CP-88,059-1
A1281201
Final Protocol Amendment 1, 19 February 2019

26-WEEK OPEN-LABEL EXTENSION STUDY EVALUATING THE SAFETY AND
TOLERABILITY OF FLEXIBLE DOSES OF ORAL ZIPRASIDONE IN CHILDREN
AND ADOLESCENTS WITH BIPOLAR I DISORDER (MOST RECENT EPISODE

MANIC)
Investigational Product Number: CP-88,059-1
Investigational Product Name: Ziprasidone Hydrochloride

United States (US) Investigational New _
Drug (IND) Number:

European Clinical Trials Database Not Applicable
(EudraCT) Number:

Protocol Number: A1281201
Phase: 3

This document and accompanying materials contain confidential information belonging to Pfizer. Except as
otherwise agreed to in writing, by accepting or reviewing these documents, you agree to hold this information in
confidence and not copy or disclose it to others (except where required by applicable law) or use it for
unauthorized purposes. In the event of any actual or suspected breach of this obligation, Pfizer must be
promptly notified.

PFIZER CONFIDENTIAL
Page 1




CP-88,059-1
A1281201

Final Protocol Amendment 1, 19 February 2019

Document History

Document

Version Date

Summary of Changes and Rationale

Original protocol

13 August 2018

Amendment 1

16 February 2019

Amendment 1 19 February 2019
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Treatment

6.3 Follow up Visit

7.1.2 Clinical Laboratory Testing
7.1.4. Blood Pressure and Pulse

7.2 Electrocardiograms

7.3.1. Child Depression Rating Scale —
Revised (CDRS-R)

7.3.2.4. Columbia Suicide Severity Rating
Scale (C-SSRYS)

7.4.1. Young Mania Rating Scale (YMRS)
7.4.3. Children’s Global Assessment Scale
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9.2. Efficacy Analysis
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PROTOCOL SUMMARY

Indication:

Study A1281201 is a 6-month, open label extension study of the ongoing double-blind,
randomized, placebo controlled study of ziprasidone in pediatric Bipolar Disorder

(Study A1281198). Study A1281201 will enroll adolescents aged 10 to 17 years with
Bipolar I Disorder who have participated in double blind Study A1281198. In order to be
enrolled in this open label extension trial, subjects must have met the enrollment criteria for
Study A1281198, and must meet the inclusion and exclusion criteria for Study A1281201 at
the extension study Baseline visit (last visit in the double blind study).

Rationale:

The purpose of adding this extension study to the ongoing Geodon pediatric bipolar program
is to obtain additional longer term safety data in children and adolescents with Bipolar |
disorder treated with ziprasidone.

Trial Design:

This 26-week open-label extension study is designed to provide information on the safety
and tolerability of oral ziprasidone (20-80 mg BID (twice daily) with meals) during
long-term administration in children and adolescents with Bipolar I Disorder (current or most
recent episode manic). It will enroll subjects who have participated in the 4-week,
double-blind, placebo-controlled safety and efficacy trial, Study A1281198, meet study entry
criteria, and wish to receive treatment with open-label ziprasidone.

The final visit of the double-blind trial (Week 4 or early termination) will serve as the
Baseline Visit for the extension study. During the first 1-14 days of the study, subjects will
be transitioned under double-blind conditions to treatment with open label ziprasidone. The
dosing of ziprasidone will be flexible in Weeks 3-26 of this study.

Post-Baseline visits will occur at Weeks 1, 2, 4, 6, 10, 14, 18, 22, 26 during treatment, with a
follow-up visit at Week 27.

A telephone call must occur 28 to 35 days from administration of the final dose of
investigational product to capture any potential adverse events and to confirm appropriate
contraception usage.
Endpoints:
Safety Assessments:

e Adverse event reporting; |

e C(linical laboratory testing;

e Physical examinations;
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e Blood pressure and pulse;

e Height and weight;

¢ Body Mass Index (BMI), BMI Z-score;

e Waist circumference;

e Electrocardiograms, including QT interval corrected for rate (QTc).
Special Safety Assessments:

e Movement Disorder Scales - Simpson Angus Rating Scale (SARS), Barnes Akathisia
Rating Scale (BAS), and Abnormal Involuntary Movement Scale(AIMS);

e (Columbia Suicide Severity Rating Scale (C-SSRS);

e Child Depression Rating Scale (CDRS- R).
Efficacy Assessments:

e Young Mania Rating Scale;

e Clinical Global Impression of Severity (CGI-S);

e Children’s Global Assessment Scale (CGAS).
Trial Treatments:

All investigational products will be provided by Pfizer and will include oral ziprasidone
capsules of 20, 40, 60, and 80 mg strength. Matching placebo capsules will also be supplied
for the initial 1-14 day dose transition period. All medication will be packaged in childproof
blister cards with columns for AM and for PM capsules.

During the dose transition period (Weeks 1-2, Days 1-14), subjects will receive a study drug
blister card for each week of transition dosing. Subjects weighing >45 kg will receive

2 weeks of transition medication, while subjects weighing less than <45 kg will receive

1 week of transition medication.

At the baseline visit of the A1281201 study, subjects will transition onto active medication if
previously assigned to the placebo group or continue on active study drug. Over the course
of the double-blind dose transition period, subjects <45 kg will be transitioned to a total daily
dose of 60 mg a day by Day 7 of Week 1 and subjects >45 kg will be transitioned to a total
daily dose of 120 mg a day by Day 10 of Week 2. (Subjects on 160 mg, 140 mg, 100 mg,
and 80 mg active at the end of Study A1281198 will all be transitioned to 120 mg a day at the
end of the two-week transition period. Subjects on 120 mg active at the end of

Study A1281198 will remain on 120 mg a day through the dose transition period).

PFIZER CONFIDENTIAL
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During the dose transition period, investigators, subjects, and the study team will be kept
blinded to the content of the dose transition cards (which contain both placebo and active
ziprasidone capsules) but not to the dose level of study medication.

Dose level for each day of the transition dosing card for subjects who were on placebo or
ziprasidone in Study A1281198 are provided in Table 1, Table 2, Table 3 and Table 4.

Any subject who cannot tolerate the transition study medication during Week 1 should
be discontinued from the study.

After the Week 2 visit for the >45 kg subjects and after the Week 1 visit for the <45 kg
subjects, dosing will be open label and flexible, with dosing adjustments made at the
discretion of the investigator to maintain optimal efficacy and tolerability. The target dose
range for subjects <45 kg is 60 mg to 80 mg/day and for subjects >45 kg, 120 mg to 160
mg/day, which are identical to the target dose ranges used in Study A1281198.

The blister cards for Weeks 3-26 will each contain medication for 8 days. Two blister cards
will be dispensed at Weeks 2 and 4 and then 4 blister cards will be dispensed at each monthly
visit from the Weeks 6 visit through the Week 22 visit. Dose increases should be limited to
20 mg a week during Weeks 6-22 of the flexible dosing weeks of the study. However,
subjects >45 weight can be increased to 160 mg a day after they have been on a stable dose
of 120 mg a day if clinically indicated. Table 1, Table 2, Table 3 and Table 4 provide the
dose transition schedule for all possible dose levels for subjects in both weight categories.

Statistical Methods:

Sample Size

The number of subjects entering this open-label trial will be determined by the number of
subjects electing to continue treatment after completing or withdrawing from the preceding
double blind study, A1281198. We estimate that approximately 55 subjects randomized in
the double blind study (based on the increased sample size of N (number) =194 subjects) will
be eligible to continue in this open label extension. With an expected dropout rate of
approximately 35%, this gives an estimate of approximately 40 subjects to complete this

26 week open label study (if all 55 subjects enter the extension study).

