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1 PROTOCOL SYNOPSIS

STUDY TITLE

Apixaban Evaluation of Interrupted Or Uninterrupted Anticoagulation in
Ablation of Atrial Fibrillation.

PHASE

Phase IV

INTERVENTION

Apixaban uninterrupted therapy vs. interrupted therapy. Apixaban dose
will be 5 mg b.i.d. (per product label, dose adjustment to 2.5 mg b.i.d. will
be required for subjects with >2 of the following characteristics: age >80
years, body weight <60 kg, or serum creatinine >1.5 mg/dL).

PrROTOCOL
NUMBER

CV185-373

STUDY DESIGN

Prospective, multicenter, randomized, open-label clinical trial. The study
will compare 2 arms: uninterrupted vs. interrupted therapy with apixaban
in subjects with planned catheter ablation for the treatment of nonvalvular
atrial fibrillation (NVAF).

Simultaneously, a retrospective cohort of 300 warfarin-treated
individuals, identified by chart review, who are matched to the
prospective randomized subjects, will be identified. Key demographic
and outcome variables from each patient record will be documented. The
outcomes in this group will be compared to the outcomes in the
randomized, prospective cohort.

OBJECTIVES

For the prospective, randomized cohort: to evaluate the efficacy and
safety of apixaban uninterrupted therapy vs. interrupted therapy during the
peri- and post-procedural period of catheter ablation.

For the retrospective, warfarin cohort: to assess the efficacy and safety of
apixaban compared to the current clinical setting (use of warfarin).
Outcomes derived from the retrospective warfarin cohort will be
compared to that observed in the combined (both randomized arms)
prospective cohort, and to that observed in each randomized arm of the
prospective cohort (warfarin vs. uninterrupted apixaban; warfarin vs.
interrupted apixaban).

HYPOTHESES

A strategy of uninterrupted apixaban will have similar rates of bleeding
and thrombotic events as an interrupted strategy.

Peri- and post-procedural treatment with apixaban may have a similar risk

AEIOU Trial
Version 1.1; September 2, 2015
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of thrombotic events but with a decreased risk of bleeding compared with
current peri- and post-procedure anticoagulation management strategies
with warfarin.

SUBJECT
POPULATIONS

For the prospective, randomized cohort: Subjects undergoing catheter
ablation for NVAF.

For the retrospective, warfarin cohort: Patient records identified through
chart review of individuals who underwent catheter ablation for NVAF on
or after September 1, 2013 in the enrolling centers, who were treated with
warfarin, who have documented follow-up in the medical record for > 30
days post-ablation procedure, and who are matched (prospectively, with
site personnel blinded to the clinical outcome) to the prospective,
randomized cohort for age (+/- 5 years), gender, and AF type (paroxysmal
vs. persistent).

STUDY PROTOCOL

For the prospective, randomized cohort: Subjects undergoing catheter
ablation for NVAF will be enrolled prospectively.

Subjects will be treated with apixaban for >21 days prior to ablation.
Apixaban dose will be 5 mg b.i.d.; per product label, dose will be 2.5 mg
b.i.d. in subjects with >2 of the following characteristics: age >80 years,
body weight <60 kg, or serum creatinine >1.5 mg/dL.

Subjects will be randomized 1:1 to 2 peri-procedural treatment strategies:

1. Uninterrupted treatment: administer the evening apixaban dose on
the day prior to the procedure; administer the morning apixaban
dose on the day of the procedure; administer heparin bolus before
transseptal puncture to maintain a target activated clotting time
(ACT) > 300 seconds; administer the evening apixaban dose after
the procedure if there were no peri-procedural complications that
necessitate withholding anticoagulation for longer duration.

2. Interrupted treatment: administer the evening apixaban dose on the
day prior to the procedure; do not administer the morning
apixaban dose on the day of the procedure; administer heparin
bolus before transseptal puncture to maintain a target ACT > 300
seconds; administer the evening apixaban dose after the procedure
if there were no peri-procedural complications that necessitate
withholding anticoagulation for longer duration.

Subjects will be consented and enrolled at Visit 1 and treated with
apixaban; for subjects already being treated with apixaban for >21 days, it
is not necessary to wait 21 days between Visit 1 and Visit 2. Eligible
subjects will be randomized prior to the procedure (Visit 2);
randomization may take place on the day of the procedure or up to 3 days

AEIOU Trial
Version 1.1; September 2, 2015
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prior. Subjects not randomized will be considered screen failures. Routine
monitoring, including pre-procedural transesophageal echocardiography,
will be performed at the discretion of the investigator.

Randomization of subjects will be stratified only by site. Apixaban
treatment will be continued for 1 month post-catheter ablation. Visits will
be at screening/enrollment, pre-procedure, discharge, and at 1 month for
follow-up.

For the retrospective, warfarin cohort: A chart review will be conducted to
identify patient records for 300 warfarin-treated individuals who
underwent ablation for NVAF on or after September 1, 2013 in the
enrolling centers, who have documented follow-up in the medical record
for > 30 days post-ablation procedure, and who are matched to the
subjects from the prospective randomized cohort. Site personnel will
prospectively review (blinded to the subject’s clinical outcome) matched
records of patients who meet the applicable inclusion/exclusion criteria
(see Inclusion/Exclusion Criteria for details) to document key
demographic and outcome variables. This review will assess the incidence
of the adjudicated primary endpoint in the current setting. Only pre-
existing data will be collected for the analysis of this cohort.

NUMBER OF
SUBJECTS AND
SITES

Up to 20 sites in the United States (US) will participate.

For the prospective, randomized cohort: In order to obtain 300
randomized subjects, it is anticipated that up to 360 subjects will be
enrolled.

For the retrospective, warfarin cohort: 300 matched patient records will be
identified via retrospective chart review, with site personnel blinded to the
subject outcome.

PRIMARY
ENDPOINTS

Primary safety endpoint: The primary safety endpoint is the incidence of
clinically significant bleeding assessed from the time of randomization
through 1 month post—catheter ablation. Clinically significant bleeding is
defined as bleeding meeting Bleeding Academic Research Consortium
(BARC) criteria type 2 or higher. See Appendix 2 for BARC definitions.

Primary efficacy endpoint: The primary efficacy endpoint is the
incidence of thrombotic events assessed from the time of randomization
through 1 month post-catheter ablation. Thrombotic events are defined as

AEIOU Trial
Version 1.1; September 2, 2015
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a composite of non-hemorrhagic stroke and systemic thromboembolic
events.

SECONDARY Major Secondary Endpoints
ENDPOINTS
Incidence of a composite of major bleeding (defined as BARC criteria
type 3 or higher) and thrombotic events assessed from the time of
randomization and from the time of enrollment through 1 month post—
catheter ablation.
Incidence of a composite of clinically significant bleeding (BARC criteria
type 2 or higher) and thrombotic events assessed from the time of
randomization and from the time of enrollment through 1 month post—
catheter ablation.
See protocol for Additional Secondary Endpoint information.
SUBGROUP The primary and major secondary endpoints will be assessed for the
ANALYSES . . .
following major subgroups:
Age (<80 and >80 years).

b. CHA;DS,-VASc (Congestive heart failure, hypertension, age,
diabetes mellitus, stroke or transient ischemic attack or
thromboembolism, vascular disease, age, sex category) score (<
median, > median).

c. HAS-BLED (hypertension, abnormal renal/liver function, stroke,
bleeding history or predisposition, labile international normalized
ratio, elderly, drugs/alcohol) and HEMORR,HAGES (hepatic or
renal disease, ethanol abuse, malignancy, older age, reduced
platelet count or function, re-bleeding, hypertension, anemia,
genetic factors, excessive fall risk, stroke) bleeding risk scores (<
median, > median).

d. Baseline antiplatelet therapy vs. no antiplatelet therapy.

e. Baseline anticoagulation therapy (subjects who are
anticoagulation-naive versus subjects on vitamin K antagonists
versus subjects on novel oral anticoagulants).

f.  Subjects with >2 of the following characteristics: age >80 years,
body weight <60 kg, or serum creatinine >1.5 mg/dL.

g. Apixaban dose.

12
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CONSIDERATIONS
AND STATISTICAL
ANALYSES
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Given the nature of the pilot study, it is not powered for the primary
analyses of comparing randomized treatments on the primary
endpoints. The sample size however is based on an evaluation of
anticipated event rates as compared with current literature, as
described further below. While not definitively powered to detect
differences in the randomized groups, this study should provide useful
information on this patient population.

For the primary analysis of the comparison of the interrupted versus
uninterrupted apixaban treatment strategies, the primary efficacy and
safety endpoint rates and the exact 2-sided 95% confidence intervals
of the primary efficacy and safety endpoints for each apixaban group
(and for both apixaban groups combined) and a 2-sided 95%
confidence interval of the risk difference between the apixaban groups
(calculated using the Wilson method) will be displayed for apixaban-
treated subjects.

In addition, the secondary analysis of the primary efficacy and safety
endpoints will compare the rates (from randomization to 1 month
post-ablation) of clinically significant bleeding events and of
thrombotic events observed in the apixaban prospective randomized
cohort (both randomized arms combined and separately by
randomized arm), compared to that observed in the matched,
retrospective warfarin cohort.

Sample size justification:

A tertiary but important current aim of the study is to assess the
combined thrombotic/bleeding rate for both apixaban groups
combined via an approach using a comparison to a literature-derived
boundary. The boundary is derived from the warfarin event rates
reported in studies assessing novel oral anticoagulants versus warfarin
in the setting of ablation, and in which 3-month rates were reported.
This strategy ensures the literature-derived boundary is reflective of
current standards of care.

We searched PUBMED for the following search criteria: “(dabigatran
AND ablation) OR (rivaroxaban AND ablation) OR (apixaban AND
ablation) OR (novel oral anticoagulants AND ablation).” The search
yielded 78 titles, of which 12 full-text articles were retrieved for in-
depth review. The following 5 studies were identified:

AEIOU Trial
Version 1.1; September 2, 2015
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Warfarin
Group Clinically Significant Bleeding and
Study Size Thrombotic Events*
1
Kaseno et al. 101 13 (12.9%)
Bassiouny ef al.” 623 24 (3.9%)
: 3
Kaiser et al. 135 12 (8.9%)
- 7

Kim et al. 572 31 (5.4%)

e 3
Yamayji et al. 203 7 (3.4%)

* Includes thromboembolic events, major clinically significant bleeding events,
and minor bleeding events.

A meta-analytic rate of the composite of clinically significant bleeding
and thrombotic events is calculated to be 5.5% (£1.1%) from a
random effects meta-analysis (random effects meta-analysis was used
due to significant heterogeneity among studies).

Because most events will occur early after the index event, and to
compare rates at 1 month (rather than 3 months in the literature), we
will use a composite event rate of 5.0% for the apixaban group. Other
recent studies, having differing definitions of major bleeding, have
event rates ranging from 3% to 12%.°® As such, a conservative 5%
rate for the composite seems reasonable.

An analysis of the two randomized groups of apixaban combined (300
patients) will be used to assess whether the 1-month rate of the
composite of clinically significant bleeding and thrombotic events
(and additionally of the composite of major bleeding and thrombotic
events) falls below a boundary of 8.7%. Specifically, this study will
assess the ability of apixaban (in both randomized groups combined)
in the setting of ablation to meet a boundary of 8.7%, which is an
absolute increase of 3.7% over the expected rate of 5.0%.

The following assumptions were used for the sample size calculations:

» Assessment is that the incidence of a composite of clinically
significant bleeding and thrombotic events (and composite of
major bleeding and thrombotic events) in the setting of apixaban
treatment (interrupted and uninterrupted combined) peri- and post-
ablation for NVAF meets the boundary using a 1-sided exact test
based on the binomial distribution.

» The true apixaban event rate at 1 month is assumed to be 5.0%.
* Type I error (o) = 0.05 (1-sided).
* Power of 80%.
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A sample size of 300 apixaban subjects in the prospective,
randomized cohort provides 80% power to meet this boundary, with
the upper bound of the 1-sided 95% confidence interval of the event
rate in the study cohort not exceeding 8.7%.

INCLUSION
CRITERIA

For the prospective, randomized cohort:

1.

Signed informed consent. Before any study procedures are performed,
subjects will have the details of the study described to them, and they
will be given a written informed consent document to read. Then, if
subjects consent to participate in the study, they or their legal
representatives will indicate that consent by signing and dating the
informed consent document in the presence of study personnel.

2. >18 years of age.

NVAF with planned catheter ablation treatment.

Planned anticoagulant treatment for a minimum of 1 month after
catheter ablation.

Subject agrees to all required follow-up procedures and visits.
For women of childbearing potential (WOCBP):

e Must have a negative serum or urine pregnancy test (minimum
sensitivity 25 IU/L or equivalent units of human chorionic
gonadotropin [HCG]) within 24 hours prior to the start of study
drug.

e Must not be breastfeeding

e Must agree to follow instructions for method(s) of contraception
for the duration of treatment with the study drug apixaban plus 5
half-lives of apixaban (3 days) plus 30 days (duration of ovulatory
cycle) for a total of 33 days post-treatment completion.

Males who are sexually active with WOCBP must agree to follow
instructions for method(s) of contraception for the duration of
treatment with the study drug, apixaban, plus 5 half-lives of apixaban
(3 days) plus 90 days (duration of sperm turnover) for a total of 93
days post-treatment completion.

Azoospermic males and WOCBP who are continuously not
heterosexually active are exempt from contraceptive requirements.
However, WOCBP must still undergo pregnancy testing as described
in this section.

AEIOU Trial
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INCLUSION For the retrospective, warfarin cohort:
CRITERIA 1. >18 years of age, at the time of the historical catheter ablation
(CONTINUED)

procedure.

2. NVAF with catheter ablation treatment on or after September 1,
2013in the enrolling center.

3. Treatment with a strategy of “uninterrupted warfarin” prior to and
following catheter ablation (i.e. no peri-procedural bridging with low
molecular weight heparin).

4. Medical record includes documentation of follow-up for > 30 days
post-ablation, i.e. follow-up visit or phone contact (at the facility or
with other medical provider).

5. Baseline characteristics in patient record match 1:1 with a subject in
the prospective, randomized cohort within the same study site, based
on all of the following criteria:

o Age (+/— 5 years)

e Gender

e AF type (paroxysmal vs. persistent).

FXCLUSION For the prospective, randomized cohort:
CRITERIA 1. History of significant bleeding diathesis or coagulopathy or

inability to accept blood transfusions.

2. Known hypersensitivity or contraindication to heparin or
apixaban.
Subjects with mechanical prosthetic heart valves.

4. History of cerebrovascular accident or transient ischemic attack
within the last 6 months.
Prior intracranial hemorrhage.
End-stage renal failure (creatinine clearance rate <15 mL/minute
or on dialysis treatment).
Hepatic disease associated with coagulopathy.
Current or expected systemic treatment with strong dual inducers
of cytochrome P450 3A4 (CYP3A4) and P-glycoprotein (e.g.,
rifampin, carbamazepine, phenytoin, St. John’s wort).

9. Current or expected systemic treatment with dual antiplatelet
therapy, other anticoagulants, or fibrinolytics.

10. Planned or expected surgery, or other invasive procedure that
would require interruption of anticoagulation within 1 month of
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1.

12.

13.
14.
15.
16.
17.
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the catheter ablation procedure.

Currently enrolled in another investigational device or drug trial
that has not completed the primary endpoint or that clinically
interferes with the current study endpoints.

Co-morbid condition(s) that could limit the subject’s ability to
participate in the trial or to comply with follow-up requirements,
or that could impact the scientific integrity of the trial.

Platelet count <1 OO,OOO/mm3 )

Hemoglobin level <9 g/dL.

Any active bleeding.

Prisoners or subjects who are involuntarily incarcerated.

Subjects who are compulsorily detained for treatment of either a

psychiatric or physical (e.g., infectious disease) illness.

For the retrospective, warfarin cohort:

Exclusion criteria 1-15 apply to this study population, applicable at
the time of the historical catheter ablation procedure.

ESTIMATED
START DATE,
ENROLLMENT,
AND FOLLOW-UP

Estimated start date is in the third quarter of 2015. The enrollment
phase is expected to last 10 months. Subjects will be followed from
enrollment (approximately 0-42 days prior to ablation) to 1 month
post-procedure.

AEIOU Trial
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2 INTRODUCTION

Atrial fibrillation (AF) is the most common significant cardiac rhythm disorder and is associated
with substantial mortality and morbidity.” The estimated prevalence of AF is 0.4% to 1% in the
general population, and increases with age.”'® AF is also associated with increased morbidity
and increased risk of thrombotic embolism and death.''" The rate of ischemic stroke among
patients with nonvalvular atrial fibrillation (NVAF) is estimated at 5% per year,'* with 1 of every
6 strokes occurring in a patient with AF."> The use of antithrombotic medications can mitigate
some of the embolic risks associated with AF, and clinical guidelines recommend that

anticoagulants be used in patients with more than 1 moderate risk factor."*

Catheter ablation of AF has become a well-established therapeutic approach in symptomatic
patients.'* However, AF catheter ablation is technically challenging and carries a risk of
thromboembolic complications, likely associated with the catheters used in the left atrium,
endothelial denudation, scar formation, and tissue inflammation.'®'® The incidence of
thromboembolic events associated with AF ablation can be as high as 7%,'” and there are reports
indicating clinically silent cerebral microembolism detected only by post-procedural
imaging.**?' Peri-procedural anticoagulation management in patients undergoing AF ablation
can mitigate some of these effects, but is associated with a higher bleeding rate.”” Recent
guidelines suggest that catheter ablation of AF can be executed without warfarin interruption, but
the level of evidence supporting this recommendation is still low.”

The field of anticoagulation has changed considerably over the last few years. Considerable
research has sought to overcome the limitations of available anticoagulant and antithrombotic
agents, including efforts to develop agents that target specific factors of the coagulation process,
which in turn may improve efficacy and increase the therapeutic index. Factor Xa (FXa) is a
primary target, as this factor plays a pivotal role in the coagulation cascade at the junction of the
intrinsic and extrinsic pathways of the coagulation system. Inhibition of FXa is expected to exert
anticoagulant and antithrombotic effects by decreasing the conversion of prothrombin to active
thrombin, thereby diminishing thrombin-mediated activation of the coagulation process,
including fibrin formation and platelet activation.**

Novel oral anticoagulants (NOACs) have been studied for treatment of AF in the setting of
catheter ablation. They have shown to carry a comparable risk-benefit profile to that of
warfarin. > Apixaban, a novel, orally active, potent, direct selective inhibitor of coagulation
FXa, reversibly binds to the active site of FXa, and exerts anticoagulant and antithrombotic
effects by diminishing the conversion of prothrombin to thrombin. It has been shown to reduce

the risk of stroke, systemic embolism, and bleeding in patients with AF compared with
18
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warfarin,”’ and reduce the risk of stroke and systemic embolism without increasing the risk of

bleeding compared with aspirin in patients for whom vitamin K antagonists are not suitable.**

Considerable uncertainty exists about the optimal strategy for dosing NOAC agents around the
time of an ablation procedure. “Uninterrupted” warfarin has become the standard approach
based on case series and on randomized study (BRUISE CONTROL) of a related procedure®*"

A series of papers have been published using uninterrupted rivaroxaban, with similar rates of
bleeding and thrombotic endpoints as warfarin control patients.”® With dabigatran, two strategies
of interrupted dosing have been evaluated in prior years, where holding one dose was associated
with increased bleeding, but holding two doses was not. Randomized trials however, are testing

an uninterrupted strategy.>> >>

With apixaban, the graph below illustrates the level of anticoagulation over time with twice daily
dosing, which would be that of an “uninterrupted” strategy. For an “interrupted” strategy,
holding the dose in the morning of the ablation procedure, thus being between 12-18 hours
following a dose (if last taken at 8pm the night before) — the level of anticoagulation
approximates that of rivaroxaban. Which of these two approaches gives the best overall

effectiveness for avoiding bleeding and thrombotic complications is unknown.**

Apixaban vs Rivaroxaban PK/PD

Pharmacodynamic Outcomes: Mean and Individual
Day 4 Anti-Factor Xa Activity—Time Profiles
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A close temporal relationship between plasma concentration and anti-factor Xa activity
was seen for both compounds across the dosing interval

Anti-factor Xa activity is given in low molecularweight heparin units per mL

BID, twice daily; QD, once daily
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2.1 Opverall Risk/Benefit Assessment

Similar to other NOACs, apixaban is expected to have a risk-benefit profile that is comparable to
that of warfarin in subjects with NVAF undergoing radiofrequency ablation. In this study, peri-
and post-procedural treatment with apixaban may reduce procedure-related risk of
thromboembolic complications but with a decreased risk of bleeding compared with current peri-

and post-procedure anticoagulation management strategies.

Between the two dosing strategies, it is not known whether the uninterrupted or interrupted
strategy of apixaban will differ in their rates of clinically significant bleeding or thrombotic
events. For possible benefits and risks — holding one dose of apixaban could potentially lower the
risk of bleeding or might increase thrombotic events; conversely, continuing apixaban might lead
to a higher risk of bleeding but lower rates of thrombotic events. On balance though, with the
modest difference in the level of anticoagulation, it is hypothesized that the rates of these events
will be similar between the two strategies.

2.2 Research Hypothesis

For the prospective, randomized cohort:

Among subjects planned to undergo catheter ablation for treatment of NVAF, it is hypothesized
that the incidence of thrombotic events and bleeding events will be similar between the two arms
of the study (apixaban uninterrupted therapy vs. apixaban interrupted therapy). To assess this
hypothesis, the primary efficacy and safety endpoint rates and the exact 2-sided 95% confidence
intervals of the primary efficacy and safety endpoints for each apixaban group (and for both
apixaban groups combined) and a 2-sided 95% confidence interval of the risk difference between
the groups (calculated using the Wilson method) will be presented for apixaban-treated subjects.

Retrospective warfarin cohort:

It is hypothesized that peri- and post-procedural treatment with apixaban may have similar risk
of thrombotic events but with a decreased risk of bleeding compared with current peri- and post-

procedure anticoagulation management strategies with warfarin.

A tertiary research hypothesis is:
The combined clinically significant bleeding and thrombotic event rate (and additionally the

combined major bleeding/thrombotic event rates) with apixaban peri- and post-procedural
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treatment (interrupted and uninterrupted combined) will be lower than the literature-based
boundary of 8.7% at 1 month based on the medical literature. To assess this hypothesis, we will
compare the 1-sided 95% upper bound of the confidence interval of the rate of clinically
significant bleeding and thrombotic events to the literature-based boundary. (If interrupted and
uninterrupted apixaban are considered to be statistically and clinically significantly different on
the combined bleeding/thrombotic event rate, then this analysis may be carried out separately for
interrupted and uninterrupted apixaban).

2.3 Study Rationale

This post-market, prospective, randomized trial is designed to assess the efficacy and safety of
apixaban in subjects planned to undergo catheter ablation for treatment of NVAF. This will be
the first study addressing the safety and efficacy of 2 apixaban treatment strategies
(uninterrupted versus interrupted) in the setting of NVAF ablation. It will also assess the
effectiveness of each strategy for apixaban (uninterrupted, interrupted) versus warfarin and both
strategies for apixaban combined (uninterrupted plus interrupted) versus warfarin.

2.4 Study Objectives

For the prospective, randomized cohort: to evaluate the efficacy and safety of apixaban

uninterrupted therapy vs. interrupted therapy during the peri- and post-procedural period of
catheter ablation.

For the retrospective, warfarin cohort: to assess the efficacy and safety of apixaban compared to

the current clinical setting (use of warfarin). Outcomes derived from the retrospective, warfarin
cohort will be compared to that observed in the combined (both randomized arms) prospective
cohort, and to that observed in each randomized arm of the prospective cohort (warfarin vs.

uninterrupted apixaban; warfarin vs. interrupted apixaban).

