Akili-001 Study Protocol, Rev 01/ July 23, 2013 - ADHD Feasibility Pilot

Long Protocol Title
A study to assess the feasibility of EVO game-play to engage participants with Attention
Deficit Hyperactivity Disorder (ADHD) and to evaluate interference cost in children ages 8 to 12 years
old with ADHD compared to age-matched controls.

Short Protocol Title
Cognitive ADHD Video Game Exploratory Study (CAVES)

Sponsor
Akili Interactive Labs, Inc., 500 Boylston Street, Suite 1600, Boston, MA 02116

Contact: Scott Kellogg, Vice President, 617-456-0984

Principal Investigator
Andrew J. Cutler, MD
Florida Clinical Research Center, LLC
8043 Cooper Creek Blvd, Suite 107
Bradenton, FL 32401
DAYTIME TELEPHONE NUMBER(S): 941-747-7900
24-HOUR CONTACT NUMBER(S): 941-747-7900

Co-Investigator
Joanne L. Northcutt, PhD
Florida Clinical Research Center, LLC
2300 Maitland Center Parkway, Suite 230
Maitland FL 32751
DAYTIME TELEPHONE NUMBER(S): 407-644-1165
24-HOUR CONTACT NUMBER(S): 407-644-1165

Co-Investigator
Scott H. Kollins, Ph.D.
Professor & Vice-Chair for Research Strategy & Development
Director, Duke ADHD Program
Department of Psychiatry & Behavioral Sciences
Duke University
Durham, NC

DAYTIME TELEPHONE NUMBER(S): (919) 681-0014
24-HOUR CONTACT NUMBER(S): (919) 681-0014

Confidential
The recipient of this document agrees to keep it strictly confidential. The information contained in
this document must not be communicated to a third party without prior written approval of Akili.



Akili-001 Study Protocol, Rev 01/ July 23, 2013 - ADHD Feasibility Pilot

Signature Page

Sponsor
Scott Kellogg, Vice President, Akili Interactive Labs, Inc.

Signature/Date:

Principal Investigator
Andrew J. Cutler, MD, Florida Clinical Research Center, LLC

Signature/Date:

Co-Investigator
Joanne L. Northcutt, PhD, Florida Clinical Research Center, LLC

Signature/Date:

Co-Investigator
Scott H. Kollins, Ph.D., Professor & Vice-Chair for Research Strategy & Development, Duke University

Signature/Date:




Akili-001 Study Protocol, Rev 01/ July 23, 2013 - ADHD Feasibility Pilot

Table of Contents

Section 1: Information for the Investigator ..........ccoeciicriciinncseniniseccnececceeene 5
1.1: Historic BaCkground .........ccevieevimieiciicie ettt s e e sesnees 5
1.2: Scientific BaCKGroUNd .........ccccueeieieieietiseeeeee e et 5
1.3: RALIONAIE e e 7
Section 2: Objectives of the StUdY ......cccciieicciiinniincc s esnnsee e 7
2.1 StUAY OVEIVIEW ..ottt ettt st se et eer e e e st sre e sn s aenenneas 7
2.2: Primary ODJECLIVE ..cueee ettt sttt 7
2.3: Secondary ODJECLIVE ...ttt st s aeens 8
2.4: EXploratory ObjJECLIVE ...t 9
Section 3: Participant SEIection ..........ceieireiinreenreenrneeinseesesseesessesesssasesssasessesnnes 9
3.1: INCIUSION CFITEIIA oottt e s e st s s 9
3.2: EXClUSION CrItEIIA cvevvieieieee ettt s st sttt et neens 10
3.3: Concomitant Medication and Treatment Criteria .......cocoecvvevererncnnee 10
3.4: Participant SEIECLioN ... e 11
Section 4: Participant Enrollment ... csnses s ssses e ssnens 11
4.1: Methods of enrollment ... e 11
4.2: Informed Consent / Child Assent Form (ICF/CAF) ....cccccvevevvreveiveeeennnen. 12
4.3: Treatment ASSISNMENT .....ccciiive e e erbe s seesees 12
4.4: Participant Withdrawal ... 12
Section 5: StUdY ProCeAUIES ........ccceeeiricereieiinsecsnennssesssensssnssssnsssnsssnasssassssssssssans 13
5.1: Study visits and ProCedures .......ccoeeeeceverieccicee e e 13
5.1.1: Day O In-clinic Screening & Baseling ......cccccovveveceivnne e ceeceeennns 14
5.1.2: Day 1to Day 27 at home EVO play .cccecceeeevvveiicceceee e, 17
5.1.3: Day 28 In-clinic Baseline and EXit .......cccecceeveviniecieecese e 17
5.2: StUAY ProduUCL ..ottt st e 19
5.3: Participant reimbursement ... 19
Section 6: Data Management and ANalysis ......cccccccceerrreeisernssnnsnnssessesssesesnanesanenns 19
6.1: Data Collection and Transfer ... e 19
6.2: Statistical ANAIYSIS ..cce e e e 21
SECtioN 7: RiSK / BENEFIL ..cceeveeeeiieeiireceriineestssesseesssessnessesssesssessesssesssssssssssessessesens 21
Section 8: Monitoring and Quality Assurance..........cccceecceercecrrseecsennssesssenssseessnnnes 22
8.1: Monitoring of SOUrce Data .....cccccvveeerieieecece e 22
8.2: Safety MONILOMING ..oce et e s 22
8.3: OULCOMES MONITOIING woocvieciiiicie ettt s e et e e s re e aenan 22
8.4: Protection of Participants ......ccccevieecvice e 23
8.5: AdVErSE EVENTS (AES) cveirviriieicie ittt st e eeesvaes e e st snesneeans 23
Appendices
Appendix A: StUAY SYNOPSIS .c.ueeeeiececceeetiee ettt et s re e en e 26
Appendix B: Example Informed Consent ........cccocceveeeeceeeeeeieieccee e 32
Appendix C: Example Child ASSENT .......cvcuieceie e 40
Appendix D: Participant QUestionNaire .......ccceceeieeeeveevieecceece e 44
Appendix E: Akili Executive SUMMaAry......ccocooeiveeciviceieeecee e 46



Akili-001 Study Protocol, Rev 01/ July 23, 2013 - ADHD Feasibility Pilot

Appendix F: Par@nt BRIEF ......coooviiie ettt ettt v aeeesveeetaeesae s e snnes a7
AppendiXx G: CANTAB (ADHD) ...oviveiecre ettt et sne s 50
Appendix H: ADHD-RS ...ttt st st e et e s 51
AppendixX I MINI-KI ..ot s st e 52
Appendix J: EVO Game Play Instructions for the Parent and Participant.. 55
Appendix K: EVO Game Play Instructions for the Investigator ................... 57
Appendix L: Columbia-Suicide Severity Rating Scale (C-SSRS) .................... 59
Appendix M: Study Staff Observation of Game-play ......ccccccevvvevveereennnen. 65
Appendix N: Parent or Guardian QUestionnaire ........ccccceceveeeeeveerrvenvvncennne 66



Akili-001 Study Protocol, Rev 01/ July 23, 2013 - ADHD Feasibility Pilot
Section 1: Information for the Investigator

1.1: Historic Background

Therapeutic gaming has recently been identified as a promising approach to cognitive therapy
(Bavelier and Davidson, Nature (2013)). Recently a mobile video game called “EVO” (developed by
Akili Interactive Labs. Inc., Boston, MA) has been designed to measure and improve the ability to
process cognitive interference (essentially, interruptions and distractions), a limiting factor across
global executive function that is known to be fragile in multiple conditions including ADHD and autism.
The basic scientific mechanisms of EVO cognitive game play have been validated by Dr. Adam
Gazzaley, M.D. (UCSF) in a controlled, N=203 study of healthy subjects to explore the ability of the
game mechanics to precisely measure cognitive interference, and to examine the ability to enhance
interference processing. Training on the game mechanics was shown to enhance the ability of aging
adults, who are a model population of interference susceptibility, to resolve interference and enhance
their general cognitive function including sustained attention, impulsivity, and working memory.
Importantly, follow-ups 6 months after the study showed maintenance of benefits in the training
group that correlated with statistically-significant brain changes as measured by EEG.

While the Gazzaley study demonstrated improvement in healthy populations along specific cognitive
axes that are considered to be weakened in ADHD and ADS disability populations, this proposed study
will aim to directly explore the feasibility of this approach in children diagnosed with ADHD. This study
will be an early step in the development of an empirically-validated novel therapeutic tool for
adolescent and adult cognitive conditions.

For additional information on Akili Interactive Labs, Inc. see Appendix E (Akili Executive Summary).

1.2: Scientific Background

Overview

EVO is the first gaming engine that is entirely designed based on validated neuroscience. The game is
focused directly on assessing and enhancing executive function abilities through the targeting of the
player’s ability to process cognitive interference, a fragile pathway that underlies multiple top-level
cognitive domains, including working memory, attention, and motor abilities (Gazzaley et al., Nature
Neuroscience (2005), Gazzaley et al., PNAS (2008), Chadick & Gazzaley, Nature Neuroscience (2011),
Clapp et al., PNAS (2011), Wais et al., Cereb Cortex (2012)).

EVO is designed as part of an adaptive gaming engine; it adapts real-time and between sessions for a
unique training experience, automatically tailored to each player, and includes real-time feedback
necessary for rapid learning. This pushes the player precisely at pre-defined cognitive bounds relative
to the player — a feature critical for cognitive enhancement.

The Science Behind EVO

EVO was designed based on the seminal work of two leading cognitive neuroscientists: Dr. Adam
Gazzaley M.D., Founding Director of the Neuroscience Imaging Center at UCSF and leader in
understanding the neural mechanisms of interference processing; and Dr. Daphne Bavelier, Professor
of Brain and Cognitive Sciences at University of Rochester and arguably the world’s leading authority
on the beneficial cognitive effects of action video games. Both Dr. Gazzaley and Dr. Bavelier have
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published their studies on human participants in top-tier biomedical journals (Green and Bavelier,
Nature (2003), Gazzaley et al., Nature Neuroscience (2005), Gazzaley et al., PNAS (2008), Bavelier et
al., Nat Rev Neursci (2011)).

EVO has incorporated a novel, soon-to-be-published interference training program developed by Dr.
Gazzaley, which has been validated in a training study at UCSF, into a mobile adaptive platform game.
The proof of concept study showed the ability to enhance healthy individuals’ interference processing,
a cognitive benefit that also transferred to improved performance on untrained, gold-standard
cognitive tests of attention, impulsivity, and multitasking. (Anguera et al, in revision at Nature)

The first prototype of EVO was tested on 203 individuals from 8-80 years old, showing the ability of
the video game to precisely measure susceptibility to interference (Figure 1). Significantly, the
mechanics can detect “elite” and “severely underperforming” individuals within a generally well-
performing healthy group of young healthy adults (Figure 1 — Inset). More importantly, the effects of
cognitive enhancement with these mechanics were validated in the group with the largest deficit,
aging adults (who are a model population of interference susceptibility), and showed the ability to
improve interference processing to that of a healthy 20 year-old. The cognitive benefits of training
appear to transfer to untrained tasks beyond the game environment, as the participants who received
the proprietary training technology showed statistically-significant improvements on gold-standard
tests of multitasking (PRP dual task), sustained attention and impulsivity (Tests of variables of
attention, or TOVA), and working memory (facial recognition task) compared with controls (Figure 2).
Finally, follow-ups after 6 months of no training showed maintenance of benefits in the training group,
and these benefits correlated with statistically significant brain changes as measured by EEG,
demonstrating a true physiological effect of training on the human brain.
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Significance

While the Gazzaley study was tested in neuro-typical volunteers, interference susceptibility
(“distractibility”) leading to decreased real-world performance is an accepted deficit in individuals with
an ADHD and autism classification. Also, the cognitive domains that showed marked improvement
after training in the academic study are those that most closely related to these neuro-atypical
populations (sustained attention, impulsivity, and working memory).

The proposed study will be one of a collection of respected academic studies that will make the first
strides towards bringing an exciting, non-invasive video game paradigm into specific neuro-atypical
populations in a clinically-rigorous validation pathway.

1.3: Rationale

Currently available treatment options for ADHD are limited, thus there is a great demand for new
treatment options. This study will build on previous work establishing that cognitive deficits can be
improved by therapeutic gaming. Therapeutic gaming could ultimately be prescribed as adjunctive
therapy or stand-alone therapy to traditional pharmacologic practice. Gaming has the potential to
provide benefit without the traditional side effects of drug therapy. This study is a first step in
examining the effects of EVO game play on children with ADHD and comparing those effects to that of
neuro-typical and age-matched participants. In this study we aim to show that EVO will be playable
and interesting to ADHD children, shown by compliance during a short training phase; and that the
interference processing ability and accompanying cognitive measures in ADHD children, as measured
by EVO gameplay, will show a statistically significant deficit compared to age-matched neuro-typical
children.

Section 2: Objective of the Study

2.1: Study Overview

This is an open-label study in children ages 8 to 12 to assess EVO cognitive game play. The study has
two arms, children diagnosed with ADHD (ADHD who are off of medication) and neuro-typical children
(controls). We plan to evaluate 80 participants (N = 40 per arm) in three site locations over a 29 day
study period. The 29 day study period includes 2 in-clinic sessions and 27 days of out-patient game
play. During the 27 days of out-patient game play, the participants will be instructed to play EVO 5
days per week for typically 30 minutes per day.

2.2: Primary Objective

The primary objective of this study is to demonstrate a statistically-meaningful difference in EVO
cognitive measures between participants with ADHD diagnosis and participants without ADHD
diagnosis. In other words, the study aims to show that EVO cognitive measures can demonstrate
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sensitivity between ADHD and age-matched non-ADHD children. EVO cognitive measurements used
to differentiate populations will be derived from the 20-minute gameplay in-clinic, as well as the
gameplay measurements made in the first few days of at-home play, which may represent a more
natural environment for collection of cognitive data.

