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INVESTIGATOR AGREEMENT

AN OPEN-LABEL, RANDOMISED, PARALLEL-GROUP, MULTICENTRE,
OBSERVATIONAL TRIAL TO EVALUATE SAFETY AND EFFICACY OF
EDOXABAN TOSYLATE IN CHILDREN FROM 38 WEEKS GESTATIONAL AGE TO
LESS THAN 18 YEARS OF AGE WITH CARDIAC DISEASES AT RISK OF
THROMBOEMBOLIC EVENTS.

Sponsor Approval:

This clinical study protocol has been reviewed and approved by the Daiichi Sankyo Inc.
representative listed below. PPD

PPD

Print Name Sigua-tu?

Senior Director, Clinical Development, Specialty )
Medicine M 2 2O 19
Title Date (DD MQM wWyy) 7

Investigator’s Signature:

I have fully discussed the objectives of this study and the contents of this protocol with the
Sponsor’s representative.

I understand that information contained in or pertaining to this protocol is confidential and
should not be disclosed, other than to those directly involved in the execution or the ethical
review of the study, without written authorization from the Sponsor. It is, however, permissible
to provide information to a subject in order to obtain consent.

I agree to conduct this study according to this protocol and to comply with its requirements,
subject to ethical and safety considerations and guidelines, and to conduct the study in
accordance with the Declaration of Helsinki, International Council for Harmonisation guidelines
on Good Clinical Practice (ICH E6), and applicable regional regulatory requirements.

I agree to make available to Sponsor personnel, their representatives and relevant regulatory
authorities, my subjects’ study records in order to verify the data that I have entered into the case
report forms. I am aware of my responsibilities as a Principal Investigator as provided by the
Sponsor.

I understand that the Sponsor may decide to suspend or prematurely terminate the study at any
time for whatever reason; such a decision will be communicated to me in writing. Conversely,
should I decide to withdraw from execution of the study, I will communicate my intention
immediately in writing to the Sponsor.

Print Name Signature
Title Date (DD MMM YYYY)
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GLOBAL AMENDMENT, PROTOCOL VERSION 4.0
HIGH-LEVEL DESCRIPTION OF EACH CHANGE: RATIONALE AND LOCATION

Changes to the Protocol:

Please refer to the attached comparison document (tracked changes) of Clinical Study Protocol
Version 3.0 (dated 27 Mar 2018) versus the Version 4.0 (dated 03 Jun 2019) for actual in-text
changes. The summary of changes below is a high-level summary of major changes in the
Clinical Study Protocol.

High-Level Changes From Version 3.0 to Version 4.0

Change | Change Description
Number
1 Addressed that the first dose of study treatment is not required to be on the same day
of Randomization (Day 1)
The following sections of the protocol were updated:
e Section 6.3 Randomization (Day 1, Visit 2)
e Table 17.1 Schedule of Events
2 Additional dosing details added for enoxaparin dosing in infants
The following sections of the protocol were updated:
e Synopsis
e Section 5.2.1.2 Standard of Care Treatment Arm
3 Additional details added for edoxaban packaging for subjects 6 to <12 years old

The following sections of the protocol were updated:

e Synopsis

e Section 5.2.1.1 Edoxaban (Randomization through Month 12)
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Change | Change Description
Number
4 Modifications to Schedule of Events including the following:
Row to add Interactive Web/Voice Response System transaction for
Screening Visit and Visits 3 through 8
Added body weight measurement at randomization
Minor footnote clarifications to study drug dispensing and study drug
compliance
Clarified necessity of activated partial thromboplastin time and
international normalized ratio (INR) assessments
Footnote updated to collect PK samples at pre-dose and 1 to 3 hours post-
dose
Clarified PD sample collection, 24-hour wash-out for pharmacodynamic
assessments
Moved pregnancy test from Screening Visit to Randomization and
modified footnote
The following sections of the protocol were updated:
e Table 17.1 Schedule of Events
e Section 6 Study Procedures
e Section 6.2 Screening/Qualification Visit (At Least Day -30 to Day 1, Visit 1)
e Section 6.3 Randomization (Day 1, Visit 2)
e Section 6.4.4 Month 3 (Visit 5; End of Main Treatment Period) Procedures
e Section 9.8.7 Urine Pregnancy Testing
e Appendix 17.3 Effective Methods of Birth Control
5 Modified lists of P-gp inducers and P-gp inhibitors
The following sections of the protocol were updated:
e Appendix 17.5.6 P-gp Inducers (Prohibited Medication)
e Appendix 17.6.1 P-gp Inhibitors List
6 Removed adjudication timeline
The following section of the protocol was updated:
e Section 6 Study Procedures
7 Permitted Screening and Randomization to occur on the same date

The following sections of the protocol were updated:
e Section 6.2 Screening/Qualification Visit (At Least Day -30 to Day 1, Visit 1)
e Section 6.3 Randomization (Day 1, Visit 2)
e Table 17.1 Schedule of Events
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Change | Change Description
Number

8 Allowed for use of local laboratory for Screening

The following sections of the protocol were updated:
e Section 6.2 Screening/Qualification Visit (At Least Day -30 to Day 1, Visit 1)
e Section 9.8 Clinical Laboratory Evaluations
e Table 17.1 Schedule of Events

9 Update to treatment compliance (clarified procedures that only apply to edoxaban)
The following section of the protocol was updated:

e Section 5.4 Method of Assessing Treatment Compliance

10 Update to drug accountability (when documentation should be appended to
Certificate of Destruction)

The following sections of the protocol were updated:
e Section 5.2.6.1 Edoxaban
e Section 5.2.6.2 Standard of Care

11 Removed 40-day requirement from prescription for locally sourced standard of care
treatment.

The following section of the protocol was updated:

e Section 6.3 Randomization

12 Corrected protocol number referenced in introduction, added minor updates
The following sections of the protocol were updated:

e Section 1.2 Study Rationale

e Section 1.3 Risk/Benefit

13 Added inclusion criterion 5 (new requirements relating to history of TE)
The following sections of the protocol were updated:
e Synopsis

e Section 4.1 Inclusion Criteria

14 Updated exclusion criterion 1 to replace “evidence” with “history” of the subsequent
list of medical characteristics

The following sections of the protocol were updated:
e Synopsis

e Section 4.2 Exclusion Criteria

15 Updated exclusion criterion 7 (into 3 parts) to add clarity
The following sections of the protocol were updated:

e Synopsis

e Section 4.2 Exclusion Criteria
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Change
Number

Change Description

16

Updated exclusion criterion 16 (participation in an interventional clinical study with
30-day wash-out period)
The following sections of the protocol were updated:

e Synopsis

e Section 4.2 Exclusion Criteria

17

Added exclusion criterion 17 (New requirement to exclude subjects with a newly
detected unorganized thrombus prior to randomization)

The following sections of the protocol were updated:
e Synopsis

e Section 4.2 Exclusion Criteria

18

Added exclusion criterion 18 (Hypersensitivity to the active ingredient or to any of the
excipients of any components of the trial treatment)

The following sections of the protocol were updated:
e Synopsis

e Section 4.2 Exclusion Criteria

19

Added exclusion criterion 19 (for patients with a history of thrombosis who are
diagnosed with antiphospholipid syndrome)

The following sections of the protocol were updated:
e Synopsis

e Section 4.2 Exclusion Criteria

20

Updated relevant time period for subjects who discontinue study treatment for
primary efficacy objective, a secondary safety objective (comparing edoxaban with
SOC with respect to all bleedings), and an exploratory analysis

The following sections of the protocol were updated:
e Synopsis
e Section 2.1.1 Primary Objectives
e Section 2.1.2.1 Key Secondary Objectives
e Section 2.3.1 Primary Safety Endpoint
e Section 2.3.2 Secondary Safety Endpoints
e Section 11.4.1.2 Exploratory Efficacy Analysis
e Section 11.4.3.1 Analysis of Bleeding Events
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Change | Change Description
Number
21 Added body weight criteria to allow dose adjustments in extension phase
The following sections of the protocol were updated:
e Synopsis
e Section 5.1.1 Treatment Groups
e Section 5.1.1.1 Edoxaban-Treatment Arm (Randomization through Month 12,
and All SOC Subjects Converted to Edoxaban after Month 3)
e Table 5.1 Edoxaban Dose Recommended for 3 Cohorts (12 to <18 years, 6 to
<12 years, and 2 to <6 years)
e Section 5.3.1 Edoxaban Dose Reduction
22 Clarified that the Cockcroft-Gault formula applies to determining renal impairment
in pediatric subjects equal to 12 years of age
The following sections of the protocol were updated:
e Table 5.1 Edoxaban Dose Recommended for 3 Cohorts (12 to <18 years, 6 to
<12 years, and 2 to <6 years)
e Section 5.6.3 Reasons for Discontinuation from Study Treatment
e Appendix 17.9 Estimated Glomerular Filtration Rate (eGFR) Assessment
23 Clarification on INR testing to initiate SOC post screening

The following section of the protocol was updated:
e Section 5.2.4.3 To Initiate SOC Treatment
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Change | Change Description
Number
24 Modified echocardiogram assessments to not specifically require a transthoracic
echocardiogram
The following sections of the protocol were updated:
e Synopsis
e Section 4.2 Exclusion Criteria
e Section 6.1 Note Concerning Transthoracic Echocardiogram
e Section 6.2 Screening/Qualification Visit (At least Day -30 to 1, Visit 1)
e Section 6.4.4 Month 3 (Visit 5; End of Main Treatment Period) Procedures
e Section 6.5.3 Month 12/Discontinuation Visit (Visit 8; Appropriate for
subjects completing Month 12 or treated beyond Month 3 and discontinuing
study prior to Month 12)
e Section 7.1 Assessments for Efficacy Endpoint(s)
e Table 7.2 Recommended Diagnostic Imaging Methods
e Table 17.1 Schedule of Events
25 Updated the required INR range to <2.5 for subjects to transition from standard of
care (SOC) treatment to edoxaban
The following sections of the protocol were updated:
e Section 5.1.1 Treatment Groups
e Section 5.1.1.1 Edoxaban-Treatment Arm (Randomization through Month 12,
and All SOC Subjects Converted to Edoxaban after Month 3)
26 Updated reporting requirements for serious adverse events
The following sections of the protocol were updated:
e Section 5.6.3 Reasons for Discontinuation from Study Treatment
e Section 9.5 Serious Adverse Events and Adverse Event of Special Interest
Reporting — Procedure For Investigators
27 Added the option and process for the Principal Investigator to schedule a visit for
subjects who switch from SOC to edoxaban in the extension period.
The following section of the protocol was updated:
e Section 6.5 Extension Period (beyond Month 3 — Month 6, 9, and 12; Visits 6,
7, and 8)
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Change | Change Description
Number
28 Updated re-screening procedures to limit to retesting of laboratory test results related
to a specific inclusion/exclusion criteria
The following section of the protocol was updated:
e Section 5.6.8 Subject Re-screening Procedures
29 Modified the provided dosage forms of enoxaparin SOC treatment
The following section of the protocol was updated:
e Section 5.2.1.2 Standard of Care (Randomization through Month 3)
30 Updated list of key study personnel

The following sections of the protocol were updated:

e Section 15.12.1 Sponsor’s Responsible Medical Officer and Clinical Study
Leader

e Section 15.12.2 Sponsor’s Safety Contacts
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PROTOCOL SYNOPSIS
EudraCT: 2017-000475-90
IND Number IND 63,266

Protocol Number:

DU176b-C-U313

Investigational Product:

Edoxaban (DU-176b)

Active Ingredient(s)/INN:

Edoxaban tosylate: N-(5-Chloropyridin-2-yl)-N’-[(1S,2R,4S)-4-
(N,N-dimethylcarbamoyl)-2-(5-methyl-4,5,6,7-

tetrahydro[ 1,3 ]thiazolo[5,4-c]pyridine-
2-carboxamido)cyclohexyl] oxamide mono
(4-methylbenzenesulfonate) monohydrate

Study Title:

An open-label, randomised, parallel-group, multicentre,
observational trial to evaluate safety and efficacy of edoxaban
tosylate in children from 38 weeks gestational age to less than
18 years of age with cardiac diseases at risk of thromboembolic
events.

Study Phase:

Phase 3

Indication Under Investigation:

Anticoagulant prophylaxis (either as primary or secondary
prevention) in pediatric subjects with cardiac disease at risk of
thromboembolic events (TE).

