Learnings from DTC early access release of a digital therapeutic for ADHD in response to the
COVID-19 FDA policy for digital health devices for the treatment of psychiatric disorders

BACKGROUND

Treatment of attention deficit hyperactivity disorder (ADHD)
Includes pharmacological and non-pharmacological
Interventions, both of which have demonstrated efficacy.
Digital therapeutics may offer improved access, minimal side
effects, and low potential for abuse while providing targeted
treatment options for improving cognitive functions, such as
attention.

Clinical trials, including the STARS-ADHD RCT, showed that AKL-
TO1 (now EndeavorRx®) improves objective attention in children
8-12 years old with ADHD and inattention.?

In April 2020, FDA issued a COVID-19 emergency guidance to
allow patients with psychiatric conditions access to low-risk,

validated digital health devices.

Objective: to describe real-world learning from early access to
AKL-TO1 in response to the FDA policy.

METHODS

From April to August 2020, 3-month access was provided to
children:

e 8-12 years old (US only)
e parent-reported ADHD-diagnosis

e Parents agreed to contact their child’s healthcare provider
before using the product

Recommended use was:

Play 5 days/week, ~25 minutes (5 missions) a day, for at least
4 weeks.

Surveys were sent online at treatment start (Day 1) and after
1 month (D30), including:

e Child cognitive functioning (Patient Reported Outcomes
Measurement Information System, PROMIS, parent-proxy, 8

selected itemsz)
ADHD-related impairment (Impairment Rating Scale, IRS,

porent—report3)
Pre-post comparisons for PROMIS items and the IRS were

calculated (based on caregivers who filled in D1 and D30.
Compliance was monitored throughout the access period.
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RESULTS

v During this direct-to consumer early access release, AKL-TO1 was
activated 446 times, 419 children started the treatment and 357
children played at least one full AKL-TO1 mission (80% male, average ¢ o
10.3 years old, across 42 states). e N
111 caregivers answered the D1 survey and 68 the D30 survey. 29 P g;gg?@
caregivers answered both the Day 1 and D30 survey (partial or O N
complete responses). n ,
Parents saw significant improvement in 6 of the 8 selected PROMIS ®
cognitive functioning items.

Children played AKL-TO1 across 42 states

FIGURE1 6 OF THE 8 COGNITION ITEMS IMPROVED SIGNIFICANTLY AFTER 1 MONTH WITH AKL-TO1
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— Your child has to work really hard to pay

attention or he/she makes mistakes

— Your child has trouble remembering to do

things like school projects or chores

|—_ It takes your child longer than others to get his

or her school work done

l—_ It is hard for your child to pay attention to one

thing for more than 5-10 minutes...

l—_ It is hard for your child to do more than one

thing at a time

'—_ Your child has trouble keeping track of what

he/she is doing if he/she gets interrupted

'—_ Your child has to read things several times to

understand them

_ Your child reacts slower than most people his/

her age when he/she plays games

IMPROVEMENT

Further, ADHD-related overall impairment severity improved (IRS mean improvement=0.6, p=0.053). This
improvement is comparable to the clinical RCT (STARS-ADHD RCT: IRS mean improvement: 0.55).

Compliance:

29% of children played at least half of the recommended use, compared to 86% in the previous STARS-ADHD RCT.
On days where children played they completed on average 4.34 missions (of 5 recommended)

Nearly 20% of users requested a reactivation after their first treatment month.

ANILY

CONCLUSIONS

AKL-TO1 direct-to-consumers early access
release was feasible, but compliance was
not as high as in the structured setting of
previous clinical trials.

Caregivers observed improvement in their
child’s cognitive functioning and reduction
In the ADHD-related impairment severity.

Caveats: open label, small sample, and
non controlled.

Future studies should provide insights into
AKL-TO1’s real-world compliance and
efficacy as a prescription product.
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