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Protocol Synopsis
Name of Sponsor: Otsuka Pharmaceutical Protocol No.:
Development & Commercialization, Inc. 331-201-00080
Name of Investigational Medicinal Product: IND No.: 134115
Brexpiprazole (OPC-34712) EudraCT No.-
2017-002222-20

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 ~ Phase 3/Therapeutic use
Type:

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  Subjects with bipolar I disorder, diagnosis will be confirmed

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

regimen, Treatment brexpiprazole (or placebo) on Day 4. Subjects may be titrated
period, Formulation,  (or re-titrated) to a higher dose of brexpiprazole (or placebo),
Mode of up to a maximum of 4 mg/day, based on treatment response
Administration: 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.

Efficacy: YMRS, Clinical Global Impression-Bipolar

(CGI-BP),

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

Trial Assessments:

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

Criteria for Primary Endpoint: Change from Baseline to Day 21 of the
Evaluation: 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
randomized subjects who took at least 1 dose of IMP in the
double-blind treatment phase and who have both a baseline
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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

n each treatment arm).

In order to ensure 304 evaluable subj ects,_
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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.®

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-HT 4 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 aip,»c with
affinity in the same subnanomolar K; range (Ki: 0.2 - 0.6 nM). The 5-HT;4/D> receptor
partial agonist activity in combination with 5-HT»4 and ais/2c receptors antagonism of
brexpiprazole may correlate with antipsychotic and antidepressant efficacy, reduced
impulsive behavior, and cognitive improvement.” 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).”
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1.2 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
monotherapy for the treatment of schizophrenia.

1.3 Known and Potential Risks and Benefits

Phase 1 data indicated that brexpiprazole demonstrated good safety and tolerability when
administered to healthy volunteers at single doses of 0.2 to 6 mg and at a repeated dose of
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

2.1 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 divalproex®**>

Brexpiprazole is a novel antipsychotic that is a serotonin-dopamine activity modulator
and is 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 331-201-00080 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
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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)® 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: If 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) E
N
< Placebo
= i N
(n =320 randomized) 2 (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
Screening/Check-in phase. 1

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.

3Subjects 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 7.21P
Brexpiprazole 2 mg 3mg 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)*!°

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.

3.4 Eligibility Criteria
3.4.1 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.

w
B
N

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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343 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
1. | 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.
2. | Females who are breastfeeding and/or who have a positive pregnancy test result prior to receiving
IMP.
Target Disease
3. | 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.
4. | 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.
5. | 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.
6. | Subjects with manic symptoms that are better accounted for by another general medical condition
or direct physiological effects of a substance (eg, medications).
7. | Subjects considered unresponsive to clozapine or who are only responsive to clozapine.
8. | Subjects with bipolar I disorder who are considered resistant or refractory to treatment for manic
symptoms by history.

9. | Subjects who have had electroconvulsive treatment within the past 2 months.
10. | 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 pug/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.
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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>

e AST>2x 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;
IDDM = insulin-dependent diabetes mellitus; OTC = over-the-counter; QTcF = QT interval corrceted
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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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3.5.3

3.54

3.5.5 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.

B (i C-SSRS will be used to assess and classify reported suicidal behavior.
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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

Double-blind Treatment Phase

Screeningz1 Follow—upc

Day -14 to -1 Baseline Day 4 Day 7 Day 14 Day 21/ET 21 (£ 2) days
(Day 1) (= 1 day) (£ 1 day) (£ 1 day) (2 days) after last dose

Screening Assessments and Randomization
X

Informed Consentd
Demographics
Medical History
Psychiatric History
MINI

Concomitant Medications®
Inclusion/Exclusion Criteria

A A ] A

<

Randomization

<

Efficacy Assessments
yMRs! X
| CGI-BP®

Safety Assessments

|
. < <
|

Physical Examination”
Vital Signs'

Body Weight

12-lead ECG

Clinical laboratory tests
(hematology, serum chemistry,

~
»
>~
>

| | A x| I < | <

T R A R

urinalysis), including prolactink
HbAlC X X
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16.1.1 Protocol and Protocol Amendments

Table 3.7-1 Schedule of Assessments
S creeninga Double-blind Treatment Phase Follow—upc
Day -14 to -1 Baseline Day 4 Day 7 Day 14 Day 21/ET 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)¥
Lithium, Valproate, X
Carbamazepine Levels'
HIV, HBsAg, and anti-HCV X
Pregnancy Test'™ X X
Drug Screen” X
Blood Alcohol Test™ X
C-SSRS’ X

| AEsP

> <
< <
< <
I | | x|

~
< <

Other

IMP dispensingr 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.

Screening 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).

bre 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.

Yinformed consent must be abtained prior (0 any rial-related procedures. R

€All 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.

To 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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kSubjects 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.
™Al 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.

PAdverse 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

3.711 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 [N EEEGz

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).
o 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.

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. 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 qualified 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 1:

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 [MP will be dispensed to the subject (Days 7 through 13).

e Drug accountability will be performed.

3.7.1.6 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, _

o 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.

o 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 days). 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:
e A qualified and certified rater will administer the YMRS, CGI-BP, _
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e 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 Ty 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.

o 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.

3.7.1.8 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.

72:

3.7.24 Other Assessments

3.7.2.41 Mini International Neuropsychiatric Interview

The MINT*'*!* 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.

27242

3.7.3 Safety Assessments

3.7.31 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 Cholesterol (total, low density lipoprotein, and high
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Table 3.7.3.2-1 Clinical Laboratory Assessments
Ketones density lipoprotein)
Glucose Creatinine
Blood Gamma Glutamyl Transferase (GGT)
Microscopic analysis (performed only if any part of | Glucose
the urinalysis is not negative) HbAlc
Inorganic phosphorus
Urine Drug Screens: Insulin
Amphetamines Lactic Dehydrogenase (LDH)
Barbiturates Magnesium
Benzodiazepines Potassium
Cannabinoids Prolactin
Cocaine Protein, total
Marijuana Sodium
Methadone Thyroid Stimulating Hormone (TSH)
Opiates Thyroxine, Free (T4) (if needed)
Phencyclidine Uric acid
Propoxyphene Triglycerides
Other: Additional Tests:
Blood Alcohol 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:

e Platelets < 75000/mm?
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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.

3.7.34 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.

w735

I -55K5. The number of e

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.

17351
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3.7.3.5.3
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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.

w
~
w
(3]
(3]

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
attempt) in the ePlatform.

w75
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~
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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
3.8.31 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

¢ 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)

o SAE
e  Other potentially IMP-related safety concerns or AEs
e Death
Confidential - Proprietary Information 51 Version 2.0, 21 Dec 2017

Until the information herein is released by Otsuka to the public domain, the contents of this document are Otsuka
confidential information and should not be duplicated or re-distributed without prior written consent of Otsuka.

51



Clinical Study Report 331-201-00080 16.1.1 Protocol and Protocol Amendments

Protocol 331-201-00080

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¥).

o 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.
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 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

41 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 pg/mL, or
carbamazepine > 4 ug/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.

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

CYP2D6 inhibitors and CYP3A4 inhibitors and inducers 14 days

IR IM = immediate-release intramuscular; MAOIs = monoamine oxidase inhibitors.
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3Subjects 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)

¢) 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 insomnia®

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 !

¥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."”

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:

e Death

o 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.

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

e 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.

e Congenital anomaly/birth defect.

e 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):

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

e 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.
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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

e Informed consent form

e Pregnancy prevention information

e Drug interactions with hormonal contraceptives
e Contraceptives in current use

e 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.

()
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7  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.

O
-
I S
S Tc planncd 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).

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, 0 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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four, plus the mean of the recorded items from 1 to 4, 7, 10 to 11 times seven. All

imputed scores are rounded to the first decimal place.
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7.4 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.

The primary analysis will be performed on the Efficacy Sample which includes all
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 analysis will be
performed by fitting a mixed-effect model repeated measure (MMRM) analysis with an
unstructured variance covariance structure in which the change from the baseline in
YMRS Total Score during the double-blind treatment phase will be the dependent

variable based on the observed cases (OC) data set.
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74.2 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

o TEAEs by severity

o TEAE:s potentially causally related to the IMP
o TEAESs with an outcome of death

o Serious TEAEs

e TEAEs 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.
764 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) QTcN is the length of the QT interval corrected for heart rate by the FDA Neuropharm
Division formula: QT¢N=QT/(RR)**’

Results will be summarized by visit.

res

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)

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

e Vial defects

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

o 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.

e Online — Send information required for reporting purposes (listed below) to
PPD

e Phone - Rocky Mountain Call Center at PPP

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)

e 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.
8.54 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
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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
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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.
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Appendix 1
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Appendix 2 Criteria for Identifying Vital Signs of Potential
Clinical Relevance

Variable Criterion Value Change Relative o Boseline
Heart Rate” = 120 bpin = 15 bpm increase
<30 bput Z 15 bpm decrease
Svstolic Blood prﬁ_h-m.:h > 180 mmHg 2 20 mmHg increase
< ) mmHg z 20mmHg decrease
b
Dhastolic Blood Pressure > 105 mmHg Z 15 mmHg increase
< 50 mmHg z 15 mmHg decrease
z 20 mmHg decrease in systolic blood
Ogthostatic Hypoiension pressure and 2 = 15 bpm increase in Mot Applicable
heart rafe from suping (o {baseling status not considered)

sitting standing

2 T% increase

Weight -
& Z Th% decrenss

e In order io be identified as potentially clinically relevant. an on-treatiment value mnst meel the
“Criterion Yalne” and also represent & change from the subject’s baseline value of at least the
magnitnde shown o the ““Change Relative to Baseline” column.