When a participant plays the EVO game, the participant performs targeting and navigation tasks,
which are similar in design to many commercial video games. EVO then determines the participant’s
ability to perform these individual tasks. The participant then engages in multitasking where the
participant navigates and targets simultaneously. EVO then calculates the degradation in targeting
ability due to navigation and the degradation in navigation ability due to targeting. These
“Interference Costs/Deficits” are the basis of the cognitive measures. These measures along with play
patterns are automatically captured by the game and wirelessly reported to an external data server.

The participants will play EVO in the lab on Day 0 and then take EVO home and be instructed to play it
for typically 30 minutes per day for the next 27 days. On day 28 the participants will return to the lab
and play EVO one last time. A co-primary objective of this study is to evaluate the safety of EVO game
play based on treatment-emergent adverse events (TEAEs) that may occur during this 29 day period of
time.

2.3: Secondary Objective

It’s reasonable to assume that in order for EVO to ultimately have positive cognitive effects it must be
engaging and interesting to the participants. A secondary objective of this study is to demonstrate
that the participants play EVO throughout the 29 day study period. Specifically we want to
demonstrate:

) Ability of ADHD and neuro-typical children to complete EVO in-clinic diagnostic assessment on
day 0 and day 28
) Compliance (measure behavioral play patterns) of ADHD and neuro-typical children during out-

patient EVO game training period, day 1 to day 27. Note: During the out-patient portion of
the study, parents of participants that haven’t played EVO over a 24 hour period will receive a
communication from the study staff reminding them to ask their child to play the game.

Also, as a co-secondary objective, we will collect qualitative game play feedback during the participant
interviews on day 0 and day 28, in the in-clinic sessions. The questionnaire shown in Appendix D
(Participant Questionnaire) will be used to capture the overall game experience. l.e. what did the
participants like about EVO; what they disliked about EVO; and what they would suggest changing.
This will allow us to create future game versions for larger scale studies that are optimized for
engagement in this clinical population.
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2.4: Exploratory Objectives

Throughout the study, EVO will be capturing and reporting the participants’ data as they progress
through the game, including participants’ interference cost and single-task performance (reaction and
visuomotor tracking tasks). During the in-clinic sessions on Day 0 and Day 28, in addition to playing
EVO the participants will also complete a supplemental cognitive battery provided by Cambridge
Cognition. This CANTAB ADHD Battery, as shown in Appendix G (CANTAB — ADHD), is a computer
based assessment that provides motor control tasks, rapid visual information processing, spatial
working memory, delayed matching, and stop signal tasks. Combined all five assessments take
approximately 30 minutes to complete. After completing the CANTAB assessment, the participants
will complete an additional 30 minute computer-based test for test of variable attention (TOVA).
Finally, while the participants are performing the CANTAB or TOVA, during in-clinic sessions on Day 0
and Day 28, the parent / guardian will be asked to complete the Parent-Brief (See Appendix F). An
exploratory objective of this study is to investigate any improvements in cognitive function (as
measured by EVO, CANTAB, TOVA, and the BRIEF) that result from the 4 weeks of game training.

An additional exploratory endpoint is to perform multivariate data analysis on the host of EVO
measures as well as CANTAB/TOVA/BRIEF supplemental cognitive measures to determine if any
signatures may correlate with diagnostic status between ADHD and neuro-typical controls.

Section 3: Participant Selection

3.1: Inclusion Criteria

1) Age 8 to 12 at the time of parental informed consent.

2) Confirmed ADHD diagnosis at clinic (ADHD Cohort) per MINI-KID (See Appendix |, MINI-KID).

3) Baseline ADHD-RS-IV score >= 24 (ADHD Cohort), obtained at clinic (See Appendix H, ADHD-RS).

4) Baseline ADHD-RS-IV score <=13 (Neuro-typical Cohort), obtained at clinic (See Appendix H, ADHD-
RS).

5) Consistently off ADHD drug for 1 week. Drugs include: Pre specified, oral psychostimulants
(ADDERALL XR® [mixed salts of a single-entity amphetamine product], VYVANSE®
[lisdexamfetamine dimesylate], CONCERTA® [methylphenidate HCI], FOCALIN XR®
[dexmethylphenidate HCI], RITALIN LA® [methylphenidate HCl extended-release],
METADATE CD® [methylphenidate HCI, USP], Strattera® (atomoxetine HCl), or FDA
approved generic equivalents.

6) Consistently off Psychotropic drug for 1 month (Other than ADHD drug noted above).

7) Ability to follow written and verbal instructions (English).

8) Girls or Boys (Gender-matched — 30% girls minimum).

9) Functioning at an age-appropriate level intellectually.

10) Ability to comply with all the testing and requirements.


http://www.google.com/aclk?sa=L&ai=CMdD_4iLLUc64LfGh6QGQnoCgA6SmiYkDjNKf4zTw3ZAjCAAQAVCn04im-_____8BYMm294iEpOwPyAEBqgQfT9DQhLWvYBlbghoh9xuqTk5PzjBjcvDrx3ZHEC_cVroFEwj48r7onYK4AhXBIDQKHZwmABnKBQCgBhqAB5TesxI&ei=4iLLUfj5KsHB0AGczYDIAQ&sig=AOD64_1Bkbnvd_QKEhHVgYeXi9ADQRIt1A&rct=j&frm=1&q=strattera&sqi=2&ved=0CC8Q0Qw&adurl=http://clickserve.dartsearch.net/link/click%3Flid%3D43700003509941716%26ds_s_kwgid%3D58700000032487578%26ds_e_adid%3D14089278892%26ds_e_matchtype%3Dsearch%26ds_url_v%3D2
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3.2: Exclusion Criteria

1) Current, controlled (requiring a restricted medication) or uncontrolled, comorbid psychiatric
diagnosis with significant symptoms such as post-traumatic stress disorder, psychosis,
bipolar iliness, pervasive developmental disorder, severe obsessive compulsive disorder,
severe depressive or severe anxiety disorder, conduct disorder, or other symptomatic
manifestations that in the opinion of the Investigator that may confound study
data/assessments (See Appendix |, MINI-KID).

2) Within the last 4 weeks, participant has entered or exited behavioral therapy. The participant
should inform the Investigator if they intend to change their behavioral therapy during the
4 weeks of the study. Participants planning to enter therapy during the course of the study
will be excluded.

3) Participant is currently considered a suicide risk in the opinion of the Investigator, has previously
made a suicide attempt, or has a prior history of, or is currently demonstrating active
suicidal ideation or self-injurious behavior (See Appendix L, C-SSRS).

4) History of failure to respond to an adequate trial of 2 treatments for ADHD (consisting of an
appropriate dose and adequate duration of therapy and failure in efficacy in the opinion of
the Investigator).

5) Motor condition that prevents game playing, as reported by parent or observed by investigator.

6) Recent history (within the past 6 months) of suspected substance abuse or dependence.

7) History of seizures (exclusive of febrile seizures), a tic disorder, significant tics, a current diagnosis
of Tourette's Disorder.

8) Taken part in a clinical trial within 30 days prior to screening.

9) Diagnosis of or parent-reported color blindness.

10) Regular use of psychoactive drugs that in the opinion of the Investigator may confound study
data/assessments.

11) Any other medical condition that in the opinion of the investigator may confound study
data/assessments.

3.3: Concomitant Medication and Treatment Criteria

1) No use of psychotropic drugs.

2) No concomitant medications are permitted during the study with the exception of common over
the counter (OTC) (eg. ibuprofen, acetaminophen) and prescription medications (eg. antibiotics) for
minor transient ailments. Non-sedating antihistamines are allowed. Families should advise the study
staff if it becomes necessary to use other types of medication. Study investigators can approve short-
term use of other medications that are not anticipated to confound study assessments.

3) No initiation or change in psychotherapy or any other non-pharmacological treatment for ADHD or
mental health.
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3.4: Participant Selection

Recruitment of participants will be managed by the Investigators upon approval from the Institutional
Review Board (IRB). The study may be posted in newspapers (including free ones), and on Internet
websites, to reach an economically and socially diverse population. Radio advertising is also
acceptable.

44 children ages 8 to 12 will be recruited into each of the two arms of the study to achieve 40
evaluable participants per arm (assuming a 10% drop-out rate) and 88 participants in total. Of the 88
participants recruited in total, 66 participants will be recruited by the Florida Clinical Research Center,
LLC and 22 participants will be recruited by Duke University.

The neuro-typical (control) cohort should have no prior diagnosis of ADHD. The ADHD cohort with a
diagnosis of ADHD should report that that they have been consistently off of ADHD medication for no
less than 1 week. Any medication changes during the trial should be discussed with the Investigator in
advance

The study sites (Florida Clinical Research Center, LLC and Duke University) will use their best efforts to
gender-match and enroll a minimum of 30% girls. The sites will maintain enrollment logs and direct
recruitment to try to achieve this goal. However no procedure will be implemented to pause or
suspend the recruitment of boys if the 30% goal for girls isn’t achieved.

The participant age range will be divided into two groups. The first group comprises children 8 to 10
years of age (at time of informed consent) and second group comprises children 11 to 12 years of age
(at time of informed consent). The study sites (Florida Clinical Research, LLC and Duke University) will
maintain enrollment logs that will direct recruitment to achieve an age-match balance between the
two groups. An imbalance of more than 70% (or less than 30%) will be proactively corrected as
follows:

Once 60% of the participants are enrolled in the study (36th participant FLCRC / 12" participant
Duke), the sites will implement a one-time corrective action if there is an imbalance greater
than 30% / 70% between the two groups. To correct an imbalance greater than 30% / 70%, the
site(s) will exclusively recruit into the minority group until the minimum 30% (18 minority
group participants FLCRC / 6 minority group participants Duke) level is achieved.

Section 4: Participant Enroliment

4.1: Methods of enroliment

All participants who sign a Child Assent Form (See Appendix C, CAF) and whose parent or legal
guardian sign an Informed Consent Form (See Appendix B, ICF) and are screened will be documented
on a screening log. All participants who qualify at the screening portion of the Day 0 visit and who are
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enrolled in the study will be assigned a participant number and documented on the enroliment log. A
note will be made in the source documentation verifying that the participant and parent have willingly
signed the CAF and ICF, respectively, prior to participation in any study procedures.

Estimated sample size is 80 evaluable participants as defined by participants who complete the
screening process and meet the inclusion and exclusion criteria on the Day 0 visit. Anticipating screen
failures and dropouts, we will recruit 88 participants.

4.2: Informed Consent / Child Assent Form (ICF/CAF)

The Investigator or designee will inform the potential study participant and their parent/legal guardian
of all aspects of the study and answer their questions. If the participant and parent/legal guardian
agree to study participation they will document their consent in writing by signing the CAF and ICF
respectively (See Examples in Appendix B, ICF and Appendix C, CAF). The Investigator is responsible
for using CAF and ICF forms that have been approved by the IRB and are the most current version. If
new versions of these forms are approved by the IRB, while a participant is in the treatment portion of
the study, then the Investigator or designee must inform the participant and parent/legal guardian of
the changes and, if the participant and parent/legal guardian agrees to continue treatment, they
should sign the updated forms.

4.3: Treatment Assignment

Eligible participants will be recruited into the trial without randomization. All participants in both
cohorts (ADHD and Neuro-typical/controls) will receive the same assessments (ADHD-RS, C-SSRS,
MINI-Kid, CANTAB ADHD Battery, TOVA, and Parent-BRIEF) and play EVO over the 29 day study period
(2 in-clinic play sessions and typically 30 minutes per day, 5 days per week, for 27 days at home).

4.4: Participant Withdrawal

Participants who end participation in this study for reasons other than those defined by this protocol
will be considered withdrawals. Participant will be discontinued from the study if a breach of set
inclusion/exclusion criteria and/or protocol procedures occurs. At any time after enrollment, a
participant may be discontinued. Reasons for discontinuation of a participant from the study will
include, but may not be limited to, the following:

1) Intolerance to a required study procedure at any time point.

2) Noncompliance with protocol restrictions and requirements.

3) The occurrence of a serious adverse experience at any time point.

4) Intercurrent illness that would, in the judgment of the investigator, affect assessments of clinical
status to a significant degree.

5) Participant or parent/legal guardian’s request to withdraw.

When a participant or parent/legal guardian decides to end participation in the study, attempts will be
made to have the participant come back for the scheduled end-of-study observations (Day 28 in-clinic
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visit). If that is not possible, attempts will be made to contact the participant’s parent/legal guardian
to obtain information about the reasons for discontinuation and any adverse events and to arrange for

the return of the iPad.

Section 5: Study Procedures

Day 28

Study Regimen:
Subject  DayO0 “Four-Weeks
Recruitment Training
Ams: AAARAAAR AR AR AAAL

+«  ADHD Children off Meds
+  Age-Matched Controls
(neuro-typicals)

At-Home EVO Game Play

In-Lab Assessment:

+ Consent/Assent .

+ Parent-BRIEF (Past 6 months) .

+« CANTAB & TOVA .