Study Objectives:

Primary Objective

The primary objective is to compare the safety of edoxaban with
the standard of care (SOC) in pediatric subjects with cardiac
diseases at risk of thromboembolic complications who need
primary or secondary anticoagulant prophylaxis with regard to
the combination of major and clinically relevant non-major
(CRNM) bleedings per International Society on Thrombosis and
Haemostasis [ISTH] definition' occurring in the Main Treatment
Period: from the date of first dose of study drug to Month 3
Visit, or to the date of last dose of study drug plus 3 days if
study treatment is discontinued, whichever is earlier.

Secondary Objectives

The key secondary objectives are:

e To compare the efficacy of edoxaban against SOC
with regard to the development of symptomatic
thromboembolic events (TE) in the systemic arterial
or venous pathways including deep vein thrombosis
(DVT), pulmonary embolism (PE), stroke,
intracardiac thrombus, systemic embolic event
(SEE), myocardial infarction (MI), and
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asymptomatic intracardiac thrombus identified by
cardiac imaging occurring from randomization to
Month 3 Visit.

e To compare the safety of edoxaban against SOC with
regard to all bleedings that occur in the Main
Treatment Period: from the date of first dose of study
drug to Month 3 Visit, or to the date of last dose of
study drug plus 3 days if study treatment is
discontinued, whichever is earlier.

e To compare the efficacy of edoxaban against SOC
with regard to death as a result of a TE occurring
from randomization to Month 3 Visit

e To compare edoxaban against SOC with regard to
all-cause mortality from randomization to Month 3
Visit.

e To assess the safety of edoxaban with regard to the
combination of major and CRNM bleedings
occurring during the Extension Period (from Month 3
Visit to last dose plus 30 days).

e To assess the efficacy of edoxaban with regard to the
development of symptomatic TE or asymptomatic
intracardiac thrombus identified by cardiac imaging
occurring during the Extension Period.

e To assess the safety of edoxaban with regard to all
bleedings occurring during the Extension Period.

e To assess the efficacy of edoxaban with regard to
death as a result of a TE occurring during the
Extension Period.

e To assess the efficacy of edoxaban with regard to all-
cause mortality occurring during the Extension
Period.

e To evaluate the population pharmacokinetics and
pharmacodynamics of edoxaban in relation to the
efficacy and safety endpoints in subjects with cardiac
conditions at risk of TE.

Exploratory Objectives

The exploratory objectives are:

e To assess the quality of life using validated
questionnaires.
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To compare the intra-patient safety (Investigator
reported bleeding) and efficacy (Investigator reported
TE) during the Main Treatment Period compared
with the prior treatment occurring within 3 months of
randomization.

To compare edoxaban regimen with available
existing historical data based on literature review and
search for registered clinical trials with similar
endpoints.

To analyze the primary prevention and secondary
prevention of TE.

Study Design:

This is a Phase 3, open-label, randomized, parallel-group,
multicenter, observational trial to evaluate safety and efficacy of
edoxaban against SOC. The adjudication of the efficacy and
safety endpoints will be conducted by a blinded adjudication
committee.

The study includes two periods:

The Main Treatment Period is defined as the time
from randomization, until the end of Month 3 of
treatment.

Subjects who discontinue treatment from the
Main Treatment Period prior to Month 3 will
continue to be followed monthly according to the
Schedule of Events (Table 17.1) through the
Month 3 visit (Visit 5) and have a 30-day Follow-
Up Visit. If treatment discontinuation occurs
prior to Month 2 visit, the 30-day Follow-Up
Visit will occur on the same day as the Month 3
visit.

Subjects who complete the Main Treatment
Period (Month 3) but do not continue into the
Extension Period will have a Month 3 Visit and
with a Follow-Up Visit 30 days after last dose of
study drug, and discontinued from the study.

Subjects who withdraw from the study (meaning
the subject can no longer participate in the study
due to withdrawal of consent) will have an
attempted Follow-Up Visit phone call 3 months
from date of randomization to ascertain if any
events (TE and/or bleeding events) have occurred
since withdrawal.
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e The Extension Period is discretionary for the subject
based on the Investigator’s judgment of risk burden
and will include treatment from the end of the Main
Treatment Period (Month 3, Visit 5) up through the
end of Month 12 (Visit 8). All subjects entering the
Extension Period will be given edoxaban for the
duration of the Extension Period.

e All subjects after Month 3 will be provided with
edoxaban at the dosage appropriate for the subject’s
age and weight.

Subjects who discontinue the treatment and study
at any time after Month 3 will have a
Discontinuation Visit performed with a
subsequent 30-day Follow-Up.

Subjects who complete Extension Period
treatment at Month 12 (Visit 8) will have a
Follow-Up Visit, 30 days after last dose of study
drug (Visit 9).

Subjects who require anticoagulant treatment after
discontinuation of the study treatment at any time will be
transitioned to a therapy as determined by the Investigator. After
subjects are assessed for eligibility to participate in the study per
the inclusion/exclusion criteria, they will be:

e Stratified by:
Type of underlying heart disease
= Kawasaki disease
= Fontan surgery
= Heart failure

= Others (which can include post-surgical
procedures for congenital heart diseases other
than Fontan surgery)

Subjects with underlying disease other than
Kawasaki will be further stratified by
concomitant use of low dose aspirin (1 to

5 mg/kg/day)

e About 150 subjects will be recruited globally and be
randomized in a 2:1 ratio (edoxaban:SOC,
respectively) into 1 of 2 treatment arms:
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Edoxaban-treatment arm: subjects will receive a
selected dose of edoxaban

Or

SOC-treatment arm subjects will receive SOC
anticoagulant according to clinical site’s SOC
treatment practice, as follows (alone or in
combination):

= Heparin, including unfractionated heparin
(UFH) or low molecular weight heparin
(LMWH)

= Vitamin K antagonist (VKA) with potential
bridging with heparin based therapy until
VKA international normalized ratio (INR) is
in therapeutic range

Locally sourced SOC is the preferred option for the study.
However, centrally sourced SOC can be provided when country
or clinical site requirements deem it necessary.

Subjects from 1 to <18 years of age will be enrolled in the study
as soon as the dosing regimen is established for each age cohort
in the Phase 1 single-dose U157 study. U157 has 5 dosing age
cohorts which are similar to this study:

Ages 12 to <18 years
Ages 6 to <12 years

Ages 2 to <6 years

Ages 6 months to <2 years

(In Cohort 4 [6 months to <2 years], enrollment
may open after the protocol data requirement for
Independent Data Monitoring Committee
[IDMC] review for subjects less than 1 year old
[from study U157] is met and the IDMC reviews
and approves the data. Sites will be notified that
enrollment of subjects 6 month old to <1 year old
may also open.)

Ages birth to <6 months.

A review of safety data of 10%, 25%, 50%, and 75% of subjects
completing the Main Treatment Period of 3 months will be
performed on a routine basis by the IDMC. In addition, the
IDMC will review the edoxaban exposure analysis and safety

Proprietary and Confidential
Page 14



Protocol DU176b-C-U313
Version 4.0, 03 JUN 2019

data from each age cohort in the U157 study to approve the
proposed dose for the same age cohort in U313 study.

Additionally, in U313, subjects less than 1 year of age will be
admitted to the study after review by the IDMC of safety data of
50% of subjects in the 1 to <18 years age group who have
completed the Main Treatment Period of 3 months (50 subjects
in edoxaban arm and 25 subjects in SOC arm).

The older cohort (12 to <18 years of age) will receive tablets (15
and/or 30 mg strength, see Table 5.1) or be offered granules for
oral suspension if swallowing is an issue. Subjects 6 to <12
years of age may take edoxaban tablets or edoxaban granules for
oral suspension, which will provide more flexibility to adjust
mg/kg dose. All subjects <6 years old will receive edoxaban
granules oral suspension (see Table 5.1). Subjects will be
instructed to take the edoxaban dose orally once a day, at the
same time every day, preferably in the morning, with or without
food. One bottle of edoxaban granules will be used for each
dosing day. Tablets should be swallowed with a glass of water.

Study Duration:

The total duration of the study is expected to be approximately 3
years.

The total duration of study participation for any individual
subject will be a minimum of 4 months (3-month Main
Treatment Period and 30-day Follow-Up) and maximum of 13
months (3-month Main Treatment Period, 9-month Extension
Period and 30-day Follow-Up).

Clinical Sites and Location:

This study will be conducted in North America, European
Union, and Rest of the World (ROW)).
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Subject Eligibility Criteria: Inclusion Criteria

Subjects must satisfy all of the following criteria to be eligible
for the study:

1.

Children with cardiac diseases who are at risk for
thromboembolic complications and require at least
3 months antithrombotic anticoagulant prophylaxis.

Either one of the following criteria may apply:

a. Children with cardiac disease who have a history of
cardiac shunt occlusion/thrombosis, with shunt still
in place (secondary prevention).

OR

b. Children with cardiac disease who require (including
those already taking, and those not yet taking)
anticoagulation for primary prevention of TE.

Cardiac conditions known to significantly increase the
risk of thrombosis (hence, indications for primary TE
prevention) are defined in Antithrombotic Therapy and
Prevention of Thrombosis.! Some examples of cardiac
conditions at risk of thrombosis are Fontan surgery, heart
failure, Kawasaki disease, and Blalock-Taussig and
Glenn surgery.

Male or female children between 1 and <18 years of age.
Children between 38 weeks gestational age and 1 year of
age will be included in the study, however, only after the
safety and efficacy data of 50 subjects between 1 and
<18 years of age in the edoxaban arm have been
evaluated at the end of the 3-month treatment period.

Subject and/or parent(s)/legal guardian(s) or legally
acceptable representative is informed and provides
signed consent for the child to participate in the study
with edoxaban treatment. Pediatric subjects with
appropriate intellectual maturity will be required to sign
an assent form in addition to the signed informed consent
from the parent(s)/legal guardian(s) or any legally
acceptable representative.

Female subjects of childbearing potential must test
negative for pregnancy at Randomization and must
consent to avoid becoming pregnant by using a locally
approved contraception method throughout the study.
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For locally approved contraceptive methods, see
Appendix 17.3.

If the subject has a history of a TE that meets all of the
following criteria:

Old, organized and/or resolved per the discretion of
the Principal Investigator (confirmation of an old,
organized and or resolved TE is not required by any
imaging studies), and

The subject is asymptomatic, and

The subject continues to require at least 3 months of
anti-coagulation treatment, and

There is no intracardiac thrombus or thrombi on the
screening echo, and

All other inclusion and exclusion criteria are met.

Exclusion Criteria

Subjects who meet any of the following criteria will be
disqualified from entering the study:

1.

Subjects with a history of the following up to
randomization:

Symptomatic venous or arterial TE
Asymptomatic venous or arterial TE found by
routine imaging

Asymptomatic intracardiac thrombosis confirmed by
an echocardiogram during the study screening
period.

Note: Valid echocardiograms are images taken
within 5 weeks prior to Randomization Visit.

Subjects with mechanical heart valves.

Subjects with active bleeding or high risk of bleeding
contraindicating treatment with anticoagulant.

Subjects with a contraindication to the use of heparin
(UFH or LMWH) and/or VKA (see Appendix 17.4).

Co-administration of antithrombotic therapy is
contraindicated in edoxaban arm and SOC arm except
for low dose aspirin defined as 1 to 5 mg/kg/day with
maximum of 100 mg/day (see Appendix 17.5).
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6. Administration of rifampin is prohibited during the study
and subjects on concomitant use of rifampin are
excluded Appendix 17.5.6.

7. a) Subjects with severe hepatic impairment or hepatic
disease associated with coagulopathy (eg, acute hepatitis,
chronic active hepatitis, and cirrhosis).

b) Subjects with ALT >5 X the upper limit of normal
(ULN) or total bilirubin >2 x ULN with direct bilirubin
>20% of the total at Screening.

¢) Subjects with aPTT >50 seconds or international
normalized ratio [INR] >2.0 not related to
anticoagulation therapy at Screening.

8. Subjects with estimated glomerular filtration rate (eGFR)
<30% of normal for age and size (see Appendix 17.9)

9. Subjects with stage 2 hypertension defined as blood
pressure systolic and/or diastolic confirmed >99
percentile plus 5 mmHg (see Appendix 17.10).