B As defined i “Supplementary Suggestions for Prepanng an Integrated Swmmary of Safety
Information in an Original MDA Sobmission and for Organizing Informaiion in Periodic Safery
Upsdates.” FDA Division of Newrophannacological Drug Products draft (2/27/87)
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Appendix 3

16.1.1 Protocol and Protocol Amendments

Criteria for Identifying Laboratory Values of Potential
Clinical Relevance

Laboratery Tests

Criteria

Chemistry
AST (5GOT) 2 3 % upper limit of normal (ULN}
ALT [SGPT) >3xULN
Alkaline phosphatase = 3XULN
LDH > 3xULN
BLUN 2 30 mg/dl
Craatinine = 2.0 mg/dL
Uric Acid
Mlen = 10.5 mg/dL
Women = &5 me/dL
Bilirubin (total) = 20 mp/dl.
CPE =3xULNM
Prolactin =TULN
Hematology
Hematocrit
hien = 37 % and decrease of = 3 percentage points from baszline
Women = 32 % and decrease of = 3 percentage points from baseline
Hemwoglobin
Men £ 11.5 gL,
Women =05 2dL :
White blood connt = 2800/ m.ms of = 16,000/ fiun
Eosinophils = 0%
Mentrophils <18%
Absolote nentrophil cownt < 1.000/ mm
Platelef count < 78000 m.m'; or 2 TO0.000 mm;
Urinalysis
Protein Increase of = 1 units
Glucose Increase of = 1 wnirs
Casts Increase of = 1 nmits
Addirional Crireria
Chloride = S0 mEqL or 2 118 mEgT
Potassium =2 5mEqgT. or 2> 65mEgL
Sodium =126 mEqT or = 156 mEqg/L
Calcnun = 8.2 mgidL or = 12 mg'dL
Glocose
Fasting = 100 mg/dL
Wom-Fasting = 200 mg'dL
Total Cholesterol. Fasting = 240 mg/dL
LDL Cholestercl, Fasting 2 160 mg/dL
HDOL Cholesterol, Fasting
Men < 40 mg'dL
Women < 50 mg/dL
Trigtpeerides. Fasting 2Ly
Confidential - Proprietary Information 86 Version 2.0, 21 Dec 2017

Until the information herein is released by Otsuka to the public domain, the contents of this document are Otsuka
confidential information and should not be duplicated or re-distributed without prior written consent of Otsuka.

86



Clinical Study Report 331-201-00080 16.1.1 Protocol and Protocol Amendments

Protocol 331-201-00080

Appendix 4 Criteria for Identifying Electrocardiogram Measurements of
Potential Clinical Relevance

e Variable Criterion Value" Change Relative to Baseline”
Rare
Tachycardia = 120 bpm increase of 2 15 bpm
Bradycardia = 50 bpm decrease of 2 15 bpin
Ehvilun
Simus tach:-'u:ardlah < 120 bpm increase of 2 1§ bpm
Simms I:rrad'_..'card.iac < 50 bpm decrease of = 15 bpm
Supraventnicular prematire beat all not présent = present
Ventricular premanire beat all not present —# present
Supraventneular wachveardia all 110! present = prassir
Wentricular tachycardia all not present =¥ present
Ammial fibmillation alt not present = present
Atmial flutter all not present = present
Conduction
1% ampioventricular block PR = 200 msec increase of = 50 msec
2% ammioventricular block all 1ol present = présent
A" amioventricular block all not present —* pressnt
Left bundie-branch block all ol present = preseut
Right bundle-branch block all not present =* presant
Pre-excitation syndrome all not present =¥ présent
Oiher infraventricolar conduction
d QRS = 120 msec mcrease of = 20 msec
block
Infaretion
Acute or subacute atl not present = present
Old all net present = present

z 12 weeks post study entry
STT Morphological

Mryocardial Ischemia all not present = present
Symmetrical T-wave mversion all not present =¥ present
Increase in QTc QTCF = 450 meec (males pd

females)

E it E i :

In order to be identified as potenfially clinically relevant, an on-treatment value nyst meet the

“Crtenion Value™ and also represent a change from the subject’s baseline value of at least the
magmninsds shown m the “Chinge Relative to Baseline™ coliann

Mocwrrent diagnosis of supraventricular taclveandia, ventricular tachyveardia, atrial fibrillatioon. atrial
fharter, or other clyyilun abnormalite.
Mo ewevent diagnosis of atrial fibrillation, atrial flutter, or other rivvthin abnormality.

d
Mo curent diagnosis of left bundle branch block or right bundle branch block
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Appendix 5 Mini International Neuropsychiatric Interview

M.L.N.L.

MINI INTERNATIONAL NEUROPSYCHIATRIC INTERVIEW

English Version 7.0.2
For

D5M-5

© Copyright 1992-2016 Sheehan DV

Al rights reserved. Mo part of this document may be reproduced or transmitted in any form, or by any means, electronic o
mechanical, intluding photocopying, or by any infermation storage or retrieval system, without permission in writing from Dr.
Sheehan. Individual researchers, clinicians and students working in nonprofit or publicly owned settings lincleding universities,
nonprofit hospitals, and government institutions]) may make paper coples of a M.LML Instrument for their personal clinkcal and
research wse, but not for institutional use, or for any financial profit or gain. Any use Involving financial gain requires a ficense
agreement from the copyright holder and payment of a per use Hoense fee.

DISCLAIMER

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

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

physiclan = psychiatrist. It Is intended only as a tool to facilitate accurate data collection and processing of symptoms elicited by
trained personnel. It is not & disgnostic test.
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Patient Number:
Time interview Began:
Time isteruiew Ended:
Total Time:
BEEETS FRIMARY
MODULES THME ERABAE CRITERIA  (CD-10-60M PAAGHOSIS
A MAIDR DEFRESSIVE EFISODE Currant {2 woeks) &)
Past [ |
Recurrent a
MANDR DEPRESSIVE DISORDER Current [2 winiks) ] FIba O
Past | F3la 0
Recurrent =] Fids D
B SLACIDALITY Current [Past Month) O 0
Uifetime attempt O Cliow CModerate CiHgh T
SUHOIDE BEHAVIOR DISORDER Current O fim Pasa Year) D
I garly remission O {1-2Years aga) 0
C  MANICEPISODE Current ]
Past 0
HYPOMANIC EPISODE Curront O
Past O [ et Explored
BIPOLAR | DISORDER Current a F35.0-F31,76 D
Past &) F31.0-F31.76 D
BIPOLAR | DISORDER WITH PSYCHOTIC FEATURES Current 0 F38.2/415/F31 64 m
Past O F31.2/315/F31.64 o
BIPOLAH 1) ISORDER Current O F31.81 im
Past a Fans o
OTHER SPECIFIED BIPOLAR AND RELATED DISORDER Current O £31.49 0
Past | F31.89 O
O PANIC DISORDER Current [Past Month] O F41.0 m |
Lifetirme 0 Fa.0 0O
E AGORAPHOBIA Current (= F40.00 D
F o SOCIAL ANKETY DISORDER (Social Phobia) Current (Past Mosth) (=] 4010 O
G- OBSESSIVE -COMPULSIVE DISORDER Current (#ast Month) 0 423 o
H  POSTTRAUMATIC STRESS DISORDER Current [Past Mosth) o F43.10 o
1 ALCOHOL USE DISORDER #agt 17 Months O FI0LIG/F10.20 o
J  SUBSTANCE USE DISORDER {Non-alkiohal) Pagt 12 Months =} F13.104F13.20 - £13.20 D
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K ANY PSYCHOTIC DISORDER Current O FIO8L-F9 o

Lifetima a F20.81-F29 =}

MAJOR DEPRESSIVE DISORDER WITH PSYCHOTIC FEATURES Current a FI2.3/F333 0

Fast il F32.3/F333 0

BIFOLAR | DISORDER WITH PSYCHOTIC FEATURES Current ] P31 0F41 5P 84 0

Past s FL12/F81 5/F3 84 o

L ANOREXIA NERVOSA Current (PastaMonthsy [ F50,00/F50.02 |

A BULIMEA NERVODSA Current (Past 3 Manins] 0 F50.2 |

MB BINGE-EATING DISORDER Current (Pt 3Mortrg) O F50.61 |

N GENERALIZED ANXIETY DISORDER Current (PastfMomry) O Fa11 |

O MEDSCAL ORGAMIC, DRUG CALSE RULED OUT ONe COves O Uncertain

P ANTISOCIAL PERSONALITY DISORDER Lifetime a F60.2 |

IDENTIFY THE PRIMARY DIAGNOSKS BY CHECKING THE APPROPRIATE CHECK BOX, T
{Which prablem troubles you the most or dominates the others or came firstin the natural history?)
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Appendix 7 Young-Mania Rating Scale

What is the YMRS?

The YMRES 15 an 11-irem scale which ainis 1o provide a continuous measure rating the intensity of symptoms
associated with mania. The YMRES was developed as an mstrument to be vsed by chimeians. Young et al.
suggested the mtings should be based on a 15-30 nunute chimeal interview which takes into consideration the
patients’ subjective report as well as the raters” observation. Young and lus collaborators mtended to mprove
upon previous scales by providing a larger number of items for mereased sensitivity and better rater reliability
through the use of defined anchior points.

(N
To reduce sources of ervor associated with the YMES, we would like you to use the attached scripted mterview
when admimistering the YMRBS.