+ Diagnosis (MINI-Kid)

* Rating Scales (ADHD-RS & C-SSRS .
Lifetime)

+ EVO Baseline

5.1: Study Visits and Procedures

In-Lab Assessment:

Parent-BRIEF (Since last visit)
CANTAB & TOVA

Rating Scale (C-SSRS Since last
visit)

EVO Baseline

Study procedures will take place at the Screening Visit & Baseline Visit (Day 0), the At-Home Play
Period (Day 1 to Day 27), and at the Baseline & Exit Visit (Day 28). After the participant signs the child
assent form (See Appendix C, CAF) and the parent/legal guardian signs the informed consent form
(See Appendix B, ICF) and the following procedures will take place:
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Study Flow Chart

Screening

& At-Home
Period Baseline Training Exit
Visit 1 - 2
Day 0 1-27 28
Informed consent and assent X
Demographic & contact information X
Parent BRIEF X X
Supplemental cognitive battery
(CANTAB & TOVA) X X
MINI-Kid diagnosis X
ADHD-RS rating X
C-SSRS rating X X
EVO iPad baseline cognitive data X X
At-home EVO iPad cognitive training X
Feedback sessions and
questionnaires X X
Safety assessments /AEs and
concomitant medication / therapy X X
Measure behavioral play patterns X
Collect iPads X

5.1.1: Day 0 In-clinic Screening & Baseline Procedure

In order to minimize noise in the resulting data, all participants are to be screened in the afternoon
and in general during the time that corresponds to the end of the school day.

Parental informed consent and child assent (See Examples in Appendix B, ICF and Appendix C, CAF)
must first be obtained prior to any further evaluation.

If the parent/legal guardian or a potential participant inquires about EVO and Akili Interactive Labs,
Inc. the inquiring party may receive a copy of the company executive summary (See Appendix E).

For participants electing to participate in the study the following screening and baseline
assessments will be performed:

1) The participant will be assigned a participant number as follows:

Akili Study Number = “Akili-001”

Akili Participant Numbers = “001” to “066” (reserved for Florida Clinical Research Center)
Akili Participant Numbers = “101” to “122"” (reserved for Duke University

2) Parent/legal guardian contact information will be collected. This includes parent name, participant
name, home address, home phone number, cell phone number, and email address. This information

-14-



Akili-001 Study Protocol, Rev 01/ July 23, 2013 - ADHD Feasibility Pilot

will remain at the study site as source documentation only and will not be entered into the case report
form. This information will only be used by the clinical site in the event the site needs to contact the
parent/legal guardian due to lack of game play compliance or to remind them return to the clinic for
the Day 28 exit visit and/or to return the iPad.

3) Demographic information will be collected including: Age, Gender, Ethnicity (optional), Grade
Level, and Grade Point Average (If available). All demographic information will be recorded in the case
report form; no participant identifiable data will be recorded.

4) Instruct the participants to perform the CANTAB-ADHD supplemental cognitive battery for
approximately 30 minutes to establish their baseline performance. The study staff will need to
interact with the participants to ensure that they execute the CANTAB battery correctly. Note: Refer
to the CANTAB training materials provided with the CANTAB tablet based systems. Also:

e Note: It's important NOT to connect the CANTAB tablet based systems to Wi-Fi. This will
negatively impact system performance.

e Following completion of the CANTAB-ADHD battery follow the CANTAB download instructions
and save the participants baseline assessment data on a memory stick device. The two
downloaded files should be named: “001_###_A_S.csv” (where “001” refers to the study
number, “###” refers to the participant number, “A” refers to the fact that this is the Day 0
baseline assessment, and “S” refers to the CANTAB summary data sheet. AND
“001_###_A_D.csv” (where “001” refers to the study number, “###” refers to the participant
number, “A” refers to the fact that this is the Day 0 baseline assessment, and “D” refers to the
CANTAB detailed data sheet.

e Backup the memory stick files to a dedicated Akili-001 folder on an in-clinic computer/server at
the end of the day.

e Indicate in the case report form that the CANTAB assessment has been successfully completed.

5) Instruct the participants to perform the TOVA supplemental cognitive battery for approximately 30
minutes to establish their baseline performance. The investigator or study staff will need to interact
with the participants to ensure that they execute the TOVA battery correctly. Note: Refer to the
TOVA training materials provided with the TOVA software.

e Following completion of the TOVA assessment, follow the TOVA download instructions and

save the participants baseline assessment data on a memory stick device.

e Backup the memory stick files to a dedicated Akili-001 folder on an in-clinic computer/server at
the end of the day.

e Indicate in the case report form that the TOVA assessment has been successfully completed.

6) While the participant is conducting CANTAB or TOVA assessments, instruct the parent/legal
guardian to complete the Parent-BRIEF survey. See Appendix F (Parent-BRIEF). The study staff should
complete the Parent Form Scoring Summary (Provided with the Parent-BRIEF materials) including, the
raw score, the T score, the %ile, the negativity score, and the inconsistency score. Record in the case
report form the raw score, T score, and %ile for Inhibit, BRI, Working Memory, Ml and GEC. Also
record the negativity and inconsistency scores.
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7) Aclinical diagnosis per the MINI-Kid assessment (See Appendix J) will be performed and medication
status will be collected. The diagnosis will verify onset, impairment, and pervasiveness of ADHD for
the participants in the ADHD cohort. The resulting diagnostic output will be recorded in the case
report form; no participant identifiable data will be recorded. Note: Separate instructions will be
provided with the MINI-Kid assessment questionnaire. Also sections B, V, W, and X are omitted.

8) The ADHD-RS-IV assessment (See Appendix H) will be performed along with the C-SSRS lifetime
assessment (See Appendix L). The resulting scores will be recorded in the case report form; no
participant identifiable data will be recorded. Neuro-typical control participants with ADHD-RS scores
<=13 will be eligible to be enrolled into the study. ADHD participants with ADHD-RS scores >= 24 will
be eligible to be enrolled into the study.

9) The investigator will determine if all inclusion and exclusion are met and record this finding in the
case report form; no participant identifiable data will be recorded.

For participants continuing in the study the following will be performed:

1) Allow the participant to take a 15 minute break with an optional snack. Note: No caffeine
containing beverages are allowed.

2) Instruct the participant to play EVO for approximately 20 minutes to establish the participant’s
baseline performance. The participant will perform:

e One EVO practice session

e One EVO diagnostic/assessment session

e One EVO training session

The investigator or study staff will need to interact with the participant to ensure the participant
understands the rules and instructions of the game. Note: Follow the instructions in Appendix K
(EVO Game Play Instructions for the Investigator) to reset and run EVO on the iPad for a new
participant. Also:

e Record the Akili serial number (printed on the back of the device) in the case report form.

e Indicate in the case report form that the EVO baseline sessions have been successfully
completed.

3) Throughout the Day 0 in-lab visit perform a safety assessment and capture any Adverse Events
(AEs) in the case report form. In the event of an AE immediately notify the investigator.

4) Study staff will complete the participant game experience questionnaire (See Appendix D) and
his/hers’ observation questionnaire (See Appendix M). Indicate in the case report form that the
guestionnaires are completed.

5) Instruct the parent/legal guardians that during the next 27 days (and starting tomorrow)
their child should play EVO at least 5 days a week for typically 30 minutes a day. And that this
is accomplished by playing 7 consecutive runs of approximately 4 minutes each. Notify them
that sometimes the game may ask their child to repeat an internal diagnostic/assessment
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which may take an additional 15 minutes. Notify them that the game will automatically “lock”
after 7 runs in any given day, and that participants will not be able to play until the following
day. Note: If their child becomes fatigued or frustrated with the game after 30 minutes of
play, in any given day, he or she can turn the game off and it will automatically pick up
where it left off during the next play session.

6) Send the parent/legal guardian and participant home with the following:
e A copy of their signed informed consent (See Example in Appendix B)
e A copy of their signed child assent (See Example in Appendix C)
e The iPad device with EVO loaded on it
e A copy of the EVO Game Play Instructions for the Parent and Participant (See Appendix J)

5.1.2: Day 1 to Day 27 at home EVO play procedure

During the next 27 days, and at a time of day preferable to the participant and parent, the
participant will play EVO at least 5 days a week for typically 30 minutes a day. This will be
accomplished by playing 7 consecutive runs of approximately 4 minutes each.

Compliance will be tracked as all game data is automatically collected real-time on a central cloud
server that preserves participant anonymity.

Akili will notify the study site as to any participant number that failed to play EVO over a 24-hour
period. To further protect anonymity, only the study site will then reach out to participants and
parents to remind them to play (by email and/or text message). The message will read “Subject: EVO
Game-play Follow-up. Text: Dear parent or guardian, Your child who is currently participating in the
EVO game play clinical study, has either not played EVO for over 24 hours or the iPad provide to you is
not connected to your home WIFI router. Please check your wireless connection and remind your
child to play EVO. If you have any questions, please respond directly to this message. Sincerely,
<Study Staff Name>"

On day 21 the study site should remind the parents by phone, preferably (email and/or text are also
acceptable), that their child is entering the last week of the study. The message will read “Subject:
EVO Game-play Follow-up. Text: Dear parent or guardian, Tomorrow your child is entering the final
week of the EVO game play clinical study. It’s important that your child plays EVO for at least 5 more
days prior to returning to the clinic on <Insert Date>. Please remember to bring your iPad with you
when you return to our clinic. If you have any questions, please respond directly to this message.
Sincerely, <Study Staff Name>. If a phone call is made the same message should be conveyed.

5.1.3: Day 28 In-clinic Baseline & Exit Procedure

In order to minimize noise in the resulting data, all participants returning to the clinic for their exit visit
should do so in the afternoon and in general during the time that corresponds to the end of the school
day. Note: If returning exactly on Day 28 is not possible for the parent /legal guardian, Day 28 +3

days is acceptable.
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The following baseline assessments will be performed:

1) Instruct the participants to perform the CANTAB-ADHD supplemental cognitive battery for
approximately 30 minutes to establish their baseline performance. The study staff will need to
interact with the participants to ensure that they execute the CANTAB battery correctly. Note: Refer
to the CANTAB training materials provided with the CANTAB tablet based systems. Also:

e Note: It'simportant NOT to connect the CANTAB tablet based systems to Wi-Fi. This will
negatively impact system performance.

e Following completion of the CANTAB-ADHD battery follow the CANTAB download instructions
and save the participants baseline assessment data on a memory stick device. The two
downloaded files should be named: “001_###_ B_S.csv” (where “001” refers to the study
number, “###” refers to the participant number, “B” refers to the fact that this is the Day 28
baseline assessment, and “S” refers to the CANTAB summary data sheet. AND
“001_###_B_D.csv” (where “001” refers to the study number, “###” refers to the participant
number, “B” refers to the fact that this is the Day 28 baseline assessment, and “D” refers to
the CANTAB detailed data sheet.

e Backup the memory stick files to a dedicated Akili-001 folder on an in-clinic computer/server at
the end of the day.

e Indicate in the case report form that the CANTAB assessment has been successfully completed.

2) Instruct the participants to perform the TOVA supplemental cognitive battery for approximately 30
minutes to establish their baseline performance. The investigator or study staff will need to interact
with the participants to ensure that they execute the TOVA battery correctly. Note: Refer to the
TOVA training materials provided with the TOVA software.

e Following completion of the TOVA assessment, follow the TOVA download instructions and

save the participants baseline assessment data on a memory stick device.

e Backup the memory stick files to a dedicated Akili-001 folder on an in-clinic computer/server at
the end of the day.

e Indicate in the case report form that the TOVA assessment has been successfully completed.

3) While the participant is conducting CANTAB or TOVA assessments, instruct the parent/legal
guardian to complete the Parent-BRIEF survey. Note: The parent/legal guardian should focus
his/hers’ assessment on the past month’s behavior. See Appendix F (Parent-BRIEF). The study staff
should complete the Parent Form Scoring Summary (Provided with the Parent-BRIEF materials)
including, the raw score, the T score, the %ile, the negativity score, and the inconsistency score.
Record in the case report form the raw score, T score, and %ile for Inhibit, BRI, Working Memory, Ml
and GEC. Also record the negativity and inconsistency scores.

4) The C-SSRS since last visit exit assessment (See Appendix L) will be performed. The resulting score
will be recorded in the case report form; no participant identifiable data will be recorded.
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5) Allow the participant to take a 15 minute break with an optional snack. Note: No caffeine
containing beverages are allowed.

6) Instruct the participants to play EVO for approximately 20 minutes to establish their baseline
performance. Note: Follow the instructions in Appendix K (EVO Game Play Instructions for the
Investigator) to run EVO during the Day 28 visit. Indicate in the case report form that EVO has been
successfully played for 20 minutes.

7) Study staff will complete the participant game experience questionnaire (See Appendix D). Indicate
in the case form that the questionnaire is completed.

8) Instruct the parent/legal guardians to complete the parent/guardian game experience
guestionnaire (See Appendix N). Indicate in the case form that the questionnaire is completed.

9) Throughout the Day 28 in-lab visit perform a safety assessment (For the take home period and Day
28 visit) and capture any Adverse Events (AEs) in the case report form. In the event of an AE
immediately notify the investigator. Also document in the case report form any reported concomitant

medications or non-pharmacological treatment for ADHD or mental health.

10) Collect the iPad and give the parent/legal guardian their stipend check.

5.2: Study Product

EVO Cognitive Training Mobile Video Application developed by Akili Interactive Labs, 500 Boylston
Street, Suite 1600, Boston MA, 02116.

5.3: Participant Reimbursement

We do not expect there to be any costs to the participant for participating in this study. The
participant will not be paid to participate in this research study. The parent/legal guardian will be
provided with $300 in maximum total compensation for time and travel to the study clinic ($50 at

Screening/Baseline visit, $200-maximum for the at home game play and S50 for Exit visit). If the iPad
isn’t returned at the end of the study, the compensation will be forfeited.

Section 6: Data Management and Analysis

6.1: Data Collection and Transfer
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Study data to be shared with Akili will be collected at the Screening Visit & Baseline Visit (Day 0), the
At-Home Play Period (Day 1 to Day 27), and at the Baseline & Exit Visit (Day 28). All shared data will be
delivered electronically to Akili.

Note: Data collected on the CANTAB systems should be backed up to a memory stick on a weekly
basis. Follow the CANTAB instructions for creating a backup “.zip” file.

Note: Data collected with the TOVA software should be backed up to a memory stick on a weekly
basis. Follow the TOVA instructions for backing up files.

