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Clinical Study Synopsis

This Clinical Study Synopsis is provided for patients and healthcare professionals to
increase the transparency of Bayer's clinical research. This document is not intended
to replace the advice of a healthcare professional and should not be considered as a
recommendation. Patients should always seek medical advice before making any
decisions on their treatment. Healthcare Professionals should always refer to the
specific labelling information approved for the patient's country or region. Data in this
document or on the related website should not be considered as prescribing advice.
The study listed may include approved and non-approved formulations or treatment
regimens. Data may differ from published or presented data and are a reflection of
the limited information provided here. The results from a single trial need to be
considered in the context of the totality of the available clinical research results for a
drug. The results from a single study may not reflect the overall results for a drug.

The following information is the property of Bayer AG. Reproduction of all or part ol
this report is strictly prohibited without prior written permission from Bayer AG.
Commercial use of the information is only possible with the written permission of the
proprietor and is subject to a license fee. Please note that the General Conditions of
Use and the Privacy Statement of bayer.com apply to the contents of this file.
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Rationale and Patients with a history of acute coronary syndrdA@S) and atrial

background fibrillation (AF) are at high risk for major advergardiovascular

events, therefore they are prescribed combinatierapy
consisting of an anticoagulant and one or morekatélet agents,
particularly if a percutaneous coronary intervemt{BCI) has been
conducted. Such drug combinations are associatbdnareased
risk of bleeding complications. In recent yearsesalynew non-
vitamin K anticoagulants (NOACs) and antiplateleigs have
been introduced; however, although they have breEmsively
studied individually, the safety and efficacy of shof the
combined regimens have not been evaluated in raizéddm
controlled trials.

The recently completed PIONEER AF-PCI trial demoatsd a
good safety profile of a regimen containing rivaaban [1];
however, the study was not designed to assessdimaen’s
efficacy. It is important to understand how patsewith AF and
ACS (including those undergoing PCI) are treateckal-life
settings and to determine the outcomes associatedhese
treatment regimens.

Resear ch question and
objectives

This population-based study will describe the téalprescription
patterns of antithrombotic drugs in patients with &rd ACS in
Sweden, and will evaluate safety and effectiveeasipoints for
the most commonly administered treatment regimens.

The primary objectives are:

» To describe the variety of antithrombotic treatnegimens
administered in patients with AF and ACS and tinestie the
treatment duration of the most common regimens.

» To assess the incidence of bleeding events agsdaowith
hospitalization and effectiveness outcomes, incigdieath, in
patients with ACS and AF: overall and among subgsou

Study Design

This is a retrospective cohort study which utilizexh-randomized
unselected data from nationwide mandatory headjisters in
Sweden.
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Setting

In Sweden all registered oral anticoagulants (OAGsfarin,
dabigatran, rivaroxaban, apixaban, edoxaban) a@ insclinical
practice. Phenprocoumon can be prescribed undecast license
in case of intolerance to other oral anticoaguladtsl antiplatelet
drugs used are acetylsalicylic acid, clopidogiegdrelor, prasugre
and dipyridamol. Ticlopidine was deregistered i0@0but may
still be used under a special license.

Subjectsand Study Size,
including dropouts

The inclusion period started on 1st December 20@itiliracluded
patients up to 1st October 2016. Cohorts werevi@tbup for a
minimum of 3 months, thus the inclusion period eh8enonths
before the end of the observation period. Durirgiticlusion
period, a total of 111,197 individuals were hodptal with a

diagnosis of ACS. Of these individuals, 23,180 &lad a diagnosis

of AF. After exclusions, 13,275 patients remainethie study
cohort, of whom 9,375 did not undergo PCI, 320 Rad without a
stent and 3,580 had PCI with stent implantationngur
hospitalization.

Variables and Data
sour ces

Detailed descriptive variables including baseliharacteristics
were captured for the population, including co-reations and
comorbidities. CHA2DS2Vasc scores were calculated.
Antithrombotic drug combinations, drug strengtieatment
duration and most commonly prescribed regimens wierified.
Exposure of a certain drug or a drug combinatiomngufollow-up
was estimated as the number of days the dispemagdsdpply
would be expected to last if drug adherence was, 9006 allowing
for occasional dropped doses. The assumed dosagedive
standard dose for the particular strength of tlhuig dPatients on
non-standard dosing were classified as receivitigetotreatment”.
For warfarin, where a standard dosing does not,exisapproach
based on assessment of refill intervals was emgloye

To measure safety and effectiveness outcomes tiables
indicating the following events were analysed: litadigation or
death with a diagnosis of bleeding; hospitalizatmmnrecurrent
ACS; revascularization procedure; ischaemic stakgystemic
embolism; death from any cause.

Data sources included The Patient register, Thpddised Drug
register, The Cause of Death register and the L(I8Agitudinal
integration database for health insurance and lalawket
studies).

Results

There was a great diversity in treatments giveARgatients who
experienced ACS-episodes. The most common regiaidnsot
include an oral anticoagulant, in contrast to aurreational and
international guideline recommendations. Dual datigt therapy,

the standard treatment for ACS patients without i8f,equently
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used for AF patients as well.

Elderly and frail patients, at high risk for botledéds and
thromboses, generally received less aggressiviheoribotic drug
regimens than younger and healthier patients. ddmsplicated the
interpretation of outcome data. Differences in tieg rates
between high risk and low risk patients were atsed by the
choice of antithrombotic regimen, while differencegarding
ischaemic stroke and reinfarction may have beeggetated for
the same reason. The diversity of regimens mad¢ ohdise
groups including a NOAC too small for valid comgans of the
benefits or risks associated with individual regnsie

Discussion

This study shows that there is no single standsthpy for
patients with AF who also have an episode of AQ®re is little
or no scientific evidence regarding the benefiham for the
majority of these regimens.

There were clear differences between patients givféerent
regimens; more potent antithrombotic regimens gdlyawvere
given to younger and healthier patients with loperceived
bleeding risks. Elderly patients with higher peveei bleeding risk
were more often given regimens consisting of onlypdatelet
drugs and no oral anticoagulation. It was not gadedb determine
which treatment regimen was better or worse becauselection
biases and undocumented reasons why doctors @efene
treatment over the other.

The most common treatment among patients with AQBAEF was
dual antiplatelet therapy, the standard treatm@nACS patients
without AF, indicating that the awareness of thechor oral
anticoagulation in this patient population was adéquately
recognized by prescribing doctors.
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