Conventions for the YARS

+  Use the extremes of the rating seale when the anchor points decwately describe the patient’s sondition.
Zero really means the symptom 15 absent. The YMRS extremes are not meant to be held in reserve for the
worst magnable case. Rather, they melude comumon mamfestations of severs mame states

+  Always score in whole numbers. but note items 5. 6. & and 9 not only allow but alse encourage scores
between the defined anchor ponts,

=  When in doubt between two ratings. assign the hagher rating. or. on 0 — 8 scaled items. the nuddle rating.

= Be surc that you have enough timic to conduct the interview properly — you may be able to complete the
YMES in 15 minutes, but interviews with symptomatic patents often require 30-45 minures,

e Clanfy the patent’s understanding and usage of teris like “parancid”, “imtable™, “hyper”, and “sexual
mterest”,

YMRS

DIRECTIONS

For each stem below begin inguiry using the seript. Ask additonal questions if necessary to assign ratings. Rate each rtem
usmg your judgement m addition to the patient’s self report. Also, melude any mformation obtamned outsyde the mtervaew
(e.g., reports by fanmly members, fe. ).

The purpese of each item 15 to rate the seventy of that abnormality in the patient. When several keys are given fora
particular grade of seventy, the presence of only one 15 requared to qualify for that rating

The keys provided are gides. One can ignore the keys 1f that 15 necessary to mdicate seventy, although this should be the
exception rather than the mule,

Sconng between the points given (always i whole points) is possible and encouraged after expenence with the scale 15
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1 will mowr be asking vou questions oo rate sympeoms vou may bave had during che pase week

Information grven i iralics 15 intended 1o gwide the Interviewer b elarffiing severlty hvels for each rating

1. Elevaied Mood

The first fem probes for the presence of elevated mood.  Limg the

questions halow you will imquire abowt "hgh" or elevated mood,

ouphioris, selfoofidance, aptimism, e tappropriane Fumor
This past {week or seven days) how has vour moad been?

Did vou feel oprimistic abont the furare? (Was there reaton
o fieel tleat wav'?)

Digtivguish here benwedn hoalthy opiimism, ¢ 2. & Sense Ml tigs
imight e Improving. from an overly optimistic viewpoinr. For
wvample, 6 patient whe i ricovering from a depressive eplsode and
5 fewiing simply less dtsconroped, wonid not be riared as “overly
opttmissic ' Taks bnto accorar i thére is roason for the patient o
Sool mcra optimist

Did vou feel especially selfl confident (especially good about
yourwlf)?
Rare here o sense of feeling particularly pood or sel-confident about
one’s abifities,
Were there any rimes vou felt too good or even a liode high?
[ ves] Were the good days really roo good, or just betrer
than the bad days?

Jt is alpful hore ro inguire §f others notced thay they were in morg
e fust a good moad. I mecestory, clarffl the use of the tevm
Joolmg “high ~ ez, Secling on top of the world, foolng 30 pood i &
ltke Botng on o drug, efe. Remember, you are rattng abiormal pmoed
wlavarion, por shmply an mprovemen from depressed mood

Were there vigoes when vou laughed abour things von
ordinarily wouldn 't find fanny? Or did vou laugh or joke
about things thar other people don’t find funny (o thoughe
in poot tase)”
Fow are probing here for an increased or fnappropricle setse of
Frmmor. Yo may clarify this fem by acbing i B0 refrospect, ey
viwed thefr belivicr as inappropriote or {f othes seemed ofisdod
B thetr Inimor. Also, use vour elfiical furzement in ratfng whether
the wse of lnamar waz Inagpropriats (8.6, making seual fakes or
frmeendos at werky
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i] Alsemt
A ratig af @ indicates that thare has baen na obzerved or raported
mioed aloverion b the post woek.  The sympiom 15 completely absent

1 Mibdiy or possibly lncreased on

s
A reting of 1 Is typically ghven i there hos been mild or possibla
micod wlevarion, e.g., a pathe roports feeling slighely mare aptimisiie
af ang M Suring he past week

1 DeBnite subjective elevation;

optimisric, self-confident; cheerful;

approprate 1o content
A rating of 2 2 ghven | the patient reperts feeilng cloorly more
cheerful, self-confident, or aptimisiic. This should be raved even if
there i3 an apprapriane smiins for fesling this way, 6.2, @ patlient
receives pasithve feedback from his boss and feels higher or more
sefCoorfident in response fo thar feadback

3 Elevated, inappropriate to content;
umorous
A rating of 3 15 ghven {f the pattent's mood &5 elevated or hgh, and &
chearly ont of proporton with the ciroumifances.  Take it aooounr
Boih the severin: and duration of the elrvated mood, e g, ovder 1o
rate a 3, pattent s mood should ba clearly elevarted B mone dmis
Hhean nai

4 Euphoric; mappropriate laughter;
“Anging
A ratmg of 4 15 given I the pattent s mood & wuphaoric or Righ nearly
avery day i the past week A rating aff 4 Is grven i the patient is 30

Righ thar he or she Is exhibining locghrer or singing during the
imnervigw or of ingpprapriane imes during the pas week
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2. Imcveased Motor ActivineEnergy

Thus ivem probes for mrofor excitemend, excersive emergy, restlessmess,
and dyperacthify

What's your energy been Lke?
Wiere there rimes vou felr parteularly full of energy™

I ves] Was bt bavd oo calm down?

Take into acconmr bonk the parienr s report and your shrenvaton gf
thedr restieasmess or Ryparactilly b the dmferview.  Take bréo ocoount
whethar the patier was able le fmction during the past week fe.g.,
shtineg 551 when required at work, &)

B stire fo distiguish whether or not the patiant was able ro calm
e,

Dl wou feel physdeally pestbess? (have mouble siedng sall™) Have
vou been more acrive fhan wsually? Did vou gee a lor more done
tham nsual™
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o Absent
A ranng of  indicates thet the parierst chibited no motor e ament,
excesshe emerEy, restlessness, aud iy peractivity durtng the mrerview
or i the past weak

1 Subjectively increased
A rating of 1 ndicaies that the patisrt folf possibly more mergene
than wsual, with o excessive Ryperactndy or plasical restlessness

2 Animaned: gevhures increased
A raing of 2 b5 ghvan if the parlen! apgroars animdred, winh brreared
Easiures. Pattens may ropoet kavieg folt mcreased energy on several
eccsons dioring e past week

3 Excessive energy: Iyperactive at

times: resthess (can be calmed)

A rating aff 3 I gven if e parient has been clearly restiess or
mparacifvg mord oy Hkn mol. A rating of 3 indfcates that the
panienr i aMe o calm hmzelf down when recessary.

4 Meotor excitement; confingons hyperactivin
{cannot be calined)
A mating af 4 is given [ the patient has demenstrated lyperactily,
resHissness, or motar ooty neariy constantly b the past week In
ardr fo rarg.a 4 an M2 ik, Khe pailent Shauld appedar restiass
chrig tha interview felf and have dificuln s sl
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LN Sexnal Interest
Was sx more interesring to vou than wival®

Hera, you want 1o probe for tncroased sexl meterast whether or mot
the pestient has aocess fo o semal parmer. For evample, i the pariens
ripands o this question by starieg dhat thay are nor chareily

foad in i Sevnend weiattonship, rephrane this quastion as "I o
Hiad fiad the opporamity to be more sevwal this past week, de you
Foimk: pivat pows wonlid o Boen”~ or - Dfdtw;hmmm}‘ﬂrm
about wanghig fo be sexl niore often this post weak?

[Hd veu do anviling sexual that b5 unosoual for vou?

Gt @ semse gt oy Behviors dhar were ond o characher for the paitent
fo.g., Boing home with someana ey st mel, engagig fn any ot of
the andimary seanal procices)

Were vou talldng or joking about w1 more than you
wormally da?

Probe hara for the use of sl rumor or the discussion of seaal
mutiars during the past week

Nowes
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] MNormal, not increased
A ratiag of § iz ghoen [ ioha pobient denlis any mereased imarast tn
SEL

1 Mildly or possibly increased
A rarng af Lis given {f the pattent i slightly mars megresed m s
ifuring the pesr wk, with no mglor change In balavlar oF praciices

2 Diefimire subjfective isrrease on

questioning
A rativg of 1 i3 ghoen i the patient feels cléariy more interestod In sex
N actiea, . T sevual pethvity with regular parer pilce
as froquenily as wgual or clearly thought ehont sex much mane aften
et sl

3 Spontaneous sexual content;
elaborates on sexual matters;
yperiexual by self-report

A ratmg of 3 15 ma‘imhriﬁ i the WWT Blehterned sevual
Imterast, with toone change n befervior that i o of dha erdinery
(g, faldng, foking about sex in mappropriaie tinuions, angdging
I umcharaecterisiic somal procices, acthvely seakmg ot Savua!
mﬂv«l::‘; spontancousiy meiioning savual belaviar during the
mfgrvle),

4 Orvert sexual aces ftoward parienrs,
staff, or interviewer)
A ratimg af 4 is mdicaned i the porient makes soal gastras fovaard
th intervtewer of St A rating of 4 i3 alie tndlcated [f the patiant s
Behaviar cutsida of the intarview appoars claarly out af central frisky
sevual imdiscrenions, evers ol adiesces favard seakpers. othar
antrame): mappropriane behoviars, efc ).
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4. Sleep
How many hours of sheep are vou gering? 0 Feport: io decreate in sleep
3 i FoRgeing Self axplanatory. A rating of @ s assigmed (f patienit's sleep ts
Obeait an extimeate of the number of howrs of sheep obtatmed per right narmal or tecreased
durtrg the past week Aiso. mquire about the amonnr of sleep thar 15
Dpical for the patfent This con ba tricky, particularly if the patient 1 Sleeping less than normal amount
spericds lintle tme nethymic nd gften fechiates botweem eplsodes of By up fa one bowr
depression and increased steep and (npoimanin and decroased Arating of 1 is asshened If sleep s decreased by one hour or fess, Jf
Slovp .B\?J'C'ra’ Besr fo obtaln the amount that i5 mast nplcal, et Your rating is betweena 1 ora 2, round wproa 2
compare the current Seaping patterns o that amount,,
Did vou need less sleep than uwsual (and sl feel vested)? 5 Sleeplny less tham pocoal birmere
than o hour
The key hare Is fo prode for a decreased need for slesp, with a sense A rarmg of 2 is arsigned i sleep s docreased By greaater than ong
af still feeling rested. four.
3 Reports decreased need for sleep
Atsrgn o 3 if paninr reports sleeping lezs by more thar ang bonr
without foelmy orad
4 Denbes need for sleep

A rating of 4 15 warraniad I the parie raports no need Jor Sieep

Notes:
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5. Trriabiliey

This item probes for increased frritabilily, anger, and aomoyance.
Take mto consideration both the degree and persisience of reported
frviiabiiiny in the par week, as well as the pattent s Bakavicr B tha
nterview.