3 ETHICAL CONSIDERATIONS

3.1 Good Clinical Practice

This study will be conducted in accordance with Good Clinical Practice (GCP), as defined by the
International Conference on Harmonisation (ICH) and in accordance with the ethical principles
underlying European Union Directive 2001/20/EC and the United States Code of Federal
Regulations (CFR), Title 21, Part 50 (21CFR50).
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The study will be conducted in compliance with the protocol. The protocol, any amendments,
and the subject informed consent will receive Institutional Review Board/Independent Ethics
Committee (IRB/IEC) approval/favorable opinion before initiation of the study.

All potential serious breaches must be reported immediately to Harvard Clinical Research
Institute (HCRI). A serious breach is a breach of the conditions and principles of GCP in
connection with the study or the protocol, which is likely to affect, to a significant degree, the
safety or physical or mental integrity of the subjects of the study or the scientific value of the
study.

Study personnel involved in conducting this study will be qualified by education, training, and
experience to perform their respective tasks.

This study will not use the services of study personnel where sanctions have been invoked or
where there has been scientific misconduct or fraud (e.g., loss of medical licensure; debarment).

3.2 Institutional Review Board/Independent Ethics Committee

Before study initiation, the investigator must have written and dated approval/favorable opinion
from the IRB/IEC for the protocol, consent form, subject recruitment materials/process (e.g.,
advertisements), and any other written information to be provided to subjects. The investigator
should also provide the IRB/IEC with a copy of the product labeling information to be provided
to subjects, and any updates. HCRI must receive a letter documenting the IRB/EC approval prior
to initiation of the study.

The investigator should provide the IRB/IEC with reports, updates, and other information (e.g.,
expedited safety reports, amendments, and administrative letters) according to regulatory
requirements or institution procedures. The investigator is also responsible for informing the
IRB/EC of the progress of the study and for obtaining annual IRB/EC renewal. The IRB/EC
must be informed at the time of completion of the study and should be provided with a summary
of the results of the study by the site principal investigator (PI). The investigator must notify the
IRB/EC in writing of any serious adverse event or any unexpected adverse event according to
ICH guidelines.

3.3 Informed Consent

The following information in this section applies to the prospective, randomized cohort only:
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The investigator must comply with informed consent regulations (U.S. 21CFR Part 50),

ICH/GCP Guidelines, the Declaration of Helsinki, and relevant state regulations (i.e., California

Bill of Rights for California patients). The ICF must be reviewed and approved by the site
investigator’s designated IRB/EC and by HCRI. The ICF should include all the elements as
outlined in Section 4.8.10 of the ICH guideline for GCP (E6). Each site must provide HCRI with
a copy of the study site’s IRB/EC approval letter and the approved ICF. Investigators must

ensure that subjects or, in situations in which consent cannot be given by subjects, their legally

acceptable representative, are clearly and fully informed about the purpose, potential risks, and

other critical issues regarding clinical studies in which they volunteer to participate.

Investigators must:

1.

Provide a copy of the consent form and written information about the study in the
language in which the subject is most proficient prior to clinical study participation. The
language must be non-technical and easily understood.

Allow time necessary for the subject or subject’s legally acceptable representative to
inquire about the details of the study.

Obtain an informed consent that is signed and personally dated by the subject or the
subject’s legally acceptable representative and by the person who conducted the informed

consent discussion.

Obtain the IRB/IEC’s written approval/favorable opinion of the written informed consent
form (ICF) and any other information to be provided to the subjects, prior to the
beginning of the study, and after any revisions are completed for new information.

If informed consent is initially given by a subject’s legally acceptable representative or
legal guardian, and the subject subsequently becomes capable of making and
communicating their informed consent during the study, then consent must additionally
be obtained from the subject.

Revise the informed consent whenever important new information becomes available that
is relevant to the subject’s consent. The investigator, or a person designated by the
investigator, should fully inform the subject or the subject’s legally acceptable
representative or legal guardian, of all pertinent aspects of the study and of any new
information relevant to the subject’s willingness to continue participation in the study.

This communication should be documented.

The rights, safety, and well-being of the study subjects are the most important considerations and

should prevail over interests of science and society.

AEIOU Trial
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Any revisions to the approved ICF must be reviewed and approved by HCRI before submission
to the IRB/EC.

3.4 Subject Confidentiality

All information obtained during the conduct of the study with respect to the subjects’ state of
health will be regarded as confidential. This is detailed in the written information provided to the
subject. An agreement for disclosure of any such information will be obtained in writing and is
included in both copies of the ICF signed by the subject. The study data shall not be disclosed to
a third party without the written consent of the sponsor.

Subject confidentiality will be maintained throughout the clinical study in a way that assures that
data can always be tracked back to the source data. For this purpose, a unique subject
identification code (ID number) will be used that allows identification of all data reported for
each subject.

Data relating to the study might be made available to third parties (for example in case of an
audit performed by regulatory authorities) provided the data are treated as confidential and that
the subject’s privacy is guaranteed.

“Protected Health Information” will be treated and maintained in compliance with the Health
Insurance Portability and Accountability Act of 1996 (HIPAA) privacy rule and applicable local
laws on the protection of individuals with regard to the processing of personal data and on the
free movement of such data.

The duration of storage time of personal data at the investigational sites will be in accordance
with national regulations (see Section 12.2).
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4 INVESTIGATIONAL PLAN

4.1 Study Design and Duration
4.1.1 Prospective, Randomized Cohort

Subjects undergoing ablation for NVAF will be screened for eligibility and those meeting all
eligibility requirements (see Section 4.2) will be enrolled. Subjects will be consented and
enrolled at Visit 1. Pre-procedural transesophageal echocardiography will be performed at the
discretion of the investigator. Subjects will be treated with apixaban for >21 days prior to
ablation; for subjects already being treated with apixaban for >21 days, it is not necessary to wait
21 days between Visit 1 and Visit 2. Eligible subjects will be randomized prior to the procedure
(Visit 2); randomization may take place on the day of the procedure or up to 3 days prior.
Subjects not randomized will be considered screen failures. Apixaban dose will be 5 mg b.i.d.;
per product label, however, the dose will be 2.5 mg b.i.d. in subjects with >2 of the following
characteristics: age >80 years, body weight <60 kg, or serum creatinine >1.5 mg/dL.

It is anticipated that up to 360 subjects may be enrolled in order to evaluate a total of 300
randomized subjects. Subjects will be randomized in a 1:1 ratio to 2 peri-procedural treatment
strategies (150 subjects per cohort):

1. Uninterrupted treatment: administer the evening apixaban dose on the day prior to the
procedure; administer the morning apixaban dose on the day of the procedure; administer
heparin bolus before transseptal puncture to maintain a target activated clotting time [ACT] >
300 seconds; administer the evening apixaban dose after the procedure if there were no peri-
procedural complications that necessitate withholding anticoagulation for longer duration.

2. Interrupted treatment: administer the evening apixaban dose on the day prior to the
procedure; do not administer the morning apixaban dose on the day of the procedure;
administer heparin bolus before transseptal puncture to maintain a target ACT > 300 seconds;
administer the evening apixaban dose after the procedure if there were no peri-procedural
complications that necessitate withholding anticoagulation for longer duration.

Randomized subjects will be stratified by site. Apixaban treatment will be continued for at leastl
month post procedure, until the end of the study. Study visits will be at screening/enrollment,
pre-procedure/ discharge, and at 1 month for follow-up. Subject participation in the study will

conclude at the follow-up/end-of-study visit conducted at 1 month post-ablation.

A Study Schema is shown in Section 6.1 and the Schedule of Events in Section 6.2
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4.1.2 Retrospective, Warfarin Cohort

In addition, due to diverse definitions of the components of the primary endpoints in previous
studies (e.g., clinically significant bleedings), a chart review of 300 warfarin-treated patients who
underwent catheter ablation for NVAF on or after September 1, 2013 in the enrolling centers and
who have documented follow-up in the medical record for > 30 days post-ablation procedure will
be performed to assess the incidence of the adjudicated primary endpoints in the current clinical
setting. Patient records for warfarin-treated individuals who meet the applicable
inclusion/exclusion criteria and who are matched 1:1 to a subject in the prospective, randomized
cohort for age (+/- 5 years), gender and AF type (paroxysmal vs. persistent), will be identified.
Sites will document key demographic and outcome variables. This review will be performed in a
blinded manner such that site personnel are blinded to the outcome of each retrospective subject
during the subject selection process. Only pre-existing data will be collected for the analysis of
this cohort.

4.2 Study Population

4.2.1 Inclusion Criteria

Subjects meeting all of the following criteria may be included:

For the randomized, prospective cohort:

1. Signed informed consent. Before any study procedures are performed, subjects will have the
details of the study described to them, and they will be given a written informed consent
document to read. Then, if subjects consent to participate in the study, they or their legal
representatives will indicate that consent by signing and dating the informed consent
document in the presence of study personnel.

2. >18 years of age.
3. NVAF with planned catheter ablation treatment.
4. Planned anticoagulant treatment for at least 1 month after the index procedure.
5. Subject agrees to all required follow-up procedures and visits.
6. For women of childbearing potential (WOCBP):
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e Must have a negative serum or urine pregnancy test (minimum sensitivity 25 IU/L or
equivalent units of human chorionic gonadotropin [HCG]) within 24 hours prior to the
start of study drug.

e Must not be breastfeeding

e Must agree to follow instructions for method(s) of contraception for the duration of
treatment with the study drug apixaban, plus 5 half-lives of apixaban (3 days) plus 30
days (duration of ovulatory cycle) for a total of 33 days post-treatment completion.

Males who are sexually active with WOCBP must agree to follow instructions for method(s)
of contraception for the duration of treatment with the study drug apixaban plus 5 half-lives
of the apixaban (3 days) plus 90 days (duration of sperm turnover) for a total of 93 days post-
treatment completion.

Azoospermic males and WOCBP who are continuously not heterosexually active are exempt
from contraceptive requirements. However, WOCBP must still undergo pregnancy testing as
described in this section.

For the retrospective, warfarin cohort:

1.
2.
3.

4.2.

>18 years of age, at the time of the historical catheter ablation procedure.
NVAF with catheter ablation treatment on or after September 1, 2013 in the enrolling center.

Treatment with a strategy of “uninterrupted warfarin” prior to and following catheter ablation
(i.e. no peri-procedural bridging with low molecular weight heparin).

Medical record includes documentation of follow-up for > 30 days post-ablation, i.e. follow-
up visit or phone contact (at the facility or with other medical provider).

Baseline characteristics in patient record match 1:1 with a subject in the prospective,
randomized cohort within the same study site, based on all of the following criteria:

o Age (+/-5 years)
e Gender

e AF type (paroxysmal vs. persistent).

2 Exclusion Criteria

Subjects meeting any of the following criteria will be excluded:

For the randomized, prospective cohort:

1.

AEIOU Trial

History of significant bleeding diathesis or coagulopathy or inability to accept blood
transfusions.
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2. Known hypersensitivity or contraindication to heparin or apixaban.
3. Subjects with mechanical prosthetic heart valves.

4. History of cerebrovascular accident or transient ischemic attach (TIA) within the last 6
months.

Prior intracranial hemorrhage.
End-stage renal failure (creatinine clearance rate <15 mL/minute or on dialysis treatment).

Hepatic disease associated with coagulopathy.

© N W

Current or expected systemic treatment with strong dual inducers of CYP3A4 and P-
glycoprotein (e.g., rifampin, carbamazepine, phenytoin, St. John’s Wort).
9. Current or expected systemic treatment with dual antiplatelet therapy, other anticoagulants,

or fibrinolytics.

10. Planned or expected surgery, or other invasive procedure that would require interruption of
anticoagulation within 1 month of the catheter ablation procedure.

11. Currently enrolled in another investigational device or drug trial that has not completed the
primary endpoint or that clinically interferes with the current study endpoints.

12. Co-morbid condition(s) that could limit the subject’s ability to participate in the trial or to
comply with follow-up requirements, or that could impact the scientific integrity of the trial.

13. Platelet count <100,000/mm’.

14. Hemoglobin level <9 g/dL.

15. Any active bleeding.

16. Prisoners or subjects who are involuntarily incarcerated.

17. Subjects who are compulsorily detained for treatment of either a psychiatric or physical (e.g.,

infectious disease) illness.

Eligibility criteria for this study have been carefully considered to ensure the safety of the study
subjects and to ensure that the results of the study can be used. It is imperative that subjects fully
meet all eligibility criteria. See Appendix 1 for complete US prescribing information for
apixaban.

For the retrospective, warfarin cohort:

Exclusion criteria 1-15 apply to this study population, applicable at the time of the historical
catheter ablation procedure.
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4.2.3 Contraception Requirements

The information in this section is applicable to the prospective, randomized cohort subjects only.

Investigators shall counsel WOCBP and male subjects who are sexually active with WOCBP on
the importance of pregnancy prevention and the implications of an unexpected pregnancy.
Investigators shall advise WOCBP and male subjects who are sexually active with WOCBP on
the use of highly effective methods of contraception. Highly effective methods of contraception
have a failure rate of < 1% when used consistently and correctly.

At a minimum, subjects must agree to the use of one method of highly effective contraception as
listed below:

HIGHLY EFFECTIVE METHODS OF CONTRACEPTION
* Male condoms with spermicide

* Hormonal methods of contraception including combined oral contraceptive pills, vaginal
ring, injectables, implants and intrauterine devices (IUDs) such as Mirena® by WOCBP
subject or male subject’s WOCBP partner. Female partners of male subjects participating
in the study may use hormone based contraceptives as one of the acceptable methods of
contraception since they will not be receiving study drug

» IUDs, such as ParaGard®
* Tubal ligation

* Vasectomy

* Complete Abstinence*

*Complete abstinence is defined as complete avoidance of heterosexual intercourse and is an
acceptable form of contraception for all study drugs. Female subjects must continue to have
pregnancy tests. Acceptable alternate methods of highly effective contraception must be
discussed in the event that the subject chooses to forego complete abstinence.

4.2.4 Women of Childbearing Potential

The information in this section is applicable to the prospective, randomized cohort subjects only.

A WOCRBSRP is defined as any female who has experienced menarche and who has not undergone
surgical sterilization (hysterectomy or bilateral oophorectomy) and is not postmenopausal.
Menopause is defined as 12 months of amenorrhea in a woman over the age of 45 years in the
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absence of other biological or physiological causes. In addition, females under the age of 55
years must have a serum follicle-stimulating hormone (FSH) level >40 mIU/mL to confirm
menopause.

Note that females treated with hormone replacement therapy (HRT) are likely to have artificially
suppressed FSH levels and may require a washout period to obtain a physiologic FSH level. The
duration of the washout period is a function of the type of HRT used. The duration of the
washout period below are suggested guidelines and the investigators should use their judgment
in checking serum FSH levels. If the serum FSH level is >40 mIU/ml at any time during the
washout period, the woman can be considered postmenopausal:

e 1-week minimum for vaginal hormonal products (rings, creams, gels).
e 4-week minimum for transdermal products.

e 8-week minimum for oral products.

Other parenteral products may require washout periods as long as 6 months.

4.2.5 Discontinuation of Subjects from Treatment

The information in this section is applicable to the prospective, randomized cohort subjects only.

Subjects MUST discontinue investigational product for any of the following reasons:
e Withdrawal of informed consent (subject’s decision to withdraw for any reason).
e Any clinical adverse event, laboratory abnormality, or intercurrent illness that, in the
opinion of the investigator, indicates that continued participation in the study is not in the
best interest of the subject.

e Loss of ability to freely provide consent through imprisonment or involuntary
incarceration for treatment of either a psychiatric or physical (e.g., infectious disease)
illness.

All subjects who discontinue should comply with protocol-specified follow-up procedures
outlined in Section 5.8.3. The only exception to this requirement is when a subject withdraws
consent for all study procedures or loses the ability to consent freely (i.e., is imprisoned or
involuntarily incarcerated for the treatment of either a psychiatric or physical illness). If a subject
withdraws before completing the study, the reason for withdrawal must be documented
appropriately.
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S TREATMENTS

This section applies to the prospective, randomized cohort subjects only.

5.1 Study Treatment: Apixaban

Definition of Investigational Product: A pharmaceutical form of an active substance or placebo
being tested or used as a reference in a clinical study, including products already with a
marketing authorization but used or assembled (formulated or packaged) in a way different from
the authorized form, or used for an unauthorized indication, or when used to gain further
information about the authorized form. In this protocol, the investigational product is apixaban.
Bristol-Myers Squibb (BMS) will provide apixaban at no cost for this study.

Definition of Non-Investigational Product: Other medications used in the study as support or
escape medication for preventative, diagnostic, or therapeutic reasons as components of a given
standard of care.

5.1.1 Identification, Packaging, and Labeling

Product Primary
R Packaging Storage Conditions (per
Description and Potency (Volume)/ Appearance label)
Dosage Form
Label Type

Apixaban tablet 2.5 mg Bottles of 60/ Yellow, round, biconvex, Store at 20°C to 25°C
marketed label film-coated tablets with (68°F—77°F); excursions
“893” debossed on one side | permitted between 15°C

and “2%” on the other side. and 30°C (59°F-86°F)

Apixaban tablet Smg Bottles of 60/ Pink, oval-shaped, Store at 20°C to 25°C
marketed label biconvex, film-coated (68°F—77°F); excursions
tablets with “894” debossed | permitted between 15°C

on one side and “5” on the and 30°C (59°F-86°F).

other side.

5.1.2 Handling and Dispensing

The investigational product should be stored in a secure area according to local regulations. The
investigator is responsible for ensuring that it is dispensed only to study subjects and only from

official study sites by authorized personnel, as dictated by local regulations.

31
AEIOU Trial
Version 1.1; September 2, 2015 Harvard Clinical Research Institute



AEIOU Trial Clinical Protocol No. CV185-373

The investigator is responsible for ensuring that the investigational product is stored under the
appropriate environmental conditions (temperature, light, and humidity), as described below:

Apixaban film-coated tablets should be stored between 20 °C and 25 °C (68-77 °F), with
excursions permitted between 15 °C and 30 °C (59-86 °F).

If concerns regarding the quality or appearance of the investigational product arise, do not
dispense the investigational product, and contact BMS immediately.

5.2 Drug Ordering and Accountability
5.2.1 Apixaban Orders

The HCRI project manager should be contacted for study drug requirements. Details of drug
accountability, ordering, re-supply, and shipment will be provided in the study manual.

5.3 Randomization

Before the catheter ablation procedure, subjects will be randomly assigned in a 1:1 ratio to 1 of 2
peri-procedural treatment strategy cohorts (uninterrupted versus interrupted treatment) via the
HCRI InForm database and based on a randomization list provided by HCRI and stratified by
site. Randomization may take place on the day of the procedure, prior to time of the subject’s
morning dose of apixaban, or it may take place up to 3 days prior to the procedure.

5.4 Selection and Timing of Dose for Each Subject

Subjects not already taking apixaban will be treated with the recommended dose of apixaban
from at least 21 days prior to the catheter ablation procedure through 1 month post procedure,
until the final study visit; however, for subjects already taking apixaban for > 21 days, it will not
be necessary to wait for 21-42 days for Visit 2 to occur. The dose of apixaban will be 5 mg b.i.d.
administered orally. A dose adjustment to 2.5 mg b.i.d. will be required for subjects with 2 or
more of the following characteristics: age >80 years, body weight <60 kg, or serum creatinine
>1.5 mg/dL. Before the procedure, subjects will be randomized to receive uninterrupted or
interrupted therapy as described below. After the procedure, subjects will receive the same dose
of apixaban that they received prior to the procedure, for 1 month.
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If a dose of apixaban is not taken at the scheduled time, the dose should be taken as soon as
possible on the same day, then continue with twice daily administration as before. The dose
should not be doubled to make up for a missed dose.

Apixaban can be taken with or without food. Apixaban should not be used if a subject has active
pathological bleeding. It is not recommended in patients with severe hepatic impairment.

For complete dosing information, see Appendix 1 for the US prescribing information.

5.4.1 Uninterrupted Randomized Arm

Subjects randomized to the uninterrupted treatment arm will receive the apixaban dose in the
morning before the procedure. A heparin bolus will be administered before transseptal puncture
to maintain a target ACT > 300 seconds. After the procedure, the subject will be administered
the evening apixaban dose only if no peri-procedural complications occurred that would
necessitate withholding anticoagulation for longer duration. Apixaban treatment will then be
continued for at least 1 month post procedure, until the final study visit.

5.4.2 Interrupted Randomized Arm

Subjects randomized to the interrupted treatment cohort will NOT receive the apixaban dose in
the morning before the procedure. A heparin bolus will be administered before transseptal
puncture to maintain a target ACT > 300 seconds. After the procedure, the subject will be
administered the evening apixaban dose only if no peri-procedural complications occurred that
would necessitate withholding anticoagulation for longer duration. Apixaban treatment will then
be continued for at least 1 month post procedure, until the final study visit.

5.4.3 Temporary Discontinuation of Apixaban

Discontinuing anticoagulants, including apixaban, for active bleeding, elective surgery, or
invasive procedures, places subjects at an increased risk of thrombosis. Lapses in therapy should
be avoided and, if anticoagulation with apixaban must be temporarily discontinued for any
reason (with the exception of temporary discontinuation for subjects randomized to the
interrupted arm as specified above), therapy should be restarted as soon as possible. Treatment

continuation after the last visit of the study is at the discretion of the treating physician.
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5.5 Blinding/Unblinding

This is not a blinded study.

5.6 Concomitant Treatments
5.6.1 Prohibited and/or Restricted Treatments

For complete contraindication, interaction, and precaution information, see Appendix 1 for the

US prescribing information for apixaban.

5.6.2 Other Restrictions and Precautions

Other than the catheter ablation procedure performed during this study, if possible, apixaban
should be discontinued 2 to 3 days prior to elective surgery or invasive procedures. If surgery or
invasive procedures cannot be delayed, exercise appropriate caution taking into consideration an
increased risk of bleeding. This risk of bleeding should be weighed against the urgency of

intervention.

The concomitant use of apixaban with antiplatelet agents increases the risk of bleeding. In
subjects with NVAF and a condition that warrants mono or dual antiplatelet therapy, a careful
assessment of the potential benefits against the potential risks should be made before combining
this therapy with apixaban.

Use apixaban with caution when co-administered with nonsteroidal anti-inflammatory drugs,

including aspirin.

For complete contraindication information, see Appendix 1 for the US prescribing information
for apixaban.

5.7 Treatment Compliance

Treatment compliance will be determined by subject self-report. If the subject reports that they
missed doses of apixaban in the following circumstances, they will be discontinued from
participation in the study (and classified as screen failures):

1. If the subject reports missing > 1 dose on the day before the procedure.
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2. If the subject misses > 4 consecutive doses during the 21 days prior to the catheter
ablation and there is no transesophageal echocardiography (TEE) planned prior to
the catheter ablation.

5.8 Handling Subjects Withdrawn, Lost to Follow-Up, or Removed from the
Study

5.8.1 Handling of Subject Withdrawals

Although a subject is not obliged to give his/her reason for withdrawing prematurely, the site PI
will make a reasonable effort to obtain the reason while fully respecting the subject’s rights. If
there is a medical reason for withdrawal, the subject will remain under the supervision of the site
PI until in satisfactory health. Reasonable efforts will be made to contact a subject who fails to
attend any follow-up appointments, in order to ensure that he/she is in satisfactory health.

5.8.2 Handling of Subjects Lost to Follow-Up

Every attempt must be made to have all subjects complete the visit schedule. A subject will not
be considered lost-to-follow-up unless all efforts to obtain compliance are unsuccessful. Study
sites should attempt to contact these subjects in order to maintain study visit compliance and all
contact attempts should be documented in both the subject’s medical records and on the study
electronic case report form (eCRF). At a minimum, the site should make two attempts (at least 3-
5 days apart and on both business and non-business hours) to contact the subject by phone and
one by certified mail.

