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INVESTIGATOR AGREEMENT

A Phase 1, Open-Label, Fixed Sequence Drug Interaction Study to Evaluate the
Potential Intestinal Inhibitory Effect of Quizartinib on the Pharmacokinetics of a
P-gp Substrate Dabigatran Etexilate in Healthy Subjects

Sponsor Approval:

Thus clinical smdy protocol has been reviewed and approved by the Danchi Sankyo, Inc
representative listed below.

Frint Name Signature aopreve
Signing Time: 08-Aug-2020 | 10:50 34 EDT
Director, Quantitative Clinical D1280DA0DS6834176AD 151 79DBTB282ED
Pharmacology 06-Aug-2020 | 10:50:58 EDT
Title “Date (DD NIVM VY VY)
Investigator’s Signature:
I have fully discussed the objectives of this study and the contents of this protocol with the
Sponsor’s representative.

1 understand that mfonnation 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 smidy, without wnirten authorizarion from the Sponsor. It is, however,
permissible to provide information to a subject in order to obtain consent.

T agree to conduct this study accordmg to this protocol and to comply with its requirements,
subject o ethical and safery consideranons and gmidelines, and to condnct the smdy n
accordance with Interational Council for Hanmomisation of Technical Requirements for
Pharmaceuticals for Human Use (ICH) Guidehne for Good Cliical Practice (ICH E6[R2]).
which has its foundations m the Declaration of Helsinki. and applicable regional regulatory
requirements.

I agree to make available to Sponsor personnel. their representatives and relevant regulatory
authorities, my subjects’ smdy records m order to verify the data that I have entered into the
case report forms. 1 am aware of my responsibilities as a Pnincipal Investigator as provided
by the Sponsor.

I understand that the Sponsor may decide to suspend or premamrely terminate the study at
any time for whatever reason: such a decision will be commumcated to me in writing.
Conversely, should T decide 10 withdraw from execution of the study. T will comuwmicate my

Py _
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Print Name Signature Sgnng Time. 08-Aug-2020 | 09.47 13 COT
Principel lnvestigstos 06-Aug-2030" Y OBE P2 Efpcerzer 10mseAck
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| PROTOCOL SUMMARY
Ay (3 Protocol Synopsis
Protocol Title

A Phase |, Open-Label. Fixed Sequence Drug Interaction Study to Evaluate the Potential Intestinal Inhibitory
Effect of Quizartinib on the Pharmacokinetics of a P-gp Snbstrate Dabigatran Etexilate i Healthy Subjects

Protocel Short Title
Effect of Quizartuub on the Pharmacokinetics of the P-glycoprotein (P-gp) Substrate Dabigatran Erexilate
Protocol Number
AC220-A-U104
Sponsor/Collaborators
Daiichi Sankyo, Inc
Registry Identification(s)
*  NCT Number: NCTO4459585
IND Number
074552
Study Phase
Phase |
Planned Geographical Coverage, Study Sites and Location
United States, | site. San Antonio, Texas
Study Population

Healthy males and females 18 10 55 years of age (inchisive) with a body mass index (BMT) of 18 kg'mi” 1o
a2 kpml (mnclusive) ot Screenung. Females must not be pregnant or lactating.

Study Objectives/Outcome Measures and Endpoints
The table below lists pnmary and secondary smdy objectives and endpoints which have outcomea measures
Objectives Outcome Measure Category

Primary

Single dose PK parameters of dabigatran
Evaluate the effect of quizartimb on | (measured as total and free dabigatran) with

the pharmacokinetics (PK) of mnd without concomitant administration of PK
dabigatran quizartmib. to mclude: Cmax), AUClast,
md AUCinS,
Secondary
Evaluate the PK profile of Single dose PK parameters of dabigatran in

dabigatran (measured as rotal and Penod | (admunistered alone) and Penod 2
free dabigatran) adounistered alone | (adnunistered with quizartuub), to inclade:
and conconutantly with quizartuib. | Tmax. 1172

Propoetary and Confidennal
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Evaluate the PK profile of single Single dose PK parameters of quizartinib.

dose quizartimib admnistered in the | including but not imited to. Cmax. Tmax, PK
presence of dabigatran etexilate. and AUClast.74. as applicable.
Evaluate the PK profile of the " b CE86
metabolite AC886 afier single dose sm"'hl::h F .li:mll!’ 'd' s of A y .
Aninistration of Gatiesstinl i fhe n-m'dhxhng ;:al lloi';‘nm:.'rm. PK
of dabi ol AUClast.74, as applicable.

Occurrence of treatiment-emergent adverse
Evaluate the safety and tolerability | events (TEAEs), chimeally sigmuficant

of quizartiub admumstered in the changes in laboratory assessments, triplicate Safety
presence of dabigatian etexalate. 12-lead electrocardiogram (ECG)
evaluations. and vital signs.

Study Design

This is a Phase 1. open-label, 2-peniod. fixed-sequence. drug-dmg interaction (DDI) study designed to evaluate
the effect of a single oral dose of 60 mg quizartieb on the PK of a single oral dose of 150 mg dabigatran
etexilate in maxunum of 20 healthy male and female subjects. There will be 2 treatment periods; all subjects
will recerve dabigatran etexilate only in Period | (Reference Treamment) and quizartinib 2 hours pnior to
dabigatran etexilate administration in Penod 2 (Test Treatment)

Following a Screening Penod of up to 21 d where subject eligibility wall be confirmed. subjects will be admutted
to the clinical research unit (CRU) on the day prior to dosing (Day -1) and remaned domiciled in the CRU for
the duration of the study. At CRU admisson. ehgibility will be reconfirmed and baseline safety evaluations,
mecluding ECGs recorded m triphcate will be assessed.

Om the morming of Day | of Peniod 1, a single dose of 150 mg dabigatran etexilate will be orally admnistered as
one 150 mg capsule to subjects in the fasted state (after at least a 10-hour fast) with approxmately 240 mL. of
water  Subjects will continue to fast for at least 4 hours after dosing. Water should be restricted 1 hour before
and 1 hour after dosing and allowed ad hbimm outside of this window  Senal blood samples for PK analysis
will be taken at: predose, and 05, 1, 1.5, 2. 3. 4.6, 8, 12, 24, 36. 48, 60. and 72 hours post-dabigatran etexilate
dose. Safety evaluations (adverse events [AEs], clinical labs. concomitant medication, mphicate ECGs, and
wital signs) will be collected through 72 hours afler dosing.  Safety assessments occumng from the
admimstration of dabigatran etexilate m Penod | will be attnbuted to dabigatran etexilate only.

Dose adnunistration in Peniod 1 and m Penod 2 will be separated by approximately 96 hours, with subjects
remaming in the CRU

In Peniod 2. on the mormung of Day 5, a single oral dose of 60 mg quzarmmb (two 30 mg tablers) will be given
2 hours pnor to admmistration of a single oral 150 mg dabigatran etexilate (one 150 mg capsule) dose o
subjects in the fasted state (after at least a 10 hours fast) with approximately 240 ml of water. Subjects will
continue to fast for at least 6 hours after dosing with quizartinib (4 hours after dosing with dabigatran etexilate).
Water should be restricted 1 hour before and | hour after dosing for each drug (2g. m Period 2. 1 hour before
and 3 hours after dosing with quuzartinib) and allowed ad lfbimen outside of this window  Subjects will follow a
standardized meal schedule outside of the fasting window.

Senal blood samples for PK analysis in Peniod 2 will be taken relative to quizamimb dosing ar: predose and 1.
253,35 4,5.6.8,10. 14,26, 38, 50. 62, and 74 hours postdose. The PK of dabigatran etexilate will be
determuned through 72 hours post-dabigatran etexilate dose, and the PK of qmizarmmb will be derermined
through 74 hours post quizartnib dose  Safety evalnanions (AEs. mphcate ECGs. clinical labs, concomutant
medicanon. and vital signs) will be collected throughout the study period ECGs recorded m mphicate will be
recorded in Penods | and 2 (with 3 separate ECGs at least 2 munutes apart and the average of the 3 QT mterval
comected with Fridencia’s formmla (QTcF) determinations used to determine safety parameters), On Day | of
Penod 1. mplicate ECGs will be recorded within | hour prior to dabigatran etexilate adnunistration and ar 2 and
6 hours after dabigatran etexilate adnunistration. On Day 5. tnplicate ECGs will be recorded within | hour prior
to quizartiub admmistranon and at 2. 4. and § hours after quizarnnib admmistration.
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Subjects will be discharged from the CRU and from the study at end of study (EOS) ou Day 12 after study

procedures are completed. Subjects may be discharged from the CRU post Day 7 of quizartinib dosing if safety

parameters are acceplable to the wvestigator. Completion of all planned assessments through CRU discharge
will be considered the EOS.

Study Duration

The study start date is the date when the first subject has signed infonmed consent. A subject is eligible to be

emrolled into the interventional phase of the study when the investigator or desiznee has obtamed written

mformed consent, has confinned all ehigibility cnitena have been met by the subject, and all screening
procedures have been completed.

Anticipated total duration of the study, excluding screening, is approximately 12 days.

Key Eligibility Criteria

Key Inclusion Criteria:

Subjects eligible for inclnsion in this study must meet all inclusion cntena for this study. Below s a hist lunited

to the key inclusion critenia:

*  Healthy male and female subjects 18 to 55 years of age (inclusive), af the time of consent with a BMI of
18 ka'm’ to 32 kg/nd, inclusive, at Screening.

*  Determined 1o be healthy by the mvestigator based on medical lustory, medical examination. vital signs.
and 12-lead ECG dunng Screening and tlwough Day -1,

*  Climcal lsboratory findings are within normal range or if outside the nommal range. deemed not chimcally
sigruficant m the opmion of the mvestigator and the Spousor medical monitor dunmg Screenmg and on
Day -1; Serum creatinme <1.5 = upper It of nonmal (ULN) and estimated creatimne clearance (CrCl)
=80 mL/mm according to the Cockeroft-Gault equation, at Screenng and on Day -1,

* Willingness to consume high-potassiumn foods, such as bananas, cantaloupe, oranges (excluding blood
orange), orange juice (excluding blood orange juice), and yogurt. for at least 24 hours before quizartiub
admmistration on Day § (except dunng the fasting peniod).

*  Serum potassium, magnesium, and calcium (corrected for albumm level) within normal limits. Subjects
with values below normal at Screening or on Day -1 may be eligible 1f levels of these electrolytes were
corrected before quizarnmb administration

&  Serum total bilirubimn, alanme ammnotransferase, and aspartate anunotransferase not above ULN a1
Screenmg or on Day -1. Values above the ULN may be acceptable if not clincally significant. with the
Sponsor’s agreement.

*  Hemoglobm. platelets. and absolute neutrophil count within normal limasts at Screening or on Day -1
Hemoglobm below the lower imit of nonmal may be acceptable if not clinically significant. with the
Sponsor’s agreement.

Key Exclusion Criteria:

Subjects meenng any exclusion critena for this study will be excluded from this smady. Below 15 a hist limuted to

the key exclusion critena-

*  Any condition that may affect drug absorption. distnbution. metabolisi. and excretion.

History of clinically sigmficant drug allergy.
Known hypersensitivity to quizartunb, dabigatran etexilate, or their excipients.

+  Treatment with any investigational product in a chinical study withun 30 days (or § drug half-hives. if
§ drug half-lives are expected to exceed 30 days) of Day -1,

*  Major surgery withm 90 days of Day -1.

& Use of prescrption medications mcluding hormonal contraceptives, over-the-counter (OTC) medications,
medical marijuana, herbal products, or dietary supplements, other than vitanuns and minerals generally
consistent with daily requirements, within 14 days of Day -1 (or 5 drmg half-lives, if § drug half-lives are
expected to exceed 14 days).
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*  History, or presence in the average of tniphcate ECGs at Screening and Day -1, of any of the following
cardine conduction abmonmalities:

QTcF =450 ms

Evidence of second- or third-degree atmoventricular block

Evidence of complete left or nigit bundle branch block

QRS or T wave morphology that could. in the mvesfigator’s opinion. render QT interval

assessment nareliable (confirmed with mplicate ECG)

®  Use of drugs with a nisk of QT unterval prolongation or Torsades de Pointes withan 14 days of Day -1 (or
$ drug half-lives, if 5 drug balf-lives are expecied 10 exceed 14 days).