Were vou ansoved about things that happened or how
pecple mreated vou

Diel vou norce these things bothered vou more than they
wsaally do?

Rt degroe of mmayancs aven n respanse £ jusrifiable srasior
fe.g., being conaghir tr o rraffic jom, boing miada i el I Mgk

Were vou often irvitable?

Gar o sense af the frequincy of irtiable or angry behavize.
How did you show vour anger”

Inquire abour the parient s respoise fo stwations i widch they felt
frrifated, o.f., Shouting, argumants, afd.
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] Absent
Assign a rating of @ i the patteny dentes arny increased irritabilio: i
i st weak and § tihere [ no ovidencd of ey i the
Inierview.

1

1 Subjectively increated
A ratmg off 2 is werranted i the parienr roparts incroased irritabiliny
duritrg the past week, with no sericus displays of anger by the parfent
(g, porkems reporss foelfng mere hriiared or frustraned by maffic
Jeames Tham wnanl, pahent fiels mard suappyor loss polie, with mo
evert anger exprecsed fo athors)

i

4 Trvirable ar tmes during inrerview,
recent episodes of anger or
angoyance o ward
A ritg o 15 ghven if the patts either achibics sriabillly during
the mrerview o [ the pariend jor athers) report that the pattent hias
axprestad anger towards athers due o rritability fe.., shouling af
athars in affic! yelling ar store clerk).

5

& Frequently irritable during
interview: short, curt throughout
A raitng of 6 15 ghves i the pattent & clearly frritable dhrtrg most of
the Baterviaw, @ roding of 8 wonid also be ghen I the pathins has
Bawr rritaBla mearly every day in ghe post week and hes axhibited
Sreguent dizplays of onger fowards others.

7

5 Hostile, uncooperative; interview
impossible
A ratteg of § 15 assigwed §f the potient & axtremely irritable or hostile
during tha interview, making completion of the interview tmpossible;
patient is fucapable of itenactions witl cthers
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6. Speech (Rate and Amount)
Have vou been more talkative than useal?

it 1 st e i patfent feels more Ikaly fo speak with others,
&g, have they been more likely to sirike up comersations or lo mate
Phore calls.

Did anvone complain that they couldn't get a word in?

Probe te soq i others commenied on patient s incraased tallng, ag.,
oohars had deftouily comtriinging & the comvertation.

Did vou find it hard to srop talling once vou ot starmed?

D tha patiend b a sense of differliy conrrollivee the nate ar
amarnd af speech”

Were there times vou spoke o fast people had mouble
understanding vou?

Did others comment that the paitemt s speech was jumbled or Jjficulr
to follow?

Daes:
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(] Mo increase

A rating of O b ghven I ma increaed speach 15 reportad or olbrarved
I the rrerving,

1

x Feels ralkative
A rating af 2 is dasdgmed i pasient feels more Dkely to speak with
oifars, o8, Sarts comversarions with othrr, makas more phome calls
ther wenal  However, @ rotmg of 2 imdicates rhar tirg are no
aberrant processes i speech pafiems, ¢ g panent is clearly
wekderstood, others are able fo confribute fo the comvrsation

3

1 Increased rate or amount at fimes,
verbose at times
A rating of 4 ndicates rat the patfent i ¢learly speaking ot an
fcreased rate and ameunt. Take yonr ebservation infd accomi, as
w5 e potienr s seffreport

&

L) Push; consiarently increased rate and
amont: difficule ro in
A rating of & Is warranned i the parient feels a pressra fo keep
falktng, e.g. others have diffeuiny gorting o word bt adgewise
Pamant mise make an gffor? 1o stop self from ralking.

7

&  Presuured: aninterrupiible
continuous speech

A raing af § £5 sdicated I pastamt s speach &5 pressured and
Impossibia ip mtarrupl, Padent i3 nod able iy contral or slow down

speech
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7. Lamguage - Thought Disorder

This itewm prodes for o rags of diftenloes with fagndge andg thoushr
processes, ranging from mild distractibiliny fo vacing thoughts, flight
of ideas, and incoferesr commmanicarion
Have vou had more ideas than wsaal or any
particularky good ideas™
Crer a sense here I pantnt fas Boen thinking more about special
Hdeas o bt had an prereased mowder of idaas
W your thinking especially Been or cear over the pas

week?
DHd you often get distracred”

oot it sewese o the faransiny and fraguency of destraction, e, was the
pattent able fo focus and concertrate on reading or wark aoivites;
wits the parfent ol o sy an trock b comversanans ™

Has vour mind seemed 1o be godng very fast?

Probe hare for the presence of racing thought, e.g., a sese that
e E ThOUERE are Song so quickly el they are teo difficult i hald
Freiide]
Did vou sometimes have so many ideat that vou lost mwack of
what vou were saving”
Be qaire to e poter pbservation and clinfeal fudpement here, ¢.8., &
v pathent able 1o S o rack i apness 8 coherent message” Also
nate any obnarmal speech processes, such &3 riganing or ripeating
nonsenzieal phrases.

Wire vou getfing loct in details™

Motes:
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o Absent

A rating of § 1 azsieved B neither observation nor sélfraport
ndrcares ary dificnlny with languags or though? procelses,

1 Circumstantial; mild dissractibiliee:
quick thongh
A rattng of | f5 assigmed If paionr rapers shight disracubilin: or
miid merpase m flow of thoughts, A rattg of | showid alse b
aszigred if parient echibits ciromstantiolin in the fetervion.

1 Disrracribde; loses goal of though;
changes pics frequenty: racing
thoughts

A rattg af 1 s assiged §f pattent endorzes o sensa that thokghts are
racing. Parfent is cloarly dizoracred and expresses some Sifficuiy in
ImeHiIAlRE fOrLS o caneanirariin

3 Flighn of ideas; tangenrtiakin:
difficals to follow; rivming,
echolalia
A rating of 3 should be assipred if pattent exhibies o' of the
Sellowing, @ sense that idees are (umping from one fopic fo another,
making cosmversanion diffboult o follew; an obsarvarion of abarant
speech processes such of monseisical riamning or repearing words.

4 Incoberent: communicarion
imiparssible
A ravimg of 4 {s verarved for patimets whese racing thoughts,
distroctibility, or fight of ideas i3 56 severd il commiucation is
tmpasssbie.
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8. Content

This iem probes for a wide range g mpioms related o manie:

Sarttng “ypechal " plang or projects, Seely spocial mennings or
wndarstanding fings more Jeeply, more fvoivement in rellgion ar

rellptons inctehts, o sevse of sromdiasily or the capacity for special
powers or abilittes, @ sense of pargnola, and the presence of
feal e inations. or daliskons

Did wou make any new plans or get new projects starred?

Evalwang the mature of He patien s new plans or prijects, &.2., 15 this

samething the pattent as boer plasining for o fwwgﬂmrmnswugm
sehool) or i fr hing more risky?

Did vou accomplizh anvthing special? Were yon mtnpil}le
than wsuaf?

Probe here for a sense of grandiosigy.
Did vou find vou conld understand things wmore deeply than
usual®

FProbe here foF o g of teelng 1pocial semifieance or dodper maaning
tham tiswal

Dt vou have any religious insight™
In additon w religions inshpi, probe for Bcrased rafigions
pariizigation,
D v find vou were more aware of coincidences?
D wou find special significance in rhings that happensd o the
way things were arranged around vou?

Did vou norice things that other people mivsed, or have the
sense that people were talking abowt you, or ¢ven frving 1o hurt
von?

Proba herg for paranoin
Dl woar have any rthonghts chat didn"t make sense to other
people?
Did vou lave any hallacimarions?

Jr bz pmporrant bo clarifl toe of the reem hallucinations, & g oid yew soe

thirgs thar athers couldn 't 300 or did you heor things that others
codlan 't hoar?