10. Subjects with thrombocytopenia (thrombocytes <50 x
10°/L).

11. Subjects with Fontan procedure with a history of or
signs/symptoms suggestive of protein-losing
enteropathy.

12. Subjects with a life expectancy less than the expected
study duration (3 months).

13. Subjects who are known to be pregnant or breastfeeding.

14. Subjects who are not using an approved method of
contraception (see Appendix 17.3).

15. Subjects with any condition that, as judged by the
Investigator, would place the subject at increased risk of
harm if he/she participated in the study including
contraindicated medications identified in Appendix 17.5.

16. Subject who participated in another interventional
clinical study or treated with an experimental therapy
with less than a 30-day wash-out period prior to
Screening Visit.

17. If any imaging is performed prior to randomization and
results show a newly detected unorganized thrombus,
these subjects are NOT eligible for the study.
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18. Hypersensitivity to the active ingredient or to any of the
excipients of any components of the trial treatment.

19. Patients with a history of thrombosis who are diagnosed
with antiphospholipid syndrome who are triple positive
(for lupus anticoagulant, anticardiolipin antibodies, and
anti-beta 2-glycoprotein I antibodies.

Dosage Form, Dose and Route Randomization to Edoxaban-Treatment Arm

of Administration:

Edoxaban treatment will be packaged and dispensed to the
subject on a monthly schedule, even though after Month 3 the
clinic visitation schedule is every 3 months. For subjects who
cannot pick up their study therapy on a monthly basis,
accommodations will be made to allow the Investigator to
distribute up to a 3-month supply of study drug to match the
scheduled study visit interval.

The following dosage forms will be provided for this study:
e Edoxaban 15 mg and 30 mg tablets

e Edoxaban granules for oral suspension 60 mg are
provided in individual bottles. Granules will be
reconstituted in 8§ mL water to provide a 6 mg/mL
liquid suspension). One bottle will be used for each
daily dose.

For subjects 12 to <18 years old;

e 60 mg dose will be dispensed as two 30 mg tablets or
as 10 mL from an individual bottle of oral suspension
60 mg

e 45 mg dose will be dispensed as one 30 mg tablet
plus one 15 mg tablet or as 7.5 mL from an
individual bottle of oral suspension 60 mg

e 30 mg dose will be dispensed as one 30 mg tablet or
as 5 mL from an individual bottle of oral suspension
60 mg

e Doses provided by the granulation formulation will
be dispensed with a dosing syringe according to the
recommended dose shown in Table 5.1. One bottle
will be used for each daily dose.

e Ifasubject does not have the capacity to swallow
tablets in the 12 to <18 year old or 6 to <12 year old
group, the tablets may be crushed and served with
applesauce or mixed with 2 to 3 ounces of water and
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immediately administered by mouth or through an
existing gastric tube, if needed.

For subjects 6 to <12 years old;

e 60 mg dose will be dispensed as two 30 mg tablets or
as 10 mL from an individual bottle of oral suspension
60 mg.

e 45 mg dose will be dispensed as one 30 mg tablet
plus one 15 mg tablet or as 7.5 mL from an
individual bottle of oral suspension 60 mg.

e Dose other than 45mg and 60mg provided by the
granulation formulation will be dispensed with a
dosing syringe according to the recommended dose
shown in Table 5.1. One bottle will be used for each
daily dose.

Subjects younger than 6 years of age will only receive edoxaban
granules for oral suspension, which will give more flexibility to
adjust mg/kg dose. Doses for all age groups will be selected to
elicit target exposures comparable to those achieved from the
adult Phase 3 study of 60 mg. Table 5.1 indicates the edoxaban
doses to be given for subjects of the ages 2 to <18 years of age.
Doses for all subsequent age cohorts will be by separate
notification to the investigative sites outside the content of this
protocol after the IDMC has approved the proposed edoxaban
doses and safety data from the U157 study.

Pediatric dosing regimen will be determined from Phase 1
single-dose U157 study.

Additionally, there is ongoing review of safety data of 10%,
25%, 50%, and 75% of subjects completing Month 3 of the
study by the IDMC in the U313 study.

Subjects will be instructed to take edoxaban (tablets or granules)
orally once a day, at the same time every day, preferably in the
morning, with or without food. Tablets should be swallowed
with a glass of water. Doses provided from the granulation
formulation will be provided by a dosing syringe. One bottle
will be used for each daily dose.

Edoxaban dosage regimen will be reduced (see Section 5.3.1)
for the following reasons. Refer to Table 5.1 for dosing
instruction for subjects of age 2 to <18 years of age:

e Body Weight:
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For subjects 12 to <18 years old with body
weight <5th percentile of subject’s age (see
Appendix 17.11 ), edoxaban doses will be
permanently changed

For subjects 12 to <18 years old with body
weight >60 kg, will receive edoxaban 60 mg.
However, if the body weight is >30 - <60 kg,
edoxaban dose would be 45 mg daily. If the
patient body weight >60 kg, then edoxaban dose
would be escalated to 60 mg daily.

For subjects <12 year olds: Doses will be
provided by mg/kg or a dose may be suggested,
subsequent to exposure modeling, based on an
age range (see Table 5.1).

Moderate renal impairment (eGFR) >30% to <50%
of normal for the subject’s age and size at
randomization as determined by the age appropriate
formula: Cockcroft-Gault equation for pediatric
subjects >12 years of age and modified Schwartz
equation for pediatric subjects <12 years of age)
(Appendix 17.9). If a subject experiences a change in
renal function from normal to eGFR >30% to <50%
after randomization, the measurement will be
repeated within 1 week. If the repeat measurement
confirms the decrease, the edoxaban dose will be
reduced permanently.

Additionally, if a subject requires concomitant
administration of a certain P-glycoprotein (P-gp)
inhibitor (Appendix 17.6.1 ), the edoxaban dose will
be reduced during P-gp administration and re-
established to the original dose once P-gp inhibitor
administration had concluded.

Randomization to Standard of Care Treatment Arm

SOC randomized subjects will be treated with SOC though
Month 3 (Visit 5) then offered edoxaban through Month 12
(Visit 8). SOC treatment will be packaged and dispensed to the
subject on a monthly visit schedule. After Month 3, all subjects
will be transitioned to edoxaban at the appropriate dose for their
age and weight.

Local Sourcing of SOC:
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Local SOC sourcing is the primary method for providing
heparin and/or VKA:

The SOC will be provided by the Investigator. Alternatively,
local supply depots within each country will provide SOC
directly to the clinical sites. Subject will be treated with heparin
(UFH or LMWH), and/or VKA according to the clinical site’s
SOC treatment regimen (see Section 5.2).

Note: If standard practice for bridging VKA to therapeutic levels
is achieved with a heparin based treatment, the clinical site will
be responsible for providing the bridging therapy to subjects
randomized to VKA.

Central/Sponsor Sourcing:

If there are regulatory or site hurdles providing the SOC locally,
the Sponsor will provide SOC only as LMWH (enoxaparin) or
VKA (warfarin) as follows:

e Enoxaparin Subjects will be treated with
enoxaparin alone or can be switched to warfarin
anytime during the study treatment period.

Enoxaparin (LMWH) will be provided as
solution for subcutaneous injection in pre-filled
syringes with only 60 mg/0.6 mL, 80 mg/0.8 mL,
or 100 mg/1 mL concentration for injection, or as
multiple dose vials (for subjects <20 kg) for
injection.

e  Warfarin (VKA) will be supplied as tablets (0.5 mg,

1 mg, and 3 mg).

Note: Clinical sites or treating physicians will provide aspirin
(as per local SOC practice).

Study Endpoints:

All safety and efficacy endpoints described will be adjudicated
in a blinded manner by the Clinical Events Committee (CEC).
An Independent Data Monitoring Committee (IDMC) will
monitor safety throughout the duration of the study.

Primary Safety Endpoint

The primary safety endpoint is a combination of major bleeding
events and CRNM bleeding events per ISTH definition
occurring during the Main Treatment Period: from the date of
first dose of study drug to Month 3 Visit, or to the date of last
dose of study drug plus 3 days if study treatment is
discontinued, whichever is earlier.
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Secondary Safety Endpoints

The secondary safety endpoints are:

All bleeding events occurring during the Main
Treatment Period, from the date of first dose of study
drug to Month 3 Visit, or to the date of last dose of
study drug plus 3 days if study treatment is
discontinued, whichever is earlier.

A combination of major and CRNM bleedings from
the day after Month 3 Visit to the date of the last
dose of study medication plus 30 days for subjects
who participate in the Extension Period.

All bleeding events from the day after the Month 3
Visit to the date of last dose of study medication plus
30 days for subjects who participate in the Extension
Period.

Secondary Efficacy Endpoints

The secondary efficacy endpoints are:

The combination of symptomatic TE in the systemic
arterial or venous pathways including DVT, PE,
stroke, intracardiac thrombus, SEE, and MI, and
asymptomatic intracardiac thrombus identified by
cardiac imaging, that occur from randomization to
Month 3 Visit.

Deaths as a result of TE that occurs from
randomization to Month 3 Visit.

All-cause mortality from randomization to Month 3
Visit.

The combination of symptomatic TE in the systemic
arterial or venous pathways and asymptomatic
intracardiac thrombus identified by cardiac imaging,
that occur from the day after the Month 3 Visit to the
date of the last dose of study drug plus 30 days for
subjects who participate in the Extension Period.

Deaths as a result of TE that occurs from the day
after Month 3 Visit to the date of the last dose of
study drug plus 30 days for subjects who participate
in the Extension Period.

Pharmacokinetic (PK)/Pharmacodynamic (PD)/Biomarker

Endpoint(s)
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Plasma concentrations of edoxaban and its metabolite, D21-
2393, will be assessed in subjects who receive at least 1 dose of
edoxaban treatment and have measurable concentrations of
edoxaban and/or D21-2393. Population PK analysis will be
conducted to characterize the PK profiles of edoxaban in this
target subject population.

The PD biomarkers of coagulation, PT, aPTT, and anti-activated
Factor X (FXa) will be assessed as secondary endpoints in
edoxaban-treated subjects.

Other biomarkers may be tested related to coagulation and/or
edoxaban’s mechanism of action.

Planned Sample Size:

The total number of subjects planned is 150 subjects. Of these,
100 subjects will be treated with edoxaban and 50 subjects will
be given SOC.

Statistical Analyses:

Analysis Sets:

Randomized Analysis Set will include all subjects who sign the
informed consent form and are randomized.

Safety Analysis Set will include all subjects in the Randomized
Analysis Set who received at least 1 dose of study drug.
Analysis will be based on the study drug the subject actually
received.

Modified intention-to-treat Analysis Set will include all subjects
in the Randomized Analysis Set who received at least 1 dose of
study drug. Analysis will be based on the study drug the subject
was randomized to receive.

PK Analysis Set will include all subjects in the Safety Analysis
Set who had at least 1 PK sample with measurable
concentration.

PD Analysis Set will include all subjects in the Safety Analysis
Set who had at least 1 measurable PD sample.

Safety Analyses:

Analysis of Primary Safety Endpoint

A descriptive statistical analysis will be performed for the
primary safety endpoint, ie, the composite of major and CRNM
bleeding events that occur during the Main Treatment Period:
from the date of first dose of study drug to the Month 3 Visit, or
to the date of last dose of study drug plus 3 days if study
treatment is discontinued, whichever is earlier. This analysis will
be based on CEC adjudication results.
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The time to major or CRNM bleeding occurring during the Main
Treatment Period will be compared between treatment groups
for subjects in the Safety Analysis Set, using the Cox
proportional hazards regression model including treatment
group, concomitant usage of aspirin, and underlying disease
(Kawasaki disease, Fontan surgery, Heart Failure or Other) as
covariates. Hazard ratio between edoxaban and SOC treatment
group will be calculated with corresponding 95% confidence
interval. The incidence, annualized event rate, and rate
difference between edoxaban and SOC treatment groups will
also be calculated.

Analysis of Secondary Safety and Efficacy Endpoints:

The incidence, annualized event rate, and rate difference
between edoxaban and SOC treatment groups of other secondary
safety and efficacy endpoints for the Main Treatment Period will
be summarized by treatment group.

The incidence and annualized event rate of other secondary
safety and efficacy endpoints for the Extension Period will be
summarized for the edoxaban treatment group.

Exploratory Analysis:
Quality of life will be assessed using validated questionnaires.

Intra-patient safety (Investigator-reported bleeding) and efficacy
(Investigator-reported TE) during the Main Treatment Period
will be compared with the previous 3-month pre-randomization
period of anticoagulant regimen.

The incidence and event rate of safety and efficacy endpoint in
the Main Treatment Period will be summarized for comparing
edoxaban regimen with available existing historical control data
based on literature review and search for registered clinical trials
with similar endpoints.