After the participant signs the child assent form (See Appendix C, CAF) and the parent/legal guardian
signs the informed consent form (See Appendix B, ICF) the following data will be collected:

Day 0 In-clinic Screening & Baseline Data
e Demographic information including: Age, Gender, Ethnicity (optional), Grade Level, and Grade

Point Average (If available)
e CANTB-ADHD supplemental cognitive battery assessment
Note: Following the Day 0 visit, the downloaded CANTAB files named: “001_### _A_S.csv”
AND “001_### _A_D.csv” should be emailed to Akili (address TBD)
e TOVA supplemental cognitive battery assessment (Files TBD)
Note: Following the Day 0 visit, the downloaded TOVA flies should be emailed to Akili
(address TBD)
e Parent-BRIEF survey (See Appendix F)
e Clinical diagnosis per MINI-Kid (See Appendix I) and medication status
e Clinical assessments per ADHD-RS-IV (See Appendix H) and C-SSRS lifetime (See Appendix L)
e EVO play data
e Safety assessment and any Adverse Events (AEs)
Note: Any AEs should be reported to Akili within 24 hours

e Completed participant questionnaire (See Appendix D) and study staff observation of game-
play questionnaire (See Appendix M)
Note: Following the Day 0 visit, a scanned copy of the two questionnaires should be emailed
to Akili (address TBD)

Day 1 to Day 27 at home EVO play data

e EVO play data

Day 28 In-clinic Baseline & Exit Procedure
e CANTB-ADHD supplemental cognitive battery assessment
Note: Following the Day 28 visit, the downloaded CANTAB file named: “001_### B_S.csv”
AND “001_### _B_D.csv” should be emailed to Akili (address TBD)
e TOVA supplemental cognitive battery assessment (Files TBD)
Note: Following the Day 28 visit, the downloaded TOVA flies should be emailed to Akili
(address TBD)
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e Parent-BRIEF survey (See Appendix F)
e Clinical assessments per C-SSRS since last visit (See Appendix L)

e EVO play data

e Safety assessment and any Adverse Events (AEs) along with any reported concomitant
medications or non-pharmacological treatment for ADHD or mental health. Note: Any AEs
should be reported to Akili within 24 hours

e Completed participant questionnaire (See Appendix D) and the parent or guardian
questionnaire (See Appendix N)

Note: Following the Day 28 visit, a scanned copy of the two questionnaires should be
emailed to Akili (address TBD)

e Completed case report form
Note: Following the Day 28 visit, a scanned copy of the case report form should be emailed to
Akili (address TBD)

6.2: Statistical Analysis

This study will be powered to detect a difference in EVO derived cognitive measures (interference
cost) between neuro-typicals and ADHD participants. Power calculations (0.9, alpha = 0.05) are
designed to detect a prevalence of impairment in an ADHD population of at least 40%, assuming a
prevalence of impairment in the control group of 10% (assuming normal distribution for each group).
Difference between groups will be determined using a two-sided t-test to compare specific groups
with a threshold of p < 0.05, and group by variable interactions will be assessed with standard ANOVA.

An additional objective/outcome of this study is to demonstrate that EVO is “playable” by the ADHD
population. This is a qualitative measure and no statistics will be applied.

As an exploratory measure, multivariate analysis will be used to compare and explore ADHD cognitive
signatures, as measured by EVO (Day 0 to Day 28) to that of neuro-typical controls.

Section 7: Risk/Benefit

The risks to a participant participating in this study are very small. The study involves completing some
computerized tests and games and answering some questions. It is possible that the participant could

become frustrated by some of the tasks. The participant could become fatigued by the computer tests
or game play. If the participant becomes frustrated or fatigued, they may stop at any time. There are

no other risks to taking part in this study of which we are aware.

The participant will not receive any direct benefit from participating in this study. No promise can be
made concerning the study outcome, because results from a clinical research study cannot be

predicted.

-21-



Akili-001 Study Protocol, Rev 01/ July 23, 2013 - ADHD Feasibility Pilot

Section 8: Monitoring and Quality Assurance
8.1: Monitoring of Source Data

The study monitor will review the progress of the study to ensure proper study conduct and accurate
data collections. Periodic reviews (monthly) of case report forms, clinical records, and administrative
documents will take place. Additionally, Akili or its representative will conduct monitoring visits at site
initiation, two or three times during study conduct, and at study closeout. The study’s data will also
be made available to Akili, or its representative. As this is and open label study, Akili will perform data
analysis concurrently with study conduct.

8.2: Safety Monitoring

Participants will be screened for eligibility at which time a clinical diagnosis (MINI-Kid) along with
medication status will be collected. The diagnosis will verify onset, impairment, and pervasiveness of
ADHD for the participants in the ADHD cohort. Additionally, the ADHD-RS and C-SSRS assessments
(See Appendix H and L respectively) will be performed. Participants who do not fulfill the inclusion
criteria will not be enrolled. Participants whose histories are outlined in the exclusion criteria will also
not be enrolled. Evaluations will be ongoing throughout the study to detect adverse events and
changes in existing medical conditions.

At any time after enrollment, a participant may be discontinued. Reasons for discontinuation of a
participant from the study are described in Section 4.4 of this protocol.

Substantive changes in the protocol include alterations that affect the safety of participants or that
alter the scope of the investigation, the scientific quality of the study, the experimental design, study
product, the number of participants treated, or the participant selection criteria. If needed, these
changes will be initiated via formal written protocol amendment. This protocol amendment must be
reviewed and approved by Akili and the investigators prior to implementation. If a protocol
amendment results in changes to the informed consent form, the revised form must be approved
prior to implementation by Akili. Emergency departures from the protocol that eliminate an apparent
immediate hazard to a particular participant and that are deemed crucial for the safety and well-being
of that participant may be instituted for that participant only. The investigator will contact Akili as
soon as possible in the case of such a departure and in no case will notification be withheld more than
3 days. Although these departures do not require pre approval by Akili, Akili must be notified in
writing according to specified guidelines after the departure has been made. Furthermore, the
investigator will document in the participant’s case report form the reasons for the departure from
the protocol and the ensuing events.

8.3: Outcomes Monitoring
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The study will be monitored by the principal investigator and members of the study staff, as well as

Akili. Given the short duration of the study and the extremely low risk associated with this protocol,
no Data Safety Monitoring Board will be convened. All data relevant to the assessments outlined in

this protocol will be recorded in the case report form.

8.4: Protection of Participants

This study will be governed by the following directives and guidelines:

J Declaration of Helsinki (Edinburgh 2000)

J ICH Guidelines for Good Clinical Practice (ICG-E6)

. The Code of Federal Regulations Title 21 Parts 50, 54,56, 312, 314

In addition, the study protocol and any protocol amendments will be reviewed by the appropriate
local ethics committee. Participants will be informed both verbally and in writing about the nature of
the study, the anticipated benefits and risks involved. They will be instructed about their right to
discontinue their participation at any time without prejudice or jeopardy to future medical care. They
must confirm their consent (parents/legal guardian) and assent (participant) to participate in writing
prior to the initiation of any screening procedures. The ICF and CAF must be reviewed and approved
by the IRB prior to use.

8.5: Adverse Events (AEs)

Adverse Event (AE) is any untoward medical occurrence in a participant that does not necessarily have
a causal relationship with this treatment. An AE can therefore be any unfavorable and unintended
sign, symptom, or disease temporally associated with the use of a study product, whether or not
related to the study product.

Serious Adverse Event (SAE) is any untoward medical occurrence that:
e Results in death
e s life-threatening
e Requires inpatient hospitalization or prolongation of existing hospitalization
e Results in persistent or significant disability or incapacity
e Is another medically important condition

All adverse events that occur after informed consent should be documented as an AE. The
Investigator should ensure that all adverse events that occur during the study period are recorded. All
AEs should be followed until resolution or until, in the Investigator’s judgment, they are chronic and
stable. If an emergency situation should occur, appropriate medical measures should be taken to
stabilize the participant.

Documentation of AEs includes: date and time of onset and resolution of AE, intensity, frequency,

seriousness, related interventions and outcome. The Investigator must also evaluate the probability
of a causal relationship of the AE to the study treatment as being: “definite, probable, possible,
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unlikely, or unrelated.” Intensity of adverse events will be graded as mild, moderate, or severe
according to the following criteria:
e Mild: symptoms that are easily tolerated and transient in nature with minimal or no
impairment of normal activity
e Moderate: symptoms that are poorly tolerated, are sustained, and interfere with normal
activity
e Severe: symptoms that are incapacitating and render the participant unable to go to school or
participate in many or all usual activities

All SAEs will be reported to the IRB according to the IRB’s requirements, regardless of causality. They
will also be reported to Akili according to regulatory guidelines.
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Appendix A (Protocol Synopsis)

ADHD Pilot Feasibility Study - Protocol Synopsis
July, 2013

Study title A study to assess the feasibility of EVO, game-play, to engage participants
with Attention Deficit Hyperactivity Disorder (ADHD) and to evaluate
interference cost in children ages 8 to 12 years old with ADHD compared to
age-matched controls.

Sponsor Akili Interactive Labs, Inc., 500 Boylston Street, Suite 1600, Boston, MA

02116

Project Code

Akili-001

Study Phase

Exploratory Feasibility Pilot

Study Product

“‘EVO” Revision 01, Cognitive Assessment and Measurement Game

Study Start Date

August, 2013

Study Centers

Number of Centers = 3

Background

Akili's therapeutic game, EVO, is based on the work of Prof. Adam
Gazzaley from UCSF, who has identified a way to measure and improve
the ability to process cognitive interference (essentially, interruptions and
distractions). Interference susceptibility (measured by a proprietary
“Interference Cost”) is recognized as a limiting factor across global cognitive
function (including attention and memory) and is known to be fragile in
multiple diseases. The basic scientific mechanisms underlying our first
game have been tested in controlled (N=203) studies of healthy participants
across a wide age range (8 to 70 years of age) to validate the ability to
detect differences between age groups and to enhance interference
processing in older adults. In this pilot study, Akili desires to determine if
EVO is playable and engaging to the disease cohorts; and the degree to
which children with a confirmed ADHD diagnosis show cognitive deficits, as
measured by EVO, as compared to an age-matched neuro-typical cohort.

Hypothesis

EVO will be playable and interesting to ADHD children, shown by
compliance during a short training phase. The interference processing
ability and accompanying cognitive measures in ADHD children, as
measured by EVO gameplay, will show a statistically significant deficit
compared to age-matched neuro-typical children.

Primary Objective

Secondary
Objective

Interference Cost Comparison (Degree to which children with ADHD show

cognitive deficits as measured by EVO as compared to age-matched controls

¢ Demonstrate a difference of ADHD participants’ initial interference deficit, as
measured by EVO from that of neuro-typicals.

Safety

e Evaluate the safety of EVO game play based on treatment-emergent
adverse events (TEAES)

EVO Play Feasibility (Is EVO playable and engaqging to the disease

cohorts?)

e Demonstrate the ability of ADHD and neuro-typical children to complete
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EVO in-clinic diagnostic assessment (DAY 0)

¢ Demonstrate compliance (measure behavioral play patterns) of ADHD and
neuro-typical children during out-patient EVO game training period (DAY 1
to DAY 27)

o Demonstrate the ability of ADHD and neuro-typical children to complete in-
clinic EVO diagnostic assessment (DAY 28)

e Collect qualitative game feedback during assessment and training (DAY O to
DAY 28)

Exploratory . N
Objectives Comparison of Interference Cost detected by EVO to Supplemental Cognitive
Battery Results

e Assess the relationship between the CANTAB (ADHD Battery), TOVA,
Parent-BRIEF, and EVO play cognitive measurements

e investigate any improvements in cognitive function (as measured by EVO,
CANTAB, TOVA, and the BRIEF) that result from the 4 weeks of game
training

Multivariate / Combinational Signatures TBD

e Compare ADHD cognitive signatures, as measured by EVO (DAY 0 to DAY
28) to that of neuro-typical controls

Study Design Overview

e Open-label

2-arm study (neuro-typical controls & ADHD and off-medication)
N = 80 evaluable participant (N = 40 per arm)

Number of sites = 3

Duration = 29 days

Criteria Inclusion

e Age 81to 12 at the time of parental informed consent.

e Confirmed ADHD diagnosis (ADHD Cohort) at clinic (per MINI-KID)

¢ Baseline ADHD-RS-IV score >= 24, obtained at clinic (ADHD Cohort)

¢ Baseline ADHD-RS-IV score <=13, obtained at clinic (Neuro-typical Cohort)

e Consistently Off ADHD drug for 1 week. Drugs include: Pre specified, oral
psychostimulants (ADDERALL XR® [mixed salts of a single-entity
amphetamine product], VYVANSE® [lisdexamfetamine dimesylate],
CONCERTA® [methylphenidate HCI], FOCALIN XR® [dexmethylphenidate
HCI], RITALIN LA® [methylphenidate HCI extended-release], METADATE
CD® [methylphenidate HCI, USP], Strattera® (atomoxetine HCl), or FDA-
approved generic equivalents )

o Consistently off Psychotropic drug for 1 month (Other than ADHD drug
noted above)

e Ability to follow written and verbal instructions (English)
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Girls or Boys (Target = Gender-matched — 30% girls minimum)
Functioning at an age-appropriate level intellectually.
Ability to comply with all the testing and requirements.

Exclusion

Current, controlled (requiring a restricted medication) or uncontrolled,
comorbid psychiatric diagnosis with significant symptoms such as post-
traumatic stress disorder, psychosis, bipolar illness, pervasive
developmental disorder, severe obsessive compulsive disorder, severe
depressive or severe anxiety disorder, conduct disorder, or other
symptomatic manifestations that in the opinion of the Investigator that may
confound study data/assessments.