- r #l'
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L] Normal

A rating of @ indicates et the patient has axubied none of th
SYmplous comting fowards this Inem.
1

2 Questionable plans, mew mberests
A rating of 2 Indicares that the patient has engaged insame now plans
or imterests of o possibh qrestionable notire, 0.5, ploned @
Spontaecis vecamon (Wit budier), sohedsded mgve sockal plans than
sl shopped mare thar wstiel withon! toendmg sxravagonty, You
mmust take i acconen the parier's fpical budger and fnawcial
simertion when fudpieg moneiory decizions. Jmpnishe murchases ol
onf i line with potient s Eiadger should Ba rafed a 3 or kigher depading
on level of excesifveness

3

4 Spedial projece(s); hyperreliglons
A rating of 4 mdloanes Bt thie patient has faken ot maw profects or
Pplang of a clearly guestionalble naturd, &8, spending tmpalshraly and
oul of budger, mpulsively budlding an additan te ame s hame without
prigr plamning, ete. A rarmg of  wonld alze be warranned for o suddan
Incraase B reltgrans parncipanon, e, an idrviduel whe urally
atteds clnerch an a weskly: basis has aftended overy day i the past
sk and ROt g fo Jowme axternal Stressor or crisE, La., @ mother whe
attends chrareh o a daily Basis fo pray far her child whe has recently
Boen hosphaited would ot qualy as " Ryper-raligious

L Grandiose or paranoid ideas; ideas
of reference

A neimg aid i warrmited [ the patrent describes haing spm‘a.'m
or abilives, o.g. betng able to predict the fiture or bamg the “best bn the
warld"™ arf & parnienlor lent or abiliy, An sxampla mifght be the shuadanr
who belimer that the tnsights m A rerme paper will nodically olver his
professor’s ife A rating of O pughl also be gham §fa perilent reparts
Jhnding special meaing or shimificance in evaryday siations (a2, seeing
a parthaular sien om the Hreef and “knowing ' that it if polnting im
rovserrdls @ mew caroer. [ ihe pattent ehibits claarly paranokd thinking, @
ratiree o £r also fectiflad. Be sure o clwt the poniont 5 wse of the rerm
paranald, e.g., lse your fudgment i asogrtain aidenca af e vs
imanginid negative fatetions of others.

& Delutions: hallucinations
A raring of § owarranted for claarly pavchorie 5, e g hallieinamans
ar delusionr
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9. DHeruprive — Aggressive Bebavior
Ir vl dra, You woill proba for infemanion relatad o the pathet s

abiliy i pel alorg with others, eg. arguman!, demanding or
destructive befaviers

Hew have you gotten along with ether people? (Have yon been
cooperanve’)

Were there times when vou were bad, demanding. or
sarcadic?

Have vou had any confronmtions with people? (What
happened ™)

Dl vou find veurself shouting. throwing things. or daing
anvithing destractive?

Nofes:
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O Absent, conperative
A raroimg o0 indioenes thad e porfens was fidlly Sooperaiiie B e
Imterview and repariod e incidets of disrupehie or agretsive belurvior
i the past weak

1

3

Saycaseic] boud at thnes, guarded

A ranng of } imdieares thar the poctars is either guarded or somewhar
RACODDATING drring th MIEErVISw, OF the DAtR FEPOTLS 508 OF Pwa
inckdants of sarcaste, foud, or incoaperative befavior during the pass
wenk A rating highor thee 2 would be ghen i patient exhibived this
behervipr frogquently diotmg the past woak or i the secidents resulod in
shotrbrg or desructive bahiovior

&

4 Demawding. threats on ward
A rottng af 4 i3 ghvent i pariont hag been demanding o tereatanig
several tmies i the past weak, [, patiant reports sevaral ckdents
etz the pacr waak it wiuel he toce B respor and shanied ar store
clarks, il members, e
5
6 Threatens ivrerviewer, shonring;
imtervien difficule
A ratimg of 6 i ghven {f tha inferview iz difffouls fo complere due fo the
pPattent’s throals or confrontationa! behavior

-

L] Assaubeive; destrucrive; interview

impeossitle

A rettieg af & ix given §f the parien s behavigr has boen assaulthe in the
past wiak, A rantne of § wondld alie be grven I the It cammar b
camplpted di ro the patlent T aggresshve belanvaar.

Version 2.0, 21 Dec 2017

Until the information herein is released by Otsuka to the public domain, the contents of this document are Otsuka
confidential information and should not be duplicated or re-distributed without prior written consent of Otsuka.

101



Clinical Study Report 331-201-00080 16.1.1 Protocol and Protocol Amendments

Protocol 331-201-00080

1 Appearance 0 Appropriate dress and grooming
This item probes for abnermal appeanance ond grooming. Patients A rarng of 0 I grves I the partent is groomad and dressed
Wi aré manic may meglect thefr rooming, or dilemarively may appropriately

dress in o facky, overly fincy, mmmodest, or bizarre fashisn v Ak

A ratmg of [ I gfven [ the parient I siighnly unkomp? (82, magsy

How well did vou kep up vour appearance and hafr, nactheven, clothing sitghly wrinkiad, e, )

vrowming- 1 Poorly groomed: moderarely
disheveled; overdressed
A ratmg of 1 is ghan i the patient is pooriy groomed By mast

Was it hard 1o do? peaple s shamdaeds fo.g, vonwashad hatr) er s overdrassed for tha

sifreaticn (.., wearing a fangy dress or excessive jewelny for o
Wiere there occasions when people thought vou were over- sl ;

il
dressed of under-dresied? 3 Dishevebed; pandy clothed; garish
ek up

A ratmi af 3 s e i the pathent 1 cledrly dishavelad delothing is
Did vou choose to wear different colors than usual thls past dirny: smells of body oder or if parient ks drossed tn g exeramaly
week? skimpy oF INGpEropriane wWay (8.g., woarig o revealing cockiall dross

fo am afitermocn appoimmentt A4 rofig of § 15 also assigmed e
patient is wearing mabatp thal moss pedple woarld consider gorish ar
Whar abour wearing more jewelry or make-up rhan gsmal® Ve,

4 Completely nnkempt; decorated;
Were there tines vou neglected vour grooming? bizarre gab,
A raning of 4 Is givan i the parient 13 completaly inkempt (clothing &
T, patfend has wor Barhed in g week, o) oF th patent &5 adared
o exiremely smaue! atire or cosame
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11. Insight

This item inquives about tha parient s evplanation for their behavior
o imsigh

As vou look back ou the past weelk, weie there things vou did thar
stand eout as unuwsual behavior for vou? [If ves] Was that because
vour mood was high?

How dovownnderstand: 7
{example patient's posuble behavioral symptons)
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] Present; admits (lneds; agrees
with need for treatment
A reting of 15 assigned o matier how severely manke the pattet) i
hat'she areeibuces the ympioms fo bipelar disarder or mdmie-
dipression and agrees with the wead for froamment

1 Fousthly ill
A mattng af ] is assigned i the patfent i poasibly aitributing the
Smpionst fo Wpolsr disorder, but i ot entiraly cominicad of the
diagrasis

1 Admirs behavior changs, b
dhenies iflmess
A Ftng af 2 s agsigned I the pathent acknowlednes symproms or
changes in behevior (e.g, visky bahavicrs, sloap changes, aic ) but
reflnas fo arrribure the ymproms fe g dicgmosis of bipolar dirordar

1 Admirs possilde change in
telavior, bur dendes illness
A rotng af 1 ts grven {fthe pattent ackbmwlodses possible sympioms,
bt i3 somurnhal amivalens in edmittiig swch changes in bofavior,
ad clearly devtes having @ mood disordar,

4 Dendes any behavior change
Seif-explommory. Paven dentes sympeoms and behavier changes
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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:
1 1 =Normal, not ill (no symptoms, not at all il
[ 2 = Minimally ill {minimal symptoms, continued effective functioning)
0 3= Mildly ill (low level symptoms, subjective distress, little to no functional impairment)
O 4 = Moderately ill {(some prominent symptoms, moderate functional impairment)
O 5 = Markedly Il {significant symptoms, very substantial functional impairment)
| & = Severely ill (very notable symptoms, unable to function in most areas)
M 7 = Very severely ill {extreme symptoms, completely incapacitated, requinng extra care)

b. Depression:

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

2 = Minimally il {minimal symptoms, continued effective funclioning)

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)

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

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

O0O0ooano

¢. Overall Bipolar lliness:

[l 1 = Nermal, not ill (no symploms, not at all ill)

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

O 3 = Mildly ill (low level symptoms, subjective distress, litthe to no functional impairment)

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

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

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

O 7 = Very severely ill (extreme symptoms, completely incapacitated, requinng extra care)
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Change from BASELINE Visit

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

a. Mania:

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

resadual symploms; represents a very substantal change)

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

functioning, but some symptoms remain)

Cl 3 = Minimally improved {skghtly better with little or no clinically meaningful reduction of symptoms;
represents very little change in basic chnical status, level of care, or
funclional capacity)

] 4 = No change (symptoms remain essentially unchanged)

O § = Minimally worse (shightly worse but not clinically meaningful and represents very ittle change in

basic clinical status or functional capacity)

O & = Much worse (notably worse with significan! increase in symptoms and loss of functioning in

several areas of ussal social of occupabonal roles)

1 7 = Very much worse (distinctly worse with severe exacerbation of symptoms and loss of functicning)

W 8 = Not applicable (a particular mood state, ie. mania or depression, cannot be rated at this time

because it has not pccumed dunng this rating perod)

b. Depression:

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

residual symploms; represents a very substantial change)

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

functionirg, but some symploms remain)

Cl 3 = Minimally improved {slghtly better with little or no clinically meaningful reduction of symptoms;
represenis very litle change in basic clinical status, level of care, or
funchonal capacity)

B 4 = No change (symploms remain essentially unchanged)

O 5 = Minimally worse (slightly worse but not clinically meaningful and represents very fittle change in

basic clincal stalus or functional capacity)

] & = Much worse (notably worse with significant increase in symptoms and lass of functioning in

several areas of usual social or occupational roles)

Cl 7 = Very much worse (distinctly worse with severe exacerbation of symploms and loss of functioning)

] 8 = Mot applicable (a particular mood state, i.e. mania or depression, cannot be rated at this time

because it has not occurmed dunng this rating penod)
Confidential - Proprietary Information 109 Version 2.0, 21 Dec 2017

Until the information herein is released by Otsuka to the public domain, the contents of this document are Otsuka
confidential information and should not be duplicated or re-distributed without prior written consent of Otsuka.

