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Notification of serious adverse events
Dear Investigator,

You must report a serious adverse event (SAE) (mitial or follow-up) tojjjjjjiij 2s summarized
below. Refer to Section 8.4 of the protocol for SAE criteria and additional requirements.
Further details on the method of reporting a SAE will be provided to sites.

= Complete SAE report
- Submit SAE report to |GG vithin: 24 hours

after awareness of the SAE
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List of abbreviations

ADA
ADCC

FXI-ASO
FXI:C

anfi-drug anfibodies
antibody-dependent cell-mediated cytotoxicity
adverse event

Atrial Fibrillation

alanine aminotransferase

alkaline phosphatase

activated partial thromboplastin time
aspartate anunotransferase

area under concenfration fime curve
body mass index

blood urea nifrogen

complement dependent cytotoxicity
Chinical Endpoint Commuttee

Code of Federal Regulation
clinically relevant non-major
Contract Research Orgamzation
clhinical study report

coefficient of vanation

Data Monitoring Commuttee

direct oral anticoagulant(s)

deep vein thrombosis

Ethics Commnuttee

electronic case report/record form
electrocardiogram

electronic data capture

End of Extension Treatment

End of Study

End of Treatment

Fc gamma receptors

first-m-human

fresh frozen plasma

factor XI

activated factor XI

FXTI-antisense oligonucleotide

FXI coagulation actrvity
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ISTH

1V

MedDRA

free factor XI

follicle stimulating hormone
Good Chmnical Practice

Good Laboratory Practice
gamma-glutamyl transferase
human immunodeficiency virus
hazard ratio

mvestigator’s brochure

International Conference on Harmomization of Technical Requirements for
Registration of Pharmaceuticals for Human Use

mformed consent form

mmmunogenicity

mvestigator notification

Institutional Review Board

mjection site reaction

International Society on Thrombosis and Haemostasis
mfravenous

Interactive Web or Voice Response System
equilibrium dissociation constant

kilogram(s)

lower limit of quantification

low molecular weight heparin

monoclonal antibodies

mean corpuscular volume

mean corpuscular hemoglobin

mean corpuscular hemoglobin concentration
Medical Dictionary for Regulatory Activities
mulligram(s)

myocardial infarctions

nulliliter(s)

no observed adverse effect level

over the counter

prothrombin complex concentrate
pharmacodynanue(s)

pharmacokinetic(s)

by mouth; orally

prothrombin time
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PRO patient-reported outcome(s)

PSDD permanent study drug discontinuation

I I

QoL Quality of Life

RBC red blood cell(s)

RDW red cell distribution width

rFVIlIa recombinant activated factor VII

SAE serious adverse event

5.C. subcutaneous

sCr serum creatinine

SoC standard of care

SsC Study Steenng Commuttee

SUSAR suspected unexpected serious adverse reactions
TAFI thrombin activable fibrinolysis inhibitor

TBL total bilirubin

TIA transient 1schemic attack

TIMI The Thrombosis In Myocardial Infarction (TIMI) Study Group
TGA thrombin generation assay

TKA total knee arthroplasty

XA tranexamic acid

ULN upper limit of normal

VKA vitamin K antagonists

VTE venous thromboembolism

WBC white blood cell(s)

WOCBP women of child-bearing potential
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Pharmacokinetic definitions and symbols

AUCo+ The area under the plasma concentration-time curve from fime zero to fime
‘t" where t 15 a defined time point after adnumistration [mass x time / volume]

AUCix The area under the plasma concentration-time curve from time zero to mfimty
[mass x fime / volume]

AUChst The area under the plasma concentration-time curve from tume zero to the

time of the last quantifiable concentration [mass x time / volume]

Co The imtial concentration at the end of an mtravenous infusion

CL The systemic clearance following intravenous administration

Coax The observed maximum plasma concentration following subcutaneous drug
admimistration [mass / volume]

F Bioavailability

Tin The terminal elimination half-life [time]

Tonax The time to reach the maximum concentration after drug adminmistration
[time]

Vss The steady state volume of distribution following intravenous admimistration
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Glossary of terms
Assessment
Dosage
Enrollment

Investigational drug

Screen Failure
Patient or subject
Patient or Subject number

Randomization number

Study treatment

Study treatment
discontinuation
Study treatment period

Variable

Withdrawal of consent

A procedure used to generate data required by the study
Dose of the study treatment given to the patient in a time umit

Point/time of patient entry into the study at which mformed
consent must be obtained (1e., prior to starting any of the
procedures described i the protocol)

The study drug whose properties are bemng tested in the study;
this definition 1s consistent with US CFR 21 Section 3123 and
Directive  2001/20/EC  and 1s synonymous with
“investigational new drug” or “test substance™

A patient who 1s screened but 1s not treated or randomized

A tnal participant

A umque number assigned to each patient upon sigmng the
mformed consent. This number 1s the defimtive, umque
identifier for the patient and should be used to identify the

patient throughout the study for all data collected, sample
labels, etc.

A umque identifier assigned to each randomzed patient,
corresponding to a specific freatment arm assignment

Any drug administered to the study participants as part of the
required study procedures; includes mvestigational drug (s),
confrol(s), or non-mvestigational medicinal product(s)

When the patient permanently stops taking the assigned study
treatment prior to the defined study treatment completion date

Interval of time in the planned conduct of a study. A treatment
period 1s associated with a purpose (e.g., screemng,
randomization, treatment, follow-up), which applies across all
arms of a study

A measured value or assessed response that 1s determuned 1n
specific assessments and used in data analysis to evaluate the
drug being tested in the study

Withdrawal of consent from the study 1s defined as when a
patient does not want to participate in the study any longer,
and does not want any further visits or assessments, and does
not want any further study related contact, and does not allow
analysis of already obtained biologic material which has not
already been analyzed, and does not allow further use of
already obtained biologic material for future research.
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Protocol synopsis

Protocol Number ANT-006

Full Title A Multicenter, Randomized, Active-Controlled Study to Evaluate the
Safety and Tolerability of Two Blinded Doses of Abelacimab
(MAA868) Compared with Open-Label Rivaroxaban in Patients with
Atnial Fibnillation

Brief Title Randomuzed, Active-Controlled Study to Evaluate Two Blinded
Doses of Abelacimab (MAA868) Compared with Rivaroxaban m
Patients with Atrial Fibrillation

Sponsor and Clinical | Anthos Therapeutics, Inc.

Trial Phase Phase 7b

Intervention Type Biologic

Study Type Interventional

Purpose and The purpose of the ANT-006 study 1s to evaluate the bleeding profile

Rationale

of abelacimab relative to rivaroxaban n patients with Atrial
Fibnillation (AF) at moderate-to-high risk of stroke

Primary Objective

= To evaluate the effect of abelacimab relative to rivaroxaban on the
rate of major or chmcally relevant non-major (CRNM) bleeding
events

Secondary
Objective(s)

= To evaluate the effect of abelacimab relative to rivaroxaban on the
rate of major bleeding events

= To evaluate the effect of abelacimab relative to rivaroxaban on the
rate of major or munor bleeding events

Study Design

This 1s an event-driven, randomized, active-controlled, blinded
endpomt, parallel-group study to evaluate the effects of two blinded
doses of abelacimab relative to open-label rivaroxaban on the rate of
major or CRNM bleeding events in patients with AF who are at
moderate-to-hugh risk of stroke.

Patients with AF who are at moderate-to-high risk of 1schemic stroke
will be enrolled. Randonuzation mnto treatment groups will be
strafified by the use of conconutant antiplatelet use at baseline
(yes/no) and renal function (CrCl <50 ml/mun or CrCl >50 ml/nun).
The study 15 comprised of up to 4 periods: 1) screening (up to 4
weeks), 2) study drug treatment period through the end of treatment
period (EoT) visit, 3) an optional extension period begmning at the
EoT wisit for qualifying patients on their randomized study treatment
at the EoT visit who also meet the inclusion/exclusion criteria for the
extension period and provide written informed consent to recerve
open-label abelacimab treatment, and 4) a transition period to
appropnate standard of care (SoC) antithrombotic therapy per the
discretion of the investigator through the End of Study (EoS) visit.

Population

Approximately 1,200 male and female patients with AF at moderate-
to-high risk of stroke in whom anticoagulation therapy 1s mndicated
and planned for the duration of the study.
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Key Inclusion
criteria

1.

Able to provide wntten informed consent before any study
assessment 1s performed
Male and female patients = 55 years old

. History of AF or atrial flutter with planned indefinite

anticoagulation. Patients with newly diagnosed AF are eligible
A CHA:DS2-VASc of >4 OR
a CHA:DS2-VASc of =3 with at least 1 of the following:
= Planned concomitant use of anfiplatelet medication (1.e.,
aspinn and/or P2Y 12 inhibitor) for the duration of the trial
= CrCl <50 ml/min by the Cockeroft-Gault equation

Key Exclusion
criteria

o

Al

10.

11.

12
13.
14
15.

. Use of other mnvestigational drugs within 5 half-lives prior to

enrollment or until the expected pharmacodynamic effect has
refurned to baseline, whichever 1s longer

History of hypersensitivity to any of the study drugs (including
rivaroxaban) or its excipients, to drugs of similar chemical classes,
or any confraindication listed in the label for nvaroxaban
Patients with an intracramal or intraocular bleed within the 3
months prior to screening

Clhimically significant mmtral stenosis (valve area <1.5 cm?2)
Mechanical heart valve or other indication for anticoagulation
therapy other than atrial fibnllation (e.g_, venous
thromboembaolism)

Known presence of an atrial myxoma or left ventricular thrombus

History of left atrial appendage closure or removal

Active endocarditis

Systolic BP >180 mum Hg or diastolic BP =100 mm Hg on
repeated measurements at screening

Planned invasive procedure with potential for uncontrolled
bleeding (e g., major surgery)

Any stroke within 14 days before randonuzation or TIA within 3
days before randomization

A CrCl <15 mL/min or on dialysis at the time of Screening
Platelet count <70,000/mm? at the Screening Visit
Hemoglobin <8 g/dL at the Screening Visit

aPTT or PT >1.5x the upper limit of normal (ULN) at the
Screemng Visit, if the patient 1s not on an anticoagulant

Study treatment

Allocation 1:1:1

= Abelacimab (MAA868) 90 mg subcutaneously (s.c.) monthly

= Abelacimab (MAA868) 150 mg s.c. monthly

* Ravaroxaban 20 mg by mouth (p.o.) once per day with evening
meal

[Note: Patients with a CrCl <50 ml/min by the Cockeroft-Gault
equation will receive the 15 mg p.o. daily dose of rivaroxaban]
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Statistical
considerations

Assuming a hazard ratio (HR) of 0.60 for each dose of abelacimab
compared with rvaroxaban, at least 166 primary outcome events will
provide at least 80% power for each abelacimab arm vs. nvaroxaban
with a 2-sided alpha of 0.05. Approximately 1,200 patients should
provide the requisite number of events over an estimated trial duration
of 27 months.

The primary analysis will compare each abelacimab regimen with
rivaroxaban for the time to first occurrence of major or CRNM bleeding
m the On-Treatment Analysis Set. For each treatment regimen, the
event rate will be estimated with 95% confidence mtervals (CIs). The
tume to first event will be analyzed using the Cox proportional hazards
model mcluding treatment and the following two stratification factors
as covariates:

1. Planned use of concomitant antiplatelet medication use (1.e., aspirin
and/or P2Y12 inhibitor) for the duration of the trial
2. CrCl (Cockcroft-Gault) < 50 ml/muin

Key words

Randomuzed, prospective, blinded endpoint evaluation, abelacimab,
MAAB68, nvaroxaban, atrial fibrillation
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1 Introduction
1.1 Background

Atnial fibrillation (AF) 1s the most common abnormal heart thythm encountered in clinical
practice, accounting for approximately one third of hospitalizations for cardiac dysrhythmmas.
This common cardiac arrhythnua 1s estimated to affect approximately 2 3 nullion m the United
States (US) and more than 6 nilhion indrviduals m Europe. These figures are projected to grow
rapidly because of the aging population and the associated increase m age-related co-
morbidities that predispose individuals to AF (Rahman et al 2014).

AF 1s associated with a 4- to 5-fold mcrease m embolic stroke, with the absolute risk dependent
on age as well as other risk factors (January et al 2014). The nisk of stroke associated with AF
rises with age to 23.5% for patients aged 80 to 89 years; thus, most patients with AF require
life-long therapy with anticoagulation to prevent stroke and other systemic embolic events. The
CHAXDS2-VASc nsk score 1s a validated and widely used stratification tool to predict
thromboembolic nisk in AF patients and to identify patients who should benefit from
anticoagulation therapy (Lip et al 2010; January et al 2014; Hindricks et al 2020). It 1s estimated
that 85 to 90% of AF patients require anticoagulation therapy.

Anticoagulation with erther direct oral anticoagulant drugs (DOACS) or vitamuin K antagonists
(VKA), such as warfann, have been demonstrated to be effective in reducing the nisk of stroke
and systemic embolism (January et al 2014; Hindricks et al 2020). In a meta-analysis that
mncluded data from four pivotal phase 3 chinical tnals of DOACs for stroke prevention mn
patients with AF, treatment with DOACs was associated with a reduced risk of stroke and
systemic embolic events and were safer with respect to serious or life-threateming bleeding,
particularly intracramial hemorrhage, although there was an increase m gastromntestinal
bleeding observed with several DOACs (Ruff et al 2014). Though DOACSs are safer than
warfann, there remaims a sigmficant risk of bleeding with existing agents which contmues to
limit the use of anticoagulants m patients with AF. Registry studies indicate substantial rates
of undertreatment, particularly in high-risk patient populations who are at increased risk of both
thromboembolic and major bleeding events (Huisman et al 2017). Thus, there remains an unmet
medical need for a hemostasis-sparng anticoagulant therapy effective in reducing the risk of
thromboembolic events, but with a lower risk of bleeding events.

Factor XI (FXI) serves as a crucial link between the intrinsic (contact-actrvation) pathway and
the common pathway of the coagulation cascade (Figure 1-1). In the classic view of the
coagulation cascade, activation of the intrinsic pathway leads Factor XII to activate FXI, which
ultimately leads to activation of the common pathway and the generation of fibnn—an
enzymatic cascade that 1s reflected m the activated partial thromboplastin time (aPTT), a
commonly performed laboratory test. But it 1s now established that during in vivo hemostasis,
the imitial thrombin that 1s generated by tissue factor activation of the extrinsic pathway can
also activate FXI, leading to amplhification in the generation of thrombm (Figure 1-1) (Gailam
and Renné 2007; Cheng et al 2010).

Several lines of evidence, however, suggest that FXI-mediated amplification of thrombin
generation may be dispensable for physiologic hemostasis. In fact, thrombin-mediated
activation of FXI may actually play a deleterious role by promoting the formation of pathologic
thrombi that lead to 1schemuc strokes and systemic emboli. This 1s illustrated by rare mdividuals
born with an mhenited deficiency of FXI. Characterization of these indriiduals indicate that
they are at lower risk of 1schemuc stroke and venous thromboembolism (VTE) compared to the
general population (Salomon et al 2011; Preis et al 2017). At the same time, spontaneous
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bleeding in these individuals 1s rare, and bleeding events that they do expenience are typically
mild and occur m tissues associated with high fibnnolytic activity such as the oral mucosa,
nasal mucosa, and unnary tract (Duga and Salomon 2013). A smular phenotype has been
recapifulated in non-human primate studies where FXI inhibition has been shown to lead to a
reduction i thrombus formation without an increased risk of bleeding (Crosby et al 2013).
Conversely, population studies suggest that increased circulating levels of FXI are associated
with an increased risk of stroke and VTE events (Meijers et al 2000; Suri et al 2010).