Within the last 4 weeks, participant has entered or exited behavioral
therapy. The participant should inform the Investigator if they intend to
change their behavioral therapy during the 4 weeks of the study.
Participants planning on entering therapy during the course of the study will
be excluded.

Participant is currently considered a suicide risk in the opinion of the
Investigator, has previously made a suicide attempt, or has a prior history
of, or is currently demonstrating active suicidal ideation or self-injurious
behavior.

History of failure to respond to an adequate trial of 2 treatments for ADHD
(consisting of an appropriate dose and adequate duration of therapy and
failure in efficacy in the opinion of the Investigator).

Motor condition that prevents game playing as reported by the parent or
observed by the investigator.

Recent history (within the past 6 months) of suspected substance abuse or
dependence.

History of seizures (exclusive of febrile seizures), a tic disorder, significant
tics, a current diagnosis of Tourette's Disorder.

Taken part in a clinical trial within 30 days prior to screening.
Diagnosis of or parent-reported color blindness

Regular use of psychoactive drugs that in the opinion of the Investigator
may confound study data/assessments.

Any other medical condition that in the opinion of the investigator may
confound study data/assessments.

Concomitant Medication and Treatment

No use of psychotropic drugs.

No concomitant medications are permitted during the study with the exception
of common over the counter (OTC) (eg. ibuprofen, acetaminophen) and
prescription medications (eg. antibiotics) for minor transient ailments. Non-
sedating antihistamines are allowed. Families should advise the study staff if
it becomes necessary to use other types of medication. Study investigators
can approve short-term use of other medications that are not anticipated to
confound study assessments.

No initiation or change in psychotherapy or any other non-pharmacological
treatment for ADHD or mental health.
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Study Regimen:
Subject Day O *Four-Weeks Day 28
Recruitment Training
WAL

*  ADHD Children off Meds

*  Age-Matched Controls At-Home EVO Game Play

{neuro-typicals)

In-Lab Assessment: In-Lab Assessment:
* Consent/Assent * Parent-BRIEF (Since last visit)
* Parent-BRIEF (Past 6 months) * CANTAB & TOVA
* CANTAB & TOVA * Rating Scale (C-SSRS Since last
* Diagnosis (MINI-Kid) visit)
* Rating Scales (ADHD-RS & C-SSRS * EVO Baseline
Lifetime)
* EVO Baseline

Study Protocol

Recruitment

44 children ages 8 to 12 will be recruited into each of the two arms of the
study to achieve 40 evaluable participants per arm (assuming a 10% drop-
out rate) and 88 participants in total.

The neuro-typical (control) cohort should have no prior diagnosis of ADHD.
The ADHD cohort should have a physician diagnosis of ADHD and they
should report that that they have been consistently off of ADHD medication,
and stable for no less than 1 month. Any medication changes during the
trial should be discussed with the Investigator in advance.

Afternoon Screening & Baseline — In-clinic (DAY 0)

o Parental informed consent will be obtained and demographic, diagnosis
status (MINI-Kid), and medication status will be collected in a questionnaire.
ADHD-RS and C-SSRS assessments will be performed on the study
participants. Neuro-typical control participants with ADHD-RS scores <=13
will be eligible to be enrolled into the study. ADHD participants with ADHD-
RS scores >= 24 will be eligible to be enrolled into the study.

e The participants will play EVO for approximately 20 minutes in the clinic to
establish their baseline performance. In addition a supplemental cognitive
battery (CANTAB) and TOVA will be conducted along with the Parent-
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BRIEF survey.
o A safety assessment (AEs) and will be recorded.

o Questionnaire will be completed to collect participant feedback on their
game experience and the study staff’'s observations.

e Participants will be sent home with EVO on an iPad and they will be
instructed to play EVO over the next four weeks for 30 minutes per day and
at least 5 days per week during the training period.

Anytime Training — At-Home (DAY 1 to DAY 27)

¢ The participants will play EVO for 30 minutes per day and a minimum of 5
days per week. Compliance will be tracked as all game data is
automatically collected real-time on a central cloud server that preserves
participant anonymity.

e The clinical site will be notified as to any participant number that failed to
play EVO over a 24-hour period. To further protect anonymity, only the
clinical site will then reach out to participants and parents to remind them to
play (by email and/or text message).

Afternoon Exit — In-clinic (DAY 28)

e (C-SSRS, since last visit, assessment will be conducted.

e The participants will play EVO for approximately 20 minutes in the clinic to
re-establish their baseline performance. In addition a supplemental
cognitive battery (CANTAB) and TOVA will be conducted along with the
Parent-BRIEF survey.

o A safety assessment (AEs) and documentation of any reported concomitant
medications or non-pharmacological treatment for ADHD or mental health.

e Questionnaires will be completed to collect participant feedback and parent
feedback on the game experience.

e The iPad is returned.

Statistical
Analysis

As a primary end-point, the study will be powered to detect a difference in
EVO cognitive measures (interference cost) between neuro-typicals and
ADHD participants.

o Power calculations (0.9, alpha = 0.05) are designed to detect a prevalence of
impairment in an ADHD population of at least 40%, assuming a prevalence of
impairment in the control group of 10% (assuming normal distribution for
each group).

o Difference between groups will be determined using a two-sided t-test to

compare specific groups with a threshold of p < 0.05, and group by variable
interactions will be assessed with standard ANOVA.

The secondary objective/outcome to demonstrate that EVO is “playable” by
the ADHD population is qualitative and no statistics will be applied.
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Study Flow Chart

Screening

& At-Home
Period Baseline Training Exit
Visit 1 - 2
Day 0 1-27 28
Informed consent and assent X
Demographic & contact information X
Parent BRIEF X X
Supplemental cognitive battery
(CANTAB & TOVA) X X
MINI-Kid diagnosis X
ADHD-RS rating X
C-SSRS rating X X
EVO iPad baseline cognitive data X X
At-home EVO iPad cognitive training X
Feedback sessions and
questionnaires X X
Safety assessments /AEs and
concomitant medication / therapy X X
Measure behavioral play patterns X
Collect iPads X
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Appendix B (Example Informed Consent)

PARENT / CAREGIVER INFORMATION AND CONSENT FORM AND HIPAA AUTHORIZATION

TITLE:

PROTOCOL:

SPONSOR:

PRINCIPAL INVESTIGATOR:

RESEARCH SITE ADDRESS(S):

DAYTIME TELEPHONE NUMBER(S):

24-HOUR CONTACT NUMBER(S):

RESEARCH SITE ADDRESS(S):

DAYTIME TELEPHONE NUMBER(S):

24-HOUR CONTACT NUMBER(S):

INTRODUCTION

A study to assess the feasibility of EVO, game-play, to engage
participants with Attention Deficit Hyperactivity Disorder (ADHD)
and to evaluate interference in children ages 8 to 12 year old with
ADHD compared to age-matched controls

Akili-001

Akili Interactive Labs, Inc.
500 Boylston Street, Suite 1600,
Boston, MA 02116

Andrew J. Cutler, MD

Florida Clinical Research Center, LLC
8043 Cooper Creek Blvd, Suite 107
Bradenton, FL 32401

941-747-7900

941-747-7900

Florida Clinical Research Center, LLC
2300 Maitland Center Parkway, Suite 230
Maitland FL 32751

407-644-1165

407-644-1165

The purpose of this research study is to assess the effectiveness of a game-play called EVO. When your

child is a research participant, the study doctor (principal investigator) and the study staff will follow

the rules of the research study (protocol).
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Your child is being asked to voluntarily take part in a research study. You do not have to allow your
child to participate if you do not want your child to participate. Before choosing to allow your child to
be a part of this study, you need to read this Information and Consent Form.

This form tells you what will happen during the study and the risks and benefits for your child if you
choose to allow him/her to take part in this study. It explains the other choices your child has besides
taking part in this study. The form also explains you and your child’s right to stop taking part in the
study at any time. If you agree to allow your child to participate in this study, assent (agreement) will
also be obtained from your child.

This consent form may contain words that you do not understand. Please ask the study doctor or
study staff to explain any words or information that you do not clearly understand. Your questions
should be answered clearly and to your satisfaction. Before you make a decision to allow your child to
participate, we want you to understand the information in this form.

Sometimes, during a study, we may learn of new information which may make a difference in whether
you want your child to continue to participate. If we learn of any information, we will let you and your
child know as soon as possible.

SPONSOR

Akili Interactive Labs, Inc., is providing financial support and material for this study. Akili Interactive
Labs, Inc., is paying the study doctor and study staff to do this study.

PURPOSE

The purpose of this study is to assess the feasibility of EVO, a game-play, to engage children with
Attention Deficit Hyperactivity Disorder (ADHD) and to measure cognitive deficits compared to age-
matched healthy children without ADHD. Approximately 80 children aged between 8 and 12 years will
take part in this study, in 3 study centers in the U.S. 40 children will be children diagnosed with ADHD
and not currently taking ADHD medications, and 40 children will be age-matched controls with no
diagnosis of ADHD.
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PROCEDURES AND PARTICIPANT RESPONSIBILITIES

If you decide to allow your child to participate in this study, he/she will be enrolled in the study
for up to 29 days. Your child will have to come to the study center twice, accompanied by
yourself. The study staff will tell you about the visit schedule and how long each visit will last.
Your child will also play EVO at home for 30 minutes per day for a minimum of 5 days a week
for 27 days while participating in the study. Note: It's very important that only the specified
participant (child) plays EVO. No other family members or friends may play the game at any
time during the 27 days.

Screening and Baseline visit procedures — In clinic:

e Demographic questions: at the first visit (Screening visit), you and your child will be asked to

give identifying information about himself/herself, such as name, date of birth, and race.

e Diagnosis: you will be asked about your child’s history of symptoms and behavior to confirm

diagnosis of ADHD or not.
e Medication and safety questions: you will be asked about your child’s medication status, a
safety assessment and medication compliance will be recorded.

e EVO game-play and cognitive battery: your child will play EVO for approximately 20 minutes in

the clinic and two cognitive batteries (CANTAB & TOVA) will be conducted with your child.

e Questionnaires: your child will be asked for feedback on their game experience, and you will be
asked to complete the PARENT-BRIEF survey. You and your child will also be interviewed by the

study doctor using a diagnostic measure (MINI-Kid) and a study staff-rated questionnaire
(ADHD-RS-IV & C-SSRS).

e AniPad will be loaned to the participant for the duration of the study. EVO will be downloaded

on to the iPad.

Training procedures — At home

e EVO game-play: your child will be asked to play EVO for approximately 30 minutes a day (with a

maximum of 45 minutes) for a minimum of 5 days a week for 27 days.

e The study staff will be notified if your child fails to play EVO over a 24-hour period, and then
they will contact you and/or your child by email or text message to remind your child to play

EVO.

Exit visit procedures — In clinic

e You and your child will be interviewed by the study staff per a rated questionnaire (C-SSRS).

e EVO game-play and cognitive battery: your child will play EVO for approximately 20 minutes in
the clinic and a two cognitive batteries (CANTAB & TOVA) will be conducted with your child.
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e Questionnaires: you and your child will be asked for feedback on the game experience, and you
will be asked to complete the PARENT-BRIEF survey.
e Medication compliance and safety questions: you will be asked some safety assessment
guestions and medication compliance will be recorded.
e The iPad will be returned.

RISKS

The risks of your child participating in this study are very small. The study involves completing some
computerized tests and games and answering some questions. It is possible that your child could
become frustrated by some of the tasks. Your child could become fatigued by the computer tests or
game play. If your child becomes frustrated or fatigued, they may stop at any time. There are no other
risks to taking part in this study of which we are aware.

POTENTIAL BENEFITS

Your child will not receive any direct benefit from participating in this study. No promise can be made
concerning the study outcome, because results from a clinical research study cannot be predicted.

ALTERNATIVE METHODS/TREATMENTS

This study is voluntary. You may decide at any time to withdraw your child from participation in this
study.

COSTS/PAYMENTS FOR PARTICIPATION IN RESEARCH

We do not expect there to be any costs to you or your child for participating in this study. Your child
will not be paid to participate in this research study. You will be provided with $300 in total as
compensation for time and travel to the study clinic ($50 at Screening/Baseline visit, $200-maximum
for the at home game play & S50 for Exit visit). Compensation for at home play will be paid at the exit
visit upon return of the IPad, if applicable. In the event a study participant fails to return the IPad their
compensation for home play will be forfeited.
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QUESTIONS ABOUT YOUR RIGHTS

By signing this form, you have not given up any of the legal rights that you or your child otherwise
would have been entitled to as a participant in a research study.

VOLUNTARY PARTICIPATION AND WITHDRAWAL FROM THE RESEARCH

Your child’s participation is voluntary. You may refuse to allow your child to participate for any reason
at any time, without penalty or loss of benefits to which your child is otherwise entitled. If your child
withdraws from the study you must return all study-related supplies to the study staff. You may
withdraw your child from the study by contacting the study staff. If your child leaves the study before
the regularly scheduled visit, you may be asked by the study staff to make a final visit for some end of
study procedures. This is to make sure that there are no safety concerns to discuss with the study
doctor and to maintain the integrity of the research study.

Your child’s participation in this study may be stopped at any time by the study doctor or the sponsor
without your consent because:

e the study doctor thinks it is necessary for your child’s health or safety;
e your child or you have not followed study instructions;

e the sponsor has stopped the study;

e the IRB has decided to stop the study;

e administrative reasons require your child’s withdrawal.

CONFIDENTIALITY

Your child’s identity and your child’s personal records will be kept confidential to the extent permitted
by the applicable laws and/or regulations and will not be made publicly available. If results of this
study are published or presented at a conference, your identity will not be revealed. Confidentiality
will be maintained during and after your participation in this study.

