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4 LIST OF ABBREVIATIONS AND DEFINITION OF
TERMS

ADR Adverse Drug Reaction

AE Adverse Event

CHA2DS2- Congestive heart failure, Hypertension, Age (275), Diabetes
VASc score mellitus, Stroke/TIA, Vascular disease, Age 65-74, Sex category

CDMS Clinical Data Management Systems
CRF Case Report Form
A
CRO Contract Research Organization A
CrCl Creatinine Clearance S \
CSR Clinical Study Report ﬁ N \
DM Data Management “ Y
DVP Data Validation Plan Y‘
C = N
L . =
GCP Good Clinical Practlc
HAS-BLED S nal an er function, Stroke (1 point),

or predisposition, Lablle INR, Elderly (>65 years),

ICH Com Harmonization

IRB

L
MedD Medicz‘c

lWBoard

tiona(y for Regulatory Activities

CH G

NVAF vular Atrial Fibrillation

PACT-Q° Perception of Anticoagulant Treatment Questionnaire
PMS Post-Marketing Surveillance

PT Preferred Term

SAE Serious Adverse Event

SAP Statistical Analysis Plan

SAS Statistical Analysis System®
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SoC System Organ Class

SOP Standard Operating Procedure
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5 INTRODUCTION

This Statistical Analysis Plan (SAP) is based on the final protocol 1160-0286 dated
15 March 2017 (version 1.0) and the protocol administrative memorandums that
have been approved by Institutional Review Board (IRB). The SAP provides details
on the planned statistical methodology for analysis of the study data, and also
outlines the statistical programming specifications for the tables. It describes the
safety variables, anticipated data transformations, manipulations, coding, and other
details of the analyses not provided in the study protocol A de
planned table and figures to be presented in the clinj

iled description of the
report (CSR) is
is SAP only covers the

provided in the accompanying mock-up tables docu
planned analysis of all safety and efficacy data collec source documents)

and captured in case report forms (CRFs).

This SAP is written with consideration i ed in the
International Conference on Harmonisation ( guideline entitled, “Guidance
for Industry: Statistical Principles fi ini ' the ICH E3 guideline entitled,

VERSION: V1.0
DATE: Feb-18-2019 Page 8 of 28



CONFIDENTIAL
PROTOCOL NO.: 1160-0286

6 STUDY OBJECTIVES AND ENDPOINTS

6.1 Study Objectives

Objective 1

To describe the treatment perception from patients with non-valvular atrial fibrillation
(NVAF) receiving Pradaxa® or VKA for stroke prevention by using the self-estimation
questionnaire of PACT-Q during a 6-month study period.

Objective 2

To investigate the patient’s characteristics.

Two cohorts of patients will be recruited:
Cohort A:
Patients who had been treated with VKAsand have switched to Pradaxa®.

Cohort B:
Patients who are newly diagnosed with NVAF afd initiated on either Pradaxa® or VKA.

6.2 Endpoints
6.2.1 PrimaryEndpoint(s)

Cohort A (patients switched from VKA to Pradaxa®)

+  Mean PACT-Q2 scores at the second (30-45 days) and the last assessment
(150-210 days)compared to baseline assessment.

Cohort B (patients newly initiated Pradaxa® or VKA)

¢ Mean PACT-Q2 scores at the second (30-45 days) and the last assessment
(150-210 days) compared between 2 treatment groups.

6.2.2 Secondary Endpoints

Cohort A (patients switched from VKA to Pradaxa®)

e Mean PACT-Q2 score at the last assessment (150-210 days) compared to the
second assessment (30-45 days).

Cohort B (patients newly initiated Pradaxa® or VKA)

VERSION: V1.0
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e Description of mean PACT-Q1 score at baseline.

6.2.3 Safety Endpoints

e« AEs (i.e. Pradaxa® relevant ADR (serious and non-serious), fatal AEs, and

pregnancies)

Safety analyses will be performed separately for Cohort A and Cohort B.

