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Protocol Synopsis

Brexpiprazole (OPC-34712)

Name of Sponsor: Otsuka Pharmaceutical Protocol No.:
Development & Commercialization, Inc. 331-201-00081
Name of Investigational Medicinal Product: IND No.: 134115

EudraCT No.:
2017-002190-20

Protocol Title:

A Multicenter, Randomized, Double-blind Trial of
Brexpiprazole versus Placebo for the Acute Treatment of
Manic Episodes, With or Without Mixed Features, Associated
With Bipolar I Disorder

Clinical Phase/Trial
Type:

Phase 3/Therapeutic use

Treatment Indication:

Bipolar I disorder

Objective(s):

Primary:

To demonstrate the efficacy of brexpiprazole for the acute
treatment of manic episodes, with or without mixed features,
in subjects with a diagnosis of bipolar I disorder.

Secondary:

To demonstrate the safety and tolerability of brexpiprazole in
this same population.

Trial Design:

Multicenter, randomized, double-blind, placebo-controlled

Subject Population:

Men and women 18 to 65 years of age with a Diagnostic and
Statistical Manual of Mental Disorders, Fifth Edition
diagnosis of bipolar I disorder displaying an acute manic
episode with or without mixed features requiring
hospitalization will be enrolled in the trial. Approximately
60% of subjects will be randomized in North America and
40% in Europe.

Inclusion/Exclusion
Criteria:

Subjects with bipolar I disorder, diagnosis will be confirmed
by the Mini International Neuropsychiatric Interview (MINI)
and a history of at least 1 previous manic episode with or
without mixed features with manic symptoms of sufficient
severity to require one of the following interventions:
hospitalization or treatment with a mood stabilizer, or
treatment with an antipsychotic agent. Eligible subjects must
have a Young-Mania Rating Scale (YMRS) score > 24 at
screening and baseline.
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Trial Site(s):

It is planned that approximately 320 subjects will be
randomized into the trial at approximately 45 trial sites in
North America and Europe.

Investigational
Medicinal Product(s),
Dose, Dosage
regimen, Treatment
period, Formulation,
Mode of
Administration:

During the double-blind period, subjects will receive a
starting dose of 2 mg/day of brexpiprazole (or corresponding
placebo) from Days 1 to 3, followed by titration to 3 mg/day
brexpiprazole (or placebo) on Day 4. Subjects may be titrated
(or re-titrated) to a higher dose of brexpiprazole (or placebo),
up to a maximum of 4 mg/day, based on treatment response
and at the investigator’s discretion anytime at Day 7 or
thereafter. Subjects who are unable to tolerate their current
dose can be titrated down at any time to a minimum of

2 mg/day. Dose adjustments must be made in increments of
1 mg/day. Subjects who are unable to tolerate 2 mg/day
brexpiprazole will be discontinued from the trial.

Trial Assessments:

Efficacy: YMRS. Clinical Global Impression-Bipolar
CGI-BP

Safety: Adverse event (AE) reporting, clinical laboratory
tests, 12-lead electrocardiogram (ECQ), vital signs. bod
weight. physical examination (PE

Screening/Other: Medical, psychiatric, and medication
history, urine drug and alcohol screening, serum pregnancy
test, MINI, lithium, valproate, and carbamazepine levels.

Criteria for
Evaluation:

Primary Endpoint: Change from baseline to Day 21 of the
double-blind treatment phase in the YMRS Total Score

Key Secondary Endpoint: Change from baseline to Day 21
in the double-blind treatment period in CGI-BP severity score
in mania
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Safety Endpoints:

Standard safety variables will include AEs, clinically
significant changes in: ECGs, vital signs, clinical laboratory
tests, use of concomitant medications, changes in body
weight, and PE.

Suicidality will be assessed using the C-SSRS.

Statistical Methods:

For analysis of the double-blind treatment phase data,
baseline is defined as the last available measurement prior to
the first dose of double-blind IMP. The primary analysis will
be performed on the Efficacy Sample which includes all
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randomized subjects who took at least 1 dose of IMP in the
double-blind treatment phase and who have both a baseline
value and at least 1 post-randomization YMRS Total Score
during the double blind treatment phase.

The primary efficacy endpoint is the change from baseline to
Day 21 in the double-blind treatment phase in the YMRS
Total Score. The trial will compare the placebo arm to the
brexpiprazole arm, randomized at a ratio of 1:1, with an
overall significance level of 0.05 for the primary endpoint.

The planned sample size of 304
evaluable subjects (152 in each treatment arm) will yield at
least 90% power to detect the treatment effects at a 2-tailed
significance level of 0.05.

A sufficient number of subjects will be enrolled and
randomized to achieve approximately 304 evaluable subjects
in the double-blind treatment phase

the total number of subjects to be randomized is 320
(160 in each treatment arm).
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In order to ensure 304 evaluable subjects

Trial Duration:

The duration of this trial for an individual subject who
completes the trial without early withdrawal is approximately
8 weeks. This is inclusive of a maximum 14-day screening
period, a 3-week double-blind treatment period, and a safety
follow-up via telephone contact or clinic visit 21 (£ 2) days
after the last dose of IMP. Subjects who complete all trial
visits through the Day 21 visit may be offered entry into an
optional open-label rollover trial.
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1 Introduction

Bipolar I disorder is a lifelong episodic illness characterized by manic and depressive
episodes. Psychotic symptoms (ie, delusions, hallucinations, thought disorders) often
accompany the manic phase of bipolar I disorder. The lifetime prevalence of bipolar I
disorder is estimated to be 0.4% to 1.6% with a mean age of onset for first manic episode

in the early 20s.!

Atypical antipsychotics are currently recommended as first-line treatment for acute mania
across multiple United States (US) and international treatment guidelines based on
established evidence.>*> Although the availability of newer atypical antipsychotics has
increased the therapeutic options in the treatment of manic and depressive episodes of
bipolar I disorder, there still remains a need for safer and more effective therapies to

expand the current options.6

Brexpiprazole (also referred to as OPC-34712 and Lu AF41156) is a novel atypical
antipsychotic synthesized by Otsuka that is being codeveloped by Otsuka and Lundbeck.
Brexpiprazole is currently approved in Canada and the US as monotherapy for the
treatment of schizophrenia and the US for use as an adjunctive therapy to antidepressants
for the treatment of major depressive disorder (MDD). While the precise mechanism of
action of brexpiprazole in treating psychiatric conditions is unknown, the pharmacology
of brexpiprazole is believed to be mediated by a combination of high binding affinity and
functional activities at multiple monoaminergic receptors. It has modulatory activity at
the serotonin (5-HT) and dopamine systems that combines partial agonist activity at
serotonergic 5-HT1 A and at dopaminergic D receptors with antagonist activity at
serotonergic 5-HT;a receptors, with similar high affinities at all of these receptors (Ki:
0.1 - 0.5 nM). Brexpiprazole also shows antagonist activity at noradrenergic a,1p/2c with
affinity in the same subnanomolar K; range (Kj: 0.2 - 0.6 nM). The 5-HT /D> receptor
partial agonist activity in combination with 5-HTa and ap/2c receptors antagonism of
brexpiprazole may correlate with antipsychotic and antidepressant efficacy, reduced
impulsive behavior, and cognitive improvement.7 This receptor activity profile may also

prove an effective target for the treatment of acute mania of bipolar I disorder.

1.1 Nonclinical Data

A complete description of the available efficacy and safety pharmacology data from
nonclinical studies, including pharmacokinetic (PK) and toxicology studies in different

animal species can be found in the current Investigator’s Brochure (IB).7
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.2 Clinical Data

Currently, brexpiprazole is approved in the US for use in adult patients as an adjunctive
therapy to antidepressants for the treatment of MDD and in Canada and the US as
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1.3 Known and Potential Risks and Benefits

2 mg/day. Data from completed repeated dosing trials in the US indicate that
brexpiprazole demonstrated good tolerability when administered to subjects with
schizophrenia or schizoaffective disorder at doses of up to 12 mg/day; when administered
to subjects with MDD at doses of up to 4 mg/day in combination with a marketed
antidepressant; up to 3 mg/day as adjunctive therapy in elderly subjects (70-85 years of
age) with MDD; and when administered to subjects with ADHD at doses of up to 4
mg/day in combination with a marketed stimulant.

Please refer to the current IB for a summary of available nonclinical and clinical safety
data.’
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2 Trial Rationale and Objectives
21 Trial Rationale

Current guidelines for the treatment of acute mania in bipolar I disorder advocate
first-line use of atypical antipsychotics, such as aripiprazole, as monotherapy or in

combination with lithium or divalproex3>#>

Brexpiprazole is a novel antipsychotic that is a serotonin-dopamine activity modulator
and 1s indicated in the US as monotherapy for the treatment of schizophrenia in adult
patients (2-4 mg/day) and as an adjunctive therapy to antidepressants for the treatment of
MDD (2-3 mg/day).” Brexpiprazole, like other atypical antipsychotics, targets the
specific receptor profile of agents that have proven efficacy in the treatment of bipolar I
disorder. This multicenter, randomized, double-blind, placebo-controlled trial will be
conducted to evaluate the safety and efficacy of brexpiprazole monotherapy (2-4 mg/day,
with a starting dose of 2 mg/day) for the acute treatment of manic episodes, with or
without mixed features, in subjects with bipolar I disorder.

2.2 Dosing Rationale

The dosing paradigm of brexpiprazole to be used in Trial 331-201-00081 has been
determined based on the current approved dosing ranges and phase 3 trial results across
related psychiatric indications (MDD and schizophrenia) and on dosing paradigms used
in the development of other atypical antipsychotics used for bipolar I disorder. In
general, for most atypical antipsychotics, the recommended dosing range and maximal
doses tend to be comparable for subjects with either schizophrenia or bipolar I acute

mania.

During the double-blind period, subjects will receive a starting dose of 2 mg/day of
brexpiprazole (or corresponding placebo) from Days 1 to 3, followed by titration to

3 mg/day brexpiprazole (or placebo) on Day 4. Subjects may be titrated (or re-titrated) to
a higher dose of brexpiprazole (or placebo), up to a maximum of 4 mg/day, based on
treatment response and at the investigator’s discretion anytime at Day 7 or thereafter.
Subjects who are unable to tolerate their current dose can be titrated down at any time to
a minimum of 2 mg/day. Dose adjustments must be made in increments of 1 mg/day.
Subjects who are unable to tolerate 2 mg/day brexpiprazole will be discontinued from the
trial. This paradigm is within the currently approved recommended dose range for
schizophrenia, ie, 2 to 4 mg/day, but with a more rapid titration schedule. A higher
starting dose and faster titration for acute mania is proposed to reach the target dose
quickly, without resulting in undesirable side effects. This decision is consistent with
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clinical trial programs and labeling for other atypical antipsychotics, where similar
differences are seen between schizophrenia and acute mania dosing paradigms with
respect to the starting doses and recommended dose ranges. In addition, this is consistent
with previously tested dosing paradigms for brexpiprazole in schizophrenia that resulted
in similar safety and tolerability profiles as seen with the labeled dosing paradigm. This
includes trials with higher starting doses without titration (up to 12 mg/day), and with
more rapid titration schedules (Trials 331-07-203, 331-08-205, and 14644A).

2.3 Trial Objectives

Primary: To demonstrate the efficacy of brexpiprazole for the acute treatment of
manic episodes, with or without mixed features, in subjects with a
diagnosis of bipolar I disorder.

Secondary:  To confirm the safety and tolerability of brexpiprazole in this same
population.

3  Trial Design
3.1 Type/Design of Trial

This will be a 3-week, multicenter, randomized, double-blind, placebo-controlled trial of
brexpiprazole in subjects diagnosed with bipolar I disorder (current manic episode with
or without mixed features) according to the Diagnostic and Statistical Manual of Mental
Disorders, Fifth Edition (DSM-5; updated terminology replaces “mixed episodes” with
the descriptor of “mixed features”). The total duration of the trial is up to 8 weeks,
including screening, double-blind treatment, and follow-up. See Figure 3.1-1 for a
schematic of the trial design.

The trial will be organized as follows:

Screening Phase: The screening period will begin after written informed consent has
been obtained and will take place between Day —14 and Day —1 prior to randomization.
Hospitalization will begin with the signing of the informed consent form (ICF) for
subjects who are not already hospitalized at the time of the initial screening visit. The
purpose of the screening period is to assess eligibility criteria and to washout prohibited
concomitant medication. Subjects will be between 18 and 65 years of age, inclusive, at
the time of screening, will have a diagnosis of bipolar I disorder, and will be experiencing
a manic episode with or without mixed features as defined by the DSM-5 criteria. An
interactive web response system (IWRS) or equivalent will be used to obtain an

Confidential - Proprietary 20Inforn Version 2.0, 21 Dec 2017



Protocol 331-201-00081

identification (ID) number for each subject with documented consent. Although the
screening period will continue up to administration of the first dose of investigational
medicinal product (IMP), screening procedures should be initiated with a sufficient
amount of time allotted in order to obtain laboratory results and electrocardiogram (ECG)
results from the central reader prior to randomization. The sponsor reserves the right to
utilize external quality oversight methods to ensure the validity of diagnosis, severity of
illness, and other factors determining appropriateness of subject selection.

All subjects must agree to discontinue all prohibited medications during the screening
period in order to meet the protocol-specified washout periods.

Treatment Phase: Following the screening period, subjects who meet all inclusion
criteria, including a score of > 24 on the Young-Mania Rating Scale (YMRS)8 at
screening and baseline, and meet none of the exclusion criteria, will be randomized in a
1:1 ratio to receive either placebo or brexpiprazole for 3 weeks. Subjects will receive a
starting dose of 2 mg/day of brexpiprazole (or corresponding placebo) from Days 1 to 3,
followed by titration to 3 mg/day brexpiprazole (or placebo) on Day 4. Further dose
increases up to 4 mg/day may occur no earlier than Day 7 at the investigator’s discretion
based on treatment response. Subjects who are unable to tolerate their current dose can
be titrated down at any time to a minimum of 2 mg/day. Subjects may be re-titrated back
to higher dose levels based on investigator discretion. Dose adjustments must be made in
increments of 1 mg/day. Subjects who are unable to tolerate 2 mg/day brexpiprazole will
be discontinued from the trial. All subjects will remain hospitalized for a minimum of the
first 2 weeks of the 3-week treatment phase. However, subjects who, in the opinion of
the investigator, have clinically improved from their baseline assessments with mild to no
manic symptoms, and are stable enough to be treated on an outpatient basis, including no
risk of suicide as assessed by the Columbia-Suicide Severity Rating Scale (C-SSRS),
may be discharged and will continue as outpatients for the last week of double-blind
treatment. Subjects who do not meet these criteria will remain hospitalized for the
duration of the 3 week treatment phase.

A drug screen and alcohol test are required at the Day 21/Early Termination (ET) visit for
subjects who are discharged from the hospital at the end of Week 2 (Day 14) to verify
continued compliance with the protocol.

Follow-up Phase: 1If any subject discontinues the trial early, every effort should be made
to complete the Day 21/ET assessments as soon as possible and prior to starting any new
medication or treatment. Subjects who complete all trial visits through the Day 21 visit
and had no major protocol violations may be offered entry into an optional open-label
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rollover trial. Subjects who do not enter the open-label trial will be followed up for
safety reasons via telephone contact or in clinic visit 21 (+ 2) days after the last dose of
IMP. This contact also applies to subjects who are withdrawn prematurely from the trial.
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Inpatient Screening Period Double-blind, Placebo-controlled Phase Safety Follow-up
1-14 days 3 weeks (minimum of 2 weeks inpatient 21(£2) daysa
hospitalization)
Eligible subjects with ~ Brexpiprazole
bipolar I disorder - (n = 160)
(n =448 screened) .g
= Placebo
(n =320 randomized) E (n = 160)
=
§ Subjects who, in the opinion of the investigator, have
& clinically improved from their baseline assessments

with mild to no manic symptoms, and are stable enough
to be treated on an outpatient basis, including no risk of
suicide as assessed by the C-SSRS, may be discharged
and will continue as outpatients for the last week of
double-blind treatment.

Subjects who do not meet these criteria will remain
hospitalized for the duration of the 3 week treatment
A
Screening/Check-in phase.
Hospitalization will begin when subject signs informed consent
for subjects who are not already hospitalized at the time of the
first screening visit.

Discharge Telephone
Contact or In

Clinic Visit

C-SSRS = Columbia-Suicide Severity Rating Scale.

4Subjects who complete all trial visits through the Day 21 visit may be offered entry into an optional open-label rollover trial.

Figure 3.1-1 Trial Design Schematic
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3.2 Trial Treatments

During the double-blind treatment phase, subjects will receive IMP consisting of
brexpiprazole monotherapy or placebo, depending on the subject’s treatment assignment.

As shown in Table 3.2-1, subjects will receive a starting dose of 2 mg/day of
brexpiprazole (or corresponding placebo) from Days 1 to 3, followed by titration to 3
mg/day brexpiprazole (or placebo) on Day 4. Subjects may be titrated (or re-titrated) to a
higher dose of brexpiprazole (or placebo), up to a maximum of 4 mg/day, based on
treatment response and at the investigator’s discretion anytime at Day 7 or thereafter.
Subjects who are unable to tolerate their current dose can be titrated down at any time to
a minimum of 2 mg/day. Dose adjustments must be made in increments of 1 mg/day.
Subjects who are unable to tolerate 2 mg/day brexpiprazole will be discontinued from the

trial.
Table 3.2-1 Dosing Schedule
Dose Days 1-3 Days 4% Days 7-21”
Brexpiprazole 2 mg 3 mg 2-4 mg
Placebo Placebo Placebo Placebo

#Down titration can occur at any time due to tolerability after Day 4. The minimum dose allowed is
2 mg/day.
bOption to titrate 2 to 4 mg (ie, 2 mg, 3 mg, or 4 mg) based on clinical response and tolerability;

changes must occur in 1 mg/day increments. Increases up to 4 mg/day may occur no earlier than
Day 7.

All doses of IMP should be taken at the same time each day, if possible, and can be taken
without regard to meals. If tolerability issues arise, the timing of administration of the
IMP may be adjusted at the investigator’s discretion in order to achieve optimum
tolerability and compliance. Subjects will be counseled on the importance of taking the
IMP.

3.3 Trial Population
3.31 Number of Subjects and Description of Population

It is planned that approximately 320 subjects will be randomized into the trial at
approximately 45 trial sites in the North America and Europe. Approximately 60% of
subjects will be randomized in North America and 40% in Europe.

The trial population will include men and women 18 to 65 years of age, inclusive, with a
DSM-5 diagnosis of bipolar I disorder displaying an acute manic episode with or without
mixed features requiring hospitalization. Diagnosis will be confirmed by the Mini
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International Neuropsychiatric Interview (MINI)9’10

and a history of at least 1 previous
manic episode with or without mixed features with manic symptoms of sufficient severity
to require one of the following interventions: hospitalization or treatment with a mood
stabilizer, or treatment with an antipsychotic agent. Eligible subjects must also have an

YMRS score > 24 at screening and baseline.

3.3.2 Subject Selection and Numbering

At screening, subjects will be assigned a unique subject ID number upon completion of
the consent process.

34 Eligibility Criteria
3.41 Informed Consent

Informed consent will be freely obtained from all subjects. The ICF will be approved by
the same institutional review board or independent ethics committee (IRB/IEC) that
approves this protocol.

Each ICF will comply with the ICH (International Conference on Harmonisation) Good
Clinical Practice (GCP) Guideline!! and local regulatory requirements. The investigator
will ensure that the sponsor or its designee reviews and authorizes any written site-
specific ICF used in the trial before submission to the IRB/IEC.

Investigators may discuss trial availability and the possibility for entry with a potential
subject without first obtaining consent. However, informed consent must be obtained and
documented before initiation of any procedures that are performed solely for the purpose
of determining eligibility for this trial, including withdrawal from current medication(s).

Potential subjects are free to refuse entry into the trial, or withdraw from the trial at any
time, without justification, and there will be no consequences to their further care.

Prospective trial participants will be provided with controlled access to the electronic
informed consent application by site staff. When the site staff and the participant agree
that the participant has enough information to make an informed decision to participate,
the participant will electronically sign the electronic ICF application and an electronic
date and time stamp will be applied to the signature. The participant will be given a
printed, signed copy of the consent form. Any other parties required by the IRB/IEC
(trial site staff, witnesses, or legally authorized representative) are also required to sign
electronically and these signatures will be stored with the electronic ICF in accordance
with the ICH GCP Guideline and local regulatory requirements/guidelines. These
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signatures cannot be altered, removed, or copied. In the event electronic ICFs are not

allowed per local or country regulations, a paper consent will be utilized.

Subjects may be asked to sign additional ICFs if the protocol is amended and the changes
to the protocol results in additional information that needs to be provided to the subjects,
so that they can make a knowledgeable and voluntary decision on trial participation.

w0
»
[\

Inclusion Criteria

Subjects are required to meet the inclusion criteria presented in Table 3.4.2-1.

Table 3.4.2-1 Inclusion Criteria

1. | Male or female subjects, ages 18 to 65 years, inclusive, at the time of informed consent.

2. | Subjects who are able to complete the consent process as required by IRB or IEC prior to the
initiation of any protocol-required procedures.

3. | Ability, in the opinion of the principal investigator, to understand the nature of the trial and
follow protocol requirements, including the prescribed dosage regimens, tablet ingestion, and
discontinuation of prohibited medication; and to read and understand written word in order to
be reliably rated on assessment scales.

4. | Subjects with a DSM-5 diagnosis of bipolar I disorder displaying an acute manic episode with
or without mixed features requiring hospitalization. Diagnosis confirmed by the MINI and a
history of at least one previous manic episode with or without mixed features with manic
symptoms of sufficient severity to require one of the following interventions: hospitalization or
treatment with a mood stabilizer, or treatment with an antipsychotic agent. “Require” is
defined as an intervention that occurred rather than one that was recommended.

5. | YMRS score of > 24 at screening and baseline.

6. | Subjects who, in the investigator’s judgment, require treatment with an atypical antipsychotic
medication for their bipolar I disorder.

7. | Subjects willing to discontinue all prohibited medications to meet protocol-required washouts
prior to and during the trial period.
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3.4.3

Exclusion Criteria

Subjects will be excluded if they meet any of the exclusion criteria in Table 3.4.3-1.

Table 3.4.3-1 Exclusion Criteria

Sex and Reproductive Status

Sexually active males or WOCBP who do not agree to practice 2 different methods of birth
control or remain abstinent during the trial and for 30 days after the last dose of IMP. If
employing birth control, 2 of the following precautions must be used: vasectomy, tubal
ligation, vaginal diaphragm, intrauterine device, birth control pill, birth control implant, birth
control depot injection, condom with spermicide, or sponge with spermicide.

Females who are breastfeeding and/or who have a positive pregnancy test result prior to
receiving IMP.

Target Disease

Subjects with a history of DSM-5 diagnosis other than bipolar I disorder, including
schizophrenia, schizoaffective disorder, major depressive disorder, attention-
deficit/hyperactivity disorder, delirium, dementia, amnestic, or other cognitive disorders. Also,
subjects with borderline, paranoid, histrionic, schizotypal, schizoid, or antisocial personality
disorder. All other current diagnoses must be discussed with the medical monitor.

Subjects whose current manic episode has lasted for more than 4 weeks overall, or who have
required hospitalization > 21 days for the current acute episode at the time of the screening
visit, excluding hospitalization for psychosocial reasons.

Subjects who have had initiation of, or a change in, psychotherapy for the treatment of bipolar
disorder symptoms within 28 days prior to the screening visit or if it is anticipated that the
subject will have a change in psychotherapy during the trial.

Subjects with manic symptoms that are better accounted for by another general medical
condition or direct physiological effects of a substance (eg, medications).

Subjects considered unresponsive to clozapine or who are only responsive to clozapine.

Subjects with bipolar I disorder who are considered resistant or refractory to treatment for
manic symptoms by history.

Subjects who have had electroconvulsive treatment within the past 2 months.

Use of psychotropic medications (other than benzodiazepines) within 7 days of the baseline
YMRS.

11.

Rapid cyclers with more than 6 episodes in the previous year.

12.

Subjects with serum concentrations of lithium > 0.6 mmol/L, serum concentrations of valproate
> 50 pg/mL, or serum concentrations of carbamazepine > 4 pg/mL (if any of these parameters
are outside of the listed exclusionary range, they may be reassessed prior to randomization, if
necessary).

Medical History and Concurrent Diseases

13.

Subjects who have a current diagnosis or history of substance or alcohol use disorder
(excluding nicotine) (DSM-5 criteria) 120 days prior to the screening visit.

14.

Subjects who answer “Yes” on the C-SSRS Suicidal Ideation Item 4 (Active Suicidal Ideation
with Some Intent to Act, Without Specific Plan) and whose most recent episode meeting
criteria for this C-SSRS Item 4 occurred within the last 6 months, OR

Subjects who answer “Yes” on the C-SSRS Suicidal Ideation Item 5 (Active Suicidal Ideation
with Specific Plan and Intent) and whose most recent episode meeting criteria for this C-SSRS
Item 5 occurred within the last 6 months OR

Subjects who answer “Yes” on any of the 5 C-SSRS Suicidal Behavior Items (actual attempt,
interrupted attempt, aborted attempt, preparatory acts, or behavior) and whose most recent
episode meeting criteria for any of these 5 C-SSRS Suicidal Behavior Items occurred within the
last 2 years, OR

Subjects who, in the opinion of the investigator, present a serious risk of suicide or homicide.