A separate sub-analysis of primary prevention and secondary
prevention events will be provided if data allow. TE will be
classified as primary prevention and secondary prevention
events and summarized by treatment group for events occurring
during the Main Treatment Period.

Interim Assessment:

There 1s no formal statistical interim analysis planned. However,
an interim assessment by the IDMC of safety endpoints of the
study will take place after the first 50 subjects in the edoxaban
treatment group and 25 subjects in the SOC arm from 1 to <18
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years of age complete the first 3 months of treatment. This will
allow for enrollment of subjects <1 year of age.

PK and PD Analysis (Edoxaban Subjects Only):

Plasma concentration and biomarker data will be summarized by
age, dose and time point using descriptive statistics. The plasma
concentration data will be pooled with data from other studies
for a population PK analysis using nonlinear mixed effects
modeling.

Exposure-response relationships will be evaluated for the safety
and efficacy endpoints through a model based approach, if data
allow.
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1. INTRODUCTION

1.1. Background

Children with cardiac diseases, including cardiomyopathy and congenital heart disease (CHD)
constitute a major proportion of children seen in tertiary hospitals with thromboembolic disease.
In addition, more than 80% of the children receiving primary anticoagulant prophylaxis are being
treated for complex CHD or severe acquired cardiac illnesses.

In children with cardiac disease, thromboembolic disease develops as a result of altered
hemodynamics, prosthetic materials, surgically damaged blood vessels, intravenous (IV)
catheters, and cardiopulmonary bypass. To prevent this potential life-threatening complication,
some categories of pediatric cardiac patients, including patients with Fontan circulation, severe
cardiomyopathy, and mechanic heart valve prostheses, are treated with vitamin K antagonists
(VKAS) or heparin.

Many children with CHD require long-term thromboprophylaxis to decrease the morbidity and
mortality secondary to the thromboembolic phenomenon. The advances in medical and cardio-
surgical techniques have led to improved survival in children with CHD; thus, the overall use of
anticoagulation has increased. The overall incidence of thrombotic complications in patients
undergoing cardiac surgery for CHD remains difficult to evaluate due to a lack of data. Giglia et
al> showed an incidence of clinically evident TE of 3.6% of 1930 total cardiac operations
performed. More recently, Manlhiot et al® revealed that 11% of cardiac operations over a 39-
month period were complicated by TEs.

1.2. Study Rationale

Currently available anticoagulants have significant limitations especially in the pediatric
population. At the moment, the commonly used agents for long-term anticoagulation in children
are low molecular weight heparin (LMWH) and VK As. The important disadvantages of LMWH
(such as enoxaparin) are subcutaneous (SC) administration, thrombocytopenia, and therapeutic
level management. Vitamin K antagonists (such as the coumarins: warfarin, acenocoumarol, or
phenprocoumon) are indirect coagulation inhibitors, which act by blocking the vitamin K
dependent liver synthesis of the plasma coagulation factors II, VII, IX, and X. These agents have
been the only oral anticoagulants available for the last 50 years. The use of VKAs is complicated
by several inherent problems including a delayed onset of antithrombotic action, a narrow
therapeutic index that requires close laboratory monitoring using the international normalized
ratio (INR), an unpredictable and variable pharmacological response, and food and drug
interactions requiring frequent dosage adjustment. Monagle et al showed that 41% of all warfarin
measurements were below the target range, which is not uncommon in children taking warfarin®.
Therefore, there exists a need for a safe, effective, and more easily managed oral antithrombotic
agent for the treatment of pediatric subjects with thromboembolic disease.

Edoxaban is an oral direct inhibitor of activated Factor X with predictable pharmacokinetics and
pharmacodynamics. As a result, anticoagulant effects are more likely to remain within the
therapeutic range, thereby decreasing the likelihood of bleeding, and potentially removing the
need for dose adjustment or frequent monitoring. These advantages may result in increased
patient satisfaction and adherence compared with existing anticoagulants.
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In 2015, edoxaban was approved for the following indications in the United States:

e To reduce the risk of stroke and systemic embolism in subjects with nonvalvular
atrial fibrillation (NVAF) with limitation of use in patients with creatinine clearance
(CrCl) >95 mL/min.

e Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE) following 5
to 10 days of initial therapy with a parenteral anticoagulant.

In the European Economic Area and Japan, edoxaban was approved in 2015 for the following
indications:

e Prevention of stroke and systemic embolism in adult subjects with NVAF with one or
more risk factors, such as congestive heart failure, hypertension, age >75 years,
diabetes mellitus, prior stroke or transient ischemic attack with no limitation of use.

e Treatment of DVT and PE, and prevention of recurrent DVT and PE in adults.

As of 21 Oct 2018, edoxaban is authorised in 45 countries and is marketed in 30 countries
worldwide.

This study will compare the safety of edoxaban with the standard of care (SOC) treatment in
pediatric subjects with cardiac disease who need anticoagulation to prevent primary and
secondary thromboembolic disease. Further data on edoxaban development are provided in the
most recent Investigator’s Brochure”.

1.3. Risk/Benefit

Although pediatric subjects are at less risk than adults for the development of thromboembolic
event (TE), embolic disease remains an uncommon condition, but it does occur and is well
described in children and adolescents with or without risk factors. Thrombosis is an increasingly
recognized complication occurring primarily in children with serious underlying conditions and
most often associated with IV catheters,® and is also recognized in neonatal and pediatric practice
due to more sophisticated diagnostic tools being available. In children with cardiac disease,
thromboembolic disease develops as a result of altered hemodynamics, prosthetic materials,
surgically damaged blood vessels, intravenous catheters, and cardiopulmonary bypass. To
prevent this potential life-threatening complication, some categories of pediatric cardiac patients,
including patients with heart failure, Fontan circulation, severe cardiomyopathy (Kawasaki
disease), and mechanic heart valve prostheses, are treated with less advanced therapy such as
VKAs or heparin which requires intensive therapeutic monitoring.

Many children with CHD require long-term thromboprophylaxis to decrease the morbidity and
mortality secondary to the thromboembolic phenomenon. The advances in medical and cardio-
surgical techniques have led to improved survival in children with CHD; thus, the overall use of
anticoagulation has increased. The overall incidence of thrombotic complications in patients
undergoing cardiac surgery for CHD remains difficult to evaluate due to a lack of data. Giglia et
al’ showed an incidence of clinically evident TE of 3.6% of 1930 total cardiac operations
performed. More recently, Manlhiot et al® revealed that 11% of cardiac operations over a 39-
month period were complicated by TEs.
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Symptomatic thrombotic manifestation is recorded in 0.07/10,000 children,

5.3/10,000 admissions of children and 24/10,000 admissions of newborns to intensive care
units."”® According to the U.K. registry (British Pediatric Surveillance Unit), the estimated
incidence of thromboembolic events was 0.07/10,000 children (excluding stroke), with 89%
having venous involvement’. Besides the greater awareness, an objective increase in childhood
thrombosis is attributed to medical advances in the treatment of critically ill patients. This
seemingly contradictory observation is readily explained by the increasing use of central
catheterization and innovative interventional procedures in the treatment of premature infants,
neonates and older children who are critically ill, suffering from complex cardiac defects, and
from malignant disease, respectively.

Safety and effectiveness of edoxaban development is an ongoing program with 2 Phase 3 studies
in the pediatric population (venous thromboembolism [VTE-U312 study] and arterial
thromboembolism [ATE-U313 study]). In principle, based on current adult data obtained on
edoxaban, edoxaban is also considered to be suitable for the pediatric population and supported
by the FDA and EMA request for pediatric studies in select populations.

The DU176b-A-U157 study (currently ongoing in the US, Canada, and Rest of the World
[ROW]) will evaluate and establish the pharmacokinetics (PK), the pharmacodynamics (PD), the
safety and tolerability of edoxaban in pediatric patients following single-dose oral
administration. It will also evaluate the palatability of the liquid oral suspension of edoxaban.
Pediatric patients who are at risk of thromboembolic events and may need anticoagulation are
eligible for inclusion in the study. The goal of this study is to identify pediatric doses that are age
appropriate and provides comparable exposure to adult efficacious doses to guide dose selection
for the Phase 3 studies in a pediatric population who have confirmed VTE (U312 study) or
patients with cardiac disease at risk of thromboembolic events (U313 Study) which require
anticoagulant therapy.

The dose for 3 of the 5 age cohorts 12 to <18, 6 to <12, and 2 to <6 years has been defined from
the U157 study, and age cohort enrollment in the U312 VTE study and U313 will be sequential
based on the availability of data derived from U157. Note: doses for age cohorts 6 months to <2,
and 38 weeks gestation to <6 months) need to be defined. No safety concerns related to study
drug have been observed in these subjects. In addition, approximately 135 subjects (12 to <18
years) and 35 subjects (6 to <12 years) as of April 2019 in the Phase 3 U312 VTE study have
been enrolled without clinical sequelae as reviewed by the Independent Data Monitoring
Committee (IDMC).

There are potential benefits for trial participation as well as receipt of the study drugs in this
open label design, as patient compliance and lifestyle will be improved by taking an oral
medication compared to an injectable (enoxaparin) or and VKA which has therapeutic
monitoring requirements and potential food interactions. Indirect benefits to the patients enrolled
in this trial are the free medical tests received at screening and during the study. The data derived
from this study could potentially benefit pediatric patients when the study data is disclosed and
becomes publically available or lead to a possible update of the edoxaban drug label for pediatric
use.

The safety monitoring practices employed by this protocol, DU176b-C-U313, (ie, physical
examinations, vital signs, AEs, clinical laboratory and coagulation assessments, and urinalysis)
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are considered adequate to protect the patients’ safety. The IDMC can recommend termination of
the study based on concern about significantly higher bleeding risk relative to one of the study
arms, concern about drug-induced liver injury or any other safety concern based on benefit/risk
evaluation. Therefore, any risk associated with participation in this trial is fully evaluated during
the course of the trial by an IDMC to ensure patient risk is minimized.

In conclusion, for the individual pediatric patient, any benefit associated with participation in this
trial is based on the confirmed efficacy and safety profile of edoxaban compared to SOC in the
adult population from large Phase 3 studies, and the predicted benefit for the overall pediatric
population. Any risk is minimized, as the trial is an open label design, is highly monitored by an
IDMC and associated risks controlled and evaluated for the individual patient. Indirect benefits
to the patients enrolled in this study are the free medical tests received at screening and during
the study. However, the data derived from this study could potentially benefit pediatric patients if
it leads to an extension of the edoxaban label. This research may give rise to new or better drug
treatments for this vulnerable patient population. The information from this study may benefit
other pediatric patients in the future.
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2. STUDY OBJECTIVES, HYPOTHESIS AND ENDPOINTS

2.1. Study Objectives

2.1.1. Primary Objectives

The primary objective is to compare the safety of edoxaban with the SOC in pediatric subjects
with cardiac diseases at risk of thromboembolic complications who need primary or secondary
anticoagulant prophylaxis with regard to the combination of major and clinically relevant non-
major (CRNM) bleedings per International Society on Thrombosis and Haemostasis [ISTH]
definition' occurring in the Main Treatment Period: from the date of first dose of study drug to
Month 3 Visit, or to the date of last dose of study drug plus 3 days if study treatment is
discontinued, whichever is earlier.

2.1.2. Secondary Objectives

2.1.2.1. Key Secondary Objectives
The key secondary objectives are:

e To compare the efficacy of edoxaban against SOC with regard to the development of
symptomatic thromboembolic events (TE) in the systemic arterial or venous pathways
including deep vein thrombosis (DVT), pulmonary embolism (PE), stroke,
intracardiac thrombus, systemic embolic event (SEE), myocardial infarction (MI),
and asymptomatic intracardiac thrombus identified by cardiac imaging occurring
from randomization to Month 3 Visit.

e To compare the safety of edoxaban against SOC with regard to all bleedings which
occur in the Main Treatment Period: from the date of first dose of study drug to
Month 3 Visit, or to the date of last dose of study drug plus 3 days if study treatment
1s discontinued, whichever is earlier.

e To compare the efficacy of edoxaban against SOC with regard to death as a result of a
TE occurring from randomization to Month 3 Visit

e To compare edoxaban against SOC with regard to all-cause mortality from
randomization to Month 3 Visit.

e To assess the safety of edoxaban with regard to the combination of major and CRNM
bleedings occurring during the Extension Period (from Month 3 Visit to last dose plus
30 days).

e To assess the efficacy of edoxaban with regard to the development of symptomatic
TE or asymptomatic intracardiac thrombus identified by cardiac imaging occurring
during the Extension Period.

e To assess the safety of edoxaban with regard to all bleedings occurring during the
Extension Period.

e To assess the efficacy of edoxaban with regard to death as a result of a TE occurring
during the Extension Period.
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e To assess the efficacy of edoxaban with regard to all-cause mortality occurring during
the Extension Period.

e To evaluate the population pharmacokinetics and pharmacodynamics of edoxaban in
relation to the efficacy and safety endpoints in subjects with cardiac conditions at risk
of TE.