7 STUDY METHOD

7.1 Overall Study Design and Plan

This is a non-interventional, single-country,4multi-center study. based on newly

collected data. The study will enroll consentedypatients, with NVAF in Taiwan with a

previous VKA therapy, followed by switching to Pradaxa® (€ohort A) OR patients being

newly diagnosed with NVAF and initiated on Pradaxa®er VKA (Cohort B). Patients will

be followed up over an observation period of 6 months."Data will be collected at 3 time

points:

1. Baseline (e.g, the enpzolment date for Cohort A; the date of initiation on Pradaxa® or
VKA for Cohort B)t

2. 30 to 45 days after baseline (initiation period).

3. 150 to 210days.after baseline (continuation period).

7.1.1 Schedule of Assessments

This is a non-interventional, observational study, all the tests collected at baseline and
subsequent visits will, be performed as judged appropriate by the treating physicians, and
the results of interest willdbe recorded only if they are available. This study does not require

additional tests or examinations to be performed throughout the entire study period.

However, below is the recommended data collection schedule that most likely mirrors the
patterns of routine clinical care of most NVAF patients for stroke prevention. The sign “X”
indicates when the data will be collected if available.

Table 7.1 Data Collection Schedule

Visit 1 2 3
. L ) Continuation
Assessment Baseline Initiation period ]
period
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Day(s) and allowed window* 1 30 to 45 150 to 210
Informed consent!? X
Inclusion/exclusion criteria X
Reimbursement status? X
Patient demographics3 X
Weight* X X X
Concomitant

X X X
diseases/comorbidities
Comorbidities, risk factors, and X
medical history related to NVAF5
Concomitant therapiesé X X X
Concomitant therapies related to X
CHA2DS,-VASc and HAS-BLED?
Collection of serum creatinine to

X X X
calculate creatinine clearance?
Collection of lab data related to \
CHA2DS,-VASc and HAS-BLED?
CHA:DS2-VASc score X
HAS-BLED score X
Duration of previous VKA X
treatment(Cohort A only)
Reasons for switching from VKA X
to Pradaxa® (CohortA only)
Record Pradaxa® dosing (110 or < >
150mg) and reasons for dose
changes if applicable
PACT-Q1 questionnaire X (Cohort B only)

X (both
X (Cohort Aonly) | X (both cohorts)

PACT-Q2 questionnaire cohorts)
Reason for Pradaxa® or VKA < =
discontinuation
Safety reporting10 < >
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*Only lab data assessed within the following allowed window and according to regular practice will be

collected:
-Baseline: the most updated data conducted prior to enrolment
-Visit 2: within 30-45 days after baseline
-Visit 3: within 150-210 days after baseline
1 Written informed consent must be obtained prior to the baseline visit assessment.
2. Reimbursement status includes reimbursed, partially reimbursed, or private pay.
3. Age, gender, race, education level, height, weight, and BMI.

4 Weight will be recorded at each visit if possible to calculate seline only) and creatinine

clearance.

baseline described in #8), liver function tests (bilirubin, aspartate aminotransferase (AST), alanine
aminotransferase (ALT), and alkaline phosphatase (AP)), and international normalized ratio (INR,
including prothrombin time (PT)). Only the most updated results of assessments conducted prior to

enrolment will be collected.

10.Pradaxa® relevant ADR (serious and non-serious), fatal AEs, and pregnancies.

VERSION: V1.0
DATE: Feb-18-2019 Page 12 of 28




CONFIDENTIAL
PROTOCOL NO.: 1160-0286

7.2 Selection of Population and Inclusion/Exclusion Criteria
7.2.1 Inclusion Criteria

Cohort A (patients switched from VKA to Pradaxa®)

1.A.  Written informed consent prior to participation.

2.A.  Female or male patients > 20 years of age with a diagnosis of non-valvular
atrial fibrillation (NVAF).

3.A. At least 3 months of continuous VKA treatment for@troke prevention prior

to baseline assessment.

4.A. Patients switched to Pradaxa® prior to baseline asséssment according to the
physician’s discretion and the Sumuhary)of Product Characteristics

(SmPCs)/reimbursement criteria.

OR

Cohort B (patients newly initiated Pfadaxa® or VKA)

1.B.  Written informed consent prior to;pasticipation.