Data Summarization Methods

As this is an open label study with no comparator, no inferential statistics will be performed.
Quantitative variables will be described by standard descriptive statistics (n, mean, standard
deviation, minimum, and maximum, 95% confidence intervals), and qualitative variables will
be summarized by frequency tables. Summaries will include data for all subjects who took at
least one dose of investigational product in this open label extension study.

Baseline values for efficacy, outcomes and special safety endpoints will be the last
observation made prior to the subject’s receiving open label treatment. For safety, for those
subjects who were randomized to placebo in the double blind study, baseline values will be

PFIZER CONFIDENTIAL
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the last observation prior to initiating dosing in the open label extension study (normally, the
observation of the last visit in the double blind study); and for those subjects who were
randomized to ziprasidone in the double blind study, baseline values will the last observation
prior to initiating dosing in the double blind study (normally, the value from the Baseline
visit in the double blind study).

Safety data from this trial will be monitored by the independent Data Monitoring Committee
(DMC) currently monitoring study A1281198. Details of the board’s functions are
documented in the DMC Charter.
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SCHEDULE OF ACTIVITIES

The schedule of activities table provides an overview of the protocol visits and procedures.

Refer to the STUDY PROCEDURES and ASSESSMENTS sections of the protocol for

detailed information on each procedure and assessment required for compliance with the

protocol.

The investigator may schedule visits (unplanned visits) in addition to those listed on the

schedule of activities table, in order to conduct evaluations or assessments required to protect
the well-being of the subject.

Activities/ Baseline® Open-label Ziprasidone Follow Follow
Assessments up Visit Up'
Visit Windows”

+1 Day 13 days
Visit 1 2 (3] 4] 5 6 7 8 9 | 10 11 12
Visit Schedule Dayl |WI1|W2|W4| W6 | W10 | W14 | W18 | W22 | W26/

ET? w27

Informed Consent, Assent® X
Inclusion/Exclusion X
Physical Exam X X
Body Weight/Height/ X X X X7
BMI/BMI-z score/ waist
circumference
ECG** X X | X [ x ] X X X | X X¢
Blood Pressure/Pulsef ' X X [ X[ x| x| x [ x| x [ x]|X X¢
Chem/Hemato/Urinalysis X X X X¢
Hormones (free T4 & TSH, X X X x4
Prolactin)
Fasting glucose, lipids, X X X X X7
insulin, HbA1¢c**
Urine drug screen® X X X
Urine Pregnancy Test” X X X X X X X X X X X
Verification of X X X X X X X X X X X X!
contraception
Dispense Double-Blind X Xm
Transition Card"™
Dispense Study Drug X X | X | X X X X X X
Drug Accountability X | X | X X X X X X X
Subject telephone contact' X | X X X X X X X!
YMRS X X X X X X X
CGI-S X X X X X X X X X X
CGAS X X
CDRS-R X X X X X X X X X X X4
SARS, BAS, AIMS X X X X X X X X X X X4
C-SSRs* X X | X[ x| x| x [ x| x [ x]|X X
Serious and non-serious X X | X X X X X X X X X X!
adverse event monitoring
Concomitant Medication X X X X X X X X X X X

ET = early termination; BMI = Body Mass Index; ECG = Electrocardiogram; T4 = Thyroxin 4; TSH= Thyroid-Stimulating
Hormone; HbAlc = glycated hemoglobin; YMRS = Young Mania Rating Scale; CGI-S = Clinical Global Impressions of

Severity; CGAS =Children’s Global Assessment Scale; CDRS-R = Child Depression Rating Scale - Revised; SARS =
Simpson Angus Rating Scale; BAS = Barnes Akathisia Rating Scale; AIMS = Abnormal Involuntary Movement Scale;

C-SSRS = Columbia Suicide Severity Rating Scale.
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* All ECGs will be administered at least 3 hours after food intake.
** Subjects should remain fasting for at least 8 hours prior to the baseline visit, Week 6, Week 18, and Week 26..

a.

—.

Baseline Visit is the last visit of the preceding double-blind trial, Study A1281198. In the case of early termination, all
procedures specified for Week 26/ET are to be completed.

Every effort should be made to bring the subject back to the office on the designated study days; however, monthly
office visits will have a +3 day visit window to allow for slight variations in subject schedules. When scheduling
subsequent visits, the overall treatment period in the protocol should be maintained.

Subjects who turn 18 years old during the study need to give a written consent.
Only if the subject had clinically significant abnormal findings from a previous visit that require follow-up.

ECGs showing a QTcF of >480 msec or a suspected increase from baseline of 60 msec or greater must be repeated
within the same visit. If the QTcF value persists at >480 msec and/or the change from baseline persists at >60 msec,
the study drug must be discontinued immediately and a pediatric cardiologist or an adult cardiologist experienced in the
interpretation of pediatric ECGs should be contacted to discuss the ECG result.

The subject should be in the sitting position for approximately 5 minutes and in the standing position for approximately
2 minutes before the measurements are obtained.

Following the baseline visit, unscheduled urine drug screens can be performed at additional visits at the investigator’s
discretion.

At all required visits, a urine pregnancy test should be performed followed by a serum pregnancy test if the urine test is
positive. A negative pregnancy test is required before the subject may receive investigational product. Unscheduled
pregnancy tests can be performed at additional visits at the investigator’s discretion. Pregnancy tests should also be
done whenever one menstrual cycle is missed during the active treatment period (or when potential pregnancy is
otherwise suspected). Pregnancy tests may also be repeated as per request of IRB/IECs or if required by local
regulations.

As double blind study medication will be transitioned during the first two weeks of the study for subjects weighing

>45 kg and during the first week of the study for subjects <45 kg, the investigator or designated staff must be in contact
with the subject and his/her parent(s) and/or guardian(s) in between the Baseline and Week 1 visit and between the
Week 1 and Week 2 visit. After the Week 6 visit, the investigator or designated staff must be in contact with the
subject and his/her parent(s) and/or guardian(s) in between study visits by telephone to ensure that the subject is taking
the proper capsules at the proper time and to monitor the tolerability and efficacy of the study medication.

Double-Blind Transition Card provided only to >45 kg weight group subjects.

A risk assessment should be done to determine if it is safe for the subject to participate in the trial or continue to
participate in the trial, if the subject’s responses during the suicidality assessments indicate that the subject has had
suicide ideation associated with actual intent and/or plan or exhibited suicidal behaviors.

Follow up contact will be completed at least 28 calendar days, and up to 35 calendar days after the last administration
of the investigational product to capture any potential adverse events (see the Time Period for Collecting AE/SAE
Information section) and to confirm appropriate contraception usage (see the Contraception section). Contact with the
subject may be done via a phone call.

Any subject who cannot tolerate the transition study medication during Week 1 should be discontinued from the study.
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1. INTRODUCTION

This protocol describes a 6-month, open label extension study (A1281201) of the
A1281198 study. The purpose of adding this extension study to the ongoing Geodon
pediatric bipolar program is to obtain additional longer term safety data in children and
adolescents with Bipolar I disorder treated with ziprasidone.

Studies A1281198 and A1281201 are being conducted to fulfill a Pediatric Research Equity
Act (PREA) commitment to assess the safety and effectiveness of Geodon® (ziprasidone) as

a treatment for bipolar disorder in pediatric patients 10 to 17 years of age, which was issued
by the United States (US) Food and Drug Administration (FDA) to Pfizer in August 2004.