5.8.3 Removal of Subjects from the Trial or Study Drug

Subjects will be informed that they are free to withdraw from the study at any time should they
so wish without jeopardizing their medical care. The site PI may remove a subject if, in his/her
opinion, it is in the best interest of the subject. A subject may be withdrawn from the study for
any of the following reasons:

e Deviation/noncompliance with the protocol occurs
e A serious or intolerable adverse event (AE) occurs

e The Sponsor or site PI terminates the study
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e Withdrawal of consent - any subject may withdraw his/her consent from the study at any
time. The site PI should make a reasonable attempt to document the specific reason why
consent is withdrawn.

e The site PI or Sponsor decides that discontinuing the trial or discontinuing the subject is
in the subject’s best interest

e The subject is lost to follow-up

A study completion eCRF, which includes the reason for discontinuation, must be completed for
all subjects. If the subject discontinues prematurely, the study completion eCRF should clearly
indicate the reason for discontinuation. If the subject discontinues due to an AE, an AE eCRF
must be completed. The AE must be followed by medical attention to satisfactory resolution and
all trial data related to the subject will be reported.

Every effort will be made to continue clinical and laboratory follow-up in subjects who wish to
withdraw from the study treatment (medication or placebo) or in whom the study medication is

stopped by the site PI or per individual stopping rules.
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6 STUDY ASSESSMENTS AND PROCEDURES

This section applies to the prospective, randomized cohort subjects only.

6.1 Study Schematic

Clinical Protocol No. CV185-373

-3days O Discharge

-42 to -21 Days: Subjects not
already on apixaban

-21 to 0 Days: Subjects
already on apixaban

* Informed consent

* Study enrollment

* Review eligibility criteria

* Pregnancy test in WOCBP

* Administer study treatment

-3 to 0 Days Day 0 — Catheter Ablation

Discharge

30-45 days

30-45 Days Post-Ablation

* End study treatment
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Pre-procedure:
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does not receive morning
apixaban dose

Post-procedure:
= All subjects receive evening

apixaban dose (if not
contraindicated due to peri-
procedural complications)

* Administer
study
treatment

AEIOU Trial
Version 1.1; September 2, 2015

Harvard Clinical Research Institute

37



AEIOU Trial

6.2 Time and Events Schedule

Clinical Protocol No. CV185-373

Table 1 Schedule of Events for Protocol CV185-373
Evaluation Visit 1 Visit 2 Visit 3
Screening/ Pre-Procedure 1-Month
Enrollment and Follow-Up/
Discharge End of Study’
Study day 0 to 42 Days 0-3 Days before | Day of procedure, Day of discharge 30 to 45 Days after
before procedure’ procedure Day 0 procedure
Informed consent X
Screening/eligibility criteria’ X* x*
Enrollment X
Medical/social history, demographics, baseline X
characteristics
CHA,DS,-VASc X
HAS-BLED, HEMORR,HAGES X
Physical examination X x? X3 x?
Vital signs X X X X
Randomization X
Clinical laboratory tests® X X
Catheter ablation procedure X’
Administration of study treatment X x? X
Termination of study treatment X
Study treatment accountability X X
Thrombotic events, bleeding (BARC criteria) X X X X
Adverse events X X X X
Concomitant medications X X X X
End of subject participation X
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BARC: Bleeding Academic Research Consortium; CHA,DS,VASc: Congestive heart failure, hypertension, age, diabetes mellitus, stroke or transient ischemic attack or thromboembolism, vascular
disease, age, sex category score; HAS BLED: hypertension, abnormal renal/liver function, stroke, bleeding history or predisposition, labile international normalized ratio, elderly, drugs/alcohol bleeding
risk score; HEMORR,HAGES: hepatic or renal disease, ethanol abuse, malignancy, older age, reduced platelet count or function, rebleeding, hypertension, anemia, genetic factors, excessive fall risk,
stroke bleeding risk score.

. In the event of early study withdrawal or treatment discontinuation, an end-of-study visit should be conducted. The reason for early withdrawal/study drug discontinuation must be documented.
. Subjects already taking apixaban for > 21 days do not have to wait for the 21-day window for Visit 2 to occur.

. Screening/eligibility criteria are detailed in section 7.1.

. Urine or serum pregnancy test will be performed for screening within 24 hours prior to start of study drug and within 24 hours prior to the catheter ablation procedure in WOCBP.

. Physical examination to assess any clinically significant changes from screening, including neurological examination.

. Clinical laboratory tests are detailed in Section 6.3.5.

. Catheter ablation will be performed on the day of Visit 2 (day 0).

o N e Y A

. Subjects randomized to the uninterrupted treatment cohort will receive the morning dose of study treatment pre-procedure. Subjects randomized to the interrupted treatment cohort will not receive the
morning dose of study treatment pre-procedure.
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6.3 Study Procedures and Evaluations
6.3.1 Informed Consent

Potential study subjects will report to the investigative site for eligibility screening. Before any
study-specific procedures are conducted, the nature, purpose, potential risks and benefits, and
requirements of the study must be explained to each potential subject, and the potential subject
must be given an opportunity to ask questions concerning the study until he or she is satisfied.
The nature and purpose of informed consent must also be explained to the potential subjects. All
subjects will be informed in writing of the nature of the protocol and investigational therapy, its
possible hazards, and their right to withdraw at any time. They will have adequate opportunity to
ask the appropriate person of the study staff (i.e., site PI or designee) presenting the study about
any aspect of the study. Once the subject is satistied that he/she is willing to participate in the
study, he/she will be asked to sign and date the written ICF. No study procedure is permitted to
be performed until the ICF is signed. The PI or designee obtaining informed consent from the
subject will also sign the ICF to confirm that consent has been obtained as required. A copy of
the signed ICF will be given to the subject. The subject’s medical record should contain written
documentation indicating that voluntary informed consent was obtained.

6.3.2 Medical History

A detailed medical history will be obtained by the PI or designee during the screening visit (visit
1). This will include information regarding the subject’s full history of medical conditions,
diagnoses, procedures, treatments, concomitant medications, demographic information, and any
other noteworthy medical information, with dates of start and finish. Data on baseline
characteristics, including chronic renal insufficiency (%), gastrointestinal bleeding, and smoking
will also be collected. Any updates to medical history information that the PI or designee
becomes aware of will be captured throughout the study.

6.3.3 Physical Examination

The PI or a medically qualified designee will perform the physical examinations at the time
points indicated in the schedule of events (SOE; Section 6.1). A complete physical examination
will include assessments of the skin, head, eyes, ears, nose, throat, neck, thyroid, chest/lungs,
heart, abdomen, lymph nodes, extremities, targeted neurological examination, and general

appearance. The physical examination will not include a pelvic, breast, or rectal examination.

Weight (in kg; assessed in ordinary indoor clothing with shoes off) will be recorded according at
the time points indicated in the SOE. Height (in cm) will be recorded at screening (visit 1) only.
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Body mass index (BMI) will be calculated at screening (visit 1) only and is defined as the
subject’s weight in kilograms divided by the square of the subject’s height in meters (kg/m?).

If any clinically significant change from screening (visit 1) is noted, it will be reported as an
adverse event and followed up to resolution or upon reaching a stable end point.

6.3.4 Vital Signs

Evaluation of vital signs will be performed by qualified site personnel after the subject has been
seated for 5 minutes, and will include a measurement of systolic and diastolic blood pressure,
pulse rate, oral temperature, and respiratory rate. Vital sign measurements will be obtained at all
visits (visits 1, 2, and 3), as indicated in the SOE. Blood pressure should be taken on the same
arm throughout the study and will be obtained using a completely automated device consisting of
an inflatable cuff and an oscillatory detection system. Manual blood pressure readings may be
obtained in the event of instrument malfunction. Body temperature will be measured with an oral
thermometer.

If the PI or medically qualified sub-investigator determines that clinically significant changes
have occurred in any vital sign measurement, that measurement will be captured as an adverse
event and repeated at medically appropriate intervals until the value returns to an acceptable
range, a specific diagnosis is established, or the condition is otherwise explained.

6.3.5 Clinical Laboratory Tests
6.3.5.1 Laboratory Parameters

Subjects will be in a seated or supine position during blood collection. All clinical laboratory
assessments will be performed by a local clinical laboratory accredited by the College of
American Pathologists or a certificate of compliance issued by the Center for Medicare &
Medicaid Services, Clinical Laboratory Improvement Amendments. The laboratory assessments
will include routine and screening laboratory tests. See Section 6.2 for the SOE. Systéme
International (SI) units will be used for all assessments.

Routine safety laboratory panels will include:
e Hematology: white blood cell count, hemoglobin, hematocrit, and platelet count.

e Serum chemistry: glucose, blood urea nitrogen (BUN), creatinine, estimated glomerular
filtration rate, alkaline phosphatase (AP), aspartate transaminase (AST), alanine

transaminase (ALT), and total bilirubin.

Any abnormal hematology, serum chemistry, or test result deemed clinically significant by the PI
or medically qualified sub-investigator will be reported as an adverse event and repeated as
appropriate as standard of care, including test results obtained on the final study day. For any test
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abnormality deemed erroneous or clinically significant, repeat analysis will be performed as per
standard of care until resolution, or until the PI or medically qualified sub-investigator
determines that resolution of the laboratory abnormality is not expected.

6.3.5.2 Sample Collection, Storage, and Shipping

All blood sampling will be by individual venipuncture or with the use of an in-dwelling venous
catheter. Blood and urine sample collection and processing procedures will be outlined in a
separate reference manual to be provided to the site.

6.3.6 Safety Assessments

The PI is ultimately responsible for assessing and reporting all AEs as outlined in the protocol.
The assessment of AEs may be delegated to a medically qualified sub-investigator trained in
study protocol who is listed on the Food and Drug Administration (FDA) Form 1572 or
equivalent document, and on the Delegation of Authority form.

AEs should be volunteered by the subject; solicited from subjects using a standard statement; or
examination of the subject at a clinic visit, or observations of clinically significant laboratory
values or special exam abnormal values. AEs will not be solicited by use of a specific list of

anticipated events.

All AEs are to be assessed and recorded in a timely manner and followed to resolution or until
the investigator determines that there is not an anticipated resolution. Each AE is to be
documented with reference to severity, date of occurrence, duration, treatment, and outcome.
Each AE is also to be classified as being non-serious or serious (as defined in Section 8.2). In
addition, the PI or delegated medically qualified sub-investigator must assess whether or not the
AE is drug-related. Changes in severity and resolution dates should be documented as separate
events.

See Section 8 for complete information regarding AEs.

6.3.7 Efficacy and Safety Assessments

Thrombotic events will be assessed and are defined as a composite of non-hemorrhagic stroke
and systemic thromboembolic events.

Clinically significant bleeding will be assessed and is defined as bleeding meeting BARC criteria

type 2 or higher. BARC definitions for bleeding are shown in Appendix 2.

7 STUDY ACTIVITIES

This section applies to the prospective, randomized cohort subjects only.
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7.1 Visit 1: Screening and Enrollment: 0 to 42 Days Prior to the Catheter
Ablation Procedure

Visit 1 (screening/enrollment) will occur 0 to 42 days prior to the catheter ablation procedure.
For subjects not already taking apixaban, Visit 1 will occur 21-42 days prior to the procedure.
For subjects already taking apixaban for > 21 days, it will not be necessary to wait for 21-42
days for Visit 2 to occur. The following study evaluations and procedures will be performed at

this visit:

e The signed informed consent will be obtained before any screening or other study related

procedures are initiated.

e Assignment of a subject number. When a subject signs the ICF, she/he will be assigned a
unique subject number in numerical sequence, which will be used for the duration of the

study. The subject number will be recorded in the source document and case report form.
e Review of the inclusion and exclusion criteria.

e Recording of the subject’s demographic information, baseline characteristics, and
comprehensive medical history.

e Physical examination, including targeted neurological examination.

e Vital sign measurements (systolic and diastolic blood pressure, pulse, respiration rate,
oral temperature) after a minimum 5-minute rest in the supine position.

e Administration of pre-procedure treatment

e CHA,;DS,VASc (Congestive heart failure, hypertension, age, diabetes mellitus, stroke or

transient ischemic attack or thromboembolism, vascular disease, age, sex category score)

e HAS-BLED (hypertension, abnormal renal/liver function, stroke, bleeding history or
predisposition, labile international normalized ratio, elderly, drugs/alcohol bleeding risk

score)

e HEMORR;HAGES (hepatic or renal disease, ethanol abuse, malignancy, older age,
reduced platelet count or function, rebleeding, hypertension, anemia, genetic factors,
excessive fall risk, stroke bleeding risk score)

¢ Clinical laboratory tests (refer to Section 6.3.5)

e Urine or serum pregnancy test will be performed for screening within 24 hours prior to
start of study drug in WOCBP.

e Dispensation and administration of study treatment, if applicable.

e Evaluation for clinically significant bleeding and thrombotic events.
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7.2

Recording of AEs and concomitant medications.

Visit 2: The Day Prior to the Procedure, the Day of the Procedure (Day
0), and the Day of Discharge

Randomization to 1 of 2 peri-procedural treatment strategies, uninterrupted treatment or

interrupted treatment, will occur prior to the ablation procedure. It may take place on the day of

the procedure, prior to time of the subject’s morning dose of apixaban, or up to 3 days prior to

the procedure, but no visit is required for this. Visit 1 and randomization may take place on the

same day for subjects already taking apixaban for > 21 days.

Visit 2 will occur on the day of the ablation procedure (day 0) and the day of discharge from the

hospital.

Pre-procedure study evaluations and procedures will occur on the day of the catheter ablation

and will include:

Brief physical examination to assess any clinically significant changes from screening,

including targeted neurological examination.

Vital sign measurements (systolic and diastolic blood pressure, pulse, respiration rate,
oral temperature) after a minimum 5-minute rest in the supine position.

Routine clinical laboratory tests, including hematology and serum chemistry (using a
venous blood sample).

Urine or serum pregnancy test will be performed within 24 hours of catheter ablation
procedure in WOCBP.

Subjects randomized to the uninterrupted treatment cohort will receive the morning dose
of study treatment pre-procedure. Subjects randomized to the interrupted treatment cohort
will not receive the morning dose of study treatment pre-procedure.

Evaluation for clinically significant bleeding and thrombotic events.

Recording of AEs and any changes to concomitant medications, including dose or

regimen changes.

Drug accountability.

Post-procedure study evaluations and procedures will include:

All subjects will receive the evening apixaban dose after the procedure if there were no
peri-procedural complications that necessitate withholding anticoagulation for longer

duration
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Evaluation for clinically significant bleeding and thrombotic events.

Recording of AEs and any changes to concomitant medications, including dose or

regimen changes.

For all subjects, the twice daily apixaban dose will be resumed the day after the catheter
ablation procedure while the subject remains in the hospital.

Discharge study evaluations and procedures will occur on the day the subject is to be discharged

from the hospital and will include:

7.3

Brief physical examination to assess any clinically significant changes from screening,

including targeted neurological examination.

Vital sign measurements (systolic and diastolic blood pressure, pulse, respiration rate,
oral temperature) after a minimum 5-minute rest in the supine position.

Evaluation for clinically significant bleeding and thrombotic events.

Recording of AEs and any changes to concomitant medications, including dose or

regimen changes.
Drug accountability.

If not already occurring, dispensation and administration of study treatment.

Visit 3: 1-Month Follow-Up/End of Study: Day 30-45

Visit 3 (1-month follow-up/end of study) will occur 1 month after the ablation procedure (day 30

to 45). The following study evaluations and procedures will be performed at this visit:

Brief physical examination to assess any clinically significant changes from screening.

Vital sign measurements (systolic and diastolic blood pressure, pulse, respiration rate,
oral temperature) after a minimum 5-minute rest in the supine position.

Termination of study treatment.
Study treatment accountability.
Evaluation for clinically significant bleeding and thrombotic events.

Recording of AEs and any changes to concomitant medications, including dose or

regimen changes.

End of subject participation.
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8 ADVERSE EVENTS

This section applies to the prospective, randomized cohort subjects only.

8.1 Definition and Causality

An AE is defined as any new untoward medical occurrence or worsening of a pre-existing
medical condition in a patient or clinical investigation subject administered an investigational
(medicinal) product and that does not necessarily have a causal relationship with this treatment.
An AE can therefore be any unfavorable and unintended sign (including an abnormal laboratory
finding, for example), symptom, or disease temporally associated with the use of investigational
product, whether or not considered related to the investigational product.

The causal relationship to study drug is determined by a physician and should be used to assess
all AEs. The causal relationship can be one of the following:

Related: There is a reasonable causal relationship between study drug administration and
the AE.

Not related: There is not a reasonable causal relationship between study drug
administration and the AE.

The term “reasonable causal relationship” means there is evidence to suggest a causal
relationship.

AEs can be spontaneously reported or elicited during open-ended questioning, examination, or
evaluation of a subject. Adverse events may include:

e Objective signs observed by the site PI or study personnel.
e Subjective or objective signs/symptoms.
e Concomitant disease or accidents.

¢ Clinically relevant adverse changes in laboratory parameters observed in a subject in the
course of a clinical study.

Pre-existing conditions that worsen in severity or frequency or have new signs/symptoms

associated with them.
8.2 Serious Adverse Events

A serious adverse event (SAE) is any untoward medical occurrence at any dose that:

e Results in death.
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Is life-threatening (defined as an event in which the subject was at risk of death at the
time of the event; it does not refer to an event which hypothetically might have caused
death if it were more severe).

Requires inpatient hospitalization or causes prolongation of existing hospitalization (see

note below for exceptions).
Results in persistent or significant disability/incapacity.
Is a congenital anomaly/birth defect.

Is an important medical event, defined as a medical event that may not be immediately
life-threatening or result in death or hospitalization but, based on appropriate medical
and scientific judgment, may jeopardize the subject or may require intervention (e.g.,
medical, surgical) to prevent one of the other serious outcomes listed above. Examples
of such events include but are not limited to intensive treatment in an emergency
department or at home for allergic bronchospasm; blood dyscrasias or convulsions that

do not result in hospitalization.

— Potential drug-induced liver injury (DILI) is also considered an important medical
event. See the DILI section below for a definition of a potential DILI event.

Suspected transmission of an infectious agent (e.g., pathogenic or non-pathogenic) via the study
drug is an SAE.

Although pregnancy, overdose, and cancer are not always serious by regulatory definition, these

events must be handled as SAEs.

SAEs also include events that are medically significant in the site PI’s judgment, including

medically significant laboratory abnormalities, such as those that warrant stopping study

treatment for individual subjects.

NOTE: The following hospitalizations are not considered SAEs:

A visit to the emergency room or other hospital department lasting less than 24 hours that
does not result in admission (unless considered an “important medical event” or a life-

threatening event).
Elective surgery planned before signing consent.
Admissions as per protocol for a planned medical/surgical procedure.

Routine health assessment requiring admission for baseline/trending of health status (e.g.,

routine colonoscopy).

Medical/surgical admission other than remedying ill health state that was planned before

study entry. Appropriate documentation is required in these cases.
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e Admission encountered for another life circumstance that carries no bearing on health
status and requires no medical/surgical intervention (e.g., lack of housing, economic
inadequacy, caregiver respite, family circumstances, administrative reason).

8.2.1 Serious Adverse Event Collecting and Reporting

Following the subject’s written consent to participate in the study, all SAEs, whether related or
not related to study drug, must be collected, including those thought to be associated with
protocol-specified procedures. All SAEs must be collected that occur during the screening period
and within 30 days of discontinuing dosing. If applicable, SAEs must be collected that relate to
any later protocol-specific procedure (such as follow-up blood draw).

The investigator should report any SAE occurring after these time periods that is believed to be
related to study drug or protocol-specified procedure.

An SAE Report Form should be completed for any event in which doubt exists regarding its

status of seriousness.

If the investigator believes that an SAE is not related to study drug but is potentially related to
the conditions of the study (such as withdrawal of previous therapy or a complication of a study
procedure), the relationship should be specified in the narrative section of the SAE Report Form.

SAEs, whether related or unrelated to the study drug, and pregnancies must be reported to HCRI
within 24 hours. SAEs must be recorded on the SAE Report Form, pregnancies on a Pregnancy
Surveillance Form. The site PI or designated personnel should enter the SAEs into the clinical
database. If in the unlikely event the database is not functioning, the site personnel should email
or fax the SAE information to HCRI.

SAE Fax Number: 1-617-307-5626
SAE Email Address: AXAl4@srcdocs.hcri.net

If only limited information is initially available, follow-up reports are required. Note: Follow-up
SAE reports should include the same investigator term(s) initially reported.

If an ongoing SAE changes in its intensity or relationship to study drug or if new information
becomes available, a follow-up SAE report should be sent within 24 hours to HCRI (or designee)
using the same procedure used for transmitting the initial SAE report.

The site PI must also promptly inform the governing IRB/EC of the SAE per the governing
IRB/EC’s requirements. All SAEs should be followed to resolution or stabilization.
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8.2.2 SAE Reconciliation

HCRI Clinical Review and Safety in collaboration with the HCRI Data Management (DM) team
will reconcile the clinical and safety databases according to the SAE Reconciliation Plan. The
SAE Reconciliation Plan details the parameters to be reconciled, data format, frequency and
timing and designated responsibilities for reconciliation. Updates will be made to the safety
database if discrepancies are found during reconciliation. A follow-up report will be submitted to
applicable reportable events as a follow-up Med Watch report following completion of SAE
reconciliation. SAE reconciliation final approval will occur after all discrepancies are resolved
and the designated representatives agree that the clinical trial and safety databases are reconciled.

8.3 Non-Serious Events

A non-serious adverse event (NSAE) is an AE not classified as serious.

8.3.1 Non-Serious Adverse Events (NSAEs) Collecting and Reporting

The collection of NSAE information should begin after the subject has signed the informed
consent form.

NSAESs should be followed to resolution or stabilization, or reported as SAEs if they become
serious. Follow-up is also required for NSAEs that cause interruption or discontinuation of study

drug, or those that are present at the end of study treatment as appropriate.

8.4 Laboratory Test Abnormalities

The following laboratory abnormalities should be captured and reported as appropriate:

e Any laboratory test result that is clinically significant or meets the definition of an SAE.

e Any laboratory test result abnormality that required the subject to have study drug
discontinued or interrupted.

e Any laboratory test result abnormality that required the subject to receive specific
corrective therapy.
It is expected that wherever possible, the clinical rather than the laboratory term will be used by

the reporting investigator (e.g., use the term anemia rather than low hemoglobin value).

Other findings related to abnormal laboratory values, ECGs, vital signs, etc., that are not
considered clinically significant, are not to be recorded on the AE reporting page; they should
instead be entered in the relevant eCRF page.
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8.5 Pregnancy

If, following initiation of the investigational product, it is subsequently discovered that a study
subject is pregnant or may have been pregnant at the time of investigational product (apixaban)
exposure, including during at least 5 half-lives after product administration, the investigational
product will be permanently discontinued in an appropriate manner (e.g., dose tapering if
necessary for subject safety).

The investigator must immediately notify HCRI of this event via the Pregnancy Surveillance
Form within 24 hours (to be faxed or emailed to HCRI at 1-617-307-5626 or at
AXAl4@srcdocs.hcri.net) and in accordance with SAE reporting procedures.

Follow-up information regarding the course of the pregnancy, including perinatal and neonatal
outcome and, if applicable, offspring information must be reported on a Pregnancy Surveillance

Form.

Any pregnancy that occurs in a female partner of a male study participant should be reported to
HCRI. Information on this pregnancy may also be collected on the Pregnancy Surveillance

Form.

Protocol-required procedures for study discontinuation and follow-up must be performed on the
subject unless contraindicated by pregnancy (e.g., X-ray studies). Other appropriate pregnancy
follow-up procedures should be considered if indicated.

8.6 Overdose

An overdose is defined as the accidental or intentional administration of any dose of a product
that is considered both excessive and medically important. All occurrences of overdose must be
reported as SAEs.

8.7 Potential Drug-Induced Liver Injury

Wherever possible, timely confirmation of initial liver-related laboratory abnormalities should
occur prior to the reporting of a potential DILI event. All occurrences of potential DILIs,
meeting the defined criteria, must be reported as SAEs.