2.B.  Female or male patients > 20 yearsfof age, hewly diagnosed with NVAF, and
no previousreatment for stroke prevention (no use of any OAC within 1

year priorto enrolment).

3.B. Patients initiatedy stroke prevention treatment with Pradaxa® or VKA
aecordingnto the “physician’s discretion and the SmPCs/reimbursement

criteria.

7.2.2 Exclusion Criteria

1. Contraindieation to the use of Pradaxa® or VKA as described in the SmPCs.

2. Patients receiving Pradaxa® or VKA for any other condition than stroke

prevention in NVAF.
3. Current participation in any clinical trial of a drug or device.

4. Current participation in an AF-related registry, e.g. the Gloria AF program.

7.3 Randomization and Blinding
This is a non-interventional, observational, and postmarketing study. Randomization and

blinding are not applicable.

VERSION: V1.0
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7.4 Sample Size

[t is planned that approximately 1000 patients from around 20 medical centers or regional
hospitals will be recruited in the study. An estimated sub-group allocation basing on
realworld practice in Taiwan includes approximately 300 patients in Cohort A (patients
switched from VKA to Pradaxa®) and around 700 patients in Cohort B (patients newly
initiated Pradaxa® or VKA), with about 500 patients receiving Pradaxa® and 200 patients
receiving VKA. Consecutive enrolment will be performed during whole recruitment period
to minimize selection bias. The actual number of patients in each cohort will be according to

the patient distribution in the real-world practice.

Total number 1000
Cohort A—VKA switches to D
Estimated Pradaxa®
number in o
i Cohort B—Newly Pradaxa 500
sub-grouping
initiator VKA 200

8 GENERAL CONSIDERATIONS

8.1 Relevant SOPs and Policies

The data management (DM)will carry out verification procedures upon double data entry
completion. Data entered in the first database has to be verified against the data entered in
the second database for comparison and verification purposes. All discrepancies shall be
recorded and data verification output shall be generated after this process. The data
management will verify the discrepancies between first entry and second entry against the
hard copy CRE All verified data must be uploaded to the updated database(s). Data
verification output and relevant records will be stored properly and securely.

To ensure the data reliability, data management will validate data based on data validation
plan and reconfirm those unreliable values for all collected data includes safety and efficacy
data. The locked data will be treated as the analyzable data.

Statistical Analysis Plan (SAP) will be developed from first patient enrollment. The draft SAP
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will be issued based on the approved protocol, approved amendments and the CRFE.

All process will follow the relevant SOPs as follow:

DM 1709 |Data Entry Procedure

DM 1710 |Data Verification Procedure

DM 1711 |Data Validation Procedure

DM 1712 |Data Clarification Procedure

DM 1713 |Data Lock Procedure

DM 1719 |Statistical Analysis Plan

8.2 Timing of Analyses
the study or

permanently discontinued from the study. After th ant data management processes
are completed and data clean status is ill be locked The final analysis

All eligible pa
Safety Population
All enrolled patients with an actual follow-up.
8.4 Covariates and Subgroups
Demographic and clinical characteristics, including age, gender, BMI classification

(BMI<18.5, 18.5<BMI<24, 24<BMI<27, BMI>27), CHA2DS2-VASc score, HAS-BLED score,
kidney function (creatinine clearance), stroke and/or bleeding related risk factors, will be
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considered as covariates/predictors for conducting propensity score matching the two

subgroups in cohort B.

8.5 Missing Data

No imputation method will be performed to estimate the missing values for efficacy and

safety variables.

8.6 Interim Analyses and Data Monitoring

Interim analysis is not defined in protocol and will not be pgerformed in this study.

8.7 Adjustments for Multiplicity

The baseline characteristics will be compared between the matched patients to check the
balance of baseline characteristics between the two sub-groups of Cohort B after
propensity score matching (PSM). Thereywill be no multiple comparisons in this study. As
a result, adjustment for multiplicity is not applieable in the‘analysis.

