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intracranial bleeding episodes) among new usel®sof
dose acetylsalicylic acid (ASA) in clinical pra@iasing
The Health Improvement Network (THIN) database,
UK.

The study population largely overlaps with the
population targeted for secondary CVD preventioth al
CRC prevention, for which we have recently compulet
a study assessing its chemopreventative effeatgicur
users of low-dose ASA had a significantly redudell r
of CRC, OR: 0.66 (95% CI: 0.60-0.74)), as well as
evaluated the preventative effect on CVD outcomes
associated with the continuous use of low dose ASA
similar population.

This new evidence will provide new insights on the
evaluation of the benefit—risk profile of low-do&A8A
and will support an upcoming regulatory submission
package.

Primary study objectives are:

- To estimate the incidence and time to event o
intracraneal bleeding (IB), upper gastrointestin
bleeding (UGIB) and lower gastrointestinal

bleeding (LGIB) among new users of low-dose

ASA in a UK general population.

- To estimate the relative risk of IB, UGIB and
LGIB associated with use of low-dose ASA
overall and in age and sex-specific strata
compared to non-use.

- To analyze the duration and dose response of
low-dose ASA on the risk of IB, UGIB and
LGIB.

Secondary study objectives are:
- To estimate the relative risk of IB, UGIB, and

LGIB associated with use of other medication$

such as clopidogrel, oral anticoagulants, non-
steroidal anti-inflammatory drugs (NSAIDs) arj
selective serotonin reuptake inhibitors (SSRIs
independently from use of low-dose ASA and
concomitantly.
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EPISAT EPldemiological Study on the Safety of Aspirin iHIN
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IS Ischaemic stroke
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MAH Marketing Authorization Holder

Ml Myocardial infarction
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PASS Post-Authorization Safety Study

PCP Primary care physician

PPIs Proton Pump inhibitors

REC Research Ethics Committee

RCT Randomized clinical trials
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4. Abstract
Title: A pharmacoepidemiological study on the risk ofblieg in new users of low-dose

aspirin (ASA) in The Health Improvement NetworkHIN), UK
Short title: EPIdemiological Study on the Safety of AspirinlIHIN — EPISAT

Rationale and background: Low-dose acetylsalicylic acid (ASA) is effectivetime
prevention of cardiovascular events owing to theiiplatelet properties; guidelines
recommend the long-term use of low-dose ASA fooadary prevention of cardiovascular
events and for primary prevention, although wittslbody of evidence for the latter. For any
drug therapy, it is important that an accurate bienesk assessment is made. As an example
with this drug, prevention strategies to minimizesigointestinal (Gl) problems are conferring
an acceptable safety profile in the general pomrlatHHowever, further evaluations on Gl
safety profile and other major bleeding for aspisistill warranted to establish its role as
safety for long term use in general populationcsply when target population encompass
the elderly group (70 years).

Research question and objectivesthis report describes a pharmacoepidemiological
research proposal carried out to investigate #ieaf major bleeding (including
gastrointestinal and intracranial bleeding epispdeasong new users of low-dose

acetylsalicylic acid (ASA) in clinical practice.

Study design We will identify two population-based prospectehorts using The Health
Improvement Network (THIN) database in the UK. Aod of firstly users of low dose ASA
and an unexposed cohort. Follow-up will be perfatrteeascertain incident cases of major

bleeding outcomes and nested case-control analyjid® performed.
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Population: The study period for enroliment of the two studorts (e.g. ascertaining ASA
and non-ASA cohort at start date) will start inuary 2000 and end in December 2012.
Individuals will be required to be aged betweerB40years, to be enrolled with the PCP for
at least 2 years, to have a history of computenmedcriptions for at least 1 year prior, to
have at least one encounter/visit recorded ingkethree years and to be free of ASA, cancer,
alcohol abuse, coagulopathies, esophageal vamckshaonic liver disease to become a
member of the study population. The date an indaianeet all these criteria will be
considered the entry date for enrollment. To idgrkie two cohorts, individuals will be
followed up from entry date up to one of the foliog/ criteria_endpoints, whichever came
first: first prescription of low-dose ASA, diagnesif cancer, alcohol abuse, coagulopathies,
oesophageal varices, chronic liver disease, agg@&s, death or end of the study period.
Every day a new user of ASA is ascertained, oneusam of ASA (up to that date) will be

sampled.