Figure 1-1  Coagulation cascade with activation of Factor XI by thrombin

-~
( Tissue factor

Intrinsic pathway
(aPTT)

Extrinsic pathway
(PT)

Feedback activation
of FXI by thrombin

N

Prothrombin (1) | Thrombin
Fibrinogen (1) Fibrin clot

A climcal trial of antisense oligonucleotide mediated suppression of FXI (FXI-ASOQ)
demonstrated antithrombotic efficacy mn patients undergomg elective unilateral total knee
arthroplasty (TKA) (Biiller et al 2015). In this study, patients randonuzed to the FXI-ASO
groups were started on treatment 36 days before surgery and aclueved approxumately 60% and
80% levels of FXT inhibition 1n the 200 mg and 300 mg dose groups, respectively, on the day
of the surgery. Patients i the FXI-ASO 200 mg dose group had similar antithrombotic efficacy
to standard of care prophylaxis with s.c. enoxaparin, while patients i the FXI-ASO 300 mg
dose group had a statistically significant reduction in the rate of total VTE events compared to
standard of care prophylaxis with s c. enoxaparin (4% vs. 30%, P<0.001). Strikingly, inlibition
of FXI in patients undergoing TKA did not result in an increased nisk of bleeding compared to
enoxaparin. Patients in both FXI-ASO dose groups had fewer postoperative major and
chnically relevant non-major (CRNM) bleeding events suggesting that FXI mhibition m
patients undergoing orthopedic surgery has antithrombotic efficacy with no increase m
bleeding compared to enoxaparin. Similar results were observed in a climical study of a
monoclonal antibody inhibitor of activated FXI, osocimab, also in patients undergomg elective
TKA (Weitz et al 2020).

Overall, these results suggest that inlubiting F3I may lead to effective anticoagulation with an
improved safety profile over existing antithrombotic drugs in terms of bleeding.
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1.2 Abelacimab (MAAS68)

Abelacimab (MAAB868) 1s a fully human monoclonal antibody that binds the catalytic domain
of FXI in both the zymogen and activated factor XI (FXIa) forms with high affinity and potency
(Koch et al 2019). In preclimcal studies, administration of abelacimab dose-dependently
prolonged the activated partial thromboplastin time (aPTT) in vifro. In vivo, a single
subcutaneous (s.c.) dose of abelacimab at a 3 mg/kg dose in cynomolgus monkeys led to a
sustained prolongation of aPTT that lasts more than a month Furthermore, in an experimental
model of carotid artery thrombosis induced by FeCls in FXI”~ mice reconstituted with human
FXI, dose-dependent prolongation of the aPTT was associated with the prevention of carotid
artery thrombosis.

Further details can be found in the abelacimab Investigator’s Brochure (IB).

1.2.1 Additional pre-clinical studies

1.2.2 Human Studies with abelacimab

Chimical expenience with abelacimab, including results from completed studies and ongoing
studies in patients, 1s summanzed below.

Phase 1 studies

In the first-in-human (FIH) study (CMAA868X2101), smgle SC admimistration of abelacimab
up to 240 mg was safe and well-tolerated in healthy subjects (Koch 2019). The mcidence of
adverse events (AEs) was comparable across abelacimab dose groups and the pooled placebo
group. No bleeding events, hypersensitivity reactions (HSRs), or injection site reactions (ISRs)
were reported. Increasing doses of abelacimab were associated with >90% reductions n free
FXI concentrations. The reduction 1 free FXI levels was associated with a dose and time-
dependent prolongation of the aPTT. The onset of robust reductions m free FXI and FXI
coagulation activity (FXI:C), as well as aPTT prolongation, were observed approximately 12-
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24 hours after SC admimstration of doses in the expected therapeutic range of abelacimab.
Subcutaneous doses up to 150 mg resulted in a mean aPTT prolongation of >2-fold from
baseline through Day 29, while doses >150 mg up to the top dose tested, 240 mg, extended the
duration of aPTT prolongation up to and through Day 43, without any further aPTT
prolongation. Analysis of pharmacokinetic (PK) data from a lugh body mass index (BMI =35
kg/m?) cohort admimistered 240 mg demonstrated that higher BMI was associated with a
modest reduction in abelacimab exposure and a moderately shorter duration of aPTT
prolongation. Low titer levels of anti-drug antibodies (ADA) were detected 1n some subjects
exposed to abelacimab at 1 or more samphng time pomts. ADA formation was not associated
with AEs or any detectable effects on PK or pharmacodynamics (PD).

In the CMAA868A1101 study, a single SC adnumstration of abelacimab up to 150 mg was
safe and well tolerated in healthy Japanese subjects. There were no serious adverse events
(SAEs) or study discontinuations due to AEs. All AEs were nuld in severity, and the incidence
of AEs was similar between the abelacimab dose groups and placebo. No bleeding events,
HSRs, or ISRs were reported. The PK/PD profile of abelacimab in healthy Japanese subjects
was penerally comparable to the PE/PD profile observed in the FIH study. Although ADAs
were detected m subjects at various time points, there was no mndication that PK/PD or safety
was affected.

In the ANT-003 study, single intravenous (IV) admunistration of abelacimab up to 150 mg
was safe and well-tolerated in healthy subjects (Y1 2022). At 1 hour after the start of the IV
mnfusion (the first timepoint assessed), abelacimab produced >99% reduction in free FXI
concentrations and increases in aPTT consistent with the expected PD effects of abelacimab.
At higher doses, the PD effects of abelacimab were sustammed for at least 4 weeks and
refurned to baseline by Day 106 (end of study). Consistent with the results from the FIH
study, the PK exposure of abelacimab and duration of FXI inlibition was moderately lower
i patients with a high BMI, possibly due to the observed larger volume of distribution
and shghtly faster clearance of abelacimab. Aside from changes mm aPTT, no climcally
relevant changes i the clinical laboratory tests and electrocardiogram (ECG) parameters
were observed. No bleeding events occurred, and no HSRs or ISRs were reported.

Phase 2 studies
Venous thromboembolism prevention study

The ANT-005 study was a multicenter, randommzed, active-controlled, dose-ranging study to
compare the efficacy and safety of 3 blinded doses of IV abelacimab compared to open-label
thromboprophylaxis with SC enoxaparin in patients undergomg elective umilateral TKA
(Verhamme 2021). Patients were randomized to receive one of 3 doses of abelacimab IV once
approximately 4-8 hours after surgery or standard of care (SoC) thromboprophylaxis with
enoxaparin up to the protocol mandated ascending venography on Day 10, that was adjudicated
by a blinded independent adjudication committee. Results demonstrated that IV adnunistration
of abelacimab after TKA surgery was associated with a dose-dependent reduction in the rate
of VTE events (Figure 1-2). The rate of VTE in the enoxaparin group was 22%. By comparison,
the rate of VTE n the abelacimab 30 mg group (13%) was non-inferior to enoxaparmn, while
the rate of VTE 1n the abelacimab 75 mg (5%; p<0.001) and 150 mg dose groups (4%; p<0.001)
were superior to enoxaparin demonstratng that abelacimab has robust antithrombotic efficacy.

There were no deaths or HSRs, and the percent of patients who expenienced an AE was sinular
in the abelacimab and enoxaparm groups. Bleeding occurred m 2%, 2%, and none of the
patients m the 30, 75, and 150 mg abelacimab groups, respectively, and in none of the patients
i the enoxaparin group (Figure 1-2). All major or CRNM bleeding events in abelacimab
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patients were associated with the surgical site. A total of 6 SAEs were reported in 5 abelacimab
patients. Three SAEs of “peniprosthetic joint infection’ reported in abelacimab patients were
judged as “possibly related” to treatment by the Investigator.

Figure 1-2  Summary of the ANT-005 Study
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Atrial fibrillation studies

ANT-004 was a randomized, patient-and-Investigator-blinded, placebo-controlled study that
evaluated the safety, tolerability, PK, and PD effects of monthly SC admmistration of
abelacimab m AF patients with a CHA2DS2-VASc score of 0-1 in men or 1-2 in women (Y1
2022). A total of 18 patients were randomuzed, 8 in Cohort 1 (120 mg SC abelacimab or
matching placebo) and 10 in Cohort 2 (180 mg SC abelacimab or matching placebo). Repeat
SC admimstration of abelacimab up to 180 mg for 3 months was safe and well tolerated. There
were no deaths or SAEs, and no major or CRNM events were reported. In addition, no HSRs
or ISRs were reported.

ANT-006 1s an ongomg, event-driven, randomized, active-controlled, parallel-group Phase 2b
study to evaluate the safety and tolerability of 2 blinded doses of abelacimab compared to open-
label rivaroxaban on the rate of major or CRNM bleeding events i patients with AF at
moderate-to-high nisk of stroke. Patients were randomly assigned 1:1:1 to abelacimab 90 mg
SC monthly, abelacimab 150 mg SC monthly, or nivaroxaban oral (PO) daily. Randonuzation
was sfratified by concomitant antiplatelet use at baseline and renal function at screening. The
90 and 150 mg abelacimab doses were selected based on a PK/PD model that predicted that
these doses would achieve levels of FXT inlibition that bracket the climically efficacious range.
At near steady-state, the 90 mg dose 1s predicted to provide approximately 80% FXI inhibition
at trough while the 150 mg dose 1s predicted to provide approximately 97% FXI inhibition at
trough. The primary safety endpoint 1s the composite of major and CRINM bleeding events
centrally adjudicated by an independent Climical Events Commuttee (CEC) blinded to treatment
assignment. An independent program-wide Data Momitoring Commuttee (DMC) 1s providing
oversight of the safety of study participants.

Enrollment was complete m December 2021. A total of 1,287 subjects were randomized with
335 subjects m North America (US and Canada), 896 subjects m EU countries (Czech
Republic, Hungary, and Poland), and 56 subjects in Asia (Korea and Tarwan). The mean age
of subjects 1s 73.9 years (range 55-93 years), 44% are female, the mean CHA2DS2-VASc score
15 4.7, approximately 20% have a creatinine clearance <50 mL/min (Cockcroft-Gault equation),
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and approximately 24% were on concomitant antiplatelet therapy at baseline. As of September
2022, the mean time of a patient on treatment in the ANT-006 study 15 greater than 12 months
and there are patients who have been followed for 1.5 years.

Phase 3 studies of abelacimab in patients with cancer-associated thrombosis (ongoing)

Under IND [Jjjjiij abelacimab 1s being developed to reduce the risk of recurrent VTE m
patients with cancer-associated thrombosis (CAT). The ANT-007 and ANT-008 Phase 3
studies are summarnized below.

ANT-007

The ANT-007 study 1s a global Phase 3 prospective, randonuzed, open-label, blinded endpoimnt
evaluation (PROBE), active confrolled study to evaluate whether abelacimab admimstered
once monthly 1s non-inferior to twice daily (BID) oral apixaban m terms of VTE recurrence n
patients with cancer and recently diagnosed VTE. ANT-007 1s planned to enroll approximately
1655 subjects with cancer and symptomatic/ incidental proximal lower leg deep wvein
thrombosis (DVT) and/or either symptomatic pulmonary embolism (PE) or incidental PE. The
study primary endpomt 1s to demonstrate noninferionity of abelacimab for preventing VTE
recurrence relative to apixaban. |G
I An independent CEC
blinded to treatment assignment will review and adjudicate key endpomt events including cause
of death, suspected DVT, suspected PE, and bleeding events.

ANT-008

The ANT-008 study 1s a global Phase 3 PROBE, active confrolled study to assess whether
abelacimab adnumistered once monthly 1s non-inferior to once daily (QD) SC imjection of
dalteparin in preventing VTE recurrence m patients with gastrointestinal/genitourinary
(GL/GU) cancers and recently diagnosed VTE. ANT-008 1s planned to enroll approximately
1020 subjects with GI/GU cancer and a newly diagnosed, objectively confirmed symptomatic
or incidentally detected proxmmal lower-limb DVT, symptomatic PE, or incidentally detected
PE. The study primary endpoint is to demonstrate nomnferiority of abelacimab for preventing
VTE recurrence relative to dalteparin. I

An mdependent CEC
blinded to treatment assignment will review and adjudicate key endpomnt events including cause
of death, suspected DVT, suspected PE, and bleeding events.

The Phase 3 ANT-007 and ANT-008 studies were initiated m the first half of 2022, and the
first patient was enrolled in ANT-007 1n May 2022. An independent program-wide DMC wall
provide oversight of the safety of study participants.

1.2.3 Summary of clinical experience of Abelacimab

In summary, mhibiting FXT with abelacimab has the potential to be a novel anticoagulant with
an improved bleeding profile over existimg antithrombotic drugs that have been approved for
patients with AF. The climical data with abelacimab to date suggest that inhibition of FXI with
abelacimab 1s safe and well-tolerated in healthy subjects as well as patients with AF and
patients who have undergone TKA. Abelacimab leads to robust reductions i FXT activity and
a prolongation of aPTT. Consistent with climical results with other FXI agents, emerging data
with abelacimab m the ANT-005 study suggest that these PD effects franslate to climcal
efficacy in terms of a reduction in VTE m patients who have undergone elective TKA.



Anthos Therapeutics Page 23
Phase 2 Atrial Fibrillation Pmtc-co]- Protocol No. ANT-006

1.3 Study purpose

The purpose of the ANT-006 study 1s to evaluate the bleeding profile of abelacimab relative to
nivaroxaban m patients with AF at moderate-to-high nisk of stroke.

2 Study objectives and endpoints

2.1 Primary objective
Objective Endpoint(s)
= To evalate the effect of abelacimab relative to * Time to first event of composite of International
nvaroxaban on the rate of major or clinically Society on Thrombosis and Haemostasis (ISTH)-

relevant non-major (CRNM) bleeding events defined major bleeding or CRINM bleeding events
2.2 Secondary objective(s)
Objective Endpoint{s)
* To evaluate the effect of abelacimab relative to  * Time fo first event ISTH-defined major bleeding
nivaroxaban on the rate of major bleeding events events

* To evaluate the effect of abelacimab relative to Time fo first event ISTH-defined major or minor
nvaroxaban on the rate of major or minor bleeding events
bleeding events

2.3 Exploratory objective(s)
Objective Endpoint(s)
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Objective Endpoint{s)

3 Investigational Plan

3.1 Study design

Thus 1s an event-drniven, randomized, active-controlled, blinded endpoint, parallel-group study
to evaluate the effect of two blinded doses of abelacimab relative to open-label rivaroxaban on
the rate of major or CRNM bleeding events in patients with AF who are at moderate-to-high
risk of stroke.

Randomization into treatment groups will be stratified by the use of concomitant antiplatelet
use at baseline (yes/no) and renal function (CrCl <50 ml/min or CrCl =50 ml/min).

The study 1s comprised of up to 4 periods: 1) screening (up to 4 weeks), 2) study drug treatment
period through the end of treatment period (EoT) wisit, 3) an optional extension period
beginming at the EoT wisit for qualifying patients to recerve open-label abelacimab treatment,
and 4) transition period to appropriate standard of care antithrombotic therapy per the discretion
of the investigator through the End of Study (EoS) visit.
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Figure 3-1  Study design
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311 Screening period

During the Screening Period (Day -30 to Day -1), all screeming assessments will be completed,
and the mvestigator will determine whether the patient 1s eligible for the study.

Patients entering the extension perniod should have eligibility confirmed per Section 4.3 and
4.4 at any time between the monthly visit prior to EoT and the actual EoT/Extension Day 1
visit.