8.8 Multi-center Stiidies

1000 patients will be enrolled from 20 sites in Taiwan. With the intention of pooling the
data for analysis,.all the investigators fromparticipating institutions will follow the study
protocol and conduct the clinical trial to improve the consistency across centers. All the
data defined'en CRF will'be collected and managed via a centralized process. The collected
clinical data wilhbe summarized with respect to demographic characteristics, and efficacy

and safety observations.

8.9 Data Management System and Analysis Software

The data collected will be entered into the study database against the paper CRF and
stored in the Clinical Data Management Systems (CDMS). The data backup is exhibited by
data management personnel The data will be exported to Statistical Analysis System®
(SAS) for Windows (Version 9.4 or higher, SAS Institute, Cary, North Carolina, USA) to
generate the subject listings, tabulations, and statistical analyses.
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8.10 Coding Dictionary

In order to create a standard language that is comparable across all therapeutic teams and
provide standardization for statistical analysis, adverse events recorded on the paper CRF
will be coded by medical dictionaries/thesaurus. In this study, the Medical Dictionary for
Regulatory Activities (MedDRA) version 21.1 or higher will be used to map adverse
events verbatim to Preferred Terms (PT) and System Organ Class (SOC).

8.11 Data Handling and Transfer

All collected clinical data will be collected via paper CRF by study coordinator, and will be
managed centralized and stored in the clinical data management systems. No external
data will be imported to the system. The system 0f variable coding will follow rules of

SOPs. During the study, Data managerwill follow the SOP to enter and manage
the CRFs. After data clean and data lock pro€ess, all the'clinical data will be exported as
SAS datasets and stored in a read-only space. Sttistician” will perform the statistical
analysis based on the SAS datasets.

8.12 Programming Specifications

The summary statistie$ for continuous variables will be entitled as Number, Mean*SD,
Median, Range, inter-quartile range (IQR), 25th percentile, 75th percentile and 95% C.I. in
the table, which_represent thespumber-of 6bservations, mean value plus/minus standard
deviation, median value, of observations, minimum and maximum, lower bound and
upper bound of the 95% confidence interval. Range (minimum and maximum) and 95%

confidence intenval (lower and upper bound) are given in parentheses.

Unless otherwise noted, the summary statistics for continuous variables will be printed
out to one decimal place except for the standard deviation and confidence interval The
standard deviation and confidence interval will be expressed to 2 decimal places. If the

« n

summary statistics cannot be obtained, it will be printed as “-

For categorical variables, number and percentage will be presented as summary statistics.

All table percentages will be reported with one decimal point unless otherwise specified.

The p-value will be reported to 4 decimal places. An asterisk indicates the statistical
significance. P-value less than 0.0001 will be reported as “<0.0001*” and p-value greater
than 0.9999 will be expressed as “>0.9999". If the p-value cannot be computed, p-value
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will be printed as ‘NA.

VERSION: V1.0
DATE: Feb-18-2019 Page 18 of 28



CONFIDENTIAL
PROTOCOL NO.: 1160-0286

9 SUMMARY OF STUDY DATA

Continuous variables will be summarized by descriptive statistics: number of observations,
mean, median, standard deviation, range, and quartiles. Frequency counts and percentages of
observed levels will be reported for categorical variables. The denominator of percentages
will be the number of subjects with valid assessment results. Subjects with missing data will
not be included in the number of denominator.

Efficacy analysis will be performed based on FAS. Safety analysis will be conducted based
on Safety population. The relevant population size will be annofated in the tables.

9.1 Disposition of Subjects

The number of subjects screened, number ofgeligible subjects, and“number of subject
reached study completion will be countéd“and summarized. The |denominator of
percentage of number of eligible subjects will be‘thedrumber of subject screened. The
denominator of percentage of numbér of subject complete the study will be the number
of eligible subjects. The summary of reason for,early termination will be provided as well.

The denominator of the reason will be the,number of subjects not complete the study.

The number of subjects'in Full Analysis Set,'and number of subjects in PP population will
also be presented with eount and percentage.Th€ denominator of the percentage will be

the number of eligible subjects:

9.2 Protoecol Violations and’Deviations

This is a PMS study. Investigator could follow their practice and judgment. No protocol
violation and deviatiomwilllbe defined.

