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Rating

Open Label Extension

Rating: 0 if not offered, .5 or 1 depending on if
announced/implemented, how the OLE is structured, looking at
length of time, amount of patient data collected that can help in the
approval process, etc.

OLE as long as active
treatment phase with
good data collection

Minimize placebo usage

Rating: 0, .5 or 1 depending on how progressive design is. Are the
odds of receiving placebo less than 50%? For example the Healy
Platform trial only randomizes 25% of participants into the shared
placebo control and received a score of 1. Traditional 50/50
randomization gets a 0 score.

2:1 Active:Placebo

Expanded Access Program

A side by side Intermediate (or larger)

Rating: O if not offered, .25 proposed, .5 filed with FDA, .75 approved
by FDA, 1 implemented. Other considerations: number of slots, time
length and amount of patient data collected that can help in the
approval process, or, once drug is approved, to help convince
payors to cover all, policy posted on co. website

Not Available

Part 1 Total

Part 1 Rating-Seats at the Table

0.4

A trial is awarded a rating of 0-1.0 depending on whether it
incorporates design elements that may increase the chance of
producing definitive trial results and advance the science of clinical
trials in ALS. The following list provides examples but is not
exhaustive.

- Consideration of disease heterogeneity such as using a predictive
algorithm for trial inclusion or a crossover design

- Investigation of potentially regulatory grade biomarkers such as
neurofilament light or digital biomarkers such as accelerometers.

- Independent unblinded review panel for interim efficacy check-ins if
warranted

Multiple scales used as
secondary endpoints
helps to develop
alternatives to
ALSFRS-R. Biomarkers
NfL, Urine P75.

0.25

Part 2 Total

0.25

Part 2 Rating-Advancing Science Quickly

0.075




Minimize Use of Run-In Observation Period and Washout Period —
Rating: 0. .5, 1 depending how accommodative the trial with patient

8 week run-in to enrich
the primary ITT

friendly features like no run in period population. 0.5
Use of novel methods: wearables, telemedicine visits, financial Home health provider
reimbursement comes to home for blood

Rating: 0, .5, 1 depending how accommodative the trial design is to [draws. 3 clinic visits in

patient participation such as use of patient friendly features like blinded phase and 3 in

travel reimbursement for patient and caregiver, home collection of OLE. Travel

patient data during the trial. reimbursement 1
Part 3 Total 1.5
Part 3 Rating-Patient-Friendly 0.075
Total Rating 0.55
x5 2.75
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