2.1.2.2.  Other Secondary Objectives

Not applicable.

2.1.3. Exploratory Objectives
The exploratory objectives are:
e To assess the quality of life (QOL) using validated questionnaires.

e To compare the intra-patient safety (Investigator reported bleeding) and efficacy
(Investigator reported TE) during the Main Treatment Period compared with the prior
treatment occurring within 3 months of randomization.

e To compare edoxaban regimen with available existing historical data based on
literature review and search for registered clinical trials with similar endpoints.

e To analyze the primary prevention and secondary prevention of TE.

2.2, Study Hypothesis

This study is designed to assess the hypothesis that the administration of edoxaban will be at
least as safe as the current SOC (unfractionated heparin [UFH] or LMWH and/or VKA) with
regard to the combination of major and CRNM bleedings after 3 months of therapy in pediatric
subjects with cardiac disease at risk of thromboembolic events.

2.3. Study Endpoints

All safety and efficacy endpoints described will be adjudicated in a blinded manner by the
Clinical Events Committee (CEC). An Independent Data Monitoring Committee (IDMC) will
monitor safety throughout the duration of the study.

2.3.1. Primary Safety Endpoint

The primary safety endpoint is a combination of major bleeding events and CRNM bleeding
events per ISTH definition, occurring during the Main Treatment Period: from the date of first
dose of study drug to the Month 3 Visit, or to the date of last dose of study drug plus 3 days if
study treatment is discontinued, whichever is earlier.

2.3.2. Secondary Safety Endpoint(s)

The secondary safety endpoints are:

e All bleeding events occurring during the Main Treatment Period: from the date of
first dose of study drug to the Month 3 Visit, or to the date of last dose of study drug
plus 3 days if study treatment is discontinued, whichever is earlier.
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e A combination of major and CRNM bleedings from the day after Month 3 Visit to the
date of the last dose of study medication plus 30 days for subjects who participate in
the Extension Period.

e All bleeding events from the day after the Month 3 Visit to the date of last dose of
study medication plus 30 days for subjects who participate in the Extension Period.

2.3.3. Secondary Efficacy Endpoints
The secondary efficacy endpoints are:

e The combination of symptomatic TE in the systemic arterial or venous pathways
including DVT, PE, stroke, intracardiac thrombus, SEE, and MI, and asymptomatic
intracardiac thrombus identified by cardiac imaging, that occur from randomization to
the Month 3 Visit.

e Deaths as a result of TE that occurs from randomization to the Month 3 Visit.
e All-cause mortality from randomization to the Month 3 Visit.

e The combination of symptomatic TE in the systemic arterial or venous pathways and
asymptomatic intracardiac thrombus identified by cardiac imaging, which occur from
the day after the Month 3 Visit to the date of the last dose of study drug plus 30 days
for subjects who participate in the Extension Period.

e Deaths as a result of TE that occurs from the day after Month 3 Visit to the date of the
last dose of study drug plus 30 days for subjects who participate in the Extension
Period.

e All-cause mortality from the day after the Month 3 Visit to the date of the last dose of
study drug plus 30 days for subjects who participate in the Extension Period.
2.34. Pharmacokinetic (PK)/Pharmacodynamic (PD)/Biomarker Endpoint(s)

Plasma concentrations of edoxaban and its metabolite, D21-2393, will be assessed in subjects
who receive at least 1 dose of edoxaban treatment and have measurable concentrations of
edoxaban and/or D21-2393. Population PK analysis will be conducted to characterize the PK
profiles of edoxaban in this target subject population.

The PD biomarkers of coagulation, PT, activated partial thromboplastin time (aPTT), and anti-
activated Factor X (FXa), will be assessed as secondary endpoints in edoxaban-treated subjects.

Other biomarkers may be tested related to coagulation and/or edoxaban’s mechanism of action.

2.3.5. Quality of Life Assessment

A pediatric QOL questionnaire will be issued at randomization and at the end of the Main
Treatment Period to assess such categories as: health and activities, feelings about themselves,
relationships with others, and school behavior. Note the QOL can be filled out by either a parent
or the study participant. The same person should complete the QOL at Month 3.

PedsQL version 4.0, generic core scale will be used in the study.
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The following questionnaires will be used:

Adolescent (13-18) Self report
Adolescent (13-18) Parent report
Child (8-12) Self report

Child (8-12) Parent report
Young child (5-7) Self report
Young child (5-7) Parent report
Toddler (2-4) Parent report
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3. STUDY DESIGN

3.1. Overall Design

This is a Phase 3, open-label, randomized, parallel-group, multicenter, observational trial to
evaluate and compare the safety and efficacy of edoxaban against SOC. The adjudication of the
efficacy and safety endpoints will be conducted by a blinded adjudication committee. The overall
study design is shown in Figure 3.1.

Figure 3.1: DU176b-C-U313 Overall Study Design

DU176b-C-U313-ATE study (N=150)

Screening Main Treatment Period

Period 3 months Extension
Up to 30 Days Treatment Period
Up to 9 Months
/ l SOC_ N=50 ] i I
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Safety Assessment +3 Days Safety &Efficacy
Assessment last dose+
F/U (+30 Days) for Safety and 30 days
efficacy Assessment if not
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g into
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3.2. Discussion of Study Design

This study is designed to compare the safety of edoxaban with SOC in pediatric subjects with
cardiac conditions at risk of thromboembolic events. The adjudication of the efficacy and safety
endpoints will be conducted by a blinded adjudication committee.
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The study includes 2 periods.

The Main Treatment Period is defined as the time from randomization, until the end
of Month 3 of treatment.

Subjects who discontinue treatment from the Main Treatment Period prior to
Month 3 will continue to be followed monthly according to the Schedule of
Events (Appendix 17.1) through the Month 3 visit (Visit 5), and have a 30-day
Follow-Up Visit. If treatment discontinuation occurs prior to Month 2 visit, the
30-day Follow-Up Visit will occur on the same day as the Month 3 visit.

Subjects who complete the Main Treatment Period (Month 3) but do not continue
into the Extension Period will have a Month 3 Visit and a Follow-Up Visit, 30
days after last dose of study drug and be discontinued from the study.

Subjects who withdraw from the study prior to Month 3 (meaning the subject can
no longer participate in the study due to withdrawal consent), will have a Follow-
Up phone call 3 months from the date of randomization to ascertain any events
(TE and/or bleeding events) that may have occurred since withdrawal.

The Extension Period is discretionary for the subject based on the Investigator
judgment of risk burden and will include treatment from the end of the Main
Treatment Period (Month 3, Visit 5) up through the end of Month 12 (Visit 8).All
subjects entering the Extension Period will be given edoxaban for the duration of the
Extension Period.

After Month 3, all subjects will be transitioned to edoxaban at the appropriate
dose for their age and weight at informed consent.

Subjects who discontinue the treatment and study at any time after Month 3 will
have a Discontinuation Visit performed with a subsequent 30-day Follow-Up.

Subjects who complete Extension Period treatment at Month 12 (Visit 8) will
have a Follow-Up Visit, 30 days after last dose of study drug (Visit 9).

Subjects who require anticoagulant treatment after discontinuation of the study treatment at any
time will be transitioned to a therapy as determined by the Investigator (Appendix 17.7).

About 150 subjects from sites selected globally will be randomized in a 2:1 ratio
(edoxaban:SOC, respectively) ratio into this study.

Subjects from 1 to <18 years of age will be enrolled in the study as soon as the dosing regimen is
established for each age cohort in the Phase 1 single-dose U157 study. U157 has 5 dosing age
cohorts that are similar to the U313 study:

Ages 12 to <18 years
Ages 6 to <12 years
Ages 2 to <6 years
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e Ages 6 months to <2 years

(In Cohort 4 [6 months to <2 years], enrollment may open after the protocol data
requirement for IDMC review for subjects less than 1 year old is met and the IDMC
reviews and approves the data. Sites will be notified that enrollment of 6 month olds
to <1 year olds may also open.)

e Ages birth to <6 months.

A review of safety data of 10%, 25%, 50%, and 75% of subjects completing the Main Treatment
Period of 3 months will be performed on a routine basis by the Independent Data Monitoring
Committee (IDMC). In addition, the IDMC will review the edoxaban exposure analysis from the
U157 study in addition to the safety data from each age cohort to approve the proposed dose for
the same age cohort in the U313 study.

Additionally, subjects less than 1 year of age will be admitted to the study after review by the
IDMC of safety data of 50% of subjects in the 1 to <18 years of age group who have completed
the Main Treatment Period of 3 months (50 subjects in edoxaban arm and 25 subjects in SOC
arm).

3.3. End of Study

This study will continue to randomize subjects until approximately 150 subjects (100 edoxaban-
and 50 SOC-treated subjects) complete at least 3 months of treatment. All subjects in the
Extension Period will complete treatment as judged by the Investigator after the last subject is
randomized and completes 3 months of treatment.

Primary safety endpoints are achieved during the first 3-month treatment period, ie, safety
(bleeding) events occur across both treatment groups for the safety analysis set during the first 3-
month treatment period anytime from the date of first dose of study drug through the final Month
3 Visit in all randomized subjects who receive at least one dose of randomized study drug. Based
on the End of Randomization date a global End of Treatment (EOT) date will be established that
ensures a minimum of 3 months of treatment for the last subject(s) randomized to study. All
subjects must permanently discontinue study treatment on or before the EOT date. A final
Follow-Up Visit date will be set 1 month following the EOT date. All subjects must complete
their Follow-Up Safety Visit and permanently discontinue study on or before the Follow-Up
Visit date. All subjects that discontinue treatment at Month 3 based on EOT will be placed on
SOC at Investigator discretion. All safety and efficacy events will be evaluated by the CEC.
Adjudicated results will be the basis for the final analyses.
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STUDY POPULATION

Inclusion Criteria

Subjects must satisfy all of the following criteria to be eligible for the study:

1.

Children with cardiac diseases who are at risk for thromboembolic complications and
require at least 3 months antithrombotic anticoagulant prophylaxis.

Either one of the following criteria may apply:

a. Children with cardiac disease who have a history of cardiac shunt
occlusion/thrombosis, with shunt still in place (secondary prevention).

OR

b. Children with cardiac disease who require (including those already taking, and those
not yet taking) anticoagulation for primary prevention of TE.

Cardiac conditions known to significantly increase the risk of thrombosis (hence,
indications for primary TE prevention) are defined in Antithrombotic Therapy and
Prevention of Thrombosis'. Some examples of cardiac conditions at risk of thrombosis
are Fontan surgery, heart failure, Kawasaki disease, and Blalock-Taussig and Glenn
surgery.

Male or female children between 1 and <18 years of age. Children between 38 weeks
gestational age and 1 year of age will be included in the study, however, only after the
safety and efficacy data of 50 subjects between 1 and <18 years of age in the edoxaban
arm have been evaluated at the end of the 3-month treatment period.

Subject and/or parent(s)/legal guardian(s) or legally acceptable representative is informed
and provides signed consent for the child to participate in the study with edoxaban
treatment. Pediatric subjects with appropriate intellectual maturity will be required to sign
an assent form in addition to the signed informed consent from the parent(s)/legal
guardian(s) or any legally acceptable representative.

Female subjects of childbearing potential must test negative for pregnancy at
Randomization and must consent to avoid becoming pregnant by using a locally
approved contraception method throughout the study. For locally approved contraceptive
methods, see Appendix 17.3.

If the subject has a history of a TE that meets all of the following criteria:

e Old, organized and/or resolved per the discretion of the Principal Investigator
(confirmation of an old, organized and or resolved TE is not required by any imaging
studies), and

e The subject is asymptomatic, and
e The subject continues to require at least 3 months of anti-coagulation treatment, and
e There is no intracardiac thrombus or thrombi on the screening echo, and

e All other inclusion and exclusion criteria are met.

Proprietary and Confidential
Page 50



4.2.