9.3 Demographic and Baseline Characteristics

The demographic characteristics including reimbursement status, date of birth, gender,
race, education level, height, weight, concomitant diseases/comorbidities, risk factors,
and medical history related to NVAF, Concomitant Therapies Related to CHA2DS2-VASc
and HAS-BLED, Lab Data Related to CHA2DS2-VASc and HAS-BLED, Duration of previous
VKA treatment (Cohort A only), PACT-Q1 Questionnaire (Cohort B only), and PACT-Q2
Questionnaire (Cohort A only) will be collected at visit 1 (baseline). Age will be calculated
based on the date of birth and date of informed consent.
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_ (Date of informed consent - Date of birth)

Age
& 365.25

BMI will be calculated based on the height and weight.

M = W§1ght (kgz)
Height (m)

Gender, race, education level, concomitant diseases/comorbidities, risk factors, and
o CHA2DS2-VASc and
Duration of previous VKA
only), and PACT-Q2
t and percentage.

medical history related to NVAF, Concomitant Therapies Re
HAS-BLED, Lab Data Related to CHA2DS2-VASc and HAS-
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10 DEFINITION AND DETERMINATION OF ANALYSIS
VARIABLES

10.1 Treatment Exposure and Compliance

Treatment duration will be counted from the date of visit 1 to the discontinued date in the
Pradaxa® / VKA Discontinuation page. For those continuing using study drug, Treatment
duration will be counted from the date of visit 1 to the date offvisit 3. Treatment duration
will be summarized as continuous variables. The reasonffor treatment discontinuation

will be summarized as categorical data.

10.2 Primary Endpoint(s)

Cohort A (patients switched from VKA to Pradaxa®)

¢ Mean change in the PACT-Q2 scores at the secondyassessment (30-45 days) and
the last assessment (150-210 “days). eempared to baseline assessment. The
changes will be calculated as (PACT-Q2 scoresiat Visit 2 minus PACT-Q2 scores at
visit 1, PACT-Q2 scoresat hast Visit minus PACT-Q2 scores at visit 1).

Cohort B (patients néwlyinitiated Pradaxa® o VKA)
¢ Mean difference in“the, PACT-Q2yscores at the second (30-45 days) and the last
assessmént (150-210"days) compared between 2 treatment groups. The
difference will be ‘ealculatedyas, (PACT-Q2 scores of Pradaxa® minus PACT-Q2
scores of VKA at Visit,2, PACT-Q2 scores of Pradaxa® minus PACT-Q2 scores of
VKA at Last\Visit).

10.3 SecondaryEndpoints

Cohort A (patients switched from VKA to Pradaxa®)
¢ Mean change in the PACT-Q2 score at the last assessment (150-210 days)

compared to the second assessment (30-45 days). The change will be calculated
as (PACT-Q2 scores at Last Visit minus PACT-Q2 scores at visit 2).

Cohort B (patients newly initiated Pradaxa® or VKA)

e Description of mean PACT-Q1 score at baseline.
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10.4 Safety Endpoints

e« AEs (i.e. Pradaxa® relevant ADR (serious and non-serious), fatal AEs, and
pregnancies)

Safety analyses will be performed separately for Cohort A and Cohort B.

The following parameters will be included in the safety analyses:

e Adverse drug reactions

«  Adverse drug reactions leading to discontinuation of a ulation treatment
e Serious adverse drug reactions

¢ Adverse events leading to deaths
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11 STATISTICAL METHODS

11.1 Primary Hypothesis

This study is aim to describe the treatment perception from patients with
non-valvular atrial fibrillation (NVAF) receiving Pradaxa® or VKA for stroke
prevention by using the self-estimation questionnaire of PACT-Q during a

6-month study period. The hypothesis for the testing is

Ho: Change = 0 vs. Ha: Change# 0

11.2 Test of Assumptions

The primary hypothesis will be tested byypaired it-test. The assumption of
normality will be tested by using the Shapire-Wilk test. Wilcoxon signed rank

test will be used if the assumptioft 6finormally distributed is violated.