Potential drug induced liver injury is defined as:

1. AT (ALT or AST) elevation >3 times upper limit of normal (ULN).
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AND
2. Total bilirubin >2 times ULN, without initial findings of cholestasis (elevated serum AP)

AND

3. No other immediately apparent possible causes of AT elevation and hyperbilirubinemia,
including, but not limited to, viral hepatitis, pre-existing chronic or acute liver disease, or
the administration of other drug(s) known to be hepatotoxic.

8.8 Other Safety Considerations

Any significant worsening noted during interim or final physical examinations,
electrocardiograms, X-rays, and any other potential safety assessments, whether or not these
procedures are required by the protocol, should also be recorded as a nonserious or serious AE,
as appropriate, and reported accordingly.

9 STATISTICAL CONSIDERATIONS

9.1 General Statistical Analysis Plan

This study will examine results in two groups of randomized, prospective subjects, and one
group of retrospective, warfarin subjects. For the randomized groups, subjects undergoing
catheter ablation for NVAF will be enrolled. These subjects will be randomized 1:1 to two peri-
procedural treatment strategies: uninterrupted apixaban or interrupted apixaban. Randomization
of subjects will be stratified by site. The primary safety endpoint is the incidence of the clinically
significant bleeding from time of randomization through 1 month post-catheter ablation. The
primary efficacy endpoint is the incidence of thrombotic events assessed from the time of
randomization through 1 month post—catheter ablation. The primary analyses will compare the
two groups of randomized subjects on the incidence rate of these endpoints. Secondary analyses
will compare all randomized subjects (both arms combined) to the retrospective warfarin control
group on the incidence rate of these endpoints. The control group is comprised of patient records
from warfarin-treated individuals (retrospective) who underwent ablation for NVAF on or after
September 1, 2013 in the enrolling centers, and who are matched to the prospective (apixaban)
subjects by age (+/-5 years), gender, and type of AF (paroxysmal vs. persistent). For the
retrospective warfarin group, the process of selecting subjects for matching will be performed by
site personnel, blinded to the matched subject’s outcome.
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9.2 Sample Size Determination

Given the nature of the pilot study, it is not powered for the primary analyses of comparing
randomized treatments. The sample size however is based on an evaluation of anticipated event
rates as compared with current literature as described further below. While not definitively
powered to detect differences in the randomized groups, this study should provide useful

information on this patient population.

For the primary analysis of the comparison of the interrupted versus uninterrupted apixaban
treatment strategies, the primary efficacy and safety endpoint rates and the exact 2-sided 95%
confidence intervals of the primary efficacy and safety endpoints for each apixaban group (and
for both apixaban groups combined) and a 2-sided 95% confidence interval of the risk difference
between the apixaban groups (calculated using the Wilson method) will be displayed for
apixaban-treated subjects. It is noted that this is a pilot study and this analysis will have limited

power.

The event rate for clinically significant bleeding from the literature is difficult to obtain with the
protocol specified definition. Recent registries show rates of major bleeding of approximately
2%, and minor bleeding of 6-12%. Minor bleeding has not been consistently defined and is
difficult to compare across trials. To be conservative, we adopted an event rate of 4% for
warfarin. Although in the ARISTOTLE trial comparing warfarin and apixaban in patients with
AF (not undergoing ablation) the bleeding rate was 20-30% lower with apixaban, we have
conservatively assumed that the rate will be the same. As such, the assumed rate of clinically
significant bleeding for apixaban is 4.0%.

For the primary analyses on the primary safety endpoint, assuming an evaluable sample size of
150 per randomized group and an event rate of 4.0% for each of the interrupted and
uninterrupted apixaban groups, the width of the confidence interval for the risk difference
between randomized groups will be 10% (i.e., the 95% CI of the risk difference will be -5% to
+5%).

In addition, the secondary analysis of the efficacy and safety endpoints will compare the rates
(from randomization to 1 month post-ablation) of clinically significant bleeding events, and of
thrombotic events observed in the apixaban prospective randomized cohort, compared to that
observed in the matched, retrospective warfarin cohort who meet inclusion/exclusion criteria.

These analyses will be performed on the evaluable population.

For the secondary analyses of comparing apixaban (both interrupted and uninterrupted
combined) to warfarin, assuming an evaluable sample size of 300 patients for each of apixaban
and warfarin cohorts and a clinically significant bleeding event rate of 4% for each of these two

52
AEIOU Trial
Version 1.1; September 2, 2015 Harvard Clinical Research Institute



AEIOU Trial Clinical Protocol No. CV185-373

groups, the width of the confidence interval for the risk difference between groups will be 6.7%.
(i.e., the 95% CI of the risk difference to be -3.35% to +3.35%).

Sample size justification

A tertiary but important current aim of the study is to assess the combined thrombotic/bleeding
rate for both groups combined via an approach using a comparison to a literature-derived
boundary. The literature-based boundary is derived from the warfarin event rates reported in
studies assessing novel oral anticoagulants versus warfarin in the setting of ablation, and in
which 3-month rates were reported. This strategy ensures the boundary is reflective of current
standards of care.

We searched PUBMED for the following search criteria: “(dabigatran AND ablation) OR
(rivaroxaban AND ablation) OR (apixaban AND ablation) OR (novel oral anticoagulants AND
ablation).” The search yielded 78 titles, of which 12 full-text articles were retrieved for in-depth
review. The following 5 studies were identified:

Warfarin
Group Clinically Significant Bleeding and
Study Size Thrombotic Events*
1
Kaseno et al. 101 13 (12.9%)
- )
Bassiouny et al. 623 24 (3.9%)
: 3
Kaiser et al. 135 12 (8.9%)
. 4

Kim et al. 572 31 (5.4%)

.. 5
Yamaji et al. 203 7 (3.4%)

* Includes thromboembolic events, major clinically significant bleeding
events, and minor bleeding events.

A meta-analytic rate of the composite of clinically significant bleeding and thrombotic events is
calculated to be 5.5% (£ 1.1%) from a random effects meta-analysis (random effects meta-

analysis was used due to significant heterogeneity among studies).

Because most events will occur early after the index event, and to compare rates at one month
(rather than 3 months in the literature), we will use a composite event rate of 5.0% for the
apixaban group. Other recent studies, having differing definitions of major bleeding, have event
rates ranging from 3% to 12%.°®  As such, a conservative 5% rate for the composite seems
reasonable.

An analysis of the two groups of apixaban combined (300 subjects) will be used in this tertiary
analysis to assess if the upper bound of the 1-sided 95% confidence interval of the 1-month rate
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of clinically significant bleeding and thrombotic events (and additionally of the composite of
major bleeding and thrombotic events) falls below a boundary of 8.7%. Specifically, this analysis
will assess whether apixaban (in both randomized groups combined) in the setting of catheter
ablation can meet a boundary of 8.7%, which is an absolute increase of 3.7% over the expected
rate of 5.0% obtained from the meta-analysis. In other words, this analysis will test the
following null and alternative hypotheses:

Hop: ©>0.087 (or 8.7%)
H;: 1 <0.087 (or 8.7%)
where 7 is the true (unknown) apixaban endpoint rate.
The following assumptions were used for the sample size calculations:

e Assessment is that the incidence of a composite of clinically significant bleeding and
thrombotic events (and composite of major bleeding and thrombotic events) in the
setting of apixaban treatment (interrupted and uninterrupted combined) peri- and
post-ablation for NVAF meets the literature-based boundary using a 1-sided exact test
based on the binomial distribution.

e The true apixaban event rate at 1 month is assumed to be 5.0%.
e Type I error (o) = 0.05 (1-sided).
e Power of 80%.

A sample size of 300 apixaban subjects in the prospective, randomized cohort provides 80%
power to meet this boundary, with the upper bound of the 1-sided 95% confidence interval of the
event rate in the study cohort not exceeding 8.7%. It is estimated that up to 360 subjects will be
enrolled to randomize 300 subjects.

9.3 Populations for Analyses

Intention-to-treat (ITT): All subjects randomized to either interrupted or uninterrupted apixaban.

Evaluable: The subset of the ITT population who experienced a primary endpoint prior to 1
month (30 days) post—index procedure or who were followed through 1 month (30 days minus an
allowable 3-day visit window) post—index procedure. This is the primary analysis population for
the primary endpoint and for efficacy in general. Subjects are analyzed under the treatment to
which they were randomized.

Safety: All subjects receiving randomized study treatment. This is the primary analysis
population for safety. Subjects are analyzed under the treatment received.
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Historical Control: The retrospective cohort of patient records from 300 warfarin-treated

individuals who underwent catheter ablation for NVAF in the enrolling centers on or after
September 1, 2013 and who were matched for age, gender and type of AF (paroxysmal vs.
persistent) to the 300 prospective apixaban patients.

9.4 Endpoints
9.4.1 Definitions
Thrombotic events are defined as a composite of non-hemorrhagic stroke and systemic

thromboembolic events.

Clinically significant bleeding is defined as bleeding meeting Bleeding Academic Research
Consortium (BARC) criteria type 2 or higher. See Appendix 2 for BARC definitions.

Major bleeding is defined as bleeding meeting BARC criteria type 3 or higher.

9.4.2 Primary Endpoints

1. The primary safety endpoint is the incidence of clinically significant bleeding assessed
from the time of randomization through 1 month post—catheter ablation.

2. The primary efficacy endpoint is the incidence of a thrombotic events assessed from the
time of randomization through 1 month post—catheter ablation.

9.4.3 Secondary Endpoints
Major Secondary Endpoints

1. Incidence of a composite of major bleeding and thrombotic events assessed from the time
of randomization and from the time of enrollment through 1 month post—catheter
ablation.

2. Incidence of a composite of clinically significant bleeding and thrombotic events
assessed from the time of randomization and from the time of enrollment through 1
month post— catheter ablation.

Additional Secondary Endpoints

The following additional secondary endpoints will be assessed:
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1. Clinically significant bleeding, major bleeding, and thrombotic events, and the composite
of both (clinically significant bleeding and thrombotic events; major bleeding and
thrombotic events) assessed separately in-hospital, and from randomization and from

enrollment through 1 month post—catheter ablation.

2. TIAs or non-hemorrhagic strokes from the time of enrollment and from the time of
randomization through 1 month post—catheter ablation.

3. Incidence of death and cardiovascular death from the time of enrollment and from the time
of randomization through 1 month post—catheter ablation.

9.5 Analyses
9.5.1 Demographics and Baseline Characteristics

Descriptive statistics of demographic and baseline characteristics will be presented for
interrupted apixaban, uninterrupted apixaban, and both apixaban groups combined. Similar
descriptive statistics and analyses will be presented for the retrospective warfarin group. Groups
(apixaban uninterrupted versus interrupted; apixaban versus warfarin) will be compared on
baseline variables using 2-sample t-test for continuous variables and Fisher’s exact test for
categorical variables.

9.5.2 Efficacy Analyses

The following analyses will be performed on the ITT population and the evaluable population.
The analyses on the evaluable population are considered the primary analyses.

9.5.2.1 Primary Efficacy Analyses

For the primary analysis of the comparison of the interrupted versus uninterrupted apixaban
treatment strategies, the primary efficacy endpoint rates and the exact 2-sided 95% confidence
intervals of the primary endpoint for each apixaban group (and for both apixaban groups
combined) and a 2-sided 95% confidence interval of the risk difference between the groups
(calculated using the Wilson method) will be presented for apixaban-treated subjects. It is noted
that this is a pilot study and this analysis will have limited power.

For the ITT analysis set, there may be missing data on the primary efficacy endpoint due to
premature withdrawals prior to 1 month post—index procedure. As a supportive analysis to assess
the sensitivity of results to missing data, analyses on the ITT population will incorporate the
following approach: Kaplan-Meier rate estimates and 2-sided 95% confidence intervals of the
Kaplan-Meier estimates and of the difference between Kaplan-Meier estimates will be presented
for the same apixaban groupings. All ITT subjects will be included in the calculation of the
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Kaplan-Meier rates; subjects not experiencing the event will be censored at the end of the 1-

month follow-up or time of their premature withdrawal, whichever is earlier.

9.5.2.2 Major Secondary Efficacy Analyses

The two major secondary endpoints will be analyzed in a similar manner as the primary efficacy
endpoints for the evaluable and ITT analysis sets.

9.5.2.3 Additional Secondary Analyses

The above-mentioned additional secondary endpoints will be assessed and analyzed in a similar
manner as the primary and major secondary efficacy endpoints (however, Kaplan-Meier
estimates will not be calculated for in-hospital endpoints, and subjects included in the calculation
of in-hospital rates do not need to have 1 month of follow-up).

9.5.3 Safety Analyses

Analyses will be carried out in a similar manner as for the primary efficacy endpoint.

The following additional safety analyses will be carried out on the safety population:

The number and percentage of subjects with treatment emergent adverse events (TEAEs) will be
presented by MedDRA system organ class and preferred term for each apixaban group
(uninterrupted and interrupted) and both apixaban groups combined. A TEAE is defined as an
AE starting or worsening in severity on or after start of study treatment. These analyses will be
repeated for serious TEAEs and for TEAEs leading to premature discontinuation from the study.

For each apixaban group and both groups combined, descriptive statistics (sample size, median,
mean, minimum, maximum) of vital signs and of the change from baseline in vital signs will be

presented at each visit.

9.5.4 Other Analyses

. As a tertiary analysis, the combined thrombotic/bleeding rate for both apixaban groups combined
will be compared to a rate derived from the literature. Based on the above-mentioned meta-
analysis, the expectation for the true combined thrombotic/bleeding endpoint rate at 1 month is
5.0% for apixaban. However, because strict equality cannot be assessed statistically, this study
will assess if the I-month rate of clinically significant bleeding and thrombotic events (and
additionally of the composite of major bleeding and thrombotic events) falls below 8.7% when
both treatment arms are combined. Specifically, this tertiary analysis will assess the ability of

apixaban in the setting of catheter ablation to meet a literature-based boundary of 8.7%, which is
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an absolute increase of 3.7% over the expected rate of 5.0% obtained from the meta-analysis. In
other words, this analysis will test the following null and alternative hypotheses:

HO: ©> 0.087 (or 8.7%)
H1: 1 <0.087 (or 8.7%)
where = is the true (unknown) apixaban endpoint rate.

The null hypotheses will be tested using all evaluable apixaban subjects (uninterrupted and
interrupted groups combined) at a 1-sided 0.05 level of significance using an exact test based on
the binomial distribution. In addition, a 1-sided exact 95% confidence interval of the endpoint
rate will be presented and the upper bound will be compared to 8.7%. For completeness, a 2-
sided exact 90% confidence interval will also be presented. Note that, prior to carrying out this
analysis, the comparability between apixaban groups on this thrombotic/bleeding endpoint will
be assessed using a 2-sided 95% Wilson confidence interval. If the confidence interval does not
contain 0 and if the difference between apixaban groups is considered clinically different, the
above analyses may be repeated for each of the uninterrupted and interrupted apixaban groups,
separately.

To assess consistency of sites with respect to the primary efficacy and safety endpoint rates,
logistic regression will be used to compare sites with respect to the primary endpoints rates for
the evaluable population. A 0.15 level of significance will be used to determine if a significant
site effect exists. A P value <0.15 will not necessarily preclude the sites from being pooled for
the final analysis, but will require further inspection (e.g., endpoint results by site) to assess if
there is a concern about lack of site poolability. In addition, logistic regression will be used to
assess consistency of the interrupted vs. uninterrupted apixaban groups across sites, using a
logistic regression model with effects for treatment type (interrupted or uninterrupted), site and
the treatment type-by-site interaction. The interaction term will be assessed using a 0.15 level of

significance.

The rates and 2-sided exact 95% confidence intervals of the primary and major secondary
endpoints will be presented by apixaban group and for both apixaban groups combined within

the following major subgroups:
a. Age (<80 and >80 years).

b. CHA;DS,-VASc (Congestive heart failure, hypertension, age, diabetes mellitus, stroke or
transient ischemic attack or thromboembolism, vascular disease, age, sex category) score

(< median, > median).

c. HAS-BLED (hypertension, abnormal renal/liver function, stroke, bleeding history or
predisposition, labile international normalized ratio, elderly, drugs/alcohol) and
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HEMORR,HAGES (hepatic or renal disease, ethanol abuse, malignancy, older age,
reduced platelet count or function, re-bleeding, hypertension, anemia, genetic factors,
excessive fall risk, stroke) bleeding risk scores (< median, > median).

d. Baseline antiplatelet therapy vs. no antiplatelet therapy.

e. Baseline anticoagulation therapy (subjects who are anticoagulation-naive versus subjects

on vitamin K antagonists versus subjects on novel oral anticoagulants).

f. Subjects with >2 of the following characteristics: age >80 years, body weight <60 kg, or
serum creatinine >1.5 mg/dL.

g. Apixaban dose.

The purpose of this analysis is to assess consistency of primary and major secondary endpoint
rates across the various subgroups

9.5.5 Addition Analysis: Comparing Prospective Apixaban with Retrospective Warfarin
Cohorts

The rate of the primary endpoint in apixaban subjects (uninterrupted and interrupted groups
combined) will be compared with a retrospectively-matched warfarin control group. The control
group is comprised of patient records from warfarin-treated individuals (retrospective) who meet
inclusion/exclusion criteria, including having undergone ablation for NVAF in the enrolling
centers on or after September 1, 2013, who have documented follow-up in the medical record for
> 30 days post-ablation procedure, and who meet the other inclusion/exclusion criteria including
matched for age, gender and type of AF (paroxysmal vs. persistent). For the warfarin group,

retrospective chart review will be performed to assess the incidence of the primary endpoint.

This analysis will compare the 1-month rate of clinically significant bleeding and thrombotic
events between the two groups in a similar manner as was used to compare apixaban groups.

10 CLINICAL EVENTS COMMITTEE

The Clinical Events Committee (CEC) is made up of electrophysiology and non-
electrophysiology cardiologists and other clinical experts as required who are not participants in
the study. The CEC is charged with the adjudication of pre-specified clinical endpoint events.

At the onset of the trial, the CEC will establish specific criteria used for the categorization of
clinical endpoint events, explicit rules outlining the minimum amount of data required for
adjudication of each event, and the algorithm followed in order to classify a study endpoint

related clinical event. All members of the CEC will remain blinded to the treatment assignment
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(for subjects in the prospective, randomized cohort) in their review and adjudication of all
endpoint events. The CEC will meet regularly to review and adjudicate clinical endpoint events
for which the required minimum data are available. The procedures by which the CEC will

operate will be documented in a separate manual.

11 STUDY MANAGEMENT

11.1 Regulatory Documentation

Prior to the start of the study, the following documents must be prepared:

e A completed and signed Form FDA 1572. If during the course of the study any changes
occur that are not reflected on the 1572, a new 1572 form must be completed and
returned to Sponsor/HCRI for submission to the FDA.

e Current signed curriculum vitae and medical licenses (within 2 years) for the site PI and
all sub-investigators listed on the 1572.

e A copy of the original approval for conducting the study by the IRB/EC. Renewals, with
continuance of the study, must be submitted at yearly intervals or as required by IRB/EC
policy.

e A copy of the IRB/EC approved informed consent form.

e IRB/EC member list and DHHS General Assurance Number (if IRB/EC has an
Assurance number).

e Signed Financial Disclosure Form for all personnel listed on the 1572 with a statement of
non-voting by study staff.

e The protocol signature page signed and dated by the site PI.

11.2 Compliance with the Protocol

The study shall be conducted as described in this approved protocol. All revisions to the protocol
must be discussed with, and be prepared by, HCRI. The investigator should not implement any
deviation or change to the protocol without prior review and documented approval/favorable
opinion from the IRB(s)/IEC(s) of an amendment except when necessary to eliminate an
immediate hazard(s) to study subjects.

If a deviation or change to a protocol is implemented to eliminate an immediate hazard(s) prior
to obtaining IRB/IEC approval/favorable opinion, as soon as possible the deviation or change
will be submitted to:

e IRBJ/IEC for review and approval/favorable opinion.
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e HCRI
e Regulatory authority(ies), if required by local regulations.

Documentation of approval signed by the chairperson or designee of the IRB(s)/IEC(s) must be
sent to HCRI.

If an amendment substantially alters the study design or increases the potential risk to the
subject: (1) the consent form must be revised and submitted to the IRB(s)/IEC(s) for review and
approval/favorable opinion; (2) the revised form must be used to obtain consent from subjects
currently enrolled in the study if they are affected by the amendment; and (3) the new form must

be used to obtain consent from new subjects prior to enrollment.

If the revision is an administrative letter, investigators must inform their IRB(s)/IEC(s).

11.2.1 Protocol Deviations

A protocol deviation is defined as any instance during the conduct of the study in which the site
PI or other site personnel changed or failed to adhere to the study design or procedures specified
by the protocol. Examples of protocol deviations may include: a) enrollment of a study subject
who does not meet all of the inclusion/exclusion criteria specified in the protocol; b) failure to
obtain a key safety procedure or lab test; or c¢) enrollment of a patient during a lapse in IRB/EC
approval of the study. Each Investigator shall conduct this clinical study in accordance with this
clinical protocol, FDA regulations, Good Clinical Practice, and any conditions of approval
imposed by their IRB/EC. Failure to comply with and/or inability to meet FDA regulations may
jeopardize further participation of the Investigator or Investigative Center in this and future

clinical studies.

All relevant protocol deviations should be submitted by the site on the applicable eCRF, and will
be reviewed and assessed for their impact on subject safety by the HCRI.

Major Deviations are defined as any unapproved change in the study procedures or study design
that are within the site Investigator’s control that may adversely affect the subject’s rights, safety
or well-being, or the accuracy and reliability of the study data.

Minor Deviations are defined as any unapproved change in the study procedures that are within
the site Investigator’s control that do not have an impact on the subject’s rights, safety or well-
being, or the accuracy and reliability of the study data.
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Investigators are required to notify HCRI in writing before initiating any deviations from the
protocol, except where necessary to protect the life or physical well-being of a subject in an
emergency (in cases of medical emergency, HCRI should be notified within 24 hours of the
occurrence of the deviation). Prior notification is generally not expected in situations where
unforeseen circumstances are beyond the PI’s control (e.g., subject did not respond to scheduled
follow-up, blood sample lost by laboratory, etc.), however, the event is still considered a

deviation.

11.3 Monitoring
11.3.1 Initiation of Study Sites

Prior to subject enrollment, a remote study initiation visit will be conducted at each
investigational site to ensure the following: IRB/EC approval has been obtained and
documented prior to subject screening; the Investigators and study personnel are appropriately
trained and clearly understand the study; and the Investigators and study personnel accept the
obligations incurred in undertaking this clinical investigation.

11.3.2 Visits

Periodic remote monitoring visits will be performed in accordance with the approved monitoring
plan throughout the clinical study to ensure that the investigator’s obligations are fulfilled and all
applicable regulations and guidelines are being followed. These visits will ensure that the
facilities are still acceptable, the protocol and investigational plan are being followed, the
IRB/EC has been notified of approved protocol changes as required, complete records are being
maintained, appropriate and timely reports have been made to HCRI and the IRB/EC, drug and
drug inventory are controlled, and the site PI is executing all agreed-upon activities.

The site will receive notification prior to each remote monitoring visit during the course of the
study. The site PI and/or Sub-Investigator and other appropriately trained study staff are

expected to be available during the visit.

HCRI, BMS, or their designees retain the right to remove either the PI or the investigational site
from the study for issues of non-compliance with the protocol or regulatory requirements. HCRI
or its designee will perform the monitoring responsibilities according to its standard operating
procedures.

The progress of the study will be monitored by:

* Remote monitoring of data.

62
AEIOU Trial
Version 1.1; September 2, 2015 Harvard Clinical Research Institute



AEIOU Trial Clinical Protocol No. CV185-373

* Frequent telephone or email communications between the PI, site staff, and assigned

study site monitors.

