

• There aren’t nearly enough of them

• They are geographically restricted 
• Clin Invest 2014;4:373–380

• Most patients will not qualify

• Inclusion criteria getting more and more narrow

• Targeting specific disease subtypes
• ex. NEJM 2022;387:1099-1110

• Enrolling patients most likely to show signal on specific outcomes
• ex. Lancet Neurol 2017;16:505-512

• Design features not always acceptable to or feasible for patients
• ALS 2008;9:257-265

• ALS 2010;11:502-507



EAPs
(Curr Treat Options Neurol 2021;23:40)

• Great option for those who cannot 
qualify for trials; same products, 
oversight, some data collection

• But

• There aren’t nearly enough of them 
(even less spots than trials)

• They are geographically restricted 
(even more so than trials)

• Some patients will not qualify



Self-
Experimentation

• Up to 99% of PALS use this path 
(Evid Based Complement Alternat Med 2013;2013:613596)

• Via MD prescription

• Via FDA Personal Importation Policy 
(https://www.fda.gov/industry/imp
ort-basics/personal-importation)

• Via “Buyers Club”

• Via Internet

Scene from 2013 
movie “The Dallas 
Buyers Club”



Many “alternative and off label” treatments (AOTs) 
currently being advertised on the Internet for ALS



AOTs on the Internet

• Proponents make 
attractive claims 
• “World’s most 

relied upon”

• “Clinically proven”

• “Guaranteed”

-http://mototab.com/



Underappreciated 
Harms from AOTs

• Financial

• AOTs can cost hundreds, thousands, hundreds of 
thousands of dollars

• Ex. ALS 2010;11:414-416

• Physical

• Infections, blood clots, tumors, deaths
• Ex. ALS 2010;11:328-330

• Scientific

• Low enrollment rate (2 patients/site/month) in our trials
• ALS 2008;9:257-65



ALSUntangled

• Started 2009 

• Goal: develop group of clinicians & scientists that 
systematically assess AOTs, toward ultimately 
helping PALS make more informed decisions

• Methods

• Inputs 

• Investigations/Reviews

• Outputs





Inputs from PALS, CALS

• >500 suggested AOTs, listed on 
Future Reviews section of our 
website (www.alsuntangled.org)

• Prioritization
• Votes
• Multiplier

• 0 if we cannot find any useful 
disclosable information on the AOT

• 1 if we understand what the AOT is but 
cannot find a published ALS trial or 
case series on it

• 2 if we can find at least 1 published ALS 
clinical trial or case series on it

Many 
Others



Reviews

• Team

• >130 members, 11 countries (USA, Canada, 
Ireland, Israel, Spain, Thailand, Sweden, 
Poland, France, Russia, Australia)

• Standard operating procedures (SOPs) guide 
everything we do, from information gathering to 
writing, crowd-sourcing drafts



ALSUntangled Table Of Evidence (TOE)



Outputs
• Reviews crowd-sourced, peer-reviewed, 

ultimately published in ALS-FTD

• 78 published so far

• All Free Open Access

• TOE grades, PDFs posted under Completed 
Reviews on our website

• Updates on older reviews (*)

• Partnered with CReATe to make podcasts 
(https://podcasts.apple.com/us/podcast/create-
podcast/id1356626499?uo=4)

• Spanish, Italian translations available

https://podcasts.apple.com/us/podcast/create-podcast/id1356626499?uo=4
https://podcasts.apple.com/us/podcast/create-podcast/id1356626499?uo=4


Success?

• Won multiple awards from patients, peers

• 8 of the top 10 most downloaded articles in the history 
of the ALS-FTD journal

• Some individual reviews have >50,000 downloads

• Collectively, >400,000 downloads

• Podcasts have >35,000 listens



Lessons Learned: Proponents

• Motivations vary

• Many are “true believers”

• They do some things that mainstream doctors need to learn from

• Optimistic, hope-boosters

• Respectful

• Responsive



Lessons 
Learned: Natural 
History 

• Progression is not only variable 
between patients, it can also be 
quite variable in a single patient at 
different times

• Plateaus, small reversals not 
uncommon (Neurology. 2016 Mar 1;86(9):808-12)

• Dramatic ALS reversals can very 
rarely occur (www.alsreversals.com)



Lessons Learned: The Worst AOTs Share “Red Flags”

• Large out of pocket costs

• Advertised as effective for multiple incurable 
conditions with different causes