See Section 5.2 for further details on screening and re-screening.

3.1.2 Randomization and treatment

Investigators should take measures to munimmze the duration of time from when the patient 1s
screened until determined to be eligible for randomization mto the study. Eligible patients who
are not on oral anticoagulation at screeming should be randomized as soon as possible into the
study and begin their assigned study drug on Day 1.

Patients who meet all study entry critenia but are on oral anticoagulation therapy at screening
will be transitioned from their baseline anticoagulant therapy prior to being randomuzed and
recerve the first adnumistration of study drug on Day 1 according to the gmidelines in Table 3-1.

Simularly, patients receiving rivaroxaban in the Randomuzed Treatment Period and entering
the
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Extension Period should transition according to the guidelines in Table 3-1.

Table 3-1 Transition Guidelines

Baseline anticoagulant  Instructions
therapy

Direct oral The patient’s last dose of DOAC should be approximately 12-24 hours prior
anticoagulant (DOAC)  to receiving siudy medication on Day 1.

Vitamin K antagonist After enrolled and found to be eligible, patients should have their VEA

(VEA) discontimied, and INRs should then be performed every 1 to 2 days based on
initial TINR_ The patient should be randomized as soon as possible (ideally
within 36 hours) once the INR is <2 5. Sites may collect repeat INE. samples
using point of care devices or send for local analysis, in which case results
will remain as part of source documentation only.

Eligible patients will be randomized into one of the following treatment groups:
*  Treatment group 1: abelacimab 90 mg s c. monthly

*  Treatment group 2: abelacimab 150 mg s_c. monthly
=  Treatment group 3: rivaroxaban 20 mg p.o. once per day with the evening meal

[Note: Patients with a CrCl <50 ml/nun by the Cockeroft-Gault equation will recerve
the 15 mg p.o. daily dose of nivaroxaban]

Patients will be randomized on Day 1, which will be the date of the first admmimistration of study
drug. Patients will be contacted by phone on Day 8 for a general health and safety check.
Patients will be assessed for AEs and changes in concomutant medication every month during
the study treatment period; patients assigned to abelacimab will recerve their s.c. mjection and
patients assigned to nivaroxaban will have study medication compliance assessed durmg these
monthly visits. Every third month, these visits will include additional safety assessments and
collection of blood samples for laboratory analysis.

Where permmtted, wvisits as mdicated i the Assessment Schedule (Appendix 3), may be
conducted at home by staff qualified to adnumister s.c. mjections or by telephone/video-call,
depending on treatment arm. In the case of visits conducted mn the patient’s home, with the
patient’s consent, the Investigator and/or delegated staff will arrange for the service and will
provide the patient’s name and address to the personnel conducting the in-home wisit, which
will be erther site staff or locally contracted agency staff.

Since this 1s an event-driven study, the duration of treatment for a given participant in the study
will depend on the rate of accrual of major and CRNM bleeding events. As a result, the ime
on study drug will vary from patient to patient, depending on when the patient enrolls in relation
to the EoT wisit for each patient. Based on event rates in simlar trials, the estiimated duration
of the study 1s expected to be approximately 27 months, but this may take longer depending on
the rate of patient recrmitment and clinical endpomt event rates (Patel et al 2011).

If a patient has what 1s expected to be a permanent discontinuation of study drug, the patient
should complete the visit procedures as ndicated in the Permanent Study Drug Discontinuation
(PSDD) visit. Refer to Section 6.6 for more details.

3.1.3 Optional Extension Period

In order to provide longer-term data, an optional open-label extension period may be opened
by the Sponsor if the DMC stops the study prematurely due to an imbalance of bleeding
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substantially favoring abelacimab over rivaroxaban, and benefit-risk clearly favors abelacimab.
The mvestigative site has the option of participating or not participating in the extension period.
Patients who complete the EoT wvisit on study treatment and meet the eligibility criteria for the
extension period may participate (see Section 4.3 and 4 .4).

The EoT wisit will serve as Day 1 of the extension period.

314 End of Treatment (EoT), End of Extension treatment (EoE) and End of Study (EoS)

When the prespecified number of adjudicated clinical endpoint events have been reached or the
study 1s stopped early on the basis of a recommendation from the DMC, sites will be notified
by the Sponsor’s Clinical Study Team to schedule each patient for their EoT visit.

If the extension period has been opened and a patient is eligible to participate, the EoT visit
will serve as Day 1 of the extension period (Section 3.1.4). Patients completing the extension
period will have an end of extension treatment (EoE) visit (Figure 3-1).

As part of the EoT/EoE, the Investigator will make arrangements to imtiate transitiomng the
patient to appropnate standard-of-care anticoagulation therapy following the gmdelines
Section 7.1. The patient may be asked to complete an optional patient experience survey as part
of the EoT wvisit. A munimum of 4-weeks after the EoT/EoE vistt or after the patient has started
their SoC anficoagulation therapy (whichever 1s longer), a follow-up wisit erther by
telephone/video-call or in-person will be considered the EoS visit.

3.15 Study Steering Committee

A Study Steering Commuttee (SSC), led by the Thrombolysis in Myocardial Infarction (TIMI)
Study Group, an Academuc Research Orgamization at Brigham and Women’s Hospital and
Harvard Medical School, along with the Sponsor, will have overall responsibility for the
conduct and supervision of the study. The SSC will make all final recommendations to the
Sponsor regarding trial status (e_g_, modification or stopping).

The SSC, along with the Sponsor, will be primanly responsible for the creation, review, and
submussion of publications and presentations related to the study and any approved sub-studies
or ancillary analyses after completion of the study. Any matenials or publications must be
submutted to the Sponsor for review and comment prior to publication or public dissenunation.

Further details of the composition, roles, responsibilities, and processes of the SSC will be
documented mn the SSC Charter.

3.1.6 Clinical Events Committee

A Climcal Events Commuttee (CEC) will review and adjudicate key endpoint events including
deaths, suspected strokes/transient 1schemuc attacks (TLAs), suspected systemuc embolic events,
suspected myocardial infarctions (MI), suspected venous thromboembolism (VTE) events and
overt bleeding events.

CEC members will be blinded to all treatment assignments. The CEC-adjudicated data will be
used in the final safety and efficacy analyses.
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During the extension period, bleeding, cerebrovascular, and systemic embolic endpoint events
will be centrally reviewed and classified by the CEC.

Further details of the composition, roles, responsibilities, and processes of the CEC duning the
randomuzed and extension periods will be documented in the CEC Charter.

3.1.7 Independent Data Monitoring Committee

An mdependent DMC will monitor the progress of the study and ensure that the safety of
patients m the study 1s not compromised. The DMC will review accumulating data on a regular
basis and will have access to unblinded data. Based on review of safety events and, m particular,
bleeding events, the DMC will make recommendations to the SSC on the confinuation of the
study. In particular, the DMC may advise the SSC on an imbalance of bleeding substantially
favoning abelacimab over rivaroxaban and a benefitrisk clearly favoring abelacimab as
described 1 Section 3.1.3. The DMC may also recommend changes to the protocol to ensure
the safety of trial patients or may recommend early termination of the study to the SSC. DMC
oversight will continue during the extension period.

Further details of the composition, roles, responsibilities, and processes of the DMC will be
documented 1 the DMC Charter.

3.2 Rationale for study design

The primary objective of this study 1s to evaluate the bleeding profile of abelacimab relative to
rivaroxaban 1 patients with AF at moderate-to-high nisk of stroke.

Rationale and justification for the key elements of the study design are as follows:

= Randomization: This decreases the chance of an imbalance mn patient characteristics
between treatment groups.

= Stratification: Randomized patients will be stratified mto treatment groups according
to their conconmutant use of antiplatelet medications at baseline and renal function since
these factors may influence the underlying bleeding risk in patients.

= Blinding: The study will be open-label with respect to abelacimab vs. rivaroxaban;
however, mnvestigators and patients randomized to abelacimab will be blinded to the
abelacimab dose. This design allows more simplicity in the conduct of the trial and
decreases the patient’s burden by elinunating the need to recerve placebo mjections of
the study drug in patients randomized to rivaroxaban or the need to take a daily placebo in
patients randomized to abelacimab.
Bias will be avoided by following strict randomization procedures and having study
endpoints adjudicated by an independent CEC comprised of qualified experts who will
adjudicate events in accordance with endpoint evaluation gmdelines.

= Active control: Provides a comparison group for safety, tolerability, and efficacy
endpomts.

The patient population will be described in more detail in Section 4 below.

3.3 Rationale for dose/regimen

The abelacimab 90 mg and 150 mg doses were selected for this study because they are likely
to bracket the efficacious dose range based on the available preclimical, genetic, and clinical
studies. Preclinical studies suggest that FXI inhibition of 50% or more may result in a lower
mcidence of VTE (Crosby et al 2013). Human genetic epidemuology data meanwhile suggest
that reducing FXI levels by 80% or more are associated with a reduced incidence of stroke and
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VTE (Salomon et al 2008, Salomon et al 2011, Preis et al 2017). In chnical studies of agents
that target FXI, FXI reduction by approximately 50% with either a FXI-ASO or a monoclonal
antibody directed agamnst FXIa were associated with simular antithrombotic efficacy to
enoxaparin, while inhibition of FXI by approximately 80% or more was associated with
superior antithrombotic efficacy compared to enoxaparin in patients undergoing elective TKA
(Biiller et al 2015; Weitz et al 2020).

The DMC will only recommend proceedng to the extension if the safety and benefit:risk of
the 150 mg dose of abelacimab 1s favorable as compared to nvaroxaban. This dose recapitulates
what 1s seen in patients with severe Factor XI deficiency and 1s the dose being mvestigated in
several ongoimng Phase 3 pivotal trials. Patients who were randomized to the 150 mg dose will

remain on that dose |

3.4 Rationale for choice of comparator

Rivaroxaban, a direct factor Xa mhibitor, will be the comparator anticoagulant agent mn this
study. Histonically, warfarin has been the standard of care anficoagulant for patients with AF.
Warfarin, however, has a narrow therapeutic range, requires frequent laboratory monitoring,
and 1s commonly not used m higher risk AF patients due to the risk of bleeding. By contrast,
rivaroxaban 1s one of the most widely used DOACs and does not require regular laboratory
monitoring.

Rivaroxaban has been approved for the reduction of stroke and systemic embolism in AF.
Rivaroxaban was demonstrated to be non-inferior to warfann in reducing the risk of stroke and
systemic embolism and was not significantly different from warfarin i the incidence of major
or climeally relevant non-major bleeding events in the ROCKET-AF study (Patel et al 2011).
Compared to warfarin, patients receving rivaroxaban had sigmificantly lower rates of
infracramal hemorrhage and fatal bleeding events.

3.5 Rationale for Extension Period

The extension period will provide the opportunity to collect long-term data on abelacimab use
and allow patients access to abelacimab prior to 1ts marketing authorization.
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4 Population

Approximately 1200 patients with AF at moderate-to-lugh nisk of stroke i whom
anticoagulation therapy 1s indicated and planned for the duration of the study will be
randonuzed.

4.1 Inclusion criteria

Patients eligible for inclusion in this study must fulfill all the following criteria:
1. Able to provide wrnitten informed consent before any study assessment 1s performed
2. Male and female patients > 55 years old
3. History of AF or atnal flutter with planned indefinite anticoagulation. Patients with newly
diagnosed AF are eligible.
4. A CHA:DS»>-VASc of >4 OR
A CHA>DS2-VASc of =3 with at least 1 of the following:
a. Planned conconutant use of antiplatelet medication use (1.e., aspirin and/or P2Y12
mnhibitor) for the duration of the trial
b. CrCl <50 ml/mm by the Cockcroft-Gault equation (see Section 5.3.3)

4.2 Exclusion criteria

Patients fulfilling any of the following criteria are not eligible for inclusion m this study:

1. Use of other nvestigational drugs within 5 half-lives prior to enrollment or until the
expected pharmacodynamic effect has returned to baseline, whichever 1s longer

2. History of hypersensitivity to any of the study dmgs (including nivaroxaban) or its
excipients, to drugs of stmilar chenucal classes, or any conframndication listed m the label
for nvaroxaban (See Section 6.7.1 for examples)

3. Patients with an intracramal or mtraocular bleed withm the 3 months prior to screening

4. Climcally sipmificant mitral stenosis (valve area <1.5 cm?2)

5. Mechamical heart valve or other indication for anticoagulation therapy other than
atrial fibnillation (e.g., venous thromboembolism)

6. Known presence of an atrial myxoma or left ventricular thrombus

7. History of left atrial appendage closure or removal

8. Active endocarditis

9. Systolic BP >180 mm Hg or diastolic BP >100 mm Hg on repeated measurements
at screening

10. Planned mvasive procedure with potential for uncontrolled bleeding (e.g., major surgery)

11. Any stroke within 14 days before randonuzation or TIA withm 3 days before randonmzation

12. A CrCl <15 mlL/min or on dialysis at the time of Screening

13. Platelet count <70,000/mm’ at the Screening Visit

14. Hemoglobin <8 g/dL at the Screemng Visit

15. aPTT or PT >1.5x the upper limut of normal (ULN) at the Screening Visit, if the patient
15 not on an anticoagulant

16. Women of child-bearing potential (WOCBP), defined as all women physiologically
capable of becomung pregnant, unless they agree to use highly effective methods of
confraception during their participation m the trial and for at least 10 weeks after the last
dose of abelacimab for women randomized to abelacimab. Highly effective contraception
methods mclude:

= Total abstinence (when this 15 1n line with the preferred and usual lifestyle of the patient).