Tuvestigational Medicinal Product, Dose and Mode of Administration

Quizartimib oral tablet, 30 mg

Dose = 60 mg (2 « 30 mg) single dose on Day 5

Dabigatran etexilate oral capsule. 150 mg

Dose = 150 mg single dose on Day | and Day $

Active Ingredient(s)/INN

Quizartiib hydrochlonide

The number of subjects was not based on statistical power considerations: however, a target sample size of 20

was calculated 1o provide 90% confidence that the estimated ratios (with and without quizartinib) of dabigatran

geometric mean Cmax and AUC values would be within 10% of true population values. The calculation

assumed that AUC and Crax were log-normally distributed with a within subject coefficient of variation
(CV9%) of <308 for AUC and Cmax.
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1.2. Study Schema

Figure 1.1:  Overview of Study Design

Screening
Study Day 21
to Stndy
Day -1

Period 1
Study Day 1
Relerence
Treatment
Dabigatran
Etexilate Alone

Period 2
Stndy Day §
Test Treatment

Quizartinib
(60 mg)

(2 h prior Dabigatran
Etexilate) + Dabigatran
Etexilate

P

Check
out
Study
Day 12
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1.3. Schedule of Events
Table 1.1: Schedule of Events
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Servening Period 1" Period 2"
12/ET/
Overall Study Day| 21to 2 1 1 208 Sto? 8 9 101011 FOS
tuformed Consent” X
Demographic laformation X
Medical History X X
Drugs of Abuse® X X
Inclusion/Fxclusion Pregnancy Test? X X X
Criteria FSH® X
HIV Ab Test X
HBsAg, HCV Ab X
Prior medications X X
PGx [Collect PGx Sample X
Physical Exanunation X X X X
_ Vital Signs’ X X x X X
Vanll Eeical Height X
WeirghvBMI* X X X
Clinical Labs® X X X X X
Safety
3 Triplicate ECG' X X X X X
uds Ditm Dalngalrm :Iﬂuhlo’ X . 4
Quizartinib X
PK Blood Sample X ¥ = X"
Adverse Events Conriniious
Concomitant Medications Continous
= Clinic Admussion X
b Clinic Discharge X

Ab = antibody; aPTT = activated partial thromboplastin ime; CrCL = creatimme clearance: CRU = clincal research mmit: ECG = electrocardiogram: EOS = end
of study: ET = early tesminstion: FSH = follicle snmulating honnone: HBsAg = hepatitis B virus siface antigen: HCV = hepanitis C virus; HIV = human
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mmnmodeficiency vins: INR = miemational normalized rato; PGx = phanmacogenomics: PK = plarmacokinetics: QTcF = QT mterval comrected with
Fridenicia®s formula

e EME

g rre

Period 1 ends at the collection of clinical laboratory sample (approximately 96 hours post Day 1 dosing) on Day 5. Period 2 starts on Day 5 with the
Predose safery sample. The post dose clinical laboratory sample on Day 35, Period 1 (approximately 96 hours post Day 1 dosing) can be also be nsed asa
pre-dose clinical laboratory sample for Period 2.

Signed written infonmed consent prior to any study procedures.

Urine test for drugs of abuse (illegal and/or prescription). incliding tobacco and alcohol will be tested during Screening and Day-1

Semum pregnancy test at Screenng: urine pregnancy fest at CRU adonussion (Day -1). and on Day 12 (E1/EOS).

Naturally postmenopausal female subjects only.

Vital signs should be taken at Screenng. at CRU adunssion (Day -1), prior 10 admimsiration of dabigatran etexilate (Day 1) and 2 howrs after dabigatran
clexilate dosing. on Day 12 (ET/BEOS), and as chinically indicated Vital sigus should be taken predose, postdose 2 hours and 6 hours after dabigatran
ctexilate admimstration on Day | and on Day S. Vital signs should be taken at | hour prior to quizartinib adnnmistration and at 2. 4, and 8 hours post
quizartinib admmistration. Blood pressure and pulse rate will be measured after the subject has rested in 8 supine position for at least 5 minutes or more
and prior to laboratory draws and taken afler at least a 5-10 minutes supine rest at all ECG time points.

BMI at screening only.

Clinical labs (hematology, clinical chemistry, aPTT/PT/INR. CrCL and wrinalysis) should be taken at Screening, Day -1, approximately 96 hours post
dosing on Day § (Period 1). on Day 9 and on Day 12 (ET/EOS). Subjects will have to fast (except water) for at least 10 hours before having blood
drawn for these laboratory tests.

12-lead ECG should be recorded m triplicate with the clinical site's equipment (3 scparate ECGs at least 2 manutes apart: the average of the 3 QTcF
determinations used 10 detenmine safety parameters). ECGs should be obtamed once. in tnplicate, at Screening, on Day -1, and on Day 12 (ET/EOS)
The ECG will be measured afier the subject has rested in a supine position for S minutes or more On Day | of Penod 1, iniphicate ECGs will be
recorded withmn 1 hour prior to dabigatran etexilate adnunistration and at 2 and 6 hours afler dabigatran etexilate administration. On Day § of Period 2,
triplicate ECGs should be recorded within | hour prior to quizartib admimstration and 2, 4, and 8 hours after quizartinib administration.

Dabigatran etexilate will be admunistered on Day 1 and Day 5

Quizartmib should be adnumisiered 2 hours prior lo dabigatran etexilate

Blood for PK analysis should be taken i Penod 1: predose and 0.5, 1. 1.5, 2, 3. 4, 6. 8. 12, 24. 36, 48. 60 and 72 hours post-dabigatran dose.

Blood for PK analysis should be taken in Period 2 (relative to quizartinib): predose and 1. 2.5, 3, 3.5, 4, 5. 6. 8. 10, 14, 26, 38, 50. 62, and 74 howrs
post-quizartinib dose.
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2. INTRODUCTION

2.1 Background

Quizartinib is a novel oral Class Il receptor tyrosine kinase (RTK) inhibitor exhibiting highly
potent and selective but reversible mhibition of Feline McDonough sarcoma (FMS)-like tyrosine
kinase 3 (FL13). At cluucally relevant concentrations, quizartuub also binds to KIT
proto-oncogene receptor tyrosine kinase (KIT) (another RTK), but with lower affinity than to
FLT3, and has hittle or no affimty for other RTKs. Quizartinib has been approved in Japan for the
treatinent of adult patients with relapsed/refractory FIL3-ITD-posiive acute myelowd

leukenua (AML). Currently quezartumb 1s bewng studied alone or in combination with other
agents as a treatment for AML and myelodysplastic syndrome (MDS) in adult and pediatric

populations.

Following oral admiistration, the peak exposure of quizartimb and its major active metabolite,
(AC886) occurs at a median of approximately 4 hours (range: 2 hours to 8 hours) and 5 hours
(range: 4 hours to 120 hours) postdose, respectively. The plasma exposure of quizartinib and
ACS86 increased proportional with the dose of quizartimb over a dose range of 20 mg 1o 90 mg.
Al steady state, AC886 exposure was approxumately 60% of the parent steady state exposure. In
vitro reaction phenotyping using human liver microsomes and recombinant hmman CYP
enzymes showed that both quizartinib and AC886 are primarily metabolized by CYP3A and
have estimated effective half-lives (11/2) of 73 hours and 119 hours, respectively. Additionally,
ACSS6 15 also formed from quizartumb by CYP3A.

In a previously conducted dedicated hepatic imparment (HI) study m subjects with nuld and
moderate HI as defined by Child-Pugh score, quizartinib exposure increased approximately 30%
and 15% mcrease m AUCIn{, respectively. The fotal active exposure (AUC) of quizartmib plus
ACS886 increased m subjects with muld Hl by 17%, which was not considered chinically
meaningful. Quizartinib can be administered with pH-modifying drugs such as proton pump
mhibitors, H2 antagonists, or antacids, and without regard to food. Strong CYP3A inhibitor
(ketoconazole) and moderate CYP3A inhibitor (fluconazole) mcreased quizartinib AUC by 94%
and 20%, respectively. Strong CYP3A inducer nfampin decreased quizartuub AUC by
approximately 70%: however, due to bioanalytical issue, the results were not quanttatively
conclusive.

This is a Phase |, open-label, 2-period, fixed-sequence study in 20 healthy male and female
subjects desigued to evaluate the effect of a single oral dose of 60 mg quizartinib on the
pharmacokinetics (PK) of dabigatran after a single oral dose of 150 mg dabigatran etexilate.

2.2. Study Rationale

The rationale for thus study 1s to evaluate the potential of quizartumb to whibit intestinal
P-glycoprotein (P-gp) transport of the P-gp substrate dabigatran etexilate.

The ICso values of quizartimib and its major circulating AC886 for P-gp transporter were 9.55 pM
and >30 pM, respectively, from m vitro studies i MDCKII-MDRI cells. Systenuc P-gp
mhibition is not expected as quizartinib 1s >99% bound to plasma proteins and is below the
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culoff defined w the EMA guideline on the mvestigation of drug interactions. However, there is
the potential for P-gp mhibition in the intestme by quizartimb since concentrations in the gut (Ig)
refative to the P-gp 1C50 exceeds the cutoff cnitena (1g/IC50 = 39.7 >10).

Dabigatran etexilate is a P-gp substrate, which after oral administration is converted to
dabigatran. The hydrolyzed active moiety dabigatran is not a P-gp substrate. Dabigatran is
further metabolized to form glucuromde conjugates. As quizartuub has the potential to mhubit
mtestinal P-gp at the clinical dose, effect of quizartinib on an intestinal-specific P-gp substrate
dabigatran etexilate will be evaluated 1o thas study.

2.3, Beneflit and Risk Assessment

This is a Phase | study being conducted in healthy subjects, and, as such, no benefit to the
subjects from either dabigatran etexilate or quizartimib is intended or expected.

In chinical program, a total of 1,881 subjects had recetved quizartuub in 23 studies:

1.396 subjects with AML. 13 subjects with solid tumors, and 472 healthy subjects. In addition,
777 subjects have been treated in 6 investigator-initiated stadies. The dose of quizartinib
administered m these studies ranged from 12 mg to 450 mg with treatment duration up to

169 weeks. Out of 472 healthy subjects, 307 subjects recerved smgle dose of quizartuub.
Toxicities observed for quizartinib in healthy subjects (n =~ 307) following single dose
admimstration were headache (6.8% subjects). upper respiratory tract infection (2.6% subjects),
and diarrhea (2.0% subjects). QT prolongation and combined elevations of alanine
amunotransferase (ALT) >3 » upper it of normal (ULN) and total biluubm (TBil) >2 x ULN
are the rwo adverse events of special interest (AESI) following quizartinib dosing. In
approximately 3% of patients with AML in a Phase 3 climical study with repeated daily dosing
the corrected QT wmterval (QTc) wnterval was prolonged to more than 500 nulliseconds (ms).

Of the 241 subjects treated with quizartunb monotherapy o the completed Phase 3 clumcal study
in adults with relapsed/refractory AML (Study AC220 007), 3.3% were found to have a QT
interval corrected with Fridericia’s formula (QTcF) interval greater than 500 ms, and 12.4% had
an mcrease from baschne QTcF greater than 60 ms based on central review of electrocardiogram
(ECG) data. there were 1o cases of Torsades de Powtes (TdP), cardiac arrest, or sudden death
reported. One reported case of ventricular tachycardia was not associated with QTc prolongation
and did not require cardiac mtervention. In (he remaining completed monotherapy studies mn the
treatent of relapsed or refractory AML there was. | subject m a Phase 2 clical study who
developed non-fatal TdP while receiving a dose of 90 mg, and the event resolved following
discontinuation of quizartiib; and one event of fatal cardiac arrest where a potential arhythmia
even! cannot be excluded.

In clinical studies to date, the most conunon serious adverse reactions are myelosuppressive m
nature and include infections, febrile neutropenia, and bleeding. Overall. the most common
adverse reactions also included nausea, asthenic conditions, pyrexia, vomiting. and diarrhea.
Further. there is a clear association between quizartimib and QT prolongation which occurs i
dose dependent manner. Risk management for QT prolongation i the multiple dose studies
includes ECG (QTcF) based dose modifications (including dose escalation, dose intermiption,
dose reduction and dose discontinuation) as well as correction of electrolytes. In summary. the
ALs observed with quizartiub treatment could be managed by monttoring, dose modifications,
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and/or standard supportive therapies. Overall, quizartuub treatinent was well tolerated at the
proposed dose and dose regimen in adults with RR AML with FLT3-ITD. Furthermore, based

on the results of the Transgenic Rat Mutation Assay (TGR) quizartimb is not mutagenic and can
be dosed in healthy subjects (report ongoing).

Please refer to the most current version of the prescribing mformation for the nisks associated
with dabigatran etexilate and the most updated version of the Investigator’s Brochure (IB) for the
risks associated with quizartinib.
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3. OBJECTIVES, OUTCOME MEASURES, AND ENDPOINTS

3.1. Primary Objective/Endpoint
The prumary objective of thus study 1s:

* To evaluate the effect of quizartinib on the PK of dabigatran.
The prumary endpownt of tus study 1s.

o Single dose PK parameters of dabigatran (measured as total and free dabigatran) with
and without concomitant admimistration of quizartimb, (o include: Cmax, AUClast,
and AUCinf.

32. Secondary Objectives/Endpoints
The secondary objectives of this study are:

¢ To evaluate the PK profile of dabigatran (measured as total and free dabigatran)
administered alone and concomitantly with quizartinib.

¢ To evaluate the PK profile of single dose quizartinib administered in the presence of
dabigatran etexilate.

¢ To evaluate the PK profile of the metabolite AC886 after single dose administration of
quizartinib in the presence of dabigatran etexilate.

e To evaluate the safety and tolerabality of quizartuub adumstered i the presence of
dabigatran etexilate.

The secondary endpoints of this study are:

e Single dose PK parameters of dabigatran in Pertod |1 (administered alone) and Period 2
(admunistered with quizartinib), to include: Tmax, t1/2.

e Smegle dose PK parameters of quizartuub, mcluding but not linuted to, Cmax, Tmax,
and AUClast. 74, as applicable.

e Smegle dose PK parameters of AC886, mcluding but pot linuted to, Cmax, Tmax, and
AUClast, 74, as applicable.