1.1. Mechanism of Action/Indication

Ziprasidone is an atypical antipsychotic with a high affinity for the dopamine D2 receptor
and the 5-Hydroxytryptamine Receptor 2A (5-HT2A) receptors. It blocks re-uptake of
serotonin and norepinephrine and exhibits 5-Hydroxytryptamine Receptor 1A (5-HT1A)
agonist activity. The indication for this study is pediatric Bipolar I Disorder. The study will
include out-patient and/or inpatient, male and female subjects aged 10-17 (inclusive) who
meet the Diagnostic and Statistical Manual of Mental Disorders Fifth Edition (DSM V)
diagnostic criteria for Bipolar I Disorder (current or most recent episode manic) and who
participated in Study A1281198.

1.2. Background and Rationale

Bipolar I Disorder is a lifelong disease that is potentially debilitating to the patient and
presents serious complications within the patient’s family structure. Over half of all bipolar
patients report that their symptoms first emerged during childhood or adolescence, and onset
before adulthood is associated with greater social morbidity." Children and adolescents with
mania often show markedly labile mood, with a mixed or dysphoric picture and intense
irritability, as well as severe psychosocial impairment.> The costs to society and the public
health system are immense. Recognizing the onset of these disorders in children or
adolescents is a critical health concern and initiating treatment as early as possible is vital to
maximize the probability of a positive outcome for the patient.

Bipolar disorder can be reliably diagnosed in children and adolescents aged 10-17 years,
using the same criteria used for adults as outlined in the Diagnostic and Statistical Manual of
Mental Disorders Fifth Edition (DSM V), and supported by structured diagnostic interviews
such as Kiddie Schedule for Affective Disorders and Schizophrenia (K-SADS), as affirmed
by the American Academy of Child and Adolescent Psychiatry (AACAP) guidelines.”
Existing data support the diagnostic and therapeutic continuity between adult and pediatric
bipolar disorder. For adults with acute mania in the setting of bipolar disorder, the efficacy
and safety of a variety of medications has been established through randomized clinical trials.
These agents include lithium, other mood stabilizers from the anticonvulsant class, and
atypical antipsychotic medications. For children with bipolar mania, however, there are
limited data on the safety and efficacy of these pharmacological agents.® Lithium and other
mood stabilizers are commonly used for this diagnosis, but the evidence base is not robust for
any of these drugs, and except for lithium (for children 12 and older), none of the other mood
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stabilizers are FDA approved for this indication.* Among the class of atypical antipsychotic
medications, risperidone (Risperdal®), aripiprazole (Abilify®), quetiapine (Seroquel®) and
olanzapine (Zyprexa®) have been approved for the treatment of pediatric bipolar mania.
Although shown to be effective, several of these treatments are associated with adverse
events such as movement disorders, weight gain, hyperlipidemia and other metabolic effects,
which may limit their usefulness in some patients.” There remains a great need for additional
well controlled, randomized, double blind clinical studies to evaluate the efficacy and safety
of potential pharmacotherapies in the pediatric population.

1.2.1. Background on Ziprasidone (CP-88,059-1)

Ziprasidone (CP-88,059-1 oral capsule) is an atypical antipsychotic. It has a high affinity for
the dopamine D2 receptor, potent in vivo activity in rat models of dopamine antagonism
(blocking of d-amphetamine induced locomotor activation and blocking of apomorphine
induced stereotypy), and potent activity in an antipsychotic model in rats that is potentially
dopamine independent (inhibition of conditioned avoidance). Ziprasidone demonstrates a
high 5-HT2A/D2 ratio, which has been associated with a lower risk of extrapyramidal
symptoms compared to typical antipsychotics. In addition, blockade of serotonin and
norepinephrine re-uptake and 5-HT1A agonist activity may contribute to the alleviation of
affective and negative symptoms. Ziprasidone has relatively low affinity for al adrenergic
and histamine H1 receptors and muscarinic M1 receptors, which may be associated with
modest orthostatic effects and sedation, and low incidence for weight gain and
anticholinergic side effects, respectively.® Because ziprasidone is metabolized
predominantly by the aldehyde oxidase system, in addition to the cytochrome P450 3A4
(CYP3A4) system, the likelihood of pharmacokinetic interactions between ziprasidone and
other drugs is low.”

Ziprasidone has been approved by the Food and Drug Administration (FDA) for the
treatment of schizophrenia in adults in the United States (approval, February 2001) and in at
least 55 other countries. An s-NDA (supplemental New Drug Application) for the treatment
of bipolar disorder in adults with manic symptoms was approved by the FDA in

August 2004. The safety and efficacy of ziprasidone monotherapy for the treatment of mania
in adults was demonstrated in two double blind, placebo controlled trials of 3 weeks duration,
and in open label extension trials of up to 104 weeks duration. These studies demonstrated
that ziprasidone was superior to placebo in the treatment of subjects with a manic or mixed
bipolar episode, with clinically and statistically significant improvement evident as early as
Day 2 of treatment. In November 2009, ziprasidone was also approved by the FDA for adult
bipolar maintenance treatment based on a 6 month double blind study comparing ziprasidone
plus a mood stabilizer vs placebo plus a mood stabilizer in subjects who have been treated
and responded for at least 4 months to open label treatment with both agents. The overall
profile of adverse events in the adult mania studies is comparable with that seen in
schizophrenia studies. Ziprasidone had neutral effects on weight, glucose and lipid profiles
in adult patients with mania.®
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Currently approved and marketed formulations in the US for ziprasidone include the oral
capsule (20, 40, 60, and 80 mg) and a rapid onset IM (Intramuscular) injectable form

(20 mg/ml). As of October 2017, approximately 2,976,798 patients had been exposed to
ziprasidone worldwide, cumulatively (based on prescription data and US unique patient
count).

Additional information for this compound may be found in the Single Reference Safety
Document (SRSD), which for this study is the Investigator’s Brochure.'’

2. STUDY OBJECTIVES AND ENDPOINTS

Primary Objective(s): Primary Endpoint(s):

e  To assess the safety and tolerability of oral e  Safety Assessments;
ziprasidone (20-80 mg BID) during long term, open
label administration in children and adolescents with
Bipolar I Disorder who participated in Study .
A1281198.

e Adverse event reporting;

Clinical laboratory testing;

e  Physical examinations;

e  Blood pressure and pulse;

e  Height and weight;

e  Body Mass Index (BMI) and BMI Z score;
e  Waist circumference;

e  Electrocardiograms, including QTc;

e  Special Safety Assessments;

e Movement Disorder Scales (SARS, BAS, and
AIMS);

e  Columbia Suicide Severity Rating Scale (C-SSRS);
e Child Depression Rating Scale (CDRS-R);

e  Efficacy Assessments;

e  Young Mania Rating Scale;

e Clinical Global Impression of Severity (CGI-S);

e  Children’s Global Assessment Scale (CGAS).

3. STUDY DESIGN

This 26 week open label extension study is designed to provide information on the safety and
tolerability of oral ziprasidone (20 to 80 mg BID with meals) during long term administration
in children and adolescents with Bipolar I Disorder (current or most recent episode manic).

It will enroll subjects who have participated in the 4 week, double blind, placebo controlled
safety and efficacy trial, Study A1281198, meet study entry criteria, and wish to receive
treatment with open label ziprasidone.
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The number of subjects entering this open-label trial will be determined by the number of
subjects electing to continue treatment after completing or withdrawing from the preceding
double blind Study A1281198. We estimate that approximately 55 subjects randomized in
the double blind study (based on the increased sample size of N=194 subjects) will be
eligible to continue in this open label extension. With an expected dropout rate of
approximately 35%, this gives an estimate of approximately 40 subjects to complete this
26 week open label study (if all 55 subjects enter the extension study).