Periodic abstinence (e.g , calendar, ovulation, symptothermal, post-ovulation methods)
and withdrawal are not acceptable methods of contraception



Anthos Therapeutics Page 31
Phase 2 Atrial Fibrillation Protocol|iill Protocol No. ANT-006

= Female sterilization (have had surgical bilateral oophorectomy with or without
hysterectomy) total hysterectomy or tubal hgation at least six weeks before taking
mvestigational drug. In case of oophorectomy alone, only when the reproductive status
of the woman has been confirmed by follow up hormone level assessment
= Male sterilization of sexual partner (at least 6 months prior to screening). For female
patients in the study, the vasectonuzed male partner should be the sole partner for that
patient
= Use of oral (estrogen and progesterone), injected or implanted hormonal methods of
confraception or placement of an infrauterine device (IUD) or mfrauterine system (IUS)
or other forms of hormonal contraception that have comparable efficacy (failure rate <
1%), for example hormone vaginal rning or transdermal hormone contraception. Hormonal
confraceptive methods should not be used or encouraged if considered to be
conframndicated. In case of use of oral contraception women should have been stable on
the same pill for a mmimum of 3 months before taking investigational drug.
Women are considered post-menopausal and not of cluld-bearing potential if they have had
12 months of natural (spontaneous) amenorrhea with an appropnate climical profile (e_g.,
age appropnate, lustory of vasomotor symptoms) or have had surgical bilateral
oophorectomy (with or without hysterectomy), total hysterectomy or tubal ligation at least
six weeks ago. In the case of reported menopausal status or oophorectomy alone, only when
the reproductive status of the woman has been confirmed by follow up hormone level
assessment with follicle shmulating hormone (FSH) 1s she considered not of child-bearing
potential
17. Sexually active males with female partners who are WOCBP must agree to use a condom
or use other reliable birth control methods during ther fime mn the study and should not
father a cluld or donate sperm during the study period
18. History of drug addiction or alcohol abuse in the past 2 years, as judged by the Investigator
19. Sigmficant 1llness which has not resolved within two (2) weeks prior to the start of the
study drug
20. Any medical or psychiatric condition which in the judgment of the Investigator may
preclude patients of complying with study requirements for the duration of the study

4.3 Extension period inclusion criteria

Patients eligible for inclusion in the extension period must fulfill all the following critena:
1. Ongoing study treatment for the randomized part of the trial at the EoT visit
2. Able to provide written informed consent to enter the extension period

4.4 Extension period exclusion criteria

Patients fulfilling any of the following criteria are not eligible for inclusion m the extension
period:

History of hypersensitivity to abelacimab

Patients with an mtracranial or mtraocular bleed within the 3 months prior to EoT
Clinically significant mitral stenosis (valve area <1.5 cm2)

Mechanical heart valve or other mdication for anticoagulation therapy other than atrial
fibrillation (e.g., venous thromboembolism)

Known presence of an atrial myxoma or left ventricular thrombus

History of left atrial appendage closure or removal

Active endocarditis

Systolic BP >180 mm Hp or diastolic BP >100 mm Hg on repeated measurements
Planned mvasive procedure with potential for uncontrolled bleeding (e.g. major surgery)

.

o R No
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10. Any stroke within 14 days before EoT or TIA within 3 days before EoT

11. Platelet count <70,000/mm3

12. Hemoglobin <8 g/dL

13. Women of child-bearing potential (WOCBP) as described i Section 4.2.

14. Sexually active males with female partners who are WOCBP must agree to use a condom
or use other reliable birth control methods during their time in the study and should not
father a child or donate sperm during the study period

15. History of drug addiction or alcohol abuse m the past 2 years, as judged by the
Investigator

16. Significant illness which has not resolved within two (2) weeks prior to the EoT

17. Any medical or psychiatric condition which in the judgment of the Investigator may
preclude patients of complying with study requirements for the duration of the study

S Procedures and assessments
Patients should be seen for all visits/assessments as outlined in the Assessment Schedule
(Appendix 3) within the permitted visit windows. All randomized patients will be followed
until the EoS visit, even 1if they prematurely discontinued study drug (see Section 6.5).

5.1 Informed consent procedures

Eligible patients may only be included in the study after providing written (witnessed, where
required by law or regulation) Institutional Review Board (IRB) or Ethics Commuttee (EC)-
approved informed consent.

Anthos Therapeutics or a delegate on theiwr behalf will provide to investigators a proposed
informed consent form (ICF) that complies with the ICH E6 Good Clmical Practice (GCP)
gumdeline and regulatory requirements and 1s considered appropriate for this study. The ICF
also mcludes a section related to optional future research which will require a separate signature
if the patient agrees to future research. Any changes to the proposed consent form suggested
by the Investigator must be agreed to by Anthos Therapeutics before submussion to the IRB or
EC.

Information about common side effects already known about the mvestigational drug can be
found in the IB. Information about common side effects already known about rivaroxaban can
be found i the Summary of Product Charactenistics [Xarelto® (rivaroxaban) SmPC] and
Prescnibing Information [Xarelto® (rivaroxaban) — Package Insert] This mformation is
mncluded 1n the patient informed consent and should be discussed with the patient during the
study as needed. Any new information regarding the safety profile of the investigational drug
that 1s 1dentified between IB updates will be commumicated as appropriate, for example, via an
Investigator Notification or an Aggregate Safety Finding. New information which results in an
update to the mformed consent must be discussed with the patient.

Ensure patients are informed of the contraception requirements outlined m the Section 4.2
(Exclusion criteria).

A separate optional consent form for the collection of GGG vl also be
offered to patients.

A copy of the approved version of all consent forms must be provided to the | N
after IRB/EC approval.
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5.2 Patient screening

During the screeming period, patients will undergo a medical lhistory and physical exanunation
mncluding collection of vital signs and a 12-lead ECG. Blood and urine samples will be taken
for clinical laboratory testing and other screening assessments. If a screening laboratory result
1s outside eligibility requirements, those laboratory tests which did not meet eligibility critena
may be re-tested. All results mmst be available prior to randomuzation for the patient to be
enrolled in the study.

In general, 1t 1s permissible to re-screen a patient if s/he fails the mitial Screening or falls out
of the screeming window timelines. A new screening number will be assigned to a patient who
1s re-screened, thus no screeming number will be used twice. Re-testing of laboratory tests,
which did not meet eligibility cniteria, within the screening window does not constitute re-
screequng as 1t 1s permifted within a screening window.

Reasons for screen failure will be documented in the site log. Additionally, demographic data,
reason for screen failure (inclusion/exclusion) and serious adverse event (SAE) data - as
applicable - will be collected in the climical database from patients who are considered screen
failures. Adverse events from screen failures, which are not considered to be SAEs, will be
followed by the mvestigator and collected only in the source data.

For any questions about patient ehigibility or screeming procedures, the mvestigator is

encouraged to contact G I
e
I

5.2.1 Patient demographics/other baseline characteristics

Demographic and baseline characteristic data will be collected on all randonuzed patients.
Relevant medical lustory/current medical conditions and conconutant medications present
before signming of the informed consent will also be recorded.

Investigators have the discretion to record abnormal test findings on the medical history
electronic case report form (eCRF), if in their judgment, the test abnormality was present prior
to the nformed consent signature.

Baseline CHA-DS-VASc score components and anticoagulant-naive status will be collected in
the clinical database. For the purposes of this study, a patient will be considered anticoagulant-
naive if, in their medical lustory, they have not been treated with anticoagulant therapy, e.g_,

VKA, DOAC, or parenteral anticoagulant therapy, for more than 60 continuous days at any
time.

5.2.2 Height and weight

Height in centimeters (cm) and body weight [to the nearest 0.1 kilogram (kg) 1n indoor clothing,
but without shoes] will be measured as part of the physical examination at the screening visit.

BMI will be calculated by the EDC system using the following formula:

BMI = Body weight (kg) / [Height (m)]*
BMI results will be documented in the eCRF to 2 decimal places.
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5.2.3 Hepatitis screen, HIV screen

All patients will be screened for HIV, Hepatitis B and C. In the event a patient 1s re-screened,
these tests do not have to be repeated.

5.3 Baseline Safety

5.3.1 Physical examination

A physical examunation will mclude the examunation of general appearance, skin, neck
(including thyroid), eyes, ears, nose, throat, lungs, heart, abdomen, back, lymph nodes,
extremities, musculoskeletal vascular, and neurological

Information from all physical examinations must be recorded as a part of source documentation
at the study site. Significant findings that were present prior to the patient signing the informed
consent will be documented in the Medical History part of the eCRF. Significant findings made
after starting the study drug, which meet the definition of an AE will be recorded on the AE
section of the eCRF.

53.2 Vital signs

Vital signs will mclude the collection of body temperature (recorded mn °C), blood pressure
(BP) and pulse measurements.

53.3 Laboratory evaluations

Details regarding collection methods and processing are outhined in the Cenfral Laboratory
Manmual During the extension perniod, all safety laboratory evaluations will be performed
locally.

Clinically relevant deviations of laboratory test results occurring during or at completion of the
study should be evaluated for critenia defining an AE and reported as such if the criteria are
met. Repeated evaluations are mandatory until normalization of the result(s) or until the change
1s no longer clinically relevant.

Clinically significant abnormalities must be recorded on the relevant section of the eCRFs
capturing Medical history/Current medical conditions/AEs.

Hematology

Hemoglobin, hematocnit, red blood cell (RBC) count, mean corpuscular volume (MCV), mean
corpuscular hemoglobmn (MCH), mean corpuscular hemoglobm concentration (MCHC), red
cell distribution width (RDW), white blood cell (WBC) count with differentials and platelet
count will be measured.

Clinical chemistry

Sodmum, potassium, creatimne, BUN/urea, uric acid, chlonde, albumin, calcrum, alkaline
phosphatase, total bilirubin, bicarbonate/HCO3, AST, ALT, glucose, total cholesterol, and
triglycerides will be measured. If the total bilimubin concentration 1s >2x the ULN, direct and
indirect reacting bilirubin should be differentiated.

For the purposes of this study, creatinine clearance (CrCl) will be estimated by the Cockeroft-
Gault equation as follows:
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(140 — age) xweight (kg)

CrCl (ml/min) = 72 x serum Creatinine (mg/dL)

x 0.85 (if female)

Coagulation profile

Samples for standard aPTT as well as PT/INR will be collected at the wisits noted in the
assessment schedule. The results of these tests will be blinded to site staff during the treatment
period, but available during the screening and post-treatment follow up period.

Urinalysis

Urine will be collected for measurements for specific gravity, protein, glucose, and blood will
be performed. Microscopy, WBC, RBC, and sediments will also be assessed m case of an
abnormal dipstick test.

534 Electrocardiogram (ECG)

ECGs must be collected, interpreted locally by a qualified physician, appropnately signed, and
archived at the study site.

5.3.5 Pregnancy and assessments of fertility

All female study participants will have serum pregnancy testing at screening. Women who are
post-menopausal or who have had oophorectomy without hysterectomy will have hormonal
status confirmed at screeming by FSH.

Female study participants who are considered to be WOCBP after the screenmg period will
continue fo have local urine pregnancy testing throughout the study as per the Assessment
Schedule (Appendix 3); additional pregnancy testing may be performed to meet local
requirements. Patients will not recerve study medication if the results of the pregnancy test are
positive.

5.4 Clinical Endpoints

54.1 Bleeding

All suspected bleeding events either reported by the subject or observed by the Investigator
should be recorded.

Overt bleeding events will be adjudicated and/or classified by an mdependent and blinded CEC
(Section 3.1.6). The CEC will classify bleeding events in accordance with the International
Society on Thrombosis and Haemostasis (ISTH) defimtions and guidance (Kaatz et al 2015).
The definitions will be detailed in the CEC Charter.

The details of all reported bleeding events will be submuatted to the CEC as described in the
endpomt reporting gmidelines. These details may include, but are not limited to,

= Location of the bleeding
= Duration of the bleeding

» Treatment of the bleeding event including notes or summaries of recommendations
from a healthcare professional from whom medical treatment was obtamed such as
otolaryngology consults for ear, nose, or throat bleeds; urology consults for hematuria
or urogenital fract bleeds; surgical consults for skin, soft fissue, or mternal bleeds;
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gynecology consults for uterine or vaginal bleeds; neurology or neurosurgical consults
for intracramal bleeds; or ophthalmology consults for ocular bleeds

= Number of blood product transfusions
= Magnitude of the bleeding (e.g_, size if skin or subcutaneous hematoma)

= Hemoglobin (Hb) levels at the time of the bleeding event, lowest value, pre- and post-
transfusion values, and after resolution of the bleeding event

= Any diagnostic tests done to evaluate the bleeding such as endoscopy for
gastromtestinal (GI) bleeds

= Any diagnostic imaging, e g x-ray, computed tomography (CT), magnetic resonance
mmaging (MRI), or ultrasound, performed to evaluate the bleeding

= Any other information that could be of help to the CEC i adjudicating the bleeding
event.

Endpomnt Reporting Guidelines will provide detalled mstructions for sites on the
documentation, data collection, and reporting required for each suspected bleeding event.
54.2 Efficacy
The mdependent and blinded CEC will adjudicate and classify the following events:

= Ischemic stroke

= Transient 1schemic aftack (TIA)

= Non-CNS (systemic) arterial embolic events

= Myocardial infarction (MI)

= Venous thromboembolism (VTE) events

= Death

Adjudicated results will be used for the final analysis. Defimtions and further details will be
documented n the CEC charter.

5.5 Other assessments

5.5.1 Pharmacokinetics

Blood samples for PK will be collected before admumistration of study drug on study visits as
defined m the Assessment Schedule (Appendrx 3). Concentrations of plasma total abelacimab
(1e., abelacimab that 1s bound to FXTI or not bound to FXTI) will be determmed by a vahidated
LC-MS/MS method. A detailed description of the method used to quantify the concentration
of total abelacimab will be included in the bioanalytical raw data and in the Bioanalytical Data
Report. All concentrations below the LLOQ or nussing data will be labeled as such in the
concentration data listings.

Follow mstructions outlined in the Central Laboratory Manual regarding sample collection,
numbering, processing, and shipment.
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55.2 Pharmacodynamic assessments

PD samples will be collected at the timepoints defined in the assessment schedule. Instructions
for bio-sample processing will be contamed in the Central Laboratory Manual regarding sample
collection, numbering, processing, and shipment.

PD Biomarkers including but not limited to the following may be studied:
= Free FXI — FXI that 1s not bound to abelacimab will be measured in plasma
= Total FXI —FXI that 1s either bound to abelacimab or free will be measured in plasma

= aPTT

A detailed description of the assay methods will be included in the Bioanalytical Data Report.

553 Immunogenicity

An immunoassay-based method will be used to detect anti-abelacimab anti-drug antibodies
(ADAs). The analytical method will be described in detail in the IG Bioanalytical Data Report.
IG samples will be collected before adnunistration of study drug on study visits as defined in
the Assessment schedule (Appendix 3).

Follow imnstructions outhined in the Central Laboratory Manual regarding sample collection,
numbering, processing, and shipment.

5.5.4 Additional biomarkers (blood)

Additional blood samples will be collected at timepoints defined m the Assessment schedule
and banked for potential future exploratory analysis (Appendix 3).
Additional biomarkers may mclude, but are not necessanly limited to:

The list may be changed or expanded further, as it 1s recognized that more relevant or novel
biomarkers may be discovered during the conduct of the study. This may be conducted in a
subset of patients.
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Treatment

6.1 Study treatment
For more details please refer to the Pharmacy Manual.

6.1.1  Abelacimab (MAASG68)
Anthos Therapeutics, or a delegate working on their behalf, will provide Abelacimab [N

Details on the
requirements for storage and management of study treatment, and mstructions to be followed
for study treatment preparation and admimstration are outhned in the Pharmacy Manual.

6.1.2 Rivaroxaban

Rivaroxaban 15 mg and 20 mg will be provided as commercially available film-coated tablets.
Storage conditions described on the label must be followed.

6.1.3 Additional study treatment
No additional treatment beyond investigational drug and rivaroxaban are included in this trial.

6.2 Treatment assignment and randomization

Patients will be randomized on Day 1 to one of the followmg treatment arms m a 1:1:1 ratio:
= Abelacimab (MAAB868) 90 mg s.c. monthly

= Abelacimab (MAAS868) 150 mg s.c. monthly

= Ruvaroxaban 20 mg p.o. once per day with evening meal
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[Note: Patients with a CrCl <50 ml/mun by the Cockcroft-Gault equation will have a
dose adaptation to rivaroxaban 15 mg p.o. daily ]

Randomization into treatment groups will be stratified by the use of concomitant antiplatelet
use at baseline (yes/no) and renal function (CrCl <50 ml/min or CrCl >50 ml/nun). Patients
randonuzed to the rivaroxaban arm may be dose adjusted between the 15 mg dose and 20 mg
doses depending on CrCl values.

Once a subject 1s stratified and randomuzed, the subject will stay in that starting stratum,
randonuzed freatment group, and treatment regimen for analyses purposes even if their dose 1s
subsequently adjusted.

Once Investigators have ascertained that the patient 1s eligible for the study, they will contact
the Interactive Web or Voice Response System (IxRS) before the first adnumstration of study
drug. The IxRS will require the following information in order to randomuze a patient to the
correct strafification: year of birth, CrCl (Cockcroft-Gault) and whether the patient takes
antiplatelet medications (1.e, aspirin and/or a P2Y'12 inlibitor) as a concomitant medication.
The IxRS will allocate the treatment group assignment for the patient.