¢ Occurrence of treatment-cmergent adverse events (TEAEs), cluncally sigmificant
changes in laboratory assessments, triplicate 12-lead ECG evalnations, and vital signs.
3.3 Rationale for Selection of Primary and Key Secondary Endpoints

The objectives and endpoints selected for thus study are consistent with those used for
determunation of drug-drug interaction (DDI) studies.
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4. STUDY DESIGN

4.1. Overall Design

This 1s a Phase |, open-label, 2-period, fixed-sequence. DDI stdy in healthy male and female
subjects designed to evaluate the effect of a smgle oral dose of 60 mg quizartimb on the PK of a
single oral dose of 150 mg dabigatran etexilate. The subject population is described in Section 5.
A flow diagram of study activities is presented in Figure 1.1 .

4.1.1. Design Overview

A maximum of 20 chgible healthy subjects will be enrolled. There wall be 2 treatment penods.
all subjects will recerve dabigatran etexilate in Pennod 1 (Reference Treatinent) and quizartuub
2 hours prior to dabigatran etexilate administration in Period 2 (Test Treatment).

Following a Screening Period of up to 21 days where subject eligibility will be confinned,
subjects will be admitted to the climcal research umit (CRU) on the day prior to dosimg (Day -1)
and remawed donuciled i the CRU for the duration of the study, At CRU adnussion, eligibiity
will be reconfirmed and baseline safery evalnations, including ECGs recorded in tiplicate will
be assessed.

412.  End-of-Study

Subjects will be discharged from the CRU and from the study at end of study (EOS) on Day 12
after study procedures are completed. Subjects may be discharged from the CRU post Day 7 of
quizartinib dosing if safety parameters are acceptable to the investigator. Completion of all
planned assessments through CRU discharge will be cousidered the FEOS. Study visits and
assessment tmmng are outhoed in Table 1.1,

4.1.3, Dose Regimen

On the mormng of Day 1 of Period 1. a single dose of 150 mg dabigatran etexilate will be orally
administered as one 150 mg capsule to subjects in the fasted state (after at least 10 hours fast)
with approximately 240 mL of water. Subjects will continue to fast for at least 4 hours after
dosing. Water should be restricted 1 hour before and 1 hour alter dosing and allowed ad libitum
ontside of this window. Serial blood samples for PK analysis will be taken at: predose, and 0.5,
1,1.5,2,3,4,6,8. 12, 24 36, 48, 60, and 72 hours post-dabigatran etexilate dose. Safety
evaluations (adverse events | AEs), clinical labs, concomitant medication, tnplicate ECGs, and
vital signs) will be collected through 72 hours after dosmng. Safety assessments occuwrnng from
the administration of dabigatran etexilate in Period | will be attributed to dabigatran etexilate
only.

Dose admuustration m Period 1 and m Pentod 2 will be separated by approximately 96 hours,
with subjects remaining in the CRU.

In Period 2, on the moming of Day 5. a smgle oral dose of 60 mg quizartimib (two 30 mg tablets)
will be given 2 hours prior to administration of a single oral 150 mg dabigatran ctexilate (one
150 mg capsule) dose to subjects in the fasted state (after at least 10 hours fast) with

approximately 240 mL of water. Subjects wall continue to fasi for at least 6 hours after dosing
with quizartinib (4 hours after dosing with dabigatran etexilate).
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Water should be restiicted 1 hour before and 1 hour after dosmg for cach drug (cg, 1w Pentod 2,
| hour before and 3 hours after dosing with quizartinb) and allowed ad libitumn outside of this
window. Subjects will follow a standardized meal schedule outside of the fasting window.

Serial blood samples for PK analysis in Period 2 will be taken relative to quizartinib dosing at:
predose and 1. 2.5, 3, 3.5, 4, 5. 6. 8, 10, 14, 26. 38, 50, 62, and 74 hours postdose. The PK of
dabigatran will be determumed through 72 hours post-dabigatran dose, and the PK of quizartuub
will be determined through 74 hours post quizartinib dose

Safety evaluations (AEs, triplicate ECGs, climical labs, concomitant medication, and vital signs)
will be collected throughout the study penod. ECGs recorded m triplicate will be recorded
Periods | and 2 (with 3 separate ECGs at least 2 minutes apart and the average of the 3 QTcF
determunations used to determune safety parameters). On Day 1 of Penod 1, tnphicate ECGs wall
be recorded within | hour prior to dabigatran etexilate administration and at 2 and 6 hours after
dabigatran etexilate administration. On Day 5, tniplicate ECGs will be recorded within | hour
prior to quizartinib administration and at 2, 4, and 8 hours after quizartinib administration.

4.1.4. Duration

Anticipated total duration of the study, exclnding screening, is approximately 12 days. The
study overall will be completed when the last datapoints for primary and secondary endpoints are
collected and recorded.

4.2. Justification for Dose

In tlus study, subjects will be given quizartuub as two 30 mg tablets (60 g total dose) under
fasted conditions. This is the highest proposed clinical dose of quizartinib which is being
investigated mn the first line treatment for AML (QUANTUM-First study) and the highest clinical
dose approved m Japan for the treatment of adult patients wath relapsed/refractory
FTL3-TTD-positive AML. Single doses of up to 90 mg have been administered to healthy
subjects m a prior study (AC220-014) and are well tolerated.

The highest approved clinical dose of dabigatran etexilate is 150 mg. Therefore, the effect of
quizartinib on dabigatran etexilate will be assessed at a dose of 150 mg.
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STUDY POPULATION

This Phase | study 1s being conducted in healthy subjects.

5.1.

Inclusion Criteria

Subjects eligible for inclusion in this study have to meet all inclusion criteria for this stady.

Voluntarily consents to participate in this study and provides wnitten informed consent
before the start of any study-specific procedures.

Male and female subjects 18 to 55 years of age, (inclusive), with a body mass index
(BMI) of 18 kg/m* to 32 kg/m’, inclusive, at Screening.

In females, documented surgical stenhization, postinenopausal status for at least 1 year
(follicle stimulating honmone [FSH] >40 mIU/mL serum at Screening), or agreement (0
have stenle male partoer, or agreement to use 1 of the protocol-approved means of
contraception from Screening until 6 months after the dose of quizartinib. See

Section 5.3 Contraception Requirements.

In males. documented surgical stenbization, or sexual abstinence, or agreement o use 1 of
the protocol-approved means of contraception from Screening until 6 months after the
dose of quizartuub. See Secuon 5.3 Contraception Requareinents.

Iu females. must not retneve eggs/ova via assisted reproductive techuology (ART) either
for their own use or donation while on study or for 6 months after the last dose of
quizartumb, whichever s later.

In males, agreement to avoid sperm donation for 6 months after the dose of quizartinib.

7. Determined to be healthy by the investigator based on medical history, medical

exanunation, vital signs, and 12-lead ECG dunng Screening and through Day -1.

Climcal laboratory findings are witlun normal range or if outside the nonnal range,
deemed not clinically significant in the opimon of the investigator and the Sponsor
medical montor during Screemng and on Day -1 Serum creatuune <1.5 x ULN and
estimated creatinine clearance (CrCl) >80 mL/min according to the Cockeroft-Gault
equation, at Screening and on Day -1.

Willingness to consume hugh- -potassium foods. such as bananas, cantaloupe, orauges
(excluding blood orange), orange juice (excluding blood orange juice), and yogurt, for at
least 24 hours before quizartimib adoumistration on Day 5 (except dunng the fasting

period).

10. Serum potassium, magnesium, and calcium (corrected for albumin level) within normal

luats, Subjects with values below nonmal at Screemng or on Day -1 may be eligible if
levels of these electrolytes were corrected before quizartinib administration.

1 1. Serum TBil, ALT. and aspartate aminotransferase (AST) not above ULN at Screening or

on Day -1. Values above the ULN may be acceptable if not chimically sigmificant, with
the Sponsor’s agreement.

Proprietary and Confidential
Page 25



All problems according to Preflight profile

Convert to PDF/A
onvert to PDF/ Protocol AC220-A-U104

Version 1.0, 04 Aug 2020

12. Hemoglobin. platelets, and absolute neutrophil count within nonmal lints at Screemng or
on Day -1. Hemoglobin below the lower it of normal may be acceplable if not
cluncally sigmificant. with the Sponsor’s agreement.

§2 Exclusion Criteria

Subjects who meet any of the followmg exclusion cniteria within 21 days prior to Day -1 are not
to be enrolled mn thus study.

Medical History

Any condition that may affect drug absorption, distribution. metabolism, and excretion.
History of climcally significant drug allergy.

Known hypersensitivity to quizartuub, dabigatran etexalate, or thewr excipients.

Major surgery within 90 days of Day -1.

SO I

History or presence of clinically significant cardiovascnlar disease, including any of the
following:

*  Angma

e TdpP

¢  Myocardial mfarctuion

e Coronary artery disease

o Cardiomyopathy

o Congestive heart failure

e (Cardiac valvular disease

* Dysrhythunas

e Cardiogenic syncope

e Hypertension

e Cercbrovascular accident

e Transient ischemic attack

* History of QT interval prolongation

o Fanuly lustory of QT mterval prolongation
e Diagnosed or suspected congemtal long QT syndrome

6. Hustory, or presence w the average of triphicate ECGs at Screeming and Day -1, of any of
the following cardiac conduction abnormalities:

o QTcF >450 ms
o Evidence of second- or third-degree atnoventricular block
* Evidence of complete left or right bundle branch block
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* QRS or T wave morphology that could, m the investigator’s opinion, render QT
mterval assessient unrchable (confinued with triphicate ECG)
7. History of any cancer, except non-melanoma skin cancer, or resected non-metastatic

cancer with no evidence of disease accepted by the investigator and Sponsor medical
mowmtor,

8. History or family history of bleeding disorders.
9. Presence of mechanical prosthetic heart valves.
10. Evidence of hepatitis B infection or hepatitis C antibody at Screening.
11. History or presence of human immunodeficiency virus (HIV) antibody.
12. Active infection within 30 days of Day -1
13. Immunization within 30 days of Screening.
14, Tnadequate venous access.
Medication Use and Lifestyle

15. Treatment with any investigational product in a clinical study within 30 days (or S drug
half-lives. if 5 drug half-lives are expected (o exceed 30 days) of Day -1.

16. Use of prescnption medications including hormonal contraceptives, over-the-
counter (OTC) medications, medical marijunana, herbal products (eg, St. John's wort,
echinacea, gingko biloba, ginseng, kava kava), or dietary supplements, other than
vitamins and minerals generally consistent with daily requrements, within 14 days of
Day -1 (or 5 drug half-lives, if 5 drug half-hves are expected to exceed 14 days).

Note: The use of acetamnophen of less than 2 grams/day and 1% topical hydrocortisone
for contact dermatitis are acceptable concomitant therapies at any time during the study.
Prune juice and stool softeners for constipation may not be given from 2 days prior to
quizartimb dosing through the day of quizartiub dosing, but may be given at any tune
24 hours after the dose of quizartimib.

17. Use of drugs with a nisk of QT interval prolongation or TdP within 14 days of Day -1 (or
5 drug half-lives, if 5 drug half-lives are expected to exceed 14 days).

18. Consumption of alcohol, xanthine-containing beverages or foods including regular
coflee, regular tea, caffeme-contaming soft dnnks and cnergy drnks, and chocolate. or
blood oranges, grapefrmit, grapefruit juice, pomegranates, pomegranate juice, Seville
(bitter) oranges, or star fruit within 72 hours of Day -1.

19. Anticipated need for prescription medications, OTC medications, medical marjuana,
herbal products, or dietary supplements before study completion. Current or recent

(within 30 days of Day -1) use of tobacco or nicotine products (including nicotine patches
and/or gum).

20. Recent (within 1 year of Day -1) history of alcohol abuse or illicit dmig nse.

21. Average consumption of >14 alcoholic drinks per week (where | alcoholic drink 1s
defined as (1 drnk = 5 ounces of wine, 12 ounces of beer, o1 1.5 ounces of hard hquor).
or imwillingness to refram from alcohol consumption during the study.
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22, Exposure to quizartunib within 1 year of Day -1.
Laboratory Tests

23. Positive urine test result for illicit drugs during any scheduled test.

24. Sigmificant blood loss. donation of >450 mL of blood. or blood or blood product
transfusion within 7 days of Day -1 Inability or unwillingness to comply with smdy
restmictions or return to the study site for any necessary blood sampling.

25. Women who are pregnant or breastfeeding.
26. Positive seram pregnancy test result at Screening and urine pregnancy test result at
Day -1 or a positive unne pregnancy lest at Day -1. or Day 12, pnor to CRU discharge.
5.3. Contraception Requirements
Female Subjects
Females of childbearing potential must nse contraception while enrolled in this stdy.
From Screening until 6 months after the dose of quizartinib:
¢ Stenle male partuer
e Any of the followmg with spermicide:
Non-hormonal IUD
— Female or male condom
Conlraceptive sponge
Diaphragm
—  Cervical cap

Auny of the followmg (bhormonal contraceptives may be started only after CRU Discharge [Day

12]. However, one of the non-hormonal methods listed above must be used in conjunction with
the hormonal contraceptive for 2 weeks imtil the hormonal contraceptive becomes effective and
then the honmonal contraceptive must be continued until 6 months after the dose of quizartiub:

¢  Hommonal TUD
o Intravaginal system
e Oral, inplantable, transdermal. or myectable contraceptive
Male Subjects
Males of reproductive potential must use contraception wlule enrolled w thus study.