The final visit of the double blind trial (Week 4 or early termination visit from A1281198)
will serve as the Baseline Visit for the extension study. The first 1-14 days of

Study A1281201 will be considered a transition period during which the study drug will
continue to be administered under double-blind conditions. During this double-blind
transition period, subjects who were on placebo in Study A1281198 will be provided active
medication that will allow them to be titrated up to the appropriate weight-adjusted target
dose, following titration schedule that was employed in Study A1281198. Subjects who
were on active medication (ziprasidone) at the end of Study A1281198 will continue on that
treatment course under double-blind conditions. At the end of the double-blind transition
period, all subjects will receive open label ziprasidone.

Any subject who cannot tolerate the transition study medication during Week 1 should
be discontinued from the study.

After the Week 2 visit for the >45 kg subjects and after the Week 1 visit for the <45 kg
subjects, dosing will be open label and flexible, with dosing adjustments made at the
discretion of the investigator to maintain optimal efficacy and tolerability. For subjects with
a body weight of >45 kg, the target dose range is a total daily dose of 120 mg to 160 mg/day
given in two divided doses with food. For subjects with a body weight <45 kg, the target
dose range is a total daily dose of 60 mg to 80 mg/day given in two divided doses with food.

Subjects who cannot tolerate a dose of 80 mg/day will be allowed to have a dose reduction
and to continue study treatment at a lower dose that is tolerable to them. The minimum
permitted dose is 40 mg/day (20 mg BID) for all subjects.

Post Baseline visits will occur at Weeks 1, 2, 4, 6, 10, 14, 18, 22 and 26 during treatment,
with a follow up visit at Week 27.

Contact may occur via telephone and must occur 28 to 35 days from administration of the
final dose of investigational product to capture any potential adverse events (see the Time
Period for Collecting AE/SAE Information section) and to confirm appropriate contraception
usage (see the Contraception section).

4. SUBJECT ELIGIBILITY CRITERIA

The following eligibility criteria are designed to select subjects for whom participation in the
study is considered appropriate. All relevant medical and nonmedical conditions should be
taken into consideration when deciding whether a particular subject is suitable for this
protocol.
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This study will enroll children and adolescents with Bipolar I Disorder, who have
participated in double blind Study A1281198. In order to be enrolled in this open label
extension trial, subjects must have met the enrollment criteria for Study A1281198, and must
meet the following inclusion and exclusion criteria at the A1281201 extension study Baseline
visit (last visit in the double blind study). Any questions regarding eligibility must be
discussed with a Pfizer clinician prior to the subject’s participation in the study.

Subject eligibility should be reviewed and documented by an appropriate member of the

investigator’s study team before subjects are included in the study. A statement that the

subject was eligible to enter the clinical trial should be completed by the investigator and
included in the subject’s source documentation.

4.1. Inclusion Criteria

Subjects must meet all of the following inclusion criteria to be eligible for enrollment into the
study:

1. Evidence of personally signed and dated informed consent document by the legal
representative and an assent document by the subject indicating that the subject and a
legal representative have been informed of all pertinent aspects of the study.

2. Subjects and their legal guardians who are willing and able to comply with scheduled
visits, treatment plan, laboratory tests, and other study procedures.

3. The subjects must have received investigational product in Study A1281198 and
completed at least 3 weeks of double blind treatment before entering this open label
extension. However, subjects who have insufficient treatment response and have
reached their maximum tolerated dose may enroll in the open label extension as early
as 1 week after the end of their titration.

4. In the investigator’s opinion, the subject must be likely to benefit from antipsychotic
therapy and must have been free from any clinically significant safety concerns
during the preceding double blind study (ie, in the opinion of the investigator, the
benefits that the subject is likely to derive from continued participation must
outweigh the risks).

5. All fertile male subjects and female subjects of childbearing potential who are
sexually active and/or their legal guardians, as appropriate, must agree that a highly
effective method of contraception be used as outlined in this protocol and for the
duration of the study and for 28 days after the last dose of investigational product.
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4.2. Exclusion Criteria

Subjects with any of the following characteristics/conditions will not be included in the
study:

1. Any subjects from the preceding double blind trail who experienced a serious adverse
event which required study medication to be discontinued and the subject to be
withdrawn from the study. Subjects who experienced cardiac arrhythmias, conduction
abnormalities, or QTc prolongation (confirmed and persistent Fridericia's correction
(QTcF) >480 msec or increase from baseline QTcF >60 msec) during the preceding
study.

2. Subjects requiring any medications not allowed by the Concomitant Medication
Table 12 (see “Concomitant Treatment(s)”).

3. Subjects who require treatment with drugs that are known to consistently prolong the
QT interval (see Concomitant Medication Table 12).

4. Subjects who are judged by the investigator as being at imminent risk of suicide.

5. Subjects living in the same home as another study participant or having the same
caregiver during the same enrollment period (Such subjects can be enrolled in the
study at different times but may not be in the study at the same time).

6. Subjects should be excluded or a risk assessment should be done to verify that it is
safe for the subject to participate in the trial if the subject’s responses on the C-SSRS
or other information based on the investigator’s judgment indicate:

e Suicide ideation associated with actual intent and a method or plan such that a
positive response (‘Yes’) is made on items 4 or 5 of the suicidal ideation subscale
of the C-SSRS; or

e Any suicide behaviors such that a determination of ‘yes’ is made to any of the
suicide behavior items of the C-SSRS.

7. Pregnant female subjects, breastfeeding female subjects.
8. Participation in other studies other than the preceding Study.

9. Other acute or chronic medical or psychiatric condition including recent (within the
past year) or active suicidal ideation or behavior or laboratory abnormality that may
increase the risk associated with study participation or investigational product
administration or may interfere with the interpretation of study results and, in the
judgment of the investigator, would make the subject inappropriate for entry into this
study.
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4.3. Randomization Criteria

Not applicable.

4.4. Lifestyle Requirements
N/A.

4.4.1. Contraception

All fertile male subjects and female subjects who are of childbearing potential, as applicable
to the study who are, in the opinion of the investigator, sexually active and at risk for
pregnancy with their partner(s), must agree to use a highly effective method of contraception
consistently and correctly for the duration of the active treatment period and for at least

28 days after the last dose of investigational product. The investigator or his or her designee
will confirm that the subject has selected an appropriate method of contraception from the list
of permitted contraception methods (see below). At time points indicated in the Schedule of
Activities, the investigator or designee will instruct the subject of the need to use highly
effective contraception consistently and correctly and document the conversation, and the
subject’s affirmation, in the subject’s chart. In addition, the investigator or designee will
instruct the subject to call immediately if the selected contraception method is discontinued
or if pregnancy is known or suspected in the subject or partner.

Highly effective methods of contraception are those that, alone or in combination, result in a
failure rate of less than 1% per year when used consistently and correctly (ie, perfect use) and
include the following:

1. Established use of hormonal methods of contraception associated with inhibition of
ovulation (eg, oral, inserted, injected, implanted, transdermal), provided the subject
plans to remain on the same treatment throughout the entire study and has been using
that hormonal contraceptive for an adequate period of time to ensure effectiveness.

2. Correctly placed copper-containing intrauterine device (IUD).

3. Male condom or female condom used WITH a separate spermicide product (ie, foam,
gel, film, cream, or suppository). For countries where spermicide is not available or
condom plus spermicide is not accepted as highly effective contraception, this option
is not appropriate.