11.3.3 Study Close-Out

Upon completion of the clinical study (when all subjects enrolled have completed the follow-up
visits, all data have been entered into the EDC system, all queries have been resolved, and final
electronic signatures have been obtained), a study closeout visit will be conducted. All unused
study drugs, and any unused study materials and equipment will be collected and returned to
BMS for reconciliation. The study monitor will ensure that the PI’s regulatory files are current
and complete, and that all outstanding issues from previous visits have been resolved. Other
issues that will be discussed with site personnel at this visit include retention of study files,
possibility of site audits, publication policy, and that the site PI must notify the site’s IRB/EC
regarding study closure.

11.4 On-Site Inspection and Audits

The FDA may request access to all study records for inspection and copying. A representative of
HCRI or BMS also may use similar auditing procedures. The site PI must agree to permit the
FDA, the governing IRB/EC, BMS and HCRI access to all study records and original subject
records for auditing purposes and provide support for these actions. The site PI will be informed

in advance of this visit.
11.5 Records Retention
11.5.1 Records Retention

The investigator must retain all study records and source documents for the maximum period
required by applicable regulations and guidelines, or institution procedures, or for the period
specified by the sponsor/HCRI, whichever is longer.

If the investigator withdraws from the study (e.g., relocation, retirement), the records shall be
transferred to a mutually agreed upon designee (e.g., another investigator, IRB). Notice of such
transfer will be given in writing to HCRI.

11.5.2 Study Drug Records

It is the responsibility of the investigator to ensure that a current disposition record of
investigational product (those supplied by the sponsor)is maintained at each study site where
study drug and non-investigational product(s) is/are inventoried and dispensed. Records or logs

must comply with applicable regulations and guidelines and should include:

e Amount received and placed in storage area.
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e Amount currently in storage area.

e Label identification number or batch number.

e Amount dispensed to each subject, including unique subject identifiers.
e Amount transferred to another area/site for dispensing or storage.

e Non-study disposition (e.g., lost, wasted).

¢ Amount destroyed at study site, if applicable.

e Amount returned to HCRI/the sponsor.

e Retain samples for bioavailability/bioequivalence, if applicable.

e Dates and initials of person responsible for investigational product
dispensing/accountability, as per the Delegation of Authority Form.

11.6 Destruction of Investigational Product

If the study drugs are to be destroyed onsite, it is the investigator’s responsibility to ensure that
arrangements have been made for disposal, and that procedures for proper disposal have been
established according to applicable regulations, guidelines, and institutional procedures.

Appropriate records of the disposal must be maintained.

11.7 Disclosure and Confidentiality

By signing the protocol, the investigator agrees to keep all information provided by HCRI in
strict confidence and to request similar confidentiality from his/her staff and the IRB/EC. Study
documents provided by HCRI (protocols, CRFs and other material) will be stored appropriately
to ensure their confidentiality. The information provided by and HCRI to the investigator may
not be disclosed to others without direct written authorization from HCRI, except to the extent

necessary to obtain informed consent from subjects who wish to participate in the study.

12 GLOSSARY OF TERMS

Term Definition

Expedited safety report Rapid notification to investigators of all SAEs that are
suspected (related to the investigational product) and
unexpected (i.e., not previously described in the
Investigator Brochure), or that could be associated with
the study procedures.
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Term

Definition

Prospective, randomized
cohort

Prospectively enrolled subjects who are randomized to
uninterrupted vs. interrupted apixaban.

Retrospective, warfarin
cohort

Patient records will be identified via chart review and
pre-existing data will be collected on these individuals
who had catheter ablation for NVAF and were treated
with warfarin (to be compared with prospective cohort).

13  LIST OF ABBREVIATIONS

ACT Activated clotting time

AE Adverse event

AF Atrial fibrillation

ALT Alanine transaminase

AP Alkaline phosphatase

AST Aspartate transaminase
BARC Bleeding Academic Research Consortium
b.i.d. Twice daily

BMI Body mass index

BMS Bristol-Myers Squibb

BUN Blood urea nitrogen

C Celsius

CEC Clinical events committee
CFR Code of Federal Regulations

CHA,DS,-VASc

Congestive heart failure, hypertension, age, diabetes mellitus,
stroke or transient ischemic attack or thromboembolism,
vascular disease, age, sex category (score)

cm Centimeter

CYP3A4 Cytochrome P450 3A4

DILI Drug-induced liver injury

dL Deciliter

DM Data Management

eCRF Electronic case report form

F Fahrenheit

FDA Food and Drug Administration
AEIOU Trial
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FSH Follicle-stimulating hormone

FXa Factor Xa

g Gram

GCP Good Clinical Practice
Hypertension, abnormal renal/liver function, stroke, bleeding

HAS-BLED history or predisposition, labile international normalized ratio,
elderly, drugs/alcohol (score)

HCG Human chorionic gonadotropin

HCRI Harvard Clinical Research Institute

HEMORR,;HAGES Hepatic or renal disease, ethanol abuse, malignancy, older
age, reduced platelet count or function, re-bleeding,
hypertension, anemia, genetic factors, excessive fall risk,
stroke (score)

HRT Hormone replacement therapy

ICF Informed consent form

ICH International Conference on Harmonisation

IEC Independent Ethics Committee

IND Investigational New Drug (application)

IRB Institutional Review Board

ITT Intention-to-treat

IUD Intrauterine device

kg Kilogram

L Liter

mg Milligram

mL Milliliter

mm Millimeter

pmol Micromole

NOAC Novel oral anticoagulant

NSAE Nonserious adverse event

NVAF Nonvalvular atrial fibrillation

PI Principal investigator

SAE Serious adverse event

SI Systeme International

SOE Schedule of events

TEAE Treatment-emergent adverse event

TIA Transient ischemic attack
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ULN Upper limit of normal

UsS United States

WOCBP Woman/women of child-bearing potential
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Appendix 1 US Prescribing Information for Apixaban
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use ELIOUIS safaly

and effectively. See ful

Il prescribing information for ELMUIS.

ELIOUIS® {apixaban) tablets for oral use
Initial LS. Approval: 2012

WARNING: (A) PREMATURE DISCONTINUATION OF ELIQWNS
INCREASES THE RISK OF THROMBOTIC EVENTS
(B) SPINAL/EPIDURAL HEMATOMA
See full prescribing information for complete baxed warning.

(A} PREMATURE DISCONTINUATION OF ELMIUIS INCREASES THE RISK OF
THROMBOTIC EVENTS: Premature di inuation of any oral anth alant.
including ELIDUIS, increases the risk of thrombotic events. To reducs
this risk, consider coverage with another anticoagulant if ELIQUNS is
discontinsed for a reason other than pathological bleeding or complstion
of a course of therapy. (2.5, 5.1, 14.1)

(B} SPINAL/EFIDURAL HEMATOMA: Epidural or spinal hematomas may
occur in patients treated with ELIOWS who are receiving newraxial
anesthesia or undergoing spinal puncture. These hematomas may result
in long-tarm or permanent paralysis. Consider these risks when scheduling
patients for spinal procedures. (3.3)

e m -~~~ RECENT MAJOR CHANGES - — ——— = —— == —— = ——
Boxad Wamning 014
IndicaSons and Usaga (1.2) W24
Indicaons and Usage (1.3, 1.4, 1.5) B4
Desape and Administration (2.1) B4
Desape and Administration (2.8) 24
Warnings and PrecauSians. (5.1) 014
Warnings and PrecauSians. (5.3) w2014
Warnings and PrecauSians (5.5) B4

ELMILIE is a facior Xa ihibitor anScoagulant indicated:

-

fo reduce the rsk of stroke and systemic embolism n patients with nomvahular
afrial fibrillagon. (1.1)

for the prophytads of deep wein thrombesis [DVT), which may lsad fo pulmanary
embolism (PE), in patierts who have undergona hip or knes replacement surgeny. (1.2)
for the treatment of DT and PE, and for the reduction in the risk of recurrent DVT

e ADVERSE REACTIONS ——

Clinical Protocol No.

Reduction of risk of stroke and systamic embolEsm in nomvalhvuiar atrial fibrillagion:

= The recommended dose is 5 mg orally twice dady. (2.1}

= Inpatients with at least 2 of the following charactenstics: age =80 years, body
waight <60 kg, or zarum creatining =1.5 mg/dL, the recommended dess i
2.5 my orally twice daily. (2.2)

Proptryiads of ONT following hip or knee replacamant surgery:

= The recommended dose is 2.5 mg orally twice dady. (2.1)

Treatmant of DT and PE:

*  The recommended dose ks 10 myg faken orally twice daily for 7 days, followed
by 5 mg taken orally twica daily. (2.1)

Reduction in the rsk of recurrent DVT and PE following initiad tharapy:

» Tha recommeanded dose is 2.5 mg taken orally twica daily. (2.1)

hyparsansithity to ELILIS fapi @)

ELIOUIE can causs serious, pofantially fatal bleeding. Promptly evaluate signs and
sympioms of blood loss. [5.2)
Prosthetic heart valves: ELIDUES use not recommendad. (5.4)

Mast commaon adverse reactions (=1%;) are related to bleeding. (5.1}

To report

S, contact Bristol-Myers Squibb at
www fda, gov/imedwaitch.

SUSPECTED ADVERSE REACTION
1-800-721-5072 or FDA at 1-200-FDA-1088 or www. fa.
—mmmmm e e —— —— DRUG INTERACTIONS — — — = = — == — = ——————

Strong dual infebitors of CYP3A4 and P-gp mmeass blood levels of apixaban.
Reduce doza or avoid coadministraSon. (2.2, 7.1, 12.3)

Simultaneous use of strong dual inducers nl C‘I'PQ.M and P-gp reduces biood
levels of apixaban: Avoid concomitant use. (2.2, 7.2, 12.3)

Fregrancy: Not recommended. (1)
Mursing Mothers: DisconSnus drug or discontinue nursing. (B.3)
Severs Hapatc impaimmant: Not recommendad. (12.2)

‘See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.

and PE faBowing initial therapy. (1.3, 1.4, 1.5) Revised: &/2014
FULL PRESCRIBING INFORMATION: CONTENTS* [ ADVERSE REACTIONS
WARNING: (A} PREMATURE DISCONTINUATION OF ELIOUIS INGREASES THE RISK 61 Clinical Trials Experiance
OF THROMBOTIC EVENTS: 7 DRUG INTERACTIONS
(B) SPINAL/EPIDURAL HEMATOMA 71 Strong Dual Inhibitors of CYPAA4 and P-gp
1 INDICATIONS AND USAGE 72 Strong Dual Inducers of CYP3A4 and P-gp
) ) _ - 73 AnScoagulants and AnSplatelet Agents
11 Reduction of Risk of Stroke and S Emibol Nomvalvudar
Sl Errilation ytemis Embolism in 8 USE IN SPECIFIC POPULATIONS
1.2 Prophytas of Deep Vain Thrombosis Following Hip or Knee g; Pm-gréﬂ
Replacement Surgary g Lo Delivery
13 Treatment of Deep Vein Thrombosis B3 Nursing Mathers
14 Treatment of Puimonary Emboksm 85 Beriatric Use
15 Reduction in the Risk of Recwrence of DVT and PE 86  End-Stge Renal Disease Patients Maintzinad with Hemodialysis
2 DOSAGE AND ADMINISTRATION 10 OVERDOSAGE
21 Recommanded Dose i1 DESCRIFTION
22 Deesaage Adjustmants
23 Mssed Dose 12 CLINIGAL PHARMACOLDGY
24 Temporary Internsption for Surgery and Other Intarventions 121 Mechanism of Action
25  Corwerting from or to ELIIUIS 122 Pharmacodyramics
26 Hepasic Impairmant 123 Pharmacokingtics
27 Reral Impaiment 13 HOMCLINICAL TOXICOLOGY
28 AdministraSon Opfions 131 Caminogenesis, Mutagenesis, Impairmant of Fertifty
3 DOSAGE FORMS AND STRENGTHS 14 CLNICAL STUDIES
I CONTRAINDICATIONS 141 ReducSon af Risk of Stroke and Systemic Embolism in Nonvalvular
Arial Fibrillason
5 WARNINGS AND PRECAUTIONS 142  Prophytas of Deap Vein Thrombosis Folowing Hip or Knee
a1 Increased Risk of Thrombotic Events afier Premature Replacement Surgery
Discontnuation 143 Treatmant of VT and PE and Reduction in the Aisk of Recumance
52 Bleeding of DVT and PE
gi amm? e; Puncturs 16 HOW SUPPLIED/STORAGE AND HANDLING
. 8 Valvas
55  Acute PE in Hemodynamically Unstabi Patisnts or Pasiants who 17 PATIENTCOUNSELING INFORMATION .
Require Thrombalysis or Pulmanary Embalectomy * Sections or subsections omitted from the full prescribing information are not listed.
AEIOU Trial
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FULL FRESCRIBING INFORMATION

'WARNING: {A) PREMATURE DISCONTINUATION DFELI[I.IIS INCREASES THE
RISK OF THROMBOTIC EVENT!
(B) SPINAL/EPIDURAL I-IZMMD!IA
PREMATURE DISCONTINUATION OF ELIOUIS INCREASES THE RISK OF
BOTIC EVENTS
Pramature discontinuation of any oral anticoagulant, miudql ELIOUIS,
increases the risk of thrombotic events. i anticoagulation with ELIOUIS is
discontinued for a reason othar than pathological bleeding urm?ﬁum ofa
course of therapy, consider coverage with another anticoagulant Dm
and Administration (2.5), Wamnings and Precautions (5.1), and Clinical §
(141)].
(B) SPINAL/EPIDURAL HEMATOMA
Epidural or spinal hematomas may occur in patients freated with ELIOUIS
who are receiving neuraxial anesthesia or undergoing spinal puncture.
Mhumatnnusnwmultmlm—tnm upnmnuﬂpaﬂrsts Considar
these risks when sdludulma tll';l . Factors that
can increase the risk of developing epi nrqunalheﬂﬁnmasmﬂm
patients include:
+ use of indwelling epidural catheters
- mnmnrhnlmnfuhwhmsﬂntaﬁecthnwlms.sud\as
y drugs (NSAIDs), platelet inhibitors, other
mu:nagulants

+ a history of traumatic or repeated epidural or spinal punctures

+ ahistory of spinal deformity or spinal surgery

« optimal fiming between fhe administration of ELIQUIS and neuraxial
procadures is not known

[soe Warnings and Precautions (5.3]] .

S R 0 IR SR

necassary [ses Procautions (5.3)].

Consider the bnmﬁts arld risks before neuraxial intervention in patients
anticoagulated or to be anticoagulated [see Wamnings and Precavtions (5.3)].

1 INDICATIONS AND USAGE
14 Raduction of Risk of Stroke and Systemic Embolism in Nomvalbvular
Airial Fibrillation

ELIDWIS® {apoaaban] is indicated to reduce the risk of siroke and systemic embolism
in patiants with nomvalvular atrial fibrllation.

12 Prophylaxis of Deep Vein Thrombosis Following Hip or Knes
Raplacament Surgery

ELIQUAS i indicatad for the prophylaxs of deap vein thrombasis (ONT), which may lead

o pulmonary embolism {PE), in patients who have undargona hip or knea replacemant

surgery.

13 Treatment of Deap Vein Thrombosis

ELIOUNS is indicated for the treatment of DVT.

14 Treatment of Pulmonary Embolism

ELIQUNS is indicated for tha treatment of PE.

15 Reduction in the Risk of Recurrence of DVT and PE

ELIOUNS is indicated to reduce the risk of recurrent DVT and PE following initial therapy.
2 DOSAGE AND ADMINISTRATION

21 Recommended Dose
mmmwmmmmmmmmw with Nomwalvular Atrial
The recommanded dose of ELIOUIS for most patiants is 5 mg taken orally twica daily.
Prophyiaxis of Deap Vein Thrombasis Following Hip or Knes Rsplacomant Surgery
The recommanded dose of ELIOWS is 2 5 mg taken orally twice daily. Tha inifial dose
should be takan 12 fo 24 hours after surpary.

. In patients. uniergomg hip replacement surgery, the recommendad duration of

traatment is 25 days.
. In patients ing knoa replacement surgery, the racommended duration
of treatmant is 17 days.

Treatment of DVT and PE

The recommendad dose of ELIIUIS is 10 mg taken orally twica daily for 7 days.
fallowed by 5 mq taken orally twice daily.

Raguction in the Aisk of Recurmence of DVT and PE

The racommended dosa of ELIIAS is 2.5 mg taken orally twice daily after at least
& months of freatment for DVT or PE [see Clinical Studies (14.3].

AEIOU Trial
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ELIQUIS® {apixaban]

R

Dosage Adjustments
patienis with nonvahvular afrial fAbrilation: The racommended dosa of ELIOUIS is
mq twica daily in patients with any 2 of the following characteristics:
age =80 yaars
body weight <60 kg
sarum craatining =1_5 mg/dL
Coadministration with gl CYP3A4 and P-gp infibifors: For
ELINS dosas greatar fan 2.5 my twice daily, e dose by ‘Kmhen EIJDIJ
i coadminisianed with drugs that ara strong dual inhibitors of cytochroma P450 344
1E'|'P3MJ and P-glycopratain (P-gp) [9 kefpconazols, fraconazok, ritonavir,
clarithromyein} [sea menmmbgy 123
In patients already taking 2.5 mg twice daily, awid coadministration of ELIILIS with
strong dual inhibitors of CYP3A4 and P-gp fsae Drug infaractions (7 1)].
23 Missed Dose
If & dose of ELIILS is not taken at the scheduled time, the dose should be taken as
5000 3s possible on the same day and twice-daily administration should be rasumed.
The dose should not be doubled to make up for a missed dosa.
24 Temporary Interruption for Surgery and Other Interventions
ELIQINS should be discontinuad at least 48 hours prior o elecve surgery or invasiva
u'as with a modarate or high risk of unaccaptabla or clinically significant
ing. ELIQUIS hould be disconfinued at least 24 hours pricr to elective surpary
or |nvam procadures with a low risk of bleeding or whare the bleeding would be
non-critical in location and easily controlled. Bridging anficoagulation during tha
24 fo 48 hours after stopping ELIOUIS and prior to the intervention is not genesally
raquired. ELIQUIS should be rastartad after the surgical or other procedures as soon
as adequate hemostasis has bean established.
25 Converting from or to ELIQUIS
Switching from warkrin fo ELIQUIS: Warfarin should be discontinued and ELIQUIS
started when the intamational normalizad ratio (INF) is below 2.0.
fiching from ELNJNS do warfarin: ELOUIS affects INR, so that initial INR
maasurements during the transition to warfarin may nof be usaful for datermining the
jata dose of warfarin. If continuous anficoagulation i , discontinug
5 and bagin beth a parentaral anficoagulant and warfarin at the time the next
disa of ELINNS would hava bean taken, discontinuing the parenteral anficcagulant
wt'sn INR reaches an accaptable range.
batwasn ELIOUIS and anticoaguiants other than warfarin- Discontinue one
being taken and begin the other at tha next schadulad dosa.
25 Hepatic Impairmant
No dose adjustmant is required in patients with mild hapatic impairment.
Bacause patients with moderata fic impairment have intrinsic coagulation
abnormalities and there is imited clinical experiance with ELIQUIS in these patients.
deesing recommendations cannat be provided [see Clinical Phamacoisgy (12.2)]
ELIJIAS is not recommended in patiants with sevare hapatic impairment [see Clinical
Pharmacology (12.3]].
7 Ilsni Imi'lmnt
The dosing adjusiment with moderate renal impairment and nonvalvular
atrial rl:ﬂlanm is d above [see Dosage and inistration (2.2)]. Tha
racommended dose for nonvalwlar afrial fibrillation paSients with end-stage ranal
diseasa (ESAD) maintained on homodialysis is 5 mo twice daily Raduce dosa fo
2.5 myg twica daily if one of the following patiant characteristics {aga =B0 years or
body waight <60 kg}mpmwﬂ[mt&ammmwmmﬁlandﬂm
Pharmacology (12.

Mo dosa mj]mt'narrt iz required for the following indications:

. farﬂleﬂgﬂmlamsnfﬂtﬂnhﬂmarbmjhoﬁ|npataﬂsﬂhnhav9unﬂerm
hip or knaa replacemant surgery.

+  for the treatment of DVT and PE, and for the raduction in the risk of recumant
DNT and PE.

QQQE::-:-

28 Administration Options
For pafiants who are unabla to swallow whole tablets, 5 mg and 25 rnu EIJOIJIS
tablets may be crushed and nded in 60 mL DSW and |mmndlat9r|i
throuph a nasopastric fube (NG ; Clinical Pharmacology nfmnahm
ragarding the administration nf cn.mau and suspanded ELIGUIS M swallowed
by mouth i not availabla.
3 DOSAGE FORMS AND STRENGTHS
s 25 myg, yellow, round, biconven:, film-coated fablets with “293° debossad on
one sida and “ 24" on e other sida.
+ 5 mg, pink, oval-shapad, biconves, film-coated tablets with “304" debossad on
one sida and *5” on the othar side.
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ELIQUIS® {apixaban)

4 CONTRAINDICATIONS

ELIOLNS is contraindicated in patients with tha following condifions:

*  Active pathological bleeding [ses Wamnings and Precautions (5.2) and Adverse
Reactions (6. {}f

= Severs l'g'persamumﬂ)' reaction to ELIQUIS (a.9., anaphylactic reactions) [see
Advarse Reactions (5.

5 WARNINGS AND P'II[‘.MITM

51 Increasad Risk of Thrombotic Events after Pramatura Discontinuation

Pramature discontinuation of any oral anficoagulant, including ELIBUIS, in the absance

of adequate alternative anticoagulation increasas the risk of thrombotic evants. An

incraasad rate of siroke was observed during the transition from ELIQUIS ta warfarinin

clinical rials in afrial fibrillation pafients. ¥ ELIJIAS is discontinuad for a raason other

than pathological bleading or complation of a course of therapy, consider coverage

with another anSiceagulant [sse Dosage and Adminsiration (2.5) and Clinical Sfudias

(14.4)].

52 Bleeding

ELIOUNS increases the risk of bleading and can cause serigus, potantially fatal, blaeding

[sea Dosage and Administration (2.2) and Adversa Raactions (6. 1]].

Concomitant use of drugs afiecting hemostasis increases the risk of blaeding.

Thesa include aspirin and other anfiplaielet agants, other anticoagulants, heparin,

thrombalytic agenis. salectiva saroéonin reuptaka inhibitors, serotonin norepinaphrine

rauptake inhibitors, and nonstercidal anti-inflammatory drugs (NSAIDS) [see Drug

Intaractions (7.3)].

Mdvisa patiants of signs and symptams of biood loss and fo report tham immediat

orgo foan mnurguw;mcmg[gm niinue ELIGUIS in patients with active pathologk

hemorhage.