¢ From Screening until 6 months afier the dose of quizartinib:Sterile or postmenopausal
{emale partner

e Male condom with spermicide
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e Use of any of the followimg with spermicide by female pariner:
- Non-hormonal 1TUD
- Female condom
Contraceptive sponge
—  Diaplwagm
Cervical cap
o Use of any of the following by female partner:
— Hormonal IUD
Intravaginal system
Oral, implantable. transdermal or injectable confraceptive

54. Screening Failures, Rescreening, and Subject Replacement

Subjects who withdraw or are withdrawn from the study will not be replaced unless approved by
the Sponsor.
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6. STUDY TREATMENTS

6.1. Study Drugs Description

Quizartinib 1s a white to off-white crystalline powder. dichloride salt, administered orally as two
30 mg tablets (60 mg total dose) (26.5 mg free base). Dabigatran etexilate (Pradaxa®) is a ight
blue opaque cap unprinted with the Boehringer Ingelheun company symbol and a white opaque
body imprinted with “R150"

Table 6.1 descnbes the formulation, dose, regimen, duration, packaging. and labelng of
quizartiub and dabigatran etexalate.

Table 6.1:  Study Drug Desing Information

Study Drug Name Quizartinib Dabigatran Etexilate
Dosage Formulation 30-mg tablet* 150-mg capsule
Dosage Level(s) 60 mg 150 mg
Route of Administration Oral Oral
Dosing Single dose Smgle dose
Duration Once on Day 5 Once on Day | and Day §
Packaging Packaging will clearly display the Packaging will clearly display the
name of product, storage condinon. and | name of product. storage condition, and
other required information as other required information as
applicable in accordance with local applicable i accordance with local
regulations regulations
Labeling Bottles will be labeled as requured per | Box of blister cards will be labeled as
local regulatory requirement required per local regulatory
requirement
p__ Each 30-mg tablet contains 30-mg quizartinib dihydrochlonde (26.5 mg fiee base).

Quizartimb will be supplied as tablets and dabigatran etexilate will be supplied as capsules that
need o preparation at the study site.

6.2. Preparation, Handling, Storage, and Accountability for Study
Drug(s)

6.2.1. Preparation, Handling, and Disposal

Procedures for proper handling and disposal should be followed in compliance with the standard
operating procedures (SOP) of the site.

6.2.2. Administration

On Day 1 and Day 3. a single oral 150 mg capsule dose of dabigatran ctexilate will be
administered; on Day 5 a single oral 60 mg dose of quizartinib will be administered as two

30 mg tablets (26.5 mg free base) 2 hours prior to aduumstration of a single oral 150 mg capsule
dose of dabigatran etexilate
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6.2.3. Storage

Quizartinib tablets should be stored at controlled room temperature, 20°C to 25°C (68°F to 77°F)
with allowed excursions between 15°C and 30°C (59°F and 86°F) and protected from light. The
storage condition of quizartinib drug bottles must be logged daily. If the storage room/cabinet
does not have an automated contimuous temperature recording system to record the daily
temperamre data, daily temperature mmst be monitored and recorded on a temperature log.

Dabigatran etexilate capsules shounld be stored at 25°C (77°F) with allowed excursions berween
15°C and 30°C (59°F and 86°F) and protected from moisture.
6.2.4. Drug Accountability

Wheun a drug shupment 1s recerved, the mvestigator or designee will check the amount and
condition of the dmig against the shipping documentation.

The Receipt of Shipment Form should be faxed as instructed on the form. The original will be
retained at the study site.

The mvestigational pharmacy will maintain a record of study drug inventory.

The mvestigator or designee will maintain subject D, bottle munmber. lot number and date
dispensed on a subject study drug dispensing and accountability log.

6.3. Measure to Minimize Bias: Randomization and Blinding

6.3.1. Method of Treatment Allocation
There 1s no randomuzation 1 thus study.

6.3.2. Blinding
This is an open-label study. No blinding will be required.

6.4. Treatment Compliance

To ensure treatment compliance, all doses will be admimstered under the supervision of climical
study personnel. A mouth and hand check must be carried out in all the subjects to ensure that
all the study medication has been swallowed.

The exact tumes of wvestigational medicinal product (IMP) dosing and the number of amts
administered will be recorded in the electronic case report form (eCRF).

6.5. Guidelines for Dose Modification

Not applicable. No dose modification will be allowed.
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6.6. Prior and Concomitant Medications

All therapies received by subjects within 21 days prior to screening will be recorded as prior
therapies.

All therapies used from the time the subject signs the informed consent form (I1CF) for smdy
participation to the final study visit will be recorded as concomitant therapies. Any conconmtant
medications recetved from screening through the final study visit will be recorded m the ¢CRF.
Concomutant medications and other prescuption medications, OTC and herbal products, and
dietary supplements, are not permitted unless discussed and allowed by the Sponsor and Medical
Momitor.

6.7. Prohibited Therapies/Products

The following (except medications approved by the Sponsor on a case-by-case basis) are
prolubited witlun 14 days (or 5 drug half-lives, if 5 drug half-lives were expected to exceed
14 days) before Day -1 and throughout the stdy-

e Hormonal contraceptives and all other prescniption medications. mcluding CYP3A
inducers (Table 10 3). and CYP3A inhibitors (Table 10.2) should be used only if
absolutely necessary .

* Medical marijnana
» Melatonm and all other OTC products

» Echmacea, gmgko biloba, ginseng. kava kava, St. John's wort, and all other herbal
products

»  Vitamms and minerals generally consistent with daily requirements are permmtted dunng
the 14 days before Day -1. However, all dietary supplements are prohibited starting on
Day -1 and throughout the study.

* Blood oranges, grapefruit. grapefruit juice, pomegranates, pomegranate juice, Seville
(bitter) oranges, and star fruit are prohibited for 72 hours before Day -1 and (lroughout
the study.

e Alcohol, xanthine-containing beverages, or foods including regular coffee, regular tea,
caffene-contammng sofl drnks and energy dnnks, and chocolate are prolubited for 72
hours before Day -1 and throughout the study

6.8. Permitted Therapies/Products

The use of acetanmophen of less than 2 grams/day and 1% topical hydrocortisone for contact
dermatitis are acceptable concomitant therapies at any time during the study. Pmine juice and
stool softeners for constipation may not be given from 2 days prior to quizartinib dosing through
the day of quizartmib dosing, but may be given at any timne 24 hours after the dose of quizartimb,
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7. WITHDRAWAL/DISCONTINUATION FROM THE STUDY

- /1 1 Subject Withdrawal/Discontinuation from the Study
Subjects may discontinne from the smdy for any of the following reasons:

e AF

*  Withdrawal of consent by subject

* [nvestigator decision

* Pregnancy

* Protocol deviation

o Smudy terminated by Sponsor

o  Other

v iy A Withdrawal Procedures

In accordance with the Declaration of Helsinki and other applicable regulations. a subject has the
night to withdraw from the study at any time and for any reason without prejudice to his or her
future medical care by the study physician or at the study site.

If a subject is withdrawn from the study, the investigator will complete and report the
observations as thoroughly as possible up to the date of withdrawal, including the date of last
treatient and the reason for withdrawal.

If the subject is withdrawn dne to an AE, the investigator will follow the subject until the AE has
resolved or stabilized.

All subjects who are withdrawu from the study should complete protocol-specified withdrawal
procedures.

See Table 1.1 for data to be collected at the time of study discontinuation and for any further
evaluations that need to be completed.

7.3 Lost to Follow-up

Subjects will be considered lost 1o follow-up if he/she leaves the CRU prior to the discharge and
15 unable to be contacted by the study site staff. Before a subject 1s deemed lost to follow-up, the
investigator or designee will make every effort to regain contact with the subject (by telephone
call, texts, emails). These contact attempts should be documented.
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8. STUDY PROCEDURES

See Schedule of Events (SoEs), Table 1.1, for the procedures conducted at specific tune ponts
during Screemng, Peniod 1, and Peniod 2.

8.1. Eligibility Assessment

Review the subject's demographics, medical history, vital signs (blood pressure, heart rate,
respiratory rate, and temperature), and results of tests (eg, physical examination. ECG, and
laboratory assessments) and compare aganst the chgibility crtena (Section 5 and Section 5.2).

8.2. Informed Consent

Before a subject’s participation in the study, it is the investigator's responsibility (o obiain freely
given consent, i writing, from the subject after adequate explanation of the amns. methods.,
anticipated benefits, and potential hazards of the smdy and before any protocol-specific
procedures or any smidy dmgs are administered. Subjects should be given the oppormumnity to ask
questions and receive responses to their inquiries and should have adequate time to decide
whether or not to participate w the study. The wrtten ICF should be prepared in the local
langnage(s) of the potential subject population. See Section 10.1 4 for additional details.

8.3. General Medical History and Baseline Conditions

Subject’s medical lustory will be obtamned by the mvestigator or a qualified designee.

An untoward medical occurrence (including chimcally relevant laboratory values/vital sigus that
are out of range) that is noted prior to the first dose of study medication will be recorded.

8.4. Demographics
Review the subject’s demograplucs agamnst the chgbility cntenia.

8.5. Pharmacokinetic/Pharmacodynamic Assessments

8.5.1. Pharmacokinetic Assessment(s)

Pharmacokinetic blood samples will be collected, processed, and shipped as detailed in the SoE
and n the Laboratory Processing Specification document Section 10.5.

Allowable time windows for PK blood samples are provided in Section 10.7. Quizartinib and
AC886 showed temperature- and concentration-dependent pariiomng nto blood cells:
therefore, blood samples must be processed at room temperature for determmmation of plasma
quizartimb and AC886 concentrations.

8.5.2. Pharmacodynamic Assessment(s)
No pharmacodynamic (PD) assessments are planned for this smdy
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8.6. Safety Assessments

8.6.1.  Reporting of Exposure to COVID-19 (SARS-CoV-2)

All confinmed or suspected coronavirus disease 2019 (COVID-19) events must be recorded in
the ¢cCRF.
¢ Subjects who test positive for COVID-19 should be reported as “Confirmed
COVID-197, either as an AE or serious adverse event (SAE).

¢ Subjects whose medical lustory and climical manifestations. signs, and possible
exposure are cousistent with COVID-19 but for whom no polymerase chai reaction
(PCR) or antibody test for COVID-19 1s available should be reported as “Suspected
COVID-19", either as an AE or SAE.

The usual protocol mandated SAE reporting requirements should be followed for confirmed or
suspected COVID-19 (or SARS-CoV-2) as done for any other AE, 1.e., the mvestigator should
assess whether any seriousuess cnteria are met per protocol, and appropnate protocol reporting
requirements should be followed.

In the event that the investigator assesses that a COVID-19 case does not meet any seriousness
critena as outlined in the protocol. it should be reported as a non-serious AE in the eCRF,

When assessing the seventy of the COVID-19 AE, the seventy gradung cntena as defined
Section 10.4.3 will be used.

All sady drug interruption or dose reduction or discontinnation due to the COVID-19 event must
be recorded on the AE and drug adnumstration eCRFs.

For both serious and non-serious COVID-related AEs. the following mformation should be
provided as a nununum.

¢ Date and laboratory results confinmng the COVID-19 diagnosis (including viral
antigen test and/or antiviral antibody serological test) m the laboratory ¢CRF, if
available.

e Climcal course of the case including presenting signs, symploms, exposure, actions
taken with the investigational products, medications used for treatment or prophylaxis
of COVID-19, and outcome in relevant eCRF (e g., conconitant medication, AEs).

e Findings from diagnostic unaging (wcluding computed tomography [C1] scan or
other chest imaging).
8.6.2. Adverse Events
AE information should be collected for all enrolled subjects from the date of individual’s signed
miormmed consent.
8.6.2.1. Method to Detect Adverse Events

The defimtions of an AE or SAE can be found 1 Section 10 4. Adverse events may be duectly
observed, reported spontaneously by the subject or by questioning the subject (or. when
appropriate, by a caregiver, surrogate. or the subject's legally authorized representative) at each
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study visit. Subjects should be questioned 11 a general way. without asking about the occurrence
of any specific symptoms. The investigator must assess all AEs to determine seriousness,
severity, and causality. The investigator and any qualified designees are responsible for
detecting, documenting, and recording events that meet the definition of an AE or SAE and
remain responsible for following AEs that are senious. considered related to the study drug or
study procedures, or that cansed the subject to discontinue either dabigatran etexilate or
quizartimib.

All clinical laboratory results, vital signs, and ECG results or findings should be appraised by the
mvestigator to determune thewr clinical significance. Isolated abnormal laboratory results, vital
sign findings, or ECG findings (ie, not part of a reported diagnosis) should be reported as AEs if
they are symplomatic, lead to study drug discontmuation, lead to dose reduction, require
corrective treatment, or constitute an AE 1o the mvestigator’s chinical judgment.

Medical conditions (mcluding laboratory values/vital signs that are out of range) that were
diagnosed or known to exist prior to informed consent will be recorded as part of medical
Iustory.

8.6.2.2. Time Perlod for Collecting Adverse Events, including AESTs and Serlous
Adverse Events

All AEs occumnng after the subject signs the ICF and up to 30 days after the last dose of study
medication whether observed by the investigator or reported by the subject, will be recorded. All
SAEs will be followed until resolution. stabilization, the event is otherwise explained. or the
subject 1s lost to follow-up.

8.6.2.3. Reporting Procedure for Investigators

All AEs (inclnding AESIs and SAEs) will be reported. All AEs (serious and non-serious) must
be reported with the investigator’s assessment of seriousness, severity, and causality to either
dabigatran etexilate or quizartimb.