Confidential - Proprietary 27Informatior Version 2.0, 21 Dec 2017




Protocol 331-201-00081

Table 3.4.3-1 Exclusion Criteria

15.

Subjects with hypothyroidism or hyperthyroidism (unless condition has been stabilized with

medications for at least the past 90 days) or an abnormal result for free T4 at screening.

16.

Subjects who currently have clinically significant neurological, hepatic, renal, metabolic,

hematological, immunological, cardiovascular, pulmonary, or gastrointestinal disorders such as

the following:

e any history of myocardial infarction or congestive heart failure (whether controlled or
uncontrolled),

e HIV seropositive status or acquired immunodeficiency syndrome, chronic hepatitis B or C
(defined as positive serology and AST or ALT elevated to > 2 x ULN).

Medical conditions that are minor or well-controlled may be considered acceptable if the
condition does not expose the subject to an undue risk of a significant AE or interfere with
assessments of safety or efficacy during the course of the trial. The medical monitor should be
contacted in any instance where the investigator is uncertain regarding the stability of a
subject’s medical condition(s) and the potential impact of the condition(s) on trial participation.
Subjects who are severely obese, as confirmed by a correspondingly high BMI, need to be
reviewed and discussed with the medical monitor.

17.

Subjects with IDDM (ie, any subjects using insulin) are excluded. Subjects with non-IDDM
may be eligible for the trial if their condition is stable as determined by satisfying ALL of the
following criteria:

e HbAlc<7.0%, AND

e  Screening glucose must be < 125 mg/dL (fasting) or < 200 mg/dL (nonfasting). If the
nonfasting screening glucose is > 200 mg/dL, subjects must be retested in a fasted state and
the retest value must be < 125 mg/dL, AND

e Subject has been maintained on a stable regimen of oral anti-diabetic medication(s) for at
least 28 days prior to screening or diabetes has been well-controlled by diet for at least 28
days prior to screening, AND

e  Subject has not had any hospitalizations within the 12 months prior to screening due to
diabetes or complications related to diabetes, AND

e Subject’s diabetes is not newly diagnosed during screening for the trial.

18.

Subjects with uncontrolled hypertension (DBP > 95 mmHg in any position) or symptomatic
hypotension, or orthostatic hypotension which is defined as a decrease of > 30 mmHg in SBP
and/or a decrease of > 20 mmHg in DBP after at least 3 minutes standing compared to the
previous supine blood pressure, OR development of symptoms.

NOTE: Blood pressure measurements may be repeated once to ensure reproducibility of the
exclusionary result(s) before excluding a subject based on the criteria noted above.

19.

Subjects with epilepsy or a history of seizures, except for a single seizure episode; for instance
childhood febrile, post traumatic, or alcohol withdrawal seizure.

20.

Subjects with a history of a gastric bypass surgery that creates a malabsorptive state, including
Roux-en-Y gastric bypass and biliopancreatic bypass with duodenal switch. This does not
include gastric banding, gastric stapling, and sleeve gastrectomy procedures.
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Table 3.4.3-1 Exclusion Criteria

Physical and Laboratory Results

21.

Subjects with abnormal laboratory tests results, vital signs results, or ECG findings, unless,
based on the investigator’s judgment, the findings are not medically significant and would not
impact the safety of the subject or the interpretation of the trial results. The medical monitor
should be contacted to discuss individual cases, as needed. Criteria are provided in

Section 3.7.3.2. In addition, subjects with the following laboratory test and ECG results at
screening must be excluded from the trial:

o Platelets < 75000/mm’

e Hemoglobin <9 g/dL

e Neutrophils, absolute < 1000/mm>

AST >2 x ULN

ALT >2 x ULN

CPK > 3 x ULN, unless discussed with and approved by the medical monitor
Creatinine > 2 mg/dL

QTcF > 450 msec in men and > 470 msec in women, unless due to ventricular pacing.

Tests with exclusionary results should be repeated to ensure reproducibility of the abnormality
before excluding a subject based on the criteria noted above. For ECG, perform 3 consecutive
recordings. If 2 of the 3 remain exclusionary then the subject must be excluded.

22.

Subjects with a positive drug screen for cocaine, or other illicit drugs are excluded and may not
be retested or rescreened. Subjects with a positive urine drug screen resulting from use of
marijuana, prescription, or OTC medications or products that in the investigator’s documented
opinion do not signal a clinical condition that would impact the safety of the subject or
interpretation of the trial results may continue evaluation for the trial following consultation
and approval by the medical monitor.

Disallowed and Concomitant Medication

23.

Recent treatment with a long acting or depot antipsychotic in which the last dose was less than
one full cycle plus 1/2 cycle from baseline visit (Section 4.1).

24.

Subjects who would be likely to require prohibited concomitant therapy during the trial
(Section 4.1).

25.

Subjects who received brexpiprazole in any prior clinical trial or currently taking commercially

available brexpiprazole (Rexulti®).

26.

Subjects who may require CYP2D6 or CYP3A4 inhibitors or CYP3A4 inducers during this
trial.

Allergies and Adverse Drug Reactions

27.

Subjects with a history of neuroleptic malignant syndrome, serotonin syndrome, or clinically
significant tardive dyskinesia.

28.

Subjects with a history of true allergic response (ie, not intolerance) to more than 1 class of
medications.

29.

Subjects who are known to be allergic or hypersensitive to brexpiprazole or other quinolinones.

Other

30.

Prisoners or subjects who are compulsorily detained (involuntarily incarcerated) for treatment
of either a psychiatric or physical (eg, infectious disease) illness must not be enrolled into this
trial.

31.

Subjects who participated in a clinical trial within the last 60 days or who participated in more
than 2 clinical trials within the past year.

32.

Any subject who, in the opinion of the sponsor, investigator, or medical monitor, should not
participate in the trial.

AE = adverse event; ALT = alanine aminotransferase; AST = aspartate aminotransferase; BMI = body
mass index; CPK = creatine phosphokinase; CYP = cytochrome P450; DBP = diastolic blood
pressure; HbAlc = glycosylated hemoglobin; HIV = human immunodeficiency virus;
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IDDM = insulin-dependent diabetes mellitus; OTC = over-the-counter; QTcF = QT interval corrected
for heart rate by Fridericia’s formula; SBP = systolic blood pressure; ULN = upper limit of normal;
WOCBP = women of childbearing potential.

Nonchildbearing potential is defined as male and female subjects who are surgically
sterile (ie, male subjects who have undergone bilateral orchidectomy and female subjects
who have undergone bilateral oophorectomy and/or hysterectomy) and female subjects
who have been postmenopausal for at least 12 consecutive months.

Subjects must agree to restrictions to medications and lifestyle as described in Section 4.

During screening, subjects with a positive blood alcohol screen should be reassessed for
alcohol abuse and dependence before consultation with medical monitor about approval
for inclusion. Subjects with a positive drug screen that, in the judgment of the
investigator with concurrence of the medical monitor, could compromise the subject’s
safety or ability to comply with the trial procedures that could interfere with the
interpretation of trial results should be excluded from the trial. Subjects with a positive
drug screen for cocaine or other illicit drugs are excluded and may not be retested or
rescreened. Subjects with a positive urine drug screen resulting from use of marijuana,
prescription, or OTC medications or products that in the investigator’s documented
opinion do not signal a clinical condition that would impact the safety of the subject or
interpretation of the trial results or the subject does not meet DSM-5 criteria for substance
abuse or dependence, may continue evaluation for the trial following consultation and

approval by the medical monitor.

Screen failures may be rescreened at any time if the exclusion characteristic has changed.
Subjects who sign an ICF but who are not started on treatment are permitted to be
rescreened. If a subject is rescreened for trial participation, and the rescreening is not
completed within the original screening window, a new ICF must be signed.

3.5 Endpoints
3.51 Primary Endpoint

The primary endpoint is change from baseline to Day 21 of the double-blind treatment
phase in YMRS Total Score.

3.5.2 Secondary Endpoints

The key secondary endpoint is the change from baseline to Day 21 in the double-blind
treatment period in Clinical Global Impression — Bipolar (CGI-BP) severity of illness

score in mania.
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Safety Endpoints

Standard safety variables will include adverse events (AEs), clinical laboratory tests
(hematology, serum chemistry [including prolactin and glycosylated hemoglobin
(HbA1c)], coagulation parameters, and urinalysis), physical examinations, vital sign

measurements, and ECGs. Body weight, height, and waist circumference will also be

measured.

The C-SSRS will be used to assess and classify reported suicidal behavior.
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3.6 Measures to Minimize/Avoid Bias

During the entire trial, treatment will be double-blind. In other words, neither the
investigator nor the subject will have knowledge of the treatment assignment at any given
visit.

Treatment assignments will be based on a fixed-block computer-generated randomization
code provided by the Otsuka Pharmaceutical Development & Commercialization, Inc.
(OPDC) Biometrics Department. The randomization will be stratified by trial site and
designed to allocate subjects to a treatment regimen in a 1:1 ratio. Sponsor personnel,
including those involved in monitoring, data management, and data analysis, will not
have access to the treatment code during the trial. Access to the treatment codes will be
restricted to personnel charged with generating and maintaining randomization files,
packaging IMP, operating the IWRS, and reporting serious adverse events (SAEs) to
regulatory agencies.

3.7 Trial Procedures

This trial is a phase 3, double-blind, placebo-controlled trial to investigate the efficacy,
safety, and tolerability of brexpiprazole (2-4 mg/day) for the treatment of subjects with
bipolar I disorder experiencing a manic episode with or without mixed features. The trial
comprises a 3-week, double-blind treatment period with a 21 (& 2) day follow-up.

Trial assessment time points are summarized in Table 3.7-1.
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Table 3.7-1

Schedule of Assessments

. a
Screening

Double-blind Treatment Phase

Follow-upc

Day -14 to -1

Baseline
(Day 1)

Day 4
(1 day)

Day 7
@ 1 day)

Day 14
(& 1 day)

Day 21/ET”
(£ 2 day)

21 (+2) days
after last dose

Screening Assessments and Randomization

Informed Consentd

X

Demographics

Medical History

Psychiatric History

MINI

Concomitant Medications®

Inclusion/Exclusion Criteria

| A A A A

Randomization

slks

Efficacy Assessments

yMRs!

CGI-BP®

LI

I

. < 4

Safety Assessments

Physical Examinationh

Vital Signsi

Body Weight

12-lead ECG?

Clinical laboratory tests
(hematology, serum chemistry,

S ] | A

S AR A A (A 4

HbAld

urinalysis), including prolactink
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Table 3.7-1 Schedule of Assessments
Screeninga Double-blind Treatment Phase Follow-upc
Day -14 to -1 Baseline Day 4 Day 7 Day 14 Day 21 JET? 21 (£ 2) days
(Day 1) (£ 1 day) (£ 1 day) (£ 1 day) (+ 2 day) after last dose
TSH, with reflex to T4 if TSH X X
is abnormal
Coagulation parameters (PT, X X
aPTT, INR)X
Lithium, Valproate, X
Carbamazepine Levels1
HIV, HBsAg, and anti-HCV X
Pregnancy Test™ X X X
Drug Screen” X X
Blood Alcohol Test® X X
C-SSRSP X X X X X X
AEsd X X X X X X X
Other
IMP dispensingS X X X X
IMP accountability X X X X
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aPTT = activated partial thromboplastin time; HBsAg = Hepatitis B surface antigen; Anti-HCV = Antibodies to hepatitis C virus; INR = International
Normalized Ratio; T4 = free thyroxine; TSH = thyroid-stimulating hormone.

3Screening begins when the ICF is signed and will take place between Day —14 and Day —1; however, screening procedures should be initiated with a
sufficient amount of time allotted in order to obtain laboratory results and ECG results from the central reader prior to randomization. Review of
inclusion/exclusion criteria at baseline will be based on assessments performed during screening. Hospitalization will begin with the signing of the ICF for
subjects who are not already hospitalized at the initial screening visit. Note: In the rare circumstance when a subject must leave the inpatient facility
temporarily (eg, family emergency or doctor visit), a temporary day pass may be granted. For such a request, sites must first contact the medical monitor
for explicit authorization and guidance on procedures. A medical monitor approved day pass is good for the day requested only, and subjects must return to
the site the same day (eg, in the evening).

be a subject discontinues prematurely before Day 21, procedures noted for Day 21 must be completed at the ET visit.

“Consists of telephone contact or clinic visit (investigator’s discretion) for evaluation of safety 21 days after the last dose of IMP and applies only to subjects
who do not enter the optional open-label rollover trial.

dInformed consent must be obtained prior to any trial-related procedures.

CAll medications taken within 30 days of screening will be recorded. In addition, all prescription and non-prescription medications taken during the trial will
be recorded as concomitant medications.

fTo be eligible for the trial, subjects must have a YMRS score > 24 at screening and baseline.

hTo include measurement of height at screening only and waist circumference at screening and Day 21.

Vital signs include body weight, body temperature, systolic blood pressure (SBP), diastolic blood pressure (DBP), and heart rate. Blood pressure and heart
rate will be measured in the following order: supine and standing after the subject has been in each position for at least 3 minutes. Vital signs scheduled
for the same visit as blood samples are to be completed before blood is drawn.

JStandard 12-lead ECGs will be performed after the subject has been supine and at rest for > 5 minutes prior to the ECG. A central ECG service will be
utilized to review all ECGs in order to standardize interpretations for the safety analysis. In addition, ECG results will be evaluated at the investigational
site to monitor safety during the trial. Any screening ECG with abnormal result(s) considered to be clinically significant should be repeated to confirm the
finding(s) before excluding the subject from the trial. Subjects will be randomized based on screening ECG results from the central reader and baseline
ECG results from the trial site. If the baseline ECG results from the central reader, when available, indicate a QT interval corrected for heart rate by
Fridericia’s formula (QTcF) > 450 msec in men and > 470 msec in women, unless due to ventricular pacing, at baseline, the investigator must contact the
medical monitor to discuss the subject’s continued participation in the trial. ECGs scheduled for the same visit as blood samples are to be completed before

blood is drawn.
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kSubj ects must be fasting for a minimum of 8 hours prior to blood draws for screening laboratory assessments, if at all possible. If fasting blood samples are
not feasible at screening, nonfasting blood samples may be obtained initially for determining eligibility for the trial. Clinical laboratory tests must be drawn
after a minimum 8-hour fast at Day 21/ET. Vital sign and ECG assessments should be completed before any blood samples are collected.

1If lithium, valproate, or carbamazepine levels are outside of the listed exclusionary range, they may be reassessed prior to randomization.

MAll positive urine pregnancy test results must be confirmed by a serum test. Subjects with positive urine and serum pregnancy test results at screening must
not be enrolled. Subjects with positive urine and serum pregnancy test results during the trial must discontinue treatment and be withdrawn from the trial.
Pregnancy tests can be performed at any point during the trial if pregnancy is suspected.

"A urine drug screen and a blood alcohol test are required at the designated times, but either or both can be conducted at any time during the trial at the
discretion of the investigator.

°The “Baseline/Screening” C-SSRS form will be completed for all subjects at screening to determine elgibility and the “Since Last Visit” C-SSRS form will
be completed at the baseline visit to assure that the subject continued to qualify for the trial. Any subject with suicidal ideation within the last 6 months,

suicidal behaviors within the last 2 years, or who in the clinical judgment of the investigator presents a serious risk of suicide should be excluded from the
trial (see Table 3.4.3-1). The “Since Last Visit” C-SSRS form will be completed at all visits after the baseline visit.

P Adverse events will be recorded starting after the subject signs the ICF.

"Site staff will provide IMP to hospitalized subjects daily from assigned blister cards. If a subject is discharged at Day 14, the site should counsel the subject
on the importance of taking IMP as directed.
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3.71 Schedule of Assessments

3.71.1 Screening (Day -14 to -1)

The screening period begins after consent has been obtained. Consent should also be
obtained for optional FBR for those subjects that want to participate. Although the
screening period takes place between Day —14 and Day —1, subjects will participate in
screening activities for a minimum of 1 day. After a subject has provided consent, sites
will obtain a subject ID number for the subject by accessing the IWRS or equivalent.

Screening evaluations will include the following:

e Hospitalization will begin once the subject signs the ICF for subjects who are not
already hospitalized at the time of the screening visit.

e A qualified and certified rater will administer the YMRS _

e An assessment of all inclusion and exclusion criteria will be made to determine the
subject’s eligibility for the trial.

e Demographic data will be recorded.

e A general clinical evaluation will be performed, including concurrent medical
conditions, medical history over the past 2 years, and medical history beyond 2 years
which is considered to be clinically relevant per the investigator’s judgment.

e Psychiatric history will be recorded, including the DSM-5 diagnosis of bipolar I
disorder that will be made by an adequately trained and experienced clinician and will
be confirmed by the administration of the MINI.

e Medications (including those that were taken within 30 days of screening) will be
recorded. In addition, all prescription and non-prescription medications taken during
the trial will be recorded as concomitant medications. Details of prohibited/restricted
medications are provided in Table 4.1-1 and Table 4.1-2.

e Washout from prohibited concomitant medications, if applicable (Table 4.1-1).
e The investigator (or qualified designee) who is adequately trained will complete the

“Baseline/Screening” C-SSRS form to exclude subjects with a significant risk of
suicidal behavior (see Table 3.4.3-1).

e A complete physical examination (including height and waist circumference) will be
performed.

¢ Vital sign measurements (body weight, body temperature, blood pressure, and heart
rate) will be recorded. Blood pressure and heart rate are to be measured in the
following order: supine and standing after the subject has been in each position at
least 3 minutes. See Table 3.4.3-1 for exclusions based on outcome of screening vital
sign measurements.

e A standard 12-lead ECG will be performed after the subject has been supine and at
rest for at least 5 minutes. See Table 3.4.3-1 for exclusions based on ECG results.
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e Blood samples for clinical laboratory tests (hematology, coagulation parameters, and
serum chemistry, including prolactin, HbAlc, and thyroid-stimulating hormone
[TSH] with reflex to free thyroxine [T4] if the result for TSH is abnormal, and
lithium, valproate, and carbamazepine levels) should be drawn after a minimum 8-
hour fast at screening. See Table 3.4.3-1 for exclusions based on outcome of
screening clinical laboratory tests. Note: if lithium, valproate, or carbamazepine
levels are outside of the listed exclusionary range, they may be reassessed prior to
randomization.

e Samples will be obtained for blood alcohol testing. See Section 3.4.3 for details
regarding subjects with a positive blood alcohol test.

e Urine will be collected from all potential subjects for urinalysis and urine screen(s)
for drugs of abuse. See Section 3.4.3 for exclusions based on outcome of screening
urinalysis and urine screen(s) for drugs of abuse.

e A urine pregnancy test will be performed for all women of childbearing potential
(WOCBP). All positive results must be confirmed by a serum pregnancy test.
Subjects with a positive serum pregnancy test result will be excluded from the trial.

e Adverse events will be recorded beginning with the completion of the consent
process.

e Trial personnel will access the IWRS or equivalent to register the visit (initial visit
only).

3.71.2 Baseline (Day 1)

If the subject continues to be eligible for the trial after the screening period, the following
procedures will be performed:

e An assessment of all inclusion and exclusion criteria will be made to confirm the
subject’s eligibility for the trial.

A iualiﬁed and certified rater will administer the YMRS, CGI-BP, _

—

e The investigator (or qualified designee) who is adequately trained will complete the
“Baseline/Screening” C-SSRS form.

e Vital sign measurements (body temperature, blood pressure, and heart rate) will be
recorded. Blood pressure and heart rate are to be measured in the following order:
supine and standing after the subject has been in each position at least 3 minutes. See
Table 3.4.3-1 for exclusions based on outcome of screening vital sign measurements.

e A standard 12-lead ECG will be performed after the subject has been supine and at
rest for at least 5 minutes. See Table 3.4.3-1 for exclusions based on ECG results.

e Adverse events and concomitant medications will be recorded.
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3.71.3 Randomization

Once subject eligibility has been confirmed at baseline, the following will be performed
on Day I:

e Trial personnel will access the IWRS or equivalent to register the visit and to obtain
blister card assignment(s) for double-blind IMP. The assigned IMP will be dispensed
to the subject.

3.71.4 Treatment Phase - Day 4
The following procedures will be performed on Day 4 (£ 1 day):

e A qualified and certified rater will administer the YMRS and CGI-BP.

e The investigator (or qualified designee) who is adequately trained will complete the
“Since Last Visit” C-SSRS form.

e Vital sign measurements (body temperature, blood pressure, and heart rate) will be

recorded. Blood pressure and heart rate are to be measured in the following order:
supine and standing after the subject has been in each position at least 3 minutes.

e A urine pregnancy test will be performed for all WOCBP. All positive results must
be confirmed by a serum pregnancy test. Subjects with a positive serum pregnancy
test result will be withdrawn from the trial.

e Adverse events and concomitant medications will be recorded.
e [MP will be dispensed to the subject (Days 4, 5, and 6).
e Drug accountability will be performed.

3.71.5 Treatment Phase - Day 7
The following procedures will be performed on Day 7 (£ 1 day):

e A qualified and certified rater will administer the YMRS and CGI-BP.

e The investigator (or qualified designee) who is adequately trained will complete the
“Since Last Visit” C-SSRS form.

e Vital sign measurements (body temperature, blood pressure, and heart rate) will be

recorded. Blood pressure and heart rate are to be measured in the following order:
supine and standing after the subject has been in each position at least 3 minutes.

e Adverse events and concomitant medications will be recorded.
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e IMP will be dispensed to the subject (Days 7 through 13).
e Drug accountability will be performed.

3.71.6 Treatment Phase - Day 14
The following procedures will be performed on Day 14 (+ 1 day):

e A qualified and certified rater will administer the YMRS, CGI-BP, _

e The investigator (or qualified designee) who is adequately trained will complete the
“Since Last Visit” C-SSRS form.

e Vital sign measurements (body temperature, blood pressure, and heart rate) will be

recorded. Blood pressure and heart rate are to be measured in the following order:
supine and standing after the subject has been in each position at least 3 minutes.

e Adverse events and concomitant medications will be recorded.
e IMP will be dispensed to the subject (Days 14 through 21).
e Drug accountability will be performed.

e Subjects who, in the opinion of the investigator, have clinically improved from their
baseline assessments with mild to no manic symptoms, and are stable enough to be
treated on an outpatient basis, including no risk of suicide assessed by the C-SSRS,
may be discharged and will continue as outpatients for the last week of double-blind
treatment.

e Those subjects who are discharged early will be administered IMP for the last week
of treatment that is clearly labeled with the trial number, subject ID, and subject
initials. Subjects will be counseled on the importance of taking the IMP.

3.71.7 End of Treatment Phase - Day 21/Early Termination Visit

All subjects will undergo a complete evaluation at Day 21 (+ 2 day). In addition, Day 21
evaluations are to be completed for any subject withdrawn at any time after
randomization into the trial. Attempts should be made to complete all evaluations,
particularly efficacy assessments, for the Day 21/ET visit prior to the administration of
any new psychotropic medications. However, if the subject receives a new rescue
medication for worsening manic symptoms prior to ET procedures prior to the

Day 21/ET procedures, no efficacy assessments should be performed.

The following procedures will be performed on Day 21 (+ 2 day) or the ET visit:
o A iualiﬁed and certified rater will administer the YMRS, CGI-BP, _
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The investigator (or qualified designee) who is adequately trained will complete the
“Since Last Visit” C-SSRS form.

e A complete physical examination will be performed.

e Vital sign measurements (body weight, body temperature, blood pressure, and heart
rate) will be recorded. Blood pressure and heart rate are to be measured in the
following order: supine and standing after the subject has been in each position at
least 3 minutes.

e A standard 12-lead ECG will be performed after the subject has been supine and at
rest for at least 5 minutes.

e Blood samples for clinical laboratory tests (hematology, coagulation parameters, and
serum chemistry, including prolactin, HbAlc, and thyroid-stimulating hormone
[TSH] with reflex to T4 if the result for TSH is abnormal) must be drawn after a
minimum 8-hour fast.

e Samples will be obtained for blood alcohol testing.

e Urine will be collected from subjects for urinalysis and urine screen(s) for drugs of
abuse.

e A urine pregnancy test will be performed for all WOCBP. All positive results must
be confirmed by a serum pregnancy test.

e Adverse events and concomitant medications will be recorded.
e Trial personnel will access the IWRS or equivalent to register the visit.
e Drug accountability will be performed.

3.71.8 Post-treatment Follow-up Period

Subjects will be contacted for a safety follow-up either via telephone or in-clinic visit (at
the investigator’s discretion) scheduled 21 (+ 2) days after the last dose of IMP. Adverse
events and concomitant medications will be recorded. This contact also applies to
subjects withdrawn prematurely from the trial.

3.7.2 Efficacy Assessments

It is required that trained and experienced clinicians administer all rating scales. In
addition, the raters must be certified for this trial to administer the YMRS _
scales. The number of raters within each trial center should be kept to a minimum. All
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efforts will be made to ensure that the same clinician administers the scales for a given
subject. Notations in the subject’s trial records should substantiate the ratings. Training,
certification, and materials for rating will be provided by OPDC or designee.