Government agencies oversee research studies involving people. Your child’s records may be reviewed
by such agencies if your child takes party in this research study. These agencies include the Food and
Drug Administration (FDA). By singing this consent form, you are allowing your child’s records to be
reviewed by these persons. It may be necessary to check parts of your child’s record to be sure that
the study data are correct and complete. No information other than what is needed for the study is
recorded. Every effect is made to protect your child’s privacy.
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PHYSICIAN NOTIFICATION OPTION

Please place your initials beside your choice about notifying your child’s regular doctor of your child’s
participation in this study.

Yes, | want the study doctor to inform my child’s regular doctor of his/her participation in
this study.

No, | do not want the study doctor to inform my child’s regular doctor of his/her
participation in this study.

My child does not have a regular doctor.

STATEMENT OF CONSENT

| have been informed about this study’s purpose, procedures, possible benefits and risks, and the use
and disclosure of my child’s health care information from this research. | have read and understood
this consent form, and have been given the opportunity to ask any questions | may have. All my
guestions have been answered to my satisfaction. | freely give my consent for my child to participate
in this research study. | authorize the use and disclosure of my child’s health information to the parties
listed in the authorization section of this consent for the purposes described above. By signing this
consent form | have not waived any of the legal rights to which my child is otherwise entitled. You will
be provided with a signed copy of this form.

CONSENT SIGNATURE

Printed name of Child Child’s Date of Birth (dd-MMM-yyyy)
Printed name of Parent/Legal Guardian Relationship to Child
Signature of Parent/Legal Guardian Date (dd-MMM-yyyy)
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PERSON OBTAINING CONSENT

| attest that the requirements for informed consent for this research project described in this form have been
satisfied — that | have discussed the research project with the participant’s parent or guardian and explained to
him or her in nontechnical terms all of the information contained in this informed consent form, including any
risks or adverse reactions that may reasonably be expected to occur. | certify that the information provided was
given in a language that was understandable to the participant’s parent or guardian. | further certify that |
encouraged the parent or legal guardian to ask questions and that all questions asked were answered.

Printed name of Person Obtaining Consent

Signature of Person Obtaining Consent Date (dd-MMM-yyyy)

Printed Name of Witness to the Consent Process
(*if applicable)

Signature of Witness to the Consent Process Date (dd-MMM-yyyy)

(*if applicable)

*Impartial Witness: If the participant’s parent/legal guardian cannot read, the signature of an Impartial Witness
is needed. An impartial witness is a person who independent of the trial, who cannot be unfairly influenced by
people involved with the trial, who attends the informed consent process, and who reads the informed consent
form and any other written information supplied to the participant’s parent/legal guardian.

HIPAA AUTHORIZATION TO RELEASE INFORMATION FOR RESEARCH

The United States government has issued a privacy rule to protect the privacy rights of participants. This rule
was issues under a law called the Health Insurance Portability and Accountability Act of 1996 (HIPAA). The
Privacy Rule is designed to protect the confidentiality of your child’s personal health information. If you agree
for your child to be in this study, privacy laws require you to sign this Authorization that describes your rights
and explains how your child’s Protected Health Information (PHI) will be used and disclosed for this research
study.

By signing this informed consent/HIPAA Authorization, you will be authorizing the principal investigator, his/her
research staff, the sponsor, the Institutional Review Board (IRB), the U.S. Food and Drug Administration (FDA),
and other regulatory agencies to use and disclose your child’s PHI for the purposes described below.
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This Authorization does not have an expiration date. This means the researchers and others associated with this
study may use and disclose your child’s PHI for as long as necessary to complete the study. If you do not
withdraw this authorization in writing, it will remain in effect indefinitely. You are free to withdraw your
Authorization regarding the use and disclosure of your child’s PHI at any time. After any revocation, your child’s
PHI will no longer be used or disclosed in the study, except to the extent that the law allows the study staff to
continue using your child’s information (e.g., information necessary to maintain the integrity or reliability of the
research). If you wish to revoke your Authorization for the research use or disclosure of your child’s PHI in this
study, you must write to:

Andrew J. Cutler, MD

Florida Clinical Research Center, LLC
8043 Cooper Creek Blvd, Suite 107
Bradenton, FL 32401

If you agree for your child to take part in this research study, your child’s health information related to this
study may be used or disclosed in connection with this research study, including, but not limited to:

e Demographic information
e Health and medication information
e Questionnaires and cognitive performance information

Florida Clinical Research Center, LLC is required by law to protect your child’s PHI. By signing this document, you
authorize Florida Clinical Research Center, LLC to use and/or disclose (release) your child’s PHI for this research
study. You acknowledge that you have received a copy of this form.

Printed name of Child Child’s Date of Birth (dd-MMM-yyyy)
Printed name of Parent/Legal Guardian Relationship to Child
Signature of Parent/Legal Guardian Date (dd-MMM-yyyy)

Printed name of Person Obtaining Authorization

Signature of Person Obtaining Authorization Date (dd-MMM-yyyy)
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Appendix C (Example Child Assent)

TITLE:

PROTOCOL:

SPONSOR:

PRINCIPAL INVESTIGATOR:

RESEARCH SITE ADDRESS(S):

DAYTIME TELEPHONE NUMBER(S):

24-HOUR CONTACT NUMBER(S):

RESEARCH SITE ADDRESS(S):

DAYTIME TELEPHONE NUMBER(S):

24-HOUR CONTACT NUMBER(S):

INTRODUCTION

CHILD ASSENT FORM

A study to assess the feasibility of EVO, game-play, to engage
participants with Attention Deficit Hyperactivity Disorder (ADHD)
and to evaluate interference in children ages 8 to 12 year old with
ADHD compared to age-matched controls

Akili-001

Akili Interactive Labs, Inc.
500 Boylston Street, Suite 1600,
Boston, MA 02116

Andrew J. Cutler, MD

Florida Clinical Research Center, LLC
8043 Cooper Creek Blvd, Suite 107
Bradenton, FL 32401

941-747-7900

941-747-7900

Florida Clinical Research Center, LLC
2300 Maitland Center Parkway, Suite 230
Maitland FL 32751

407-644-1165

407-644-1165

You are being asked to be in a research study. You can choose to be in the study or not to be in the

study. You don’t have to be in the study if you don’t want to. If you decide not to be in the study, no

one will be angry with you and you will not get into trouble. We will tell you about the study and what

we will ask you to do if you want to be in the study. You can ask questions at any time. You can ask the

study doctor or staff questions before you make up your mind. You can also talk to your mom or dad

or anyone else to ask any questions you may have.
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PURPOSE

In this study we want to find out if EVO, a game you play on an IPad, will measure differences in
abilities in children with Attention Deficit Hyperactivity Disorder (ADHD) and children without ADHD.

PROCEDURES AND RESPONSIBILITIES

If you decide to take part in the study, you will be in the study for up to 29 days. You will have to come
to the study center twice, with your parent / caregiver.

Here are some things the study staff will do at your two study visits. The study staff can tell you what
will happen at each visit.

e Askyou and your parent/legal guardian questions about yourself, such as your name and birth
date.

e Ask you and your parent/legal guardian about your behavior, your health and about any
medications you may be taking.

e You will play EVO game-play on an IPad for 20 minutes, and also complete a cognitive test with
study staff.

e You will be asked to tell us what you thought of the EVO game, and your parent/legal guardian
will fill out a questionnaire about your behavior at home.

You will also play EVO at home for approximately 30 minutes a day (but up to 45 minutes) for 5
days a week for 27 days while you are in the study. The study staff will contact you to remind
you to play EVO if you haven’t played EVO for 24 hours. Note: It's very important that only you
play EVO. No other family members or friends may play the game at any time during the 27
days.

RISKS & POTENTIAL BENEFITS

This study involves asking some questions and completing some computer tests and a game on an
IPad. You could become frustrated with some of the tasks, or get tired. You can stop at any time if this
happens. There are no other risks to taking part in this study. There is no direct benefit from
participating in this study.

VOLUNTARY PARTICIPATION AND WITHDRAWAL FROM RESEARCH

It is up to you if you take part in this study. Even if you do agree to take part, you may stop at any time
for any reason. If you don’t want to be in the study or if you start the study and later decide to not be
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in this study that is fine. If you change your mind later, tell your parent/ legal guardian and the study
staff.

Your parent/ legal guardian may also choose to have you stop the study at any time for any reason.
The study doctor or the company that runs this study may stop this study at any time. If this happens,
you will no longer be in this study.

You can ask questions about the study at any time. You can call the study doctor any time. The study
doctor’s phone number is one the first page.

PRIVACY

Other people will not know if you are in the study. We will put things we learn about you together
with things we learn about other children. No one can tell what things came from you. When we tell
other people about our research, we will not use your name, so no one can tell who we are talking
about.

The information we take about you during this study will be kept locked up. No one will know it except
for the people doing the research. We will not tell anyone any of your information unless:

e We found out you were in serious danger, or
e We found out someone else was in serious danger.

STATEMENT OF ASSENT

| have read or have had read the assent form to me by someone | trust. | agree to be in this research
study. | know that my parent/legal guardian must also agree to let me be in this study.

| have asked questions about the study. My questions have been answered so far. | can continue to
ask any questions at any time during the study. | know that being in the research study is up to me. |
will get a copy of this form after | sign it.

Please sign below if you want to be in this study, but remember: You do not have to be in this study if
you don’t want to. You can stop at any time and no one will be upset with you.
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ASSENT SIGNATURE

Printed name of Child Date of Birth (dd-MMM-yyyy)

Signature of Participant Date (dd-MMM-yyyy)

| certify that the participant had enough time to consider this information, had an opportunity to ask
guestions, and voluntarily agreed to be in this study.

Printed name of Person Obtaining Assent

Signature of Person Obtaining Assent Date (dd-MMM-yyyy)
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Appendix D (Participant Questionnaire)

EVO Gameplay

Completed by
Study Staff

DAY 0
and
DAY 28

(circle above)

Participant
#:

In terms of enjoyment how would you rate playing EVO?
1 2 3 45 6 7 8 9 10 (circle)

Boring OK Fun

How challenging was EVO to play?

1 2 3 45 6 7 8 9 10 (circle)

Easy Moderate Hard

Was there anything you really liked about playing EVO?

Was there anything you really disliked about playing EVO?
(If you stopped playing EVO please explain why)

What would make you want to play even more?

Did you feel like your performance improved?

What individual skills did you get better at?

What did you hope you got even better at?

Do you felt like you improved in anything in the real world?
YES / NO (circle)
What, specifically?

Did you like trying to get stars? YES / NO (circle)
Was it easy or hard? EASY / HARD (circle)
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EVO Gameplay

Completed by
Study Staff

DAY 0
and

DAY 28

(circle above)

Participant
#:

Would you play EVO instead of your regular games?
NO / MAYBE / YES (circle)

How often do you play video games?
NEVER / ONCE A MONTH / ONCE A WEEK /
EVERY DAY (circle)

How many hours a week do you play?
Less than 1 HOUR / 1-5 HOURS / 5-10 HOURS /
Greater than 10 HOURS  (circle)

What types of games do you like to play?
CONSOLE / PHONE / TABLET / COMPUTER /
OTHER (describe) (circle)

What are some of your favorite games?
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Appendix E (Executive Summary)

A\ ¥
AKIL]

Akili Interactive Labs is creating the first diinicolly-validated medical products delivered in an immersive “wideo game”
format. We believe that in the near fiuture, we will see a dinician prescribe a mobile therapeutic or deploy remote
diognostics that exist totally as mobile opps. Akili's overall strategy is to become known as the leading company in this new
emerging field of medicine, by combining the best neuroscience with top-tier engagement. Akili has received recent
recognition for this pioneering approach, including highlights in the Wall Street Journal and Nature.

Background

Akili’s first product is based on the work of Prof. Adam Gazzaley from UCSF, who has identified a way to measure and
improve the ability to process cognitive interference (essentially, how a patient responds to interruptions and distractions).
Interference susceptibility is recognized as a limiting factor across global cognitive function and is known to be fragile in
multiple diseases. The basic scentific mechanisms underlying our first game have been tested in an N = 203 study to
validate the ability to measure interference processing ability from 8 to 80 years of age, and in a controlled N = 60 study to
validate the ability to improve this ability. The cognitive benefits of training appear to generalize beyond the game
environment, as subjects showed improvements on independent executive function tests of sustained attention,
impulsivity, and working memory — and rebust physiological brain changes - compared with controls.

There are multiple important clinical populations that have, as hallmarks of the disease, impairments in executive function.
Akili is targeting two of these, ADHD and autism, as its first high-priority clinical markets. Akili is also interested to explore
multiple other conditions (e_g., depression and age-related disorders) that would benefit from improvements or ongoing
tracking of executive function.

Broduct Develppment and Studies

Akili has developed an adaptive cognitive gaming engine that automatically
customizes difficulty to the subject. This platform enables two main product types:
personalized therapeutic games, and a high-resolution tool to remotely distinguish
and track disease progress. Importantly, our game environment is a key to get
repeated, remote engagement by the patient. Our first dinical product has been
through multiple rounds of testing and refinement in both norms and dinical
populations. Akili has launched (or is i the process of initiating) a total of 7 pilot
studies in our highest-priority clinical populations, induding multiple studies with
leading academics and clinics. Early data from our most recent game has shown |
promising ability to separate populations based on their gameplay signatures. Akili Prototype Screenshot

Lompany Background

Akili was founded by PureTech Ventures, a leading health-fooused venture creation company. Akili's game design team
includes Matt Omemick, the former Executive Art Director at LucasArts and Cinematics Director at Microsoft, and Adam
Piper who previously led the rapid prototyping group at LucasArts. Akili's co-founding Chief Science Advisor Prof. Adam
Gazzaley of UCSF has led the research into the mechanisms behind Akili's first game. His work has been published in top
tier academic jourmals and featured in the popular press including CNIN and the New York Times. Other co-founders include
U. Rochester's Daphne Bavelier, who has published pioneering research on the active components of action video games,
and prominent technology thought-leaders (induding video game design veteran Noah Falstein and Second Life Founder
and former RealNetworks CTO Philip Rosedala).