NOTE: Sexual abstinence, defined as completely and persistently refraining from all
heterosexual intercourse (including during the entire period of risk associated with the study
treatments) may obviate the need for contraception ONLY if this is the preferred and usual
lifestyle of the subject.

All sexually active male subjects must agree to prevent potential transfer to and exposure of
partner(s) to drug through ejaculate by using a condom consistently and correctly, beginning
with the first dose of investigational product and continuing for at least 28 days after the last
dose of investigational product.
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4.5. Sponsor’s Qualified Medical Personnel

To facilitate access to appropriately qualified medical personnel on study-related medical
questions or problems, subjects are provided with a contact card. The contact card contains,
at a minimum, protocol and investigational product identifiers, subject study numbers,
contact information for the investigator site, and contact details for a contact center in the
event that the investigator site staff cannot be reached to provide advice on a medical
question or problem originating from another healthcare professional not involved in the
subject’s participation in the study. The contact number can also be used by investigator
staff if they are seeking advice on medical questions or problems; however, it should be used
only in the event that the established communication pathways between the investigator site
and the study team are not available. It is therefore intended to augment, but not replace, the
established communication pathways between the investigator site and the study team for
advice on medical questions or problems that may arise during the study. The contact
number is not intended for use by the subject directly, and if a subject calls that number, he
or she will be directed back to the investigator site.

5. STUDY TREATMENTS

For the purposes of this study, and per International Conference on Harmonisation (ICH)
guidelines, investigational product is defined as a pharmaceutical form of an active
ingredient or placebo being tested or used as a reference/comparator in a clinical trial,
including a product with a marketing authorization when used or assembled (formulated or
packaged) in a way different from the approved form, or when used for an unapproved
indication, or when used to gain further information about an approved use (ICH E6 1.33).

For this study, the investigational product is Ziprasidone Hydrochloride.

5.1. Allocation to Treatment

Throughout most of this study, ziprasidone will be administered as open label (OL)
investigational product to all subjects.

However, the dose transition from the double-blind study drug administered in
Study A1281198 to the open-label dosing in the extension trial A1281201 will be conducted
under double-blind conditions.

The double-blind dose transition phase of Study A1281201 will comprise Weeks 1 and 2 for
subjects 245 kg and Week 1 for subjects <45 kg. The double-blind (DB) medication for this
transition period will be assigned according to the subject’s randomization number in the
preceding study so that the investigator remains blinded during this period.

At the baseline visit of the A1281201 study, subjects will transition onto active medication if
previously assigned to the placebo group or continue on active study drug. Over the course
of the double-blind dose transition period, subjects <45 kg will be transitioned to a total daily
dose of 60 mg a day by Day 7 of Week 1 and subjects >45 kg will be transitioned to a total
daily dose of 120 mg a day by Day 10 of Week 2. (Subjects on 160 mg, 140 mg, 100 mg,
and 80 mg active at the end of Study A1281198 will all be transitioned to 120 mg a day at the
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end of the two-week transition period. Subjects on 120 mg active at the end of
Study A1281198 will remain on 120 mg a day through the dose transition period).

Any subject who cannot tolerate the transition study medication during Week 1 should
be discontinued from the study.

All medication will remain blinded until the end of the transition period. Diagrams of the
transition dosing cards for subjects who were on placebo or ziprasidone in Study A1281198
are provided in Table 1, Table 2, Table 3 and Table 4.

At the end of the double-blind transition period, all subjects will start to receive open label
ziprasidone. Diagrams of the double-blind dose transition study drug blister cards are
provided in Table 1, Table 2, Table 3 and Table 4.

Allocation of subjects to treatment groups will precede through the use of an interactive
response technology (IRT) system (interactive Web-based response [IWR]). The site
personnel (study coordinator or specified designee) will be required to enter or select
information including but not limited to the user’s identification (ID) and password, the
protocol number, and the subject number. The site personnel will then be provided with a
treatment assignment, randomization number, and dispensable unit (DU) or container number
when investigational product is being supplied via the IRT system. The IRT system will
provide a confirmation report containing the subject number, randomization number, and DU
or container number assigned. The confirmation report must be signed by two appropriate
staff members and stored in the site’s file.

The study-specific IRT reference manual will provide the contact information and further
details on the use of the IRT system.

5.2. Breaking the Blind
As Applicable.

5.3. Subject Compliance

The investigator must maintain a complete and current dispensing and inventory record that
has been supplied by the sponsor.

Study personnel at the site should monitor compliance at each study visit according to the
Schedule of Activities by comparing the returned study drug contained within the blister
cards keeping in mind the prescribed dose with the dose information reported by the subject
on the diary card. Discrepancies between returned capsule counts from the blister cards and
subject reported dose information on the subject diary cards should be reconciled with the
subject and/or legal guardian during the office visit. Compliance and any unresolved
discrepancies will be documented in the source documents and on the Investigational Product
Accountability Log. The study drug CRF (case report form) page should reflect the
reconciled dose information provided by the subject and/or legal guardian.
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In addition, photocopies should be made of both sides of the returned blister cards. The
photocopies should be dated and signed and kept as part of the source documentation.

The subject diary cards and the photocopies of the blister cards will serve as the source
documentation of what medication was taken as the actual blister cards will eventually be
destroyed according to drug accountability procedures (see Section 5.8). Information from
the subject diary card will be included on the study drug CRF page.

A subject will be considered non-compliant with respect to dosing if the subject misses more
than 20% of their scheduled doses over the entire study. Such a condition will be considered
a protocol violation and the subject will be excluded from the per protocol (PP) analysis set.

5.4. Investigational Product Supplies
5.4.1. Dosage Form and Packaging

All investigational products will be provided by Pfizer and will include oral ziprasidone
capsules of 20, 40, 60, and 80 mg strength. Matching placebo capsules may also be supplied
for the initial 1-14 day dose transition period. All medication will be packaged in childproof
blister cards with columns for AM and for PM capsules.

Two different types/designs of child resistant blister cards will be provided over the course of
the study: a transition card design and a fixed dose card design. Each transition card will
contain medication for 7 days plus 3 additional days. Each fixed dose card will contain

7 days of medication per card plus 1 additional day for use in the open label phase. During
the transition phase, all blister cards will have 1 to 2 capsules available for the AM and 1 to
2 capsules for the PM administration. During the open label phase (Weeks 2/3-26), the
blister cards will have only 1 capsule available for the AM and 1 capsule available for the
PM dose of active medication. Each of the AM or PM columns will contain a 20 mg, 40 mg,
60 mg or 80 mg ziprasidone capsules (or matching placebo) during the transition and only
active ziprasidone capsules during open-label treatment. The target dose ranges for subjects
<45 kg is 60 to 80 mg/day and for subjects >45 kg, 120 to 160 mg/day, which are identical to
the target dose ranges used in study A1281198.

For more information please refer to the Investigational Product manual for all items related
to IP.