3.7.21 Young-Mania Rating Scale

The YMRS consists of 11 items assessing the core symptoms of mania® and is based on
questions asked of the subject regarding his or her clinical condition. Additional
information is based upon clinical observations made during the course of the clinical
interview. Each item has 5 defined categories of severity with 4 items graded on a 0 to 8
scale (irritability, speech, content, and disruptive-aggressive behavior) and 7 items graded
on a 0 to 4 scale. A copy of the YMRS is provided in Appendix 7.

3.7.2.2 Clinical Global Impression - Bipolar Version

The CGI-BP scale refers to the global impression of the subject with respect to bipolar
disorder.'? The scale rates the subject’s Severity of Illness (CGI-BP Severity of Illness:
mania, depression, and overall bipolar illness) based on a 7-point scale and rates the
subject’s Change from Baseline (CGI-BP change from baseline: mania, depression, and
overall bipolar illness) based on a 7-point scale. Severity of Illness (CGI-BP Severity of
Illness) should be rated at visits indicated in Table 3.7-1. The CGI-BP Change from
Baseline is not assessed at the baseline visit. At each visit other than baseline, the
Change from Baseline will be judged with respect to subject’s condition at baseline. It is
important that the point of reference for assessing improvement or worsening on the
CGI-BP Change from Baseline be the condition of the subject at the baseline visit and not
the condition of the subject at any post-baseline visit preceding the current visit. A copy
of the CGI-BP is provided in Appendix 9.

w723

3.7.2.4 Other Assessments

3.7.2.41 Mini International Neuropsychiatric Interview

The MINI*>'%* will be conducted at the screening visit to confirm the subject’s diagnosis

of bipolar I disorder and to rule out exclusionary comorbid psychiatric diagnoses.
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Detailed instructions for administration of this structured interview will be provided. A

copy of the score sheet is provided in Appendix 5.

3.7.3 Safety Assessments

3.7.3.1 Adverse Events
Refer to Section 5, Reporting of Adverse Events.
3.7.3.2 Clinical Laboratory Assessments

A central laboratory designated by the sponsor will be used for all laboratory testing
required during the trial. The central laboratory should be used for all laboratory testing
whenever possible (including unscheduled and follow-up, if needed). In cases where an
immediate result is required for a particular laboratory test, the sample should be divided
and sent to both a local laboratory and the designated central laboratory. Subjects should
be fasting for a minimum of 8 hours prior to the blood draws, if possible. If fasting blood
samples are not feasible at screening, nonfasting blood samples may be obtained initially
for determining eligibility for the trial. The results of these tests at screening must be
reviewed by the investigator prior to initiation of the administration of the IMP.
Additional urine and blood samples may be collected for further evaluation of safety as
warranted by the investigator’s judgment. The central laboratory will provide laboratory
results electronically. A list of clinical laboratory assessments is provided in Table
3.7.3.2-1.

Table 3.7.3.2-1 Clinical Laboratory Assessments

Hematology: Serum Chemistry:

White Blood Cell (WBC) count with differential Alkaline Phosphatase (ALP)

Red Blood Cell (RBC) count Alanine Aminotransferase (ALT)
Hematocrit Albumin

Hemoglobin Aspartate Aminotransferase (AST)
Platelet count Bicarbonate

Bilirubin, total
Blood Urea Nitrogen (BUN)

Urinalysis: Creatine phosphokinase (CPK)
pH Calcium

Specific Gravity Chloride

Protein
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Table 3.7.3.2-1

Clinical Laboratory Assessments

Ketones

Glucose

Blood

Microscopic analysis (performed only if any part of
the urinalysis is not negative)

Urine Drug Screens:
Amphetamines
Barbiturates
Benzodiazepines
Cannabinoids
Cocaine
Marijuana
Methadone
Opiates
Phencyclidine
Propoxyphene

Other:
Blood Alcohol

Cholesterol (total, low density lipoprotein, and high
density lipoprotein)

Creatinine

Gamma Glutamyl Transferase (GGT)
Glucose

HbAlc

Inorganic phosphorus

Insulin

Lactic Dehydrogenase (LDH)
Magnesium

Potassium

Prolactin

Protein, total

Sodium

Thyroid Stimulating Hormone (TSH)

Thyroxine, Free (T4) (if needed)
Uric acid
Triglycerides

Additional Tests:

Urine or serum pregnancy for WOCBP
Prothrombin time (PT)

Activated partial thromboplastin time (aPTT)
International normalized ration (INR)
HbAlc

Additional Tests (screening only);
HIV

HbsAg

anti-HCV

ALP = alkaline phosphatase; BUN = blood urea nitrogen; GGT = gamma glutamyl transferase; LDH =
lactic dehydrogenase; MCHC = mean corpuscular hemoglobin concentration; RBC = red blood cell;

WBC = white blood cell.

Any value outside the normal range will be flagged for the attention of the investigator

who must indicate whether or not a flagged value is of clinical significance. If one or

more values are questionable, the test(s) may be repeated. If the result of any test (or

repeat test, if done) is indicated as clinically significant in the samples taken during the

screening period, the subject will NOT be enrolled into the trial without the permission of

the medical monitor. In addition, follow-up unscheduled laboratory tests should be

performed if clinically significant abnormalities are observed. Unscheduled laboratory

tests may be repeated at any time at the discretion of the investigator for appropriate

medical care. Refer to Appendix 3 for criteria for identifying values of potential clinical

relevance.

The following laboratory test results at screening are exclusionary:
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Platelets < 75000/mm?>

Hemoglobin <9 g/dL

Neutrophils, absolute < 1000/mm?

Aspartate aminotransferase (AST) > 2 x upper limit of normal (ULN)

Alanine aminotransferase (ALT) > 2 x ULN

Creatine phosphokinase (CPK) > 3 x ULN, unless discussed with and approved by
the medical monitor

e Creatinine > 2 mg/dL

The total volume of blood to be collected during the trial per subject is expected to be
approximately 50 mL.

A pregnancy test will be conducted in WOCBP prior to trial intervention; results must be
available prior to the administration of the IMP. Pregnancy tests can be performed at any
point during the trial if pregnancy is suspected.

3.7.3.3 Physical Examination and Vital Signs
3.7.3.31 Physical Examination

A complete physical examination will consist of measurement of height and waist
circumference and a review of the following body systems: head, eyes, ears, nose, and
throat; thorax; abdomen; urogenital; extremities; neurological; and skin and mucosae.
Height will be measured with a stadiometer, measuring stick, or tape. Waist
circumference will be measured with each physical examination. The following
procedures will aid in the standardization of these measurements:

e The subject should be minimally clothed (ie, lightweight clothing; no heavy
overgarments).

e Waist circumference should be recorded before a subject’s meal and at approximately
the same time at each visit.

e The waist circumference measurement will be accomplished by locating the upper hip
bone and the top of the right iliac crest and placing a weighted measuring tape in a
horizontal plane around the abdomen at the level of the crest. Before reading the tape
measure, the assessor should assure that the tape is snug, but does not compress the
skin, and is parallel to the floor. The measurement is to be made at the end of a

normal exhalation.

The principal investigator or his/her appointed designee is primarily responsible to
perform the physical examination. If the appointed designee is to perform the physical
examination, he/she must be permitted by local regulations and his/her name must be
included on the Food and Drug Administration (FDA) Form 1572. Whenever possible,
the same individual should perform all physical examinations. Any condition present at
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the post-treatment physical examination that was not present at the baseline examination

should be documented as an AE and followed to a satisfactory conclusion.

3.7.3.3.2 Measurement of Vital Signs

The measurement of vital signs will include body weight, body temperature, systolic
blood pressure (SBP), diastolic blood pressure (DBP), and heart rate. The following

guidelines will aid in the standardization of body weight measurements:

e The same scale should be used to weigh a given subject each time, if possible.

e Scales should be calibrated and reliable; scales should be at zero just prior to each
subject’s weigh-in session.

e A subject should void prior to being weighed and be minimally clothed (ie, no
shoes or heavy overgarments).

e Weight should be recorded before a subject’s meal and at approximately the same
time at each visit.

Blood pressure and heart rate measurements will be made in the supine and standing
positions after the subject has been in each position for at least 3 minutes. The supine
measurements will be performed first followed by standing.

Subjects with uncontrolled hypertension (screening DBP > 95 mmHg in any position) or
symptomatic hypotension are excluded from the trial as are subjects with orthostatic
hypotension defined as a decrease of > 30 mmHg in SBP and/or a decrease of

> 20 mmHg in DBP after at least 3 minutes standing compared to the previous supine
blood pressure OR development of symptoms (see Table 3.4.3-1). In addition, subjects
should be excluded if they have any other vital sign measurement at screening that, in the
investigator’s judgment, is medically significant in that it would impact the safety of the
subject or the interpretation of the trial results. However, any abnormal screening vital
sign result(s) considered to be clinically significant should be repeated to confirm the
finding(s) before excluding the subject from the trial. Appendix 2 is included to assist
investigators in their assessments of results that may be potentially medically significant,
depending on the subject’s medical history and clinical presentation.

3.7.3.4 Electrocardiogram Assessments

All ECG recordings will be obtained after the subject has been supine and at rest for at
least 5 minutes. Additional 12-lead ECGs may be obtained at the investigator’s
discretion and should always be obtained in the event of an ET. Electrocardiogram
results will be evaluated at the investigational site to determine the subject’s eligibility
and to monitor safety during the trial. The principal investigator or qualified designee
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will review, sign, and date each ECG reading, noting whether or not any abnormal results
are of clinical significance. The ECG will be repeated if any results are considered to be
clinically significant. A central ECG service will be utilized for reading all ECGs in
order to standardize interpretations for the safety analysis.

If, according to the investigator's judgment, any abnormal ECG finding is deemed
medically significant (impacting the safety of the subject and/or the interpretation of the
trial results) or meets an exclusion criterion (see Table 3.4.3-1), the subject should be
excluded from the trial. Abnormal results for ECGs should be repeated once at screening
with 3 consecutive ECG recordings to ensure reproducibility of the abnormality before
excluding a subject based on the criteria noted above. Each ECG recording should be
taken approximately 5 minutes apart (the ECG result reported will be evaluated at each
time point). The central ECG service will provide the corrections for the 3 ECGs
performed. Based on the QT interval corrected for heart rate by Fridericia’s formula
(QTcF) reported by the central service, a subject will be excluded if the corrections are

> 450 msec in men and > 470 msec in women for 2 of the 3 time points of the ECGs
done, unless due to ventricular pacing. If only 1 ECG time point has a QTcF of > 450
msec in men and > 470 msec in women, and this is not reproduced at either of the other 2
time points, the subject can be included in the trial.

Refer to Appendix 4 for a list of potentially clinically relevant ECG abnormalities to
guide investigators for the assessment of potential ECG abnormalities for clinical
significance postrandomization. Exclusion criteria for screening do not apply as
mandatory discontinuation criteria for subjects who are already randomized. Please
consult the medical monitor in case of questions.

s735

I | C-SSRS. The number of raters

within each trial center should be kept to a minimum. All efforts will be made to ensure

that the same clinician administers the scales for a given subject. Notations in the
subject’s trial records should substantiate the ratings. Training and materials for rating
will be provided by Bracket.

27351

Confidential - Proprietary 47Informatior Version 2.0, 21 Dec 2017



-
o

5]

e
3

(@}

=
(98]
(98]
N
S
=
S
S
S
o0

w
-~
.
3]
I.N

3.7.3.5.3

Confidential - Proprietary 48Informatior Version 2.0, 21 Dec 2017



-
-
3
=4
5y
(@}
=X
(9%)
(9%)
=
)
S
=

1
=)
S
S
oo
*

3.7.3.54 Columbia-Suicide Severity Rating Scale

Suicidality will be monitored during the trial using the C-SSRS. This trial will use the
“Baseline/Screening” and “Since Last Visit” versions of the scale. The
“Baseline/Screening” version, which assesses the lifetime experience of the subject with
suicide events and suicidal ideation and the occurrence of suicide events or ideation
within a specified time period prior to entry into the trial, will be completed for all
subjects at screening to determine eligibility. Any subject with active suicidal ideation
within the last 6 months, suicidal behaviors within the last 2 years, or who in the clinical
judgment of the investigator presents a serious risk of suicide should be excluded from
the trial (Table 3.4.3-1). The “Since Last Visit” C-SSRS form will also be completed at
all visits after screening. Copies of the C-SSRS forms are provided in Appendix 13and

Appendix 14.

37355

3.74 Prior and Concomitant Medications

The investigator will record all medications and therapies taken by the subject from

30 days prior to signing of informed consent through the end of the evaluation period
(defined as the time period during which subjects are evaluated for primary and/or
secondary objectives) on the case report form. The investigator will record all
medications and therapies taken by the subject for treatment of an AE or which caused an
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AE until the end of the trial (defined as the last date of contact or date of final contact

3.7.5.1

w
~
(2]

3.7.7 End of Trial

The end of trial date is defined as the last date of contact or the date of final contact
attempt from the post-treatment follow-up ePlatform page for the last subject completing
or withdrawing from the trial.

3.7.8 Independent Data Monitoring Committee

Not applicable.

3.8 Stopping Rules, Withdrawal Criteria, and Procedures
3.8.1 Entire Trial

If the sponsor terminates or suspends the trial for any reason, prompt notification will be
given to investigators, IRBs/IECs, and regulatory authorities in accordance with
regulatory requirements.
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3.8.2 Individual Site

Individual trial site participation may be discontinued by the sponsor, the investigator, or
the IRB/IEC if judged to be necessary for medical, safety, regulatory, ethical or other
reasons consistent with applicable laws, regulations, and GCP. The investigator will
notify the sponsor promptly if the trial is terminated by the investigator or the IRB/IEC at
the site.

3.8.3 Individual Subject Discontinuation

3.8.3.1 Treatment Interruption

All attempts should be made to avoid treatment interruption during the trial. For subjects
who have an interruption of treatment, the investigator or designee will contact the
medical monitor as soon as possible. The investigator and medical monitor will come as
quickly as possible to a joint decision regarding the subject’s continuation in the trial.
This decision will be documented by the investigator and the medical monitor. The
treatment interruption will be recorded via eSource and also recorded as a protocol
deviation (Section 3.13).

3.8.3.2 Treatment Discontinuation

After randomization, a subject may stop treatment permanently for a variety of reasons.
Treatment discontinuations may be initiated by a subject who is not satisfied with
treatment or may become medically necessary due to AEs, required treatment with a
disallowed medication or therapy, or other issues, as determined by the investigator.
However, each investigator must comprehensively review the circumstances and offer the
subject options for continued treatment to the degree possible as described in

Section 3.8.3.5.

3.8.3.3 Documenting Reasons for Treatment Discontinuation

A subject may discontinue IMP for a number of reasons including those listed below:

e Reasons related to AE:

e Subject decides to discontinue because of annoyance or discomfort due to a
non-serious AE which is not otherwise determined to be an undue hazard

e Continuing IMP places the subject at undue risk as determined by the investigator
(eg, a safety concern that is possibly, probably, or likely related to IMP)

e SAE
e Other potentially IMP-related safety concerns or AEs
e Death
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e Reasons unrelated to medical condition (provide detail and review AE history with
subject)

e Withdrawal of informed consent

e Lost to follow-up

e Pregnancy (see Section 5.5)

e Termination of all or part of the trial by the sponsor

If the subject discontinues IMP due to an AE, the investigator, or other trial personnel,
will make every effort to follow the event until it has resolved or stabilized. Follow up
procedures in Section 3.8.3.2 must be followed.

3.8.34 Withdrawal of Consent

All subjects have the right to withdraw their consent from further participation in the trial
at any time without prejudice. Subjects cannot withdraw consent for use of data already
collected as part of the trial, but only for future participation. The investigator can also
discontinue a subject’s participation in the trial at any time if medically necessary.

Unless the subject provides their written withdrawal of consent or there is other written
documentation by the investigator confirming the subject’s verbal intent to completely
withdraw from the trial, subjects should be followed for all protocol-specified evaluations
and assessments, if possible.

Complete withdrawal of consent requires a subject’s refusal of ALL of the following
methods of follow up (these methods of follow up will also be noted in the trial ICF):

e Participation in all follow-up procedures specified in the protocol (whether in-clinic,
by telephone, or by an in-home visit).

e Participation in a subset of protocol specified follow-up procedures (by a frequency
schedule and method, as agreed by subject and staf¥).

e Contact of the subject by trial personnel, even if only by telephone, to assess current
medical condition, and obtain necessary medical or laboratory reports relevant to the
trial’s objectives.

e Contact of alternative person(s) who have been designated in source records as being
available to discuss the subject’s medical condition, even if only by telephone, mail,
or e-mail (eg, family, spouse, partner, legal representative, friend, neighbor, or
physician).

e Access to medical information from alternative sources (eg, hospital/clinic medical
records, referring doctor’s notes, public records, dialysis, transplantation or vital
registries, social media sources).
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Withdrawal of consent is a critical trial event and therefore should be approached with
the same degree of importance and care as is used in initially obtaining informed consent.
The reasons for a subject’s intended withdrawal need to be completely understood,
documented, and managed to protect the rights of the subject and the integrity of the trial.
A subject may initially express their desire to discontinue IMP administration, which is
not equivalent to a complete withdrawal of consent for further participation (see

Section 3.8.3.2). A subject may, however, indicate that further trial participation is
creating a burden on their work or social schedule. Therefore, the investigator should
follow the procedures outlined in Section 3.8.3.3 to determine if the subject can continue
participation in the trial if modifications to his/her treatment and/or schedule of
assessments can be accommodated. Only subjects who withdraw their permission for all
of the above degrees of follow-up are considered to have completely withdrawn their
consent to participate in the trial.

3.8.3.5 Procedures to Encourage Continued Trial Participation

In all cases of impending IMP discontinuation or consent withdrawal, investigators will
be given instructions to meet and discuss with the subject their options of continuing in
the trial, preferably on therapy. The investigator should ensure understanding and
documentation of the reasons for the subject’s desire to withdraw consent.

3.9 Screen Failures

A screen failure subject is one from whom informed consent is obtained and is
documented in writing (ie, subject signs an ICF), but who is not randomized or assigned
trial treatment.

Screen failures may be rescreened at any time if the exclusion characteristic has changed.
Subjects who sign an ICF but who are not started on treatment are permitted to be
rescreened. In the event that the subject is rescreened for trial participation, and the
rescreening is not completed within the original screening window, a new ICF must be
signed.

3.10 Definition of Completed Subjects

The treatment period is defined as the time period during which subjects are evaluated for
primary and/or secondary objectives of the trial irrespective of whether or not the subject
actually consumed all doses of the IMP. Subjects who are evaluated at the last scheduled
visit during the treatment period will be defined as trial completers. For purposes of this
trial, subjects who complete Day 21 visit will be defined as trial completers.
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3.1 Definition of Subjects Lost to Follow-up

Subjects who cannot be contacted on or before Day 21 visit during the treatment period,
who do not have a known reason for discontinuation (eg, withdrew consent or AE), and
for whom a survival status at the end of the trial cannot be determined will be classified
as “lost to follow-up” as the reason for discontinuation. Survival status can be
determined from a variety of sources, either by obtaining acceptable documentation for
death (ie, death certificate, medical records, public records, statement by a family
member or primary care physician) or acceptable documentation for life (ie, direct
contact with the subject, medical records, successful telephone contact with the subject,
statement by a family member or primary care physician, or public records).

The site will make 3 documented attempts to contact the subject by telephone and in the
event the site is unable to reach the subject by telephone, the site will attempt to contact
the subject via certified mail or an alternative similar method, where appropriate, before
assigning a “lost to follow-up” status.

3.12 Subject Compliance

Responsible trial personnel will dispense the IMP. Accountability and compliance
verification should be documented in the subject’s trial records. Subjects must be
counseled on the importance of taking the IMP as directed at all trial visits. If poor
compliance continues (eg, multiple missed doses resulting in less than 80% overall
compliance at any point in the trial), discontinuation of the subject from the trial should
be considered. The medical monitor should be contacted if the investigator is uncertain
whether a subject's lack of compliance merits discontinuation from the trial.

313 Protocol Deviations

In the event of a significant deviation from the protocol due to an emergency, accident, or
mistake (eg, violation of informed consent process, IMP dispensing or subject dosing
error, treatment assignment error, subject enrolled in violation of eligibility criteria or
concomitant medication criteria), the investigator or designee will contact the medical
monitor at the earliest possible time by telephone. The investigator and medical monitor
will come as quickly as possible to a joint decision regarding the subject’s continuation in
the trial. This decision will be documented by the investigator and the medical monitor,

and reviewed by the site monitor.
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4 Restrictions
4.1 Prohibited Medications

All subjects must agree to discontinue all prohibited medications during the screening
period in order to meet the protocol-specified washout periods. Table 4.1-1 provides the
required duration of washout for selected prohibited medications. All other prohibited
medications must be discontinued at least 24 hours before the first dose of IMP. Subjects
who are receiving prohibited medications that would require a washout of more than

14 days (eg, current use of depot or long-acting injectable antipsychotics) are excluded
from the trial. However, subjects whose last injection of antipsychotic occurred at least
one full cycle (based on the prescribing label) before the initial screening visit are eligible
to enter the 14-day screening period if at least one full cycle plus 1/2 cycle (length of

1 cycle based on the prescribing label) will have elapsed before randomization. Subjects
with serum concentrations of lithium > 0.6 mmol/L, valproate > 50 ug/mL, or
carbamazepine > 4 png/mkL at screening may repeat a clinical laboratory test for these
parameters prior to randomization. The results of the additional test will be reviewed and
confirmed before the subject can be randomized into the trial. Other therapies restricted
or prohibited prior to enrollment and during the trial are presented in Section 4.2.

Table 4.1-1 List of Medications Prohibited Before the Trial
Medication Required Washout Prior to
Dosing
Antipsychotics
Oral (or IR IM) aripiprazole 14 days
Other oral (or IR IM) antipsychotics 7 days
Depot or long-acting injectable antipsychotics One full cycle plus 1/2 cyclea
(length of 1 cycle based on the
prescribing label)
Antidepressants
Fluoxetine or Symbyax 28 daysa
MAOIs 14 days
Citalopram and escitalopram 8 days
Venlafaxine and desvenlafaxine 3 days
All other antidepressants 14 days
Mood stabilizers (ie, lithium and/or anticonvulsants) 7 days
Varenicline 5 days
Benzodiazepines Refer to Section 4.1.1 for
details on benzodiazepine use
during the trial
CYP2DG6 inhibitors and CYP3A4 inhibitors and inducers 14 days

IR IM = immediate-release intramuscular; MAOIs = monoamine oxidase inhibitors.
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4Subjects must satisfy the washout restriction within the 14-day screening period. Therefore, subjects
currently receiving depot or long-acting injectable antipsychotics, fluoxetine, or Symbyax at

screening are excluded from the trial. However, if these medications were recently discontinued prior

to the initial screening visit for reasons unrelated to this trial and the required washout will be met
within 14 days of the initial screening visit, the subject may be screened for the trial.

Table 4.1-2 lists all medications prohibited during the trial, including exceptions, where

appropriate.
Table 4.1-2 List of Medications Prohibited During the Trial
1. All psychotropic agents including, but not limited to, the following:

a) Antipsychotics, including depot or long-acting injectable formulations
b) Anticonvulsants

¢) Antidepressants (including MAOIs)

d) Mood stabilizers (ie, lithium and/or anticonvulsants)

e¢) Benzodiazepines, except specific benzodiazepines when used as rescue therapy®

f) Prescription stimulants (including appetite suppressants and treatments for ADHD or
narcolepsy)

g) Opioid analgesics, unless permission is obtained from the medical monitor. Permission for
opioid use may be considered for a documented and clinically appropriate indication (eg,
episodic pain condition, tooth extraction) if prescribed at a medically appropriate dose and
frequency).

h) Nutritional supplements and non-prescription herbal preparations with CNS effects (eg, St.
John’s Wort, omega-3 fatty acids, kava extracts, gamma-aminobutyric acid supplements, etc)

2. Hypnotics, including ramelteon and other non-benzodiazepine sleep aids, except for specific
medications when used to manage treatment-emergent AEs related to insomniab

3. Antihistamines (except for loratadine and cetirizine)

4. Varenicline

5. Vitamins, other nutritional supplements, and non-prescription herbal preparations, unless approved
in advance by the medical monitor

6. Investigational agents.

7. CYP2D6 inhibitors or CYP3A4 inhibitors and inducers. Selected CYP2D6 inhibitors are:

celecoxib, hydroxyzine, chloroquine, methadone, chlorpheniramine, moclobemide, clemastine,
clomipramine, pyrilamine, diphenhydramine, quinidine, terbinafine, halofantrine, tripelennamine.
Selected CYP3 A4 inhibitors are: amiodarone, fluvoxamine, amprenavir, indinavir, aprepitant,
itraconazole, chloramphenicol, ketoconazole, cimetidine, nefazodone, clarithromycin, nelfinavir,
clotrimazole (if used orally), quinupristin/dalfopristin, delavirdine, ritonavir, diltiazem, saquinavir,
erythromycin, troleandomycin, fluconazole, verapamil. Selected CYP3A4 inducers are:
carbamazepine, oxcarbazepine, phenytoin, dexamethasone, primidone, efavirenz, rifampin,
nevirapine, St. John’s Wort, phenobarbitol, troglitazone. The medical monitor should be consulted
for any questions regarding the potential for pharmacokinetic interactions with concomitant
medications used by subjects during the trial.)