Emergency unblinding will be done through the IxRS system  The treatment code should not
be broken except m medical emergencies when the appropriate management of the patient
requires knowledge of the treatment assignment. The decision of whether or not to unblind lies
with the investigator and it 1s the sole responsibility of the investigator to determine the need
for immediate unblinding. However, if ime and circumstances pernmt, the Investigator is

encouraged to contact the |G
- ——— Y
-

The specifications for generation of the randomuzation schedule will be prepared by the study
biostatistician and the contract research orgamization (CRO) in charge of the IXRS. An
independent biostatistician, not otherwise part of the clinical study execution team, waill
generate the randonuzation schedule. The randomization numbers will be generated to ensure
that treatment assignment 1s unbiased.

6.3 Treatment blinding

Patients, Investigators, and Sponsor staff directly mvolved in the study may be aware of the
treatment assignment between abelacimab and rivaroxaban but will remam blinded to the dose
of abelacimab assigned. An mdependent DMC will monitor the data (AEs, SAEs, bleeding
events, stroke, systemic embolic events, and death) in an unblinded manner on a periodic basis.
An mdependent statistical group, not otherwise mvolved in the study, will prepare and provide
the required reports to the DMC as per the DMC Charter.

The study’s primary safety and efficacy endpoints will be adjudicated by the CEC whose
members will remain blinded to treatment assignment.

Admimistration of study treatment during the extension period will be open-label.
6.4 Treating the patient

6.4.1 Dispensing the study drug Abelacimab

Each study site will be supplied with abelacimab as single-use vials via the IXRS system. A
umque kit number 1s printed on the vial label which corresponds to the abelacimab treatment
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arm. Investigator staff will identify the study drug wial to be used for the patient by contacting
the IxRS and obtamning the kit number containing that vial

At the Day 1 and Day 30 visits, abelacimab will be admimstered to the patient by qualified
medical personnel at the study center via s.c. injection as specified m the Pharmacy Manual
For these first two doses, patients must remain at the study center for at least 1 hour after
admimstration of study drug to monitor for any ISRs, hypersensitivity reactions, or other AEs.
Starting with the third dose, patients will either retumn to the study center every month to receive
s.c. administration of study drug or opt to have study drug adnumistered outside the study center
by a visiting nurse or other assigned individual qualified to adnumister s.c. study medication
(or a combination of visit scenarios depending on patient and site availabality).

Patients participating in the extension period that received rivaroxaban or abelacimab 90 mg in
the randomized period should be monitored as described above after the first dose of
abelacimab 150 mg_

6.4.2 Rivaroxaban

Each study site will be supplied with cartons of rivaroxaban 20 mg tablets and 15 mg tablets
via the IxRS system On Day 1, patients assigned to rivaroxaban will be given a supply of
rivaroxaban and will be instructed to take the first dose that evening with food. Throughout the
study, rivaroxaban will be dispensed at appropnate mtervals to ensure patients have adequate

quantities of study drug between study visits.

In case of circumstances preventing a patient from attending on-site visits, sites may, with the
patient’s consent, arrange the shipment of nivaroxaban directly to the patient’s home as
pernutted by local regulations. In this case, the Investigator and/or delegated staff will arrange
for the couner service and will provide the patient’s name and shipping address to the courier.

6.4.3 Handling of study treatment

Study treatment must be recerved by a designated person at the study site, handled and stored
safely and properly, and kept mn a secured location to which only the investigator and designees
have access. Upon receipt, all study treatment must be stored according to the instructions
specified on the labels. Climcal supplies are to be dispensed only in accordance with the
protocol.

Study medication labels will be in the local language and comply with the legal requirements
of each country. They will include storage conditions for the study treatment but no information
about the patient except for the kit number. The labels will have an open field for sites to write
in the patient’s randonuization number for reconcihiation purposes.

The investigator must maintain an accurate record of the shipment and dispensing of study
treatment 1 a drug accountability log. Momtoring of drug accountability will be performed by
monttors during site visits or remotely and at the completion of the frial.

At the conclusion of the study, and as appropnate during the course of the study (only after
mstructed to do so), the mvestigator will either locally destroy the unused study treatment (if
local SOPs permut) or return all unused study treatment, packaging, drug labels, and a copy of
the completed drug accountability log to the jjjjjjonttor to arrange for destruction.

6.4.4 Instructions for administering study treatment

Abelacimab mjection will be prepared by the Pharmacist or qualified designated site staff
according to mnstructions in the Pharmacy Manual and admimstered subcutaneously.
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Rivaroxaban will be self-administered by the patient.

6.4.5 Method of assessing treatment compliance

The mvestigator should promote comphance with study medications by mnstructing the patient
to take the study treatment exactly as mstructed and by stating that compliance 1s necessary for
the patient’s safety and the validity of the study. The patient must also be instructed to contact
the mvestigator 1f he/she 1s unable for any reason to take the study treatment as mstructed.

Patients assigned to rivaroxaban will be asked to bring all used and unused study drug
contamers to every visit, including remote (video-call) visits as applicable. Comphance will be
assessed at each visit by means of tablet counts and documented on the relevant eCRF page.

6.5 Study treatment interruptions
Study drug may be mterrupted at the Investigator’s discretion for medical or surgical reasons.

Reasons for temporary study drug interruption may include a planned mvasive procedure or
surgery for which one would typically stop oral anticoagulation (see Section 6.5.2); clinical
indication for a prohibited medication (see Section 6.7.1); a bleeding AE (see Section 8.2); or
any other medical condition where the Investigator judges that it 1s the in the best interests of
the patient to temporarily mterrupt study drug.

Since patients with AF are at underlying risk of stroke and systemic embolism, the duration of
any study drug interruption should be kept to the munimum possible unless there 15 a
conframndication to anticoagulation. Patients who have mterrupted study drug should be re-
evaluated regularly by the Investigator to deternune the risks and benefits of resuming study
drug.

For patients assigned to rivaroxaban, the eCRF page for study drug mnterruption should be
completed for any temporary study treatment interruptions of 2 or more consecutive days and
mnclude the date/time of the last dose, the reason for the temporary mnterruption (eg.,
procedures), and other required details.

For patients assigned to abelacimab, the eCRF for study drug interruption 1s required for any
missed study treatment >45 days from the previous dose and include the date/time of the last
dose, the reason for the temporary mterruption (e.g., procedures), and other required details.

There 1s no linut on either the number of study drug temporary interruptions or the maximum
length of a study drug temporary mterruption. As long as the study has not completed, a patient
who has mterrupted study drug can resume study drug as soon as it 1s determuned to be
appropriate by the Investigator.

A patient who continues to be on study treatment mterruption when the randomized period of
the study has completed will be considered to have permanently discontmued study drug,
will not be eligible for the extension and should complete a PSDD wvisit and a EoS visit
approximately 30 days later (see Section 6.6).

Investigators are strongly encouraged to call the G
—
-

—

6.5.1 Follow-up of patients with Study Treatment Interruptions
All patients who temporarily mterrupt study drug should continue to be followed. During study
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drug temporary mterruptions, patients will be followed for SAEs and endpomts by telephone
contact (or visit if necessary) approximately once a month until study drug treatment 1s resumed
along with regularly scheduled protocol-specified visits.

If a patient temporarily mterrupts study drug due to an AE, the Investigator will attempt to
follow the event until it has resolved or stabilized. If the patient and Investigator agree that
study drug can be resumed without mcreased risk to the patient, study drug may be resumed at
any tume.

6.5.2 Study treatment interruptions for invasive procedures

During their participation in the study, patients may need to undergo an invasive
procedure/surgery. The perni-procedural management of study drug anticoagulation will vary
depending on the type and timng (elective, urgent, or emergent) of procedure/surgery, the
assigned freatment arm, and a consideration of the patient’s nisk of hemorrhage versus the
patient’s risk of stroke and systemic embolism Detailed recommendations are provided in a
Periprocedural Gmdance Document. Investigators are strongly encouraged to contact the

I {or gwidance with regards to whether study drug mterruption 1s recommended for a
given procedure/surgery.

In the event of an urgent/emergent procedure, investigators are strongly encouraged to contact
the N for guidance with regards to reversal strategies.

Local aPTT results prior to any mvasive procedure/surgery should be saved along with
procedure/operative reports as source documents.

After completion of the procedure/surgery and when hemostasis has been aclhieved, the short-
term use of parenteral anticoagulation or oral anticoagulation 1s permitted until the patient can
be seen in the study center and resume study drug_

6.6 Permanent study drug discontinuation

Permanent study drug discontinuation (PSDD) 1s allowed at the Investigator’s discretion or
patient’s request at any time. The Investigator should call the | B B » case of
potential PSDDs.

If a patient has what 1s expected to be a permanent discontinuation of study drug, the patient
should complete PSDD wisit procedures outlined in the Assessment Schedule (Appendix 3). At
the PSDD wvisit, unless the patient has a contramndication to anticoagulation, Investigators
should arrange patients to be transitioned to appropmate SoC anticoagulation therapy
mimnuzing any gap in anticoagulation since patients with AF are at underlymng risk of stroke
and systemic embolism (see Section 7.1).

Patients who permanently discontinue study drug will have an EoS visit approximately 30 days
after the PSDD wisit and then will be contacted periodically, approximately every 12 weeks,
by telephone for SAEs and endpoints (see Section 7.2) until the site has been notified by the
SSC that the randomized period of the trial has ended at which point the patient’s participation
in the study can be considered completed. Sites should not enter the patient as “complete™
the eCRF until the study has been declared complete, unless the patient has withdrawn their
consent to be followed by all possible methods (1.e_, mn person, remotely, via third party) and
refuses to permut review of the medical records.

In certain situations, patients who have previously permanently discontinued study drug and
had an PSDD Visit can be allowed to resume study drug. The Investigator should contact the
I (© determine whether or not a patient who completed a PSDD visit can resume
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study drug.

Any patient who permanently discontinues study drug and also wishes to withdraw consent for
participation m the study must complete the protocol-specific withdrawal of consent
procedures (see Section 7.3). The Investigator should contact the | I to discuss
cases in which a patient wishes to withdraw before the decision 1s made and withdrawal
procedures are begun. Withdrawal procedures can begin only after discussion and confirmation
that the patient’s desire to withdraw full consent.

6.7 Concomitant treatment

The Investigator must mnstruct the patient to notify the study staff of any new medications
he/she takes after being enrolled into the study.

All prescription medications, OTC drugs including herbal supplements, and significant non-
drug therapies (including physical therapy and blood transfusions) administered or taken within
the timeframe defined in the entry criteria prior to the start of the study and during the study,
must be recorded on the Concomitant medications/Sigmificant non-drug therapies eCRF.
Medication entries should be specific to trade and generic name, the single dose and unit, the
frequency and route of adnunistration, the start and discontinuation date and the reason for
therapy.

Each concomitant drug must be mdividually assessed agamst all exclusion criteria/prohibited
medication. If m doubt, the Investigator should contact the [N dvring screening
or, if the patient 1s already enrolled, to determne 1if the patient should continue with study
treatment.

6.7.1 Prohibited medication

In case any of the following medications are chinically necessary, no further dosing of the study
drug should occur until the investigator has deternuned that 1t 1s safe for the patient to resume

study drug:
= Anticoagulants, other than the assigned study drugs, by any route
= Parenteral antiplatelet drugs (except NSAIDs)
= Thrombolytic agents.

For patients m the nnvaroxaban arm: use of combined P-gp and strong CYP3A mhibitors such
as atazanavir, clarithromycin, dronedarone, indinavir, itraconazole, ketoconazole, nefazodone,
nelfinavir, ntonavir, saquinavir, telithromycin, and voriconazole 1s prohibited as well as other
drugs m accordance with local regulations during their ime in the study.

For patients m the rnvaroxaban arm: use of combined P-gp and strong CYP3A mducers such as
rifampin/rifampicin, rifabutin, nifapentin, phenytoin, phenobarbital, pnmidone, St. John's
Wort, and carbamazepine i1s prolubited, as well as other dmgs in accordance with local
regulations during their time 1n the study.

6.7.2 Other Prohibitions and Restrictions

=  Women of childbearing potential (WOCBP) must agree to remain on an effectrve method
of contraception during their time in the study and for at least 10 weeks after the last dose
of abelacimab for WOCBP randonuzed to abelacimab.

= Men must agree not to father a child or donate sperm during their time in the study.
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6.8 Risks and benefits

The risks and benefits of using rivaroxaban in patients with atrial fibrillation are described in
the Summary of Product Characteristics [Xarelto® (rivaroxaban) SmPC] and Prescribing
Information [Xarelto® (rivaroxaban) — Package Insert].

The nisks associated with the use of abelacimab are those inferred by the biology of and chinical
experience with abelacimab, and those associated with study procedures.

There may be unknown nisks of abelacimab which may be serious and unforeseen. Refer to the
IB for further details regarding risks based on experience and biology of abelacimab.

6.8.1 Risks associated with the COVID-19 pandemic

The study treatments, including abelacimab, are not expected to alter the natural defense
mechanisms or developmg immunity to COVID-19. Anticoagulation therapy may have
beneficial effects mn preventing thromboembolic comphcations of COVID-19.

The COVID-19 pandemic may present added challenges for tnial participants who may nisk
exposure to COVID-19 during travel to research centers and mteractions with research staff.
In order to mmimze risk to frial participants, only crifical study tasks were mamtained.
Furthermore, study procedures were designed to be adaptable to changing conditions related to
the COVID-19 pandemic.

Investigators should make every effort to ensure that they are following local gmdelines to
prevent the spread of COVID-19 as well as provide appropnate medical oversight to patients
enrolled into this study, whether wvisits are taking place on-site or usmg one of the flexible
options that are available including:

= In-home visits in lieu of on-site visits for the s.c. admimstration of abelacimab;

= remote (via telephone or wvideo-calls) visits n lieu of on-site wisits when sc.
admimstration of abelacimab 1s not required;

= IxRS dispensing of multiple months of nivaroxaban supplies rather than requiring
rivaroxaban patients to refurn to the site to obtamn these supplies every month, as well
as direct-to-patient shipment (from site to patient’s home) of nvaroxaban supplies as
needed and locally pernutted.

If a patient contracts COVID-19 while enrolled in the study, the patient should be managed
according to usual medical practice. COVID-19 should be recorded in the adverse events page.

Vaccination for COVID-19 1s permutted during the study course.

Patients should not receive their injection of abelacimab within 3 days of receiving a COVID-
19 vaccine.

6.8.2 Risks Based on Prior Clinical Experience with Abelacimab

Abelacimab has been generally well-tolerated in the three clinical studies completed to date
(CMAAB68X2101, CMAAB68A1101, and ANT-003) as well as in the multiple dose study in
low-1i1sk AF patients (ANT-004) and in patients undergoing elective TKA surgery (ANT-005).
To date, across the Phase 1 and Phase 2 studies performed with abelacimab, more than 250
subjects have been admimistered abelacimab. AEs have been infrequent and well-balanced
between the treatment and placebo arms. No dose-dependent safety findings have been
observed. While fecal occult blood tests have been positive 1n a few study participants, none of
these positive test results remained positive on repeat testing or were associated with any
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chnical or laboratory signals indicating active bleeding. Thus, no specific risks have been
1dentified based on prior clinical experience for abelacimab.

683 Risks based on

6.8.4 Risk based on the biology of abelacimab

6.8.4.1 Bleeding risk

Since abelacimab 1s an mhibitor of FXI and FXTa, 1t acts as an anticoagulant. The bleeding risk
of abelacimab m patients with AF 1s unknown; however, treatment with abelacimab can be
expected to result in a bleeding phenotype comparable to the bleeding phenotype in patients
with severe FXI deficiency.