109



Clinical Study Report 331-201-00080 16.1.1 Protocol and Protocol Amendments

Protocol 331-201-00080

c. Overall Bipolar lliness:

| 1 =Very much improved (all hetter or nearty all hetter; very good level of functioning; minimal
residual symplems, represents a very substantial change)

| 2 = Much Improved (notably betler with significant reduchon of symploms; increase in the level of
functioning, but some symploms remain)
| 3 = Minimally improved (slightly better with hittle or no clinically meaningful reduction of symptoms;
represents very lithe change in basic clinical status, level of care, or
funchonal capacity)
] 4 = No change (symptoms remain essentially unchanged)
| 5 = Minimally worse {shghtly worse but not chinically meaningful and represents very lithe change in
basic chmical status o funchional 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)
] £ = Not applicable (a partcular mood state, L& mania or depression, cannot be rated al this time
because it has not accurmed dunng thes ratng penod)
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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.; Lacas, C.; Gould, M.; Staniey, B.; Brown, G.; Fisher, P.; Zelagny, J.;
Burke, A.; Oguenda, M.; Mann, J.

Disclaimer:

This scale i intended to be used by individuals who hove 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 behavier depends on the judgment of the individual administering the scale.

Definitions of behavioral suicidal events in this scale are based on those used in i ici i

Form. developed by Joln Mann, MD and Maria Oguendo, MD, Cante Center for the Neuroscience of Mental
Disorders ([CCNMD), New York State Psychiatric Institute, |05 ] Riverside Dive, New York, NY, 10032, {Oguendo
M. A, Halberstam B. & Mann J. |, Risk factors for suicidal behavior: utility and mitations of research instruments. In
M.B. First [Ed.] Standardized Evaluation in Clinical Practice, pp. (03 -1 30, 2003.)

Far reprints of the C-55RS contacPPD Mew York State Psychiatric Institute, 051 Riverside Drive, New
York, New York, 10032; inquiries and training requirements cantactPPD

£ 2008 The Research Foundation for Mental Hygiene. Inc.
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SUTCIDAL IDEATION
Ak guedtions § awd 3 i both are negave, procesd fo *Suicidal Befwrviar™ neciion. Jf the annwer fo groisiion 2 ir Vyer”, otk Lifetiane: Tieme Pasi 6
quesrions 3.4 and 5. [ e smpwer s quesmion § andier 2 i rer fara "'l wf = seetion helew, Hurthe Fell Alomthiz)
Elathrathioio: : Kot Suicidal
1. Wish to be Dead
Tt etakittet thimghis sbul o mak 0o be dead 5wt alive aymeen, o W e S aaleep s el walie up. Tes Na Yer Mo
Heve v wisied veu wery dead or wiilied pow conld go oo weep awd mor winke up” O o E o
1f wes. descmibe
1, Non-Specific Active Suicidal Thoughts
Graral pon-spetehie heaghi of wanbing 1 sid cae's hils‘evsint micide {0 8 7 vr fowgh! chous Bllog myaell™) withont Somghts el wim o 8 | Yes  Ne Yo Mo
coevrlfaeciated methods, integt. or plan S the avenment prried. -
Hirve pour ectalty had armye thoughts of killing vomrself? i R . | 1 N
1 ves. devenbe
A Active Subcidal Ideation with Aoy Methods (Mo Plan) without Intent to Act
Sabjecs endoinet thowghis of ioicede s by dhought of 06 kewir o oorthed Seng the avsesmmnss pened This is &ffeical than & ypecific plaa widl Yies  Ne Yer No
Smme place of gaeilbod detaily worked ol (0.5, Teought of method b kol velfbed not 2 wpecific plan). Incloded person wheowoaid sy, T dhouehs
AT altag da everalesd B snver made @ speniie plan ar s sl whane o Ao Dwonbd aoneally do i asd Teowdd rvde o shrsugph itk @ = O o B: B8
Have vor brew thinking oboui fovw you nright do iy ?
If vex, descnbe
4. Active Suicidal Ideation with Some Intent to Act, without Specific Plan
Aenve yeeidal thoaghe of allag oseerlf kel el seports havisg S Ml 1o 300 soch Thoughn, ax cppened b 7 A M Teompkes. bar T Yes  No Yer No
defuitely wall mos dz pay fing abowd them
Hirve you dnd rhese thomghis and Bad sowe infertion of actimg o them? o o O
I ves, desenbe:
& Active Suicidal Ideation with Specific Plan and Intent
Theughes o killorg cerseld wid Seradly of plis Sellty o pansally wecloed o and ynbpecr hay woowr e & can'y it o T Ne Tt Do
Have yon staried fo werk suf or worked onf the details of bew ro 0 vourself? Do vou fatend te carey et diis plaw? o o O
1 yex. descnbe
INTENSITY OF IDEATION
Tha followimg fudtures thould de rated with respoct to the most toverd tipe of ideation (e, 1-5 from chovd witk § being the Mot Severe | Mot Severs
s sovid and 3 betrg the piegt ravwew). Ak adowt fime hedshe vas foelieg the mosr sudeidel
Lifetuns - Mot Severe Inlearion:
Tips # {103 Dseription of Ication
Past & Monily - Maost Severe Fdeasion:
Fipe @ (1.5} Dieriprive af Meanoa
Frequenty
Maw mawy times have vor hmd hee dhongln ¥ _— —_—
£13 Lace thag ogoe 2 week iy Dace 3 week: {3y 2.5 tumes in wesk {4 Diaiky o0 shmoesd dasky {53 Magy tapes mach day
Duration
Whew vou birve the thowgiens Bosw feng do ey Tes?
{1} Flewtoag - few ooy o0 emsintea (4] 4-E bemnment ol day
42 Lews thess | Bt vome o o e 31 Main dhan § hown prrisess of Contoom . .
{3 b4 hours's ke of nme
Confrallability
Conldran you stap thinking abeut Biling vowrse(f or wanang ro die if von waws fo?
{1y By sl b ditril thouglie (4] s onetred honghis wirh a dog ol Meulry
17y Can coparol tomghn wirh Gl difSioolty (7] Unabile 12 eonied thoughas = -
(31 Can conmpld dhouphn with wome SifSeuly (5} Dt 4 aimtp) 40 comtn] thomphin
Detervents
v there things = auvows or quphing e g, femily, religion, pair af doarky « thar sropped yor fron wannig i die or acting o
Hhoughn af commirteg inicide T
113 Deterreoiy dedipmtely sopped vou from stvmphisy. oocids 4] Dirtrwrees mend Beely dod g sfop you.
{2} Dhesemment probably isopped you 15} Deormena dedmisely did moi viop you. = -
{3 Vs et thil Seterirets tepped o {8} Dhisrs st mpply
Reavons for Ideation
Wt serr of reasons i vow have for drinking abow wandwg to die or Rilling roweselT Was § te awd the paiee or stop the way
yor were feeliag (0 odiney words yow corlds T ge an liviag witk Skix pain or Do yon weee feelingh or wis i ie gl attenrios,
PVl g oF @ peacrion from ortlicrs? OF betk?
(1) Comepltely be ol afirciion, orvenge or o prachica Boey othen. (43 Moadly b5 eed o siop S pas (voo soolde’t o os brmg
23 Mostly %0 get dmenon. IETeL e OF B rebchon from st mbep_l'-u'mmnmmr
{3} Equally 12 frt enectio, fovengt of § T6senon from ooers aed 1t (9] Congplendy 1o ped or-siop the pain (vou foulla 't o 2a =4
ed sy e pain Irvimg wilh e pain or Bow you ware feelagh
{5 Do et apply
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SUTCIDAL BEHAVIOR Pace 24
(Chack all thar apply, so long as tese are separare evencs; must ask abour all ppes) Liferime Manrhis)
Acrual Antempt: Yeu Mo Yer Mo
A potserally self-mpme et corsmmed with o lae soew wich o de, a2 @ rendr ooy Belunsor wis i pare theegh of 3 mweboed o Il sl o O a o

Inmnt does not barve tobe 100 16 there 13 3011 ot 'S 1o due antociaied wiih te 2ot them 1 cm be consdersd an achiml naods aempt. Tl e
does mor ftve tp be any inpiney o hav, past the poteened for opey o harw, [ parsin pullt sgpe whuls nm 6o s b o i broke o
o gy pevalee, B it soesudied 8 e

Indienng Intvmt Even of s el icion] S mebenr'wash 1o . 12 g0y b mefsered s hmeallly Boes dha bebuvics o cirmmaranes:. For eompbs o
Rl Bothad act that o cleagly it an sccedesd 50 0o o Sens bad tcde can be mfEred fo.p . peche? & bead. nempang Soms wasdors: of 2 lagh
Socg'siory). Alsa, 1f soceons derses ek o s, bt thury oot that mebar thary dad ool be Jethal, mers ooy be irdeed.

Hawe pon niade @ anipide amemps”

Have you dowe awything 1o harm yowrself?

Hll'f"ﬂl‘wlﬂ'ﬂilﬂr‘dlwl whrse pou conld have died™ Toul = of Total ¥ of
W har did yon do” ARempts Aftemnpts
Did vou an o iy fo end your Hfe?
Iid yow want ro div tevem a Bded when rem !