There is no established way to reverse tha anticoagulant effect of apixaban, which
can be expeciad fo parsist for at last 24 hows afier the last dose, La., for about two
drug haff-lives. & spacific antidote for ELIIULS is not available. Hamodialysis doas not
appaar to have 3 substantial impact on apxaban exposura Sae Clinical

(12.3)] Pmiﬂrmnn sulfate and vitamin K are nof expected fo afiact the anficoagulant
activity of apixaban. Thare is no experiance with antifibrinolyfic agants (franexamic
acid, aminocaproic acid) in individuals recaiving apiaban. Thare i neither sciantific
rationale for raversal nor experience with mic hamostatics (desmopressin and
aprotinin) in individuals recaiving apicaban. Use of procoaguiant raversal apants such
as proffwombin complex concantrata, activated prothrombin complex concenirate,
or recombinant factor Vila may be considared but has nof been evaluated in clinical
studies. Activated oral charcoal reduces absorption of apiaban, thersby lowering
apixaban plasma concantration [ses Ovordosage (101

53 Spinal/Epidural Anesthesia or Puncture

Whan neuraxial anesthesia (spinallepidural anesthesia) or spllalfepudura]
puncture is amployed, patients traated with antitwombotic agents for
of thromboembolic complications are at risk of developing an epid naJ
hematoma which can result in long-term or parmanent paralysis.
The rigk of these events may be increased by fe rative use of indwalling
apidural catheters or fie concomitant wsa of madicinal products affacting hemostasis.
Indwalling epidural or infrathecal cathefers should not be removed earfier than
24 howrs aftar the last administration of ELIQUIS. The next dose of ELIIUIS should not
be administared earlier than 5 hours afior the ramoval of the catheter. The risk may
also ba increased by traumatic or repeatad epidural or spinal pu1c11.m [f traumatic
puncture cocuwrs, dalay fie adminisiration of ELIOUIS for ﬁ
Monitor patients frequantly for signs and symptoms of neurological impairmeant
=g, mmbmss-:twsaknnssoflm lags, bowel, or bladder dysfunction). f neurclogical
compromise is notad, urpant diagnosis and traatment is necessary. Prior to neurasial
lrlurwntonifﬂpt‘qecmnshwldcumhrm benafit versus the risk in
anticoagulated patiants or in patients 1o ba anticoagulated for thromboprophylaxis.
54 Patients with Prosthetic Heart Valves
The safaty and efficacy of ELIILNS have not been studied in patients with prosthetic
heart valves. Tharefora, use of ELIJUES is not racommended in these pafients.
55 Acute PE in Hemodynamically Unstable Patients or Patients who
Require Thrombolysis or Pulmonary Embolectomy

Initiation of ELIJUIS is not recommended as an atternafive fo unfractionated
for the initial treatment of patiants with PE who prasent with hemodynamic i Irty
ar who may racaive thrombalysis or pulmonary embalectomy.
[ ADVERSE REACTIONS
The following serious advarse reactions are discussed in greater detail in other
sections of e prescribing information.
*  Increasad risk of thrombotic evants after prematura discontinuation

and Precautions (3. 1)] " el
= Bloeding [see Warnings and Precautions (5.2)]
= Spinal'epidural anesthesia or punciura (sse Warnings and Pracawtions (5.3)]

AEIOU Trial
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61 Clinical Trials Experienca
Bacausa clinical friaks are conducted undar widaly varying conditions, advarse reaction
rates chserved in Se clinical trials of a drug cannot be directly compared fo rates in
tha clinical trials of another drug and may not reflect the rates observed in practica.
Reduction of Risk of Siroks and Systemic Embalism in Nonvaulsr Afrial Gbrilstion
The safaty of ELIOUIS was evaluated in the ARISTOTLE and AVERROES studies [see
Clinical Sfudies (14}, including 11,284 patients exposed to ELIQNS 5 mg twice daily
pafients axposed to EI.IDl.lSZ&rngi'mcadaJ Thndu‘atmafEIJnLILS
axposUre was =12 months for 9375 patients and =24 m for 3360 patiants in
two siudies. In ARESTOTLE, the mean duration of axposure was 39 weeks (=15, EOO
W In AVERROES, tha mean duration of axposure was approximataly
[ patient-years).
The most comman reazon for freatment discontinuation in bath studies was for
bleading-ralated adverse reactions; in ARISTOTLE this cccumed in 1.7% and
2 5% of patiants treated with ELIQNS and warfarin, respectively, and in AVERROES. in
1.5% and 1.3% on ELIOUIS and aspirin, respectivaly.

Blaeding in Patients with Norvahwular Arial Fibrillation in ARISTOTLE and AVERROES
Tables 1 and 2 show tha number of patiants mq:-anmrg major blaeding during

tha traatment pariod and the rai suibjects with at least ong
bleoding avent par yaar) in AHISTIJTIIIEand nw

Major bieading was defined as dinically overt bleading that was accompanied by one
or mare of the follwing: ada:masu in hemeglobin of 2 /'dl or more; a fransfusion of
2 or mare units of packed red bloed calls; bleeding that occurrad in at least ona of the
following critical sies: infracranial, |nhaspma] intraocular, pericardial. intra-articular,
inframuscular with compariment syndrome, neal; or bleeding that was fatal.
Infracranial hamomhage includad intracersbral uThagm siroka), subarachnoid,
and subdural bleeds.

Table1:  Bleeding Events in Patients with Nonvalvular Afrial Fibrillation in
ARISTOTLE

ELIQUIS  Warfarin
N=0088  W=0052  Hazard Ratio
n(%iyear) m(%fyear) (8% CI)  P-value

Major" 327 (2.13) 462(309) 060 (060,080 <00001
Gastrointestinal (B0 128 (0.83) 141 (0.83) 080070144 -
Intracranial 520033 125(0B%) 0.41030,057 -
Intranculars 2POH) 22014 142083245 -
Fata" 10006 37024 027043053 -

CRNM™ B (208) 444(300) 0.70(060,080) <0000

* Confidence interval.

* Imtemational Society on Thrombosis and Hemostasis major blead assessed
by sequential tesfing sirategy for supariority designed to conirol the ovarall type |
ermor in fe fral

+ Gl bloed includes upper &I, bowar G, and rectal bleeding.

% Infraocular bleed is within the corpus of the eye (a conjunciival blead is not an
intraocular bleed).

¥ Fatal bleed is an adjudicated deaf because of bleading during the freatmant peniod
and includas both fatal extracranial bleeds and fatal hemorrhagic stroka.

** CANM = clinically ralevant nonmajor bleading.

Events associated with each endpoint wera counted onca per subject, but subjacts

may have comtributed avents o multiple endpoints.

in ARISTOTLE, tha results for major bleading were generally consistant across most

major subgroups including apa, weight, CHADS, score (2 scala from 0 to 6 used fo
nshmah;rﬂcofsh‘ct& with highar scores icting greatar risk], prior warfarin
usa, paographic ragion, ELIDUIS dose, fypa u?md r?n?lmm (AF), and aspirin use
at randomization (Rgure 1). Subjects Imatad with apixaban with diabetes bled mara
{3.0% par yaar) than did subjects without diabates {1.9% par yaar).
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Figure 1:  Major Bleeding Hazard Ratics by Baseline Characteristics - Prophyizxis of Deep Vein Thrombasis Following Hip or Kneg Raplacement Surgary
ARISTOTLE Study The safety of ELIILIS has bean evaluated in 1 Phase Il and 3 Phase Il studies including
He. of Events 5924 patients expesed o ELIOUIS 2.5 myg twice daily underpaing major arthopedic
he. of (% per yr Hazand Ratio  Pevallue for m of tha lower limbs (elective hip replacement or elective knea raplacement)
Subgroup Patients Apixaban Warfars (95% C) Interaction for up to 38 days.
Al Fatignts: 18140 327 (2.13) 462 (3.08) - In total, 11% of the patients freated with ELIJNS 2.5 mg twice daily experianced
Prior Warfarin/VKA Stats 0.50 arvarse reactions.
Eaperizncad 103m6 135 (21) 3D —-— Bleeding results during the treatment period in the Phase Il studies are shown in
Maive TR 142 RF) 1ER(L0) — Tabia 3. Blaeding was assessed in aach study beginning with the first dosa of double-
hge [ blind study drug.
<6515 ol Who A e —— Tabled:  Bleading During the Treatment Period in Patients Undergoing
HSip<TSyscld  TOO0  12020) 18828 —-— Elactive Hip or Knea Replacement Surgary
=5 yrsold 555 1513 24062 —-— ADWANCE-3 ADVANCE-2 ADVANCE-1
Gender 0,08 Blanding Hip Replacamant Kneo Replacement | Knee Replacement
[E ] 1IT4T 225 (L% 284030 - Endpaint* Surgery Surgery Surgary
Frrly &R ey 1med —— US| Enpragarn | ELOUS | Expraparin | ELIUS
Weght .z 25m 40 rr? m 25m 30 rrﬂI
<Blig 1978 3623 B2AY) —_— &ﬂl x%‘i gétn = Eh z?
60g 16102 290(21) 388300 - 3days | 35ed 122 12:+2 days | 12+2 days
Type i Alfad Frlaiza 075 First dose | Frstdose | Firstdose | Firstdose | Firstdoss | First dose
PermaneriPersistent 15361 233 [.2) &02(3.2) E o 1224 | 915 | 1203 | Bi0td | 20 | 12024
Pamrysed AT 0 GRS —— hours past | hours prior | hours post | hours prior | howrs post | hours post
Prior Stk or T 7 surgery | tosurgery | surgery | tosurgery | surgery | surgery
Yoz MZ o OTTRE) 106(39) —_— Al traated N=2673 | M=2650 | N=1501 | N=1508 | N=1506 | M=15e2
No 14718 250 (20) 356128) - - n m 7 m 1 n
Disbetes Melius 0.3 i &M | pesk | (o 003% | 6% | (1.30%
m s i, | 030 | 06 | s | 050 | 0 | 5
No 13614 21508 HEA0) -
Heart Fadure 0,30 Fatl v v ! I I m_da%]
Yes ST BTN 1A —- - m m ; ; 5 m
Mo 12613 240027 325(31) - deoreas
CHADS, Scare 1 0.4 =2 gl [0.40%) | [.38%) | [D53%) | (D60 [ 0.6%) | ({H.01%)
B 6183 TEA 1T —— Tansfsionof| 16 14 § 2 ] 18
=2 B8 12523 1830 - =2mits RBL | (060%) | [D53%) | (033%) | (060%) [ 056%) [ (1.13%)
= 579 126029 1732 —=— Bload at i i i 2 1 4
Level of Renal Ixpairment 0.03 cifical site® | (0.04%) | [D04%) | OOT%) | (043%) | 0.06%) | (D-25%)
SovereorMocerste 3005 TRAA 142084) —— -
- Py 120 134 53 72 45 [
1l e —— mm daaw | Eos%) | BTG | TR | REw) | @2
Normal TeSE 96015 119018 —a—
Apisetan Dot LM L H3 M 104 126 85 108
2SmyBDorpleto 826 M3 TED - [.71%) | (12.56%) [Bm\ (B.36%) | 5.30%) | (6.50%)
smy A orphceta 17314 307 (1) 425080 ‘-ﬂ-l Nwﬂﬂ criteria incuded surical sits
ikt Rl R - - T s iy g et ocured bfra ths fst dosa o
ERE ek ' apacaban fadministered Izmzxihu.llspcslsuwr]
North Asserica M8 106126 137QE — 'mmésm’m or bisaing events that occurred before the first dose of
L&En Amerca ME0 B0 MBS —_— apixaban [admenistered 12 10 24 hours post surgery).
Europe T MO 13522 —— S Intracranial, intrzspinal, infraocukar, pericardial, anqmmludjuntroq.muru—cpmimur
s Pacifc W S BT - intervanian, |rmrmsulxnihw'n|:rarhmntswjn o retroperitoneal. Blsading info
’ ' B anu:pntabdjnntmqmnire{mraim or intarvanBon wmp‘esaﬂndpqhmlswrm
Aszirin 2t Randomization L4 this vents and event rates include one enckaparin-reated pationt
Tes S 128N AT —— E-1 who also had intracranial hamamhage.
Mo 1255F 198 (18) 28828 —-— ‘CHINM clinically refovant nonmajor
|7
0.25 05 | 3 Adwversa reactions cocuming in =1% of patients undergoing hip or knea replacemant
—_ surgery in the 1 Phasa Il study and tha 3 Phasa [l studies are listed in Table 4.
Holwaban Warlal
Bener Better

Table 4: Adverse Reactions Occurring in =1% of Patients in Either Group
Undergoing Hip or Knea acement Surgery

Table 2: Bleeding Events in Patients with Monvahvular Afrial Fibrillation in -
AVERROES zms g pg Emmm mlq"? ﬁl
ELIOUIS irin 30 myg sc qiZh
G S e e |7
n (%/year) n(%/year -va
Major 45(14) 20082 15409245 007 1532 6) 150R7)
Ancmia and hemairha 162 178
Fatal 50460 5016 090{0.2%,420) - ﬂmﬁmm%w Mgc 128) By
Infracranial 110034 11035 099(039,25) - P Y =
Events associated with each endpoint were counted once per subjact, but subjacts o a4 09
may heve confributad evants fo muliiple endpoints. ;Jhidmnmiﬁ :ﬁ;‘;‘;ﬂmwl and vaginal 67 (1.1) L]
uredhr; }
(Othar Advarse Reaclions - p
Hypersensitiity reactions (inchuding drug hypersansitivity, such as skin rash, and "‘mm"“’pmmdﬂ hemorfiage ,f:,""fh"ﬂmmgn “iog Wi
mc’ucmachwﬁ , such as allergic edama) and syncope ware reportad in <1% of wessal pUnCture sto hematoma and catheter site
racening ELIOUS. hamorhage)
72
AEIOU Trial

Version 1.1; September 2, 2015 Harvard Clinical Research Institute



AEIOU Trial

ELIQUIS* (apixaban)

Clinical Protocol No. CV185-373

ELIQUIS® {apixaban)

Table 4: Adwerse Reactions Occurring in 21!6 of Pafients in Either Group
(Condinueg)  Undergoing Hip or Knee Replacement Surgery

ELIMUIS, n [Enoxaparin, n
25 mg pa bi llrlgschg?
30 ma sc gizh
N=5024
Transaminasas increased (including alanina 50 0.8 T2
aminofransierase increasad and alanina
aminotransierase abnormal)
Aspartata aminoiransfarasa increased 47 (0.8) 63(1.2)
Gamma-phiamyliransferase incraasad 34 (0.8} B5(1.1)

Less commaon adversa raactions in apiaban-freatad patients undergoing hip or knae
raplacament surgary occurring at a frequancy of =0.1% to <1%:
gelh;d arrd] [ymplatic system dissrders: thrombocyiogenia (incleding platelet count

Vascular disardsrs: hypotension {including procedural hypotension)
Respiratory, tharacic, and medisstinal disordars: epistais
Gastroiniestingl disorders: gastrointestingl hamorrhape (including hematemasis and
mielena). hamatochazia

- Iver function fest abnormal, blood alkaline phosphatase
mea.sadm Dillirubin increased
Ranal and urinary disordsrs: hematuria (inchuding respective laboratory paramatars)
Injury, poisoning, and procedursl complications: wound secrefion, incision-site
hemeshage (including incision-site hematoma), npaamnhemmhaga
Lesss commeon adversa raactions in apixaban-treated undergoing hip or knae
raplacament surpery occurming at a frequancy of <0.1%:
Gingival bkeding, hemoptysis, hypersersitivity muscle hemomhage, ocular
hemoshage including conjunciival hemamrhape), ractal hamomhapa

Treatment of DVT and PE and Reduction in the Risk of Recurrance of DVT or PE

The safaty of ELIIULS has been evaluated in the AMPLIFY and AMPIJFT—EXT studies.

mchclum 2676 patiants axposed to ELIQUIS 10 mghnmdmlh lants axposed
5 5 mg twice daily, and 840 pafients exposed to ELIOUIS 2.5 mg twica daily.

Common advarse reactions [=1%) were gingival bleading, apistais, conbusicn,

hematuria, ractal hemorrhape, hematoma, manarrhagia. and hemoptysis.

AMPLIFY Study

The mean duration of axposure to ELIKINS was 154 days and fo encxaparin/warfarin

was 152 days in the AMPLIFY study. Adversa reactions ralated to bleeding occurred in

41? (15 %) ELIQUIS-treated patiants comparad to 651 (24.6%) anaxaparin/wartarin-
ed patiants. The discontmuation rate due fo bi mgsumtswasn?% in the

ELIEIUIS—nnated patiants compared to 1.7% in enaxaparinfwarfarin-ireated patiants

in the AMPLIFY study.

Adverse reactions occurming in 1% of pabanis in tha AMPLIFY study are listed in Table 6.

Table 6: Adverse Reacfions Occwrring in =1% of Patients Treated for
DNT and PE in the AMPLIFY Study

ELIOWIS rin/Wartarin
N=26T6
n (%) n (%)
Epistayis 729 146 (5.4)
Contusion 10(18) 97 [3.6)
Hematuria 4517 102 (3.8
Menarhagia ni4 0114
Hematoma 35(1.3) TE(28)
Hemaptysis 2{1.3 H{A2
Ractal hamorhape 2B{1.0) 3015
Gingival bleeding (1.0 50 (1.9
AMPLIFY-EXT Study
The mean duration of axposure to ELMUIS was approximately 330 days and fo
placnhnmsﬂ-ﬂdwﬂnmg:eﬂ.MPLlF'FB(Tsh.m tQ*.'Iraai."ﬂ':ﬂsglaindll

bleading occurred in 219 {13.3%) ELIOUIS-treated patients compared fo 72 (8.7%)

placebo-traated discontinuation rata due to bleading everts was

|mit9h' 1% in tha ELIOUIS-treated patients compared fo 0.4% in those patiants
#Eplamhomlnﬂlemmﬁ EXT study.

Blaeding resufts from the AMPLIFY-EXT study are summarizad in Table 7.
Table7:  Bleading Results in the AMPLIFY-EXT Study

%Emm Eull.lls Placabo

H'H ui?l N=826

n (%) n %) n (%)

Major 202 1{04) 4(05)
CREM* 2530 Widd 102.3)
Miajor + CRNM k] 35(4.3) 227)
i 75 8.0 ag(121) 58(7.0)
Al [N 121 {14.9) 74{00)

* CRNM = clinically relevant nonmiajor blaading.
Events associated with each andpoint wera counted once per subjact, but subjects
miay hava contributed avents to multipds andpoints.

Adversa reactions occurming in =1% of patiants in tha AMPLIFY-EXT study are listed
in Table B.

Table 8 Adverse Reactions Occuming in =1% of Patients Undergoing
Extended Treatmant for DVT and PE in the AMPLIFY-EXT Study

In the AMPLIFY study, ELIOUIS was stafistically l?annnuarlann in the ELIQUIS EUIIJIS Placebo
pnmmsalmmq:omafmaprbhsdmwelammuzi 5% 0f [017. 0.55]. Mm "Jq;
P-value <0.0001). 1 Hgﬁ
Bleeding resaits from e AMPLIFY study ara summarized in Table 5. n (%) n (%) n %)
) Epistayis 13(15) 20 (36) REN]
Table5:  Bleeding Results in the AMPLIFY Study Hematuria 12(1.4) 17 (24) a1.4)
ELIOUIS Enoxaparin/Warfarin  Relative Risk Hematoma 13015 1620) 1011.2)
N=26T6 {05% CI) Contusion 1824) 1B(22) 1822
n %) 0% Gingival blaeding 12(14) a{id) 304
Major 15 (06) 1016 0.31 {017, 055) ]
p<0.0004 (ither Advarse Reactions
Less common adversa reactions in ELIQUIS-freated pafients in the AMPLIFY or
S ConM ek e AMPLIFYEXT shudies occuring ata froguency of =0, 1% fo <1 %
Minar HIMNMT 505 (18.8) Bipod and lymphatic system disorders: hamorrhapic anemia
Al 402 {15.0) 676 {251) Gastrointestinal disorders: hematochazia, hemorhoidal hemorhage, gastrointestinal

* CRNM = clinically relevant nonmajor bleeding.
Evenis associaied with each andpoint ware counted once par subjact, but subjects:
miay have confributed events 1o multiple andpoints.

AEIOU Trial
Version 1.1; September 2, 2015

hemorhage, hamatemesis, melena, anal hamorhage

Injury, poisaning, and procedural complications: wound hemomhage, postprocedural
hemorrhage, traumatic hematoma, periorbital hematoma
Muscuinskeletal and connective fissue disorders: muscl hemarrhage

Reproductive systom and breast disorders: vapinal hemomhapa, matrorrhagia,
manomatrorrhagia, genital hamomhapa

Vascular disorglars: hemorrhage

Skin and subcutansous ffssue disorders: acchymosis, skin hemorrhage, petechiae
Lye disardars: conjunciival hemorrhage, refinal hemomhage, eye hemomhage
Imvestigations: blood wrine prasent, occult blood positive, occuft blood, red blood calls
uring pasitiva

{zanaral gisardars and adminisiration-site condifions: injacion-site hamatoma, vessal
puncture-sita hematoma
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7 DRUG INTERACTIONS

Apivaban is a substrata ulhdﬂ'lC‘f’PHManng Inhibitors of CYP3A4 and P-
NCTaasa axposure to apixaban and increase the nsk of bleeding. Inducars of CYP:
and P-gp decrease exposure to apixaban and increase the risk of stroka and other
thromboambolic evants.

74 Strong Dual Inhibitors of CYP2A4 and P-gp

For pati recenving ELIOUIS doses greater than 2.5 mg twice daily, the dose of
ELIQINS should ba decreased by 50% when if is coadministerad with drugs that are

strong dual inhibitors of CYP3A4 and P-gp (2.0., ketoconazole, fraconazola, mtonavir,
memw.lcgy

or clarithromycin) [see Dosage
(2.3

For patiants recaiving ELIQUIS at a dose of 2.5 mg twice daily, aveid coadministration
with sirong dual inhibitors of CYP3A4 and P-gp [see Dosage and Administration (2.2)
and Clinical Pharmacoisgy (12.31].

72 Strong Dual Inducers of CYP3A4 and P-gp

Avoid concomitant use of ELIQUIS with strong dual inducars of CYP3A4 and P-gp
Sog rifampin, [:art-amammm |n 5t John's wu‘t] because such drugs will
A58 EXpOSUre to apikaban jsae Pharmacalogy (12.31]

13 Anticoagulants mdﬁnhplﬂhtﬁgm

Coadministration of antiplatelet agents, fibrinalytics, heparin, aspirin, and chronic

NSAID use increases the risk of bleeding.

APPRAISE-2, a placebo-controlled clinical rial of apixaban in high-risk, post-acute

corm nts freated with a or the combinafion of aspirin and

cbnp%‘am Im% aarly dug o aﬂ&u rate of bleading wmﬁ'pm

comparad to placebo. The rate of ISTH major bleading was 2. 77% per yaar with
iwaban versus 0.62% per year with placeba in nts raceiving single antiplatelet

ﬁmp}aﬂdmﬁ& 0% Eb'?ryearwm wmtanvmz Eﬂ%pargwr?ﬂmpla?:lﬁo n

thosa receiving dual antiplatelst therapy.

In ARISTOTLE, concomitant usa of aspirin incraasad the bleeding risk on ELIBUIS from

1.8% per year to 3.4% per yaar and the bleeding risk on warfann from 2.7% par year

1o 4 6% pﬂﬂgﬁl’ In this clinical frial, thare was limited (2.3%) usa of dual antiplatelet

therapy with ELIDUIS.

8 USE IN SPECIFIC POPULATIONS

a4 Pregnancy

Pregnancy Category B

Thera are no adequate and well-controlled studies of ELIQUIS in pregnant women.

Traatment is likely to incraasa the risk of hemoerhage during pregnancy and dalivery.

ELIQWNS should ba wsad duri gnancy only if $ie potential benefi outweighs the

potential risk to tha mather ar% E;:.B

Traatment of ﬁnam rats, rabbits, and mice after implantafion undil the end of

gestation resulted in fatal exposure to apixaban, but was not associated with incroased

risk for fetal matformations or toxicity. No matemnal or fetal deaths were atiributed fo

bleeding. Increased incidence of matemal bleeding was observad in mice, rats, and

rabbits at maternal exposures that wera 19, 4, 1 times, ragpectively, tha human

axposure of unbound drug, basad on area under plasma-concentration tima curve

(RIUC) comparisons at the maximum recommended human dose (MRHD) of 10 mg

{5 mg twice daily).

82 Labor and Delivery

Safaty and efiectivenass of ELIOUIS during labor and delivery have not been studied

in dlinical frials. Consider tha risks of bleeding and of stroka in using ELIJLIS in this

sefting jsee Wamings and Precautions (5.2)]

Traatment of pregnant rats from implantation (gestation Day 7) fo waaning (lactation

Day 21) with F?lp?xgmanata dosa of 1000 mokg (atmtSﬁ?nm’:ttnhumE ':GI]JE&JID

based on unbound apixaban) did not result in death of offspring or death of mother

rats during labor in association with wierine bleading. However, increased incidance

of matemnal bleeding, primarily during gestation. occurrad at apixaban doses of

=25 mp/ko, a dose cormesponding to =1.3 times the human exposure.