Dose Transition Card Container Types

Double-Blind Dose Transition Card

Active Ziprasidone or Placebo 245 kg body weight
(separate cards for Day 1/Baseline

and Week 2/Visit 2)

Active Ziprasidone or Placebo <45 kg body weight
(Day 1/Baseline)
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In order to accommodate the flexible dosing permitted by the protocol following the dose
transition period, 7 types of open label fixed dosing cards, each with a different total daily
dose of study drug as described in below tables:

Fixed Dose OL Card Container Types
Total Daily Dose AM Dose PM Dose
40 mg 20 mg 20 mg
60 mg 20 mg 40 mg
80 mg 40 mg 40 mg
100 mg 40 mg 60 mg
120 mg 60 mg 60 mg
140 mg 60 mg 80 mg
160 mg 80 mg 80 mg

5.4.2. Preparation and Dispensing

On Day 1 (Baseline Visit), one transition card will be dispensed based on the subject’s
weight (>45 kg or <45 kg) and previously assigned treatment in Study A1281198 for the first
week of dosing. Only subjects >45 kg will receive a transition card at Week 2 if needed.
After Week 1, subjects from the <45 kg group will be provided a fixed dose card for the
second week of the dose transition phase. Medication dose- and weight-based tables
illustrate the dosing sequence subjects will be assigned during the transition periods by
weight and current assigned dose in A1281198 (Table 1, Table 2, Table 3 and Table 4).
Patients <45 kg will be assigned a 60 mg active/placebo titration card at Day 1 of A1281201.
Patients >45 kg will be assigned one of three dose levels: Patients on the 80 mg or 100 mg
dose level in A1281198 will be given a 100 mg active/placebo titration card Day 1 of
A1281201, Patients on the 120 mg dose level in A1281198 will be given a 120 mg
active/placebo titration card Day 1 of A1281201, and Patients on the 140 mg or 160 mg dose
level in A1281198 will be given a 140 mg active/placebo titration card Day 1 of A1281201.

After the baseline visit, the investigator or designed staff must be in contact with the subject
and his/her legal guardian(s) on at least one occasion between the baseline visit and the
Week 1 visit and between the Week 1 visit and the Week 2 visit, either by telephone or in
person, to ensure that the subject is taking the proper capsules at the proper time and to
monitor the tolerability and efficacy of the titration plan.

After the Week 6 visit, the investigator or designated staff must be in contact with the subject
and his/her parent(s) and/or guardian(s) in between study visits by telephone to ensure that
the subject is taking the proper capsules at the proper time and to monitor the tolerability and
efficacy of the study medication.
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Table 1. Double-Blind Dose Transition Blister Cards for 245 kg Subjects on
160 mg/day or 140 mg/day of Active Ziprasidone or Placebo at End of Study
A1281198, Weeks 1 and 2

140 mg Week 1 Active Titration Card 140 mg Week 1 Placebo Titration Card
Day | AM Dose | PM Dose | Total Daily Dose Day AM Dose PM Dose Total Daily Dose
(mg) (mg) (mg) (mg) (mg) (mg)

1 80 140/160* 1 20 20
2 60 80 140 2 20 20 40
3 60 80 140 3 20 20 40
4 60 80 140 4 20 40 60
5 60 80 140 5 20 40 60
6 60 80 140 6 40 40 80
7 60 80 140 7 40 40 80
8 60 80 140 8 40 40 80

* Subjects on a dose of 160 mg at the end of the A1281198 study will remain at that dose for 1 additional day
during the transition period due to the Day 1 card PM dose design. Starting on Day 2 of the transition period
these subjects will receive a total daily dose of 140 mg/day.

120 mg Week 2 Active Titration Card 120 mg Week 2 Placebo Titration Card
Day | AM Dose | PM Dose | Total Daily Dose Day AM Dose PM Dose Total Daily Dose

(mg) (mg) (mg) (mg) (mg) (mg)
1 60 120 1 40 60 100
2 60 60 120 2 40 60 100
3 60 60 120 3 60 60 120
4 60 60 120 4 60 60 120
5 60 60 120 5 60 60 120
6 60 60 120 6 60 60 120
7 60 60 120 7 60 60 120
8 60 60 120 8 60 60 120

Table 2. Double-Blind Dose Transition Blister Cards for 245 kg Subjects on
120 mg/day of Active Ziprasidone or Placebo at End of Study A1281198,
Weeks 1 and 2

120 mg Week 1 Active Titration Card 120 mg Week 1 Placebo Titration Card
Day | AM Dose | PM Dose | Total Daily Dose Day AM Dose PM Dose Total Daily Dose
(mg) (mg) (mg) (mg) (mg) (mg)
1 60 120 1 20 20
2 60 60 120 2 20 20 40
3 60 60 120 3 20 20 40
4 60 60 120 4 20 40 60
5 60 60 120 5 20 40 60
6 60 60 120 6 40 40 80
7 60 60 120 7 40 40 80
8 60 60 120 8 40 40 80
PFIZER CONFIDENTIAL

Page 26



CP-88,059-1
A1281201
Final Protocol Amendment 1, 19 February 2019

120 mg Week 2 Active Titration Card 120 mg Week 2 Placebo Titration Card
Day | AM Dose | PM Dose | Total Daily Dose Day AM Dose PM Dose Total Daily Dose

(mg) (mg) (mg) (mg) (mg) (mg)
1 60 60 120 1 40 60 100
2 60 60 120 2 40 60 100
3 60 60 120 3 60 60 120
4 60 60 120 4 60 60 120
5 60 60 120 5 60 60 120
6 60 60 120 6 60 60 120
7 60 60 120 7 60 60 120
8 60 60 120 8 60 60 120

Table 3. Double-Blind Dose Transition Blister Cards for 245 kg Subjects on
80 mg/day or 100 mg of Active Ziprasidone or Placebo at End of
Study A1281198, Weeks 1 and 2

100 mg Week 1 Active Titration Card 100 mg Week 1 Placebo Titration Card
Day | AM Dose | PM Dose | Total Daily Dose Day AM Dose PM Dose Total Daily Dose
(mg) (mg) (mg) (mg) (mg) (mg)

1 60 100* 1 20 20
2 40 60 100 2 20 20 40
3 40 60 100 3 20 20 40
4 40 60 100 4 20 40 60
5 40 60 100 5 20 40 60
6 40 60 100 6 40 40 80
7 40 60 100 7 40 40 80
8 40 60 100 8 40 40 80

* Subjects who were assigned 80 mg at the end of Study A1281198 will have a 20 mg increase in dose starting
on Day 1 of the double blind transition period due to the design of the transition dose card.

120 mg Week 2 Active Titration Card 120 mg Week 2 Placebo Titration Card
Day | AM Dose | PM Dose | Total Daily Dose Day AM Dose PM Dose Total Daily Dose

(mg) (mg) (mg) (mg) (mg) (mg)
1 60 60 120 1 40 60 100
2 60 60 120 2 40 60 100
3 60 60 120 3 60 60 120
4 60 60 120 4 60 60 120
5 60 60 120 5 60 60 120
6 60 60 120 6 60 60 120
7 60 60 120 7 60 60 120
8 60 60 120 8 60 60 120
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Table 4. Double Blind Dose Transition Blister Cards for <45 kg Subjects on
40 mg/day, 60 mg/day, or 80 mg of Active Ziprasidone or Placebo at End of

Study A1281198, Week 1
60 mg Week 1 Active Titration Card 60 mg Week 1 Placebo Titration Card
Day | AM Dose | PM Dose | Total Daily Dose Day AM Dose PM Dose Total Daily Dose
(mg) (mg) (mg) (mg) (mg) (mg)

1 40 60/80* 1 20 20
2 20 40 60 2 20 20 40
3 20 40 60 3 20 20 40
4 20 40 60 4 20 20 40
5 20 40 60 5 20 40 60
6 20 40 60 6 20 40 60
7 20 40 60 7 20 40 60
8 20 40 60 8 20 40 60

* Subjects who were assigned 40 mg at the end of Study A1281198 will have a 20 mg increase in dose starting
on Day 1 of the double blind transition period due to the design of the transition dose card. Subjects who were
assigned 80 mg at the end of Study A1281198 will receive 80 mg on Day 1 of the dose transition week but from
Day 2 onwards will receive a total daily dose of 60 mg/day.