• Lack of safety and scientific oversight

• Absent or limited informed consent process

• Lack of an evidenced mechanism by which the 
intervention might help

• Absence of regularly measured validated 
outcomes

• Vague or no plan to present outcomes for peer 
review

• The only evidence of benefit is anecdotes

• Proponents have no relative training, 
presentations or publications

• Proponents portray themselves as victims, advise 
“divorce” from mainstream doctors



Lessons Learned: 
Some AOTs 
Warrant Further 
Testing

• (Annals of Neurology 2024;97:15-27)



How I Guide Patients in My Clinic 
Who Want to Experiment



Step 1. Build a Foundation

• There are now many evidence and experience-based treatments for 
ALS (https://www.uptodate.com/contents/disease-modifying-treatment-of-amyotrophic-lateral-
sclerosis; https://www.uptodate.com/contents/symptom-based-management-of-amyotrophic-
lateral-sclerosis?source=related_link )

• We know these slow ALSFRS-R progression, reduce hospitalizations, improve 
quality of life, lengthen survival

• I encourage patients in my clinic to take advantage of these while they 
experiment with other things

https://www.uptodate.com/contents/disease-modifying-treatment-of-amyotrophic-lateral-sclerosis
https://www.uptodate.com/contents/disease-modifying-treatment-of-amyotrophic-lateral-sclerosis
https://www.uptodate.com/contents/symptom-based-management-of-amyotrophic-lateral-sclerosis?source=related_link
https://www.uptodate.com/contents/symptom-based-management-of-amyotrophic-lateral-sclerosis?source=related_link


Step 2. Review 
Pathways for 
Experimentation (in My 
Preferred Order)

• Clinical Trials

• Expanded Access Programs

• Self-Experimentation with 
alternative and off-label products



Step 3. For Those Who Must Self-
Experiment…
• Just Starting

• Add 1 new product at a time, starting with “top tier”

• Already on a large regimen
• Remove products already shown not to work in ALS trials (ex. coQ10, vitamin C, vitamin E, 

glutathione), or those with lots of ”red flags”
• Remove products with overlapping mechanisms (ex. multiple antioxidants)
• Add 1 new product at a time, starting with top tier or ones that have a mechanism that is not 

being targeted by the patient’s current regimen

• For each product, have a target dose, agreed upon outcomes, duration, stopping 
rules
• Ideally the dose is determined by trials, biomarker studies, safety studies
• Outcome I use: 50% slowing in ALSFRS-R progression over 6 months



Conclusions

• PALS want experimental options; while trials and EAPs 
are the preferred paths, “self experimentation” with 
AOTs will be the only option for most

• When it comes to AOTs, “The Truth Is Out There” but it 
isn’t always easy to find

• ALSUntangled brings PALS, clinicians & scientists 
together to systematically review and report on AOTs 
with a goal of PALS making more informed decisions

• I have learned several important lessons in this program, 
and I use these to guide my practice and approach to 
AOTs



Thanks

People living with 
ALS 

ALSA (our current 
sponsor) and all our 

previous funding 
sources

Collaborators 
including ALSFTD 

journal, reviewers, 
CodeTheDream

Duke ALS Care 
Team


	Slide 1: ALSUntangled: Help for the Internet Buyers’ Club
	Slide 2: Background-Need
	Slide 3: 3 Main Options for Accessing Experimental ALS Treatments  (Curr Treat Options Neurol 2021;23:40) 
	Slide 4: Clinical Trials
	Slide 5: Problems with Trials
	Slide 6: EAPs (Curr Treat Options Neurol 2021;23:40)
	Slide 7: Self-Experimentation
	Slide 8
	Slide 9: AOTs on the Internet
	Slide 10: Underappreciated Harms from AOTs
	Slide 11: ALSUntangled
	Slide 12
	Slide 13: Inputs from PALS, CALS
	Slide 14: Reviews
	Slide 15
	Slide 16: Outputs
	Slide 17: Success?
	Slide 18: Lessons Learned: Proponents
	Slide 19: Lessons Learned: Natural History 
	Slide 20: Lessons Learned: The Worst AOTs Share “Red Flags”
	Slide 21: Lessons Learned: Some AOTs Warrant Further Testing
	Slide 22: How I Guide Patients in My Clinic Who Want to Experiment
	Slide 23: Step 1. Build a Foundation
	Slide 24: Step 2. Review Pathways for Experimentation (in My Preferred Order)
	Slide 25: Step 3. For Those Who Must Self-Experiment…
	Slide 26: Conclusions
	Slide 27: Thanks