Patients with severe FXI deficiency generally do not experience spontaneous bleeding, and
spontaneous muscle or joint bleeding or mtracramal bleeding events are rare (Bolton-
Maggs 2000, Duga and Salomon 2013). Bleeding events that occur are often mjury- or trauma-
related, particularly i fissues with increased fibrinolytic activity such as the oral mucosa, nasal
mucosa, and urinary tract.

An FXI-ASO was also evaluated in a FIH study in healthy subjects (L et al 2011) and n
patients undergoing elective umilateral TKA (Biiller et al 2015). Robust and sustamned
reductions of FXI greater than 80% for a duration exceeding 6 to 8 weeks were aclueved at the
highest dose with several subjects reaching undetectable levels of FXI. No bleeding occurred
in subjects who received FXI-ASO m the FIH study. Furthermore, adnunistration of FXI-ASO
to patients undergoing unilateral TKA at a dose that achieved a mean 80% reduction m FXI
activity appeared to be associated with a trend towards a lower mcidence of major or CRNM
bleeding events compared to s.c. enoxaparin (Biiller et al 2015). Sinular results were observed
m a clinical study of a monoclonal antibody mhibitor of activated FXI, osocimab, which
showed no evidence of excess risk of bleeding with osocimab in patients undergoing elective
TKA (Weitz et al 2020).

In the Phase 1 studies of abelacimab (CMAA868X2101, CMAA868A1101, and ANT-003),
greater than 95% inhibition of FXI was not associated with bleeding mamfestations, and no
chinically relevant decreases in hemoglobmn or hematocrit were observed at any time-pomt
during the study. To date, in the ANT-004 study, no major or clinically relevant non-major
bleeding events have occurred with multiple s.c. adnumistration of abelacimab; however, 1
chnically relevant bleeding event at the surgical site has been reported in a patient randomuized
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to abelacimab in the ANT-005 study in patients undergoing TKA

A therapeutic strategy for the management of bleeding events in the study 1s provided in Section
8.2 and Appendix 2.

6.8.4.2  Potential risk associated with hypersensitivity reactions

Infusion of therapeutic protems can result in immediate or delayed hypersensitivity reactions.
Immediate reactions appear during the first hours after dmug adnunistration. Climcal
presentation may include a wide of range of symptoms e g_, fever, chulls, nausea, cutaneous
symptoms, bronchospasm, dyspnea, dizzimness, headaches, myalgia, tachycardia and/or
hypotension. Anaphylaxis, urticaria, and angioedema were also reported. Delayed
hypersensitivity reactions can appear between 1-2 hours and up to 14 days after adnumstration,
often with serum sickness—like symptoms (Coronunas et al 2014). The mcidence of
hypersensitivity reactions with monoclonal anfibodies (mAbs) depends on the degree of
humamzation, the cell lme from which they were obtamed and excipients. No
hypersensitivity reactions were observed in the 13-week toxicity study or m the Phase 1 studies
(CMAAS868X2101, CMAA868A1101 and ANT-003).

Management of hypersensitivity reactions depends on the clinical presentation and severity.
Treatment interruption (if applicable); flmds, vasopressors, corticosteroids, antihistamines,
bronchodilators, epinephrine, and oxygen may be used, as indicated.

6843  Potential risk associated with G

6.8.4.4 Potential risk associated with s.c. injection

B B B [vcciion site reactions can result i hematoma,
hemorrhage, bnusmng, erythema, discoloration, swelling and edema formation, particularly

following s.c. admimstration. The first and second injections of the study drug will be
admumistered at the study site where patients will be monitored for injection site reactions.

A therapeutic strategy for the management of injection site reactions 1s provided in Section 8 3.
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6.8.4.5 Potential risks associated with study procedures

Blood samples will be collected during the study either via venipuncture or 1.v. cannula Risks
associated with blood collection mclude pamn, swelling and/or brmsing at the insertion site of
the needle. Although rare, localized clot formation, infections and nerve damage may occur.
Lightheadedness and/or famtmg may also occur during or shortly after the blood draw.

6.8.5 Potential benefits associated with abelacimab use

FXI deficiency has been associated with a lower risk for VTE and stroke compared to the
general population (Salomon et al 2008, Salomon et al 2011, Press et al 2017). Furthermore,
FXI suppression using an anfisense oligonucleotide or monoclonal antibody against FXIa
demonstrated a lower rate of total VTE in patients undergomng umlateral TKA with no
conconutant increase in bleeding events compared to enoxaparin (Biiller et al 2015; Weitz et
al 2020). Prelimunary data from the ANT-005 study are consistent with the results obtamed
with FXI-ASO and the FXIa monoclonal antibody and suggest that abelacimab has robust
antithrombotic efficacy compared to enoxaparnn s.c. without an increase in bleeding events.

7 Study Completion and Discontinuation

7.1 Study completion and post-study treatment

The SSC will commumnicate to study sites when the study 1s ending. Sites will be mstructed to
schedule an end of treatment period (EoT) visit for randomized patients or end of extension
treatment (EoE) visit for extension patients, as relevant:

= Patients assigned to one of the abelacimab treatment arms should have their EoT or EoE
visit scheduled approximately 30 days after therr last s.c. mjection of study medication.

=  Patients assigned to the nvaroxaban treatment arm should complete their EoT wvisit starting
approximately two weeks after notification from the SSC. These patients should continue
to take their assigned treatment up to the day prior to the EoT wisit, at which time
rivaroxaban supplies must be collected.

At the EoT wisit or EoE (for patients completing the extension period), all study drug supplies
must be collected from the patient and the Investigator must begin plans to transition the
patient to SoC anticoagulation therapy according to the gmdelines in Table 7-1, unless the
patient has a contraindication to anticoagulation therapy.

Table 7-1  End of Study Transition Guidelines

Transitioning to Instructions
Direct oral anticoagulant (DOAC)| Patients should initiate oral DOAC on the same day of the EoT/EoE
visit.

Patients should be given a supply of VKA and instructed o begin
therapy 3 to 5 days before the FoT visit. At the FoT wisit, measure
PT/INR and repeat as frequently as necessary until the PT/INR is
Vitamin K antagonist (VEA) therapeutic. Sites may collect repeat INR. samples using point of
care devices or send for

local analysis, in which case results will remain as part of source
documentation only.

The EoS wvisit (in-person or telephone/video-call) will take place approximately 4-weeks after
the EoT/EoE wisit. This visit will assess patients for a general health and safety check prior to
concluding their participation mn the study.
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7.2 Discontinuation of study treatment

Discontinuation of study treatment for a patient occurs when study drug 15 permanently stopped
earlier than the protocol planned duration. Study drug discontinuation can be imtiated by either
the patient or the Investigator.

Study treatment should be discontinued from further study treatment for any of the followmng:
= Patient request

» The mvestigator judges that continued study drug admimstration 1s not m the best
interest of the patient

= Pregnancy (Section 8.6)

If a patient has what 1s expected fo be a permanent discontmuation of study drug, the patient
should complete the PSDD Visit procedures (see Section 6.6).

After study treatment discontinuation, at a mimmum, in abbrewviated visits, the following data
should be collected at clinic visits or via telephone/video-call visits:

= signs and symptoms suggestive of bleeding, stroke, or TIA

= new/concomutant treatments

= AFs/SAEs
If the patient cannot or 15 unwilling to attend any visit(s), the site staff should maintain regular
telephone contact with the patient, or with a person pre-designated by the patient,
approximately every 12 weeks.

7.3 Withdrawal of informed consent

Patient’s may voluntarily withdraw consent to participate i the study for any reason at any
time. Sites should contact the | lE before registering a withdrawal of consent.

Withdrawal of consent from the study can occur when a patient:
= does not want to participate m the study any longer, and
= does not want any further visits or assessments, and
= does not want any further study related contacts, and
= does not allow analysis of already obtamed biologic material which has not already
been analyzed, and
= does not allow further use of already obtained biologic material for future research.

In this situation, the Investigator must make every effort (e.g, telephone, e-mail, letter) to
determine the primary reason for the patient’s decision to withdraw his/her consent and record
this information 1n the eCRF and in the source document.

All effort should be made to complete the assessments prior to study withdrawal A final
evaluation at the tume of the patient’s study withdrawal should be made as detailed in the
assessment schedule (Appendix 3).

If withdrawal occurs prior to study drug dosing, study treatment must not be adnunistered, and
no further assessments conducted. The data that would have been collected at subsequent visits
will be considered mussing. Further attempts to contact the patient are not allowed unless safety
findings require communication or follow-up.
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7.4 Lost to follow-up

For patients whose status 1s unclear because they fail to appear for study visits without stating
an mtention to discontinue or withdraw, the Investigator should document in the source
documents steps taken to contact the patient, e g dates of telephone calls, registered letters, etc.
If local regulations pernut, a search of local, regional national public records, and/or internet
sites may be checked to locate a patient or investigate vital status.

A patient cannot be formally considered lost to follow-up until his/her scheduled end of study
visit would have occurred.

7.5 Early study termination by the Sponsor

The study can be terminated by the Sponsor at any time for any reason. This may mclude
reasons related to the benefit/nsk assessment of participating in the study, practical reasons
(e.g., mcluding slow enrollment), or for regulatory or medical reasons. Should this be
necessary, patients must be seen as soon as possible and treated as a prematurely withdrawn
patient. The Investigator may be mformed of additional procedures to be followed m order to
ensure that adequate consideration 1s given to the protection of the patient’s interests. The
Investigator will be responsible for informmg the IRB/EC of the early termination of the trial_

8 Safety monitoring

8.1 Adverse events

An AFE 1s the appearance or worsening of any undesirable sign, symptom, or medical condition
occurring after starting the study drug even if the event 1s not considered to be related to study
drug. Medical conditions/diseases that are present before starting study drug are only
considered AEs if they worsen after starting study drug. Abnormal laboratory values or test
results constitute AEs only if they mnduce climical signs or symptoms, are considered clincally
significant, or require therapy.

In addition, all reports of mtentional misuse and abuse of the study freatment are also
considered an AE wrespective if a clinical event has occurred. See Section 8.6 for an overview
of the reporting requirements.

The occurrence of AEs must be sought by non-directive questioning of the patient at each visit
during the study. AEs also may be detected when they are volunteered by the patient during or
between wisits or through physical exammation finding, laboratory test finding, or other
assessments. All AEs must be recorded on the Adverse Events eCRF under the signs, symptoms
or diagnosis associated with them, and accompanied by the followmg information:

1. the severity grade
= nuld: usuvally transient in nature and generally not interfering with normal activities
= moderate: sufficient discomfort to mterfere with normal activities
= severe: prevents normal activities
2. 1ts relationship to the study treatment
* Related
= Possibly related
= Not related
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3. 1ts duration (start and end dates) or if the event 1s ongoing an outcome of not recovered/not
resolved must be reported.

4. whether it constitutes a SAE (see Section 84.1 for defimition of SAE) and which
seriousness criteria have been met

5. Action taken regarding investigational treatment.

All AFs must be treated appropriately. Treatment may include one or more of the
followmg:

= no action taken (e g., further observation only)
= concomitant medication or non-drug therapy given
= hospitalization/prolonged hospitalization (see Section 8 4.1 for defimition of SAE)

6. Its outcome (not recovered/not resolved; recovered/resolved; recovering/resolving,
recovered/resolved with sequelae; fatal; or unknown).

Information about common side effects already known about the mvestigational drug can be
found in the IB. Once an AE 1s detected, it must be followed until its resolution or until it is
judged to be permanent, and assessment should be made at each visit (or more frequently, if
necessary) of any changes in severnity, the suspected relationship to the investigational drug,
the mterventions required to treat it, and the outcome.

The Investigator must also instruct each patient to report any new AE (beyond the protocol
observation period) that the patient, or the patient’s personal physician, believes mught
reasonably be related to study treatment Tus information must be recorded in the
Investigator’s source documents; however, if the AE meets the criteria of an SAE, 1t must be

reported to NN

8.2 Recommended treatment of bleeding adverse events

The management of a suspected bleeding AE 1s at the discretion of the Investigator and wall
depend on the source/location of the bleeding and the severity. In all cases of bleeding AEs,
the Investigator should use clinical judgment in assessing the nisk to the patient and monitor
whether the bleeding 1s resolving or worsening. Further gmidance for the management of
bleeding AEs mn this tnal can be found in Appendix 2. Investigators are also encouraged to

contact the |
I
]

All suspected bleeding events must be recorded on the appropriate eCRF page.

8.3 Recommended treatment of other adverse events
The Investigator and site staff must observe the patients for any AEs. All AEs should be treated
according to clmical practice.

8.3.1 Hypersensitivity reactions

Human monoclonal antibodies such as abelacimab have a low nisk of causing hypersensitivity
reactions.

Hypersensitivity reactions might occur even after iitial dosing. Immediate hypersensitivity
reactions may appear during the first hours after drug administration; chinical presentation may
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mnclude a wide of range of symptoms, e g, fever, chills, influenza-like syndrome, nausea,
vomitng, cutaneous symptoms, bronchospasm, dyspnea, dizziness, headaches, myalgia,
tachycardia, hypotension, urticaria, angioedema and acute anaphylaxis, which could be life-
threatening. Delayed hypersensitivity reactions may appear between 1-2 hours and up to 14
days after admmistration, often with serum sickness-like symptoms.

Treatment of hypersensitivity reactions 1s generally symptomatic and depends on the severity
of the mmtial reaction and the response to treatment. Antilnstamines, systemic corticosteroids,
and/or non-steroid ant-inflammatory drugs may be considered in milder cases of
hypersensitivity reactions. Intravenous access, cardiac momtoring, high-flow oxygen, fluds,
vasopressors, corticosteroids, antilustammnes, bronchodilators, and epmephrine may be used in
case of a serious of anaphylaxis or anaphylactoid reactions.

8.3.2 Injection site reactions

Subcutaneous injections can occasionally be associated with brmsing, hematoma, and
superficial vein thrombosis. Management of bruising can include resting the local area and cold
compresses. Heat packs or a washcloth soaked m warm water may be applied to the bruised
area for several days after the infusion or injection to promote resorption. Acetanunophen may
be used to alleviate pamn.

Infectious comphications “cellulitis-like reactions™ are usually treated with local antiseptics and
may occasionally require systemic antibiotics.

Immunologic mfusion site reactions could be acute, delayed or both. Clinical symptoms may
mnclude redness, swelling, induration, 1tching, tenderness, or pamn. Immunologic infusion site
reactions are usually self-limited and may be treated with cold compresses, antihistanines,
acetammophen, and topical anti-inflammatory drugs. Topical corticosteroids may be used if
the reaction worsens over several days. Oral corticosteroids are seldom required.

8.4 Serious adverse event reporting

8.4.1 Definition of SAE

An SAE i1s defined as any AE [appearance of (or worseming of any pre-existing) undesirable
sign(s), symptom(s), or medical conditions(s)] which meets any one of the followmg critena:

= 15 fatal or life-threatening
= results mn persistent or significant disability/incapacity
= constifutes a congenital anomaly/birth defect
= requres imnpatient hospitalization or prolongation of existing hospitalization, unless
hospitalization 1s for:
o elective or pre-planned treatment for a pre-existing condifion and has not worsened
since the start of study drug

o treatment on an emergency outpatient basis for an event not fulfilling any of the
defimitions of a SAE given above and not resulting n hospital admission

o social reasons and respite care in the absence of any deterioration i the patient’s
general condition

= 1smedically sigmficant, e g defined as an event that jeopardizes the patient or may
require acute medical or surgical intervention to prevent permanent impairment.
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All malignant neoplasms will be assessed as serious under “medically sipmificant™ if other
seriousness criteria are not met.