Always report the diagnosis as the AE or SAE term. When a diagnosis 1s unavailable, report the
prunary sign or syiaptom as the AE or SAE tenn with additional details wcluded m the namative
until the diagnosis becomes available. If the signs and symptoms are distinet and do not suggest
a common diagnosis. report them as individual entries of AE or SAE.

8.6.2.4. Serlous Adverse Events Reporting

The following types of events should be reported by the wvestigator ou a serious adverse event
report (SAVER) form witlun 24 hours of awarcness.

* SAEs (Section 10.4.2)

e Hepatic events (both serious and non-serious) meeting the laboratory criteria of a
potential Hy's Law critena (as defined in Section 8.6.2.7)

¢ QTcF prolongation, TdP, and other ventricular arrhythmias (as defined in
Section 8.6.2.7)
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Details summanzing the course of the SAE, including its evaluation. treatment, and oulcome
should be provided. Specific or estimated dates of AE onset, treatment, and resolution should be
included. Medical history, concomitant medications, and laboratory data that are relevant to the
event should also be summanzed in the SAE report. For fatal events, the SAE report should
state whether an autopsy was or will be performed and should include the results if avalable.
Source documents (inclnding medical reports) will be retained at the study site and should not be
submitted fo the Sponsor for SAE reporting purposes.

Call the local SAE Hotline or your study monitor for any questions on SAE reporting.
See Section 8.6.2.2 for detauls on the e peniod for collecting SAEs.

8.6.2.5. Reporting Requirement to Sites and Regulatory Authorities

The investigator must report all SAEs to the Sponsor and may need to report any suspected
unexpected senious adverse reactions (SUSARs) occuming at the study site to the Institutional
Review Board (IRB).

The Sponsor will comply with any additional local safety reporting requirements. The Sponsor
will assess if an AE 15 to be considered “unexpected” based on the “Reference Safety
Information™ section i the current [B.!

8.6.2.6, Follow-up for AEs and SAEs

The mvestigator s obligated to perform or arrange for the conduct of supplemental
measurements and/or evaluations as medically indicated to elucidate the namre and/or cansality
of the AE or SAE as fully as possible. This may mclude additional laboratory tests or
mvestigations.

Urgent safety quentes must be followed up and addressed promptly. The wvestigator will submut
any updated SAE data to the Sponsor within 24 hours of receipt of the information. Follow-up
information and response to non-urgent safety quenes should be combined for reporting to
provide the most complete data possible withun each follow-up report.

8.6.2.7. Adverse Events of Special Interest

8.6.2.7.1. Hepatic Events

Hepatic events (both sentous and non-senous) wluch meet the potential Hy's Law critena defined
as an elevated (ALT and/or AST) >3 » ULN and an elevated TBil >2 x ULN that may occur at
different time points during the study conduct should always be reported to (he Sponsor. These
events must be reported with the mvestigator’s assessimment of seriousness, seventy, causality. and
a detailed narrative. These events shonld be reported within 24 hours of Investigator’s
awareness of the event regardless of seriousness. A fargeted questionnaire will be available as an
eCRFT to collect relevant additional information for these potential cases.

If the subject discontinues study drug due to liver enzyme abnonmalities, the subject will have
additional clinical and laboratory evaluations as described in Section 10.2 n order to determine
the nature and severity of the potential liver injury.
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8.6.2.7.2. QTcF Prolongation, Torsades de Pointes, and Other Ventricular Arrhythmias

Subjects who experience >480 ms QTcF prolongation must be monitored closely with ECGs,
performed twice weekly for the first week of the QTcF prolongation and then weekly thereafter
until the QTcF prolongation is resolved. QTcF prolongation >Grade 3, either serious or
non-serious and whether or not causally related, must be recorded as an AE or SAE w the ¢CRF
within 24 hours of the assessment, with the investigator’s assessment of seriousness, causality,
and a detmled narranve.

Mouitoring in subjects with QT¢F prolongation will mclude the following:

¢ Flectrolytes (potassmm, calcinm. and magnesium) should be checked and
supplementation given to correct any values outside the normal range.

e Concomitant medications should be reviewed to identify and. if appropriate,
discontimue any medication with known QT prolonging effects.

8.6.2.8. Overdose

An overdose is defined as the accidental or ntentional admimstration of any dose of a product
that 1s considered both excessive and medically umportant. All occurrences of overdose must be
reported fo the Sponsor within 24 hours of awareness and recorded via SAVER/overdose form or
eCRT.

An “excessive and medically important™ overdose includes any overdose m which either an
SAE, a non-senious AE, or no AE occurs and 1s considered by the mvestigator as chically
relevant, ie, poses an actual or potential risk to the subject. Occupational exposures nmst be
reported via the SAVER form.

8.6.2.9. Pregnancy

Tt is the respousibility of the investigator or designee to notify the Sponsor of any pregnancy
while receiving or within 6 months of the dose of quizartumb or dabigatran etexilate m a female
subject or a male subject’s female partner using the Exposure In Utero (EIU) Reporting Form

Although pregnancy is not technically an AE. all pregnancies nmst be followed to conclusion to
deterimine their outcome. If a pregnancy is reported. the mvestigator should mform the Sponsor
witlun 24 hours of learning of the pregnancy as tus mformation 1s mmportant for drug salety and
public health concerns.

The investigator should make every effort to follow the female subject or partner of a male
subject (upon obtaimng written consent from partner) until completion of the pregnancy and
record the complete pregnancy outcome mformation, mcluding normal delivery or mduced
abortion. Any adverse pregnancy outcome, either serious or non-serious, should be reported in
accordance with smdy procedures. If the outcome of the pregnancy meets the critena for
immediate classification as an SAE (e, post-partum complications, spontaneous or induced
abortion, stillburth, neonatal death, or congenital anomaly. wcluding that 1n an aborted fetus), the
investigator should follow the procedures for reporting SAFs. For reports of pregnancy in the
female partner of a male subject, the ETU Reporting Form (or SAE form if associated with an
adverse outcome) should be completed with the subject’s ID number, untials, and date of buth,
and details regarding the female partner should be entered w the namative section.
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8.6.2.10. Pregnancy lesting

Women of childbearing potential will have a semum pregnancy test conducted at Screening and a
urine pregnancy lest at Day -1 and Day 12 (early termimation [ET|/EOS).

For women of childbearing potential (as defined in Section 5.2), document the resulis of the
pegative serum preguancy tests at Screemung. For ehigibility, a serum pregnancy test must be
performed with the results available prior to enrollment

Women who are postmenopausal will have an FSH test conducted at Screening.

8.6.3. Clinical Laboratory Evaluations
Clinical laboratory evaluations will be performed as detailed in the SoEs in Section | 3.

The clinical laboratory tests will include hematology, coagulation, blood chermstry, and
urmalysis. Subjects will have to fast (except water) for at least 10 hours before having blood
drawn for these lab tests. Refer to Section 10.2 for the complete list of laboratory parameters.

Abnormal laboratory values occurring during the clinical smdy will be followed until repeat test
results return to normal (or baseline), stabilize, or are no longer climcally relevant. New or
worsened clinically relevant laboratory abnormalities should be recorded as AEs.

Urine test for drugs of abuse (1llegal and/or presciiption), mcluding tobacco and alcohol wall be
tested during Screening and Day-1. HBsAg/ HCV/HIV will be tested during Screening,

8.6.4. Physical Examinations
Physical examination will be performed as detailed in the SoFE in Section 1 3.

A complete physical examination should imclude a height (at Screening only). weight (at
Screening. Day -1. and Day 12 [ET/EOS)), and calculation of BMI (at Screening only), and an
evaluation of the head. eves, cars, nose. and throat and the cardiovascular. dermatological.
mmsculoskeletal, respiratory, gastrointestinal, and nenrological systems. Any abnormality
identified at baseline should be recorded. At subsequent visits (or as climcally indicated),
limuted, symptom-directed physical exammations can be performed at the discretion of the
investigator. Changes from baseline abnormalities should be collected in the subject’s smudy
record. New or worsened clinically relevant abnormalities shonld be recorded as AEs.

8.65.  Vital Signs
Vital signs will be performed as detailed in the SoF in Section 1 3.

Allowable time windows for vital sign assessments are provided in Section 10.7.

Vital sigos will mclude the measurements of respuatory rate, heart rate, systolic and diastolic
blood pressures, and temperature. Vital sigus will be measured after the subject has rested m a
supine position for at least S munutes, prior to laboratory draws, and at the same timepoints as
ECGs.

8.6.6. Electrocardiograms
Electrocardiograms will be performed as detailed 1 the SokE w Section 1.3,
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Allowable tune windows for ECGs are provided 1 Section 10.7,

Tnplicate 12 lead-ECGs (approxunately 2 nunutes apart) will be performed at least S munutes
before any blood collection and will be recorded for every subject. The ECG will be measured
after the subject has rested in a supine position for at least 5 minutes. 12-lead ECG should be
recorded m triphicate with the cliuucal site’s equupment (3 separate ECGs at least 2 munutes apart:
the average of the 3 QTcF determinations used to determine safety parameters). ECGs should be
obtained once, in triplicate, at Screening, on Day -1, and on Day 12 (ET/EOS). On Day | of
Period 1, nphicate ECGs will be recorded within | hour prior to dabigatran etexilate
adnumstration and 2, and 6 hours after dabigatran ctexilate adimustration. On Day S of Pentod
2, triplicate ECGs should be recorded within | hour prior to quizartinib administration and 2, 4,
and 8 hours after quizartinib admimstration.

Abnormal, clinically relevant findings occurming post-baseline will be reported as AEs. Whether
or not the measurement 1s performed, the date the ECG 1s 1o be performed and results will be
recorded.

8.1 Pharmacogenomic (Inherited Genetic) Analysis

A sugle blood sample for phannacogenomic (PGx) analysis will be collected predose from cach
randomuzed subject. Detailed mstructions for the collection, handling, and slupping of samples
are outlined in the Laboratory Specifications Document as detailed in Section 10.6.

Genetic analyses will not be performed on blood samples collected for PK or safety assessments.
Subject confidentiality will be mamtamed.

DNA samples will be stored. as outlmed m Section 8.7.2 for performung possible PGx analysis
the future; otherwise all remaining DNA samples will be destroyed.

8.7.1. Banking of Specimens for Inherited Genetic Analysis

Procedures for the long-term preservation (banking) of blood and/or DNA specimens extracted
from subjects' blood samples for each subject that consented are desenibed m Section 10.6.

The banked samples may be analyzed for genes mvolved in absorption, distribution, metabolism,
clunation, safety, and efficacy of quizartuub. Additionally, samples may be analyzed for genes
mvolved in quizartinib related signaling pathways, or to examine diseases or physiologic
processes related to quuzartimib. DNA samples will not be immortalized or sold to anyone. This
mformation may be useful m increasing the knowledge of differences among individuals 1o the
way they respond to the study drug. as well as helping m the development of new drugs or
improvement of existing drugs.

8.7.2. Storage and Disposal of Specimens

Banked DNA samples will be stored for a maximumn of 15 years after the finalization of the
climcal study report for tlus protocol. These specumens will be kept for pharmacogenetic
analysis in case new genomic or genetic information is obtained in the future regarding the
response (PK) to quizartinib, or in case serious adverse drug reactions are noted in a clinical
study and phanmacogenetic analysis is to be conducted for investigation into the cause.
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Durng the storage penod, the samples will be coded wath labels baving no personal mformation
and will not be immortalized or sold to anyone. Subjects will have the right to withdraw consent
and have their sample destroyed at any time. However, the data will not be discarded if analysis
has been completed before the subject withdraws consent.

8.7.3. Disclosure of the Results of Future Pharmacogenetic Analysis

Because the nature and value of future phanmacogenetic analysis caunot be known at tus tune,
any results obtained from research involving pharmacogenetic samples will not be disclosed to
the subject or investigators now or in the fiture,
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9. STATISTICAL CONSIDERATIONS

9.1. Statistical Hypothesis
Tlus 1s not a hypothesis testing study.

9.2. Sample Size Determination

The number of subjects was not based on statistical power considerations: however, a target
sample size of 20 was calculated to provide 90% confidence that the estunated ratios (with and
without quizartinib) of dabigatran etexilate geometric mean Cmax and AUC values would be
within 10% of true population values. The calculation assumed that AUC and Cmax were
log-normally distributed with a within subject coefficient of variation (CV%) of <30% for AUC
and Cmax.

93. Exposure and Compliance

As the dose admimstration 1s under the control of the study sites, compliance to study medication
will not be an 1ssue. Study drug admuustraton will be sumunanzed by subject, treatinent, and
time of dosing.

94. Population for Analysis Sets

94.1. Pharmacokinetic Population

The PK analysis will be performed using the PK Population defined as all evaluable subjects
who received at least | dose of study drug (quizartinib or dabigatran) and has a measurable
concentration.

94.2. Safety Population

The safety analysis will be performed using the Safety Population defined as all subjects who
receive at least 1 dose of dabigatran ctexilate or quizartumb.

9.5. Statistical Analysis

The statistical analysis plan (SAP) will be developed and finalized before database lock and will
describe the subject populations to be weluded mn the analyses, and procedures for accounting for
nusswg, unused, and spurious data. Tlus section 1s a sununary of the planned statustical analyses
of the primary and secondary endpoints.