83 Nursing Mothers

It is unknown whether apicaban or its mefabolites are excreted in human milk. Rats

axcrata apixaban in milk {12% of the maternal dosa).

Woman should ba instructed aither to discontinue braastieeding or to discontinue

ELIQUNS therapy, taking into account the importance of the drug to the mothar.

24 Padiatric Use

Salaty and effectivaness in pediatric patients hava not bean established.

85 Geriatric Use

0f tha tofal subjects in tha ARISTOTLE and AVERROES clinical studiss, =69% ware

65 and older, and >31% wera 75 and oker. In the ADVANCE-1, ADVANCE-2, and

ADVANCE-3 dinical studies, 50% of subjects were 65 and oldar, while 16% wera 75

and oldar. In the AMPLIFY and AMPLIFY-EXT clinical studies, »32% of subjects were 65

and older and »13% wora 75 and oldar. Mo clinically significant differancas in safety

or affectivanass wera obsarved when comparing subjects in differant age groups.

86 End-Stage Renal Disaase Patients Maintained with Hemodialysis

Patiants with ESRD with or without hemodialysis wera not studied in clinical s—lﬁcac;

and safaty studies with ELIGUIS; tharefora, the dosing recommendation for

and Adminisiration (2.2) and Clinical

AEIOU Trial
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with nonvalvular atrial fibrillation is based onphamamlu
{anti-Factor Xa activity) data in subjects with on dlaryrsxs Tha
racommended dose for ESRD patients rnamhmdwm l'nmc-dlalrsss iz & mg orally
hmdalty For ESRD patiants maintained with hemodialysis with one of the following
patient characteristics, apa =80 years or body weight <60 kg, reduce dose to 2.5 mg
%}wm [se0 Dosage and Administration (27) and Clinical Pharmacology (122,

10 OVERDOSAGE

Thers is no antidote to ELIBUIS. Ovardose of ELIQUIS increases the risk of bleeding

[see Warnings and Pracaufions (5.2)].

In controdled clinical trials. orally administared apieaban in healthy subjects at dosas

upm 50 mg dail fof:]rqua]s[zﬁrng hrmdmlrfar? days or 50 myg ance daily for

days) had no clinically ralevant adw
h l'uaa.m'r,' subjects, administration al m‘md charcoal 2 and & hours afiar
Wﬂ:ﬂ ! E‘D—m dosa of apixaban reduced mean apixaban AUC by 50% and
adminisiration of activated charcoal may be usaful in tha

n'nanagan'uant of apmban ovardoss of accidantal ingastion.

1 DESCRIPTION

ELIWNS (apicaban), @ factor Xa (FXa) inhibitor, is chemically described as

1-{4-mathoxyphanyl-7-oxo-6- [4-(2-oxopiperidin-1 -yljphenyl]-4,5 6, 7 -tatrahydro-

1.H-gg1udu [3 4-dJpyridine-3-carboamide. s molecular formula i CpHaNe0,.
to a mobacular woight of 450.5. Apixaban has tha ing

structural formula:

Apinaban is a white o pale-yellow powdar. At physiological pH (12-6.8), apiaban doas

not ionize; ifs aqueous solubilify across the physiolegical pH ranga is ~0.04 mg/mL.

ELNIUAS tablets are availabla for oral admimistration in strangths of 2.5 mpand 5 m

apixaban with the following inacfive ingradients: anhydrous lactose. microcrystal |nn

cellulosa, croscarmellose sodium, sodium lauryl sulfata, and magnesium stearate. Tha

film coating contains lactosa mol rate, hypromellose, fitanium dicoxida, friacatin,

and yallow won oxide (2.5 mg fabl mudwanmd&[& m tablats).

12 CLINICAL PHARMACOLOGY

124 Mechanism of Action

Mpixcaban iz a salective inhibitor of PXa it doss not raguire antithrombin I for

antithromboatic activity. Apiaban inhibits free and clot-bound Fia, and prothrombinasa
. Apiaban has no direct effect on platelet aggtugatm bt indir hlbrls

plateln! apgregation induced by Srombin. By inhibrting FXa, apaban

thrombin ganeration and thrombus developmant.

122 Pharmacodynamics

As a result of FXa inhibition, apiaaban prolongs clotting fests such as prathrombin

trne fPTJ INR, and activated partial hl:-mbaplasﬂn fime (@PTT). Changes obsarved

ng tests at the axpacted ﬂual:iuuhc , however, are small, subj

to a hn;h dagrue of variability, and nof usaful in rnonrbmg the anhcnawla‘hm oct

af apixcahan.

The Rotachrom™ Heparin chromogenic assay was wsed fo measure the effect of

apicahan on FXa activity in humans during the apixahan devalopment program.
A concentration increase in anti-Fa was observed in the dose

n-dependent
range tasied and was similar in healthy subjects and patiants with AR
This fest is not recommanded for assessing tha anticoagulant affect of apixaban.

Pharm. ic drug interaction studies with aspirin, clopidogrel, aspirin
and rel, prasugrel, enomaparin, and naproxan were conducted. Mo

pharmacodynamic interaciions were observad with aspinin, clopidogrel, or prasugral
[se0 ings and Pracautions (5.2)] A 50% o B0% increase in anfi-FXa activity was
absanied apiaban was ministerad with enoxaparin or naproxen.

Specific Populations

Renal impairmeant: Arti-FXa activity adjustad for exposure to apiaban was similar
across renal funclion categories.

Hapatic impairment: Changas in anti-FXa activity wera similar in patients with mild-
to-moderate hepatic impairment and haafthy subjects. Howevar, in patients with
maderate hepatic impairment, Siere i no dear understanding of fhe impact of this
degrea of hepatic function impairmeant on the coagulation cascada and its relationship
1o efficacy and blaeding. Patients with severe hapatic impairment were nof studied.
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In dedicated studies conductad in healthy subjects, famotidine, atanlol, prasugral,

and enaxaparin did not meaningfully after the pharmacokinetics of apixaban.

n stmmgk!:?tgluc?}nd_h healthy 5.rbjuté1is traban did lnm maanin El;lF anattl' the
pharmacckinetics in, napro:an, atenolol, prasugrel, or acatyl i aci

Apivaban demonstrates lnear pharmacokinetics with dose-proportional increases in ) Hen. TR ’

axposura for oral doses up to 10 mg. Specific Fopulstions

Absoiption The effects of level of renal impairment, age, body weight, and level of hapatic

The absaluta biavailability of apiaban is approximately 5% for doses up to 10 my of mpairment on the pharmacokinefics of apbatan are summarized i Fgure 3.

ELIOUIS. Food does nat affect the bioavailability of apbaban. Maximum concentrations

(€ 0f apixaben appear 3 to 4 hours after oral administration of ELIOUE. Af dases Figure3:  Effectof Spacific Populatians on the Ph inatics of Apinab
my,apixban displays dissolutionimited absorption with dacreasad binavailability.

Apixaban has no effect on the OTc intarval in humans at doses up to 50 mg.
123 Pharmacokinetics

Follnwrﬁgsaﬂminmﬁon of & crushad 5 mg ELQUIS tablet that was suspended in y w Fold Crange nd 30% &
B0 mL D5W and deliverad through a nasogastric tube (NGT), exposure was similar End=Stage Ranal - N dnse adjustment
tothat saen in other dinical triaks inwolving healthy volunteers receiving a single oral Disezse"Nomal [TH b
5 my tablet dosa. Fenal Impaiment: (7. No duse adjustment
Distribution Severe’Nomal AG
Plasma protein binding in humans is approximately 87%. The volume of distribution Rena] Inpairment: . [ Mo dose adjestment
(Vsg) is approximately 21 litars. ModeziaMomal  AUC
Metabolism Fenal Inpairment: [ L Mo dose adjestment
Approximately 25% of an orally administered apixaban dose is recovered in uring Mildtomal LTS e
and feces as metabolites. Apixaban is metabolized mainly via CYP3A4 with minor g c, i e dose djsstment
contrbutions fom CYP1A2, 208, 2C8, 2019, and 2J2. O-demethylation and 285 year -4 years ADG e
hydreceylation at the 3-oxopipariding] moisty are the major sites of bistransformation. I_mu'himt . ot )
Unchanged apixaban is the major drug-related compenant in human plasma; thera are iy 2 st
no active cireukting metabalites. ::“":S‘t“"“ ;‘-"3 =
Eiiminati —i— Mo dorse adjusiment
Apixaban is aliminated in both urine and faces. Renal excrati nts for about gl I'ﬁc“ l
pi is aliminated in uring es. ecrotion accou r
27% oftotal clearance. Biliary and direct intastinal axcretion contributes to slimination "““"m“:" Lo m;“wmd““
of apixaben in the facas. Modersia A e

Hegatic Impaiment: ~ €_, Ha dase adjestment

ixaban has a total dearance of approximataly 3.3 L'hour and an apparent haff-lifa

nP approdmately 12 hours following oral aﬂmn?.simhm MildHomal I
Apivaban s a substrate of ransport proteins: P-gp and breast cancer resistance o5 0 15 0
protein. Change Relative to Reference!

Drug intarsction Studios
In wvitro apimban studies at concentrations significanty greater than therapeutic
sures, no inhibitory effact on the activity of CYP1A2, CYP2AE, CYP2BE, CYP2CR,

F200, CYP2DE, CYF3A4S, or CYP2C1E, nor induction effect on the activity of

CYP1A2, CYPZBE, or CYP3AL'S ware observad. Therefors, apixaban is not expacted to

alter the metabolic dearance of coadministerad drugs that are metabolized by thase

enzymes. Apixaban is not a significant inhibitor of P-gp.

The effects of coadministered drugs on the pharmacokinetics of apixaban and

associated dose recommandations are summarized in Fgure 2 fsoe also Wamnings

and Precautions (5.2) and Drug Interactions (7).

Figure 2: Effect of Coadministered Drugs om the Pharmacokinetics of
Apinaban

* ESRD subjects maintained with chronic and stable hemodialtysis; reported PK
findings are following single dose of apixaban post hemod ilysis.

T Creatinine dlearance 15 to 28 mL/min.

* Dashed vertical lines illustrate pharmacokinetic changas that were usad fa inform
dosing recommendations.

A study in healthy subjects comparing the pharmacokinetics in males and famales
showied no maaningful differanca.
The rasults across pharmacokinetic studies in normal subjects showed no differencas
n apiaban pharmacokinetics among Whita/Caucasian, Asian, and Black/&frican
American subjects. No dose adjustmeant is required basad on racefethnicity.

subjects with ESRD, a 4-hour hemodialysis session with a dialysate flow rata of

Iteracting Drug PK Fuld Changa and 90% CI Fecommendation 500 min and a hload flow rats in th ranga of 350 to 500 mL/min startad 2 hours
after administration of a single 5 mg doss of apixaban, the AUC of apixban was
Strong CYP3A4 and 1% comparad to those with normal renal function. The dialysis clearance of
Inlelﬂbldnr ndPap magan is approdmataly 18 mL/min resutting in a 14% decrease in exposure due to
Ketooorazoh 400 Mg (rpay R Sow Drug interaciions (71) hQITDdIaJﬁB compared to off -dialysis pariod.
Al —s Protain binding was similar (32%-34 %) between healthy controls and the on-dialysis
and off-dialysis periods.
(Ofher CYPALA and P-gp 13 HONCLINICAL TOXICOLOGY
Diltiazsm 350 mg Hc'.'é' [ Mo doss adjustmant 134 Carcinogenesis, Mutagenasis, Impairment of Fertility
b Carcinogenasis: Apiaban was not carcinogenic when administered o mica and rats
for up to 2 years. The systemic axposuras (AUCs) of unbound apixatan in male and
foprasn S0y b s Mo doas adjustrint fomala mica at the highast dosas mshadﬁgﬁlemd 3000 myg/kg/day) ware 9 and 20
b times, raspactively, tha human exposure of unbound drug at the MRHD of 10 mo/day.
Strong CYP3A4 and &-atemlca:msumsof unbound apixaban in male and female rats at the highest dosa
H';Lr mif® tested (GO0 mykg/day) were 2 and 4 timas, raspoctivaly, the human sxposure.
Fifampin 500 mg [ - e Doy inimctions (7.2) -N:-I:Eban was neither mutagenic in the bacterial reversa mutation
Ay {Ames) assay, nar ol agag”: in Chinesa hameter avary calls i wim, i a 1-month
; ; in vivin wim cytogen study in rat peripheral blood lymphocytas, or in a rat
'H] 10 15 20 micronuclus study in Wk
Change Relative to Refarencs* of Fartifty: Apixaban had no effect on fertility in mala or famala rats when

ﬂwen at doses up to 600 mgka/day, a dose resutting in exposure kvels that are 3 and
timas, raspactively, the human exposure.

Apireabean administerad to female rats at dosas up to 1000 mg/ky'day from implantation
though the end of ldation producsd no adwerse findings in male offspring

* Dashed vertical lines illustrate pharmacokinetiz changes that wera used to inform
dosing recommendations. Dusng recommendations wera also informad bj' clinicl
considerations [see Wamings and Precawtions (5.2) and Drug Inbsractions (7).
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{F; generation} at doses up fo 1000 mo/&o/day, a dose resufting in axposure that is
5 timag tha human exposura. Advarse effacts in the F, mratm famale offspring
wiere limited to decraasad mating and fertility indic:asalI mpknday.

14 CLINICAL STUDIES

144 Reduction of Risk of Stroke and Systemic Embolism in Nonvabvular
Atrial Fibrillation

ARISTOTLE

Bvidence far m%ard safoty of ELIOUIS was derivad from ARISTOTLE
a mulhnahmal double-blind study in pafients with nonvalwalar AF comparing
tha effacts of ELIIUIS and warfarin on the risk of stroke and non-central nervous
system (CNS) systemic embolism. In ARISTOTLE, patients were randomized
o ELIOUIS 5 mg aalh‘twm daily tar25 rng wica daﬂ:t in subpm with at least
2 of tha fol aﬁn weight <60 kg, or serum
craatining ziErngde}nrtaw m:ml range of 20-3.0)
Paherlsha:llnhawmaammufhﬁ:lhm additional risk factors for siroke:
®  prior stroke of transiant ischomic attack (TIA)

prior systemic ambolism

age =75 years

arterial hypartension raguiring traatmant

diabates maliitus

haart failure =Maw York Heart Association Class 2

left venfricular ajection fraction <40%

The primary objective of ARISTOTLE was fo determine whether ELIDUIS 5 mg twice
daily (or 2.5 myg twice daily) was effactive (noninfarior to warfarin) in reducing the risk
of stroke (ischamic or hemormhagi sysiemic embolism. Superiority of ELIOUIS
1o warfarin was also examined farlgn primary andpoint {rate of stoka and systemic
ambaolizm), major blaading, and death from any causa.

A total of 18,201 pafients ware randomized and followed on sfudy freatment for a
mdlanufﬂgmk&Fa'ty- rea percent of pafients ware vitamin K antagonist
m “naiva,” dnﬁnuviﬁasml'g'mng rmwegmsls[] mm:::mw days of t‘gmm u;m
arin of anather ] . The maan apa was
tha mean CHADS; scoro (a scamﬂ mmd jir] Bstrnammnst of Sh'dtmﬂ with
highar scores pmdnctng greatar rigk) was 2 1. Tha population was 65% male, B3%
Caucasian, 14% Asian, and 1'% Black. There was a history of stroke, TIA, or non-CHS
systemic ambolism in 19%. of patients. Concomitant diseases of patients in this study
includad hypartansion 8%, diahatas 25%, congestive heart failure {or left ventricular
gjection fraction <40%,) 35%. and prior myocardial infarclion 14%. Patients treated
with warfarin in AR E had a mean percantapa of fime in therapeudic ranpa
{INR 2.0-3.0) of 62%.

ELIINAS was suparior to warfarin for the primary 9n:||:t1int of reducing tha risk of
stroke and systamic embalism (Table 9 and Figure 4). Superiority to warfarin was
I:gﬂrqanty aftributable o a reduction in hemorhagic siroka and ischemic strokes with

orrhagic conversion compared fo warfarin. Purely ischemic sirokes occurmed with
similar rates on both drugs.

ELIIUIS alse showed significantly fewer major bleeds than warfarin [sae Adverse
Reactions (6.1)].
Table Koy Efficacy Outcomes in Patients with Nonvalvular Afrial
Fibrillation in ARISTOTLE (Intent-to-Treat Analysis)
ELIQUIS  Warfarin
N=0120  N=0081  Hazard Ratio
n(%fyear) n(%fyear)  (86%C)  P-value
Stroke or systamic embolism 242 (1.27) 285 (1.60) 079 {0.66,095) 0.0

& B B o8 »

Stroke 199 (1.19) 250 (1.51) 0.79 {0.65, 0.95)
mﬁ:&“ 140 [0.83) 136(0.82) 1.02 0.81,1.29)
Ischemic with 12{007) 20(0.42) 0.600.29,1.23)

hemarrhagic comersion
Hemorrhagic 40{0.24) TB(D.47) 051|035 0.75)
Unknawn 14{008) 21 (013) 065032 1.29)
Systamic embolism 15(000) 17(0.40) 087 [0.44,1.75)

Tha primary endpaint was basad on tha time to first event (one par subject). Component
counts are for subjocts with any evant, nat nacassarily the first

AEIOU Trial
Version 1.1; September 2, 2015

Figwed  Kaplan-Meier Estimate of Time to First Stoke or Systemic
Embelism in ARISTOTLE (Intent-to-Treat Population)
Purakie (0114
HR 0,78 10,85, 195
‘Wartarin jevents: 265'5081) e

P

o

o

™
ELIDUNS (events: 212097204

EEE EEE
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Stroka/Systemic Emboksm

0¥ & 8 12 % 1 B oM ¥ N U B

Tire o Strake/Systomic Embokism (Morts)
Nussber o Sisbjects & Risk
apls # ] 440 8051 T TR ) 50
Warfain 9081 8620 EEN] s w05 7S ]

All-causa death was assessed using a saquential testing sirategy that allowad fasting
for superiority if effects on earlier endpoints (stroke plus systamic emboles and major
Dbleading) ware demonsiraied. ELNILNS treatment rasulted in a significantly lower rata
of all-causa death {p = 0.046) than did treatmant with warfarin, primarily because of a
raduction in cardiovascular death, parficularly stroke deaths. Non-vascular death ratas
were similar in the treatment arms.

h ARETOTLE tha rasults for the primary efficacy endpaint ware panarally consistant

mast major subgroups including MI%I:I, scora {a scak from 0 to 6
usedt:upmd::tnsk of giroka in patients with AF, with higher scores predicting greatar
risk), prior warfarin wse, level of renal impairment, geagraphic region, ELIQS dosa,
type of AF, and agpirin usa at randomization (Rigure 5).
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Figure 5: Stroke and Systemic Embolism Hazard Ratios by Baseline AVERRDES

Characteristics — ARISTOTLE Study in AVERROES, patiants with nonvalvular atrial ibrillation thought not fo be candidates

Now of Eveats for warfarin therapy were randomized to treatmant with ELIQUIS 5 mp orally twice

Mo ol (% peryrh Hazard Ratio  Pevalue for daily for 2.5 my twica daily in salected patients) or aspirin 81 to 324 mg once daily.

Subgroup Patients Apixaban Warfarin 5% C) Ireraction The primary objoctive of the study was to determina i ELIOUIS was supeior f aspirin

" for preventing the composite outcome of stroke or ic embalism. AVERRDES

:m:;. s a0 12(1.21) 265 (160 - w i o e s o & DTS o s oW St

o L raduction in stroke and systemic embolism for ELIOUIS compared to aspirin that

Faperienced 0T TER(LY) T32LE —a— was associaied with a modest increase in major bleeding (Table 10) [sse Adverse
Haive TRO0 TID(LE 127 (1) —a Reactions (6. 1]].

A a1z . 3 . .
<65y o ST S0 0 PR — Table 10:  Key Efficacy Outcomes in Patients with Monvalvular Afrial
Aito<Tiwsald 7082 ERILY 19200) —a— Fibrillation in AVERROES
75 yrs ot 5678 TRLE 10922 —— ELIQUIS  Aspirin

Gender L] N=ZB0T  N=2T0H Hazard Ratio
Meke 11785 132017 16015 —— 0 (Sulyear) n(%ofyear)  (85%CI)  P-value
Fe=dle BA1E B0 1051 —— Stroke or systamic embolism 51 (162) 113(3163) 045i0.32, 062} =0.0001

Weigr 2% Siroke
<Bll kg 1985 340 523 —— .
s6lkg 6154 1702 D24 - Ischemic o a0 e 0s0X,083 -

Tiype of Atrc Fibvillation [ undetermined
PermeentPursslint 15412 191 (14 235017 —-— Hemorthagic 6049 O@28 06T 138 -
Parnnysmal 2786 21008 30411 —_— P " N

S i Systamic ambolism 20060 13041 045 (0.03, 068
Yes 3 TEES 9BAA Mi 24(0.76) 284089 0.86 (0.50,1.48) -

Ha WTEE 138(10) 167 (12) —o— Al-cawsa death 111(351) 140(442) D79062,102) 0.06L

ERTETE [ [

Vascular death 8442 95 (3.0: 0.87 (065,14 -
Yes s SA 7509 — {285 96(303 DATi085. 117}
[ 13654 155017 180(15 ——

Hearl Failure 050 142 Prophylaxis of Deep WVein Thrombosis Following Hip or Knee
s 5541 7004 TOE — Replacament Surgary
] 12660 14201.2) 136018 == The dlinical avidence for the affeciveness of ELIDS is derivad from the ADVANCE-1,

CHADS, Scre s ADWANCE-2. and ADVANCE-3 clinical frials in adult patients undergoing elective hig
J B183 MRT 5109 N (ADVKRCE-3) or knea (ADVANCE-Z and ADVANCE-1} replacement surgery. A total of
- GG 742 B2 -l 11 659 pafiants wene randomized in 3 double-blind, multi-national studies. Included
. ! in this total ware 1866 patients aga 75 or oldar, 1161 paBients with low body weight
B sl sl 18l — (=B kg), 2528 patiants with Body Mass Index =33 FEE.Jm‘ and 625 patients with

Level of Fenl Impzirent 3] savera or modarate renal impairmant
Severe or Moderale 3017 54RT)  B3fAT —— In the ADVANCE-3 study, 5407

pafients undergoing elective hip replacemant sur
Mk e BT 1B —a— mmrmdmmdtammerﬂummlsz.ﬁmualwmmda?nummnd mg
Hormal 7518 TO(LG ey —— subcutanacusly onca daily. Tha first dosa of ELOUIS was given 12 to 24 hours post

Hgizahan Dose 22 SUrgery, whereas smxapann was startad 9 fo 15 hours prior to surpary. Treatmant
25my 0o ploeke B30 1207 2Ry ————— duration was 32 to 38 da
5mg 310 or placee T30 20013 M35 —a— In patients mdnrgungnlechmlmnrqﬂawmmﬂwrgm ELIQWNE 2.5 mg orally twice

Gewgrzphic Regon [TT] daily was compared to am:apu'n 40 mg subcutanapusly once daily (ADVANCE-2,

P R N 305 [ADWANCE-1, N=3105)_
L'ﬁ“':m";'.:; :;‘; ‘:ﬂﬁg :ﬂﬂ l ﬂw E-gsﬂﬂyﬂ'ﬂﬁlst LY was o given 12 o 24 hours post
E" . rgnr:t mmnanQnﬁmehmrm.IHM
e - Is T —a— ADVANCE-1 study, both ELIQUIS and anErn wera initiated 12 to 24 hours post
fsa/Fariic 816 52200 B0 —_— surgery. Treatmant duration in bath ADVANCE-2 and ADVANCE-1 was 10 to 14 days.