Variables: The following characteristics will be assessedmgtudy population

-Exposure to low dose ASA includes

Use of low-dose ASA will be classified into recgrice. non users, current users, daily dose,
duration and indication of low dose ASA (primarysacondary prevention).

-Covariates

» Demographic and life style factors:Age, body mass index (calculated from recorded
height and weight; weight in kg / [height in melresmoking (past smoker, never
smoker and current smoking), alcohol comspumitotcolRol consumption was
categorized into units per week (u/w): 1-4, 5-9;14) 15-20, andg?20.

» Other comorbidities: Will include the following variables: Comorbidis evaluated
will include: hypertension, diabetes (type | andséparately), hyperlipidemia, IHD,
atrial fibrillation, chronic obstructive pulmonadiseases (COPD), asthma, anemia,
depression, osteoarthritis, gastroesophageal reflisease (GERD), peptic ulcer
antecendents.

« Concomitant medication The following medications will be ascertained;

antihypertensive medications, statins, antidiaketidSAIDs (traditional NSAIDs
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(tNSAIDs), COXIBs), paracetamol, oral and inhalégfsids (separately), clopidogrel,
warfarin, other oral anticoagulants, nitrates, diggmole, selective serotonine
reuptake inhibitors (SSRIs), other antidepressantsypnotics/anxiolytics,
antipsychotics, tramadol, digoxin, proton pump Itars (PPIs) and Hreceptor
antagonists (FRAs) and hormonal replacement therapy (HRT).

» Health care utilization: As a proxy for overall health status, we will sater the
number of visits to the PCP, number of referralsspecialists, and number of
hospitalizations.

-Outcomes Intracraneal bleeding (IB), upper gastrointestinleding (UGIB) and lower
gastrointestinal bleeding (LGIB)

Data sources:The study will be conducted in the following dadab:
* The Health Improvement Network (THIN) — United Kaam (UK)

Study size:Based on our recent study on ASA and colorectat@anve expect a sample size
of the ASA cohort close to 200,000 (individualstiy exposed to low dose ASA). A
comparison cohort (sampled 1:1) will be subseqyesglected.

Data analysis:The following analyses will be performed:

Cohort analysis (ITT analysidkaplan-Meier survival curves for low-dose ASA cohand
comparison-unexposed cohort will be performed. @mportional hazard models will be
used to estimate the relative risk (hazard rate)rabhd 95% CI of incident major bleeding
episodes associated with low-dose ASA cohort ag§liir matching variables and
independent risk factors (ascertained before dtdgt), Cox regression models take into
account time to event. We will censor the Cox asialyo the first year of follow-up to reduce
the misclassification of low-dose ASA that inevitatwill occur. Incidence rates of each
major bleeding outcome overall as well as age-saxdspecific will be computed in the two

cohorts with Poisson regression, separately.

Nested case-control analysis (As treated analyBisge separate nested case—control
analyses will be performed to assess the effepbtantial risk factors for each bleeding
outcome of interest using unconditional logistigression. All patients confirmed as incident

case in the cohort analysis will also be used asxm nested case-control analysis. Under
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our study design of incidence density sampling,athés ratio (OR) is an unbiased estimator

of the incidence rate ratio (RR)Statistical analyses will be performed using Sfmckage

version 12.0 (StataCorp LP, College Station, TX).US

Milestones See below.