Refer to Section 4.1.1 for details on benzodiazepine use during the trial.

bNon—benzodiazepine sleep aids (ie, zolpidem, zaleplon, zopiclone, and eszopiclone only) are permitted

for the treatment of insomnia, but not on the same day as administration of a benzodiazepine,
regardless of indication. For the non-benzodiazepine sleep aids, sites should only utilize one of the
listed medications that are approved for this indication in their respective countries and the country-
specific prescribing information is to be used to determine the maximum allowable daily dose for the
treatment of insomnia. Non-benzodiazepine sleep aids must not be administered within 8 hours prior
to scheduled efficacy and safety assessments, including EPS scales. Investigators are encouraged to
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delay scale administration until 8 hours have elapsed, if at all possible. However, if delaying
administration of efficacy and safety scales is not feasible, the scales should still be administered and
the use of the sleep aid documented, including a notation of the drug name, dose, and time of
administration on the eSource.

411 Use of Benzodiazepines During the Trial

The use of IM benzodiazepines and continual use of oral benzodiazepines is prohibited
during this trial. However, limited use of oral lorazepam as a rescue medication for the
short-term management of treatment-emergent AEs (TEAEs) of anxiety, agitation, and
insomnia will be allowed both during the washout period between the screening and
baseline assessments, and during the treatment phase. Lorazepam equivalents are
prohibited unless explicitly authorized by the medical monitor. During the washout
period, the prior use of other benzodiazepines must be discontinued in favor of oral
lorazepam. During the treatment phase, use of oral lorazepam must follow the daily dose
schedule listed in Table 4.1.1-1 for Days 1 through 14. All benzodiazepine use, including
lorazepam, is prohibited after Day 14.

In countries where lorazepam is not commercially available, the use of oral oxazepam,
alprazolam, diazepam, or clonazepam is only acceptable with prior authorization from the
medical monitor. The following guide should be used to determine approximate
lorazepam equivalents: 1 mg lorazepam = 15 mg oxazepam = 0.5 mg alprazolam = 5 mg
diazepam = 0.5 mg clonazepam. The prescribed benzodiazepine should be discontinued
as soon as the AE for which it was initiated subsides, as per the investigator’s discretion
to avoid any withdrawal effects.

Benzodiazepines must not be administered within 8 hours prior to any scheduled
efficacy or safety scale assessments. Investigators are encouraged to delay scale
administration until a full 8 hours have elapsed since the last benzodiazepine dose, if at
all possible, including at screening and baseline assessments. However, if delaying
administration of efficacy and safety scales is not feasible, the scales should still be
administered and the use of benzodiazepine documented, including a notation of the drug
name, dose, and time of administration on the eSource.

Table 4.1.1-1 Oral Benzodiazepine Rescue Therapy During the Trial

Oral Maximum Allowable Dose (mg/day)

Benzodiazepine Days 1-4 Days 5-7 Days 8-10 Days 11-14
Lorazepama 6 4 2 1

1n countries or institutions where lorazepam is not commercially available, use of oral lorazepam
equivalents, as described in Section 4.1.1and dosed based on the schedule in Table 4.1.1-1 is
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acceptable only with prior authorization from the medical monitor. All benzodiazepine use,
including lorazepam, is prohibited after Day 14.

4.2 Other Restrictions

The subject’s best medical interests should guide the investigator in the management of
conditions that are pre-existing or that develop during the trial (intercurrent illness or
AEs). The investigator should examine the acceptability of all concomitant medications
not explicitly prohibited. In order to ensure that appropriate concomitant therapy is
administered, it is essential that subjects be instructed not to take any medications (either
self-administered non-prescription drugs or prescription therapy prescribed by another
physician) without prior consultation with the investigator. In particular, the investigator
should caution the subject about concomitant use of the following during the trial:

e Non-steroidal anti-inflammatory drugs, aspirin, or other drugs that interfere with
coagulation since the combined use of psychotropic drugs that interfere with
serotonin reuptake and these agents has been associated with an increased risk of

upper gastrointestinal bleeding. 19

e Triptans (eg, sumatriptan, naratriptan, almotriptan, frovatriptan, rizatriptan, eletriptan,
and zolmitriptan), linezolid, and methylene blue since there have been rare post-
marketing reports of serotonin syndrome or serotonin syndrome-like reactions (eg,
mental status changes, hyperreflexia, autonomic effects, lack of coordination, and
diarrhea) following the concomitant use of SSRIs or serotonin-norepinephrine
reuptake inhibitors and these drugs.

Anticholinergics are permitted for the treatment of EPS up to a maximum of 4 mg/day
benztropine or its equivalent and propranolol is permitted for akathisia or tremor up to a
maximum of 20 mg 3 times daily (total of 60 mg/day). Sites should only utilize
medications that are approved for these indications in their respective countries.

All trial personnel should be familiar with the content of the IB for brexpiprazole in order
to manage the subject’s condition adequately and select appropriate concomitant
medications, if needed.

5 Reporting of Adverse Events
5.1 Definitions

An AE is defined as any untoward medical occurrence in a patient or clinical trial subject
administered a medicinal product and which does not necessarily have a causal
relationship with this treatment. AEs would not include information recorded as medical
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history at screening for preplanned procedures for which the underlying condition was

known and no worsening occurred. An adverse reaction is any untoward and unintended

response to an IMP related to any dose administered.

A suspected adverse reaction is any AE for which there is a reasonable possibility that the

IMP caused the AE. For the purpose of IND safety reporting, “reasonable possibility”

means there is evidence to suggest a causal relationship between the IMP and the AE.

Suspected adverse reaction implies a lesser degree of certainty about causality.

An SAE includes any event that results in any of the following outcomes:

Death

Life-threatening; ie, the subject was, in the opinion of the investigator, at
immediate risk of death from the event as it occurred. It does not include an event
that, had it occurred in a more severe form, might have caused death.

Persistent or significant incapacity/disability or substantial disruption of the
ability to conduct normal life functions.

Requires inpatient hospitalization or prolongs hospitalization.

— Hospitalization itself should not be reported as an SAE; whenever possible the
reason for the hospitalization should be reported.

— Hospitalizations or prolonged hospitalizations for social admissions (ie, those
required for reasons of convenience or other non-medical need) are not
considered SAEs.

Congenital anomaly/birth defect.

Other medically significant events that, based upon appropriate medical
judgment, may jeopardize the subject and may require medical or surgical
intervention to prevent one of the outcomes listed above; eg, allergic
bronchospasm requiring intensive treatment in an emergency room or home,
blood dyscrasias or convulsions that do not result in hospitalization, or the
development of drug dependency or drug abuse.

Nonserious adverse events are all AEs that do not meet the criteria for a "serious" AE.

Immediately Reportable Event (IRE):

Any SAE.
Any AE related to occupational exposure.
Potential serious hepatotoxicity (see Section 5.4).

Pregnancies are also defined as IREs. Although normal pregnancy is not an AE,
it will mandate IMP discontinuation and must be reported on the clinical trial
pregnancy and breastfeedingform, or other designated form, to the sponsor.
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Pregnancy will only be documented on the AE ePlatform if there is an
abnormality or complication.

Clinical Laboratory Test Value Changes: It is the investigator’s responsibility to review

the results of all laboratory tests as they become available. This review will be
documented by the investigator’s dated signature on the laboratory report. For each
abnormal laboratory test result, the investigator needs to ascertain if this is an abnormal
(ie, clinically significant) change from baseline for that individual subject. This
determination, however, does not necessarily need to be made the first time an abnormal
value is observed. The investigator may repeat the laboratory test or request additional
tests to verify the results of the original laboratory tests. If this laboratory value is
considered medically relevant by the investigator (subject is symptomatic, requiring
corrective treatment or further evaluation), or if the laboratory value leads to
discontinuation, and/or fulfills a seriousness criterion, this is considered an AE.

Severity: Adverse events will be graded on a 3-point scale and reported as indicated on
the ePlatform. The intensity of an adverse experience is defined as follows:

1 = Mild: Discomfort noticed, but no disruption to daily activity.
2 =Moderate:  Discomfort sufficient to reduce or affect normal daily activity.

3 = Severe: Inability to work or perform normal daily activity.

IMP Causality: Assessment of causal relationship of an AE to the use of the IMP is

defined as follows:

Related: There is a reasonable possibility of a temporal and causal
relationship between the IMP and the AE.

Not Related: There is no temporal or causal relationship between the IMP and
the AE.

5.2 Eliciting and Reporting Adverse Events

The investigator will periodically assess subjects for the occurrence of AEs. To avoid
bias in eliciting AEs, subjects should be asked the non-leading question: “How have you
felt since your last visit?”” All AEs (serious and nonserious) reported by the subject must
be recorded within the eSource platform provided by the sponsor. All AE collection is to
begin after a subject has signed the ICF.
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Use medical terminology in AE reporting. Adverse events should be reported as a single
unifying diagnosis whenever possible or, in the absence of a unifying diagnosis, as
individual signs or symptoms. Exacerbation or disease progression should be reported as
an AE only if there are unusual or severe clinical features that were not present, or
experienced earlier, or not expected based on the course of the condition.

A reported AE that undergoes a change in severity, seriousness, or toxicity should be
reported as a new AE on the ePlatform.

In addition, the sponsor must be notified immediately by telephone, fax, or e-mail of any
IREs according to the procedure outlined below, in Section 5.3. Special attention should

be paid to recording hospitalization and concomitant medications.

5.3 Immediately Reportable Events

The investigator must immediately report after either the investigator or site personnel
become aware of any SAE, potential serious hepatotoxicity, or confirmed pregnancy, by

telephone, fax, or e-mail to the sponsor using the contact information on the cover page
of this protocol. An IRE form must be completed and sent by e-mail, fax, or overnight
courier to the sponsor. (Please note that the IRE form is NOT the AE ePlatform.)

Subjects experiencing SAEs should be followed clinically until their health has returned
to baseline status, or until all parameters have returned to normal or have otherwise been
explained. It is expected that the investigator will provide or arrange appropriate
supportive care for the subject and will provide prompt updates on the subject’s status to
the sponsor.

54 Potential Serious Hepatotoxicity

For a subject who experiences an elevation in AST or ALT that is > 3 times ULN, a total
bilirubin level should also be evaluated. If the total bilirubin is > 2 times the ULN,
complete an IRE form with all values listed and also report as an AE on the eSource.

5.5 Pregnancy

Women of child-bearing potential are defined as female subjects for whom menstruation
has started and who are not documented as sterile (ie, have had a bilateral oophorectomy
and/or hysterectomy or who have been postmenopausal for at least 12 months).

For WOCBP and for men who are sexually active, there must be a documented
agreement that the subject and/or their partner will take effective measures

(ie, double-barrier method) to prevent pregnancy during the course of the trial and for

30 days after the last dose of IMP. Unless the subject is sterile (ie, women who have had
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a bilateral oophorectomy and/or hysterectomy or who have been postmenopausal for at
least 12 consecutive months; or men who have had a bilateral orchidectomy) or remains
abstinent, 2 of the following precautions must be used: vasectomy, tubal ligation, vaginal
diaphragm, intrauterine device, birth control pills, birth control depot injection, birth
control implant, condom with spermicide, or sponge with spermicide. Any single method
of birth control, including vasectomy and tubal ligation, may fail, leading to pregnancy.
The contraceptive method will be documented at each trial visit.

Before enrolling WOCBP in this clinical trial, investigators must review the below
guidelines about trial participation with all WOCBP. The topics should generally

include:

¢ General information

¢ Informed consent form

e Pregnancy prevention information

¢ Drug interactions with hormonal contraceptives

e Contraceptives in current use

¢ Guidelines for the follow-up of a reported pregnancy

Before trial enrollment, WOCBP must be advised of the importance of avoiding
pregnancy during trial participation and the potential risk factors for an unintentional
pregnancy. The subject must sign an ICF stating that the above-mentioned risk factors
and the consequences were discussed with her.

A urine and/or serum pregnancy test for human chorionic gonadotropin (hCG) will be
performed at screening on all WOCBP. If a urine test is performed and is positive, the
investigator will follow up with a confirmatory serum test.

During the trial, all WOCBP should be instructed to contact the investigator immediately
if they suspect they might be pregnant (eg, missed or late menstrual cycle).

If a subject is suspected to be pregnant before she receives IMP, the IMP administration
must be withheld until the results of serum pregnancy tests are available. If the
pregnancy is confirmed, the subject must not receive the IMP and must not be enrolled in
the trial. If pregnancy is suspected while the subject is taking IMP, the IMP must be
withheld immediately (if reasonable, taking into consideration any potential withdrawal
risks) until the result of the pregnancy test is known. If pregnancy is confirmed, the IMP
will be permanently discontinued in an appropriate manner (eg, dose tapering if
necessary for subject safety) and the subject will be withdrawn from the trial.
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The investigator must immediately notify the sponsor of any pregnancy associated with
IMP exposure during the trial and for 30 days after the last dose of IMP, and record the
event on the IRE form and forward it to the sponsor. The sponsor will forward
Pregnancy Surveillance Form(s) for monitoring the outcome of the pregnancy.

Protocol-required procedures for trial discontinuation and follow-up must be performed
on the subject unless contraindicated by pregnancy (eg, x-ray studies). Other appropriate
pregnancy follow-up procedures should be considered, if indicated. In addition, the
investigator must report to the sponsor, on appropriate Pregnancy Surveillance Form(s),
follow-up information regarding the course of the pregnancy, including perinatal and
neonatal outcome. Infants will be followed for a minimum of 6 months from the date of
birth.

5.6 Procedure for Breaking the Blind

The investigator is encouraged to contact the sponsor/Clinical Research Organization
(CRO) medical advisor to discuss their rationale for unblinding. However, to prevent
delays to the investigator or medical personnel responding to a potentially emergent
situation, unblinding of IMP will not be dependent upon the investigator receiving
approval from the sponsor/CRO medical advisor (ie, the investigator will be able to
obtain the code break information independent of the sponsor/CRO medical advisor).
The investigator must contact the sponsor/CRO medical advisor by telephone or e-mail
with an explanation of the need for opening the treatment assignment code within 24
hours of opening the code. If the blind is broken, the Clinical Safety and
Pharmacovigilance department must be notified immediately (see the cover page of this
protocol for contact information). Documentation of breaking the blind should be
recorded in the subject’s medical record with the date and time the blind was broken and
the names of the personnel involved. Once the blind is broken for a subject, that subject
may not reinitiate treatment with the IMP.

5.7 Follow-up of Adverse Events

For this trial, information on AEs will be followed for up to 21 (+2) days after the last
dose of IMP has been administered.

5.71 Follow-up of Nonserious Adverse Events

Nonserious AEs that are identified at any time during the trial must be recorded on the
AE ePlatform with the current status (ongoing or resolved/recovered) noted. All
nonserious events that are ongoing at the last scheduled contact will be recorded as
ongoing on the ePlatform. For any AE having been identified throughout the trial, during
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analysis, additional relevant medical history information may be requested to further
ascertain causality (including, but not limited to, information such as risk-related

behavior, family history and occupation).

5.7.2 Follow-up of Serious Adverse Events

This trial requires that subjects be actively monitored for SAEs up to 21 (+2) days after
the last dose of IMP is administered.

Serious AEs that are identified or ongoing at the last scheduled contact must be
recorded on the AE ePlatform and reported to the sponsor according to the reporting
procedures outlined in Section 5.3. This may include unresolved previously reported
SAEs, or new SAEs. The investigator will follow SAEs until the events are resolved,
stabilized, or the subject is lost to follow-up. Resolution means that the subject has
returned to the baseline state of health and stabilized means that the investigator does not
expect any further improvement or worsening of the subject’s condition. The
investigator will continue to report any significant follow-up information to the sponsor

up to the point the event has been resolved, stabilized, or the subject is lost to follow-up.

5.7.3 Follow-up and Reporting of Serious Adverse Events Occurring
after Last Scheduled Contact

Any new SAEs reported by the subject to the investigator that occur after the last
scheduled contact, and are determined by the investigator to be reasonably associated
with the use of the IMP, should be reported to the sponsor. This may include SAEs that
are captured on follow-up telephone contact or at any other time point after the defined
trial period (ie, up to last scheduled contact). The investigator should follow SAEs
identified after the last scheduled contact until the events are resolved, stabilized, or the
subject is lost to follow-up. The investigator should continue to report any significant
follow-up information to the sponsor up to the point the event has been resolved or
stabilized.

6 Pharmacokinetic/Pharmacogenomic Analysis
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N

Statistical Analysis

Complete details of the planned statistical analysis will be presented in the statistical
analysis plan (SAP).

71 Sample Size

It is anticipated that approximately 320 subjects will be randomized from an estimated
45 sites in the US and Europe. The primary efficacy endpoint is the change from
baseline to Day 21 in the double-blind treatment phase in the YMRS Total Score. The
trial will compare the placebo arm to the brexpiprazole arm, randomized at a ratio of 1:1,

with an overall significance level of 0.05 (2-sided) for the primary endpoint.

The planned sample size of 304
evaluable subjects (152 in each treatment arm) will yield at least 90% power to detect the
treatment effects at a 2-tailed significance level of 0.05.

A sufficient number of subjects will be enrolled and randomized to achieve
approximately 304 evaluable subjects in the double-blind treatment phase _

the total number of subjects to be randomized is 320

In order to ensure 304 evaluable subjects,

7.2 Datasets for Analysis

The following analysis samples are defined for this trial:

Enrolled Sample: comprises all subjects who signed an ICF for the trial and enrolled into
the trial.
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Randomized Sample: comprises all subjects who were randomized in the double-blind
treatment phase. Subjects are considered randomized when they are assigned a treatment
number by IWRS at the end of screening. A subject receiving IMP outside of the IWRS
will not be considered randomized, but safety will be reported.

Safety Sample: comprises those randomized subjects in the double-blind treatment phase
who received at least 1 dose of double-blind IMP as indicated on the dosing record.
Subjects will be excluded from this population only if there is documented evidence (ie,
drug dispensed = drug returned or no IMP dispensed) that the subject did not take IMP. If
a subject is dispensed IMP and is lost to follow up, he/she will be considered exposed.

Efficacy Sample: the Full Analysis Set comprises all subjects in the Safety Sample who
have a baseline value and at least 1 valid post-randomization efficacy evaluation for
YMRS Total Score in the double-blind treatment phase.

7.3 Handling of Missing Data

The YMRS is utilized as the primary efficacy assessment of a subject’s level of manic
symptoms. The YMRS consists of 11 items: 1) elevated mood, 2) increased motor
activity-energy, 3) sexual interest, 4) sleep, 5) irritability, 6) speech (rate and amount),
7) language-thought disorder, 8) content, 9) disruptive-aggressive behavior,

10) appearance, and 11) insight. Seven items are rated on a 0- to 4-scale, while four
items (Items 5, 6, 8, and 9) are rated on a 0- to 8-scale with 0, 2, 4, 6, and 8 being the
possible scores (twice the weight of the other items). For all items, O is the “best” rating
and the highest score (4 or 8) is the ‘worst’ rating. The YMRS Total Score is the sum of
ratings for all 11 items; therefore, possible total scores range from 0 to 60. The YMRS
Total Score is set to be missing if less than 9 of the 11 items are recorded. If 10 of the 11
items are available and the item missing is from items 5, 6, 8 or 9, then the YMRS Total
Score is the sum of scores for items 1 to 4, 7, 10 to 11 plus the mean of the recorded
items from 5, 6, 8 and 9 times four. If 10 of the 11 items are available and the item
missing is from items 1 to 4, 7, 10 to 11, then the YMRS Total Score is the sum of scores
for items 5, 6, 8 and 9 plus the mean of the recorded items from 1 to 4, 7, 10 to 11 times
seven. If 9 of the 11 items are available and both missing items are from items 5, 6, 8
and 9, then the YMRS Total Score is set to be missing. If 9 of the 11 items are available
and both missing items are from items 1 to 4, 7, 10 to 11, then the Total Score was the
sum of scores for items 5, 6, 8 and 9 plus the mean of the recorded items from 1 to 4, 7,
10 to 11 times seven. If 9 of the 11 items are available and one of the missing items is
from items 1 to 4, 7, 10 to 11, and one of the missing items is from items 5, 6, 8 and 9,
then the YMRS Total Score is the mean of the recorded items from 5, 6, 8 and 9 times
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74 Primary and Secondary Endpoint Analyses
7.41 Primary Endpoint Analysis

The primary efficacy endpoint is the change from baseline to Day 21 of the double-blind
treatment phase in YMRS Total Score. For analysis of the double-blind treatment phase
data, baseline is defined as the last available measurement prior to the first dose of
double-blind IMP.

variable based on the observed cases (OC) data set.
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742 Secondary Endpoint Analysis

The key secondary efficacy endpoint is the change from baseline to Day 21 in the
double-blind treatment phase in CGI-BP severity of illness score in mania. This endpoint
will be analyzed by fitting the same MMRM model described in the primary analysis.
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745 Interim Analysis

Not applicable.

7.5 Analysis of Demographic and Baseline Characteristics

Baseline demographic characteristics including age, race, ethnicity, gender, weight,
height, and body mass index (BMI) for the randomized subjects will be summarized by
descriptive statistics (frequency, mean, median, standard deviation, maximum, minimum,
and percentage when applicable).

Baseline disease severity and psychiatric history will also be summarized by descriptive
statistics for the Safety Sample to identify any potential lack of balance between the
treatment groups.

7.6 Safety Analysis

Standard safety variables to be analyzed include AEs, clinical laboratory tests, vital signs,
ECGs, and physical examinations. In addition, data from the following safety scales will
be evaluated: assessments of suicidality (C-SSRS) and _
- Safety analysis will be conducted based on the Safety Sample defined in

Section 7.2. In general, baseline of a safety variable is defined as the last observation of
the variable before taking the first dose of IMP, unless specified otherwise. Prospectively
defined criteria will be used to identify potentially clinically relevant abnormal values for
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clinical laboratory tests, vital signs, ECGs, and body weight. Details of safety analyses
will be provided in the SAP.

7.6.1 Adverse Events

All AEs will be coded by system organ class and Medical Dictionary for Regulatory
Activities (MedDRA) preferred term. The incidence of the following events will be
summarized by treatment group:

e TEAEs

e TEAESs by severity

e TEAESs potentially causally related to the IMP
e TEAEs with an outcome of death

e Serious TEAEs

e TEAE:s leading to discontinuation of the IMP

The above summaries will also be prepared for TEAEs potentially causally related to the
IMP.

7.6.2 Clinical Laboratory Data

Summary statistics for changes from baseline in the routine clinical laboratory
measurements and prolactin concentrations will be provided. In addition, the incidence
of potentially clinically relevant values identified using prospectively defined in the SAP
criteria for laboratory tests will be summarized.

7.6.3 Physical Examination and Vital Signs Data

Physical examination findings will be listed by subject. Potentially clinically relevant
results in vital signs and body weight will also be summarized.

Summary statistics for change from baseline in vital signs, body weight, and waist
circumference will be provided.

7.6.4 Electrocardiogram Data

Mean change from baseline will be summarized by treatment group and by visit.

The incidence of clinically relevant changes will be calculated for ECG parameters and
summarized by treatment group and by visit.

For the analysis of QT and QTc data from 3 consecutive complexes (representing 3
consecutive heart beats) will be measured to determine average values. The following

QT corrections will be used:
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1) QTcB is the length of the QT interval corrected for heart rate by the Bazett formula:
QTcB=QT/(RR)">, and

2) QTcF is the length of the QT interval corrected for heart rate by the Fridericia formula:
QTcF=QT/(RR)"*3

3) QTcN is the length of the QT interval corrected for heart rate by the FDA Neuropharm
Division formula: QTeN=QT/(RR)"*’

Results will be summarized by visit.

res N

Suicidality (eg, C-SSRS) will be summarized by treatment group based on the OC dataset
of the Safety Sample. Details will be described in SAP.

8 Management of Investigational Medicinal Product

For full details on IMP management, please refer to the OPC-34712 IB.’
8.1 Packaging and Labeling

The IMP will be provided to the investigators and the persons designated by the
investigator(s) or institution(s) by the sponsor or designated agent. The IMP will be
supplied as blister cards. Each blister card used in the dosing period will be labeled to
include a section for the sites to indicate the subject initials and ID, as well as compound
ID, trial number, sponsor’s name and address, instructions for use, route of

administration, and appropriate precautionary statements.

8.2 Storage

The IMP will be stored in a securely locked cabinet or enclosure. Access will be limited
to investigators and their designees. Neither investigators nor any designees may provide
IMP to any subject not participating in this protocol.

The IMP will be stored according to the storage conditions indicated on the clinical
label(s). The clinical site staff will maintain a temperature log in the IMP storage area
recording the temperature at least once each working day.
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8.3 Accountability

The investigator or designee must maintain an inventory record of IMP (including
investigational, active control, or placebo) received, dispensed, administered, and
returned.

8.4 Returns and Destruction

Upon completion or termination of the trial, all used IMP containers, unused IMP, and
partially used IMP must be returned to the sponsor or a designated agent, or destroyed at
the trial site(s) (if applicable). The IMP may only be destroyed by the trial site(s), if
approved by the sponsor and if the IMP destruction meets all local regulations.

All IMP returned to the sponsor must be accompanied by appropriate documentation and
be clearly identified by protocol number with trial site number on the outermost shipping
container. Returned supplies should be in the original containers (eg, subject kits). The
assigned trial monitor will facilitate the return or destruction (if applicable) of used IMP
containers, unused IMP, and partially-used IMP.

