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Patient-initiated study: lithium carbonate
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4,318 ALS patients on PatientsLikeMe (28 February 2010)

3,674 (85%) provided at least basic demographic and diagnosis data

348 (9%) reported taking lithium 3,326 (91%) did not report taking lithium

. Fornai F, Longone P, Cafaro L, Kastsiuchenka O, Ferrucci M, Manca ML, et al. Lithium delays progression of
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149 ‘intent to treat’ 78 “full course’ (lithium 447 intention-to-treat- 390 full course-
(lithium 22 months) for all 12 months) matched controls matched controls

» Small non-randomized trial reported lithium carbonate slowed

progression of ALS!

o PLM collected data from PALS members prescribed lithium off-

|label by their providers

« A matching algorithm on pre-treatment ALSFRS progression

scores was developed to create historical controls

o Beneficial effect not corroborated in virtual trial - no difference

found at 12 months in both groups?

« Results repeated in subsequent NIH studies

« Recent meta-analysis of ALS trials suggests pharmacogenetic

interaction of lithium in PALS with UNCISA genotypes. Future
study planned with external researchers.
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Scientific review of alternative off-label treatments in ALS
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The ALSUntangled Group (2015) ALSUntangled: Introducing The Table of Evidence, Amyotrophic Lateral Sclerosis
and Frontotemporal Degeneration, 16:1-2, 142-145, DOI: 10.3109/21678421.2014.987476
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« |n 2009 a consortium of patients, clinicians, and researchers
began scientific reviews of alternative off-label treatments in

ALS

« Patients and caregivers submit names of alternative therapies
and then vote for the ones they most want to learn about

« The global team has completed over 40 reviews grading each
therapy on the mechanistic plausibility, the strength of relevant
preclinical data; case reports; identified/potential risks and
costs

« Engages many stakeholders and empowers patients and
providers with data to support more informed decisions about
options in ALS care



ALSUntangled No. 26: Lunasin

Aming acid pegiide irom soy. rye, bartey & wheat « Review prompted after reports of dramatic improvements in PAL
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o Found insufficient evidence to support use; recommended pilot
study’

o PLM and Duke ALS Clinic collaborated on hybrid virtual trial
design with goals to:
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- Validate correlation of PRO ALSFRY scores captured online with CRO

et et 0 ALSFRS scores done in clinic
 Ffindings:
- No evidence that Lunasin slowed ALS (n=a0)
- Patients accurately measured ALSFRS scores and recorded monthly
online
- Fastest enrollment of any ALS trial in history
1. The ALSUntangled Group (2014) ALSUntangled No. 26: Lunasin, Amyotrophic Lateral Sclerosis and
Frontotemporal Degeneration, 15:7-8, 622-626, DOI: 10.3109/21678421.2014.959297 = DiVEFSE |J|]|J|.||E|ti|]ﬂ FEIJPESEﬂtEd
2. Bedlack R, Spector A, Morgan E, Wicks P, Vaughan T, Blum R, Dios A, Sadri-Vakili G (2017) Final results from
an open-label, single-center, hybrid-virtual 12-month trial of Lunasin for patients with ALS. 28th International _ ;
Symposium on ALS/MND 2017, Boston, MA, USA, December 8-10, 2017 (Poster) REtEﬂtlDﬂ f'EItE Eh[IVE EVEFEQE

patientslikeme’



Virtual trials in planning stage

o PLM and Duke ALS Clinic currently in planning stages for two virtual trials
« Trial design building on the experience developed in the lunasin trial

« Both studies will include a range of phenotypic data entered online by patients as well as multi-omics data from in-home
biospecimen collections

ALS Reversals' ALSUntangled No. 44 Curcumin?

« Build on compiled database of 36 cases of ALS reversals that - Published trials in varying formulations show clinical
studied differences in demographics, disease benefits in ditferent diseases
characteristics, treatments, and comorbidities between . [Oral curcumin found to be inexpensive and safe
patients with ALS reversals and those with typically . Curcumin found to have at |east four potential mechanisms
progressive ALY relevant to ALS

1. Daniel Harrison, Paul Mehta, Michael A. van Es, Elijah Stommel, Vivian E. Drory, Beatrice Nefussy, Leonard H. van den Berg, Jesse Crayle, Richard Bedlack & the Pooled Resource Open-Access
ALS Clinical Trials Consortium (2018) “ALS reversals”: demographics, disease characteristics, treatments, and co-morbidities,Amyotrophic Lateral Sclerosis and Frontotemporal
Degeneration, DOI: 10.1080/21678421.2018.1457059

2. Richard Bedlack & ALSUntangled Group (2018): ALSUntangled 44: curcumin, Amyotrophic Lateral Sclerosis and Frontotemporal Degeneration, DOI: 10.1080/21678421.2018.1440738
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