500 Boylston Street, Svite 1600, Boston, Mossodwsetts
tel: 617-454-0597
wwrw, akiliinferactive.com

-46-



AKili-001 Study Protocol, Rev 01/ July 23, 2013 - ADHD Feasibility Pilot

Appendix F (Parent BRIEF)
S EC L B B

Behavior Rating
Inventory of
Executive Functlon

PARENT FORM

g

Gerard A. Gioia, PhD, Peter K. Isquith, PhD, Steven C. Guy, PhD, and Lauren Kenworthy, PhD

Instructions

On the following pages is a list of statements that describe children. We would like to know if
your child has had problems with these behaviors over the past 6 months. Please answer all

the items the best that you can. Please DO NOT SKIP ANY ITEMS. Think about your child
as you read each statement and circle your response:

N  ifthe behavioris  Never a problem

S if the behavior is Sometimes a problem

O  if the behavior is Often a problem

¢
For example, if your child never has trouble completing homework on time, you would circle .
N for this item:

Has trouble completing homework on time @ S 0

If you make & mistake or want to change your answer, DO NOT ERASE, Draw an “X”
through the answer you want to change, and then circle the correct answer;

Has trouble completing homework on time @ @ 0

B—*for-’ you begin answering the items, please fill in your child’s name, gender, grade, age,
birth date, your name, your relationship to the child, and today’s date in the spaces provided
at the top of the next page.

Copyright © 1886, 1928, 9000 by Psycholugics] Assecsmant Resources, Inc. All rights resarved. May not b reproduecd in whale or in part in any
form or by any msane withoot written parmlesion of Psychologlcal Assagement Resovces, Inc. Thie form ls printed kn geesn ink on white paper.
Any other varsion in unauthorized,

8876 Reorder §RO-446T Printed in the USA

-47-



AKili-001 Study Protocol, Rev 01/ July 23, 2013 - ADHD Feasibility Pilot

Child’s Neme Gendsr ____ Grode

Your Nams Relatienehiy to Child

bge___ BithDats__/L_ [

Todsy's Date /_'___Z_

/

wa
S 0w N WD~

O B T T e
Eo B Sl i i

NRRRBR

N = Never 8 = Somefimes

.. Ovarreacts to small problams
. When given three things 1o do, remambars only the first or kast
. s not 2 sali-starsar

Leaes playroom 3 mess

Resists or has troubls accepting a dilerent way Lo salve & problem with schoolwork, friends, chores, eic.
. Bacomes upsat with new skuations
. Has explosive, angry oulbursts

, Tries the same zpproach ta a problem over and over even whan it does not work
. Has a shorl atiention span

. Neads %o be 10 1o begin a fask evan when willing

. Doasg not bring home homework, assignment shasts, malerials, elc.

Acls upesl by a change in plans

. & disturbed by changa of teacher or class
. Does not ehack work for mistakes

Has good ideas bul cannot get tem on paper
Has trouble coming up with ieas for what to do in play or lrea tima

. Has trouble concentraling on choras, schoalwork, etc.

. Doss not connect doing tonight's hemework with grades
. ks easily distracted by noisas, acivity, sights, slc.

, Becomes learful easlly

. Makes caraless arrors

Forgsts 1o hand In homaviork, even when completed

. Resists change of routine, feods, placas, efe.
. Has troubls with chores or tasks thal have more than one slep
. Has outbursts for iife reason

Mood changes fraquently

. Naads help from an adull 1o stay on task

Gets canghl up in datails and misses the big picture

. Keeps room messy

30, Has troubis gatiing used to new siluations {classes, groups, Iends)

39
40.
i1

42,
43
44,

. Has poar handwriting

32, Forgets what hefshe was doing

. Whan sant o get something, %rgets what halsha is supposed 1o pet
. |5 unavans of how Histher behaiar affocts or bathers othars

. Has good idszs bul doss not pal job dons {lacks follow-through)

. Becomss averwhelmed by large assignmanis

Has trovble finishing tasks (chares, homework)

Acts wider o ellller than athers In groups (birthday periss, recess)
Thinks o much aboul tha sama Yopic

Undsresiimales lima nzeded to fish tasks

Intecrupis oihers

Does ot natics when histher behaviar ¢auses negetive reaclions
Gals out of s=at al the wrang times

Gets ol of contral mare than iiends

0 = Often

zzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzz

m:ncnmcr-wmwmwmmmmwwmwmmmmmwmmmmwmmmmwwmmmmwmmmm

OOOODOOOOOOOOOOOOOOOOOOOOOOOOOOOOO
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e B oSS Db
S W Em Jdo D,

o™

(%)
63

o]
Ga

SAFIFANINIIBRARRRBR2BE BULERBR Y

B4

N = Never $ = Sometimes

Razois mora sirongly tn sfuations than other clifidren

. Slarls assignmants of chores at the las! mimss

Has troubla gatiing slarted on homework or chores

. Has troubls organizing aclivilles with Ifends
, Blurts things oul

. Mocd is easly Influenced by the situation

. Doss not plan ahead for school assignments

Has poor undergtanding of own slrenglhs and weaknessas
Wiitten work is poody organized
Acts too wild or *out of control®

. Has trouble putting tha brakeas on hisher actions

Gats in trouble If not supenisad by an adult
Has trouble remsmbering fhings, even for a few minutes

0 = Ofien

Has trouble carrying out the actions neaded to reach goals (saving money for special item,

studying fo pet a good grada)

Bacomes too sily

Wark & sloppy

Does not take inifiative

Angry or tearful outbursts are intense bul end suddsnly
Does nol realize that certain actions bother others
Small everts trigger kg reactions’

Teks &l fhe wrong fime

Complains there fs nothing to do

Cannot find things in room or school desk

. Leavas a traf of balongings wherever ha'she goss

Leaves messes that others have 1o dean up
Bacomas upsst too easily
Lies arpund the house & lot {*couch potato”)

. Has a maessy clossl

Has trouble weiting for furp

Loges lunch bo, lunch money, parmission siips, homawrd, el
Cannot find clothes, glasses, shoes, toys, books, pendls, edc.
Tesls poorly evan whan knows conect answers

Does not finish long-term projects

Has to ba chzaly supsnized

Dzes not think beiore doing

Has trouble moving Iroen ane activity ta another

5 fidgety

le impudsive

Cannot stay on he same topic whan lalking

¢ o ons fopic or achvity
same INIngs over and avers

aays i

Has rouble gstling through marming routime in gatting ready for school

== T EZEZEETEEITEIE22E

=

Z 2T =TT EE

W W wWwWwY WL mWWmL WL WL WD WL WL WDDH D Lo I - o B I B v L I B SR < B T )

0000000000000 OCODO0O0O0O0O0OO0O0OROEO0 ©OO0OO0ODO0OO0ORCORCO0OO0OO0
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Appendix G (CANTAB)

cambridge cognition )

Cambridge Cognition Ltd develops and
markets CANTABR®, Baged in Cambridge,
UK and Cambridge, Maseachusetts,
Cambridge Cognition supplies its products
and services to the pharmaceutical industry
and academic ressarchers across the globe.

) CANTAB | ADHD'

Attention Deficit Hyperactivity Disorder [ADHD)
in both children and adults is characterised

at the neurobehavioural level by inattention

and impulsivity. These manifestations are
underpinned by cognitive deficits in sustained
attention, working memory and response
inhibition. The CANTAB touch screen allows these
neurobehavioural manifestations to be assessed
in a gquick and standard fashion, using a single
instrument in a straightforward and user-
friendly manner.

Completed in around 30 minutes, the CANTAB
ADHD battery consists of four tests designed to
assess executive functioning, working memaory,
higher-order attention [sustained attention over
time] and response impulsivity. The battery is a
reflection of our experience in assessing these
cognitive domains in adult and paediatric ADHD, in
case-control and clinical trial research, alongside
the broader use of these measures in a range of
CMNS domains.

S5T Test =

SEMNSITIVE to the essential features of AOHD,
walidated through careful academic case-
cantrol studies.

THOROWEH repeatable assessment, including
measuraments of atkantion, impulsivity, working
mermory and executive function.

RA&PID deployment to sites for use.

OBJECTIVE testing, minimising rater and

site variability.

MEASURES are extremely responsive to detecting

drug effects over short time pericds, enabling you
to run smaller, faster trials.

TRAMSLATIOMAL platform for drug developrment
with validation through preclinical and
neuraimaging variants.

Giwes you an EFFICIENT means of showing proof
aof concept.

www.cambridgecognition.com
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Appendix H (ADHD-RS)

Subject Numiser: - Visit

ADHD-RSV: Clinician Version D-RS

Date of Assessment: ! ! Rater's Initials: __ / !

DD/ MMM Y

Circle the number that best describes this MNever or

subject's behaviour since the last visit. rarely ~ oometimes Often  Very Often

1. Fails to give close attention to details or [i] 1 2 3
makes careless mistakes in schoohswork

2. Fidgets with hands or feet or squirms in o 1 2 3
seat

3. Has difficulty sustaining attention in tasks [v] 1 2 3
or play activities

4. Leaves seat in classroom or in other v] 1 2 3
situations in which remaining seating is
expected

5. Does not seem to listen when spoken to [v] 1 2 3
directly

8. Runs about or climbs excessively in 4] 1 2 3
situations in which it is inappropriate

7. Does not follow through on instructions and 1] 1 2 3
fails to finish work

B. Has difficulty playing or engaging in leisure 1] 1 2 3
activities quiethy

B. Has difficulty organizing tasks and activities 1] 1 2 3

10. Is “on the go” or acts as if “driven by a 1] 1 2 3
mictor”

11. Awoids tasks (e.g., schookwork, 1] 1 2 3
homework) that require sustained mental
effort

12. Talks excessively 4] 1

13. Loses things necessary fior tasks or [i] 1 2 3

it

14. Blurts out answers before questions hawve [i] 1 2 3
been completed

15. Is easily distracted [v] 1 2 3

18. Has difficulty awaiting tum 4] 1 2 3

17. Is forgetful in daily activities 1] 1 2 3

18. Intermupts or intrudes on others 1] 1 2 3

From ADHD Rating Scale-IV: Chechklists, Morms and Clinical Interpretation. Reprinted with permission
of The Guilford Press: New York. @& 1BBE Geonge J. DuPaul, Thomas J. Power, Arthur A. Anastopoulos and
Robert Reid.

Signature (of dinician complefing assessment): Date:
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Appendix | (MINI - Kid)

M.I.N.l. KID

MINI INTERNATIONAL NEUROPSYCHIATRIC INTERVIEW

For Children and Adolescents

English Version 6.0

DSM-IV

USA: D. Sheehan, D. Shytle, K. Milo, J. Janavs
University of South Florida College of Medicine - Tampa, USA

FRANCE: Y. Lecrubier
Centre Hopitalier Sainte-Anne - Paris, France

© Copyright 1994-2010 Sheehan DV and Lecrubier Y.

All rights reserved. No part of this document may be reproduced or transmitted in any form,
or by any means, electronic or mechanical, including photocopying, or by any information
storage or retrieval system, without permission in writing from Dr. Sheehan. Researchers and
study staffs working in nonprofit or publicly owned settings (including universities, nonprofit
hospitals, and government institutions) may make paper copies of a M.I.N.I. KID instrument for
their own clinical and research use.