8.5 Reporting of Product Quality Complaints

A Product Quality Complaint (PQC) is any written, electronic, or verbal communication
by a healthcare professional, consumer, subject, medical representative, Competent
Authority, regulatory agency, partner, affiliate or other third party that alleges
deficiencies or dissatisfaction related to identity, quality, labeling, packaging, reliability,
safety, durability, tampering, counterfeiting, theft, effectiveness or performance of a drug
product or medical device after it is released for distribution. Examples include, but are
not limited to, communications involving:

e Failure/malfunction of a product to meet any of its specifications
e Incorrect or missing labeling

e Packaging issues (eg, damaged, dirty, crushed, missing product)
e Blister defects (eg, missing, empty blisters)

e Bottle defects (eg, under/over-fill, no safety seal)

e Vial defects

e Product defect (eg, odor, chipped, broken, embossing illegible)

e Loss or theft of product
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8.5.1 Eliciting and Reporting Product Quality Complaints

The investigator or designee must record all PQCs identified through any means from the
receipt of the IMP from the sponsor, or sponsor’s designee, through and including
reconciliation and up to destruction, including subject dosing. The investigator or
designee must notify the sponsor (or sponsor’s designee) by e-mail or telephone within
24 hours of becoming aware of the PQC according to the procedure outlined below.

J Svghne — Send information required for reporting purposes (listed below) to

e Phone - Rocky Mountain Call Center at ?*°

Identification of a PQC by the subject should be reported to the site investigator, who
should then follow one of the reporting mechanisms above.

8.5.2 Information Required for Reporting Purposes

e Description of compliant

e Reporter ID (eg, subject, investigator, site, etc.)

e Reporter contact information (eg, address, phone number, e-mail address)
e D of material (product/compound name, coding)

¢ Clinical protocol reference (number and/or trial name)

e Dosage form/strength (if known)

e Pictures (if available)

e Availability for return

8.5.3 Return Process

Indicate during the report of the PQC if the complaint sample is available for return. If
complaint sample is available for return, return it in the product retrieval package, which
will be provided by the sponsor.

It must be documented in the site accountability record that a complaint sample for a
dispensed kit has been forwarded to the sponsor for complaint investigation.

8.5.4 Assessment/Evaluation

Assessment and evaluation of PQCs will be handled by the sponsor.
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9 Records Management
9.1 Source Documents

Source documents are defined as the results of original observations and activities of a
clinical investigation. Source documents will include but are not limited to progress
notes, electronic data, screening logs, and recorded data from automated instruments. All
source documents pertaining to this trial will be maintained by the investigators and made
available for direct inspection by authorized persons.

Investigator(s)/institution(s) will permit trial-related monitoring, audits, IRB/IEC review,
and regulatory inspection(s) by providing direct access to source data/documents by
authorized persons as defined in the ICF. In all cases, subject confidentiality must be

maintained in accordance with local regulatory requirements.

9.2 Data Collection

During each subject’s visit to the clinic, a clinician participating in the trial will record
progress notes to document all significant observations. At a minimum, these notes will
contain:

e Documentation of the informed consent process, including any revised consents;

e Documentation of the investigator’s decision to enroll the subject into the trial, the
review of all inclusion/exclusion criteria prior to IMP administration, and
confirmation of the subject’s actual participation in the trial;

e The date of the visit and the corresponding Visit or Day in the trial schedule;

e (General subject status remarks, including any significant medical findings. The
severity, frequency, and duration of any AEs and the investigator's assessment of
relationship to IMP must also be recorded;

e Any changes in concomitant medications or dosages;
e A general reference to the procedures completed;

e The signature (or initials) and date of all clinicians who made an entry in the progress
notes.

In addition, any contact with the subject via telephone or other means that provides
significant clinical information will also be documented in the progress notes as
described above.

Source documents and source data will be captured electronically in this trial, and will
meet the same fundamental elements of data quality (eg, attributable, legible,
contemporaneous, original, and accurate) as paper records. These data will be collected

Confidential - Proprietary 75Informatior Version 2.0, 21 Dec 2017



Protocol 331-201-00081

into a system that is fully validated. Changes to the data will be captured by an automatic

audit trail.

The trial site will be given a tablet to directly record subject data and clinical
observations on electronic forms. Designated trial site staff will not be given access to
the system until they have been appropriately trained. Information to be originally
captured and reviewed electronically shall include details of the subject visit and the
protocol-required assessments performed as a part of these visits, medical history, AEs,
and concomitant medications. Because this trial is using an electronic source record as
the original point of data capture, there is no additional data entry step for the trial site for
data collected directly into the application - rather, the electronic source record directly
populates the trial database.

Some data may be captured via paper and then entered into the eSource system. These
and any other data treated in this manner will be source data verified by the trial clinical
research associate, and the location of the source data (ie, eSource, paper, or a local
electronic system) will be documented before the trial start. Any changes to information
in paper source documents will be initialed and dated on the day the change is made by a
trial site staff member authorized to make the change. Changes will be made by striking
a single line through erroneous data (so as not to obliterate the original data), and clearly
entering the correct data (eg, wreng-data right data). If the reason for the change is not
apparent, a brief explanation for the change will be written in the source documentation
by the clinician.

Another exception will be safety laboratory data, where the official source documentation
will be considered the report issued by the analyzing laboratory.

Remote monitoring of the original electronic source record will take place, however
on-site monitoring inspections will continue to take place in order to review data entry of
source documentation directly captured on paper and transcribed into the system, to
ensure protocol adherence, to assess trial site operational capabilities and to perform
other monitoring activities that cannot be performed remotely.

At the end of the trial, the investigator must certify that the data entered into the eSource
application are complete and accurate. After database lock, the investigator will receive
an electronic copy of the subject data.

9.3 File Management at the Trial Site

The investigator will ensure that the trial site file is maintained in accordance with
Section 8 of the ICH GCP Guideline E6 and as required by applicable local regulations.
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The investigator/institution will take measures to prevent accidental or premature

destruction of these documents.

9.4 Records Retention at the Trial Site

Regulatory requirements for the archival of records for this trial necessitate that
participating investigators maintain detailed clinical data for the longest of the following
3 periods:

e A period of at least 2 years after the date on which approval to market the drug is
obtained (or if IMP development is discontinued, the date regulatory authorities were
notified of discontinuation); OR

e A period of at least 3 years after the sponsor notifies the investigator that the final
report has been filed with regulatory authorities.

e Longer, region-specific storage requirements, if applicable.

The investigator must not dispose of any records relevant to this trial without either

(1) written permission from the sponsor or (2) provision of an opportunity for sponsor to
collect such records. The investigator will be responsible to maintain adequate and
accurate electronic or hard copy source documents of all observations and data generated
during this trial including any data clarification forms received from the sponsor. Such
documentation is subject to inspection by the sponsor and relevant regulatory authorities.
If the investigator withdraws from the trial (eg, due to relocation or retirement), all trial-
related records should be transferred to a mutually agreed-upon designee within a
sponsor-specified timeframe. Notice of such transfer will be given to the sponsor in

writing.

10 Quality Control and Quality Assurance
10.1 Monitoring

The sponsor has ethical, legal, and scientific obligations to follow this trial in accordance
with established research principles, the ICH E6 GCP: Consolidated Guidance, and
applicable regulatory requirements and local laws. As part of a concerted effort to fulfill
these obligations (maintain current personal knowledge of the progress of the trial), the
sponsor's monitors will visit the site during the trial, as well as communicate frequently
via telephone, e-mail, and written communications. In addition, all investigators and
clinical site personnel will undergo initial and ongoing training for this particular trial,

and this training will be clearly documented.
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10.2 Auditing

The sponsor's Quality Assurance Unit (or representative) may conduct trial site audits.
Audits will include, but are not limited to, IMP supply, presence of required documents,
the informed consent process, and comparison of ePlatform with source documents. The
investigator agrees to participate with audits.

Regulatory authorities may inspect the investigator site during or after the trial. The
investigator will cooperate with such inspections and will contact the sponsor

immediately if such an inspection occurs.

11 Ethics and Responsibility

This trial must be conducted in compliance with the protocol, FDA regulations, ICH GCP
Guideline (E6), international ethical principles derived from the Declaration of Helsinki
and Council for International Organizations of Medical Science (CIOMS) guidelines, and
applicable local laws and regulations. Each trial site will seek approval/favorable opinion
by an IRB or IEC according to regional requirements, and the investigator will provide
that documentation to the sponsor. The IRB/IEC will evaluate the ethical, scientific and
medical appropriateness of the trial. Further, in preparing and handling ePlatform, the
investigator, sub-investigator and their staff will take measures to ensure adequate care in
protecting subject privacy. To this end, a subject number and subject ID code will be
used to identify each subject.

Financial aspects, subject insurance and the publication policy for the trial will be
documented in the agreement between the sponsor and the investigator.

12 Confidentiality

All information generated in this trial will be considered confidential and will not be
disclosed to anyone not directly concerned with the trial without the sponsor’s prior
written permission. Subject confidentiality requirements of the region(s) where the trial
is conducted will be met. However, authorized regulatory officials and sponsor personnel
(or their representatives) may be allowed full access to inspect and copy the records,
consistent with local requirements. All IMPs, subject bodily fluids, and/or other
materials collected shall be used solely in accordance with this protocol, unless otherwise
agreed to in writing by the sponsor.
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Subjects will be identified only by unique subject numbers in the ePlatform. If further
subject ID is required, subjects’ full names may be made known to a regulatory agency or
other authorized officials if necessary, subject to local regulations.

13 Amendment Policy

The investigator will not make any changes to this protocol without the sponsor’s prior
written consent and subsequent approval or favorable opinion by the IRB or IEC. Any
permanent change to the protocol, whether an overall change or a change for specific trial
site(s), must be handled as a protocol amendment. Any amendment will be written by the
sponsor. Each amendment will be submitted to the IRB/IEC, as required by local
regulations. Except for “administrative” or “non-substantial” amendments, investigators
will wait for IRB/IEC approval/favorable opinion of the amended protocol before
implementing the change(s). Administrative amendments are defined as having no effect
on the safety of subjects, conduct or management of the trial, trial design, or the quality
or safety of IMP(s) used in the trial. A protocol change intended to eliminate an apparent
immediate hazard to subjects should be implemented immediately after agreement by the
sponsor and investigator, followed by IRB/IEC notification within local applicable
timelines. The sponsor will submit protocol amendments to the applicable regulatory
agencies within local applicable timelines.

When the IRB/IEC, investigators, and/or the sponsor conclude that the protocol
amendment substantially alters the trial design and/or increases the potential risk to the
subject, the currently approved written ICF will require similar modification. In such
cases, after approval/favorable opinion of the new ICF by the IRB/IEC, repeat written
informed consent will be obtained from subjects enrolled in the trial before expecting
continued participation and before the amendment-specified changes in the trial are

implemented.

14 Publication Authorship Requirements

Authorship for any Otsuka-sponsored publications resulting from the conduct of this trial
will be based on International Committee of Medical Journal Editors (ICMJE) authorship
criteria (http://www.icmje.org/recommendations). According to ICMJE guidelines, one

may be considered an author only if the following criteria are met:

1. Substantial contributions to the conception or design of the work; or the
acquisition, analysis, or interpretation of data for the work; AND

Confidential - Proprietary 79Informatior Version 2.0, 21 Dec 2017



Protocol 331-201-00081

2. Drafting the work or revising it critically for important intellectual content; AND

3. Final approval of the version to be published; AND

4. Agreement to be accountable for all aspects of the work in ensuring that questions
related to the accuracy or integrity of any part of the work are appropriately
investigated and resolved.

All authors must meet the above criteria, and all who qualify for authorship based on the
above criteria should be listed as authors.

Investigators or other trial participants who do not qualify for authorship may be
acknowledged in publications resulting from the trial. By agreeing to participate in the
trial, investigators or other trial participants consent to such acknowledgement in any
publications resulting from its conduct.

No publication will be made without Otsuka authorization.

15 References
' American Psychiatric Association. Diagnostic and Statistical Manual of Mental
Disorders, Fifth Edition. Washington, DC: American Psychiatric Association; 2013.

2 Yatham LN, Kennedy SH, Parikh SV, Schaffer A, Beaulieu S, Alda M, et al.
Canadian Network for Mood and Anxiety Treatments (CANMAT) and International
Society for Bipolar Disorders (ISBD) collaborative update of CANMAT guidelines

for the management of patients with bipolar disorder: update 2013. Bipolar Disord.
2013;15(1):1-44.

3 Fountoulakis KN, Grunze H, Vieta E, Young A, Yatham L, Blier P, et al. The
International College of Neuro-Psychopharmacology (CINP) Treatment Guidelines
for Bipolar Disorder in Adults (CINP-BD-2017), Part 3: The Clinical Guidelines. Int
J Neuropsychopharmacol. 2016;00(00):1-16.

Ostacher MJ, Tandon R, Suppes T. Florida best practice psychotherapeutic
medication guidelines for adults with bipolar disorder: A novel, practical, patient-
centered guide for clinicians. J Clin Psychiatry. 2016;77(7):920-6.

The Management of Bipolar Disorder Working Group. VA/DoD clinical practice
guideline for management of bipolar disorder in adults. Washington, DC:
Department of Veterans Affairs and Department of Defense; 2010.

Tohen M, Vieta E. Antipsychotic agents in the treatment of bipolar mania. Bipolar
Disord. 2009:11 Suppl 2:S45-54.

Otsuka Pharmaceutical Co, Ltd., Otsuka Pharmaceutical Development &
Commercialization, Inc., H. Lundbeck A/S. Brexpiprazole (OPC-34712, OPC-331,
and Lu AF41156) Investigator's Brochure, edition 12. Otsuka Report, issued 18 Aug
2016.

Confidential - Proprietary 80Informatior Version 2.0, 21 Dec 2017



Protocol 331-201-00081

8

10

11

12

13

14

15

16

17

18

19

20

21

Young RC, Biggs JT, Ziegler VE, Meyer DA. A rating scale for mania: Reliability,
validity and sensitivity. Br J Psychiatry. 1978;133:429-35.

Sheehan DV, Lecrubier Y, Harnett-Sheehan K, Amorim P, Janavs J, Weiller E, et al.
The Mini International Neuropsychiatric Interview (M.I.N.I): The development and
validation of a structured diagnostic psychiatric interview for DSM-IV and ICD-10. J
Clin Psychiatry. 1998;59(Suppl 20):22-33.

Sheehan D, Janavs J, Harnett-Sheehan K, Sheehan M, Gray C, Lecrubier Y, et al.

Mini International Neuropsychiatric Interview for Schizophrenia and Psychotic
Disorders Studies, Version 6.0.0. Copyright 1992-2010 Sheehan DV & Lecrubier Y.

International Conference on Harmonisation. Guideline For Good Clinical Practice:
E6(R1). Geneva, Switzerland: International Conference on Harmonisation; 1996.

Spearing MK, Post RM, Leverich GS, Brandt D, Nolen W. Modification of the
Clinical Global Impressions (CGI) Scale for Use in Bipolar Illness (BP): the CGI-BP.
Psychiatry Res. 1997;73:159-71.

Sheehan DV, Lecrubier Y, Harnett-Sheehan K, Janavs J, Weiller E, Keskiner A, et al.
The validity of the Mini International Neuropsychiatric Interview (MINI) according
to the SCID-P and its reliability. Eur Psychiatry. 1997;12:232-41.

National Institutes of Health, National Heart, Lung and Blood Institute, North
American Association for the Study of Obesity. The practical guide: Identification,

evaluation, and treatment of overweight and obesity in adults. Bethesda, MD:
National Institutes of Health; 2000. NIH publication 00-4084.

Guy W. ECDEU Assessment Manual for Psychopharmacology — Revised. Rockville,
MD: US Department of Health, Education, and Welfare; 1976:534-7. DHEW
Publication ADM 76-338.

Loke YK, Trivedi AN, Singh S. Meta-analysis: gastrointestinal bleeding due to
interaction between selective serotonin uptake inhibitors and non-steroidal anti-
inflammatory drugs. Aliment Pharmacol Ther. 2008;27:31-40.

Siddiqui O, Hung JHM, O'Neill R. MMRM vs. LOCF: A comprehensive comparison
based on simulation study and 25 NDA datasets. J Biopharmaceutical Stats. 2009;
19(2):227-46.

Diggle P, Kenward MG. Informative drop-out in longitudinal data analysis. Applied
Statistics. 1994;43:49-93.

Confidential - Proprietary 81Informatior Version 2.0, 21 Dec 2017



Protocol 331-201-00081

22

23

24

25

26

Ali MW, Siddiqui O. Multiple imputation compared with some information dropout
procedures in the estimation and comparison of rates of change in longitudinal
clinical trials with dropouts. J Biopharmaceutical Stats. 2000;10(2):165-81.

Hedeker D, Gibbons RD. Application of random effects pattern-mixture models for
missing data in longitudinal studies. Psychological Methods. 1997;2:64-78.

Little RJA. Pattern-mixture models for multivariate incomplete data. ] Am Stat
Assoc. 1993;88:125-34.

Little RJA. Modeling the drop-out mechanism in repeated measures studies. ] Am
Stat Assoc. 1995;90:1112-21.

Wu MC, Bailey KR. Estimation and comparison of changes in the presence of
informative right censoring: Conditional linear model. Biometrics. 1989;45:939-55.

Confidential - Proprietary 82Informatior Version 2.0, 21 Dec 2017



Protocol 331-201-00081

Appendix 1

Confidential - Proprietary 83Informatior Version 2.0, 21 Dec 2017



Protocol 331-201-00081

Confidential - Proprietary 84Informatior Version 2.0, 21 Dec 2017



Protocol 331-201-00081

Appendix 2 Criteria for Identifying Vital Signs of Potential
Clinical Relevance

Variable

a
Criterion Value

Change Relative to Ba.‘,elinea

b
Heart Rate

b
Systolic Blood Pressure

. . b
Diastolic Blood Pressure

Orthostatic Hypotension

Weight

> 120 bpm
< 50 bpm

> 180 mmHg
< 90 mmHg

> 105 mmHg
< 50 mmHg

= 20 mmHg decrease in systolic blood
pressure and a = 25 bpm increase in
heart rate from supine to
sitting/standing

= 15 bpm increase
= 15 bpm decrease
2 20 mmHg increase
> 20 mmHg decrease

5 mmHg increase

=
> 15 mmHg decrease

1
1

Not Applicable
(baseline status not considered)

= 7% increase
> 7% decrease

a . . . .
In order to be identified as potentially clinically relevant, an on-treatment value must meet the
“Criterion Value™ and also represent a change from the subject’s baseline value of at least the
magnitude shown in the “Change Relative to Baseline™ column.

b . . .
Ag defined in “Supplementary Suggestions for Preparing an Integrated Summary of Safety
Information in an Original NDA Submission and for Organizing Information in Periodic Safety

okl

Updates,” FDA Division of Neuropharmacological Drug Products draft (2/27/87).
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Appendix 3

Criteria for Identifying Laboratory Values of Potential

Clinical Relevance

Laboratory Tests

Criteria

Chemistry

AST (SGOT)
ALT (SGPT)
Alkaline phosphatase
LDH
BUN
Creatinine
Uric Acid

Men

Women
Bilirubin (total)
CPK
Prolactin

Hematology

Hematocrit

Men

Women
Hemoglobin

Men

Women
White blood count
Eosinophils
Neutrophils
Absolute neutrophil count

Platelet count
Urinalysis
Protein
Glucose
Casts
Additional Criteria
Chloride
Potassium
Sodium
Calcium
Glucose
Fasting
Non-Fasting
Total Cholesterol. Fasting
LDL Cholesterol. Fasting
HDL Cholesterol. Fasting
Men
Women
Triglycerides, Fasting

2 3 x upper limit of normal (ULN)
= 3x ULN
2 3xULN
2 3xULN
> 30 mg/dL
> 2.0 mg/dL

< 37 % and decrease of = 3 percentage points from baseline
< 32 % and decrease of = 3 percentage points from baseline

9.5 g/dL
3 3
< 2.800/ mm” or = 16.000/ mm
= 10%
<15%
3
< 1.000/ mm
3 3
< 75.000/ mm~ or = 700.000/ mm

Increase of = 2 units
Increase of = 2 units
Increase of = 2 units

90 mEq/L or = 118 mEq/L
2.5mEq/L or = 6.5 mEq/L
126 mEq/L or = 156 mEq/L
<8.2mg/dL or = 12 mg/dL

=
=
<

> 100 mg/dL
> 200 mg/dL
> 240 mg/dL
> 160 mg/dL

< 40 mg/dL
< 50 mg/dL
> 150 mg/dL
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Appendix 4 Criteria for Identifying Electrocardiogram Measurements of
Potential Clinical Relevance

Variable Criterion Value" Change Relative to Baseline”
Rate
Tachycardia =120 bpm increase of =15 bpm
Bradycardia <50 bpm decrease of = 15 bpm
Rhythm
Sinus tachycarcliab =120 bpm increase of = 15 bpm
Sinus brady;:;_:u-diaC <50 bpm decrease of = 15 bpm
Supraventricular premature beat all not present = present
Ventricular premature beat all not present = present
Supraventricular tachycardia all not present = present
Ventricular tachycardia all not present = present
Atrial fibrillation all not present —» present
Atrial flutter all not present = present
Conduction
1° atrioventricular block PR = 200 msec increase of = 50 msec
2° atrioventricular block all not present —» present
3¢ atrioventricular block all not present = present
Left bundle-branch block all not present = present
Right bundle-branch block all not present = present
Pre-excitation syndrome all not present = present
Other intraventricular conduction
d QRS = 120 msec increase of = 20 msec
block
Infarction
Acute or subacute all not present = present
old all not present = present

= 12 weeks post study entry
ST/T Morphological

Myocardial Ischemia all not present = present
Symmetrical T-wave inversion all not present = present
Increase in QTe QTcF = 450 msec (males and

females)

a . o . o
In order to be identified as potentially clinically relevant, an on-treatment value must meet the
“Criterion Value™ and also represent a change from the subject’s baseline value of at least the
magnitude shown in the “Change Relative to Baseline” column.

No current diagnosis of supraventricular tachycardia. ventricular tachycardia. atrial fibrillation, atrial
flutter. or other rhythm abnormality.

No current diagnosis of atrial fibrillation, atrial flutter. or other rthythm abnormality.

d No current diagnosis of left bundle branch block or right bundle branch block.
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Appendix 5 Mini International Neuropsychiatric Interview

M.I.N.L.

MINI INTERNATIONAL NEUROPSYCHIATRIC INTERVIEW

English Version 7.0.2
For

D5M-5

© Copyright 1992-2016 Sheehan DV

All rights reserved. Mo 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 fram Dr.
Sheehan. Individual researchers, clinicians and students working in nonprofit or publicly owned settings (including universities,
nonprofit hospitals, and government institutions) may make paper copies of a M.LMN.I. instrument for their personal clinical and
research use, but not for institutional use, or for any financial profit or gain. Any use involving financial gain requires a license
agreement from the copyright holder and payment of a per use license fee.

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 clinician.

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
tratned personnel. It is not a diagnostic test.
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MODULES

A MAJOR DEPRESSIVE EPISODE

MAJOR DEPRESSIVE DISORDER

B SLNCIDALITY
SUICIDE BEHAVIOR DISORDER
€ MANIC EPISODE
HYPOMANIC EPISODE
BIPOLAR | DISORDER
BIPOLAR | DISORDER WITH PSYCHOTIC FEATURES
BIPOLAR Il MSORDER
OTHER SPECIFIED BIPOLAR AND RELATED DNSORDER
D PANIK DISORDER

E  AGDRAPHOBLA

F SOCIAL ANXIETY DISORDER [Social Phobia)
G OBSESSIVE-COMPULSIVE DISORDER

H  POSTTRAUMATIC STRESS DNSORDER

1 ALCOHOL USE DISORDER

| SUBSTAMCE USE DISORDER (Non-alechol)

Confidential - Proprietary

Patient Number:

Time iwterview Began:

Timse interview Ended:

_Total Time:

MEETS PRIMARY
TIME FRAME CRITERIA  ICD-10-CM LAGHOSES

Current [2 weeks) o
Past |
Recurrent a
Currént [2 weeks) O Filx O
Past m| Filx o
Recurment a Filx a
Current [Past Month) a o
Lifetime attempt O Owew Omoderate Oxigh O
Current O {in Past Year) |
In early remission O {1-2Years Aga) a
Current ]
Past |
Current a
Past 0O 0O Mot Explored
Current a F31.0-F31.76 O
Pasit O F31.0-F31.76 O
Current a FI1.2/31 5/F31 64 a
Past a FI1.2/31.5/F31.64 o
Current a F3181 |
Past a FILEl o
Current a F31E8 O
Past a FILED O
Current [Past Month] a F41.0 O
LLifetirme a F40L0 a
Current 0 F40.00 O
Current [Past Maosth) a F40.10 O
Current [Past Month) [m] Fa12 a
Current [Past Mosith) a Fd3.10 o
Past 12 Months a FIO.10/F10. 20 O
Past 12 Months m F11L.10/F11.20 - F19.20 O
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K ANY PSYCHOTIC DISORDER Current o FX0.EL-F29 o

Lifetime o FHLEL-F29 o

MAJOR DEPRESSIVE DISORDER WITH FSYCHOTIC FEATURES Current | FIL3/F333 o

Past o F32.3/F333 o

BIPOLAR | DISORDER WITH PSYCHOTIC FEATURES Current [} F31.2/F31.5/F3164 o

Past | F31.2/F31.5/F31.64 o

L ANOREXLA NERVOSA Current (Past 3 Months) [ FE0.00,F50.02 o

M BULIMLA NERVOSA Current (Past 3 Months) =} F50.2 o

MEB BINGE-EATING [MSORDER Current [Pasa 3 Months) [ F50.81 o

N GENERALIZED ANXIETY [MSORDER Current [Pasa 6 Months) [ FaLl o

0 MEDICAL, ORGANIC, DRUG CAUSE RULED OUT ONe OvYes O Uncertain

P ANTISOCIAL PERSOMALITY CHSORDER Lifetime o Fe0.2 =}

IDENTIFY THE PRIMARY DIAGNOSIS BY CHECKING THE APPROPRIATE CHECK BOX, T
{(Which problem troubles you the most or dominates the others or came first in the natural history?) -
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Appendix 7 Young-Mania Rating Scale

What is the YATRS?