Protocol DU176b-C-U313
Version 4.0, 03 JUN 2019

Exclusion Criteria

Subjects who meet any of the following criteria will be disqualified from entering the study:

1.

10.
11.

12.
13.

Subjects with a history of the following up to randomization:
e Symptomatic venous or arterial TE
e Asymptomatic venous or arterial TE found by routine imaging

e Asymptomatic intracardiac thrombosis confirmed by an echocardiogram during study
screening period.

Note: Valid echocardiograms are defined here as images taken within 5 weeks
prior to Randomization Visit.

Subjects with mechanical heart valves.

Subjects with active bleeding or high risk of bleeding contraindicating treatment with
anticoagulant.

Subjects with a contraindication to the use of heparin (UFH or LMWH) and/or VKA (see
Appendix 17.4).

Co-administration of antithrombotic therapy is contraindicated in edoxaban arm and SOC
arm except for low dose aspirin defined as 1 to 5 mg/kg/day with maximum of 100
mg/day (see Appendix 17.5).

Administration of rifampin is prohibited during the study and subjects on concomitant
use of rifampin are excluded (see Appendix 17.5.6).

a) Subjects with severe hepatic impairment or hepatic disease associated with
coagulopathy (eg, acute hepatitis, chronic active hepatitis, and cirrhosis).

b) Subjects with ALT >5 X the upper limit of normal (ULN) or total bilirubin (TBL) >2 %
ULN with direct bilirubin >20% of the total at Screening.

c¢) Subjects with aPTT >50 seconds or international normalized ratio [INR] >2.0 not
related to anticoagulation therapy at Screening.

Subjects with estimated glomerular filtration rate (¢GFR) <30% of normal for age and
size (see Appendix 17.9).

Subjects with stage 2 hypertension defined as blood pressure (BP) systolic and/or
diastolic confirmed >99™" percentile plus 5 mmHg (see Appendix 17.10).

Subjects with thrombocytopenia (thrombocytes <50 x 10°/L).

Subjects with Fontan procedure with a history of or signs/symptoms suggestive of
protein-losing enteropathy.

Subjects with a life expectancy less than the expected study duration (3 months).

Subjects who are known to be pregnant or breastfeeding.
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14.
15.

16.

17.

18.

19.

4.3.

4.3.1.
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Subjects who are not using an approved method of contraception (see Appendix 17.3).

Subjects with any condition that, as judged by the Investigator, would place the subject at
increased risk of harm if he/she participated in the study including contraindicated
medications identified in Appendix 17.6.

Subject who participated in another interventional clinical study or treated with an
experimental therapy with less than a 30-day wash-out period prior to the Screening
Visit.

If any imaging is performed prior to randomization and results show a newly detected
unorganized thrombus, these subjects are NOT eligible for the study.

Hypersensitivity to the active ingredient or to any of the excipients of any components of
the trial treatment.

Patients with a history of thrombosis who are diagnosed with antiphospholipid syndrome
who are triple positive (for lupus anticoagulant, anticardiolipin antibodies, and anti-beta
2-glycoprotein I antibodies.

Additional Requirements

Stopping Rules for Study:

An Independent Data Monitoring Committee (IDMC) may recommend termination of the study.
Termination may be made for any of the following reasons:

e Concerns about significantly higher bleeding risk relative to one of the study arms,
e Concerns about drug-induced liver injury,’

e Any other safety concerns based on benefit/risk evaluation by the IDMC.
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S. STUDY TREATMENT(S)

5.1. Assigning Subjects to Treatments and Blinding

5.1.1. Treatment Groups

All subjects will be assessed for eligibility in the study in accordance with the
inclusion/exclusion criteria. Eligible subjects will be stratified and randomized as follows:

e All eligible subjects will be stratified by:
Type of underlying heart disease:
Kawasaki disease
Fontan surgery
Heart failure (HF)

Others (which can include post-surgical procedures for congenital heart disease
other than Fontan surgery)

Subjects with underlying disease other than Kawasaki will be further stratified by
concomitant use of low dose aspirin (1 to 5 mg/kg/day).

e Randomized in a 2:1 ratio (edoxaban:SOC, respectively) into 1 of 2 treatment arms:

Edoxaban-treatment arm: subjects will receive a selected dose of edoxaban
OR

SOC-treatment arm: subjects will receive SOC anticoagulant according to clinical
site’s SOC treatment, as follows (alone or in combination):

Heparin, including UFH or LMWH

Vitamin K antagonist (VKA) with potential bridging with heparin based therapy
until VKA INR is in therapeutic range

After Month 3, all subjects who continue in the Extension Period and are on SOC will be offered
edoxaban treatment and dosed according to their cohort age at the time of subject consent.
During the extension period of the study, check the body weight prior to dosing and adjust
dosage accordingly. Frequency of dosage changing is up to the Investigator’s discretion.

Subjects from 1 to <18 years of age will be enrolled in the study as soon as the dosing regimen is
established for each age cohort in the Phase 1 single-dose U157 study.

Additionally, subjects less than 1 year of age will be admitted to the study after review by the
IDMC of safety data of 50% of subjects in the 1 to <18 years of age group who have completed
the Main Treatment Period of 3 months (50 subjects in edoxaban arm and 25 subjects in SOC
arm).

Subjects younger than 6 years of age will only receive edoxaban granules for oral suspension,
which will give more flexibility to adjust mg/kg dose. Doses for all age groups will be selected to
elicit target exposures comparable to those achieved from the adult Phase 3 study of 60 mg.
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Table 5.1 indicates the edoxaban doses to be given for subjects of the ages 2 to <18 years of age.
Doses for all subsequent age cohorts will be by separate notification to the investigative sites
outside the content of this protocol after the IDMC has approved the proposed edoxaban doses
and safety data from the U157 study.

Doses for Cohorts 1, 2 and 3 have been established. Doses for the remaining subsequent age
cohorts will be by separate notification to the investigative sites outside the content of this
protocol after the IDMC has approved the proposed edoxaban doses and safety data from the
U157 study.

Study treatment should be administered on the same day as randomization (Day 1) if INR is <2.5
for subjects receiving VKA prior to randomization.

5.1.1.1. Edoxaban-Treatment Arm (Randomization through Month 12, and All SOC
Subjects Converted to Edoxaban after Month 3)

Edoxaban treatment will be packaged and dispensed to the subject on a monthly visit schedule.
For subjects who cannot pick up their study therapy on a monthly basis, accommodations will be
made to allow the Investigator to distribute up to a 3-month supply of study drug to match the
scheduled study visit interval. Edoxaban will be given orally at the appropriate dose depending
on the results of the ongoing U157 study.

Cohort 1 (12 to <18 years old) and Cohort 2 (6 to <12 years old) will receive tablets (15 and/or
30 mg strength, see Table 5.1) or offered granules for oral suspension if swallowing is an issue.
Subjects <2 years of age will take edoxaban granules for oral suspension which will provide
more flexibility to adjust mg/kg dose. Subjects will be instructed to take the edoxaban dose
orally once a day, at the same time every day, preferably in the morning, with or without food.
Tablets should be swallowed with a glass of water. One bottle of edoxaban granules should be
used for each dosing day. The recommended dosing for the 12 to <18, 6 to <12, and 2 to <6 year
olds is shown in Table 5.1.

Dosing recommendations for the lower age cohorts will be provided as the U157 single-dose
edoxaban study completes the PK exposure analysis for similar age cohorts. Doses for all
subsequent age cohorts will be by separate notification to the investigative sites outside the
content of this protocol.

During the extension period of the study, check the body weight prior to dosing and adjust
dosage accordingly. Frequency of dosage changing is up to the Investigator’s discretion.
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Table 5.1:  Edoxaban Dose Recommended for 3 Cohorts (12 to <18 years, 6 to <12 years,
and 2 to <6 years)

Age Body Weight at Dose Dose (Suspension) | Dose Reduction®
Randomization or | (Tablet) (6 mg/mL
at Subsequent concentration)®
Visit

12 to <18 years® >60 kg 60 mg QD | 10 mL 45 mg QD

(At date of consent) | >30 and <60 kg 45mgQD | 7.5mL 30 mg QD
<5" Percentile for | 30 mg QD | 5 mL NA
Age©

6 to <12 years >60 kg 60mg QD | 10 mL 45 mg QD

(At date of consent) | <60 kg NA 1.2 mg/kg with a 0.8 mg/kg with a
Dosed based on maximum dose of 45 | maximum dose of
mg/kge mg 45 mg

2 to <6 years Dosed based on NA 1.4 mg/kg with a 0.7 mg/kg with a

(At date of consent)

mg/kg

maximum dose of 45
mg

maximum dose of
24 mg

Abbreviations: eGFR = estimated glomerular filtration rate; NA = not applicable; QD = once a day
2 Conditions for dose reduction:
If a subject requires concomitant administration of P-glycoprotein (P-gp) inhibitor (Appendix 17.6.1), the
edoxaban dose will be reduced during P-gp administration and re-established to the original dose once P-gp
inhibitor administration had concluded.

Edoxaban dosage regimen will be reduced permanently for subjects with moderate renal impairment for the
subject’s age and size at randomization as determined by the age appropriate formula: Cockcroft-Gault
equation for pediatric subjects >12 years of age and modified Schwartz equation for pediatric subjects <12
years of age). Refer to Appendix 17.9 for eGFR values below which dose reduction should be implemented.

If a subject experiences a change in renal function from normal to eGFR >30% to <50% after
randomization, the measurement will be repeated within 1 week. If the repeat measurement confirms the
decrease, the edoxaban dose reduction will be permanent even if the subject experiences an improvement
in the eGFR during the course of the study.

b Dose reduction due to body weight applies only for fixed doses in subjects 12 to <18 years of age:

If body weight increases or decreases from the categories of weight defined at consent, the subject will be dose
adjusted. Subjects who are >60 kg of body weight at consent and drop below that body weight will receive 45
mg dose at any subsequent visit. Subjects >30 and <60 kg at consent increasing their weight to >60 kg will
increase their dose to 60 mg.

¢ Edoxaban dosage regimen will be reduced permanently for subject with body weight <5th percentile for age. Refer

to Appendix 17.11.

4 Per Principal Investigator’s discretion, for subjects in Cohort 2 that require either 45 mg or 60 mg dose, the
Principal Investigator may use edoxaban tablets instead of granules, if they wish.
¢ Edoxaban granulation will be diluted with 8 mL water to provide a concentration of 6 mg/mL dosing suspension.
If body weight increases or decreases from the categories of weight defined at consent, the subject will be dose
adjusted. Subjects who are >60 kg of body weight at consent and drop below that body weight will receive 45

mg dose at any subsequent visit. Subjects >30 and <60 kg at consent increasing their weight to >60 kg will
increase their dose to 60 mg.
Note: Dose is based upon weight at corresponding visit.

For subjects without prior anticoagulant therapy, edoxaban may be started the day of

randomization (Day 1).
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For subjects who received VKA treatment prior to randomization and are randomized to
edoxaban, VKA treatment will be discontinued the day before randomization and edoxaban dose
will be initiated when an INR <2.5 is reached.

5.1.1.2.  Standard of Care Treatment Arm (Randomization to Month 3).

SOC randomized subjects will be treated with SOC though Month 3 (Visit 5) and then offered
edoxaban through Month 12. SOC treatment will be packaged and dispensed to the subject on a
monthly visit schedule. After Month 3, all subjects will be transitioned to edoxaban at the
appropriate dose for their age and weight. Locally sourced SOC is the preferred option for this
study, either by the Investigator or, alternatively local supply depots within each country that
provide SOC directly to the clinical sites. However, centrally sourced SOC can be provided
when the country or clinical site requirements deem it necessary. In the case of centrally sourced
treatment, the Sponsor will only provide enoxaparin as LMWH and warfarin as VKA.

For subjects who did not receive VKA treatment prior to randomization and are randomized to
SOC with VKA, VKA treatment may be started on the day of randomization (Day 1).

It is the Investigator’s discretion based on his/her local practice and on the subject’s underlying
cardiac disease to consider if heparin bridging is necessary when initiating VKA post
randomization until an INR between 2.0 and 3.0 is reached. Heparin bridging will be provided by
the Investigator.

5.1.2. Method of Treatment Allocation

Eligible subjects will be stratified as mentioned in Section 5.1.1. An independent biostatistician
will generate the randomization schedule in accordance with the operating procedure for
allocating study drug.