DISCLAIMER

Our aim is to assist in the assessment and tracking of patients with greater efficiency and accuracy. Before action is taken on
any data collected and processed by this program, it should be reviewed and interpreted by a licensed study staff. This program
is not designed or intended to be used in the place of a full medical and psychiatric evaluation by a qualified licensed physician —
psychiatrist. It is intended only as a tool to facilitate accurate data collection and processing of symptoms elicited by trained
personnel.
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Patient Name: Patient Number:
Date of Birth: Time Interview Began:
Interviewer’s Name: Time Interview Ended:
Date of Interview: Total Time:
MEETS
MODULES TIME FRAME CRITERIA DSM-IV ICD-10
A MAJOR DEPRESSIVE EPISODE Current (Past 2 weeks) @
Past @
Recurrent @
MAJOR DEPRESSIVE DISORDER Current (Past 2 weeks) @ 296.20-296.26 Single F32.x
Past @ 296.20-296.26 Single F33.x
Recurrent @) 296.30-296.36 Recurrent F33.x
B SUICIDALITY Current (Past Month) @ N/A N/A
@ Low @ Moderate @ High
C DYSTHYMIA Current (Past 1 year) @ 300.4 F34.1
D  MANIC EPISODE Current @
Past @
HYPOMANIC EPISODE Current @
Past @ @ Not Explored
BIPOLAR | DISORDER Current @ 296.0x-296.6x F30.x- F31.9
Past @ 296.0x-296.6x F30.x- F31.9
BIPOLAR Il DISORDER Current @ 296.89 F31.8
Past @ 296.89 F31.8
BIPOLAR DISORDER NOS Current @ 296.80 F31.9
Past @ 296.80 F31.9
E  PANIC DISORDER Current (Past Month) @ 300.01/300.21 F40.01-F41.0
Lifetime @ 300.01/300.21 F40.01-
F41.0 @
F AGORAPHOBIA Current @ 300.22 F40.00
G  SEPARATION ANXIETY DISORDER Current (Past Month) @ 309.21 F93.0
H  SOCIAL PHOBIA (Social Anxiety Disorder) Current (Past Month)
Generalized @ 300.23 F40.1
Non-Generalized @ 300.23 F40.1
| SPECIFIC PHOBIA Current (Past Month) @ 300.29 N/A
J OBSESSIVE COMPULSIVE DISORDER Current (Past Month) @ 300.3 F42.8
K POST TRAUMATIC STRESS DISORDER Current (Past Month) @) 309.81 F43.1
L ALCOHOL DEPENDENCE Past 12 Months @ 303.9 F10.2x
L ALCOHOL ABUSE Past 12 Months @) 305.00 F10.1
M  SUBSTANCE DEPENDENCE (Non-alcohol) Past 12 Months @ 304.00-.90/305.20-.90 F11.2X-F19.2X
M  SUBSTANCE ABUSE (Non-alcohol) Past 12 Months @ 304.00-.90/305.20-.90 F11.1-F19.1
N  TOURETTE’S DISORDER Current @) 307.23 F95.2
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MOTOR TIC DISORDER Current @ 307.22 F95.1
VOCAL TIC DISORDER Current @ 307.22 F95.1
TRANSIENT TIC DISORDER Current @ 307.21 F95.0
ADHD COMBINED Past 6 Months @ 314.01 F90.0 @
ADHD INATTENTIVE Past 6 Months @ 314.00 F98.8 @
ADHD HYPERACTIVE/IMPULSIVE Past 6 Months @ 314.01 F90.0 @
CONDUCT DISORDER Past 12 Months @ 312.8 F91.x @
Q OPPOSITIONAL DEFIANT DISORDER Past 6 Months 313.81 F91.3
R PSYCHOTIC DISORDERS Lifetime 295.10-295.90/297.1/ F20.xx-F29 @
Current 297.3/293.81/293.82/ F20.xx-F29 @
293.89/298.8/298.9
MOOD DISORDER WITH PSYCHOTIC FEATURES Lifetime @ 296.24/296.04-296.94  F30.2/F31.2/F31.5/ @
F31.65/F32.3/F33.3
Current @ 296.24/296.04-296.94
F30.2/F31.2/F31.5/ @
F31.65/F32.3/F33.3
S ANOREXIA NERVOSA Current (Past 3 Months) @ 307.1 F50.0 @
T  BULIMIA NERVOSA Current (Past 3 Months) @ 307.51 F50.2 @
ANOREXIA NERVOSA, BINGE EATING/PURGING TYPE Current @ 307.1 F50.0 @
U  GENERALIZED ANXIETY DISORDER Current (Past 6 Months) @ 300.02 Fa1.1 @
V. ADJUSTMENT DISORDERS Current @ 309.24/309.28 F43.xx @
309.3/309.4
W  MEDICAL, ORGANIC, DRUG CAUSE RULED OUT @ No @Yes @ Uncertain
X  PERVASIVE DEVELOPMENTAL DISORDER Current @ 299.00/299.10/299.80 F84.0/.2/.3/.5/.9 @

PRIMARY DISORDER

IDENTIFY THE PRIMARY DIAGNOSIS BY CHECKING THE APPROPRIATE CHECK BOX.
Which problem troubles him/her the most or dominates the others or came first in the natural history?

DISCLAIMER

Our aim is to assist in the assessment and tracking of patients with greater efficiency and accuracy. Before action is taken on
any data collected and processed by this program, it should be reviewed and interpreted by a licensed study staff.

This program is not designed or intended to be used in the place of a full medical and psychiatric evaluation by a qualified

licensed physician — psychiatrist. It is intended only as a tool to facilitate accurate data collection and processing of symptoms
elicited by trained personnel
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Appendix J (EVO Game Play Instructions for the

Parent/Participant)
EVO Game Play At-Home Instructions

Now that you have returned home with the EVO video application loaded on an iPad the
following instructions will help you over the next 27 days of at home game play.

1) If at any time during the 27 day at-home play session you have any questions or concerns
please contact the Investigator identified on your copy of the signed informed consent form.

2) Prior to playing EVO it is important to one-time configure the iPad to connect to your
home’s wireless router. Connecting to your router is easy and allows the child’s play data to be
analyzed real-time. To do this:
e Turnon the iPad and “slide” the tab at the bottom to unlock the device
e Tap on the “Setting’s” icon
e From the left-hand side of the screen tap on “Wi-Fi”
e Make sure the Wi-Fi setting is selected as “ON”
e Under “Choose a Network” tap on the network corresponding to your home wireless
router
e When prompted, enter the password to your wireless router and tap on “Join”
Remember this step only needs to be done once. If you don’t have a wireless router at
home, please connect the iPad to the internet periodically at an alternate point of
connectivity.

3) During the next 27 days the child should play EVO at least 5 days a week for typically 30
minutes a day. This is accomplished by playing 7 consecutive runs of approximately 4 minutes
each. Sometimes the game may ask the child to repeat an internal diagnostic which may take
an additional 15 minutes.

Note: The game will automatically “lock” after 7 runs in any given day, and that the child
will not be able to play until the following day.

Note: If the child becomes fatigued or frustrated with the game after 30 minutes of play, in
any given day, he or she can turn the game off and it will automatically pick up where it left
off during the next play session.

To play EVO:

e Tap onthe “EVO” icon
(When you were at the lab, the child was assigned a subject identifier number which
should be displayed on the middle of the right side of the screen. If the number is not
there contact the investigator for instructions.)

e Tap the “EVOLVE” button.

e Tap on the world that is highlighted. This could be “Frozen Solid,” “Melty Mania,”
“Deep Freeze,” or “Snow Blind” depending on the child’s progress in the game.
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e Follow the instructions described by the animated character in the laboratory coat.

4) Note: It’s very important that only the specified participant (child) plays EVO. No other
family members or friends may play the game at any time during the 27 days!

5) Note: The iPad provided in this study is locked from internet access and from uploading
other applications. It is important to return this iPad when you return for the in-clinic exit
visit.
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Appendix K (EVO Game Play Instructions for the Investigator)

EVO Game Instructions for the Investigator

Day 0 and Day 28 Instructions

Making sure the iPad is connected to the clinic’s router
Make sure the iPad is configured to connect to the wireless router in your clinic. EVO needs to
upload data real time to the Akili server during the participant’s game play. To connect to the
router:

e Turnon the iPad and “slide” the tab at the bottom to unlock the device

e Tap on the “Setting’s” icon

e From the left-hand side of the screen tap on “Wi-Fi”

e Make sure the Wi-Fi setting is selected as “ON”

e Under “Choose a Network” tap on the network corresponding to your clinic’s wireless

router

e When prompted, enter the password to your wireless router and tap on “Join”.

Day 0 Only Instructions

Resetting EVO & Adding a New Participant for In-clinic Session
1) EVO needs to be reset to clear out any data captured corresponding to previous
participants. To erase EVO’s memory:
e Tap onthe “EVO” icon
e Tap on “NEW USER”
e Inthe Subject Number field enter “321Admin” (case sensitive)
e Tap on “ENABLE/DISABLE” until Multi-Users is Disabled
e Tap on “ERASE ALL” and “YES”
e Tapon “BACK”
2) Adding a new participant. To enter a new participant’s information:
e Tap on “NEW USER”
e In the Subject Number field enter the 3-digit number assigned to this participant “###-
P” (The “P” denotes that this is the first in-clinic practice and assessment sessions)
e In the Study Number field enter “Akili-001”
e Tap on “Login”

Playing EVO for the First Time
1) To play EVO:
e Have your participant tap on the “EVO” icon.
(Verify the correct participant identifier number is displayed on the middle of the right
side of the screen. Followed by “-P” denoting the first in-clinic practice and assessment
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sessions. If the number is not correct repeat the resetting and adding a new participant
steps.

e Have participant tap the “EVOLVE” button.

e Have participant tap the “START” button to execute EVO.

e Have participant follow the instructions described by the animated character in the
laboratory coat.

2) Make sure the instructions are understood and have the participant perform:
e One EVO practice session
e One EVO diagnostic/assessment session
e One EVO training session

Setting up EVO for Take Home
1) Prior to taking the iPad home, EVO needs to be reset one more time to clear out the in-
clinic practice and assessment sessions and to ready it for home play. To erase EVO’s memory:
e Tap onthe “EVO” icon
e Tap on “NEW USER”
e Inthe Subject Number field enter “321Admin” (case sensitive)
e Tap on “ENABLE/DISABLE” until Multi-Users is Disabled
e Tap on “ERASE ALL” and “YES”
e Tapon “BACK”
2) Re-enter the participant number without the “-P” extension. To re-enter the participant’s
information:

e Tap on “NEW USER”

e Inthe Subject Number field enter the 3-digit number assigned to this participant “###”
e In the Study Number field enter “Akili-001”

e Tap on “Login”

Day 28 Only Instructions

Playing EVO for the Last Time

1) To play EVO:
e Have your participant tap on the “EVO” icon
e Have participant tap the “EVOLVE” button.
e Have participant tap the “START” button to execute EVO.
e Have participant play EVO for approximately 20 minutes.

2) Collect the iPad
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Appendix L (Columbia-Suicide Severity Rating Scale)

COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Lifetime Fecent Version

Version 1/1408

Posner, K ; Breni, D ; Lucas, C; Gould, M ; Stanley. B.; Brown, &.; Fisher, P; Zelazny, 1
Burke, A; Oguendo, M ; Mann, J.

Dischaimer:

This soole is imtended to be used by indinducls who hove recsived troiming in s odministretion. The questions contoined i
the Columbig-Suicde Severity Rzting Sonle ore suggested probes. Ulomately, the det=rminebion of the presence of swoda!
ideqtion or befavior depends on the judgment of the indafdual odministerng the nooie.

Diefinitions of befaviorsl suidde! events in this scofe are bosed on those used in The Columbio Swicide History Form,
developed by fohn Mann, MD and Mare Oguendo, MDD, Conte Center for the Meumsoence of Merta! Disorders
[CCMMD], New York Stehe Popchiotric Instihete, 1051 Riverside Drive, Mew Tork, MY, 0032 (Oquendoe M. A,
Halberstam B & Aann J. |, Risk foctors for swicdof behevior: ity and mibotions of ressardh instruments. kn #.B First
[Ed] Standardized Evaluation in Chnical Fractice, pp. 03 -130, 2003)

For reprimts of the C-550E contoct Kely Posner, PR.D., Mew York Sgte Poychigtnic insttute, |05 Réverside Dirive, Mew
Tork, Mew York, 1003 2; inquiries and training requirements contoct posrerof@inyspi covmbia sdu
i) 2008 The Research Foundation for Menml Hygene, Inc.
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COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Since Last Visit

Version 171409

Posner, K ; Brent, D.; Lucas, C.; Gould, M ; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A ; Oguendos. M ; Mann, J.

Discaimser

Thiz scale is intended fo be used by indimducls whe hove recsived troiing in #s odministraton. The questions condoimed
in the Dolumbig-Smode Severity Risting S5onlke ore sugpested probes. Ulinmately, the determination of the pressnce off
suidgdal ideshon or behovior depends on the jedpment of the indmdwa! odmindstering the soale.

Definitions of behovional swicidol evends in this soals ore bosed on those wsed in The Columbio Suicide History
Eopm, develojeed by fokn Mann, MD ond Mono Oguendo, MDD, Comnde Center for the Meurcsoence of Aental Disorders
(CCMMD), Mew York Stote Popchiatne Institrte, [ 05 Riverside Dive, New York, NY, 10032, (Oguends ML A,
Haiterstarm 8. & Marn | [, Bisk focom for suicidal Behovier wtilty and fmitebions of research instrements. [ ME Arst
[Ed] Sandardized Evahadon in Clinical Practice, pb. 103 -130. 2003.)

For reprints of the C-55RS condoct Kelly Posper, Ph.D., MNew York State Popdbiatric Institute, 105 ] Riverside Drive, Mew
York, Mew York, |0032; inquines ond troiming requirements contoct poesnerki@inyshicolumbia.edu
£ 2008 The Research Foundation for Meng@l Hygiene, Inc.
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Appendix M (Initial Gameplay Observations)

EVO Gameplay

Completed by
Study Staff on

DAY 0

Participant
#:

Did the participant understand the task by the time the EVO
practice phase was over? YES / NO (circle)

Did the participant understand the task by the time the EVO
assessment was over? YES / NO (circle)

Did the participant seem to enjoy the EVO assessment?
YES / NO (circle)

Did the participant seem excited to take the EVO game home?
YES / NO (circle)

Please use the below space to capture your observations:

(observations can include participant reactions, quotes, body
language, or other behaviors that you think are relevant)
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Appendix N (Parent/Guardian Questionnaire)

EVO Gameplay

Completed by
Parent on

DAY 28

Participant
#:

How would you rate your child’s enjoyment while playing EVO?
1 2 3 45 6 7 8 9 10 (circle)
Boring OK Fun

How challenging do you think EVO was for your child to play?
1 2 3 45 6 7 8 9 10 (circle)
Easy Moderate Hard

How would you rate the time your child spent playing EVO?
WASTE OF TIME / SOMEWHAT WORTHWHILE /
VERY WORTHWHILE (circle)

Did your child exhibit any frustration with the game? YES / NO
(circle)
Please explain:

Did you notice any real-world improvements in your child’s
behavior? YES / NO (circle)
What, specifically?

If EVO was available to you after this study, would you want
him/her to play it more? YES / NO (circle)

Would you want your child to play EVO instead of the regular
game he/she plays? YES / NO / MAYBE (circle)

What would have made the experience more enjoyable for your
child?

For you?
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EVO Gameplay

Completed by
Parent on

DAY 28

Participant
#:

How often does your child play video games?
NEVER / ONCE A MONTH / ONCE A WEEK /
EVERY DAY (circle)

How many hours a week does your child play?
Less than 1 HOUR / 1 -5HOURS / 5-10 HOURS
Greater than 10 HOURS  (circle)

What types of games does your child like to play?
CONSOLE / PHONE / TABLET / COMPUTER /
OTHER (describe) (circle)

What are some of his/her favorite games?

What further information are you interested in that would make you
want to have your child play EVO more?
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