The YMES is an 11-item scale which aims to provide a continuons measure rating the intensity of symptoms
assoctated with mania. The YMRS was developed as an mstrument to be used by chimeans. Young et al.
suggested the ratings should be based on a 15-30 nunute clinseal interview which takes into consideration the
patients’ subjective report as well as the raters” abservation. Young and his collaborators intended to improve
upon previous scales by providing a larger number of 1tems for increased sensitivity and better rater reliability
through the use of defined anchor points.

To reduce sources of error associated with the YMRES, we would like you to use the atmtached scripted interview
when administering the YMES.

Conventions for the YAIRS

e Use the extremes of the rating scale when the anchor points accurately desenibe the patient’s condition.
Zero really means the symptom is absent, The YMRS extremes are not meant to be held in reserve for the
worst imaginable case. Rather, they melude common manifestations of severs mame states.

¢ Always score in whole mumbers, but note items 5, 6. &, and 9 not only allow but also encourage scores
between the defined anchor points.

*  When in doubt between two ratings. assign the higher rating. or. on 0 — 8 scaled items. the nuddle ranng.

» Be sure that you have enough tume to conduct the interview properly — you may be able to complete the
YMES in 15 minutes, but interviews with symptomatic patients often require 30-45 minutes.

o Clarify the patient’s understanding and usage of termis like “parancid”, “irmitable”, “hyper”, and “sexual
interest”,

YMRS

DIRECTIONS

For each item below begin inquiry using the script. Ask additional questions if necessary to assign ratings. Rate each item
using your judgement i addition to the patient’s self réport. Also, melude any mformation obtamned outsade the mterview
(e.g., reports by fanuly members, ete.).

The purpose of each item is to rate the seventy of that abnormality in the patient. When several keys are given fora
particular grade of sevenity, the presence of only one is required to qualify for that rating.

The keys provided are gusdies. One can igmone the keys 1f that 1s necessary to indicate severity, although this should be the
exception rather than the rule.

Scoring between the points given (always in whele points) is possible and encouraged after expenience with the scale 15
acqured,
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I will mow be asking vou questions to rate symptoms vou may have had during the past week.

Infarmation given i falics is mended ro gride the inrerviewer i clarifitng severtty lavels for each rarmg,

1. Elevared Moeod

Tha first ttem probes for the presence of elevared mood.  Using the
questions below you will inguire abour “high™ or slivated mood,

aiphoria, self~comfidance, optimism, and imappropriane umor.
This past (week or seven days) how has vour mood been?

Did vou feel oprimistic abour the fumure? (Was there reason
o feel thar way?)

Disringuish here berween healthy optimism, e, a sense thar things
might be fmproving, from an overly apiimistic viewpoint. For
arample, o patient who i recovering_from a deprassive apisode and
is feeling stmply less discorraged, would mot be rated as “overly
apitmiztic.” Take inte accown | there & reasen for the patiet 1o
Jool marg aprimisic.

Did vou feel especially self confident (especially good about
vourself)?

Rate here a senze of feeling particularly good or self~corfident about
one’s abilities.

Were there any times vou felt too good or even a e high?
[ ves] Were the good davs really too good, or just betrer
than fhe bad days®

I b5 helpfil hora to tnguive i others nociced that thay were i more
than fust a good meod. If mecessary, clarify the use of the rerm
Jeoling “high "~ eg., feeling on top of the world, foeling 5o food it i
l1oke botmg on a drug. o, Remember, you are rating abnormal meod
elivation, Rt shnply an improvement from depressod mood,

Were there times when vou Laughed abour things vou
ordinarily wouldnt find fanny? Or did vou Laugh or joke
about things thar other people don't find funny (or thoughe
in poor tasoe)?
Fow are probing here for an increased or inappropriale sense aff
umor. You may clartfy this Hem by asking i in retrospect, they
viwad thefr behavior as inappropriafe or i others seamed offended
by thelr lmamor. Also, use your clinical judgement in rathng whether

the wse of namar was inapproprians fe.x., making sexal jokes or
hirtiendas a1 work).

Confidential - Proprietary
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o Absemt
A rating af 0 tndicates thet there has been o observed or reported
miod elavarion i the post wesk,  The symptom i completely abiens,

1 Mildly or possibly increased on

ques
A rating of ] is qepically ghoen if there has been mild or possible
mood elavation, €., a patient reports feeling slightly mare aprimistic
ot ang thme durbng the past week

1 Definite subjective elevation;
optimiitic, wif-confidéent; cheerful;
appropriate o content
A rating of L is gheen [ the patiend reports feeling clearly more
cheerful, selconfldent, or optimiztic. This should be raled even jff
there i3 an appropriate stimudu for feeling this way, ¢.8., @ patiet
recefves posithe feadback from his boss and feels higher or more

self~confident in response fo that feedback.
L] Elevated, inappropriate to comtent;
humorous

A rating af 3 is gheen [ the pathent s moeod i elovated or Mgh, and &
clearly ouf of proporiion with the circumstances. Take inte account
Bath the severtty and dunasion of the elovated mood, e.g, i1 onder fo
rate a 3, patient s mood should be clearly elevated for mare days
thar nat.

4 Euphoric; inappropriate laughter;
singing
A ratimg of £ s given i the patient s mood i3 eupharic or high nearly
evary day in the past week A reting af 4 is ghven i the patiant is 50

Tigh that e or she s exhibiting loughter ar singing during the
intarview or af inappropriate tmes during the past weak.
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2, Increased Motor Activire Energy

This item probes for motor excitemend, avcessive energy, restlessmess,
and yperactivigy.

Whart's vour energy been like?
Were there times vou felt pardcularly full of energy?

|If ves) Was it hard to calm dewn?

Take mto acconmt both the patient s report and your observaiton af
thedr restlessmess or peractivily in the interview.  Take imio occount

whether the patfent was able to fimction during the past week (e g.
shtting 80l when required at wark, eic.)

Be siere to distingadsh whether or not the patient was able to calm
down,

Dl vou feel physically resthess? (have mrouble sicing sall?) Have
viou been more active than wsually? Did vou ger a lot more done
than usual?

Confidential - Proprietary
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il Absenr
A neting of ) imdfcates thar the pariens achibited no motor excitemant,
excassive energy, restlessness, and iyperactivity during the interview
or in the past weak

1 Subjectively increased
A rativeg off | indteates thar the parient filt passibly more energetic
than nsual, with ne excessive kyperactivity or physical restlessness

¥ Animated; gesiures increased
A rxding af 2 s ghven i the patient appears animared, with increased
pasiures. Patent may report having felt mcroased energy on sevaral
occasions diring e past week

3 Excessive energy; hyperactive ar

times; resthess (can be calmed)

A rativeg off 3 is phven | the patient has been claarly restiess or
hyperactive mare days than nat. A rating of 3 indicates that the
patient 5 ale to colm Atmzelf dewn when Recessary.

4 Mutor excitement; confimuous hyperactiviry
{cannot be calmed)
A rerting aff 4 is ghoen { the patient has demonstrated fyperactivily,
restlessness, or motar acthvity nearly constantly bs the past week. In
order to rate a 4 o this frem, e pattent thould appear restiess
dring the ivterview fsoif and have diffienley shring sell
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X Sexnal Interest
Wt sex more interesting to vou than wual®

Hera, vou wanr fo proba for ieraased secvial trrarest vwhather or rat
thet pattent Bas access fo .o somal parmer. For acaple, i the patiens
ragponds o this quasiton by starme dt thay are nor crarently
imvolved in a seual relatonship, re-phrase this guestion as "~ you
had had the opportunity fo be more Sexual this past waek, do you
think that you would have been™ " or “Did you find yourself thinking
abaour waittng o be seviial more often this pact wask? ™

Did vou do anyvehing sexual chat is unusual for vou?

Gt a sense g any behaviors thar were ot of chanacter for the paitient
fe.g., goirg hama with someone they Just mel, engaging i any oul of
tha ordinary saomual proctices).

Were vou talling or joking abowt tex moré than von
mormally da?

Probe here for the use of somial fumor or the discussion of somal
mafters during the past week.

Confidential - Proprietary
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0 Normal. not increased
Ammofﬂug?m{fﬁpadmd‘mmm mcroased interest in

1 Mildly or possibly increassd
A rating of [ is ghven {f the pattent felr slightly more prierested i sex
during the past weak, with no major change in behuavior or prochices.

2 Defimire subjective increase on

questicning
A rating of 2 is ghven {f the pattent foels claarly more fterested in sex
et wgtnad, &.8,, angaged bt secual activity with regular partier nafos
as frogquently as wial or clearly thought abont sex mmch mare often
et st

3 Spontaneouns sexual content;

elaborates om sexual marters:

hypersexual by self-report
A rating of 3 is indicated i the patient me;mmw
Iiterece, with some change i bahervior thar is our of tha ordinary
(g, talking, joking about sax in mappropriate sihustons, orgaging
in uncharacteristic sooval practices, actively seeking our saxual
partners, sponfanecutly meniianing seal behaviar during the
Interviow).

4 Onvert sexual acts (toward patients,
staff, or interviewer)
A rating of 4 is indicated §ff the patiens makes seasal gestures foward
the interviawer or stqill. A rating of 4 is alsoe ndicared § the patfent 's
ehaviar caside of the interview appears clearly out of contrad (risky
sexual mdiserenions; overt sovl afvamees loward STrangers; other
actremely inappropriate behaviors, arc_).
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4. Slesp
Iours * R ng decrease in

How many hours of sleep are you getting? Salf: axplanatory. Amrrmﬂbmm#mrmwu
Obrain an estimeare of the ramber of hotrs of slasp obraingd por wight normal ar increazed.
during the past week, Also, mgquirg about the amouns of slesp that is
npical for the pattent. This can be tricky, particwlarly §f the pationt 1 Sleeping bess than normal amount
spands [ittla te euthivmile and oflen fuctuates betwedn epliades of by up to one hour
deprassion and increased sleep and (hpeimania and decreased A rattng af 1 is assigned if sleep is decreased By ome hour or less. If
steep. Do yonr bast 1o obiafn the amounr thar ks masr npical, and your rating is between a ] or a 2, roamd up toa 2.

compars the currant sleeping pattermns te thar amann..
Did vou need less sleep rthan usual (and still feel rested)? 2 Sleeping less than normal by more
than one hour

The key here is to probe for a decreased need for sleep, with @ sense A rattng of 2 i5 assigned if sleep s docreased By greater than ona
af still fealing rested. e,
] Reports decreased need for sleep
Azsign a 3 I pattans reports slesping less by more themn one howr
without feelfng ored.
4 Denbes peed for sleep
- A ratg of 4 5 warranted if the pattent Feports i waed for sleep.
Nobes:
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5. Iritabiliry

This item probes for increazed freitability, anger, and anmayance.
Take nto consideration both the degree and persistence of reported
irritability in the past week, az well as the patient s bahavior In the
Initarviaw.

Were vou annoved abour things that happened or how
people meated vou?

Did vou notice these things borthersd vou more than they
wsually do?

Rare degroe of emeyance aven In resporse ro justiflable sressor
fig., betng caught i a tragfic jam, Betng made fo walr i (i),

Were vou often irvitable?

Grer a sense of the frequency of irritable cr angry behavior.
How did vou show vour anger?

Inuire about the patient s response fo stiations in which thay felt
frritaned, a.g., shouting, arguments, ofc.

Confidential - Proprietary
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] Absent
Azstgn a raring of § i the pattent dentes any incroasad rritabiliny i
the past week and i there is no evidence o trrisabilite in the
IArerviaw.

1

1 Subjectively increased
A rantig of 2 15 verrrenitoed 1 the pariant Faports meraasad Irriiabiliny
durtng the past waek, with no serlows displays of anger by the pattent
(.., parers reports faaling more frritaned or frustraned by raffie
Jemis ther wsual; paiient faels mora Snappy oF less polle, with no
overt anger expressed i oohers),

3

4 Drvicable an cines during mervienw;
recent episodes of anger or
annovande on ward
A renttng of 4 15 ghvem | the patient aither axhibics irvirability during
rthe mrerview or If the I far arhers) that the has
ngrmmgmm:o WWWLD_ g, mm’
others I tregffic; velling ar store clerk).

5

6 Frequently irvitable during
interview; short, curt throughout
A rattig of 6 15 gheen | the pathat 5 clearly irritable during most af
rthe fterview, @ rating of & would alse be ghea I the patient fas
Boon frritable mearly very day i the past week and Ivxr eviibitad
Sfrequent displays of anger fowards others.

7

8  Hostile, uncooperative; inferview
impassible
A rating af § is assigned i the patient is axremely britable or hostile
during the imterview, making completion of the inrerviow fmpossibila;
paitent is mcapable of interactions with others.
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6. Speech (Rate and Amount)
Have vou been more talkative than wsual?

Cref @ sencte here {f the patient feels more el fo speak with others,
ag, ne they been more [ikely to sirike Np comversations or 1o mabe
rhone cails.

Did anyome complain that they couldn’t ger a word in™

FProbe to see if others commanted on patiens s increased fallding, e g,
oihars had dificulty contritwiing o the comversaiion.

Did vou find it hard to stop talking once vou got started?

Diid the patient have a sense of difficnlty controlling the rate or
amonnt of speech?

Were there times you spoke so fast people had mouble
understanding vou?

Did athers comment thai the patfent s speech was fumbled or difficuls
T fallow?

Motes:
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] Mo increase

A rattg off @ £5 given i no increased speech is reperted or ohserved
It et Iterviaw,

1 Feels rallarive
A rattng of I is assigned if patient feels more likely to speak with
odhars, g, Sharts comrsations with others, mabes mare phone calls
tham tswal. Howaver, a rating of 2 indicares thar there are no
aberrant processes i speech pafterns, e.g. patient is clearly
wnierstood, others are alle fo confribute fo the comversaiion.

3

4 Increased rate or amount at fimes,
verbose at times

A rating of 4 indicates that the patient is clearly speaking ar an
fncreased rate and ameunt. Take your chservation info accow, as

well as the patient s sejSreport.
5

6 Push; consistently increased rate and
amaunt; difficulr to nrerrupt
A rating of § is warranred §f the patient foels a pressure 1o keep
ralking, o g others have diffculty gening a word i adgowise.
Portant mitist maka an gforr fo stop self from ralkig

7

] Pressured; uninrerrupiible
conrinuons speech

A rattng of § is indicated if patient’s speech is pressured and
Impossibla fo mterrupr. Panens s ol abla to comtrol or slow dewn

spwach.
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7. Language — Thought Disorder

This item probes for a ramge of difficuloes with longnage and thoughe
processes, ramging from mild disractibility to racing thoughis, Mighr
of ideas, and incoherent commmmication.

Have vou had more ideas than wsaal ar any
particularky good ideas?

Crar a sevee e [ pertent hos mmmgmamvww
tdeas or has kad an increased mmber of

Was your thinking especially keen or clear over the pas
week?
Did vou often get distracted?

Crar a sense of the ivensiny and frequency of distractien, o8, was the
pattent able ro forns and comeammaie on Feading or wark acrvites;
was the parfenr able to stay an rack in comersatians®

Has yvour mind seemed 1o be going very fast?

Probe here for the presence of racing thoughts, e.g., @ sense that
one's thoughes are poing so quickly thar thay are too difculr 1o hold
i,

Did vou sometimes have so many ideas that vou lost wwack of
what vou were taving?

B sure fo wse yoir observation and clinical judgement here, o, i5
the patient able to s1av en rack fo apress a coberent message” Also
nate amy abnormal speech processes, such ai Fipming or repeating
morsensical phrases.

Were vou getting lost in details?

Motes:
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0 Abzent
A rating of § s assigned I neither olservaticn nor self-report
indicates sy difficulyy with language or thought processes.

1 Circumstantial; mild distractibiliry;
qilek thoughts
A ratmg of |t azsigmed If panient reports slight disrracbiling or
mild mcroase m flow of thoughts. A rattng af | should aizo be
asshEned i patient achibies clrenmtartiality in e ftarviaw,

1 Disracrible; loses goal of thought;
changes topes frequendy: racing
thoughts

A rattmg af I s assigned If patient endorses a sense that thoughts are
racing, Patfent i clearly distracrad and expreszes some difficnly i

ARG fOCNs oF conceniTarion,

3 Flight of ideas; tangentalin:
difficalr to follow; rhyming.
echolalia
A rattmg gff 3 should be assigned i pattens exhibits wiy of the
Jfollowing: a sense thar ideas are jromming from ane fopic fo anotier,
making comversation difffcult to follew, an observation of abarrant
speach processes such as nonsensical rinming or repeating words.
4 Incoherent; communicarion
impocssible

A rating of 4 is reserved for paffents whose racing thowghts,
distractibility, or flight of ideas is o severe that commmmicaiion is
Impossibile.
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8. Content

This item probes far a wide range of ymproms relmred fo mania:

starting “special ” plans or profects, seeing special mesnings or
wndersianding things more deeply; more imvolvement in religion or
reliyious insights. o sente af grandiosiy or the capachy for special
powers o abilities, @ sense of paranata, and the presence of
hallucimations or deltsions.

Did vou make any new plams or get new projects started?

Evalvate the nature of the patient's mew plans or profects, a.g., 15 this
something the patient has been planning for o lorg tme (retuming fo
sehool) ar s it somethingg more Sponfaneous oF potetially risky?

Did vou accomplish anything special”? Were vou more capable
than wsual?

Probe here for a sense of grandiosity.
Did vou find vou could understand things more deeply than
usmal?

Probe hara for a sense of seang special signifleance or decpar moaning
thar vesnial.

Did vou have any religious insight?
In addittan b religions fshghts, probe for bicreased rellgiei
participaticn,
Did vou find vou were more aware of coincidences?
Did vou find special significance in things that happened or the
way things were arranged around vou?

Did vou metice things that other people mitted, or have the
sense that people were talking about you, or ¢ven orving ro hurt
vou?

Frobe here for parancia.
Did vou have any thoughts that didn"t make semse to other
people?
Did you have any hallocinations?

It ix important te clarify nuse of the rarm hallucinations, e g, did you see

thiregs thar athers coulan 't 5o or did you hear things that arhers
counkin 't haar?
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o Normal

A rating of' @ imdicares that the patient bas axchibited none of the
Sympioms cotmting tewards this e,
1

z Cuestionable plans, new interests
A rating of 2 ndicates that the patient has engagad v same new plans
ar interests of a passibly questonable natwre, a.g., planned a
spontanagus vosatmon within budgen); seheduled more sochal plans than
ustial; shopped mare than wsual withowt spending ecravesanny. You
mnsi fake o accowt the patient s fipical budged and financial
sifturiion when judging monetary decisions. [mpuisfve purchates claarly
and af line with patient’s budger should be nefed a 3 or higher depending
an fevel of excossiveness.

3

4 Special projeco(sy; hyperreligious
A rating of 4 ndicates that the patient has faken on new projects or
plans of a clearly questionable nanre, e.g., spending impulsively and
and of budger, fmpulsively buliding an additon fe ona's hame without
prior planning, ete. A rating of 4 wonld alse be warranted for & sudden
incraasa in religlons participanion, &g., an mdhvidual who uneally
aitends church on o wesekly basés has afended avery day in the past
wiand and nol du to some external stressar or crisls, Le, o mather who
attends church on o daily basis fo pray for hir child who bas recentdly

LA M.spm-h'::ﬁ wikild mod qualify as “inyper-reliious ",

1] Grandiose or paranoid ideas; ideas
of reference

A rating of 6 Is warramted {f the pattent describes having special powers
aor abilities, ¢.g. being able to pradicr the funure or being the “best n the
world " ar o particular talent or abilty, An example might be the snadenr
wiho befirves that the insights in his tarm paper will radically alter s
professor’s [ffe. A roting of & might also be ghom [fa patfent reports
Sinding special meaning or signifcance tn everyday situations (e.x., sealng
a parthcular shfn on the sireef and “lmewing ™ thal it &5 pointing him
fenwards @ mew caroer. [ the pettent echibies cloarly thinking, a
raning of & is alse fustfled Be swree fo clartfy the patant’s use of the ferm
paranold, &g, use your fudgment io ascertatn avidence of frie vi.
imagined negative intenifans of erhers.

7

§ Dwelusions; hallucinationt

A rating af § & warramied for clearly psychorie o, e.g., hallicinatians
or delusions.
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9. Disruprive — Aggressive Behavior
T et v, you will prode for information related to the patient's

abilily i ger along with others, e.g., argumean, demanding or
destructivie bahaviors.

How have vou gonten along with other people? (Have vou been
cooperative?)

Were there times when vou were loud, demanding. or
sarcastic?

Have vou had any confrontations with people? (What
happened?)

Did vou find vourself shouting. throwing things, or doing
anything destructive?

Modes:
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0 Absent. cooperative
A rating of @ indicates that the patiant was fully cooparative in the
Inrgrvtew and reporsed ng incidents of disnpoive or aggressive behunior
I the pasi week

1

1 Sarcaitic; loud at times, guarded
A rating of } indicanes thar the panienr is aither gruarded or somewhar
MRCOOEEranive during th mterview, oF the Datlent FEports one ar e
incidents of sarcastic, loud, or Wmcooperative bahavior diring the pass
week A rating higher than 2 would be ghven if patient exhibited this
betrvior froquently duriing the past week or if the icidents resulted in
shatiriig oF destructive bahavior.

k)

4 Demanding, threats on ward
A rattng of 4 i3 ghven f patfent has been demanding or
siveral mmes iy the past wesk, g, patient reparis several mcidenis
durtng the past week tn witich he lost his remper and showted ar store
clarks, jamily members, eic.

5

6 Threatens interviewer; shouring:
imterview difficult
A rating of § is ghven §ff the interview is diffoult fo complete due o the
paitent’s threais or confrontatfonal belhavior.

-

B Assamltive; destructive: interview
impessible
A raging af § & given I the patient s belrviar has been gazauitive in the
pasrwesk A ranng of § would also be grven I the interviaw cannar be
compliated due fo the patient 's aggressive bahavior.
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10, Appearance 0 Appropriate dress and grooming

This item probas for ab 0 and . Patant Jmmgafgf:gﬂm;ﬂh_mmusmmm
whe are manic may neglect their grocming, or allernathely may SppropTiaEly.

dregs b a flashy, overly fancy, bmmodess, or bizarre fashion, 1 Minimally unkempt

A rating of 1 is ghven [f the patkent i sb:sl'u-tl- mhmpru.g,, messy

How well did vou keep up vour appearance and hatr, wshaven, cloting siighnly wrinkiad,

groeming: F Poorly groomed; mederarely
disheveled: overdressed

Wa it hard fo do? A rating of 2 is given [ the patient is pocrly groomed By mast

peaple’s standards (g, wrwashed hatr) or is overdressed jfor the
situation {o.g., wearing a fancy dress or excessive fewelry for o

Were there occasions when people thought vou were over- wark =
drersed or ender-dressed? 3 Disheveled; parily lothed; garish
make-up
A rating of 3 13 ghven §f the patfent 15 clearly dishaveled (chothing &
Did von ehoose to wear different colors than wsual rhis past direy; smalls of Boddy odar) oF if parient & dressed in am extremaly
week? skimpy or inapproprishe Way (&g, wearing a rovealing cockrar] drazs

fo an qitermoon appoimiment). A rating of 7 15 also assigned i the

patient is wearing makep thaf mosi peaple would consider garish or
What about wearing more jewelry or make-up than wsaal? overdome.

4 fﬂlphllh' unkempt; decorated;
..imm,gqrﬂsghwg" rfmr!scmpfm'j kg felorhig i

rarn, pattent has nor bathed In o week, ote ) or the patient i3 adarmad
i evremely wnsuel amire or cosname,

‘Were there rimes vou neglected vour grooming?
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11. Insight

This item fquires abont the patient's explanation for their behavior
and insight.

As vou look back on the past week, were there vou did that
stand out as unusual behavior for vou? [If ves] Was that because
vour meod was high?

How do vou understand: 2
{example pateent s possible behavioral symiploms)
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0 Present: admins ilness; agrees
with need for treatment
A rtte of 45 assigmed o marter how severaly mante the patfen) if
he'she arribures the fympioms fo bpolar disorder or marnic-
depression and agrees with the nead for reament.

1 Possibly ill
A rating aff ] is azsigned i the patient is possibly attributing the
nmmpioms fo Mpolar disorder, bt is not entively comincad of the

1 Admirs bebavior change, but
denies illmess

A rating of ] 5 azsigned §f the patfent acknowladies symphams oF
chamges in behavior (e g, risky behaviors, sleep chamges, etc, ) but
reficras ro arribute the ymproms fo g diagnosts of bipolar disorder.