5. Amendments and updates
None
6. Milestones

Table 1 Milestones

Milestone Planned date
Start of data collection 01/09/2015
End of data collection 01/06/2016

<Study progress report 1>*

Update study report@ding with
PBRER February 2016

<Study progress report n>* NA
<Interim report 1>* NA
<Interim report n>* NA

<Registration in the EU PAS register>

Not yet ddPleanned 01/09/2015

<Other important timeline 1> NA
<Other important timeline n> NA
Final report of study results 01/08/2016

*only if agreed with authorities

7. Rationale and background

Cardiovascular disease is the leading cause ofhdaatounting for approximately

30% of all deaths worldwideé Low-dose acetylsalicylic acid (ASA) is effectiirethe

prevention of cardiovascular events owing to thetiplatelet properties; guidelines

EPISAT PASS 18116 10 August 2015 v5




Reference Number: BPD-SOP-041 R
Supplement Version: 1 Bayer HealthCare

recommend the long-term use of low-dose ASA fooadary prevention of cardiovascular
events. More controversy is around the benefit of présog low dose ASA as a primary
prevention. While some authors found a litte berefncluding the uncertain net valtjea
recent metanalysis performed Xie M and colleaguesvaluated the benefit and harms of
low dose ASA indicated for primary preventioAuthors included a total of forteen trials,
reporting reduction in major cardiovascular evéRiR 0.90 (95% CI: 0.85-.95), myocardial
infarction (0.86 (95%CI: 0.75-0.93), ischemic s&dk.86 (95%CI: 0.75-0.98), and all cause
mortality (0.94 (95%CI: 0.89-0.99); as a countetplae risk of haemorrhagic stroke was 1.34
(95%ClI: 1.01-1.79) and 1.55 (95% CI:1.35-1.78)rf@jor bleeding episodes.

For any drug therapy, it is important that an aataibenefit—risk assessment is made.
Although relative risks are useful in estimating telative effects of drug therapies,
attributable risks are considered to have greatbliphealth relevance as they take into
account the baseline incidence of the event ofeste Thus, a rare adverse outcome with a
high relative risk may be of less clinical importarthan a frequent event with a low relative
risk. Our group, carried out a series of studiesezfrly 40 000 patients with ischaemic heart
disease or cerebrovascular disease who were needgnibed ASA treatment for secondary
prevention, finding that approximately 30% of thdiscontinue ASA therapy. The results of
the present analysis suggest that a reductioMatadkses of upper gastrointestinal bleeding
(UGIB) and an increase of 8 ischaemic events (5fatal MIs and 3 IS/TIA) among every
1000 patients could be attributed to the discomtiiom of ASA during the first year of
treatmerft Thus, on the risk management decisions not dayisk and benefit should be
evaluated but the consequences of both harms araditseon quality of life. As an example
with this drug, prevention strategies to minimizep&blems are conferring an acceptable
safety profile in the general population. Howeverther evaluations on Gl safety profile and
other major bleeding for aspirin in the target dagian is still warranted to establish its role

as safety for long term use in general population.

8. Research questions and objectives
This report describes a pharmacoepidemiologicalares proposal carried out to

investigate the risk of major bleeding (includirsgointestinal and intracranial bleeding

EPISAT PASS 18116 10 August 2015 v5 11



Reference Number: BPD-SOP-041 R
Supplement Version: 1 Bayer HealthCare

episodes) among new users of low-dose acetylsaliagld (ASA) in clinical practice. These
will be based on population-based cohorts using ftatn a primary care database in the UK:
The Health Improvement Network (THIN) and will sersomake a clinically meaningful
benefit-risk assessment regarding major bleedingexmpuences of ASA exposure in general
population. Finding from this effort will serve évaluate the risk benefit of low dose ASA
clinical practice

8.1 Primary objective
The primary objectives in this study are:

- To estimate the incidence and time to event ofaraneal bleeding (IB), upper
gastrointestinal bleeding (UGIB) and lower gastrestinal bleeding (LGIB)
among new users of low-dose ASA in a UK generaufaimn

- To estimate the relative risk of 1B, UGIB and LG#Bsociated with use of low-
dose ASA overall and in age and sex-specific stratapared to non-use

- To analyze the duration and dose response of I@e-é&&SA on the risk of 1B,
UGIB and (LGIB