Subjects weighing <45 kg should be issued an open label, fixed dosing card with the desired
total daily dose for the second week of the dose transition phase(ie, either 40 mg/day,
60 mg/day, or 80 mg/day; see Table 5, Table 6, or Table 7).

The investigator will decide which fixed dose blister card to provide to the subject for the
following week, based on clinical judgment.

TableS. 40 mg Fixed Dose Regimen

Day AM Dose PM Dose Total Daily

(mg) (mg) Dose

(mg)
1 20 20 40
2 20 20 40
3 20 20 40
4 20 20 40
5 20 20 40
6 20 20 40
7 20 20 40
8 20 20 40
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Table 6. 60 mg Fixed Dose Regimen

Day AM Dose PM Dose Total Daily

(mg) (mg) Dose

(mg)
1 20 40 60
2 20 40 60
3 20 40 60
4 20 40 60
5 20 40 60
6 20 40 60
7 20 40 60
8 20 40 60

Table 7. 80 mg Fixed Dose Regimen

Day AM Dose PM Dose Total Daily

(mg) (mg) Dose

(mg)
1 40 40 80
2 40 40 80
3 40 40 80
4 40 40 80
5 40 40 80
6 40 40 80
7 40 40 80
8 40 40 80

Subjects weighing >45 kg should be issued an open label fixed dosing card with the desired
total daily dose at the start of the third week (Day 15) of the extension study (ie, either

80 mg/day, 100 mg/day, 120 mg/day, 140 mg/day or 160 mg/day total daily dose; see
Table 8-Table 11.

Table 8. 100 mg Fixed Dose Regimen

Day AM Dose PM Dose Total Daily

(mg) (mg) Dose

(mg)

1 40 60 100
2 40 60 100
3 40 60 100
4 40 60 100
5 40 60 100
6 40 60 100
7 40 60 100
8 40 60 100

PFIZER CONFIDENTIAL

Page 29



CP-88,059-1
A1281201
Final Protocol Amendment 1, 19 February 2019

Table 9. 120 mg Fixed Dose Regimen
Day AM Dose PM Dose Total Daily

(mg) (mg) Dose

(mg)

1 60 60 120
2 60 60 120
3 60 60 120
4 60 60 120
5 60 60 120
6 60 60 120
7 60 60 120
8 60 60 120

As a reminder subjects weighing >45 kg could be provided the 140 or 160 mg/day fixed dose
card (see Table 10 and Table 11) only if they have tolerated 120 mg/day; in addition, the
140 and 160 mg/day fixed dose card should not be issued before Day 15 of the study.

Table 10. 140 mg Fixed Dose Regimen
Day AM Dose PM Dose Total Daily

(mg) (mg) Dose

(mg)

1 60 80 140
2 60 80 140
3 60 80 140
4 60 80 140
5 60 80 140
6 60 80 140
7 60 80 140
8 60 80 140

Table 11. 160 mg Fixed Dose Regimen
Day AM Dose PM Dose Total Daily

(mg) (mg) Dose

(mg)

1 80 80 160
2 80 80 160
3 80 80 160
4 80 80 160
5 80 80 160
6 80 80 160
7 80 80 160
8 80 80 160
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Only site personnel according to their role as determined on the site delegation log may
dispense investigational product cards. Subjects will be instructed to take medication with
food and to take one capsule in the AM and one capsule in the PM from each assigned blister
card during the open label phase.

The investigational product will be dispensed using an IRT drug management system at each
visit from baseline to Week 22. A qualified staff member will dispense the investigational
product, a unique container numbers on the blister cards provided, in quantities appropriate
for the study visit schedule. The subject/caregiver should be instructed to maintain the
product in the blister cards, as provided throughout the course of dosing and return the blister
cards, to the site at the next study visit.

5.5. Administration

As study drug administration is complex, the parent or guardian should closely supervise
dosing throughout the study, especially during the transition period. Depending on the
assigned investigational product, 1 to 2 capsules are taken in the morning and 1 to 2 capsules
in the evening about 12 hours apart. If a dose is missed, the missed dose should be taken as
soon as possible, but the AM and PM doses should be separated by a minimum of 4 hours.
The missed dose should be skipped if <4 hours remain to the next scheduled dose.

All investigational product is to be taken with food and approximately 12 hours apart.
Capsules are to be taken intact. Swallow the capsule whole. Do not crush or chew the
capsule.

Transition Period:

The target dose ranges for subjects <45 kg is 60 to 80 mg/day and for subjects >45 kg,
120 to 160 mg/day, which are identical to the target dose ranges used in Study A1281198.

In general, the target dose should be attained by Days 7-14. For subjects with a body weight
>45 kg, the target dose range is 120 to 160 mg/day. A dose of 160 or 140 mg/day should not
be achieved before Day 14 of treatment.

For subjects with a body weight <45 kg, the target dose range is 60-80 mg/day.

Any subject who cannot tolerate the transition study medication during Week 1 should
be discontinued from the study.

Open-Label Weeks 3-26

After the Week 2 visit for the >45 kg subjects and after the Week 1 visit for the <45 kg
subjects, dosing will be open-label and flexible, with dosing adjustments made at the
discretion of the investigator to maintain optimal efficacy and tolerability. Subjects who
cannot tolerate a dose of 80 mg/day will be allowed to have a dose reduction and to continue
study treatment at a lower dose that is tolerable to them. The minimum permitted dose is

40 mg/day (ie, 20 mg BID) for all subjects. The site will dispense 2 blister cards to the
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patient at the Week 2 and Week 4 visit. From the Week 6 visit onwards, there will be

4 weeks between each visit and the site will dispense 4 blister cards to the patient at each
visit. Blister cards for Weeks 3-26 will each contain medication for 7 days plus 1 additional
day. All investigational products will be provided by Pfizer and will include oral ziprasidone
capsules of 20, 40, 60, and 80 mg strength. Matching placebo capsules will also be supplied
for the initial tapering period. All medication will be packaged in childproof blister cards
with columns for AM and for PM capsules (see Dosage Form and Packaging section).

Dose Reductions

If a subject with a body weight >45 kg cannot tolerate the target dose of 120—160 mg/day
during the open label phase (Weeks 3-26) the investigator can reduce the dosage. In general,
it is recommended dose reductions not exceed 40 mg/day and occur only once a week unless
a subject is experiencing an adverse event that necessitates a faster dose reduction.

If a subject weighing <45 kg cannot tolerate the target dose of 60-80 mg/day during the open
label phase (Weeks 3-26), the investigator can reduce the total daily dosage to 40 mg/day.

Any subject who cannot tolerate a minimum dose of 40 mg/day will be discontinued
from the study.

Any time there is a post-titration period dose change, it is imperative that the date on which
subjects begin taking a different dose is recorded. Only the Principal Investigator (PI) or a
designated medically trained sub-investigator can make modifications to the subject’s dose.
If changes are necessary, unscheduled visits are recommended to be scheduled so that the
subject can be observed and so that changes to the dosing plan can be fully explained to the
subject and to his/her parent(s) or guardian(s).

5.6. Summary of the Dose Titration Schedule for Study A1281201

1. No dose adjustments are allowed during Week 1 of the Dose Transition period (for
either the <45 kg or >45 kg dose category); subjects who cannot tolerate the Week 1
dose titration should be withdrawn from the study.

2. Weekly dose adjustments (increases or decreases) are allowed from Week 2 of the
Dose Transition period to the end of the study (Week 26). In general, dose
adjustments should not occur more frequently than every 7 days to provide an
adequate period of time to evaluate the clinical effect of the dose adjustment. Dose
adjustments are achieved by issuing an open label fixed dosing card to the subject (ie,
with a total daily dose of 40 mg, 60 mg, 80 mg, 100 mg, 120, 140 mg, or 160 mg).