] Admirs passible change in
behavior, but dendes illness
A rating of 3 is ghven if the patient acknowledges possible sympioms,
Dt i5 somewhat ambivalent in admifttng such changes in bahenvior,
and clearly demies having a mood disordar.

4 Denies any behavior change
Solf-evplamarary. Patient denkes fympioms and bahavior charges.
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Appendix 9

Clinical Global Impression - Bipolar Version

SEVERITY of lliness

Considering your total clinical experience with bipolar patients, how severely ill has
the patient been during the assessment period (the past seven days)?

a. Mania:

0000000

1 = Mormal, not ill (no symptoms, not at all ill)

2 = Minimally ill {minimal symptoms, continued effective functioning)

3 = Mildly ill {low level symptoms, subjective distress, litle to no functional impairment)

4 = Moderately ill (some prominent symptoms, moderate functional impaimment)

§ = Markedly ill (significant symptoms, very substantial functional impairment)

& = Severely ill {very notable symptoms, unable to function in most areas)

T = Very severely lll {(extreme symptoms, completely incapacitated, requining extra care)

b. Depression:

O00000oo

1 = Mormal, not ill (no symptoms, not at all ill)

2 = Minimally ill (minimal symptoms, continued effective functioning)

3 = Mildly ill {low level symptoms, subjective distress, little to no functional impairment)

4 = Moderately ill (some prominent symptoms, moderate functional impairment)

5 = Markedly ill (significant symptoms, very substantial functional impairment)

& = Severely ill (very notable symptoms, unable to function in most areas)

7 = Very severely ill (extreme symptoms, completely incapacitated, requiring extra care)

c. Overall Bipolar lliness:

0000000

1 = Normal, not ill (no symptoms, not at all ill)

2 = Minimally ill {minimal symptoms, continued effective functioning)

3 = Mildly ill {low level symptoms, subjective distress, little to no functional impairment)

4 = Moderately ill (some prominent symptoms, moderate functional impairment)

5 = Markedly ill (significant symptoms, very substantial functional impairment)

& = Severely ill (very notable symptoms, unable to function in most areas)

T = Very severely il (extreme symptoms, completely incapacitated, requiring extra care)
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Change from BASELINE Visit

Compared to the Baseline Visit, how much has the patient changed?

a. Mania:

OO0000 OoOod

1 = Very much improved (all better or nearly all better, very good level of functioning, minimal

residual symploms; represents a very substantial change)

2 = Much improved (notably better with significant reduction of symptoms, increase in the level of

functioning, bul some symploms remain)

3 = Minimally improved (shghtly better with little or no clinically meaningful reduction of symptoms;
represents very litle change in basic chnical status, level of care, or
functional capacity)

4 = No change (symptoms remain essentially unchanged)

5 = Minimally worse (slightly worse but rot clinically meaningful and represents very hittle change in
basic clinical status or functional capacity)
& = Much worse (notably worse with significant increase in symptoms and loss of functioning in
several areas of usual social or occupational roles)
T = Very much worse (distinctly worse with severe exacerbation of symptoms and loss of functioning)

8 = Not applicable (a particular mood state, i.e. mania or depression, cannot be rated at this time
because it has not cocurred durnng this rating penod)

b. Depression:

O

OO0O0o0o0o OaOo

1 =Very much improved (all better or nearly all better; very good level of functioning; minimal

residual symploms; represents a very substantial change)

2 = Much improved (notably better with significant reduction of symptoms; increase in the level of

functioning, but some symptoms remain)

3 = Minimally improved (shghtly better with little or no clinically meaningful reduction of symptems;
represents very litthe change in basic clinical status, level of care, or
functional capacity)

4 = No change (symploms remain essentially unchanged)

5 = Minimally worse (slightly worse but not elinically meaningful and represents very little change in
basic chimcal status or functional capacity)
& = Much worse (notably worse with significant increase in symptoms and loss of functioning in
several areas of usual social or occupational roles)
7 = Very much worse (distinctly worse with severe exacerbation of symploms and loss of functioning)

8 = Not applicable (a particular mood state_ i.e. mania or depression, cannot be rated at this time
because it has not occurred durning this rating penod)
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c. Overall Bipolar lliness:

O 1 = Very much improved (all better or nearly all better; very good level of functioning; minimal

residual symptoms; represents a very substantial change)

2 = Much improved (notably better with significant reduction of symploms,; increase in the level of

functioning, but some symptoms remain)

3 = Minimally improved (slightly better with little or no clinically meaningful reduction of symptoms;
represents very litthe change in basic clinical status, level of care, or
functional capacity)

4 = Mo change (symptoms remain essentially unchanged)

§ = Minimally worsa {slightly warse but not clinically meaningful and represents very little change in
basic clinical status or functional capacity)
& = Much worse (notably worse with significant increase in symptoms and loss of functioning in
several areas of usual social or occupational roles)
7 =Very much worse (distinctly worse with severe exacerbation of symptoms and loss of functioning)

Ooooogo oo

§ = Mot applicable (a particular mood state, L.e. mania or depression, eannot be rated at this time
because it has not occurred during this rating period)
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Appendix 13 Baseline Columbia-Suicide Severity Rating Scale

COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Baseline/Screening Version

Version 1/14/09

Pasner, K.; Brent, D.; Lucas, C.; Gonld, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A.; Oquendo, M.; Mann, J.

Disclaimer;

This scale is intended to be used by individuals who have received training in its administration. The questions contained
in the Columbia-Suicide Severity Rating Scale are suggested probes. Ultimately, the determination of the presence of
suicidal ideation or behavior depends on the judgment of the individual administering the scale.

Definitions of behavioral swicidal events in this scale are based on those used in
Form, developed by John Mann, MD and Maria Oquendo, MD, Conte Center for the Meuroscience of Mental
Disorders (CCNMD), New York State Psychiatric Institute, 1051 Riverside Drive, New York, NY, 10032. {Oquendo

M. A, Halberstam B. & Mann |. |, Risk factors for suicidal behavior: utility and mitations of research instruments. In
M.B. First [Ed.] Standardized Evaluation in Clinical Practice, pp. (03 =130, 2003

For reprints of the C-SSRS contaciPPD Mew York State Psychiatric Institute, 1051 Riverside Drive, Mew
York, New York, |0032; inquiries and tramning requirements contactPPD

© 2008 The Research Foundation for Mental Hygiene. Inc.

Confidential - Proprietary 117Informatio Version 2.0, 21 Dec 2017



Protocol 331-201-00081

leasr sevire and § beirg chee morr severa), Aok abowr twe hehe v foalimg the morr sedcidel

SUTCIDAL IDEATION -

Ask guestions [ amd 2. [f bath are negosive, proceed to “Sufcidal Behmdar = section. I the antwar to quertion 2 is “yes ™, ask l::::::" Past &
quezriang 3, 4 and 5. }f the anrwer 1o quesrion | andier 2 i "yer™, complere " af i “ section bl Mot Swieiaw) | onthis)
1. Wish to be Dead

Saabecn endorses thoughty sbow & wiah 15 be desd 2 et alve eymsoe, or Wik 82 Gl salerp sad a0t walke up. Yer  Me Yeu Mo
Hmmmjwmfﬂ‘ﬂﬂ1.r‘ﬂlwﬂ”ﬂﬂ’d“mﬂ""’.‘ D D D D
If yes. describe:

1. XNow-Specific Active Suicidal Thoughts

General men-uprecie thoughes of warsting 18 eod oo’y life'commmit smicide (o8, 7 e Foaght abons Blling mysal™) wihon fhonghiy of way 8 lall Yer Na Yo Mo
ooesall ansociated meihods, ioteet or plan derny the asues et pansd

1If yes, descnbe:

1. Active Suicidal Ideation with Any Metheds (Not Plan) without Intent to Act

Sphpect endornet thowghin of suacwds s Ta dhought of ot leans one method denny e sssesoment penod This 15 duffevent than & specific plas wd Yei Na Yet No
e place oo mribod details worked ot (0 p . thoupht of method & lall wif et pot o wpecilic plas). Inchoder pervon whe would wy. “T shourhs

abwat raknng an evardase b [ anar made 8 spaoylle plan ar m wha, wikard oo how [wonld senally do i and' | wold Revie o tirough wirs i~ o 4 O 0O
Hove your Beewn ilifnking abeui b yon nrighr do chis?

If yes, describe:

4. Active Suicidal Ideation with Some Intent 1o Act, without Specific Plan

Aetrve vemeidal thoughes of kalling otseself sl vabpest reports haveeg shase wiest 10 821 o quch thoughts, a3 cppeded B 7 A M Tecughes bur I Yes  Ne Yer  Ne
dafinitely will mat ds amything about them

Have voir had these Ihargiis aind had some Inteniion af acting on them? O o o a
1 wes, desenibe:

£ Active Suicidal Ideation with Specific Plan and Intent

Theughes of knlhag ooeseld with detely of plas Sally oo parsally worked om and molpeet has tome wien! 85 STy if oo Yol Ne Yeu No
Have you staried fo work eai or worked ond the detwily af hew io kill yourielf® Do yow fufewd o carre ot dris plan? o O O O
If yes, describe:

INTENSITY OF IDEATION

Tha following features should be rated with respect to the most severe Dpe of ideation (Le, 1-5 from chove, wirh | being the Most Severe | Most Severs

Lifetimes - Most Severe Idearfon:
Tupe # (1-5) Dineription af Ideation
Past & Month - Mot Severe Fdeation:
Fype ® {253 Descriprioe &ff [deansi
Frequency
How many fmes have vor had deere dromghis® S —_
(1} Lew than suce 2 week (2} Oace @ week {3y 25 tumey i week 4] Dy ov abmeas daily ) Many ey vach day
Dhuration
Whiew vou bave the thowgiers hos loag do they Tawr?
(1) Fheeting - few sccads or cusutes [4) 4-8 bormnmont of day
{23 Less thow | Beowr'some of S Sime (37 More Sam § hown pemistent of comtiuony o .
{33 14 bour's ke of noe
Contrallability
Conlf'can you stap thiftnking about Hiling rorrselfl or wairdng fs die if you wans ao?
{1} Esally able b ontral thoughe (41 Cam comtrel theaghts wath a Jot of dSeulry
(pCan contred Bomghts with little &ifSiculty (¥) Unable to controd thoeghte I —_—
{5 Can comtrod ihomphis with some difficulny (9] Dot gt memnpt 10 coamed thowghns
Deterrents
Are these teivgs = auyone or auything fe.g., fomily, reltgion, pein af deark) « thar sropped yeu frone swannig ro die or acing on
Mol of commeiting 1ufcide?
(1} Deterpents defimstely itopped vou from sHemptzg wsoide (4} Devterects mod Biely &id gl tfop vou
2 Drenervenis probably ssepped vou (31 Devearenes dedmanely did st siog you o o
(3} Uneestam that deterrents wepped you () Diesen =t spply

Reavons for Ideation

Wi sover of Perrors i o bave for drimking abors wandmg to die or Eiling voursall? Waes i to ewd the pair or seop tie way
yon were fecling (fa ovlier sowds yon corldm 't go o [iug seid dvis paii or hose for were feelfng) or wias it o ged arseation,
FeVENEE oF & Feaction frow otheri? OF bark?

{1} Comspletedy b el ativahion, prvesie o & rrachion Som otbers (41 Mostly b5 end o wiop e pass (vou coulde’t go o bving
{2 Mastly o get smenmon, revenge of  rescnon from otlers wi the pain on bow you wese feelimg)
{3} Exqually 10 et ineoton., revenpe of & phaction from ctlen aod 1o (3] Compleedy 10 end of mop he pain {you coulda 1 go oo o .
wndviop the pain by witk the pain of Bow you were Sesbng)
{10} Dioen ot apply
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SUTCIDAL BEHAVIOR Past 14
{Chack all that apply. 20 long as these are separare evenis; must ask abour all ppes) Lifetime Momehis)
A:m:latnmpt: Yer  No Yer Mo
Ap iy net d wek e bunst somse wzh 1o die, a2 & resulr oface. Behovics wis = put themph of 33 mwthad te kll sescall O o o O
hﬁiﬂﬂlﬂhﬂhhllﬁ'-uhuﬂ1ﬂ-hhhmﬂhufﬁ-luhm“uﬂwmﬂrﬁf
dovs wot have fo be any injusy ar harm, gt the potestal for wpey or bam I paros pull: sgpe wihals o e @ s bt o s ok
2o Y PR teig 1 camaadered I8 MmERYE
Infemeg Insenr Fven of s inderdns ] darsss ssimewids i doe, 10 moy b mferved chmealhy froen du behuvies o eoromsenees: For emeepls. o
haphly beial act thai i cleaaly mot an scosdent s mo ot méent but tacids can be mfered (e g, pchod i head, neaping S wasdow of 2 lagh
Boce'ziway). Ak, if socmons damses ot by du, bt thary dompler tht what thiry dad comald be lethal, msect moy be mfeered.
Have yon miade 2 imicide amempr”
Hove yon dowe lrrj.'lhi.n; e harm _mr:ﬂf.'
Have yon dowe ln-j.ihi.n; .i'un[ﬂ'ﬂ: srhese vou conld have died? Total #® of Total # of
Whar did yom do? ABempts Attempts
yOu ﬂalrlj'hﬂlﬂwlrb}'f"
Inad you want re div fevem a lmled when pon P
Were yon tryvmg fo end your life whim you____ 7 - -
O did you Heink it was pessible you could have died from ?
Or did you do of purely for other reasons Swithout ANT intention of kallng vour self (ke to relieve siress, foel better, got
sympathy, or got somathang olse fe happen)? (Self-Injunows Bebavaor without suscadal mtent)
If yes, describe: Ye: No Ter Mo
Hat subject engaged in Non-Suicidal Self-Injurisus Behavior? o o o 0o
[mmwudarrmpt Yes  No Yer No
b the peron o d (v am ongtz ey o ) o startng e potenhially velfampariows 2 ¢fmer o shar, acnesl o ol ke o a O O
mwﬂil
Ormydocs: Feron b il m baad b 15 Sopped fom mpetsg. Ooos they mpest any puls, e becomes an, athemnpt rathes than aa mismrupied
it Shesteg Purses hi jfun pested tovnd mlf po= i takan ey by als, & 6 uJ 4 fron pulls g e Ooce thy
:nl.lrhttwn'\-.l.l'hg-tl]swhlunlmmkmumﬂnmum-ﬂ.mmhwhﬂ
Parwon bae poscet amvemed mabck out b gt vt soened o kaeg - 15 sopped from dewng .
Hit theere beew a dtwne when you sarted ro do semethimg to end your Ijfe bur someone or tomething sropped youn befere von Total # of Total # of
actwally did auything i intesrupeed
I vee, deseriba
Abarted Artempr: Yer Mo Yer No
Tibem paron bepns to talo oeps fovwaed makmy 3 nuosds asempt. et thops themeebow. bafors Sy sotally brrs snpaped = 2y wl-destructro D D D D
tetunior Examples av mmmlar v memepted snempt. ancept that the mdriadeal rop bum beral. wotead of beap wopped by cometung o
Hau rhere bovn @ time when you ttarted ro do semerking fo fry to and yeus lfe but you ssopped voursalf before you acmally did Total® of Total # of
anything? whorted whoried
I ves, deerite
Preparatory Acts or Behavior:
Art o prepasyten bewand: sresranly safbing 5 deeads smeepr The e nehids smlung o 5 verbabeanee o Bmgh ek i dicsmhheg 3 Ye:  DNo Yex DNo
speifie mwebod (e g buving gl perchamng & o) o prepansg for ors's death by rmeds (e g, grong dungs sway. wnnng 5 seeds moi). o O o O
Hirve yon takem amy steps towards maktog a swicide amempr ov propaving te Bl ponrself fiuch as collecting pills, petrang a gun,
grviag valuables away ov writing & smictde mote)
1F vae. dasenibe:
Suicidal Behavior: Yer N Tez No
Answer for Actual Antemprts Only m m‘"ﬂ, .
Actaal LechalingAedical Damage: Enter Code Erser Code Enter Code
0 Mo phyuesl dusage or very mmor phyzeeal durnps (o, mfes sosches).
1. Mlmew plrynical dassogs (n.p-, betborpe spesch; Sro-degres burss; meld blesdeg, sprains).
I Mloderaie physical damops: medical anenbon nesded (6, comsoeous bt deepy. somenhat pEponSTE, Ccd-degres
i blwed=g of miner veiial).
1 Misdarmaly sromrs plrviscal duengs; madical beeponliemnee, snd blaly e coss megmeed (6§ comunes witk neflexe
irstney; cheired-npres buerns bess shom 2t of body, sxenaive blood loas bt cas recover, myjes Sncne)
4 Severe pracad damaps merabce! bospuialmanon wiih mascree ca regared G . comatoss wishow midexes; Sad-deges
o ovvmr 20 of hodhy, extenrow blood lons wath metaide viad sy sopor dassage to 2 vtal apea)
|5 Dhawih
Potential Lethakiny: Only Answer if Actual Lethalin=0 Enter Code Erser Code | Emier Code
mmmdmmuumm{ummmmummmmm
potential for very s brthalin put pun i mouth and pulled te mgper b o fuls o fie 5o ne medical damage: laving
o trn Eacks mith cosomesy tran b pullsd ey badoew nen oves)
0= Balforvior pot el to meult m sy
1 w Badriior bikoeby to reml o oy bt see hlceby 1o coma Sesth
3 = Blaknacn Blaly 1o conlt o death decpese svmlable medscal caw - - -
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Appendix 14 Since Last Visit Columbia Suicide-Severity Rating Scale

COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Since Last Visut

Version 1/14/09

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

Disdaimer:

This scale is intended to be used by individuals who have received training in is adminstration. The questions
contained in the Columbio-Suicide Severity Rating Scale are sugpested probes. Ulimately, the determination of the
presence of suicidal ideation or behavior depends on the judgment of the individual administering the scale.

Definitions of behavioral suicidal events in this scole are based on those used in The Columbig Suicide History
Form, developed by John Mann, MD and Maria Oguende, MD, Conte Center for the Neuroscience of Mental
Disorders (CCNMD), New York Seate Psychiatric Institute, 1051 Riverside Drive, New York, NY, 10032, {Oquendo M.
A, Halberstam B. & Mann |. |, Risk foctors for suicidal behavior: utility and lmitations of research instruments. In MB,
First [Ed ] Standardized Evaluation in Clinical Practice, pp. 103 -130, 2003

For reprints of the C-55RS contacPPD New York State Psychiatric Institute, 051 Riverside Dirive, New

York, New York, 10032; inquiries and training requirements contactPPD

£ 2008 The Research Foundation for Mental Hygiene, Inc.
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INTENSITY OF IDEATION

The following featwres showld be rared with respect ro the mast severe npe of ideation (L., J-3 from above, with | being the

least severe and § being the most severel. Most

Meosi Severe Ideation: Severe
Type & (1-5) Deseripiion af Ideatian

Frequency

Heow many tioves have you had these thoughis? —

(1) Less than onoe 3 week (2} Omoe 3 week  (3) 2-5 tanwes ia week  (4) Dby of almwost daly  (5) Many times each day

Duration

When you have the thoughts how long do they lase?
(1) Fleeting - few seconds or mismtes {4) 4-8 howrs/'moat of day
(2) Lews than 1 hous'some of the tinse {5) Mare than § bouss periastent of continaous
(3 -4 bougs/s lot of tne

Comtrollatsility
Could'can vou stap thinking abourt Eilling vourself or wanting to die if vou want fo?

(1) Easly able to contral thoughts {4) Casm control thoughts with a bot of daffculny o
(2) Can control thowghes with Litthe difficuley {5) Unable to control thoughts
3t[‘m:mtm1mh_hmﬂ1m-ﬁlﬁmln' m]mumwmﬂm_mgn

Detervents

Are there things - anyone or anyihing (e.g., family, religion, pain of death) - i stopped you from seanting o die or
acting on thoughts of connining suivide?

(1) Deterrents definstely stopped you from pling suicsde {4) Deterrents most likely ded mot stop you .
(2} Deeterrents probably stopped you {5) Deterrents definitely did not stop you
(3} Usoerain that detervents stopped vou (0] Doy net apply

Reasons for Ideation

What sort of reasons did you have for thinking abour wanting to die or Killing yourselfT Was it fo end the pain or stop
thie way you were feeling fin other words you couldn 't go on lving with this pain or how you were feeling) or was it 1o
gl afteniion, revenge or a reaction from ofhers? Or both*

(1) Complecly 1o pet anention, fevenge of a reaction from others  (4) Mostly so end or stop the paimn (you coulda’t go on lnvaiag with the

(2) Mostly to get attenticn, revenge or 2 reaction from others pai= of bow vou were feeling) —
(3) Equally to get alteninon. revenge of a reachon from others and  {5) Completely to end or stop the pam (you couldn’t go on hving
o end sop thee pain with the pain or how you wene feeling)
10} Does not apply
INTENSITY OF IDEATION
The following featwres showld be rared with respect ro the most severe npe of ideation (L., I-3 from above, with | being the
leass severe and § being the most severel. Most
Most Severe Ideation: Severe
Type & (1-5) Descripiion of Ideatian

Frequency
How many tfoves have youw bad chese thoughes? —

(1) Less than once 3 week  (2) Omoe 3 week  (3) 2-5 amwes ia week  (4) Dby of almwost daly  (5) Many times each day

Duration

Whren you have the thowghts how long do they lase?
(1) Fleeting - few seconds or mismtes {4) 4-8 howrs/'moat of day
(2) Lews than 1| hous'somne of the tinse {5) Mare thas § botuss periastent of continois
() 14 bours'a lot of tme

Comtrollabsility
Could'can you siap ihinking about Eilling vourself or waniing to die if veu wani io?

{1} Easily abde 1o control thenghts {4) Cam control theughts with a bot of dafficulry -
(2) Can control thowghes with Litte duffsculey {5) Unable to control thoughts
lt['m:mun]mh_hmﬂtmﬁlﬁnm" m]mummmwn

Detervents

Are there things - anyone or anyihing (e.g., family, religion, pain of death) - i stopped you from seanding o die or
acting on thoughts of coniniintiing sufeide?