Ware yon n)uiw end your Efe whim pon_____ 7

O drd your HW|y¢:stmHHMMﬁM I
O ded won do #f purely for other reasens Swithour AN ingention of bilfing reoreelf (Tike to relieve wress, fool bemter, gt
symipailey, r gt sometiing e fo happen)? (52l inarions Bebaror without ancadal mient)

I e, desenibe Yo No Yer No
Hat subiject n in Mon-Suicidal Self-Injurisus Bebavior® o 0o 0o o
hmrﬂpud;tmmp: Yer No Yer No
Takew the person D minerapied (b an cuinide crcsmsiancs) Fom stanng de potennally el fapanem act ((fmer for shat, evmed atempr wosid hav O o o o
o]

Ormrdovs: Persen o pilln n bomd bet o vopped fom mpetsg: Onos they wpest a0y pilks, e becomen an. attempt 1ok than 2o mwmupoed

arsepd Shocep Paron bay pan porsted sowind walf, e otk sy by ases e, o6 £ sommbiow powvested S pelleg e ppes. Ooce ey

el the g v o b i Fuls v B, i1 15 00wt Pampany Paon o peoised 9 g it probbed and taken down, froms ledgs. Hongung

Pavson boe noooe mrousd seck bar ks wot vt starmsd o kg - 15 stopped from downg 50,

Hai there beewn o ttave when yew ttarted e do semethimg ro snd your life bt tomeone or somethmg stopped vou béfore you Tosal ¥ of Total ¥ 68
scimally did durthing* mterupted intesrupted
1w danerite:

Aborted Arttempr: T Mo Ter. No
TWham paran bepns 19 ke o el makmg 3 mucads aosnpe. bt top: enseive bafors Say aonully hrve smpgsd noany ey D D D D

‘lonior Examapie s amaly oo wierapbed sSempt,. ancep fhot the mdrocd tops hom b inctead of beag Sopped by omethung €4
Ha rieere bovw a time schen vou sarted 10 do semerbing to by w end pous lfe buryou inopped vour velf before yon scnvally & Total # of Total ® of
anyrheng? barted aboried

v desonibe

Preparatory Acts or Behaviosr:
Aty of prepdsatesn Keward: rossrwotly slineg ) teceds dmecpr. Thic cio melnds stieog beyond 3 vertaleabor o thongh, el & ssabbng b ¥er N Yer No
pecific medhod (e g, bamg pil, parchaning 3 g} or peepansg for ore"s deah by node (g, pring Sunps sway, Wnaeg & saode now) O O o D
Hivve yon takvm amy shaps towards making @ smiclde aifempt or prepaving e kil yoursedl isuch as collecting pilli, gemming a gun,
grotag vilusbles oway oe writng @ icide netel?

1fve, deserite:
Sumicidal Behavior: Yes  No Yoz No
Answer for Actual Artempis Only m M Lﬁ: A::":EWD':E

Acmeal Lerhalite Medical Damage: Enrer Code Erer Code Enter Codde

Tho pisvasnl dursage be vary mesor phviscal duogs (e g nefies sonecler)

hhimor phnien] desage (g . bdboe e opmich Be. i B, uHHHh‘ .u.l:u;ln

Moderste phiacal dumapw. medics] stenton tasded {a C e

breorm; b lwadiny of mugor vemall

3 hederstaly sevens phyistal dusops; sedbeal bospindiesnes md hisly e care segad (6., oot wik reflenss
inmen; thescl-Gagre buerms Sevs s 2 of body, exomnave bisod loss bt cam repoves; e Eacrarea)

A Seyare pleacal damape, madios) bospendizigon with mesre cae reganed de 7. comanoss withoun refeces; dard-deges
i v 20 o body: wxtmemow blood Jocs wath wotaible vital sgme mupor dacige b 3 tital amal

5 Dok

PnlmlhlLﬂi:litg:O-}y.hmrciI.kl-:lhlLﬂ-Iﬂ Enier Code Ewmigr Coda Enier Code

Likei Jechaliry of seriml soept if 2o medecal damage {the following exommples. winle having oo schual medical damage, bad

Potenhial for very s bedalmye put pan o mosth ind pulled dee sngpar b pum Sl 0 firw 30 Do mede sl dannge, Dving

ioe fram Eacks il cocomsy e bt pullid soriy bedoew nis o)

0= Badarvior pet Blosly' 1o stmlt i Spay

1 = Badrnon oaky to resul e sy bt ot Blely to conse dearh.

3= i Iekady o pradlt o= el dacgete svailable medhcs] cxm

P b
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Appendix 14 Since Last Visit Columbia Suicide-Severity Rating Scale

COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Sance Last Visat

Version 1/14/09

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

Disdaimer:

This xﬂkﬁh&n&dhb&u&dhyiﬂiﬁdﬂa&wﬁhﬂe mdmngmn’s admmistration. T}Equﬁﬂm
cormained in the Columbio-Swicide Severnty Roting Scale are sugpested probes. Ulgmately, the determinasion of the
presence of swicidal ideation or behavior depends on the judgment of the indnadual edministening the scale.

Defintions of behavioral suicidal events in this scole are bosed on those used in The Columbia Suicide History
Form, developed by fohn Mann, MD and Maria Oguenda, MD, Conte Center for the Neuroscience of Mental
Disorders (CCNMD), Mew York Szate Psychiatric Institute, 1051 Riverside Drive, New York, NY, 10032 (Oquendo M.
A, Holberstam B. & Mann |. |, Rk foctors for suicidal behavior: wrtility and mitations of ressarch instruments. In M8,
First [Ed ] Standardized Evaluation in Clinical Practice, pp. 103 -130, 2003.)

For reprints of the C-55RS contactPPD | New York State Psychiotric Instiute, [05] Riverside Drive, New
York, New York, [0032; inquinies and training requirements contacaPPD

& 2008 The Ressarch Foundation for Mental Hygiene, Inc.
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SUICIDAL IDEATION
Ask questions 1 and 2. If both ave negative, proceed o “Suicidal Behavior ™ section, If the danswer fo qiresron 2 s

“ves ", ask questions 3. 4 and 5. If the answer to question I andior 2 is "ves ", complete “Intensity of fdeation ™ 5‘“{.‘;:'}““
section belaw,

I, Wish to be Dead

Subsect endorses thoughts about 3 wesh to be dead ov not alve amymore, or weth o Gl xleep 3nd sot wake up Yoy No
Have yor withed vor were dead or wivked your roinld go to sledp aud ot walke np? (] 0
If yes, desenlbe

2. Non-Specific Active Suicidal Thoughis
Genenl pon-specific thenghts of wanning o eod one's lifecomumue vincide fe.g., T dhauphr abowr llag s ) withont thoughts of ways Yen
16 kill eneselPassecaaned medhods, miend, of plu dusmg the sscisment perpad O
Have yow actually bad auy thanght af Killing yoursei®

O#

TEyes, desenbs:

3. Active Swicidal Fdeation with Any Methods (Nof Plau) without Infent fo Act : :
Subgeet enderses thoughts of seaede and bk ibought of 3t beast one method dunng the st porod. Thas is different than a specific plan Ves Mo
with fume, place ot method detals worked out (e g, thought of method o kall self but not a specefic plan). nclodes person who would say, “F o o
rhaghr obour st on evardose bt [oever made o pecifle plan az 1o wien, wivere ar how Swonld aensally do o and Daowdd mever go
Threngih itk ™

Have ven beer thinking about Iraw von sight o rkii*

If ves, descnbe:

4. Active Suicidal [deation with Some Intent to Aet, without Specific Plan i
Achve smeids] thoughe of killeng cncsell and sobpect repores havng soine et 1 3ct on such thoughts. ax opposed 1o “Fhave e fonghe by | Yo Xo
£ dafintsaly will mot do anyrhing sbaiet tham D D
Have pow had these thouphis and bad sope fvention af gening o o™

Tf ves. describe:
&, Active Suicidal Ideation with Specific Plan and Intent

Thoughts of lalling cweself with detady of pla fully or partially worked out and sobject has sonse méesit fo carmy o cut ey e
Have yon started to work ot or warked ons ihe dedaily af bose to kil vowriell™ Do won bnteard ter carry owl tels plan? r:l D

i ves, descobe

INTENSITY OF IDEATION
The following features should be rated with respect te the most severe fpe of ideation (i.e.,J-§ from above, with 1 being the
least revere and 3 being e most severél, Mokt

Maost Severe Ideation: Severe
Type & (1-5} Deseription of Idearfon

Frequency
How many faves feave you had these thoughos? ==
(1) Less tham opte a week (7 Once aweek (30 2-5 anses ia weck (40 Dby o alowest daiby (5) Many tmes each day

Duration

Wlen you have the thonghes oo long do ithey Tasi?
{1} Fleetmg - few veconds of musmtes () 4-8 howrs/'moat of day P
{20 Lok than 1 houstsome of the tnse 51 Mare than B bt periastent of coitingots

(33 14 Boure's lod of e
Controllability
Couldcan you stop thinking abowt killing vourself ar wanting te die if vou wanf ta?

{1} Eamly able to coneral thoughis {4) €an control thoaights with a kot of difEcubny
(2) Can coatiol thowphts wath hetbe difficaley 151 Unalle 1o contral theughts
(5} Can conirel thoughts with some difficutty {8 Boeanok it 10 oigtiol Sonighty
Deterrents

Are there things - wnyone or anpthing Geg., family, religion, paln of deask) - thar stopped vou from soanting to die aF
wering ot thosghes of comntining sufcide?