At randomization, the Investigator provides the Interactive Web/Voice Response System (IXRS)
with the clinical site number and the subject’s presenting diagnosis and date of birth.

Dose will be reduced for subjects based on the following criteria:

e ¢GFR is 30-50% of normal for age and size (Appendix 17.9). If a subject experiences
a change in renal function from normal to eGFR >30% to <50% after randomization,
the measurement will be repeated within 1 week. If the repeat measurement confirms
the eGFR >30% to <50%, the edoxaban dose will be reduced permanently.

e Subject is receiving concomitant treatment with P-gp inhibitors. The dose will be
reduced while on P-gp inhibitor and re-established to original dose once the
concomitant medication is stopped (Appendix 17.6.1).

e Body Weight:

For subjects 12 to <18 years old with body weight <5 percentile of subject’s
age (see Appendix 17.11), edoxaban doses will be permanently changed.

For subjects 12 to <18 years old with body weight >60 kg, will receive
edoxaban 60 mg. However, if the body weight is >30 - <60 kg, edoxaban dose
would be 45 mg daily. If the patient body weight >60 kg, then edoxaban dose
would be escalated to 60 mg daily.
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For subjects <12 years old: Doses will be provided by mg/kg or a dose may be
suggested, subsequent to exposure modeling, based on an age range (see
Table 5.1).

The IXRS will assign the unique subject identification number, allocate the treatment group
assignment for the subject and provide the appropriate drug supply kit number(s).

A fax or e-mail will be sent by the IXRS to provide the appropriate drug supply kit number(s).
The fax or e-mail will also provide a calendar with dates of subsequent prescheduled visits and
drug resupply.

5.1.3. Blinding
Not applicable.

5.1.4. Emergency Unblinding Procedure
Not applicable.

5.2. Study Drug(s)

5.2.1. Description

The study drug for this study is edoxaban (DU-176b) and SOC anticoagulants (UFH/LMWH and
VKA). The active ingredient is edoxaban tosylate and the international non-proprietary name is
N-(5-Chloropyridin-2-yl)-N’-[(1S,2R,4S)-4-(N,N-dimethylcarbamoyl)-2-(5-methyl-4,5,6,7-
tetrahydro[1,3]thiazolo[5,4-c]pyridine-2-carboxamido)cyclohexyl] oxamide mono (4-
methylbenzenesulfonate) monohydrate.

5.2.1.1. Edoxaban (Randomization through Month 12)

Edoxaban will be packaged and supplied to the subject on a monthly visit schedule as tablets (15
and/or 30 mg strength) or granules for oral suspension (60 mg strength) even though after Month
3 the clinic visitation schedule is every 3 months. For subjects who cannot pick up their study
therapy on a monthly basis, accommodations will be made to allow the Investigator to distribute
up to a 3-month supply of study drug to match the scheduled study visit interval.

Subjects will be instructed to take edoxaban (tablets or granules) orally once a day, at the same
time every day, preferably in the morning, with or without food. One bottle of edoxaban granules
will be used for each dosing day. Tablets should be swallowed with a glass of water.

The doses will be dispensed as follows:
For subjects 12 to <18 years old:

e A 60 mg dose will be dispensed as two 30 mg tablets or 10 mL from an individual
bottle of oral suspension 60 mg

e A 45 mg dose will be dispensed as one 30 mg tablet plus one 15 mg tablet or 7.5 mL
from an individual bottle of oral suspension 60 mg
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e A 30 mg dose will be dispensed as one 30 mg tablet or 5 mL from an individual bottle
of oral suspension 60 mg

e Doses provided by the granulation formulation will be dispensed with a dosing
syringe according to the recommended dose shown in Table 5.1.

e [fa subject does not have the capacity to swallow tablets in the 12 to <18 year and 6
to <12 year old groups, the tablets may be crushed and served with applesauce or
mixed with 2 to 3 ounces of water and immediately administered by mouth or through
an existing gastric tube, if needed.

For subjects 6 to <12 years old:

e 60 mg dose will be dispensed as two 30 mg tablets or as 10 mL from an individual
bottle of oral suspension 60 mg.

e 45 mg dose will be dispensed as one 30 mg tablet plus one 15 mg tablet or as 7.5 mL
from an individual bottle of oral suspension 60 mg.

e Dose other than 45mg and 60mg provided by the granulation formulation will be
dispensed with a dosing syringe according to the recommended dose shown in
Table 5.1. One bottle will be used for each daily dose.

5.2.1.2.  Standard of Care (Randomization through Month 3)

Treatment with SOC will only occur through Month 3. After that time all subjects will be offered
edoxaban at a dose appropriate for age and weight. Local sourcing will be the preferred option
for SOC drugs, either by the Investigator or local depot providing locally utilized therapy to treat
TE. The Sponsor will supply central sourcing as an alternative option to local SOC sourcing.

Clinical supply will be packaged and dispensed to the subject on a monthly visit schedule.

If local sourcing is used, the Investigator is allowed to utilize any UFH or LMWH, and/or VKA
according to the SOC treatment specific to that clinical site (no strength restrictions).

If central sourcing is used, only enoxaparin and warfarin will be supplied by the Sponsor at fixed
doses as the LMWH and the VKA, respectively. If a subject is prescribed a dose of the LMWH
or VKA different from the doses supplied, a combination of the various doses should be used to
obtain the desired dose. Guidance on dosing and dispensing is provided in Appendix 17.2.

Note: If standard practice for bridging VKA to therapeutic levels is achieved with a heparin
(UFH or LMWH) based treatment, the clinical site will be responsible for providing the bridging
therapy for subjects randomized to VKA.

If required, the Sponsor will provide centrally sourced SOC treatment at the following fixed
doses:

¢ Enoxaparin (LMWH) will be provided as solution for SC injection in pre-filled
syringes with only 60 mg/0.6 mL, 80 mg/0.8 mL, and 100 mg/1.0 mL concentration
for injection, or as multiple dose vials (for subjects <20 kg).

e Warfarin (VKA) will be supplied as tablets (0.5 mg, 1 mg, and 3 mg). Various doses
will be available for INR maintenance in the therapeutic range of 2 to 3.
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5.2.1.3.  Aspirin

Clinical sites or treating physicians will provide aspirin (as per local SOC practice).
5.2.2. Labeling and Packaging

5.2.2.1. Edoxaban

Study drug will be provided in adequate quantity for study conduct and labeled in an open-label
format. Study drug labels will include all information required by federal and local regulations.

Edoxaban 15 and 30 mg tablets will be supplied by the Sponsor in an open-label format. The
edoxaban 60 mg granules for oral suspension will be provided in glass bottles, as per visit
schedule, for single dose administration.

5.2.2.2. Standard of Care

Standard of care sourced locally either by the Investigator or by a local depot providing SOC to
the clinical site will have no modification in labeling or packaging. Hence, locally sourced SOC
treatment will have a label identical to the procured drug.

If required, centrally sourced SOC treatment will be presented in its commercial presentation
with the clinical study over-label. SOC labels will include all information required by federal and
local regulations.

Note: If standard practice for bridging VKA to therapeutic levels is achieved with a heparin
based treatment, the clinical site will be responsible for providing the bridging therapy if the
subject is randomized to VKA.

5.2.3. Preparation

5.2.3.1. Edoxaban

No special preparation will be required for the tablet formulation. However, if a subject does not
have the capacity to swallow tablets in the 12 to <18 year old group, the tablets may be crushed
and served with applesauce or mixed with 2 to 3 ounces of water and immediately administered
by mouth or through an existing gastric tube, if needed.

The edoxaban granules for oral suspension 60 mg will be provided in amber glass bottles (wide
neck) with child-resistant caps. The edoxaban granules for oral suspension 60 mg formulation
will be reconstituted with 8 mL of water to provide a 6 mg/mL liquid suspension. One bottle will
be used for each daily dose. Instructions for reconstitution will be provided to the
Investigator/designee and the caregiver.

5.2.3.2. Standard of Care

No special preparation will be required for locally (or centrally) sourced SOC. Instructions for
daily use will be provided to the Investigator/designee.
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5.2.4. Administration

Study drug will be packaged and dispensed to the subject on a monthly visit schedule. For
subjects who cannot pick up their study therapy on a monthly basis, accommodations will be
made to allow the Investigator to distribute up to a 3-month edoxaban supply of study drug (for
those continuing after Month 3 through Month 12) to match the scheduled study visit interval.
Note that each monthly dispensing visit is not indicated in Table 17.1 because no additional
procedures are expected at the monthly dispensing visits.

Locally sourced study drug will be provided by the Investigator or through a depot within the
country of the clinical site. If required, centrally sourced study drug will be shipped to the
clinical sites, and the Investigator/designee will be responsible for dispensing the study drugs.
The Investigator/designee will provide the subjects with product in sufficient quantity, plus
overage, via IXRS dispensing until the next scheduled visit.

The Investigator/designee will also instruct the subject on reporting study drug or SOC
administration and accountability. Subjects who miss 1 dose of study drug or SOC will be
instructed to skip that dose and take the next dose at their drug administration schedule.

5.2.4.1. To Initiate Edoxaban Treatment at Randomization

For subjects without prior anticoagulant therapy, edoxaban may be started the day of
randomization (Day 1).

For subjects who received VKA treatment prior to randomization and are randomized to
edoxaban, VKA treatment will be discontinued the day before randomization and edoxaban dose
will be initiated when an INR <2.5 is reached. It is per Investigator’s discretion based on his/her
local practice and on the subject’s underlying cardiac disease to consider if heparin bridging is
necessary during this period. Heparin bridging will be provided by the Investigator.

If heparin bridging is used, edoxaban will be started as below:

1. In case of bridging with a LMWH twice a day regimen, edoxaban dosing will start
12 £ 3 hours after the last LMWH dose

2. In case of bridging with a LMWH once a day regimen, edoxaban dosing will start
24 + 3 hours after the last LMWH

3. In case of bridging with a UFH regimen, edoxaban dosing will start 4 + 1 hour after the
last UFH dose
5.2.4.2 Transition SOC-Treated Subjects during the Main Treatment Period to
Edoxaban in the Extension Period

For subjects who received VKA treatment edoxaban dosing will be initiated when an INR <2.5 is
reached. This may occur as early as next day of the Extension Period.

If the subject was originally randomized to UFH or LMWH, edoxaban will be started as below:

1. In case of LMWH twice a day regimen, edoxaban dosing will start 12 + 3 hours after the
last LMWH dose

Proprietary and Confidential
Page 60



Protocol DU176b-C-U313
Version 4.0, 03 JUN 2019

2. In case of LMWH once a day regimen, edoxaban dosing will start 24 + 3 hours after the
last LMWH

3. In case of UFH regimen, edoxaban dosing will start 4 + 1 hour after the last UFH dose

5.2.4.3 To Initiate SOC Treatment

If the subject is randomized to the SOC treatment and they use locally sourced SOC, they will
receive the following SOC anticoagulant treatment according to the clinical site’s usual treatment
practice (alone or in combination):

e LMWH (alone or with VKA)
e UFH (alone or with VKA)
e VKA (alone or with LMWH or UFH)

For subjects who do not receive VKA treatment prior to randomization and are randomized to
SOC with VKA, VKA treatment may be started on the day of randomization (Day 1).

It is per Investigator’s discretion based on his/her local practice and on the subject’s underlying
cardiac disease to consider if heparin bridging is necessary post-randomization until an INR
between 2.0 and 3.0 is reached. Heparin bridging will be provided by the Investigator.

If centrally sourced SOC treatment is required from the Sponsor, the subject will be treated as
follows:

e For subjects randomized to enoxaparin: Neonates or children receiving either once- or
twice-daily therapeutic enoxaparin should be monitored as per local practice.

e For subjects randomized to warfarin, it is recommended that the dose should be
titrated to achieve a target INR of 2.0 to 3.0. It is per Investigator’s discretion based
on his/her local practice and on the subject’s underlying cardiac disease to consider if
heparin bridging is necessary during this period. Visits will be at the discretion of the
Investigator and captured as unscheduled visits for data collection. Adjustment of the
maintenance dose of VKA will be dependent on INR monitoring as follows:

INR 2.0 to 3.0, no change in dose

INR 1.1 to 1.4, increase dose by 20%
INR 1.5to 1.9, increase dose by 10%
INR 3.1to 3.5, decrease dose by 10%

INR >3.5, hold VKA until INR is <3.5, then decrease dose by 20% when
restarted.