9.5.1. Safety Analysis

9.5.1.1. Adverse Events

Treatment-emergent adverse events are defined as new AEs that occur after the first dose of
study drug or as AEs that were present prior to first dose of study drug but which worsened m
severity after the start of smdy drmig.  AEs collected 30 days after the last dose of study drug will
not be considered TEAESs unless they are treatment-related. AEs will be coded using the
Medical Dictionary for Regulatory Activities (MedDRA). An AE will be assigned to the study
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day m whuch 1t started, even if it resolved on a subsequent day. The mcidence of TEAEs wall be
summarized by treatment group. The number and percentage of subjects reporting TEAESs will
be calculated overall, by system organ class, by preferred term. and by treatment group.

Treatment-emergent adverse events will be further summanzed by common lerminology criteria
for adverse events (CTCAL) grade and relationslup to study drug. Sumtlarly, the number and
percentage of subjects reporting treatment-emergent SAEs and related treatment-emergent SAEs
will be tabulated, treatment-emergent AESIs, and TEAE:s leading to discontinmation of study
drug.

A by-subject AE (ncluding teatment-cmergent) data histing mcluding but pot humited to
verbatun tenm, preferred temm, system organ class, CICAE grade, and relationslup to study drug
will be provided. Deaths, SAEs, AESIs, and AEs associated with study drg discontinnation will
be listed.

9.5.1.2.  Clinical Laboratory Evaluation

Descrptive statistics will be provided for the clinical laboratory results by scheduled tune of
evaluation and by treatment group, as well as for the change from baseline. The baseline value is
defined as the last non-missing value before the initial administration of stady drog. In addition,
mean change from baseline will be presented by treatment group for the maximum and mmimum
post-treatinent values and the values at Day 12.

Abnormal clinical laboratory results will be graded according to National Cancer Insttute -
common terminology criteria for adverse events (NCI-CTCAE) Version 5.0, if applicable, and
the grade will be presented in a by-subject data listimg. A shift table, presenting by treatment
group the two-way fiequency tabulation for baseline and the worst post-treatient value
according to the CTCAE grade, will be provided for clinical laboratory tests. A listing of
abnormal chmical laboratory test results deemed of chinical significance or of Grade 3 or 4 will be

generated.

9.5.1.3. Electrocardiograms

Results of tnplicate ECGs and change from baseline will be sununanzed with descriptive
statistics at each time point. The baseline value is defined as the last non-missing value before
the imtial admimstration of study drug. In addition, the number and percentage of subjects with
ECG miterval values meeting the cniteria will be tabulated (eg, QTc <450 ms, >450 to <480 ms,
>480 ms to <500 ms, and >500 ms).

A listing of ECG data will be generated.

9.5.1.4.  Vital Signs

Descriptive statistics will be provided for the vital signs measurements by scheduled time of
evaluation and by treatment group. as well as for the change from baseline. The baseline value 1s
defined as the last non-nussing value before the mutial admmmstration of study drug. A listing of
vital sign dara will be generated.

9.5.1.5. Other
Listings of all other safety endpoints (eg, physical examination findings) will be generated.
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9.5.2. Pharmacokinetics Analysis

Pharmacokinetic analysis and statistical analysis of PK endpoints will be conducted in
accordance with the protocol, SAP, and the Daiichi Sankyo, Inc. Non-Compartmental Analysis
Guidelines.

9.5.2.1, Pharmacokinetic Parameters

Pharmacokinetic and statistical analvsis will be performed using appropnate software: cg.
Phoenix™ WinNonlin® (Version 8.1 or higher, Certara, L.P.) and/or SAS® (Version 9.4 or

Ingher. SAS Institute Tnc.).
The following PK parameters will be calculated for dabigatran, quizartimb and AC886, as
applicable.
C Maximum concentration, deternuned directly from individual
concentration-time data
Tmax Time to reach maximun concentration
12 The observed termunal hall-life (for dabigatran only)
AUCO0-74 (truncated Area nnder the concentration-time curve from time 0 to 74 hours (for
AUC) quizartinib and ACS86 only)
Area under the concentration-time curve from time-zero to the time of the
AUClast last quantifiable concentration; calculated using the linear trapezoidal rule
(for dabigatran ouly)
AUCinf Area under the concentration-fime curve from time-zero extrapolated to
i mfity (for dabigatran only)

9.5.2.2. Statistical Analysis of Pharmacokinetic Endpoints

The PK parameters for dabigatran and for quizartimb and AC886 will be determuined using non-
compartmental modeling and summarized with descriptive statistics.

To assess the effect of quizartinib on the PK of dabigatran, geometric least square mean (Geo
LSM) ratios of Cmax, AUClast, and AUCinf from treatments with and without quizartimib, and
their 90% confidence mtervals (Cls) will be deternuned. Each companson wall also be made by
performung an analysis of covanance (ANCOVA) on the loganthm-transformed Cmax, AUClast,
and AUCinf

Proprietary and Confidential
Page 44



All problems according to Preflight profile

Convert to PDF/A
onvert to PDF/ Protocol AC220-A-U104

Version 1.0, 04 Aug 2020

10. APPENDICES - SUPPORTING DOCUMENTATION AND
OPERATIONAL CONSIDERATIONS

10.1. Appendix 1 Regulatory and Ethical Considerations

10.1.1.  Regulatory Compliance

The study protocol. the IB, available safety mfonmation, recruitment procedures (eg,
advertisements), subject information and consent form. any subject written instructions to be
given to the subject, mfonnation about payments and compensation available to the subjects. and
documentation evidencing the mvestigator's qualifications should be subnutted to the
independent IRB for etlucal review and approval according to local regulations, prior to the
study start. The written approval should identify all documents reviewed by name and version.

Changes n the conduct of the study or planned analysis will be documented in a protocol
amendment and/or the SAP. Written approval of all protocol amendments and changes to any of
the above listed documents must be obtained from the IRB.

The investigator shonld nofify the IRB of deviations from the protocol or SAEs occurring at the
study site and other AFE reports in accordance with local procedures.

The Spousor will appoint an mvestigator. Among other possible duties, the investigator will be
respounsible for reviewing the Final Chinical Study Report and testifving lo the accuracy of the
descniption of the study conduct. Because the mvestgator should have personal knowledge of the
conduct of the study, he or she will normally be chosen from among those investigators who
have enrolled and treated at least one subject. However, where an investigator has special
knowledge of the field or of the study, the mvestigator can be chosen prior to enrollment of the
first subject. In all cases, the investigator must be chosen prior to locking the data base.

10.1.2.  Compliance Statement, Ethics, and Regulatory Compliance

This study will be conducted in compliance with the protocol. the ethical principles that have
their origin in the Declaration of Helsimki, the Intemational Coumeil for Harmonization (ICH)
consolidated Guideline E6 for Good Cluncal Practice (GCP) (CPMP/ICH/135/95), and
applicable regunlatory requirement(s) including the following:
o US Food and Drug Adnumstration (FDA) GCP Regulations: Code of Federal
Regulations (CFR) Title 21, parts 11, 50, 54, 56 and 312 as appropriate and/or;

o  Other applicable local regulations.

In addition. the wvestigator will mform the Sponsor w wrting withun 24 hours of any urgent
safety measures taken by the investigator to protect the study subjects against any immediate
hazard, and of any suspected/actual serious GCP non-compliance that the investigator becomes
aware of.

10.1.3.  Supply of New Information Affecting the Conduct of the Study

When new mformation becomes available that may adversely affect the safety of subjects or the
conduct of the stady, the Sponsor will inform all investigators involved in the clinical stdy,
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IRBs, and regulatory authonties of such mnformation, and when needed, will amend the protocol
and/or subject information.

The investigator shonld immediately inform the subject whenever new information becomes
available that may be relevant to the subject’s consent or may mfluence the subject’s willingness
to contnue participation w the study. The commumcation should be documented on medical
records, for example, and it shonld be confirmed whether the subject is willing to remain in the
study.

If the subject information is revised, it must be re-approved by the IRB. The mvestigator should
obtawn wntten wformed consent to continue participation with the revised written mformation
even 1f subjects were already wformed of the relevant mformation. The mvestigator or other
responsible personnel who provided explanations and the subject should sign and date the
revised ICT.

10.1.4. Informed Consent

In obtamuing and docwmenting wformed consent, the wvestigator should comply with the
applicable regulatory requirements, and should adhere to GCP and to the ethical principles that
have their origin in the Declaration of Helsinki. The ICF and any revision(s) should be approved
by the TRB prior to being provided to potential subjects.

The subject’s written wformed consent should be documented 10 the subject’s medical records.
The ICF should be signed and personally dated by the subject and by the person who conducted
the informed consent discussion (not necessarily the investipator). The original signed ICF
should be retained in accordance with institutional policy, and a copy of the signed ICF should
be provided to the subject. The date and tune (1f applicable) that mformed consent was given
mmst be recorded in the eCRF.

If the subject cannot read, then according to ICH GCP Guideline, Section 4.8.9, an impartial
witness should be present during the entire informed consent discussion. This witness should
sign the ICF after the subject has consented to thewr participation. By sigmng the ICF, the
witness attests that the information in the ICF and any other written information was adequately
explained to and apparently understood by the subject and that informed consent was freely
given by the subject.

A separate special consent for imnhented genetic analysis will be obtamed from subjects 1
accordance with health authonties mn thewr particular region/country.

Suggested model text for the ICF for the study and any applicable subparts (PK, PD, etc) is
provided m the Sponsor’s ICF template for the investigator to prepare the documents to be used
al his or her study site. Updates 1o applicable forms will be communicated via letter from the
Sponsor.

For study sites in the United States (US), an additional consent is required for the Health
Insurance Portability and Accountability Act (HIPAA).

10.1.5.  Subject Confidentiality
The mvestigators and the Sponsor will preserve the confidentiality of all subjects taking part in
the study. m accordance with GCP and local regulations.
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The mvestigator must casure that the subject’s anonynuty 1s mantained. Ou the ¢CRFs or other
documents submitted to the Sponsor, subjects should be identified by unique subject
identification (STD) as designated by the Sponsor. Documents that are not for submission to the
Sponsor or the contract research organization (CRO) (eg, signed ICF) should be kept m stnict
confidence by the mvestigator.

In compliance with ICH GCP Gnidelines, it is required that the investigator and institution
permit authorized representatives of the company, of the regulatory agency(s), and the
independent IRB direct access (o review the subject’s onginal medical records for verification of
study-related procedures and data. The wvestigator 1s obligated to wform the subject that lus/her
study-related records will be reviewed by the above named representatives without violating the
confidentiahty of the subject.

10.1.6.  Data Integrity and Quality Assurance

10.1.6.1. Monitoring and Inspections

The Sponsor monitor and regulatory authonty wspectors are respousible for contacting and
visiting the mvestigator for the purpose of mspecting the facilities and, upon request, mspecting
the various records of the smdy (eg, eCRFs, source data. and other pertinent documents).

The verification of adherence to the protocol; completeness. accuracy, and consistency of the
data; and adherence to ICH GCP and local regulations on the conduct of climcal research will be
accomplished through a combmation of onsite visits by the momtor and review of study data
remotely. The frequency of the monitoring visit will vary based on the activity at each study
site. The monitor is responsible for inspecting the eCRFs and ensuring completeness of the
study essential documents. The momtor should have access to subject medical records and other
study-related records needed to verify the entries on the eCRFs. Detailed information is
provided in the monitoring plan.

The monitor will communicate deviations from the protocol, SOPs, GCP and applicable
regulations to the wmvestigator and wall ensure that appropnate action (s) designed to prevent
recurence of the detected deviations 1s taken and documented.

The investigator agrees to cooperate with the monitor to ensure that any problems detected in the
course of these monitoring visits are addressed to the satisfaction of the sponsor and
documented.

In accordance with ICH GCP and the Sponsor’s audit plans, tlus study may be selected for audit
by representatives from the Sponsor. Audit of smdy site facilities (eg, pharmacy. drug storage
areas, laboratories) and review of study related records will occur in order to evaluate the smdy
conduct and comphance with the protocol, ICH GCP, and applicable regulatory requirements.
The mvestigator should respond to audit findings.

In the event that a regulatory authonty mforms the mvestigator that it intends to conduct an
inspection, the Sponsor shall be notified immediately.
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10.1.6.2. Data Collection

An eCRF must be completed for each subject. Screen failure information will be collected at the
climical site n a log. All data collected durmg the study will be recorded in the mdividual,
subject-specific eCRF. Instructions will be provided for the completion of the eCRF and any
corrections made will be automatically documented via an “audat tranl.™

The eCRF should be kept current to enable the study monitor to review the subject’s status
thronghont the course of the smdy. Upon completion of the subject’s eCRF, it will be reviewed
and signed off by the mvestigator via the electronic data capture (EDC) system’s electronic
signature. Thus signature will indicate that the mvestigator mspected or reviewed the data w the
subject-specific eCRF, the data queries, and the site notifications and agrees with the eCRF
content.

10.1.6.3. Data Management
Each subject will be identified in the database by a umique SID.

To ensure the quahty of climcal data across all subjects and study sites, a CRO Cluncal and Data
Management review will be performed on subject data according to specifications developed by
the Sponsor. Data will be vetted both electronically by programmed data rles within the
application and manually. Queries generated by rules and raised by reviewers will be generated
withun the EDC application. During thus review, subject data will be checked for consistency,
completeness and any apparent discrepancies.

Data received from extenal sources such as central laboratories will be reconciled to the clinical
database.

All AEs will be coded using MedDRA. Senous adverse events in the clinical database will be
reconciled with the safety database.

10.1.6.4. Study Documentation and Storage

The investigator will maintain a Signature List of appropriately qualified persons to whom
he/she has delegated study duties. All persons anthonzed to obtam mformed consent and make
entries and/or corrections on eCRFs will be included on the Signature List.