(1) Deterrents definstely stopped you from pting sucsde {4) Deterrents most likely ded ot stop you J—
{2} Deeterrents probably stopped you {5) Detervents definitely did not stop you
(3} Unoertain that detervents stopped you (0} Doses not xpply

Reasons for Ideation

What sort of reasons did you have for thinking abour wanting to die or killing yourselfT Was it fo end the pain or stop
thie way youl ware feeling (i other words you couldin 't go ow lving with this pain or how you were feeling) or was i o

g affention, revenge or a reaction from others? Or both™
(1) Complecly 1o pet anention, fevenge of a resction from others  (4) Mostly so end or stop the pain (you coulda’t go on lnvaiag with the

(2} Mostly to get artemticn, revenge of  rexction from cthers pain of kow vou were feeling) -
(3) Equally to get atteninon. revenge of a reachion from others and  {5) Completely to end or stop the pam {you couldn't go on hving
to endvtop tlse pain with the pain of how you wene foeling)
() Dees net apply
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MMMW&EMWEWWHWFMﬁWM while hving oo schaad medical dumage, had potestial for very
senoias bethality: pat gus m moath and pulled the trgger bat gun fals 1o fire $0 5o medical damage; Living on tras tracks nath oocomng tram
but pralled anay before nm over)

0= Behavaor not blely to result m mjury

1 = Behavvor ikely to result in imjury but pot likely to camse death

2 = Behaveor likely to result m death despite avalable medical care

SUTCIDAL BEHAVIOR Simce Last
(Chack ol thar grply. 20 long o these ore saparate ovets: muct azk obous all npes) Visit
Actual Artempa:
A potestially self-imjunous act compubied with at beast some wish to die, ar a resulr of act. Behavor was in part thought of as method te kill Ve No
onesell Intent does not have to be 1007, If there is imtena'dexire to die associated with the act, then it can be contidered an actual suscide O O
wsivemnpt. There does wot bave to be any fnfury or , jast thee pobesitial or mjary o harm. If person pulls tigger while gus is in meath
Tt o 35 broken 50 2o mjury results, ths is consadered an attempt
Inferning Intext: Even if an mdividual demues intent'wish 1o die, it may be infemred chinscally from the behnaor or crcumstances. For example, o
haghly bethal 2t that is clearly not an sccident 20 mo other intent but naicide can be {e.g.. punshet to head, jumping Erom window of a
hagh flecr'story). Also, if someons dezies mient 1o die, but they thought that what they did could be bethal, imtent maay be infermed.
Have von made a swicide artempt ?
Have yon done amvithing io harm yourself?
Have you done mnvthing dangerons where you could have died? Total # of
T Tras did yon do? Apempts
D yomn s way fo emd your life?
Did yor want fo die (even a Bile) whew you__ .’ —_—
Were you irying te end yonr life when yon_____
Or Did you think it was pessible von conld have d'llrd'ﬁm r
Or did von do it purely for other reasons S withont ANT intention qr'mﬁug yourself fiike 1o relleve siress, feel better, pet
wmpatley, or getf something else ro happen)? (Self-lnjunous Bebavior nathout suicidal mbent)
If yes, describe: Tes No
Has subject engaged in Non-Suicidal Self-Injurious Behavior? O 0O
Inferrupied Arempr:
ﬂhhmnmhmmmmﬂ&msmhm&fﬁmIctig"mrﬁrrhr,afruﬂ!arWumH Ye: No
have occurred)
Crverdose: Person bas palls m hand bat 15 stiopped fiom mgestng. Once they impest any pills. this beconses am atiempt rather than an mberrupted o o
I'I‘Il.'mpl SBa-nhn; ths;mpomhdtﬂwndul{_g;lmuhkmmq'h‘mmdﬂ,wumhwpﬂrnhd&m g tngger Ohace
mﬁnmlﬂh ﬁ.ll:mﬁm |l1:mﬂ:ml.hwmg Pmnpmnd.lupmp.lspﬁedlndhbm ﬁ'nmlﬂ'lp
Hi.mw Person bas noose around peck Tt has not yet to hang - 15 stopped fom doang 5o
Has there been a fime when vou started 1o do something fo end your life but someone or something sropped von before vou Total #of
actually did amything? wiemapted
If yes, describe:
Aborted Amempt: Yer  No
When person begins to take seps toward making o sucide stbempt, but stops themselves befone they acraally have emgaged m amy self-
desmuctve bebavier. Examples are sumlar to internapoed atempts. except that the mdradual stops him berseld. matead of beng stopped by o o
something elve. Total # of
Has there been a fime when yon starfed to de something fo fry fo end your life but you stopped yourself before von acinally Ahormed
did anyileing?
EI!'T:gd:scnbe: [
Prepararory Aces or Behavior: .
Acts or whwnﬁmmﬂﬂlmkmglnmdrutmpt :-:mm.:hchm‘ﬂung; vndlitih!mbmuwnr;hu Yes Mo
Hmmm&; buayimg palls, purchasing a gus) or prepasing for one’s death by suicide (e.g. pving tings away, writing a O O
sacide nete)
Have you taker any steps fowards making a snicide aniempt or preparing to kil vowrself (soch as collecting pills, gewing a
gun, giving valuables away or writing a snicide more)?
If yes, describe:
Suicidal Behavior: T No
Sucrdal behaviar was present dunmg the assesiment pened? O O
Subchde: Ve Xo
O 0O
Mot Lathal
Answer for Actual Arempis Only o
Acmual Lethalioy Medical Damage: Enter Code
0. No phryscal damage o7 very munor physical damage (e g.. surface scraiches)
1. Mizor ployacal damage (e.g. speech; first-degree burns; muld bleeding. sprams).
2. Moderate phyvsical dapage; medical attention peeded (e g, consowous but sleepy, somewhat respeasive; second-degres bums; bleeding of
major vessel)
] Mudnlhl}'mmph:.m:ldm# ﬂdxﬂ!hﬂqﬂhlq:bmmdbkd}. muwﬂmrpqnwdf:g comatose with reflexes minct: thard- D
burns less than 30% of body; extensove blood boss but can recover, major fractures).
4. Severe phrysacal damage; madicol bospatalization with istensave care required (e g, comatose without reflexes: thard-degres barns over J0%
of body; extensive blood loss with unstable vital ugp:'mprdm.a:ﬂu-anh]nﬂ}
| 3. Death
Pmn.rhl Lethaliry: Ounly Answer if Acmal Lethality=0 Enter Code
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Appendix 15 Protocol Amendment(s)/Administrative Change(s)
Amendment Number: 1

Issue Date: 21 Dec 2017

PURPOSE:

The purpose of amending the Protocol 331-201-00080, issued 24 May 2017, was to:

Update the document with minor wording revisions for grammatical and
administrative clarification

Remove an incorrect exclusion criteria in Section 3.1

Add clarifying details on administration of the Clinical Global Impressions — Bipolar
Scale assessment

Add information on retesting subjects with elevated lithium, valproate, or
carbamazepine at screening

Add information on use of anticholinergics

Update the efficacy scales in the appendices to match the licensed versions currently
available

BACKGROUND:

The rationale for the changes in this protocol amendment is as follows:

The exclusion criteria of > 30% decrease in YMRS between screening and baseline
was removed from Section 3.1 because the criteria was inadvertently left in the
document from earlier drafts of the protocol. This criteria was removed in all other
sections of the protocol and this removal is an administrative change only.

Instructions were added to clarify how the 2 different parts of the alternate version of
the CGI-BP should be administered. Specifically, there is no change to the way the
Severity of Illness portion of the CGI-BP is administered. The CGI-BP Change from
Baseline portion of the scale uses the baseline visit as the frame of reference. At each
visit subsequent to baseline visit, the subject is scored based on change from the
baseline visit. In the previous version of the scale, the reference point was "preceding
phase" and this caused some confusion among raters. As a result, the version of the
CGI-BP that uses “change from baseline” was used to avoid any confusion about the
point of reference will be used

The use of anticholinergics was intended from the beginning of study, as this is
consistent with current clinical practice, but was omitted by accident in original
version of the protocol. This change is not based on any new findings from the
ongoing studies.
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e The efficacy scales in the appendices were updated to match the licensed versions
currently available. No changes to the scale grading system or scoring were made,
and the correct versions of the scales have been used since the initiation of the trial

MODIFICATIONS TO PROTOCOL.:

General Revisions:

All changes by section are provided below.

Sectional Revisions:

F

Version No.: 1.0

Section 3.1,
Type/Design of Trial

Location Old Text Updated Text

Title Page A Multicenter, Randomized, Double- | A Multicenter, Randomized, Double-
blind Trial of Brexpiprazole versus blind Trial of Brexpiprazole versus
Placebo for the Acute Treatment of Placebo for the Acute Treatment of
Manic Episodes, With or Without Manic Episodes, With or Without
Mixed Features, Associated With Mixed Features, Associated With
Bipolar I Disorder Bipolar I Disorder

Title Page Issue Date: 24 May 2017 Issue Dates:

Original Protocol: 24 May 2017
Date of Amendment 1: 21 Dec 2017

Version No.: 2.0

Screening Phase: An interactive web
response system (IWRS) will be used
to obtain an identification (ID)
number for each subject with
documented consent.

Screening Phase: An interactive web
response system (IWRS) or
equivalent will be used to obtain an
identification (ID) number for each
subject with documented consent.
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effort should be made to complete
the Day 21/ET assessments as soon
as possible and prior to starting any
new medication or treatment.
Subjects who complete all trial visits
through the Day 21 visit may be
offered entry into an optional open-
label rollover trial. Subjects who do
not enter the open-label trial will be
followed up for safety reasons via
telephone contact or in clinic visit 21
( 2) days after the last dose of IMP.
This contact also applies to subjects
who are withdrawn prematurely from
the trial.

Location Old Text Updated Text
Section 3.1, Treatment Phase: Following the Treatment Phase: Following the
Type/Design of Trial | screening period, subjects who meet | screening period, subjects who meet
all inclusion criteria, including a all inclusion criteria, including a score
score of > 24 on the Young-Mania of > 24 on the Young-Mania Rating
Rating Scale (YMRS)? at screening Scale (YMRS)? at screening and
and baseline, and meet none of the baseline, and meet none of the
exclusion criteria, including > 30% exclusion criteria, will be randomized
decrease in YMRS between in a 1:1 ratio to receive either placebo
screening and baseline, will be or brexpiprazole for 3 weeks.
randomized in a 1:1 ratio to receive
either placebo or brexpiprazole for
3 weeks.
Section 3.1, Follow-up Phase: 1f any subject Follow-up Phase: 1f any subject
Type/Design of Trial | discontinues the trial early, every discontinues the trial early, every

effort should be made to complete the
Day 21/ET assessments as soon as
possible and prior to starting any new
medication or treatment. Subjects
who complete all trial visits through
the Day 21 visit and had no major
protocol violations may be offered
entry into an optional open-label
rollover trial. Subjects who do not
enter the open-label trial will be
followed up for safety reasons via
telephone contact or in clinic visit 21
(£ 2) days after the last dose of IMP.
This contact also applies to subjects
who are withdrawn prematurely from
the trial.

Section 3.4.1,
Informed Consent

Any other parties required by the
IRB/IEC (trial site staff, witnesses, or
legally authorized representative) are
also required to sign electronically
and these signatures will be stored
with the electronic ICF in accordance
with the ICH GCP Guideline and
local regulatory
requirements/guidelines. These
signatures cannot be altered,
removed, or copied.

Any other parties required by the
IRB/IEC (trial site staff, witnesses, or
legally authorized representative) are
also required to sign electronically and
these signatures will be stored with the
electronic ICF in accordance with the
ICH GCP Guideline and local
regulatory requirements/guidelines.
These signatures cannot be altered,
removed, or copied. In the event
electronic ICFs are not allowed per
local or country regulations, a paper
consent will be utilized.

Table 3.4.3-1,
Exclusion Criteria 12

Subjects with serum concentrations
of lithium > 0.6 mmol/L, serum
concentrations of valproate > 50
pg/mL, or serum concentrations of
carbamazepine > 4 pg/mL (may be
reassessed at randomization, if
necessary).

Subjects with serum concentrations of
lithium > 0.6 mmol/L, serum
concentrations of valproate > 50
pg/mL, or serum concentrations of
carbamazepine > 4 pg/mL (if any of
these parameters are outside of the
listed exclusionary range, they may
be reassessed prior to randomization,
if necessary).
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Location Old Text Updated Text
Table 3.7-1 Changes to Table 3.7-1 are summarized on the next page and are indicated by
bold, underlined text.
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Table 3.7-1

Schedule of Assessments

. a
Screening

Double-blind Treatment Phase

Follow-upc

Day -14 to -1

Baseline
(Day 1)

Day 4
(1 day)

Day 7
(1 day)

Day 14
(1 day)

Day 21/ET”
(£ 2 days)

21 (+2) days
after last dose

Screening Assessments and Randomization

Informed Consentd

X

Demographics

Medical History

Psychiatric History

MINI

Concomitant Medications®

Inclusion/Exclusion Criteria

| A A A A

Randomization

slks

Efficacy Assessments

yMRs!

CGI-BP2

LI

I

. < 4

Safety Assessments

Physical Examination®

Vital Signsi

Body Weight

12-lead ECGL

Clinical laboratory tests
(hematology, serum chemistry,

urinalysis), including prolactinl-(

S ] | A

S AR A A (A 4

HbA 1
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Table 3.7-1 Schedule of Assessments
Screeninga Double-blind Treatment Phase Follow-upc
Day -14 to -1 Baseline Day 4 Day 7 Day 14 Day 21 JET? 21 (£ 2) days
(Day 1) (1 day) (1 day) (1 day) (+ 2 days) after last dose
TSH, with reflex to T4 if TSH X X
is abnormal
Coagulation parameters (PT, X X
aPTT, INR)E
Lithium, Valproate, X
Carbamazepine Levels!
HIV, HBsAg, and anti-HCV X
Pregnancy Test™ X X X
Drug Screen® X X
Blood Alcohol Test® X X
C-SSRS? X X X X X X
AEsE X X X X X X X
Other
IMP dispensingx X X X X
IMP accountability X X X X
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aPTT = activated partial thromboplastin time; HBsAg = Hepatitis B surface antigen; Anti-HCV = Antibodies to hepatitis C virus; INR = International
Normalized Ratio; T4 = free thyroxine; TSH = thyroid-stimulating hormone.

3Screening begins when the ICF is signed and will take place between Day —14 and Day —1; however, screening procedures should be initiated with a
sufficient amount of time allotted in order to obtain laboratory results and ECG results from the central reader prior to randomization. Review of
inclusion/exclusion criteria at baseline will be based on assessments performed during screening. Hospitalization will begin with the signing of the ICF for
subjects who are not already hospitalized at the initial screening visit. Note: In the rare circumstance when a subject must leave the inpatient facility
temporarily (eg, family emergency or doctor visit), a temporary day pass may be granted. For such a request, sites must first contact the medical
monitor for explicit authorization and guidance on procedures. A medical monitor approved day pass is good for the day requested only, and

subjects must return to the site the same day (eg, in the evening).

be a subject discontinues prematurely before Day 21, procedures noted for Day 21 must be completed at the ET visit.

“Consists of telephone contact or clinic visit (investigator’s discretion) for evaluation of safety 21 days after the last dose of IMP and applies only to subjects
who do not enter the optional open-label rollover trial.

dInformed consent must be obtained prior to any trial-related procedures.

CAll medications taken within 30 days of screening will be recorded. In addition, all prescription and non-prescription medications taken during the trial will
be recorded as concomitant medications.

fTo be eligible for the trial, subjects must have a YMRS score > 24 at screening and baseline.

by include measurement of height at screening only and waist circumference at screening and Day 21.

Wital signs include body weight, body temperature, systolic blood pressure (SBP), diastolic blood pressure (DBP), and heart rate. Blood pressure and heart
rate will be measured in the following order: supine and standing after the subject has been in each position for at least 3 minutes. Vital signs scheduled
for the same visit as blood samples are to be completed before blood is drawn.

IStandard 12-lead ECGs will be performed after the subject has been supine and at rest for > 5 minutes prior to the ECG. A central ECG service will be
utilized to review all ECGs in order to standardize interpretations for the safety analysis. In addition, ECG results will be evaluated at the investigational
site to monitor safety during the trial. Any screening ECG with abnormal result(s) considered to be clinically significant should be repeated to confirm the
finding(s) before excluding the subject from the trial. Subjects will be randomized based on screening ECG results from the central reader and baseline
ECG results from the trial site. If the baseline ECG results from the central reader, when available, indicate a QT interval corrected for heart rate by
Fridericia’s formula (QTcF) > 450 msec in men and > 470 msec in women, unless due to ventricular pacing, at baseline, the investigator must contact the
medical monitor to discuss the subject’s continued participation in the trial. ECGs scheduled for the same visit as blood samples are to be completed before
blood is drawn.
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l-(Subj ects must be fasting for a minimum of 8 hours prior to blood draws for screening laboratory assessments, if at all possible. If fasting blood samples are
not feasible at screening, nonfasting blood samples may be obtained initially for determining eligibility for the trial. Clinical laboratory tests must be drawn
after a minimum 8-hour fast at Day 21/ET. Vital sign and ECG assessments should be completed before any blood samples are collected.

lIf lithium, valproate, or carbamazepine levels are outside of the listed exclusionary range, they may be reassessed prior to randomization.

LN positive urine pregnancy test results must be confirmed by a serum test. Subjects with positive urine and serum pregnancy test results at screening must
not be enrolled. Subjects with positive urine and serum pregnancy test results during the trial must discontinue treatment and be withdrawn from the trial.
Pregnancy tests can be performed at any point during the trial if pregnancy is suspected.

B A urine drug screen and a blood alcohol test are required at the designated times, but either or both can be conducted at any time during the trial at the
discretion of the investigator.

®The “Baseline/Screening” C-SSRS form will be completed for all subjects at screening to determine elgibility and the “Since Last Visit” C-SSRS form will
be completed at the baseline visit to assure that the subject continued to qualify for the trial. Any subject with suicidal ideation within the last 6 months,
suicidal behaviors within the last 2 years, or who in the clinical judgment of the investigator presents a serious risk of suicide should be excluded from the
trial (see Table 3.4.3-1). The “Since Last Visit” C-SSRS form will be completed at all visits after the baseline visit.

BAdverse events will be recorded starting after the subject signs the ICF.

LSite staff will provide IMP to hospitalized subjects daily from assigned blister cards. If a subject is discharged at Day 14, the site should counsel the subject
on the importance of taking IMP as directed.
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Section 3.7.1.1,
Screening (Day -14 to

_1)

After a subject has provided consent,
sites will obtain a subject ID number
for the subject by accessing the
IWRS.

After a subject has provided consent,
sites will obtain a subject ID number
for the subject by accessing the IWRS
or equivalent.

Section 3.7.1.1,
Screening (Day -14 to

-1

e Blood samples for clinical
laboratory tests (hematology,
coagulation parameters, and
serum chemistry, including
prolactin, HbAlc, and thyroid-
stimulating hormone [TSH] with
reflex to free thyroxine [T4] if
the result for TSH is abnormal,
and lithium valproate and
carbamazepine levels) should be
drawn after a minimum 8-hour
fast at screening. See Table
3.4.4-1 for exclusions based on
outcome of screening clinical
laboratory tests. Note: if
lithium, valproate, or
carbamazepine levels are outside
of the listed exclusionary range,
they may be reassessed prior to
randomization.

e Blood samples for clinical
laboratory tests (hematology,
coagulation parameters, and
serum chemistry, including
prolactin, HbAlc, and thyroid-
stimulating hormone [TSH] with
reflex to free thyroxine [T4] if the
result for TSH is abnormal, and
lithium, valproate, and
carbamazepine levels) should be
drawn after a minimum 8-hour
fast at screening. See Table 3.4.4-
1 for exclusions based on
outcome of screening clinical
laboratory tests. Note: if
lithium, valproate, or
carbamazepine levels are
outside of the listed
exclusionary range, they may be
reassessed prior to
randomization.

Section 3.7.1.4,
Treatment Phase -
Day 4

The following procedures will be
performed on Day 4:

The following procedures will be
performed on Day 4 (x 1 day):

Section 3.7.1.5,
Treatment Phase -
Day 7

The following procedures will be
performed on Day 7:

The following procedures will be
performed on Day 7 (+ 1 day):

Section 3.7.1.6,
Treatment Phase -
Day 14

The following procedures will be
performed on Day 14:

The following procedures will be
performed on Day 14 (+ 1 day):

Section 3.7.1.7, End
of Treatment Phase -
Day 21/Early
Termination Visit

Not applicable (newly added text)

All subjects will undergo a complete
evaluation at Day 21 (+ 2 day). In
addition, Day 21 evaluations are to
be completed for any subject
withdrawn at any time after
randomization into the trial.
Attempts should be made to
complete all evaluations,
particularly efficacy assessments,
for the Day 21/ET visit prior to the
administration of any new
psychotropic medications.
However, if the subject receives a
new rescue medication for
worsening manic symptoms prior to
ET procedures prior to the Day
21/ET procedures, no efficacy
assessments should be performed.

The following procedures will be
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performed on Day 21(% 2 day) or the
ET visit:

Section 3.7.2.2,
Clinical Global
Impression - Bipolar
Version

The scale rates the subject’s severity
of illness (CGI-BP severity of illness:
mania, depression, and overall
bipolar illness) and Change from
Preceding Phase (CGI-BP change
from preceding phase: mania,
depression, and overall bipolar
illness) based on a 7-point scale.

The scale rates the subject’s Severity
of Illness (CGI-BP Severity of Illness:
mania, depression, and overall bipolar
illness) based on a 7-point scale and
rates the subject’s Change from
Baseline (CGI-BP change from
baseline: mania, depression, and
overall bipolar illness) based on a 7-

Section 3.7.3.2,
Clinical Laboratory
Assessments

Reports from the central laboratory
should be filed with the source
documents for each subject. The
central laboratory will provide
laboratory results to the sponsor
electronically.

The central laboratory will provide
laboratory results electronically.

Section 3.8.3.1,
Treatment
Interruption

No treatment interruptions are
permitted in this trial.

All attempts should be made to
avoid treatment interruption during
the trial. For subjects who have an
interruption of treatment, the
investigator or designee will contact
the medical monitor as soon as
possible. The investigator and
medical monitor will come as
quickly as possible to a joint
decision regarding the subject’s
continuation in the trial. This
decision will be documented by the
investigator and the medical
monitor. The treatment
interruption will be recorded via
eSource and also recorded as a
protocol deviation (Section 3.13).
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Section 3.13, Protocol
Deviations

In the event of a significant deviation
from the protocol due to an
emergency, accident, or mistake (eg,
violation of informed consent
process, IMP dispensing or subject
dosing error, treatment assignment
error, subject enrolled in violation of
eligibility criteria or concomitant
medication criteria), the investigator
or designee will contact the sponsor
at the earliest possible time by
telephone. The investigator and
sponsor will come as quickly as
possible to a joint decision regarding
the subject’s continuation in the trial.
This decision will be documented by
the investigator and the sponsor, and
reviewed by the site monitor.

In the event of a significant deviation
from the protocol due to an
emergency, accident, or mistake (eg,
violation of informed consent process,
IMP dispensing or subject dosing
error, treatment assignment error,
subject enrolled in violation of
eligibility criteria or concomitant
medication criteria), the investigator or
designee will contact the medical
monitor at the earliest possible time
by telephone. The investigator and
medical monitor will come as quickly
as possible to a joint decision
regarding the subject’s continuation in
the trial. This decision will be
documented by the investigator and
the medical monitor, and reviewed by
the site monitor.

Section 4.1,
Prohibited
Medications

However, subjects whose last
injection of antipsychotic occurred at
least one full cycle (based on the
prescribing label) before the initial
screening visit are eligible to enter
the 14-day screening period if at least
one full cycle plus 1/2 cycle (length
of 1 cycle based on the prescribing
label) will have elapsed before
randomization. Other therapies
restricted or prohibited prior to
enrollment and during the trial are
presented in Section 4.2.

However, subjects whose last injection
of antipsychotic occurred at least one
full cycle (based on the prescribing
label) before the initial screening visit
are eligible to enter the 14-day
screening period if at least one full
cycle plus 1/2 cycle (length of 1 cycle
based on the prescribing label) will
have elapsed before randomization.
Subjects with serum concentrations
of lithium > 0.6 mmol/, valproate >
50 pg/mL, or carbamazepine > 4
pg/mL at screening may repeat a
clinical laboratory test for these
parameters prior to randomization.
The results of the additional test will
be reviewed and confirmed before
the subject can be randomized into
the trial. Other therapies restricted or
prohibited prior to enrollment and
during the trial are presented in
Section 4.2.

Section 4.2, Other
Restrictions

Not applicable (newly added text)

Anticholinergics are permitted for
the treatment of EPS up to a
maximum of 4 mg/day benztropine
or its equivalent and propranolol is
permitted for akathisia or tremor
up to a maximum of 20 mg 3 times
daily (total of 60 mg/day). Sites
should only utilize medications that
are approved for these indications in
their respective countries.
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Section 5.1,
Definitions

Pregnancies are also defined as IREs.
Although normal pregnancy is not an
AE, it will mandate IMP
discontinuation and must be reported
on an IRE form to the sponsor.
Pregnancy will only be documented
on the AE ePlatform if there is an
abnormality or complication.

Pregnancies are also defined as IREs.
Although normal pregnancy is not an
AE, it will mandate IMP
discontinuation and must be reported
on the clinical trial pregnancy and
breastfeeding form, or other
designated form, to the sponsor.
Pregnancy will only be documented on
the AE ePlatform if there is an
abnormality or complication.

Section 5.2, Eliciting
and Reporting
Adverse Events

All AEs (serious and nonserious)
reported by the subject must be
recorded within the esource provided
b

the sponsor.

Section 7.4.2,
Secondary Endpoint
Analysis

All AEs (serious and nonserious)

reported by the subject must be

recorded within the eSource platform
rovided by the sponsor.

Appendix 7, Young-
Mania Rating Scale

Assessment updated to the latest version.
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Agreement

I, the undersigned principal investigator, have read and understand the protocol (including the
Investigator's Brochure) and agree that it contains all the ethical, legal and scientific information
necessary to conduct this trial in accordance with the principles of Good Clinical Practices and as
described herein and in the sponsor's (or designee's) Clinical Trial Agreement.

| will provide copies of the protocol to all physicians, nurses, and other professional personnel to
whom | delegate trial responsibilities. | will discuss the protocol with them to ensure that they are
sufficiently informed regarding the investigational new drug, brexpiprazole (OPC-34712), the
concurrent medications, the efficacy and safety parameters and the conduct of the trial in general.
| am aware that this protocol must be approved by the Institutional Review Board (IRB) or receive
a favorable opinion by the Independent Ethics Committee (IEC) responsible for such matters in
the clinical trial facility where brexpiprazole (OPC-34712) will be tested prior to commencement of
this trial. | agree to adhere strictly to the attached protocol (unless amended in the manner set
forth in the sponsor's Clinical Trial Agreement, at which time | agree to adhere strictly to the
protocol as amended).

| understand that this IRB- or IEC-approved protocol will be submitted to the appropriate
regulatory authority/ies by the sponsor. | agree that clinical data entered on case report forms by
me and my staff will be utilized by the sponsor in various ways, such as for submission to
governmental regulatory authorities and/or in combination with clinical data gathered from other
research sites, whenever applicable. | agree to allow sponsor and designee monitors and
auditors full access to all medical records at the research facility for subjects screened or enrolled
in the trial.

| agree to await IRB/IEC approval before implementation of any substantial amendments to this
protocol. If, however, there is an immediate hazard to subjects, | will implement the amendment
immediately, and provide the information to the IRB/IEC within the required local applicable
timelines. Administrative changes to the protocol will be transmitted to the IRB/IEC for
informational purposes only, if required by local regulations.

| agree to provide all subjects with informed consent forms, as required by the applicable
regulations and by ICH guidelines. | agree to report to the sponsor any adverse experiences in
accordance with the terms of the sponsor's Clinical Trial Agreement and the relevant regional
regulation(s) and guideline(s). | further agree to provide all required information regarding
financial certification or disclosure to the sponsor for all investigators and sub-investigators in
accordance with the terms of the relevant regional regulation(s). | understand that participation in
the protocol involves a commitment to publish the data from this trial in a cooperative publication
before publication of efficacy and safety results on an individual basis may occur, and | consent to
be acknowledged in any such cooperative publications that result.

Principal Investigator Print Name Signature Date
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