3. The dose may be increased if the subject has been tolerating the current dose level
without significant side effects; but, in the clinical judgment of the investigator, has
had an insufficient clinical efficacy response. The clinical rationale for the dose
increase should be documented in the source documentation for the subject.
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4. In general, dose increases should not exceed 20 mg. However, subjects weighing
>45 kg may be increased to 140 mg or 160 mg total daily dose if they have tolerated
the 120 mg dose well, have reached Day 15 of the study, and have had an insufficient
clinical efficacy response to the 120 mg total daily dose.

5. The dose may be decreased if, in the clinical judgment of the investigator, the subject
is not tolerating the current dose well and is likely to benefit from continued treatment
with a lower dose of study drug that may be better tolerated. There is no limit on the
number of dose decreases; however, subjects who cannot tolerate a minimum total
daily dose of 40 mg should be withdrawn from the study. The clinical rationale for the
dose decrease should be documented in the source documentation for the subject. In
general, dose decreases should not exceed 40 mg.

6. Subjects who, in the clinical judgment of the investigator, have reached their
maximum tolerated dose and still have an insufficient clinical response should be
withdrawn from the study.

5.7. Investigational Product Storage

The investigator or an approved representative (eg, pharmacist), will ensure that all
investigational product is stored in a secured area with controlled access under required
storage conditions and in accordance with applicable regulatory requirements.

Investigational products should be stored in their original containers and in accordance with
the labels. Investigational product is to be stored at 15-25°C (59-77°F).

Any storage conditions stated in the SRSD will be superseded by the storage conditions
stated on the product label.

Site systems must be capable of measuring and documenting (for example, via a log), at a
minimum, daily minimum and maximum temperatures for all site storage locations (as
applicable, including frozen, refrigerated, and/or room-temperature products). This should
be captured from the time of investigational product receipt throughout the study. Even for
continuous-monitoring systems, a log or site procedure that ensures active evaluation for
excursions should be available. The intent is to ensure that the minimum and maximum
temperature is checked each business day to confirm that no excursion occurred since the last
evaluation and to provide the site with the capability to store or view the minimum/maximum
temperature for all non-working days upon return to normal operations. The operation of the
temperature monitoring device and storage unit (for example, refrigerator), as applicable,
should be regularly inspected to ensure they are maintained in working order.

Any excursions from the product label storage conditions should be reported to Pfizer upon
discovery. The site should actively pursue options for returning the product to the storage
conditions described in the labeling, as soon as possible. Deviations from the storage
requirements, including any actions taken, must be documented and reported to Pfizer.
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Once an excursion is identified, the investigational product must be quarantined and not used
until Pfizer provides permission to use the investigational product. It will not be considered a
protocol deviation if Pfizer approves the use of the investigational product after the
temperature excursion. Use of the investigational product prior to Pfizer approval will be
considered a protocol deviation. Specific details regarding information the site should report
for each excursion will be provided to the site.

Receipt of materials, door opening and closing, and other routine handling operations where
the products are briefly out of the temperature range described in the labeling are not
considered excursions.

Site staff will instruct subjects on the proper storage requirements for take home
investigational products.

5.8. Investigational Product Accountability

The investigator site must maintain adequate records documenting the receipt, use, loss, or
other disposition of the investigational product supplies. All investigational products will be
accounted for using a drug accountability form/record. All blister cards of study drug must
be returned to the investigator by the subject at every visit and at the end of the trial.

5.8.1. Destruction of Investigational Product Supplies

The sponsor or designee will provide guidance on the destruction of unused investigational
product (eg, at the site). If destruction is authorized to take place at the investigator site, the
investigator must ensure that the materials are destroyed in compliance with applicable
environmental regulations, institutional policy, and any special instructions provided by
Pfizer, and all destruction must be adequately documented.

5.9. Concomitant Treatment(s)

The Concomitant Medication Table that follows lists common concomitant medications that
are permitted or prohibited during the study, however this list may not be fully inclusive.
Subjects will be instructed not to take any medications, including over-the-counter products,
without first consulting the investigator, unless such medications are for emergency use. The
investigator must record the use of all concomitant medications in the eCRF (electronic Case
Report Form).

The chronic use of certain medications (some hormones, antihypertensives, diuretics, and
oral hypoglycemic) is allowed if the subject was using these medications during the
preceding double-blind study at a stable dose and the subject’s condition is stable.

Lorazepam may be used PRN (as necessary) up to 2 mg/day for anxiety or agitation during
the first 4 weeks of dosing but should not be given within 6 hours prior to assessments being
performed. If possible, the investigator should start with a low dose of lorazepam to control
a subject’s symptoms and increase incrementally up to a total of 2 mg, if needed. A
comparable benzodiazepine may be used in place of lorazepam with prior permission from
Pfizer. The dose administered should be therapeutically comparable to that for lorazepam.
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The frequency and dose of benzodiazepine administration will be recorded on the eCRF. For
treatment of insomnia lorazepam may be used as specified above, or alternatively
diphenhydramine or zolpidem are permitted.

Urine drug screening (UDS) will be performed at the baseline visit (last visit in the
double-blind study) and at visits for Weeks 6 and 26 (or early termination), and at any other
visit deemed necessary by the investigator. Subjects with a positive UDS (amphetamines,
barbiturates, benzodiazepines, cannabinoids, cocaine, methadone, methaqualone, opiates,
phencyclidine or propoxyphene) should be counseled against the use of these substances and
should be told the implications of drug use for study participation, and his/her parents or
guardians should be notified. However, a positive UDS will not automatically result in
exclusion or discontinuation from the study. In the case of subjects with a positive UDS
(other than for occasional cannabinoid use), investigators should consult with the Sponsor to
determine if appropriate to continue the subject in the study.

Table 12. Prohibited/Concomitant Medication Table

The following agents are prohibited during the trial and must be discontinued at least 4/ half-lives (or
10 days, whichever is less) before baseline:

Antipsychotic agents (see aripiprazole exception below);

Mood stabilizers (ie, lithium and anticonvulsants,such as lamotrigine and depakote);

Stimulants (including but not limited to: amphetamines, dexmethylphenidates, dextroamphetamines,
lisdexamfetaminedimesylates, methamphetamines, and methylphenidates);

Antidepressants (see mono amine oxidase (MAQ) inhibitors, or fluoxetine exception below);

Anxiolytics (benzodiazepines and nonbenzodiazepines except those permitted per protocol);

Sedative/hypnotics (except those permitted per protocol);

Nootropics (such as hopantenic acid, nikethamide, pyracetam, phenylpyracetam);

Supplements/herbal agents with CNS effect (ie, Gamma-aminobutyric acid (GABA), glycine,
dehydroepiandrosterone (DHEA), St. John’s Wort);

Sympathomimetics (except those permitted per protocol);

Antiemetics (dopamine antagonists such as prochloperazine and metoclopramide);

Propranolol as an antihypertensive, reserpine, clonidine, and methyldopa.

Any medications that have been consistently observed to prolong the QT interval, including:
The antiarrhythmic agents: dofetilide (Tikosyn®), sotalol (Betapace®), quinidine (Quinaglute®),
Class 1A and III antiarrhythmics;
The antipsychotics: mesoridazine (Serentil®), thioridazine (Mellaril®), chlorpromazine
(Thorazine®), droperidol (Inapsine®), pimozide (Orap®);
The 