To initiate SOC post screening, it is recommended to test infants and children every 4 weeks
once a stable dose of VKA has been achieved. However, depending on the site’s clinical practice
and PI’s discretion, the subjects can be tested at the physician’s discretion and/or according to
local practice. More frequent INR testing is recommended in infants and children receiving VKA
with any change in diet or medication or when an illness occurs. An unscheduled visit will need
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to be performed to document the discretionary INR measurement and potential VKA dosage
change as an unscheduled visit day.

For subjects on LMWH or UFH, periodic assessment of therapeutic level is recommended. The
most widely used laboratory assay for monitoring UFH or LMWH therapy is the aPTT and anti-
FXa activity. All testing for therapeutic monitoring after randomization will be conducted
locally.

Guidance on dosing and dispensing is provided in Appendix 17.2.

5.2.5. Storage

Edoxaban tablets and granules for oral suspension must be stored at 20° to 25°C (68° to 77°F)
with excursions permitted to 15° to 30°C (59° to 86°F).

SOC treatments must be stored as per labeled storage conditions.

All drug supplies must be stored in a secure, limited access storage area under the recommended
storage conditions. If storage conditions go outside of allowable excursions, Sponsor/Contract
Research Organization (CRO) must be contacted. The excursions will be discussed with the
Sponsor and CRO to determine what action is necessary.

Storage temperatures must be recorded using devices such as a maximum/minimum
thermometer. Temperature measurements will be recorded on a temperature log excluding
weekends and holidays.

5.2.6. Drug Accountability

5.2.6.1. Edoxaban

Edoxaban will be provided by the Sponsor. When a drug shipment is received, the Investigator
or designee will confirm the amount and condition of the drug and confirm the appropriate local
language in the label, drug expiration date, and temperature monitor readings. The Investigator
or designee will also sign the Receipt of Shipment Form provided and the form should be
returned as instructed on the form. The original form will be retained at the clinical site. In
addition, the Investigator or designee shall contact the Sponsor as soon as possible if there is a
problem with the shipment and quarantine the shipment until the resolution is obtained from the
Sponsor.

At the end of the study, or as directed, all drug products, including unused, partially used, or
empty containers, will be destroyed, after full accountability. If drug destruction occurs at the
clinical site, this must be approved in writing by the Sponsor and the Sponsor has received
copies of the clinical site’s drug handling and disposition standard operating procedures (SOPs).

For Sponsor provided drug, dosage form (ie, tablets and granule bottles) clinical site level
accountability documentation is required as part of the disposition records of study drug. The
dosage form site level accountability documentation should be appended to the Certificate of
Destruction, if available.

The study drug will only be returned to a designee as instructed by the Sponsor if the clinical site
is unable to perform the products destruction. Study drug will be returned only after the study
monitor has completed a final inventory to verify the quantity to be returned. The
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return/destruction of products must be documented. At the end of the study, a final product
reconciliation statement must be completed by the Investigator/designee and provided to the
Sponsor.

Dosage form (ie, tablets and granule bottles) clinical site level accountability documentation is to
be included with each drug supply return shipment (or other returning facility, such as another
depot). This is required as part of the receiving records for return shipments.

All inventory forms must be made available for inspection by a Sponsor-authorized
representative or designee and regulatory agency inspectors. The Investigator is responsible for
the accountability of all used and unused study supplies at the clinical site.

5.2.6.2. Standard of Care

For both locally sourced SOC and Sponsor-provided SOC, a Drug Accountability Record will be
used for the products. It may either be provided by the Sponsor or Sponsor representative, or the
site may use a Sponsor approved form. The record must be kept current and must contain the
dates and quantities of drug received from the central or local supply (for Sponsor provided
therapy), subjects for whom the products was dispensed (identification number and/or initials or
supply number as applicable), the date and quantity of study drug dispensed and remaining, if
from individual subject drug units, as well as the initials of the dispenser. All unused drug and
containers whether provided by the Sponsor or provided locally, must be brought back to the
clinical site for accountability to support appropriate dosing instructions to the subject.

At the end of the study, or as directed, all drug products, including unused, partially used, or
empty containers, will be destroyed, after full accountability. If drug destruction occurs at the
clinical site, this must be approved in writing by the Sponsor and the Sponsor has received
copies of the clinical site’s drug handling and disposition SOPs). Locally sourced SOC should be
destroyed at the clinical site.

For Sponsor-provided and locally supplied drug, dosage form (ie, tablets and syringes) site level
accountability documentation is required as part of the disposition records of study drug. The
dosage form site level accountability documentation should be appended to the Certificate of
Destruction, if available.

The study drug will only be returned to a designee as instructed by the Sponsor if the clinical site
is unable to perform the products destruction. Study drug will be returned only after the study
monitor has completed a final inventory to verify the quantity to be returned. The
return/destruction of products must be documented. At the end of the study, a final product
reconciliation statement must be completed by the Investigator/designee and provided to the
Sponsor.

Dosage form (ie, tablet, granule bottles, and syringes) site level accountability documentation is
to be included with each drug supply return shipment (or other returning facility, such as another
depot). This is required as part of the receiving records for return shipments.

All inventory forms must be made available for inspection by a Sponsor-authorized
representative or designee and regulatory agency inspectors. The Investigator is responsible for
the accountability of all used and unused study supplies at the clinical site.
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5.3. Dose Interruptions and Reductions

If a subject’s treatment with study drug must be interrupted for medical or surgical reasons (eg,
hospital admission for an invasive procedure, a major medical condition, surgery,
thrombocytopenia due to cytotoxic medication, or dental work); use of a prohibited concomitant
medication; or other reasons (eg, temporary situation that prevents subject adherence with the
study drug administration schedule, etc), the subject’s study drug should be resumed as early as
the situation allows. Edoxaban should be discontinued for 24 hours prior to the initiation of the
procedures.

Subjects should be encouraged to restart study drug after an interruption except when absolutely
contraindicated. The duration of study drug interruption can vary depending upon the individual
circumstances, and study drug may be resumed regardless of the duration of time that it had been
interrupted. Any subject who temporarily interrupts study drug more than 3 days will have the
reason recorded in the electronic case report form (eCRF).

Any study drug interruption due to an adverse event should be reported on the Adverse Event
eCRF, even if it is less than 3 days. A patient may have multiple interruptions of treatment
throughout their study participation.

5.3.1. Edoxaban Dose Reduction

During the treatment period, a subject may reduce the dose of edoxaban for any of the following
reasons:

e ¢GFR is 30-50% of normal for age and size (permanent dose reduction)
(Appendix 17.9)

NOTE: If the repeat measurement confirms the decrease, the edoxaban dose will
be reduced permanently. This dose reduction will be permanent even if the
subject experiences an improvement in the eGFR during the course of the study.

e Subject is receiving concomitant treatment with P-gp inhibitors (temporary dose
reduction)

e Body Weight:

For subjects 12 to <18 years old with body weight <5 percentile of subject’s
age (see Appendix 17.11), edoxaban doses will be permanently changed.

For subjects 12 to <18 years old with body weight >60 kg, will receive
edoxaban 60 mg. However, if the body weight is >30 - <60 kg, edoxaban dose
would be 45 mg daily. If the patient body weight >60 kg, then edoxaban dose
would be escalated to 60 mg daily.

For subjects <12 years old: Doses will be provided by mg/kg or a dose may be
suggested, subsequent to exposure modeling, based on an age range (see
Table 5.1).

For subjects receiving P-gp inhibitors during the study treatment period, the dose of edoxaban
will only be reduced during the administration of the concomitant P-gp inhibitor. Subjects
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experiencing eGFR or body weight reduction will maintain their reduced edoxaban dose for the
duration of the study.

5.4. Method of Assessing Treatment Compliance

Dosing compliance for subjects in the edoxaban treatment arm will be assessed by means of
tablet/bottle counts remaining and/or drug packaging/bottles returned. All drug packaging will be
returned at each subject visit and will be accountable including bottles with dilutions made for
dosing. Administration of the study drug will be recorded in the case report form
(CRF)/eCRF/Drug Accountability Record. As necessary, include method of compliance
calculation based on the returned number of tablets/bottles. If zero tablets/bottles returned, ask
subject whether any were disposed or thrown away, rather than taken orally.

Subjects in the SOC (VKA) treatment arm will be monitored for compliance by measuring INR
levels. Subjects in the SOC (UFH, LMWH) treatment arm will be monitored for compliance by
measuring anti-FXa levels or aPTT. Compliance should be assessed routinely by the Investigator
to ensure the adequate doses are taken (Table 17.1). Monitoring of heparin based treatment or
VKA will be performed locally.

5.5. Prior and Concomitant Medications

Medications that the subject has taken within 30 days before screening will be recorded. In
addition, anticoagulant and antiplatelet therapy will be recorded up to 3 months prior to
randomization.

The following drugs and devices (see Appendix 17.5) CANNOT be used during the entire study
treatment period and their unavoidable use would require study drug therapy interruption unless
specifically indicated for study drug discontinuation:

e Anticoagulants, other than the assigned study drugs, by any route study drug should
be discontinued

o Single or dual antiplatelet therapy with any antiplatelet agent is prohibited except for
low dose aspirin defined as 1 to 5 mg/kg/day with maximum of 100 mg/day. If a
clinical indication for antiplatelet therapy (other than low dose aspirin) arises after
randomization, study drug should be temporarily interrupted and use of any other
anticoagulation therapy is permitted at the physician’s discretion.

e Chronic use of oral or parenteral non-steroidal anti-inflammatory drugs (NSAIDs)
including both cyclooxygenase-1 and cyclooxygenase-2 inhibitors other than aspirin
for >4 days/week. Use of NSAIDs via other routes (eg, topical, inhaled, intranasal,
intraocular, etc) are not restricted (see Appendix 17.5.5).

All P-gp inhibitors (please refer to Appendix 17.6.1 for a list of the most commonly used P-gp
inhibitors) excluding amiodarone will require dose reduction of edoxaban.

The Investigator is encouraged to contact a study physician (telephone number will be provided
per country, per region; please refer to Study Manual for an appropriate phone number) if further
guidance is needed.
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Information regarding concomitant medications will be collected with start date, stop date, drug
name, dose, and dosing regimen for population PK analyses at Month 1.

5.6. Subject Withdrawal/Discontinuation

Any subject who discontinues from the study treatment for any reason will have his or her study
treatment discontinuation recorded.

A subject may discontinue study treatment during the Main Treatment Period; however the
subject should still remain as a study participant for scheduled visits through Month 3 (Visit 5).
The subject should complete the subsequent 30-day Follow-Up Visit (Visit 9) regardless of
whether they stop all anticoagulant therapy or are placed on a treatment that they were not
assigned to at randomization.

If a subject discontinues from treatment after Month 3 he/she will be discontinued from the study
and should still receive a Discontinuation Visit and a 30-day Follow-Up Visit.

5.6.1. Discontinuation from Treatment within the Main Treatment Period (Month 3)

Early discontinuation of study drug is discouraged. However if, in the Investigator’s opinion,
continuation of study drug would be detrimental to the subject’s well-being or in specific clinical
situations (eg, liver function test [LFT] disturbances, severe renal insufficiency, TE, bleeding),
the study drug can be stopped permanently.

Subjects who discontinue treatment during the Main Treatment Period should return to the
clinical site per the study procedure schedule (Table 17.1) for all remaining safety and efficacy
assessments through the Month 3 visit (Visit 5) regardless of what treatment, if any, they may
subsequently be taking. A 30-day Follow-Up Visit (Visit 9) will be required. A telephone call for
Follow-Up assessment may be conducted in exceptional circumstances when the subject is not
able or willing to present to the clinical site.

The reasons for discontinuation from treatment must be documented.

If a subject discontinues treatment prior to Month 3, the Investigator will complete and report the
observations as thoroughly as possible at scheduled visits including the date of last treatment and
the reason for discontinuation from study treatment though 3 months of observation.

5.6.2. Discontinuation from Treatment and Study beyond Month 3 up to Month 12

During the Extension Period (beyond 3 months treatment), all subjects who discontinue from the
study treatment will also discontinue from the study and will return to the clinical site for a
Discontinuation Visit (Visit 8) and a 30-day Follow-Up Visit (Visit 9) after the Discontinuation
Visit.

Note: Subjects in the Extension Period do not need to be followed through 12 months of study
procedures and can discontinue from treatment and study per Investigator discretion at any time
with a Discontinuation Visit after Month 3 and a 30-day Follow-Up Visit after the
Discontinuation Visit.

5.6.3. Reasons for Discontinuation from Study Treatment