Ll}mmmde&wh-lmppcdyau[:mm-mpm]mkm {4) Dererrents most likely dad mat stop you R
1) Deterrents probably stopped vou {5} Deterrents defimtely did not stop vou
mi.fnmuuﬂmatdm-rmn stopped fou {3} Deoss ned apply
Reasons for Ideation

Wit sort of reasons did you have for thfnking alond wanting i die or Kiling voueselfT Was i fo dod the pain or stop
tha way yout were feeling (fn other words you couldn 't go on lving with this pain or how you were feeling) or was it 1o
Eev attention, revenge or a reaction fronn offiers? Or bork?

{1) Completely 1o pet attenbion, revenge o & tedcton from sthers (40 Mostly o ond oo step the pam (yon colldda 't go on s s the

(2} Minsaly 1o get anentice, revenge of 3 reaction fiom ethers paim o bow you were feelisg) =
(3} Equally to get atteniion. revenge o 3 reactson from othersand . (5) Completely to end or viop the pam {you toubdn't go ou ivmg
o el e the puiin with the paan of how you were feehng)
10y Dioes not spply
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SUICIDAL BEHAVIOR Simce Last
(o ol that . 0 honig i Bhese v sfpe e ot msait ke about ol pest Visit
Actual Amempr:

A potentially self-mjunious a0t comumutied with at beast some wish to-die, a5 g reznlr ofoct. Behavior was i part thought of a3 meethed 1o kill Yes No

ooesell [mtent does not Bave to be 100%. If there 15 aumy iztens‘deire 1o e ansozinted with the ot then it cun be considered am actusl nucide

atvemnpn. There doet not bave 1o be awry infiery or Barin, jast the potential for impery or harm 17 person pulls tigger while gun is in moath o o

Tt an 2 broken 5o g0 mysry resudts, thos v consadered an astenspt

Inferring Inbent: Even if an indrvidual denies intent/wish to die, it may bnnﬂmd:m' From the behavior or coowvmmstances. Forexansple, a

‘hiphly bethal st that i clearly nan an sccident 50 no other mtent but naicide con be {eg., punshet to head. umping Som vandow of a

hugh Boer'story). Alse. if sommone dezges indext to die, but they theught that what they &id coubd be tethal, intent niay be infemed.

Have yon maide a snicide affempi?

Harve yon done amyihing o harm yourse{f™

Have you dasie mything dangerons where you conld have died? Totad # of
NiTrar did you da? Abempty
Did you &t i W' i end yourr Iife®
Dl you wani v die feven a Brdlel whvew you - —_—
Were you trying fo end yonr fife when yon_____*
Or Did yow think if seas possible you conld have died from_____ 7

Or did yon de it purely for ather reasens / withont ANT infeusion q.r.h:mng vourself (Iike fo relieve siress, feel better, get

wmpathy, or gei somrething eise o happen)? Self inpmons Bebavior wathoo smcrdal mient)

If yes, desenibe Yet  No

Has subject éengaged in Non-Suicidal Self-Injurions Behavior? | o |

Inverrupred Arempr:

thwuwwmmmtmﬂmjﬁmsmmgﬁ:pnmﬂl}'uﬁmm@'mr,ﬁrmnnmwuwﬂ Yes  No
¥ arenrred

Dmkﬂg?mbﬂp«lhmhmdm:immmmsIhwﬂug‘mlmypuﬂaﬂh:hwmm:ﬂ@nﬂmmz:mw o o
itempt Persoziha toward self taken by else, somehow prevented fom Once
Pu]ltmg nwd'!if:mp?;l::dhﬁm ﬂ“m!:.“‘ .hmm'; ﬁwmsm:!r:ui'rﬁ?d* :::my. uy:%edpﬂmdhbmdm'npuhm
Hmm Peron mﬂmdmmhswwsmmhw-ummd domg o

Has there been w oive wiher yon storied to do something ro end your life bot someone or sownething stopped yvou before yon Total £ of

actmally did mrviling? tpied

Ifyes deseribe:

Aborted Attempt: Ya  No

When person beging to take sieps toward making o suicide atbempt, but stops themselves before they actaally have sngaged i amy setf-

desousive b, Examples a7 saula 1o intmpted eSS, excep i e mdivdua sops sy Besel ustoad of eing opped by oo
] Total ® of

Has there been o tiwe when yor storied to do something to iry fo end yonr life buf yon stopped yourself before yon acinaily shorted

ofid anytleing?

Ef yes, describe —

Prepararery Aces o Behavior: -

Acts o preparation towards maminently making 2 smoide aftempt. Thas can mchade any pond a verbalization or thought. sxch a Yer Xo

xisembling a ppecafic method (e g, buying palls. puchasnga mumgfuumm waicide o E. pivieg Sungs pway, writmg 8 o o

sucide notel

Have yon raken any seeps towards making o swicide awvemps or preparing ro kil yenreself (swch as coltecting pills, getting a
gum, giving valnables away or writing o swicide wore)?

I yes, dasenbe:
Suicidal Behavior: Yeu No
Suvcidal behavvor was present dunmg the asseysment pertod? o o
Suic e Yer  No
o o
Answer for Actual Attempts Only ek
Actual Lethaliry/Adedical Damage: Enter Code
0. No plysical :b:nu;vwvm eunor physical damage (e.g.. nufsce seraiches)
1. Mimor plovsical dasnage (= g speech; first-Segres burns; suld bleeding: sprams
I Mederate physical dapage; medical attention needed (2.5, conscions but sheepry, wm'h:t mespoasive; second-degres bums; bleeding of
majer vessel)
3 Noderately severe phyvucal dumage, madical hespualzation and Lkely mbensive case required (e g, comatose with peflexes mizct. third- —
degree bums less than 20% of body, extensive blood boas bist can tecover, magor Eractures).
4 Severe phomacal damage; medical hospatalization wath intensave care nequired {¢... comatote without reflexes: thod-degree buams over 20%
nfbo-i}. extensive blood loss with unstable vital sagns; major damage io a vital area)
Pwnﬂul Lethalire: Only Answer if Acrual Lethality=0 Enter Code
T.llooﬂyklhlmyuf:cb.u! attemnpd of no medscal damage (the followmg examples, while hiving o sctual medical daxcage. had potential fior vere
serious Bethality: pat gus m meouth and publed the tigger bat gun fauls to fire so oo medical damaze; laving on wus tracks with saconung trus
st pulled snay before nam over)
O=E¢haviornot lkely 1o result @ mjury —
1 =Behavor lkely 1o remuli m fjury tat not hkely to comie death
2 = Behavyor likely to result o death despite available meddical case
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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:

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

e Remove an incorrect exclusion criteria in Section 3.1

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

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

e Add information on use of anticholinergics

e 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:

e 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.

e 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

o 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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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:

Version No.: 1.0

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 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

Section 3.1,
Type/Design of Trial

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
all inclusion criteria, including a score | inclusion criteria, including a score of >
of > 24 on the Young-Mania Rating 24 on the Young-Mania Rating Scale
Scale (YMRS)? at screening and (YMRS)® at screening and baseline, and
baseline, and meet none of the meet none of the exclusion criteria, will
exclusion criteria, including > 30% be randomized in a 1:1 ratio to receive
decrease in YMRS between screening either placebo or brexpiprazole for
and baseline, will be randomized in a 3 weeks.
1:1 ratio to receive either placebo or
brexpiprazole for 3 weeks.
Section 3.1, Follow-up Phase: If any subject Follow-up Phase: If 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 o 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 10.2-1 Schedule of Assessments

Double-blind Treatment Phase

Screeningz1 Follow—upc

Day -14 to -1 Baseline Day 4 Day 7 Day 14 Day 21/ET 21 (£ 2) days
(Day 1) (£ 1 day) (=1 day) (=1 day) (+ 2 days) after last dose

Screening Assessments and Randomization
X

Informed Consentd
Demographics
Medical History
Psychiatric History
MINI

Concomitant Medications®
Inclusion/Exclusion Criteria

A A ] A

<

Randomization

<

Efficacy Assessments
yMRs! X

| CGI-BP®
.
|

Safety Assessments

|
. < <
|

Physical Examination®
Vital Signs—i

Body Weight

12-lead ECG!

Clinical laboratory tests
(hematology, serum chemistry,

~
»
>~
>

| | A x| I < | <

T R A R

urinalysis), including prolactinl-(

HbAlck X X
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Table 10.2-1

Schedule of Assessments

S creeninga Double-blind Treatment Phase Follow—upc
Day -14 to -1 Baseline Day 4 Day 7 Day 14 Day 21/ET 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)K
Lithium, Valproate, X
Carbamazepine Levels!
HIV, HBsAg, and anti-HCV X
Pregnancy Test™ X X
Drug Screen X
Blood Alcohol Test® X
C-SSRS? X

| AEsP

> <
< <
< <
I | | 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.

Screening 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).

bre 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.

€All 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 hei ght at screening only and waist circumference at screening and Day 21.

ital 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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li{Subjects 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.

BA 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.

2The “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.

ESite 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 (+ 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
performed on Day 21(% 2 day) or the
ET visit:
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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-
point scale.

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
carliest 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
by the sponsor.

Section 7.4.2,
Secondary Endpoint
Analysis

Appendix 7, Young-
| Mania Rating Scale

All AEs (serious and nonserious)

reported by the subject must be

recorded within the eSource platform
| provided by the sponsor.

Assessment updated to the latest version.

134

Confidential - Proprietary Information

Version 2.0, 21 Dec 2017

Until the information herein is released by Otsuka to the public domain, the contents of this document are Otsuka
confidential information and should not be duplicated or re-distributed without prior written consent of Otsuka.

134



Clinical Study Report 331-201-00080 16.1.1 Protocol and Protocol Amendments

Protocol 331-201-00080

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.

I 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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