Life-threateming in the context of a SAE refers to a reaction m which the patient was at nsk of
death at the fime of the reaction; it does not refer to a reaction that hypothetically might have
caused death 1f 1t were more severe (see Annex IV, ICH-E2D Giudeline).

Medical and scientific judgment should be exercised in deciding whether other situations
should be considered serious reactions, such as important medical events that mught not be
immediately hfe threatening or result in death or hospitalization but might jeopardize the
patient or might require intervention to prevent one of the other outcomes hsted above.
Examples of such events are intensive treatment 1n an emergency room or at home for allergic
bronchospasm, blood dyscrasias or convulsions that do not result m hospitalization or
development of dependency or abuse (see Annex IV, ICH-E2D Guidelne).

Any suspected transmission via a medicinal product of an infectious agent 1s also considered a
serious adverse reaction.

All AFEs (serious and non-serious) are captured on the eCRF; SAEs also require individual
reporting to N 2s per Section 84.2.

84.2 SAE reporting

To ensure patient safety, every SAE, regardless of causality, occurning after the patient has
provided mformed consent and until 30 days after the last planned study assessment, must be
reported to i~ ithin 24 hours of learning of its occurrence as described below. Any
SAEs experienced after this period should only be reported to ] if the Investigator
suspects a causal relationship to study treatment.

Note: SAEs reported by patients deemed to be screen failures must be reported to e as
outhined here with appropriate information also captured in the eCRFs.

All follow-up mformation for the SAE including information on complications, progression of
the imitial SAE and recurrent episodes must be reported as follow-up to the onginal episode
within 24 hours of the Investigator recerving the follow-up information. An SAE occurring at
a different time interval or otherwise considered completely unrelated to a previously reported
one must be reported separately as a new event.

Follow-up information provided nmst describe whether the event has resolved or confinues, if
and how 1t was treated and whether the patient continued or withdrew from study participation.
Each re-occurrence, complication, or progression of the original event must be reported as a
follow-up to that event regardless of when 1t occurs.

If the SAE 1s not previously documented in the IB (new occurrence) and 1s thought to be related
to the study treatment a [Jl] 2ssociate may urgently require further information from
the Investigator for Health Authority reporting. ] ™ay need to issue an Investigator
Notification (IN) to inform all investigators mvolved in any study with the same study
treatment that this SAE has been reported. Suspected Unexpected Serious Adverse Reactions
(SUSARs) will be collected and reported to the competent authornties and relevant ECs m
accordance with EU Gudance 2011/C 172/01 or as per national regulatory requirements in
participating countries.

Clinical endpoints described m Section 54, such as bleeding events, ischemic stroke,
hemorrhagic stroke, TIA, non-CNS systemic embolic events, venous thromboembolic events
or myocardial infarction, that also meet SAE criteria will be collected as part of the endpomt
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eCRF. These protocol-specific SAEs will not be reported on an individual basis m an expedited
manner and mstead will be adjudicated by an independent CEC. Fatal events will be reported
regardless of adjudication on an aggregate basis to health authorities as requred by local
regulations. Other SAEs will be evaluated on a case-by-case basis to determine whether there
1s reasonable possibihity that the study drug caused the event. If the event 1s considered by the
sponsor or designee to meet the criteria for expedited reporting, the event will be reported in
an expedited manner. Study endpomts and safety data will be regularly reviewed by an
independent DMC in an unblinded manner to ensure prompt identification of any clinically
concermng safety 1ssues.

The mvestigator still has the responsibihity to report all SAEs to the sponsor as described above.

Follow the detailed instructions regarding the submussion process for reporting SAEs to
Note: SAEs must be reported to JJjjjij+thin 24 hours of the Investigator learning
of its occurrence/recerving follow-up information.

8.5 Reporting Medication errors including misuse/abuse

Medication errors are unintentional errors in the prescrnibing, dispensing, adnumistration or
monitoring of a medicine while under the control of a healthcare professional, patient/subject,
or consumer (EMA definition).

Misuse refers to situations where the medicmnal product 1s mtentionally and mapproprately
used not in accordance with the protocol.

Abuse cormresponds to the persistent or sporadic, intentional excessive use of a medicinal
product, which 1s accompanied by harmful physical or psychological effects.

All study treatment errors and uses outside of what 1s foreseen in the protocol will be collected
in the Dose Administration Record eCRF. Study treatment errors are only to be reported to
I dcpartment if the treatment error 1s associated with an SAE.

All mstances of misuse or abuse must be documented in the AE eCRF urrespective of the
misuse/abuse bemng associated with an AE/SAE. In addition, all instances of misuse or abuse
must be reported to the |l department. As such, instances of mususe or abuse
are also to be reported using the SAE form/eCRF. Table 81 summarizes the
reporting requirements.

Table 8-1 Summary of Reporting Requirements for Medication Errors

Document in Dose
Administration
Treatment error type eCRF Document in AE eCRF Complete SAE form/eCRF
Unintentional study Yes Onlyif associated with an | Ounly if associated with an SAE
treatment error AE
Misuse/Abuse Yes Yes Yes, even if not associated
with a SAE

For more mformation on AE and SAE definition and reporting requirements, please see Section
8.1 and Section 8 4, respectively.

8.6 Pregnancy reporting

Reproductive toxicity and teratogenicity data are not available for this antibody at this fime;
therefore, no gmdelines on therapeutic recommendations in case of pregnancy are available.
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Thus study enrolls women who are either of non-child-bearing potential or who have agreed to
highly effective contraception as outlined m the eligibility critenia; thus pregnancy 1s not an
expected outcome for any female study participant. However, i the case that a pregnancy in a
female study participant should occur please follow the below reporting puidelines. The
appropniate chinical follow-up for this patient and for the fetus 1s at the discretion of the
Investigator.

To ensure patient safety, each pregnancy occurring after sigming the mformed consent must be
reported tojiil] within 24 hours of learning of its occurrence. The pregnancy should be
followed up to determine outcome, mncluding spontaneous or voluntary termination, details of
the birth, and the presence or absence of any birth defects, congenital abnormalities, or maternal
and/or newborn complications.

Pregnancy must be recorded on the Pharmacovigilance Pregnancy Form and reported by the
Investigator to the |l department. Pregnancy follow-up should be recorded on the
same form and should include an assessment of the possible relationship to the study treatment.

Any SAE experienced during the pregnancy and unrelated fo the pregnancy must be reported
on a SAE form.

If the Investigator becomes aware of a pregnancy occurring in the partner of a subject
participating in the study, the pregnancy should be reported to i within 24 hours of
becoming aware, using Pregnancy Report Form Information regarding the pregnant partner
must only be submutted after obtamning wntten consent from the pregnant partner. The
pregnancy should be followed up to determine outcome, mcluding spontaneous or voluntary
termination, details of the birth, and the presence or absence of any birth defects, congenital
abnormalities, or maternal and/or newborn complications.

All assessments that are considered as a nisk during pregnancy must not be performed, such as
venography. The patient may continue all other protocol assessments.

9 Data review and database management

9.1 Site monitoring

Before study initiation, at a (remote or in-person) site mtiation visit or at an mvestigator’s
meeting, the Sponsor or Sponsor representative will review the protocol and eCRFs with the
Investigator(s) and their staff. During the study ] employs several methods of ensuring
protocol and GCP compliance and the quality/integrity of the sites’ data. The monitor will visit
the site to check the completeness of patient records, the accuracy of entries on the eCRFs, the
adherence to the protocol and to GCP, the progress of enrollment, and ensure that study drug
1s bemg stored, dispensed, and accounted for according to specifications. Key study personnel
must be available to assist the monitor during these visits.

The Investigator must maintain source documents for each patient in the study, consisting of
case and visit notes (hospital or climic medical records) contamning demographic and medical
information, laboratory data, electrocardiograms, and the results of any other tests or
assessments. All information on eCRFs must be traceable to these source documents m the
patient 's file. The Investigator must also keep the origmal informed consent form signed by
the patient (a signed copy 1s given to the patient).

The Investigator must give the monitor access to all relevant source documents to confirm their
consistency with the eCRF entries Jjjjjjj monitoring standards require full verification for
the presence of mformed consent, adherence to the eligibility criteria, documentation of SAEs,
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and the recording of data that will be used for all primary and safety variables. Additional
checks of the consistency of the source data with the eCRFs are performed according to the
study-specific monitoring plan. No information in source documents about the identity of the
patients will be disclosed.

9.2 Data collection

Designated mvestigator staff will enter the data requured by the protocol mto the Electronic
Case Report Forms usmng fully vahdated software that conforms to 21 CFR Part 11
requirements. Designated mvestigator site staff will not be given access to the electronic data
capture (EDC) system until they have been tramned. Automatic validation programs check for
data discrepancies and, by generating appropriate error messages, allow the data to be
confirmed or corrected before transfer of the data to the contract research organization (CRO)
working on behalf of Anthos Therapeutics. The Investigator must certify that the data entered
into the Electronic Case Report Forms (eCRFs) are complete and accurate. After database lock,
the Investigator will recerve copies of the patient data for archiving at the imnvestigational site.

Data not requiring a separate written record are noted on the Assessment Schedule and can be
recorded directly on the eCRFs. All other data captured for this study will have an external
ornginating source (either written or electronic) with the eCRF not being considered as source.

All data should be recorded, handled, and stored in a way that allows its accurate reporting,
interpretation and verification.

9.3 Database management and quality control

I vl review the data entered into the eCRFs by mvestigational staff for completeness
and accuracy and mstruct the site personnel to make any required corrections or additions.

Queries are sent to the mvestigational site using an electronic data query. Designated
mvestigator site staff 1s required to respond to the query and confirm or correct the data.

Concomitant medications entered into the database will be coded using the WHO Drug
Reference List, which employs the Anatomical Therapeutic Chenucal classification system.
Medical history/current medical conditions and adverse events will be coded usmg the medical
dictionary for regulatory activities (MedDRA) terminology.

Except for the extension period, laboratory samples will be processed centrally, and the results
will be sent electronically tojjjjjjjjij- During the extension period, safety laboratories will be
performed locally.

At the conclusion of the study, the occurrence of any emergency code breaks will be determined
after return of all code break reports and unused drug supplies to NN

The occurrence of any protocol deviations will be determuned. After these actions have been
completed and the database has been declared to be complete and accurate, 1t will be locked,
and the treatment codes will be made available for data analysis. Any changes to the database
after that time can only be made by joint written agreement between the Anthos Therapeutics
Head of Regulatory and the Cluef Medical Officer.

10 Data analysis

A general description of the statistical methods to be used to analyze this study 1s outlined
below. Further details can be found in the Statistical Analysis Plan (SAP).
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10.1 Analysis sets

*  On-Treatment: will consist of all randomuized patients who received at least one dose of
study drug. Patients will be considered to be on-treatment if within 60 days of their last
dose of study drug up to the EoT wvisit of the randomized treatment period.

= Intent-to-Treat (ITT): all patients randomized and dosed to be analyzed according to
randomized treatment assignment. Events occurring from randonuzation through EoS of
the randomized treatment period will be included mn the analysis.

= Per Protocol: All randomized patients with a treatment comphiance rate of at least 80% and
do not have any major protocol violations as defined in the final SAP.

*  On-Treatment Extension: will consist of all patients who recerved at least one dose of
abelacimab in the extension period. Patients will be considered to be on-treatment 1f within
60 days of therr last dose of study drug to the EoE visit of the extension period.

10.2 Patient demographics and other baseline characteristics

Data for background and demographic variables will be listed by treatment group and patient.
Summary statistics will be provided by treatment group.

Relevant medical history, current medical conditions, results of laboratory screens, drug tests
and any other relevant imformation will be listed by treatment group and patient, and summary
statistics will also be provided by treatment group.

10.3 Treatments

Data for study drug admunistration and concomitant therapies will be listed by treatment group
and patient.

10.4 Analysis of the primary variable(s)

The primary analysis will compare each abelacimab regimen with nvaroxaban for the time to
first occurrence of major or CRNM bleeding mn the On-Treatment Analysis Set. For each
treatment regimen, the event rate will be estimated with 95% confidence intervals (CIs). The
time to first event will be analyzed using the Cox proportional hazards model including

treatment and the following two stratification factors as covanates:

= Planned use of concomutant antiplatelet medication use (e.g., asprm and/or P2Y12
inhibitor) for the duration of the trial
= CrCl (Cockeroft-Gault) < 50 ml/min

The hazard ratios (HR) with 95% CIs will be reported for both doses of abelacimab vs.
rivaroxaban. A significance level of ¢=0.05, without adjustment for multiplicative testing, will
be used. A sensifivity analysis will be performed in the ITT population.

The proportional hazards assumption m the Cox model will be assessed. A piecewise Cox
model will be considered given evidence of non-proportional hazards.

10.5 Analysis of secondary variables
Secondary endpomts will be analyzed following the testing procedure outlined mn Section 10 4.
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10.5.1  Safety variables

10.5.1.1 Bleeding events
All information obtamed on bleeding events will be displayed by treatment group.

The number and percentage of patients with bleeding events will be tabulated by body system
and preferred term with a breakdown by treatment. A patient with nmltiple bleeding events is
only counted once towards the percentage of patients with bleeding events. Additional analysis
by negative binonuial may be carried out to compare bleeding event rates among treatment
groups 1if sufficient bleeding events occur.

Bleeding events occurrning during the extension period will be summarized as described in the
SAP.
10.5.1.2 Adverse events

All information obtamed on AEs will be displayed by treatment group and patient and will be
summarized separately for the On-Treatment Analysis Set and the On-Treatment Extension
Analysis Set.

The number and percentage of patients with AEs will be tabulated by body system and
preferred term with a breakdown by treatment. A patient with multiple AEs within a body
system 1s only counted once towards the total of this body system. Exposure-adjusted AE rates
will also be summarized for both the On-Treatment Analysis Set and the On-Treatment
Extension Analysis Set.

10.5.2  Vital signs

All vital signs data will be listed by treatment group, patient, and visit/time and 1f ranges are
available abnormalities (and relevant orthostatic changes) will be flagged. Summary statistics
will be provided by treatment and visit/time.

10.5.3  ECG evaluations
All ECG data will be listed by treatment group, patient and visit/time, abnormalities will be
flagged. Summary statistics will be provided by treatment and visit/time.

10.5.4  Clinical laboratory evaluations
All l1aboratory data will be listed by treatment group, patient, and visit/time and if normal ranges
are available abnormalities will be flagged. Summary statistics will be provided by treatment
and visit/time.

10.5.5  Other safety evaluations
All mjection site reaction data will be histed by treatment group, patient, and visit'time, and
summarnized by treatment group and visit/time as needed.
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10.6.1  Pharmacodynamics

All pharmacodynamic endpomts will be summanized by visit and treatment group mncluding
the ratio to baseline for each treatment along with their associated confidence intervals.

10.6.2  Pharmacokinetics
Plasma total abelacimab concentration data will be listed by dose, patient, and visit/sampling
time point. Descriptive summary statistics will be provided by dose and visit/sampling time
pomt, including the frequency (n, %) of concentrations below the LLOQ and reported as zero.