11.3 Primary Endpoint Analysis

Mean values and m@an change from baseline of PACT-Q2 scores will be presented
as descriptive statistiestiincluding Number, Mean+SD, Median, Range, inter-quartile
range (IQR),.25th percentile, 75th pereentile and 95% C.I. The changes under
Cohort A'will be caleulated as (PACT-Q2 scores at Visit 2 minus PACT-Q2 scores at
visit#l, PACT-Q2 scores at Last Visit minus PACT-Q2 scores at visit 1). The
difference under cohort Biwill be calculated as (PACT-Q2 scores of Pradaxa® minus
PACT-Q2 scores,of VKA at Visit 2, PACT-Q2 scores of Pradaxa® minus PACT-Q2
scores of VKA at Last Misit). Shapiro-Wilk test will be conducted for testing the
normality. If the null hypothesis of normally distributed of Shapiro-Wilk test is
not reject, two-sided paired ttest will be performed and obtain the p-value.
Significant level of the test will be set as 0.05. Once significant result of
Shapiro-Wilk test is lower than 0.05, Wilcoxon signed rank test will be used
instead.

For cohort B, the patients newly initiated Pradaxa® or VKA will be matched with a
ratio of 1:1 based on the propensity score with caliper matching. After the
propensity score each patient is generated, both Pradaxa® group and VKA group
should be randomly sorted and then the first VKA unit is selected to find its closest
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Pradaxa® match in terms of the propensity score. The random seed will be set as
20190218. The caliper will be set as 0.001.

11.4 Secondary Endpoint Analyses

Cohort A (patients switched from VKA to Pradaxa®)
¢ Mean change in the PACT-Q2 score at the last assessment (150-210 days)

compared to the second assessment (30-45 days). The change will be
calculated as (PACT-Q2 scores at Last Visit minus PACT-Q2 scores at visit
2). The test hypothesis of MMSE will be HO: Change’="0ws. Ha: Change # 0.
Shapiro-Wilk test will be conducted for testing the,normality. If the null
hypothesis of normally distributed of Shapiro-Wilkitest is not reject,
two-sided paired t-test will be performed ‘and obtain the p-value.
Significant level of the test will be sét as 0.05. Once significant result of
Shapiro-Wilk test is lower than 0.05, Wilcoxenysigned rank/ test will be

used instead.

Cohort B (patients newly initiated Pradaxa® or VKA)

e Description of mean PACT-Q1 score atybaseline. Mean values of PACT-Q2
scores will be presented as descriptive statisties including Number, Mean
1SD, Median,4Range, imnter-quartile range/(IQR), 25th percentile, 75th
percentile and 95% C.I.

11.5 _Safety Analyses

Occurrences of Pradaxa®relevant’ ADRs will be analyzed relative to the number of
patients treated as well as observed person-years (i.e. time at risk). If no concurrent
Pradaxa® treatment is administered, then events occurring within a washout period
of 3 days after discomtinuation of Pradaxa® treatment will be assigned to the last
treatment given. This washout period will also be included as time at risk for
derivation of total person-years. ADRs that deteriorate under treatment will also be
considered as “treatment emergent”. Events occurring prior to first intake of
Pradaxa® treatment prescribed at baseline, during periods without Pradaxa®
treatment (excluding washout periods), or after the end of the 6-month follow-up
(excluding washout periods) will not be considered treatment emergent events, and

will not be included in the summary tables.

AE will be coded using the MedDRA dictionary. All adverse events will be classified
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using MedDRA terminology. The number of subjects and percentage of subjects will
be computed by System Organ Class and Preferred Term to show the incidence of
AE.

11.6 Interpretation and Conclusion

The study objective is to provide evidence to show if significant change of
PACT-Q2 scores in patients treated with Pradaxa® or VKA. The hypothesis testing

for the primary endpoint will be two-sided and significant 1 will be 0.05. Once

the significant is found (p-value < 0.05), the study sho e significant change of

PACT-Q2 scores in patients treated with Pradaxa®
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13 APPENDIX

13.1 Mock-up Tables

All statistical tables will be presented corresponding to the content of mock-up

Q&
0
§

tables.
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