8.2 Secondary objective(s)
The secondary objective in this study is:

- To estimate the relative risk of 1B, UGIB, and LG#Bsociated with use of other
medications such as clopidogrel, oral anticoags|amin-steroidal anti-
inflammatory drugs (NSAIDs) and selective serotainptake inhibitors (SSRIS),

independently from use of low-dose ASA and concantiy

0. Research methods

9.1 Study design

We will identify two population-based cohorts usifige Health Improvement
Network (THIN) database in the UK. Follow-up wik lperformed to ascertain incident cases
of major bleeding outcomes and nested case-caradl/ses will be performed to estimate

the association between new users of low-dose A&Pbieeding outcomes.
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9.1.1 Follow-up analysis

We will follow-up our two study cohorts from statate (first ASA Rx among low-
dose cohort and matching date among the unexpaseparison cohort) until the occurrence

of major bleeding outcomes or any other criteriemd of follow-up.

9.1.2. Nested case-control analysis

Three separate nested case-control analyses (oaadb outcome of interest) will be
conducted among these two study cohorts compantident cases of each major bleeding

outcomes versus controls identified with incidedeasity sampling.

Rationale of the proposed study design includes:
1) The cohort design will allow estimation of inciden@tes. Kaplan-Meier survival
curves will be estimated to describe the time twuaence of each bleeding outcome

of interest, and cumulative risks will be produced.

2) Ascertaining users newly prescribed low-dose ASAeavihance the internal validity
of users of low-dose ASA, removing the possibitify'survivors” among prevalent

users.

3) For both cohorts, ascertaining all information e on new users of low-dose ASA
and a random sample of the comparison “unexposgiuire will maximize the
efficiency of our sample size. Moreover, matching tomparison cohort for time
since date of eligibility will 1) control for potéial temporal trends in both ASA use
and outcome incidence, therefore reducing confoupdind 2) allowing the same
reference period before start of follow-up to callbaseline information in both

cohorts increasing the internal validity of measugat of associations.

4) The nested case-control is an efficient analysisitiry also enhance the internal
validity, as it will permit to ascertain informatimn potential confounders on all cases
and only a sample of the pooled study cohort mesmf@eg. controls). This is

particularly efficient when manual review is needed¢omplement information for
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some variables (e.g., daily dose). It also permit&rect analysis of time-dependent
use of medications. In addition, density samplimgdontrols in a nested case-control

is not biased by competing rigks

9.2 Setting

To emulate the enroliment design from clinicallgiiae will carry out the
ascertainment of the exposed and unexposed calmntsirrently. Each day there is a person
qualifying as low-dose ASA new user (first time execorded prescription), we will assign
that person as a member of the ASA cohort andeniibll on the same day a person free of
ASA who meets all other eligibility criteria implemted in the selection of the ASA new user
cohort. Of note, we will randomly select one indival among the pool of eligible individuals
meeting the matching criteria (age, sex and PGBy that day.
Once an individual from the study population becermember of one of the two cohorts,
she/he will not be eligible to be selected agaimamber of any of the two cohorts at any
time after that date. Then, based on their expostates at enrollment date (low-dose ASA
cohort or comparison unexposed cohort) an interttetneat (ITT) analysis will be carried
out initially. Briefly, the ITT is based on the i@l treatment randomly assigned and does not
take into account changes in treatment occurrirgy the duration of the randomized clinical
trials (RCT) (in this case, during the follow-upedsto ascertain outcomes of interest). It
compares the risk of the outcome in the treatedrtatith the risk in non-treated cohort
irrespective from the exposure status over theefdllow-up. Following an ITT philosophy,
one would not change the exposure classificaticanahdividual even if the subject switches
treatment arm over time. The rationale is thatdiecaffecting adherence or treatment
discontinuation may be harder to identify and adjusthe present study, we will limit the
ITT analysis (Cox regression) to the first yeafadfow-up to reduce misclassification of low-
dose ASA exposure that inevitably will occur. Fipalve will perform As-Treated analysis