10.6.3  Pharmacokinetic / pharmacodynamic interactions
Graphical depictions of the relationship between plasma abelacimab concentrations and/or PK

The relationship between individual PK profiles or denived PK parameters and various
efficacy/PD measurements or derived vanables (for example: free FXI and aPTT) will be
explored as appropriate. Additionally, the effect of relevant baselme characteristics (age,
gender, body weight, baseline factor XTI levels, baseline aPTT, etc.) on PK parameters and PD
responses will be assessed as needed using a model-based approach that incorporates data from
other studies with abelacimab. If available, these results may be summanzed in the clinical
study report; however, a separate analysis plan and final report for this analysis will be 1ssued.

10.6.4 Immunogenicity

All immunogenicity results will be histed by treatment group, patient, and visit/time.

10.6.5  Exploratory biomarkers

[ ] Sample size calculation
The primary endpoint 1s the composite of major or CRNM bleeding. The study 1s event driven.

Assuming a HR of 0.60 for each dose of abelacimab compared with rivaroxaban, at least 166
events will provide at least 80% power for each abelacimab arm vs. nvaroxaban with a 2-sided
alpha of 0.05. Given an expected 15% per year event rate in the rivaroxaban arm, a 10% annual
dropout rate (death, withdrawal of consent, lost-to-follow-up), approximately 1,200 patients
should provide the requisite number of events over a total trial duration of 27 months. We wall
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follow the event rates with the possibility of extending enrollment phase to preserve the planned
duration of the trial.

10.8 Ad hoc data reviews

Ad hoc data reviews of unblinded data may be conducted by a Sponsor team durmg the conduct
of the study to support decision-making concerning the current study or the Sponsor’s chimical
development program in general These reviews will be conducted by a limited Sponsor team
not involved in the conduct of the study during the randommzed period of the study.

11 Ethical considerations

11.1 Regulatory and ethical compliance

This chinical study was designed and shall be implemented, executed and reported m
accordance with the ICH Harmomzed Tripartite Guidelines for GCP, with applicable local
regulations (imncluding European Directive 2001/20/EC, US Code of Federal Regulations Title
21, and Japanese Ministry of Health, Labor, and Welfare), and with the ethical principles laid
down 1n the Declaration of Helsinki.

11.2 Responsibilities of the investigator and ethics committee

Before mmitiating a trial, the Investigator/institution must obtain approval/favorable opinion
from the ethics commuttee (EC) for the trial protocol, written informed consent form, consent
form updates, patient recruitment procedures (e.g., advertisements) and any other written
information to be provided to patients. Prior to study start, the Investigator 1s required to sign
a protocol signature page confirming his/her agreement to conduct the study in accordance with
these documents and all of the instructions and procedures found in this protocol and to give
access to all relevant data and records to [Jjjjjjjonitors, auditors, |JRQuality
Assurance representatives, designated agents of Anthos Therapeutics, ECs, and regulatory
authorities as requured. If an inspection of the clinical site 1s requested by a regulatory authonty,
the Investigator must inform Anthos Therapeutics or a delegate working on their behalf
immediately that this request has been made.

For multi-center trials, a Coordinating Investigator will be selected by Anthos Therapeutics or
a delegate working on their behalf around the time of Last Patient Last Visit to be a reviewer
and signatory for the CSE_

11.3 Publication of study protocol and results

The key design elements of this protocol will be posted 1n a publicly accessible database such
as chmealtrials gov. Upon study completion and finahization of the study report the results of
this trial will be posted in a publicly accessible database of clinical trial results in accordance
with local regulations.

No publication or disclosure of study results will be permutted except under the terms and
conditions of a separate written agreement between the Sponsor and the Investigator and/or the
Investigator's instiftution. A Publication Commuttee, led by the TIMI Study Group, will oversee
publication of primary and secondary results. Further details of the composition, roles,
responsibilities, and processes of the Publication Commuttee will be documented m the
Publication Commuttee Charter.

The mnformation developed from this clinical study will be used by the Sponsor in connection
with the development of abelacimab and other drugs and diagnostics, and thus may be disclosed
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as required to other chinical investigators, busmess partners, or regulatory agencies. To permut
the mformation derived from the clinical studies to be used, the Investigator 1s obligated to
provide the Sponsor with all data obtained in the study.

12 Protocol adherence

This protocol defines the study objectives, the study procedures, and the data to be collected
on study participants. Additional assessments required to ensure safety of patients should be
admimstered as deemed necessary on a case by case basis. Under no circumstances 1s an
mvestigator allowed to collect additional data or conduct any additional procedures for any
research related purpose mvolving any mvestigational drugs under the protocol.

Investigators ascertain they will apply due diligence to avoid protocol deviations. If an
mvestigator feels a protocol deviation would improve the conduct of the study this must be
considered a protocol amendment, and unless such an amendment 1s agreed upon by Anthos
Therapeutics and approved by the EC and health authorities, where required, i1t cannot be
implemented.

12.1 Protocol Amendments

Any change to the protocol can only be made 1n a written protocol amendment that must be
approved by Anthos Therapeutics, Health Authorities where required, and the IRB prior to
implementation.

Amendments that are intended to elinunate an apparent immediate hazard to patients may be
mmplemented immediately, provided the Health Authonties are subsequently notified by
protocol amendment and the reviewing EC 1s notified.

Notwithstanding the need for approval of formal protocol amendments, the Investigator 1s
expected to take any immediate action required for the safety of any patients mncluded m thus
study, even if this action represents a deviation from the protocol. In such cases, the reporting
requirements identified in Section 8 (Safety Monitoring) must be followed and the Study Lead
informed.
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Appendix 1 — Components of the CHA2DS2-VASc Score

Table 14-1 Components of the CHA2DS2-VASc Score (Lip et al 2010)

Item Points
C | Congestive heart failure (or left ventricular systolic dysfunction) 1
H i}ﬁ;ﬁ;ﬁ:ﬂiﬁ:ﬁ ie:uﬁc;ﬁi;tenﬂy above 140/90 mmHg (or 1
Ax | Age =75 years 2
D | Diabetes Mellitus 1
S: | Pnor Stroke or TIA or systemic arterial thromboembolism 2
v | Vascular disease (e.g., peripheral artery disease, myocardial infarction, 1
aortic plaque)
A | Age 65—74 years 1
Sc | Sex category (1e_, female sex) 1
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15 Appendix 2 — Management of Bleeding

The management of suspected bleeding 1s at the discretion of the Investigator and will depend
on the source/location of the bleeding and the severity. In all cases of bleeding, the Investigator
should use climical judgment n assessing the risk to the patient and momtor whether the
bleeding 1s resolving or worsening.

See below for suggested gmdance for patients randonuzed to abelacimab or rnivaroxaban.
Regardless of study drug assignment, in the event of severe or ife-threatening bleeding such
as bleeding resulting in hemodynanuc compromise requiring intervention (such as endoscopy,
angiography, or surgery) or an mfracramal hemorthage, the followmng steps should be
considered:

= Withhold study drug and all antiplatelet agents / open label anticoagulants

= Institute standard of care for life-threateming bleeding (e.g., large bore 1.v. or central
venous access, type and crossmatch blood, admut to the intensive care unit, and provide

hemodynamic and respiratory support, as needed)
= Admnster packed red blood cells (or whole blood) as needed
= Consider measures specific to the patient’s study treatment as described below

In cases of severe or life-threatening bleeding, the investigator 1s encouraged to contact the
OO OO0
-

15.1 Abelacimab

Management of active bleeding in patients adnimstered abelacimab should begin, 1f possible,
with local measures (e g, pressure or packing) at the site to control any bleeding, if possible.
Minor bleeding events, such as epistaxis or superficial bleeding, can usually be managed
conservatively using local measures without interruption of study drug treatment. As noted
above, treatment of moderate to severe bleeding may require mtravenous flmd replacement and
blood transfusions. There 1s currently no specific reversal agent for abelacimab. Investigators
are encouraged to call the N for further gudance.

Based on chinical experience managig FXI deficient ndividuals, treatment options for patients
randonuzed to abelacimab include anti-fibrinolytic agents such as tranexamic acid (TXA),
topical hemostatic agents such as fibrin glue, and pro-hemostatic blood components such as
low dose recombinant activated factor VII (rfFVIIa), prothrombin complex concentrate (PCC),
fresh frozen plasma (FFP), and activated PCC [e.g., factor VIII inhibitor bypass actmvity

(FEIBA)].

Of note, FXI concentrates are available in some countries (not marketed in the US); however,
FXI concentrates are not likely to be effective in patients on abelacimab because the excess
free abelacimab antibody in the circulation is expected to quickly neutralize the exogenous FXIT

Antifibrinolytic agents have been used extensively in FXI deficient patients. Since bleeding in
FXI deficient patients typically occur in areas of high fibrinolytic activity such as the oral
mucosa, nasal mucosa, and urmary fract, procedures such as dental exfractions can be
performed with oral antifibrinolytic therapy alone starting the night before and contimung for
7 days (Duga et al 2013). Tranexamic acid (TXA) 1s the most frequently used agent and can be
given orally as a tablet or a 5% mouthwash, as well as infravenously. Fibrin glue has also been
used to restore local hemostasis during dental surgery m patients with FXI deficiency (Duga et
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al 2013) and 15 an option for patients adnunistered abelacimab.

TXA, fibrin glue, and rFVIIa alone or in combination have been used to treat serious bleeding
i FXI deficient patients undergomg major surgery and may be considered in the event of
severe or life-threatening bleeding in patients adnumistered abelacimab. Studies show that a
regimen of low-dose rFVIIa at a dose of 30 pg/kg followed by admunistration of rFVIla at a
dose of 15-30 pg/kg every 2—4 hours for 2448 hours m addition to TXA 1 g every 6 hours for
5 to 7 days can bypass the effect of FXI deficiency, restore coagulation parameters, and prevent
serious bleeding after major surgery mn FXI deficient patients (Riddell et al 2011, Livnat et al
2009).

In vitro thromboelastometry studies showed that rFVIIa 1s capable of bypassmg the inhibition
of FXIa produced by abelacimab in human blood and in plasma from cynomolgus monkeys. In
blood from healthy human donors, the prolongation of clotting time induced by abelacimab was
shortened upon addition of rFVIIa (see abelacimab IB). Recombmant FVIIa carries a boxed
warning for thrombosis, so this therapy should only be used in cases of severe bleeding where
the treating physician judges the benefit-risk to favor treatment with rFVIIa.

As a last resort, therapeutic plasmapheresis to remove abelacimab may be an option where
defimtive removal of abelacimab i1s requred. Therapeutic plasmapheresis using FFP in
exchange of patient’s own plasma to remove free and total abelacimab and to restore FXI to
desired levels m life-threatening bleeding could lead to defimtive neutrahization of the PD
effects of abelacimab if necessary. Clinical experience with this approach, however, 1s currently

lacking
15.2 Rivaroxaban

Active bleeding in patients randomized to rivaroxaban should be managed according to local
standard of care and gmdelines (Hindricks et al 2020).

Active bleeding 1 patients administered rivaroxaban should begin with local measures (e.g_,
pressure or packing) at the site to control any bleeding, if possible. Minor bleeding events, such
as epistaxis or superficial bleeding, can usually be managed conservatively without interruption
of study drug treatment.

As noted above, treatment of moderate to severe bleeding may require mtravenous flmd
replacement and blood transfusions. If the last dose of rivaroxaban was within 2-4 hr, the use
of activated charcoal may be considered to reduce further exposure. Specific treatment
mterventions to identify and manage the cause of bleeding (e.g., gastroscopy) should be
performed promptly.

In cases of severe or life-threatening bleeding, reversal of the effects of rivaroxaban with
andexanet alfa can be considered to restore physiological hemostasis. If unavailable, general
hemostatic agents, such as 4-factor prothrombin complex concentrates (PCC) may be used.
Activated prothrombin complex concentrates (aPCC), or rFVIIa can be considered; however,
these can also mncrease the risk of thrombosis.

Investigators are encouraged to call the || I for further gmdance.
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16 Appendix 3 — Assessment Schedules
Table 16-1 Assessment Schedule (Year 1)
Period Screening | Treatment Period (Year 1)
Day Month
-30to 1 1 8 30 60 3 4 5 6 T 8 9 10 1 12

Visit Window (days) 2 +3 +3 +5 +5 5 +5 +5 +5 5 +h +h 5
Informed consent/Genetic consent’ X
Inclusion/Exclusion criteria X X
Demography/Medical History X
Physical Exam S
Height and Weight X
Vital signs X x X X X
12-ead ECG X
HIV, Hepatitis B, Hepatitis C S
Serum Pregnancy and FSH X
Urne Pregnancy - WOCBP only 3 3 5 5
Hematology X x X X X X
Chemisiry X X X
Urnalysis X
PT/INR, aPTT X x X X X X X
PK? and Free FXI/ Total FXP X X X X X X
Antidrug antibodies (ADAR x X X X X X
Factor X1 Coagulation Activity? x X X X X X
Exploratory biomarkers® X X
Genetic sampla! x
EQ-5D-5L and ACTS PROs? x X X
Telephone call visit only X
Study drug s.c. administration® x X X X X X X X X X X X
Study drug p.o. accountability® X X X X X X X X X X X
Injection site inspection* x X X X X X X X X X X X
Concomitant medications X X
AE assessment X
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5 = results are documented in source documents only

1 The genetic informed consent is for an optional sub-study; the genetic sample can be collected at any time after the optional genetic informed consent is obtained

2 Only collected from patients assigned to abelacimab

* May be collected in a subset of patients
* patients assigned to abelacimab only; Dose can be administered at in-clinic or in-home visits by medically qualified, un-blinded study staff or designees as locally pemitted. If administered in-

home, assessments for concomitant medications, AEs, and other changes in health status will be conducted by sites via telephone or video call as locally permitted
¢ Patients assigned to rivaroxaban only; Accountability can be assessed at in-clinic visit or via virtual (e.g. video call) visit as appropriate and locally permitted
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Table 16-2 Assessment Schedule (Year 2)

IP‘EI‘iﬂd

Treatment Period (Year 2)

Month

13

14

15

16

17

18

19

20

21

24

Visit Window (days)

+h

+h

PSDD
Visit

EoT
Visit®

EoS
4wk post-
transition

visiticall

Physical Exam

\Vital signs

12-lead ECG

Urine Pregnancy - WOCBFP only

Hematology

k-3

=

ECI I A

=\ = =

Chemistry

PT/INR, aPTT

PK? and Free FXI/ Total FXP

Antidrug antibodies (ADAY

Factor X| Coagulation Activity®

T o B

oM = = = = |0

L LT

L LT

Exploratory biomarkers?

ELT T o A

EQ-50-5L and ACTS PROs?

Study drug s.c. administration®

-]

Study drug p.o. accountabilitys

|injection site inspection®

ECT A o i

o - S R B - - - - - B ]

Concomitant medications

X

A B

IAE assessment

X

X

= = = (=

5 = results are documented in source documents only; PSDD = permanent study drug discontinuation; EoT = end of treatment period; EoS = end of study

1 Subsequent treatment years will follow the same assessment schedule as Year 2

2 Only collected from patients assigned to abelacimab

* May be collected in a subset of patients

* patients assigned to abelacimab only; Dose can be administered at in-clinic or in-home visits by medically qualified, un-blinded study staff or designees as locally permitted. If administered in-

home, assessments for concomitant medications, AEs, and other changes in health status will be conducted by sites via telephone or video call as locally permitted
¢ Patients assigned to rivaroxaban only; Accountability can be assessed at in-clinic visit or via virtual (e.g. video call) visit as appropriate and locally permitted

£ The EoT visit for the randomized treatment period will also serve as Day 1 for the optional extension period. Refer to Table 17-3 for the optional extension period assessments. If a patient
electz not to enter the extension, they will have the EoS visit as described in the protocol.
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Table 16-3 Optional Extension Period Assessment Schedule
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