e at Fandowizaion i in all 3 studies, the

, the primary endpoint was a composite of adjudicated asympiomatic
Yo R0y w0 —— and atic OVT, nonfatal PE. and all-causa death at tha end of the double-blind
Ny 12568 W22 1T —— i freatmant paricd. In ADVANCE-3 and ADVANCE-Z. the primary andpoint was
y tessted for noninferiarity, then supariority, of ELIOUS to anaxaparin In ADVANCE- . the
[EER. 1 2 primary andpoint was tested for noninferiarity of ELIOUES to enoxaparin.
Hivahen Warfarin The efficacy data ara provided in Tables 11 and 12
Beser Batier

At the end of e ARISTOTLE study, warfarin patients who com

wera panarally maintained on a VKA with no imtarmuption of
patiants who complaied the shudy wera

ried of coadministration of ELIGUIS and VKA, so that some patients may
en adoquataly anticoagulated after stopping ELIBUIS until attaining a stabls and
therapautic INF. During the 30 days following the end of the study, thare ware

21 stroke or systamic embolism events in the 6791 patients {0.3%) in

arm compared to 5 in tha 6560 patients (0.1%) in the warfarin arm

Administration (2.5]]
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antcmmlahonﬂ_m
generally switched to a VKA with a 2-day

not have

tha ELIOUS
Dasage and
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Table 11: %umma'y' of Key Efﬁ , alysis Results Ulll'l“!Eﬁ'B Int lil 143 Inr:_lﬂm;suf DNT and PE and Reduction in the Risk of Recurrence of
reatment Underguing  Elective Hip
thhr.aﬂuﬂt&rueq* Efficacy and safety of ELIQUIS for the treatment of DT and PE. and for the reduction
ADVANCE in the risk of recurront DNT and PE following 6 fo 12 months of anficoaguiant
treatment was darived from the AMPLIFY and FY-EXT studies. Bath studies wera
Retative Risk randomized, parallel-group, double-blind frials in patients with symptomatic proximal
Events During 35-Day ELIUS Enxaparin 5% C) DVT and/or symptomatic. PE. All key safety and efficacy endpaints wera adudicated in
Traatment Period 25mypohbid | 40 mg sc qd [gém a blinded manner by an indapandant commitiee.
Number of Patients N=1040 N=1017 AMFLIFY
. The primary cbjective of AMPLIFY was to determine whather ELIOLIS was nonimferior
Total VTEVAl-cause daath | 27 (1.30%) | 74 (3.86%) 0.3 o a;gn‘warfann for the incidence of recurrant VTE (vanous thromboambolism)
005,202) | (308 483 0.22,0.54) or VIE-related death. Paients with an objectively confirmad sympiomatic DVT
p<0.000 andfor PE wera randomizad to freatment with EIJDIJIS 10 mg twice daly nraJh' for
: _ ?dajsldlcrmad QUIS 5 mg twica daily orally fo of encxaparnn 1
Number of Patients N=2708 N-2600 bty or o & e ol R 3 e b et
All-causa death SJ 11%) 1 1IJ.IJ4%1 INR range 2. IJ:LO] nralhl for & months. Patients who requirad thrombactomy, insartion
0.02,0 10,00, 0.24) of a caval filtar, or 1= of a fibeinolytic agent, and pationts with creatinine daarance
<25 mL/min, significant liver disaasa, an existing heart valve or atrial fibnllation, or
PE 3011%) 5 {0.109%) active bleading ware axciudad from Se AMPLIFY study. PaSiants wera allwed to enter
{002,035 | (0.07,0.45) tha study with or without prior paranteral anticoagulation up to 48 hours).
Symptomatic DVT 1 (0.04%) 5 {0.19%;) A total of 5244 patiants wera avaluable for efficacy and wera followad for a maan
0,00, 0.24) (007, D.45) of 154 days in tha ELIGUNS group and 152 da';s in the enoxapariniwarfarin group.
- The mean age was 57 years. The AMPLFY study population was 59% mala,
Number of Patients N=2106 N=2100 3% Caucasian, 0% Asian, and 4% Black, For patiants randomized to warfarin, th
Proximal DVTE 7}]]_32% 2“5@'91%} mean percentage of time in therapeutic range (INA 2.0-3.0) was 60.9%.
{0:14,0 1050, 1.42) Approximately DO of patiants enrollad in AMPLIFY had an unprovoked DNT or PE at
Number i — basaline. Tha remaining 10% of with a provokad DVT or PE wera required
of Paticats N=t05t N=1003 to have an additional cngoing ris« factor in order to ba randomized, which included
Distal DUT* 20 {1.03%) 57 (2.99%) m’mus of DVT or PE, immaobilization, history of cancer, active cancar, and
{066,1.50) | (231, 3.86) i protfirombotic ganogyps.
* Events associated with each endpoint were counfed oncs per subject but subjects ELIQWIS was shown to ba noninfarior to encxaparinfwarfarin in the AMPLIFY
may have confributed events to muftiple andpoints. study for tha primary endpoint of recurrant symptomatic VTE {nonfatal DNT
1 Total VTE includas symptomatic and asympiomatic DVT and PE. or nonfatal PE) or VTE-related daath over 6 months of therapy (Table 13).
¥ Includes symplomatic and asymptomatic DVT. .
Table 13: Efficacy Results in the AMPLIFY Study
Table 12 Eumm‘; of Key Efficacy Analysis Results During the Intended ELIQUIS  Enoxaparin/Warfarin  Relative Risk
Treatment  Period hr Patients Undergoing Elective Knee N=2600 N=2635 {05% CI)
Surgery” n n
ADVANCE-1 ADVAMCE-2 VTE or VTE-ralated death® 50 (2.3%) T 2T 0.84 (0,60, 1.18)
Eventz during Relative Relative NT? 22 [0.6%) 35(1.3%)
12-day ELIOUS |Enoeperin| Fisk | EUOUS | Coocaparn | fisk PEt 27 {1.0%) 25 {D.9%)
reatmant 15mg | 30mg | 05%C) | 25mg | d0mp | (EWOY VTE-related death” 12 (0.4%) 16 {0.6%)
perind pobid | seqidh | Pomle | potid wot | Pl VTEorall-cause death 84 (1.2%) 104 (40%) 082 (061,108
Humber of N=1157 | K=1130 N=076 N=07 VTE or CV-related deafh 61 (2.3%) T 2.9%) 080 057 1.11)
Fatients ~ Noninferior compared to enoxaparinfwarfarin (P-value <0.0001). .
ToVIEY (104 (290%) 100 @85%) | 102 147 [15.06%) (243 (24 37%)| D2 "Events associated with aach andpaint were counted onoa par subject, but subjects
Micassa 747,10 Jzta m.&% 10.78, 1.32)|12.95, 17 2974 {051,074 may hiave contributed events to mulSiple endpaints.
death N pe0.0001 in tha AMPLIFY study, patients wera stratifiad according to their index event of
Kumber of N=1500 | K=1506 N=1528 N=1520 PE {with or without DVT) or DNT (without PE). Efficacy in the initial treatmant of
Patienis VTE was consistent between the two subgroups.
Mlcare | 3040%) | 3010%) 21 | 0w AMPLFY.EXT
death | 10.04,0.50)| 04 0.50) 01,052 | {0.00,031) Pafionts who ad been treatad for DVT andlor BE for 6 to.12 months with anticoanulant
PE 1B(1.0%) | 7(0.44%) 4(026%) 0 (0% tharapy without having a recurrent event ware randomized to ireatment with ELIGUIS
(061, 1,64y | 020, 0.83) (0,08, 0700 | 4000, 031) 2.5 mq orally twica daily, ELIUNS 5 mg orally twice daily, or placabo for 12 months.
P—— TS R 020 | 7 e .ﬂnprmurnal ane-third of patems participated in the AMPLIFY study prior fo
plomatic| 3 (0. z . anrollment in the AMPLIFY-EXT study
o pbi 05 | 020 08 pbian | 0558 meri n
Atotal of 2482 patients wers mdu'nmdlnsmdyteahnerrtaﬁwm followad for a
Humberof | N=1284 | H=1207 N=1102 | N=1190 maan of approimately 330 days in tha ELIDUIS and 312 days in the placabo
Patiants group. Tha mean age in the AMPLIFY-EXT study was 57 years. The study population
Poind | 9[72%) |11 a1 D(076% | B 21Ty Was 7% male, 85% Caucasian, 5% Asian, and 3% Black.
VT 0,36, 1.304 | (0.0, 1.£8) 1038 1.45) | (1.47,348) The AMPLIFY-EXT study anvolled patients with either an unprovoked DVT or PE at
Imalln&t imately 92%) or patients with a provoked baseline event and ona
Numberof | N=1146 | K=1133 N=078 | N=1000 Hﬂ factor for racumtence {approximaisly 8%). However, patients who had
= R g e e 1 g
Digta 23 (7. 24%) | 04 (R.00%) 147 (1452 | 730 R 0%y -EX ! I . bt Wera superior
1 £ to placeba in the primary endpoint of symptomatic, recurrant VTE {nonfatal DNT or
- Em”m mwﬂmmmf (1245, 16.84) E'hf 58 — nonfatal PE), o all-causs death (Table 14).
vents associated @ wee counted once per subject but subjects may
contributad events to multiple endpoints.
T Total WTE includes symplomatic and

ggmﬁc[ﬂ'rmd PE
1 Inclndes sympbomabc and asympl .

The efficacy profile of ELIOUIS was generally consistent across subgroups of interest
for his indication {e.g., age, pander, race, body weight, ranal impairment).
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Table14:  Efficacy Results in the AMPLIFY-EXT Study
Ralative Risk (05% CI)

%!Jllls ELIOUIS  Placabo Iélg]l]ls HEJEIIIS
Nﬂ n_ﬁfs N=£20 | s Plamm | Ph"&n
n{%)

RecurrentVTEor | 32(28) 34(42) 0B (116)] 033022048 036025 053
al-causa death p<D 000 pfl 000
T 1923 28034 T2@7)
PE 2327 25(31) 37|45
Mcasedeath| 22(26) 25(31) 33{40)

* Patients with more than ona event are countad in multiple rows.

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied
ELIONS (apixabar] tabiats ara availabia as listed in the tabla below.
Tablet  Tablet Tablet

Strength Color/Shape  Markings PackageSiza  NDC Code

25mg  Yellow.round,  Debessed with Botiles of 60 0003-0393-21
biconvex  “803"onone side  Boftlesof 180 0003-0893-41
and “2%" Hospital Unit-Dosa  0003-0893-31

on the other side Ellﬂmi ;PaD[::rhage

5mg Plrlc, oval,  Debossad with Bottesof 60 0003-0894-24
bicomvax  “804"onone side  Boltlesof 180 (0003-0394-41
and 5" Hospital Unit-Dosa  0003-0894-31
an the other sids Elrslmi ﬁ'anc&lwge
[\

Storage and Handling
Stora at 20°C to 25°C (BE°F-T7°F); excursions permitted between 15°C and 30°C
{55°F-86°F) [sae USP Controllad Aoom Temparatura].

17 PATIENT COUNSELING INFORMATION
Sae FA-approved patient labeling (Medization Guids).

Mvm patients of the following:
They should not discontinuea EIJDUEWMWng o Mrprrysncmnﬁst
. They should be informad that it might take lo than usual for blaed

shop, and they may bruise or blaed more asily when treaied with ELID! S
Advisa patients about how to recogniza bleading or symptoms of hypovolemia
and of $e urgant nead fo rapart any unusual bleeding to their physician.

. They should tell their physicians and denfists they are taking ELIIWUS.
andior any other product known 10 afiect bleeding (including nenprescription
products, such as aspirin or NSAIDS), befora any surgary or medical or dental
procedl.m is scheduled and befora any new drug is taken.

. nl:vatml i having newraxial anesthesia or spinal puncture, inform the

to watch for signs and symptoms of spinal or epidural hematomas,

sucli a5 numbness or waakness of the legs, or bowel or bladdar dysfunction

lﬁimmﬁ 3 Hmrofthemsyrnphumsccmﬂw
petent contact hﬁcﬂ'ﬂrphyqslgmm immediataly.

. should tell Seir are nant or plan o bacome
Thprqf?nmﬂ or ana b{uesrm or intend mﬁnqed duﬁrgl]:lnsetnprrt with
ELWILNS fsoe Usa in Specific Populsfions (8.1, 8.3

. If a dose is missed, §e dosa should be taken as soon as possible on tha sam
day and M:&—dmw administration should be resumed. The dosa smuldncrtbe
doubled to make up for a missed dose.

gr::snwufacmd —
Pmcxltn':"l]ﬂrlr;r Igsayﬂ&y{m
Bt e St Com
Pr'ncn{uwugw '&mynsm{m
and

Plizer Inc

New York, New Yok 10017 USA

Rotachrom™® is a registared frademiark of Diapnostica Stago.
128080041 / 128980741 / 120950041
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MEDICATION GUIDE

ELIQUIS® (ELL eh kwiss)
(apixaban)
tablets

What is the most important information
I should know about ELIQUIS?

* For people taking ELIQUIS for atrial
fibrillation:

People with atrial fibrillation (a type of
imegular heartbeat) are at an increased risk
of forming a blood clot in the heart, which
can travel to the brain, causing a stroke, or
to other parts of the body. ELIQUIS lowers
your chance of having a stroke by helping
to prevent clots from forming. If you stop
taking ELIQUIS, you may have increased
risk of forming a clot in your blood.

Do not stop taking ELIQUIS without
talking to the doctor who prescribes it
for you. Stopping ELIQUIS increases
your risk of having a stroke.

ELIQUIS may need to be stopped, if possible,
prior to surgery or a medical or dental
procedure. Ask the doctor who prescribed
ELIQUIS for you when you should stop
taking it. Your doctor will tell you when you
may start taking ELIQUIS again after your
surgery or procedure. If you have to stop
taking ELIQUIS, your doctor may prescribe
another medicine to help prevent a blood
clot from forming.

+ ELIQUIS can cause bleeding which can

be serious and rarely may lead to death.
This is because ELIQUIS is a blood thinner
medicine that reduces blood dlotting.

You may have a higher risk of bleeding if you
take ELIQUIS and take other medicines that
increase your risk of bleeding, including:

* aspirin or aspirin-containing products

+ Jong-term (chronic) use of nonsteroidal
anti-inflammatory drugs (NSAIDs)

+ warfarin sodium (COUMADIN®, JANTOVEN®)

+ any medicine that contains heparin

+ selective serotonin reuptake inhibitors
(SSRIs) or serotonin  norepinephrine
reuptake inhibitors (SNRIs)

+ other medicines to help prevent or treat
blood clots

Tell your doctor if you take any of these
medicines. Ask your doctor or pharmacist
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if you are not sure if your medicine is one
listed above.
While taking ELIQUIS:
+ you may bruise more easily
+ it may take longer than usual for any
bleeding to stop
Call your doctor or get medical help
right away if you have any of these
signs or symptoms of bleeding when
taking ELIQUIS:
+ unexpected bleeding, or bleeding that
lasts a long time, such as:
+ unusual bleeding from the gums
+ nosebleeds that happen often

« menstrual bleeding or vaginal
bleeding that is heavier than normal

+ bleeding that is severe or you cannot
control

* red, pink, or brown urine

+ red or black stools (looks like tar)

+ cough up blood or blood clots

+ vomit blood or your vomit looks like
coffee grounds

+ unexpected pain, swelling, or joint pain

+ headaches, feeling dizzy or weak

+ ELIQUIS is not for patients with artificial
heart valves.

+ Spinal or epidural blood clots
(hematoma). People who take a blood
thinner medicine (anticoagulant) like
ELIQUIS, and have medicine injected into
their spinal and epidural area, or have a
spinal puncture have a risk of forming a blood
clot that can cause long-term or permanent
loss of the ability to move (paralysis). Your
risk of developing a spinal or epidural blood
clot is higher if:

+ a thin tube called an epidural catheter is
placed in your back to give you certain
medicine

+ you take NSAIDs or a medicine to prevent
blood from clotting

« vyou have a history of difficult or repeated
epidural or spinal punctures
* vyou have a history of problems with your
spine or have had surgery on your spine
If you take ELIQUIS and receive spinal
anesthesia or have a spinal puncture,
your doctor should watch you closely for
symptoms of spinal or epidural blood clots or
bleeding. Tell your doctor right away if

AEIOU Trial
Version 1.1; September 2, 2015

you have tingling, numbness, or muscle
weakness, especially in your legs and feet.

What is ELIQUIS?
ELIQUIS is a prescription medicine used to:

s reduce the risk of stroke and blood clots in
people who have atrial fibrillation.

+ reduce the risk of forming a blood clot in the
legs and lungs of people who have just had
hip or knee replacement surgery.

« ftreat blood clots in the wveins of your legs
(deep vein thrombosis) or lungs (pulmonary
embolism), and reduce the risk of them
occurring again.

It is not known if ELIQUIS is safe and effective

in children.

Who should not take ELIQUIS?
Do not take ELIQUIS if you:

« currently have certain types of abnormal
bleeding.

+ have had a serious allergic reaction to
ELIQUIS. Ask your doctor if you are not sure.

What should I tell my doctor before taking
ELIQUIS?

Before you take ELIQUIS, tell your doctor
if you:

+ have kidney or liver problems
+ have any other medical condition
+ have ever had bleeding problems

* are pregnant or plan to become pregnant.
It is not known if ELIQUIS will harm your
unborn baby.

+ are breastfeeding or plan to breastfeed. It is
not known if ELIQUIS passes into your breast
milk. You and your doctor should decide if
you will take ELIQUIS or breastfeed. You
should not do both.

Tell all of your doctors and dentists that you are
taking ELIQUIS. They should talk to the doctor
who prescribed ELIQUIS for you, before you
have any surgery, medical or dental procedure.

Tell your doctor about all the medicines
you take, including prescription and owver-
the-counter medicines, vitamins, and herbal
supplements. Some of your other medicines
may affect the way ELIQUIS works. Certain
medicines may increase your risk of bleeding or
stroke when taken with ELIQUIS. See "What is
the most important information I should
know about ELIQUIS?"
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Know the medicines you take. Keep a list of
them to show your doctor and pharmacist when
you get a new medicine.

How should I take ELIQUIS?

+ Take ELIQUIS exactly as prescribed by
your doctor.

+ Take ELIQUIS twice every day with or without
food.

+ Do not change your dose or stop taking
ELIQUIS unless your doctor tells you to.

+ If you miss a dose of ELIQUIS, take it as
soon as you remember. Do not take more
than one dose of ELIQUIS at the same time
to make up for a missed dose.

+ Your doctor will decide how long you should
take ELIQUIS. Do not stop taking it
without first talking with your doctor.
If you are taking ELIQUIS for atrial
fibrillation, stopping ELIQUIS may
increase your risk of having a stroke.

+ Do not run out of ELIQUIS. Refill your
prescription before you run out. When
leaving the hospital following hip or knee
replacement, be sure that you will have
ELIQUIS available to avoid missing any
doses.

« Ifyoutake too much ELIQUIS, call your doctor
or go to the nearest hospital emergency
room right away.

+ Call your doctor or healthcare provider right
away if you fall or injure yourself, especially if
you hit your head. Your doctor or healthcare
provider may need to check you.

What are the possible side effects of

ELIQUIS?

+ See "What is the most important
information I should know about
ELIQUIS?”

+ ELIQUIS can cause a skin rash or severe
allergic reaction. Call your doctor or get
medical help right away if you have any of
the following symptoms:

+ chest pain or tightness

+ swelling of your face or tongue
+ trouble breathing or wheezing
« feeling dizzy or faint

Tell your doctor if you have any side effect that
bothers you or that does not go away.

These are not all of the possible side effects of
ELIQUIS. For more information, ask your doctor
ar pharmacist.

AEIOU Trial
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Call your doctor for medical advice about side
effects. You may report side effects to FDA at
1-800-FDA-1088.

How should I store ELIQUIS?

Store ELIQUIS at room temperature between
68°F to 77°F (20°C to 25°C).

Keep ELIQUIS and all medicines out of the
reach of children.

General Information about ELIQUIS

Medicines are sometimes prescribed for purposes
other than those listed in a Medication Guide. Do
not use ELIQUIS for a condition for which it was
not prescribed. Do not give ELIQUIS to other
people, even if they have the same symptoms
that yvou have. It may harm them.

If you would like more information, talk with
your doctor. You can ask your pharmacist or
doctor for information about ELIQUIS that is
written for health professionals.

For more information, call 1-855-354-7847
(1-855-ELIQUIS) or go to www.ELIQUIS.com.

What are the ingredients in ELIQUIS?
Active ingredient: apixaban.

Inactive ingredients: anhydrous lactose,
microcrystalline  cellulose,  croscarmellose
sodium, sodium lauryl sulfate, and magnesium
stearate. The film coating contains lactose
monchydrate, hypromellose, titanium dioxide,
triacetin, and yellow iron oxide (2.5 mg tablets)
or red iron oxide (5 mg tablets).

This Medication Guide has been approved by the
U.S. Food and Drug Administration.

Manufactured by:
Bristol-Myers Squibb Company
Princeton, New Jersey 08543 USA

Marketed by:

Bristol-Myers Squibb Company
Princeton, New Jersey 08543 USA
and

Pfizer Inc
New York, New York 10017 USA

COUMADIN® is a registered trademark of
Bristol-Myers Squibb Pharma Company. All other
trademarks are property of their respective
companies.
1289808A1 / 1289807A1 / 1298500A1
1295958A1

Revised August 2014

432U514BR0O0692-02-01
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Appendix 2 Bleeding Academic Research Consortium (BARC) Definition
for Bleeding

e Type 0: no bleeding

e Type 1: bleeding that is not actionable and does not cause the patient to seek unscheduled
performance of studies, hospitalization, or treatment by a healthcare professional; may include
episodes leading to self-discontinuation of medical therapy by the patient without consulting a
healthcare professional

o Type 2: any overt, actionable sign of hemorrhage (e.g., more bleeding than would be expected for
a clinical circumstance, including bleeding found by imaging alone) that does not fit the criteria
for type 3, 4, or 5 but does meet at least one of the following criteria: (1) requiring nonsurgical,
medical intervention by a healthcare professional, (2) leading to hospitalization or increased level
of care, or (3) prompting evaluation

e Type3
o Type3a
= Overt bleeding plus hemoglobin drop of 3 to <5 g/dL" (provided hemoglobin
drop is related to bleed)
*  Any transfusion with overt bleeding
o Type3b
= Overt bleeding plus hemoglobin drop >5 g/dL” (provided hemoglobin drop is

related to bleed)
= Cardiac tamponade
= Bleeding requiring surgical intervention for control (excluding
dental/nasal/skin/hemorrhoid)
= Bleeding requiring intravenous vasoactive agents
o Type3c
» Intracranial hemorrhage (does not include microbleeds or hemorrhagic
transformation, does include intraspinal)
= Subcategories confirmed by autopsy or imaging or lumbar puncture
= Intraocular bleed compromising vision
o Type 4: CABG-related bleeding
o Perioperative intracranial bleeding within 48 h
o Reoperation after closure of sternotomy for the purpose of controlling bleeding
o Transfusion of >5 U whole blood or packed red blood cells within a 48-h period’
o  Chest tube output >2L within a 24-h period
e TypeS: fatal bleeding

o Type 5a
=  Probable fatal bleeding; no autopsy or imaging confirmation but clinically
suspicious
o Type5b

= Definite fatal bleeding; overt bleeding or autopsy or imaging confirmation

CABG indicates coronary artery bypass graft. Platelet transfusions should be recorded and reported but are
not included in these definitions until further information is obtained about the relationship to outcomes. If
a CABG-related bleed is not adjudicated as at least a type 3 severity event, it will be classified as not a
bleeding event. If a bleeding event occurs with a clear temporal relationship to CABG (i.e., within a 48-h
time frame) but does not meet type 4 severity criteria, it will be classified as not a bleeding event.

* Corrected for transfusion (1 U packed red blood cells or 1 U whole blood = 1 g/dL. hemoglobin).

1 Cell saver products are not counted.

Mehran R, Rao SV, Bhatt DL, ef al. Standardized Bleeding Definitions for Cardiovascular Clinical Trials.
A Consensus Report From the Bleeding Academic Research Consortium. Circulation 2011;123:2736-2747.
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