using a nested case-control design.
Study cohorts enrollment

The study period for enrollment of the two studhads (e.g. ASA and non-ASA

cohort at start date) will start in January 2006 and in December 2012. Individuals will be
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required to be aged between 40-84 years, to bélexhreith the PCP for at least 2 years, to
have a history of computerized prescriptions fdeast 1 year prior, to have at least one
encounter/visit recorded in the last three yeadstarbe free of ASA, cancer, alcohol abuse,
coagulopathies, esophageal varices and chronicdigease to become a member of the study
population. The date an individual met all thesteda will mark that individaal as eligible
member of the study population (e.g. source pojuiaand that date will be considered the
entry date. To identify both study cohorts, induads will be followed up from entry date up

to one of the following endpoints, whichever camstffirst prescription of low-dose ASA,
diagnosis of cancer, alcohol abuse, coagulopatbéssphageal varices, chronic liver disease,

aged 85 years, death or end of the study period.

Every day one person is ascertained as newly eggodew-dose ASA (start date for
outcome follow-up) during enroliment follow-up, well look for one member of the study
population not yet censored and with the sameiloligion of matching factors (age, sex, time
since entry date and number of GP visits in the pear to start date) than its low-dose ASA
pair with the only difference of being free of ASA that day (start date). With this design,
an individual selected as a non-exposed pair duhegnroliment follow-up cannot become
member of the low-dose ASA cohort at a later dathe/he receives a prescription of low-
dose ASA after being selected as member of theemposed cohort. Likewise, an individual
selected as member of low-dose ASA cohort paimdutfie initial follow-up will not have the
opportunity to become member of unexposed cohaiftéfr being selected as member of the
exposed cohort he stops low-dose ASA treatméigu(e 1). Unlike RCTs with their
baseline randomization, our non-experimental stasign will still entail unbalanced
characteristics despite the matching involved enagbcertainment of the two cohorts.

Additional adjustements will be performed in thelysis stage.

Figure 1. Study population
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SOURCE POPULATION-THIN

Inclusion criteria
Individuals registered in THIN between Jan
2000-Dec 2012:
¢ At least 2 years of registration with the PCP
¢ At least 1 year since beginning of
computerized prescription history
¢ At least 1 health encounter in the 3 years
prior
* Age 40-84 years

STUDY COHORT

Enroliment follow up until:

* First low dose ASA prescription

* Exclusion criteria
e 31t December 2012
* 85years

Individual matching on date of
first low dose ASA Rx by:
Age

Low-dose ASA new user cohort

(exposed cohort) €«

Sex
PCP visits
Time since enrollment

Note: Individuals will be assigned only once to the first cohort they are eligible

Exclusion criteria
Rx of low-dose ASA anytime prior to
entry date
Recorded diagnosis of
Cancer
alcohol abuse
Coagulopathies
oesophageal varices
Chronic liver diseases; anytime prior to
entry date

Comparison cohort
(unexposed cohort)

9.2.1 Study time frame

As indicated, the study period to ascertain botiocis, exposed and unexposed

cohort at start date, will cover from January 2@6@ end in December 2012, (e.g. enrolment

period). Afterwards, a follow up will be performéalascertained major bleeding episodes

adding one extra year (up to 31/12/2013) as wethasipper bound age limit extended up to

89 years

922 Selection criteria

* Inclusion criteria to qualify as member of the study population

- Aged 40-84 years
- Enrolled with the PCP for at least 2 years,

- To have a history of computerized prescriptionsatdeast 1 year prior

- To have at least one encounter/visit recordedandkt three years

» Exclusion criteria to qualify as member of the study population

- To be exposed to low dose ASA before entering énstiady
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- Having a diagnosis of cancer before entering irstbdy