Investigators will mamntain a confidential screemng log of all potential study candidates that
includes limited information of the subjects. date and ontcome of the screening process.

Investigators will be expected to mamtain an Enrollment Log of all subjects enrolled in the smdy
mdicating their assigned study number.

Investigators will maintain a confidential SID code hst. This confidential list of names of all
subjects allocated to study numbers on enrolling m the study allows the mvestigator to reveal the
identity of any subject when necessary

Source documents are original documents, data, and records from which the subject’s eCRF data
are obtained. These mclude but are not linmted to hospital records, clinical and office charts,
laboratory and pharmacy records. dianes. microfiches, X-rays, and conespondence.
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Electromic CRF entries may be considered source data if the ¢CRYF 1s the site of the ongimal
recording (ie, there is no other written or electronic record of data). In this study, the study eCRF
may be used as source documents.

Records of subjects, source documents, monitoring visit logs, data correction forins, eCRFs,
mventory of study drug. regulatory documents (eg, protocol and amendments, IRB
correspondence and approvals, approved and signed ICFs, investigator's Agreement. clinical
supplies receipts, distribution, and return records), and other Sponsor correspondence pertaining
to the study must be kept in appropniate study files at the study site (site specific Trial Master
File). Source documents mclude all recordings and observations or notations of cluucal
activities and all reports and records necessary for the evaluation and reconstruction of the
clinical study. These records will be retained in a secure file for the period required by local
laws or regulations or study site policy. Pnior to transfer or destruction of these records, the
Sponsor must be notified 1 writing and be given the opportunity to provide further wstruction.

10.1.6.5. Record Keeping

The investigator and study staff are responsible for maintaining a comprehensive and centralized
filing system (site specific Trial Master File) of all study-related (essential) documentation,
suitable for mspection at any tune by representatives from the Sponsor and/or applicable
regulatory authorities.

Essennal documents include:

e Subject files contamung completed eCRY's, ICFs, and supporting source
documentation (if kept).

e  Study files contamung the protocol with all amendments, 1B, copies of relevant
essential documents required prior to comumencing a chmcal study, and all
correspondence to and from the independent IRB and the Sponsor.

® Records related to the study drug(s) mcluding acknowledgment of receipt at study
site, accountability records and final reconciliation and applicable correspondence.

In addition. all original source documents supporting entries in the eCRFs must be maintained
and be readily available.

All essential documentation will be retained by the wmvestigator until at least 2 years afler the last
approval of a marketing appheation m an ICH region and untl there are no pending or
contemplated marketing applications in an ICH region or at least 2 years have lapsed since the
formal discontinuation of chinical development of the investigational drug. These documents
should be retamed for a longer period, however, if required by the applicable laws or regulatory
requirements or by an agreement with the Sponsor. It is the responsibility of the Sponsor to
mlorm the investigator/Institution as to when these documents no longer need to be retained.

Subjects’ medical files should be retained in accordance with applicable legislation and in
accordance with the maxunum period of tune permutted by the hospital, wstitution or private
practice.

No study document should be destroyed without prior written agreement between the Sponsor
and the mvestigator. Should the mvestigator wish to assign the study records to another party or
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move them to another location, he/she must notify the Sponsor m writing of the new responsible
person and/or the new location.

10.1.7. Finances

Prior to starting the smdy, the investigator and/or Institution will sign a clinical study agreement
with CRO. This agreement will mclude the financial information agreed upon by the parties.

10.1.8.  Reimbursement, Indemnity, and Insurance

The Sponsor provides msurance for study subjects to make available compensation m case of
study-related injury.

Reimbursement, indemnity and insurance shall be addressed in a separate agreement on terms
agreed upon by the parties.

10.1.9.  Publication and Public Disclosure Policy

The Sponsor 1s cornmitted to meeting the lighest standards of publication and public disclosure
of wformation anisig from cluncal studies sponsored by the company. The Sponsor will
comply with US, Furopean Union (EU), and Japanese policies for public disclosure of the
climcal study protocol and clinical study results, and for sharing of climical study data. The
Sponsor will follow the prnciples set forward m “Good Publication Practice for Comumunicating
Company-Sponsored Medical Research (GPP3)”. and publications will adhere to the
“Recommendations for the Conduct, Reporting, Editing. and Publication of Scholarly Work in
Medical Journals™ estabhished by the Intemational Council of Medical Journal Editors (ICMJE).

In order to ensure compliance with the public disclosure policies and the ICMJE
recommendations, and to protect propretary wfonmation generated durmg the study, all
publications (mannscripts, abstracts, or other public disclosure) based on data generated in this
study must be reviewed and approved in wnting by the Spousor prior to submission.

10.1.10.  Protocol Deviations

The mvestigator should conduct the study m comphiance with the protocol agreed to by the
Sponsor and. if requured. by the regulatory authonty(ies), and wluch was given
approval/favorable opinion by the IRBs.

A deviation to any protocol procedure or waiver (o any stated cniteria will not be allowed m this
study except where necessary (o eliminate inmediate hazard(s) (o the subject.

The Sponsor must be notified i wnting of all mtended or unmtended deviations to the protocol
(eg, inclusion/exclusion criteria, dosing, missed study visits) within 24 hours and in accordance
with the clinical smdy agreement berween the parties.

The mvestigator, or person designated by the investigator, should document, and explain any
deviation from the approved protocol.

If a subject was mehgible or recerved the wcorrect dose or study drug, and had at least one
administration of study drg, data shounld be collected for safety purposes.
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If applicable, the mvestigator should notfy the IRB of deviations from the protocol in
accordance with local procedures.
10.1.11.  Study and Site Closure

The Sponsor reserves the right to close the study site or terminate the smdy at any time for any
reason at (he sole discretion of the Sponsor. Study sites will be closed upon study completion. A
study site 1s considered closed when all required documents and study supplies have been
collected and a study-site closure visit has been performed.

The investigator may initiate study-site closure at any time, provided there is reasonable cause
and sufTicient notice is given m advance of the mtended termmation.

Reasons for the early closure of a study site by the Sponsor or investigator may include but are
not huted to:

¢ TFailure of the investigator to comply with the protocol, the requirements of the IRB or
local health authonties, the Sponsor's procedures. or GCP guidehines

¢ Inadequate recruitment of subjects by the mvestigator
¢ Discontinuation of further sudy intervention development
Study termiunation may also be requested by (a) competent anthority(ies).

10.1.12.  Product Complaints

A product complamnt 1s any dissatusfaction with a product that may be attributed to the identity,
quality, durabality, rehiabulity, or safety of the product. Individuals who identify a potential
product complaint situation should unmediately report the event. Whenever possible, the
associated product should be maintained in accordance with the label instructions pending
further guidance from a quality representative form the Sponsor.

For product complaints, refer to the Pharmacy Manual for mstructions and details,

10.2. Appendix 2: Central and/or Local Laboratory
The clinical laboratory tests listed in Table 10.1 are to be performed in this stady.
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Table 10.1:  Clinical Laboratory Tests

Test Analytes

Blood Chemistry | albummun creatine phosphokinase
albumin globulin (A/G) rano gamma-glutamy| ransammase (GGT)
alanine anunotransferase (ALT) glucose ([non-fastng/fastng|)
alkaline phosphatase (ALP) lactate dehydrogenase
aspartate aminotransferase (AST) hipase
bicarbonate/CO2 lipoprotein. high densiry (HDL)
bilirubin (total) lipoprotein. low density (LDL)
bilirubin (direct) magnesium (Mg)
blood urea nitrogen (BUNVurea phosphorus
calcium (Ca) polassium (K)
chloride (C1) protein (1otal)
creatinine sodium (Na)
cholesterol (1otal) inglycenides
crealine wmic acud

Hematology hemoglobin differential WBC count:
hematocrit basophils
platelet count eosinophils
red blood cell (RBC) count Iymphocytes
white blood cell (WBC) count monocyles
mean corpuscular hemoglobin nentrophils
mean corpuscular hemoglobin
concentration
mean corpuscular volume

Coagulation activated partial thromboplastin ime (aPTT )/ prothrombin time (PT )V international
nonmalized ratio (INR)

Urinalysis bilirubin urobilmogen

(abbreviated) alucose sediments:
ketone bodies casts
occult blood RBC
pH WBC
protein

10.3.  Appendix 3: Reference Standards

10.3.1.

Cockerofi-Gault Equation

The estunated CrCl (ml/mun) will be calculated using the Cockeroft-Gault equation based on
[actual/ideal] weight in kilograms (1 kilogram = 2.2 pounds) *

Propnetary and Confidental
Page 52



All problems according to Preflight profile

Convert to PDF/A
orvertto FOF/ Protocol AC220-A-U104
Version 1.0, 04 Aug 2020

Male:

CrCl (ml/min) = [140 - age (m y)] =

serum creatmime (in mg/dL) = 72

Female:
CrCl (mL/min) = corum creatinine (in mg/idL) x 72 * 083
terna S of U SI) - se eatinine | 0

Male:
CrCl (ml/min) = gorym creatinine (in pmol/L) * 72 x 0.0113
Female.

CrCl (ml/min) = [140 - age (in v)] * weight (in kg) 0.85

serum creatinine (in pmol/L) = 72 x 0.0113 s

10.3.2.  Corrected Calcium Formula for Eligibility

To correct calcium for serum albumm m case of hypoalbummenua for ehigability, as referenced
in inclusion criterion Section 5. 1, please use one of the following formulas®:

In mg/dL;

Corrected Calcium [mg/dL] = (0.8 » (Normal Albumun - Albunun) + Calcium
In mmol/L:

Corrected Calemm [mmol/L] = (0.02 = (Normal Albumin - Albunun) + Calcinm

10.3.3.  Highly Effective Contraception
Methods considered to be highly effective contraception include:

o Combned (estrogen and progestogen contamng) hormonal contraception associated
with inhibition of ovulation:

—  Onal
Intravaginal
Transdermal
e Progestogen-only honmonal contraception associated with wlubition of ovulation:
Oral
Injectable
— lmplantable
¢ Intrauterine device

¢ Intrauterine hormone-releasing system
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e Bilateral tubal occlusion
o Vasectomized partner

¢ Complete sexual abstinence

Proprietary and Confidential
Page 54



All problems according to Preflight profile

Convert to PDF/A
onvert to PDF/ Protocol AC220-A-U104

Version 1.0, 04 Aug 2020
10.3.4.  CYP3Ad Inhibitors and Inducers
Table 10.2 lists the generic names of strong, moderate, and weak CYP3A4 inlibitors.
Table 10.2:  CYP3A4 Inhibitors
Inhibitor Type Generic Drug Name Allowance

Stron evir 15 prohibite
Strong i Use is prohibited
cobicistal

danoprevir and nionavir

clvitegravir and ritonavir

grapefnuf juce

indinavir and ritonavir

itraconazole

ketoconazole. lopinavir, and ritonavit
panitaprevir and ritonavis and
(ombitasvir and/or dasabuvir)
posaconazole

ritonavir

saquinavir and ritonavir

telaprevir

tipranavir and ritlonavir

telithromycin

troleandomycin

vonconazole

Moderate aprepitam Use 1s prohibited
ciprofloxacin
conivaptan

crizotinib
cyclosponine diltiazem
dronedarone
eryvilromycin
fluconazole
fuvoxamine unatinib
tofisopaim

verapamil

Weak chlorzoxazone Use 1s prohibited
cilostazol
cimetidine

clotrimazolefosaprepitant istradefylline
ivacaftor

lomitapide
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Tnhibitor Type Generic Drug Name Allowance
ranitidine
ranolazine
ticagrelor

Source: hitps://www fda gov/drigs/drug-nteractions-labehng/ dnig-development-and-drug-mteractions-table-
substrates-mhibitors-and-mducers#able -2

Table 10.3 hists the genence names of strong. moderate. and weak CYP3A4 mducers.
Table 10.3:  CYP3A4 Inducers

Inducer_L'vpe

Generie Drug Name

Strong

apalutamude
carbamazepine
enzalutamide
nutotane
phenytomn
nfampin

St. John's wort

Usc is probbited

Moderate

Lise 15 prolubited

Weak

Use is prolubited

Source: hitps://www fda gov/dmgs/drg-interactions-labeling/drig-developnient-and-drig-inferactions-table-
substrates-mhibitors-and-inducers#iable -3
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104.  Appendix 4: General Information - Adverse Events

10.4.1. Definition of Adverse Event

An AE 1s any imtoward medical occurrence m a subject admimstered a pharmaceutical product
and that does not necessanly have to have a causal relatonshup with thus treatinent. An AE can
therefore be any unfavorable and unintended sign (including an abnormal laboratory finding, for
example), symptom, or disease temporally associated with the use of a medicinal product,
whether or not considered related to the medicmal product.

It 1s the responsibility of mvestigators, based on their knowledge and expenence, to deternune
those circumstances or abnormal laboratory findings which should be considered AEs.

10.4.1.1. Events Meeting the AE Definition

* Any abuormal laboratory test results (hematology, climcal chemistry, or uninalysis) or
other safety assessments (eg. ECG. radiological scans, vital signs measurements),
imcluding those that worsen from baseline, considered climically relevant n the
medical and scientific judgment of the mvestigator (ie, not related to progression of
underlying disease).

¢ Exacerbation of a chromic or intennittent pre-existing condition mcluding either an
mcrease 1w frequency and/or mtensity of the condition.

e New conditions detected or diagnosed after study mtervention adnnmstration even
though 1t may have been present before the start of the study.

¢ Signs, symploms. or the climcal sequelae of a suspected DDL
e Signs, symptoms, or the clinical sequelae of a suspected overdose of either smdy
mtervention or a concomitant medication.
10.4.1.2. Events NOT Meeting the AE Definition

¢ Any clinically relevant abnormal laboratory findings or other abnormal safety
assessments which are associated with the underlymg disease, unless judged by the
mvestigator (o be more severe than expected for the subject’s condition.

o The disease/disorder being smdied or expected progression, signs, or symptoms of the
disease/disorder being studied, unless more severe than expected for the subject’s
condition.

¢ Medical or surgical procedure (eg. endoscopy. appendectomy): the condition that
leads to the procedure 1s the AE

s Situations m which an untoward medical occurrence did not oceur (social and/or
convemence adnussion to a hospital).

10.4.2,  Serious Adverse Event
Aun SAE 1s any untoward medical occurrence that at any dose:
¢ Resulls in death
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Is life-threatening

The term 'life-threatening’ in the definition of 'serious’' refers to an event in which
the subject was at risk of death at the time of the event. It does not refer to an
event, which hypothetically might have caused death, 1f it were more severe

Requires inpatient hospitalization or prolongation of existing hospitalization

— In general, hospitalization signifies that the subject has been detained (usually
involving at least an overnight stay) at the hospital or emergency ward for
observation and/or treatment that would not have been appropniate in the
physician’s office or outpatient setting. Complications that occur during
hospitalization are AEs. If a complication prolongs hospitalization or fulfills any
other serious critenia, the event is serions. When in doubt as to whether
“hospitalization” occurred or was necessary, the AE should be considered serious.

Hospitalization for elective treatment of a pre-existing condition that did not
worsen from baseline 1s not considered an AE.

Results in persistent or significant disability/incapacity

— The tenn disability means a substantial disruption of a person’s ability to conduct
normal life functions.

—  Tlus defuntion 1s not wtended to melude expenences of relatively munor medical
significance such as uncomplicated headache, nausea, vonuting, diarrhea,
influenza, and accidental trauma (eg. sprained ankle) which may interfere with or
prevent everyday life functions but do not constitute a substantial disruption.

Is a congenital anomaly/birth defect
Is an unportant medical event

Medical or scientific judgment should be exercised i deciding whether SAE
reporting is appropriate i other situations such as unportant medical events that may
not be immediately life-threatening or resnlt in death or hospitalization but may
jeopardize the subject or may require medical or surgical intervention to prevent one
of the other outcomes listed in the above definition. These events should usually be
considered sernous.

Examples of such events mclude mvasive or malignant cancers, inlensive
treatinent w an emergency rooin or at home for allergic bronchospasm, blood
dyscrasias or convulsions that do not result in hospitalization, or development of
drug dependency or drug abuse.

Grade Assessment

The severity of AEs will be graded using the latest NCTI-CTCAE (Version 5.0). For each
episode. the lughest seventy grade attamed should be reported.

The NCI-CTCAE gudelines do not allow certamn grades for certain AEs. For example, pain can
be Grade 1 to 3 only (ie, cannot be life-threatening or fatal), whereas sepsis can only be Grade 4
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or 5 (1e, can only be life-threatemng or fatal). In addition, alopecia can only be Grade 1 o1 2.
The NCI-CTCAE guidelines should be followed closely.

e  Grade 1: Mild AE

e Grade 2: Moderate AE

* Grade 3: Severe AE

e Grade 4. Life-threatenung consequences, urgent mtervention wndicated

o Grade 5: Death related to AE

10.44.  Difference between Severity and Serlousness

The term "severe” is often used to describe the intensity (seventy) of a specific event (as m mild,
moderate, or severe myocardial mnfarction). the event itself. however, may be of relatively nunor
medical significance (such as severe headache). This is not the same as "serious,” which is based
on subject/event outcome or action criteria usually associated with events that pose a threat 1o a
subject’s life or functioning. Seriousness (not sevenity) serves as a guide for defining regulatory
reporting obligations.

10.4.5.  Causality Assessment

The investigator shounld assess causal relationship between an AFE and the study drug based on
his/her chinical judgment and the following defimitions. The causality assessment must be made
based on the availlable infonmation and can be updated as new wfonnation becones available.

e Related:

— The AE follows a reasonable temporal sequence from study diug admiumstration
and cannot be reasonably explained by the subject’s clinical state or other factors
(eg, disease under study, concurrent diseases, and concomitant medications).

or

The AE follows a reasonable temporal sequence from smdy dmg administration
and is a known reaction to the drug under study (or its chemical group) or is
predicted by known phanuacology.

* Not Related:

The AE does not follow a reasonable sequence from smdy drug administration or
can be reasonably explained by the subject’s clinical state or other factors (eg,
disease under study, concurrent diseases, and concomutant wmedications).

10.4.6.  Action Taken Regarding Study Drug(s)
* Dose Not Changed: No change in siudy drug dosage was made.
¢ Dmg Withdrawn: The study dmg was permanently stopped.
e  Drug Interrupted: The study drug was temporanly stopped.
e  Unknown: Subject 1s lost to follow-up
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Other Action Taken for Event
None.
No treatment was required.
Medication requured.
Prescription and‘or OTC medication was required to treat the AE.

Adverse Event Oulcome
Recovered/Resolved
— The subject fully recovered from the AE wath no sequelae observed.
Recovered/Resolved with Sequelae

The subject fully recovered from the AE but with sequelae.
Recovening/Resolving

The AE is mmproving but not recovered
Not Recovered/Not Resolved
— The AE continves without improving.
Fatal

Fatal should be nsed when death is a direct ontcome of the AE
Unknown
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d) Expected delivery date and time (if available)

e) Number of samples included in the shipment

f) Shipment tracking or airway bill number

g) Email address(s) for shipment receipt acknowledgments

The bioanalytical laboratory for PK plasma samples will be:

PPD
BASi
2701 Kent Avenue

West Lafayette, IN 47908
PPD

PPD

The shipping address for PK plasma samples will be:
BASi
2701 Kent Avenue
West Lafayette, IN 47908
ATTN: Sample Management
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d) Expected delivery date and tme (if available)
¢) Number of samples mcluded n the shipment
f) Shipment tracking or airway bill number
g) Email address(s) for shipment receipt acknowledgments
The bioanalytical laboratory for PK plasma samples will be:
Orlando Bravo
BASi
2701 Kent Avenue
West Lafayette, IN 47908
Phone: (765) 497-8351
Email: obravo@basinc.com
The shipping address for PK plasma samples will be:
BASI
2701 Kent Avenue
West Lafayette, IN 47908
ATTN: Sample Management
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10.6.  Appendix 6: Pharmacogenomic Blood Samples Collection,
Processing, Storage, and Shipment

As part of this stady, a genotyping blood sample (1 x 3 mL) will be taken from each subject on
Study Day 1. This sample will be stored for possible future PGx and/or PGx analysis. At
Screemng, all potential subjects should be presented with the standard ICF, wluch will include
details of these procedures.

In the future, the stored sample may be nsed for genetic and PGx tests related to study dmg
exposure or response and 1o explore disease pathophysiology if warranted. Specific candidate
genes and the entire genome may be exanuned. Tlus may provide mformation on how
individuals react to the study medication and may facilitate improvements in the understanding
of differences among individuals with respect (o the way the study medication 15 metabolized. Tt
may also help in the development of new diugs or improvement of existing drugs. The results of
the genetic analysis will not be provided to subjects or the wvestigator, nor can the results of thus
analysis be requested at a later date. A subject may not request withdrawal of the PGx blood
sample after it has been obtamed. Any mformation obtained from the PGx research will be (he
property of the Sponsor. The PGx samples will be stored frozen for up to 15 years. at which tume
they will be destroyed. During this time, the DNA sample will not be immortalized or sold to
anyone.

Pharmacogenomic blood samples will be processed as descnbed below.

Processing Instructions

PGx blood samples are collected as whole blood in a 3 mlL. Becton-Dickinson (BD)
Vacutainer® lavender top K2-EDTA tube with Hemogard™ closure.

2 Do not centrifuge

. Transfer whole blood 1o a 3 mL cryovial that is su'ilahlc for longterm storage of whole
blood at ultra-low temperatures for storage and shipment.

4 Freeze mumediately.

5 Slc::a ;tupks at -80°C or at -20 °C (only m non-cycling freezer) if a -80°C freezer 1s not
av, i

A. Labeling of storage tubes
Labels should be secured to cach storage tube.
Sample label should melude:

a) Designated set number

b) Subject number
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¢) Study owunber
d) Protocol number. if applicable
e) Barcode, if applicable
f) Time points
g) Aliquot number
B. Shipment
PGx blood samples will be shipped on dry ice.

Please copy Rebecca Indibi on shipment notification from the central laboratory 1o provide
necessary documents to Fisher Clincal Services 1 advance of cach slupment.

Associate Director, Clinical Sample Management
Daiichi Sankyo, Inc.

211 Mt. Airy Road
Basking Ridge, NJ 07920

The bioanalytical laboratory for PGx blood samples wall be:
Thermo Fisher Scientific
14665 Rothgeb Drive
Rockville, MD 20850

The shipping address for PGx blood samples will be:
e T —
Thenmo Fisher Scientific
14665 Rothgeb Drive
Rockville, MD 20850

www fisherbioservices.com
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10.7.  Appendix 7: Allowable Time Windows lor Pharmacokinetic Blood
Samples, and Vital Sign and Electrocardiogram Assessments
Table 10.4:  Acceptable Time Windows
Piacaduica Allowable Time Window
(In order of collection) Predose Postdose
No more than 30 minutes before dose. No more than 6 nunutes after dose;
mclusive of inclusive of
ECG al least S minutes ol least 5 minutes
(predose and 2 and 6 of quiet rest in the supine position of quiet rest in the supine position
dose). with with
5 addinopal nunutes allowed 1 additiopal munute allowed
(predose and 2. 4, and 8 Approximately 2 minmtes between Approxmmately 2 mmutes between
hours post-quizartinib riplicate ECGs triphcate ECGs
dose) wth  uith
| additional minute allowed between each | | additional muute allowed berween
of the miplicate ECGs cach of thie iplicate ECGs
No more than 185 munutes before dose: No more than 6 nunutes after dose;
Vm.lsmn; 4and at least 5 minutes al least § minutes
. % 'I . ) of supine rest of supme rest
5 addinopal minutes allowed 1 addiniopal minure allowed
£2 minules
(0.5 and 1 hour postdose)
PKW::’:?‘:“:‘ No more than 15 numies after dose
2,3,4,6.8,12,24, 36, mmlssuﬂm
4“"“’_""-"":‘; for ECGs and vital signs
; )
post-dabigatran Faaa (1.5,2.2.5, 3, 3.5. 4, $ hours postdose)
(predose and 1, 2.5, 3 N
. vty o 6. £. 10, 12, 14 and 24 hours postdose
35.4.56,8, 10, 14, 26, ¢ )
38. 50, 62. and 74 howrs =30 minues
PSRRI Sn) (26 duough 72774 hours posidose)

ECG = clectrocardiogram; PK = phannacokmetics
Note: ECG will be performed pnior to PK.
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Abbreviation Defnition

Ab antibody

AL adverse event

AESI adverse events of special interest
ALT alanme anunotransferase

AML acute myeloid leukenua

aPTT activated partial thromboplastin time
ART assisted reproductive teclmology
AST aspartate aminotransferase

AL area under the curve

BMI body mass index

CFR Code of Federal Regulations
Cmax mEKIn concenlration
COVID-19 coropavirus disease 2019

CrCl creatuune clearance

CRF case report form

CRO contract research organization
CRU chinical research umt

(& ) computed fomography

CTCAE common terminology critena for adverse events
cv coeflicient of vaniation

Dol drug-dng tnteraction

DSI Danichi-Sankyo. Tnc.

ECG electrocardiogram

eCRF electronic case report fornm
EDC electronic dala capture

EOS end of stody

ET carly temunation

EU Furopean Union

FDA Food and Drug Administration
FSH follicle stmulating hormuone
GCP good clinieal practice

HBsAg hepantis b virus surface antigen
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Abbreviation Definition
HCV hepants C virus
HI1 hepatic impamuent
HIPAA health msurance portability and acconntability act
Hy hnman mumunodeficiency vums
I8 Investigator's Brochure
ICF mformed consent form
ICH international Council for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use
ICMIE International Council of Medical Journal Editors
MP mvestigational medicmal product
INN miemational Non-proprietary name
INR uermnanonal normahzed rano
IRB Tustitutional Review Board
MedDRA Medical Dicnonary for Regulatory Activities
NCI-CTCAE National Cancer Institufe - commmon ternunology criteria for adverse events
oTc over-the-counter
P-pp P-glycoprolein
PGx phannacogenoniic(s)
PK pharmacokinetic(s)
PT prothrombin time
QTc corrected QT interval
Qlck QT mterval corrected with Fridencia®s formmula
RTK receptor Iyrosine kinase
SAE serious adverse event
SAP statistical analysis plan
SID subject wdentification
SoFE schedule of events
SUSAR suspected unexpected serious adverse reaction
Tdpr Torsades de Pointes
TEAE ireatmeni-emergent adverse event
Tmax ume to reach maximum plasma concentration
172 half-life
LULN upper hmit of normal
us United States
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