- Having a diagnosis of alcohol abuse before entérinige study

- Having a diagnosis of coagulopathies before erganrihe study

- Having a diagnosis of esophageal varices befoeriegtin the study

- Having a diagnosis of chronic liver disease be@arring in the study

9.2.3 Study population

The study period for enroliment of the two studhaxs will start in January 2000
and end in December 2012. Individuals will be reegiito be aged between 40-84 years, to be
enrolled with the PCP for at least 2 years, to leéstory of computerized prescriptions for
at least 1 year prior, to have at least one eneoiwigit recorded in the last three years and to
be free of ASA, cancer, alcohol abuse, coagulopatt@sophageal varices and chronic liver
disease to become a member of the study popul&tlendate an individual met all these
criteria will be considered as entry date. Indidtiuwill be followed up from entry date up to
one of the following endpoints, whichever cametfifisst prescription of low-dose ASA,
diagnosis of cancer, alcohol abuse, coagulopatbésphageal varices, chronic liver disease,

aged 85 years, death or end of the study period

Sampling strategy

To emulate the design from clinical trials we wiflrry out the ascertainment of the
exposed and unexposed cohort concurrently. Eacthéag is a person qualifying as low-
dose ASA new user, we will assign that personmagmber of the ASA cohort and will
enroll on the same day a person free of ASA whotsnaéother eligibility criteria
implemented in the selection of the ASA new usérocb Cohorts will matched with the
following factors: age at first ASA date/, sex ananber of PCP visits in the year prior.
(Figure 2) Once an individual from the study pogiolabecomes member of one of the two
cohorts, she/he will not be eligible to be selectgdin as member of any of the two cohorts at
any time after that date. Then, based on their exgostatus at start date (low-dose ASA
cohort or comparison unexposed cohort) an interibetneat (ITT) analysis will be carried
out during the first year of follow-up (secondanadysis). Briefly, the ITT, mainly used in
RCTs designed to test efficacy/effectiveness, setlan the initial treatment randomly

assigned and does not take into account changesatment occurring over the duration of
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the RCT (in this case, during the follow-up usedgoertain outcomes of interest). It
compares the risk of the outcome in the treate@tatith the risk in non-treated cohort
irrespective from the exposure status over theefdllow-up. Following an ITT philosophy,
one would not change the exposure classificatieamahdividual even if the subject switches
treatment arm over time. The rationale is thatdiecaffecting adherence or treatment
discontinuation may be harder to identify and atdjusthe present study, we will limit the
ITT analysis (Cox regression) to the first yeafadfow-up to reduce misclassification of low-
dose ASA that inevitably will occur over timéigure 2). Contrary to randomized clinical
trial, observational studies lack of a random@aaprocess. However, the current cohort
sampling mimicks the enrollment of clinical triatsthat on the same day the “treated” and
“non-treated” study members are selected applyingraber of matching criteria.
Nevertheless, residual confounding or unmeasuratbaading will still remain with this

sampling strategy, as there is no randomizatidovwedose ASA use.
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Figure 2. Sampling method to ascertain the unexpodeohort

‘ Individual matching ‘

Using risk set sampling (also known as inci density ing) without ri The d cohort
is matched 1:1 on sex, same age and number of gp visits in the year prior at the corresponding start date of a
low-dose ASA new user

JAN 2000 DEC 2012

i Unexposed matched pair assigned

3 Women, aged 57, start date assigned
N ASARx
7\

& i Women,
= s i \SARx aged 57

* \SARx { Men, aged 70

e
Ly " hed pair assigned
l Men, aged 70, start date assigned

Representativeness

THIN is a primary care database representativeefiK population with regards to
age, sex and geographic distribution, and has belgated for use in
pharmacoepidemiological research (Blak et al., 2Q&Wis et al., 2007). Since this study is
intended to be done into a clinical practice sgtfindings from this effort will be
generalizablgo all individuals who are exposed to low dose ASA fa first time either for
primary or secondary prevention.

9.3 Variables
931 Baseline characteristics

Information on age (50-64, 65—-74, 75—-89 years)aseXlifestyle factors will be
ascertained using two time frames: anytime befoeestart date (date of low dose ASA
exposure; random date for unexposed cohort) antihamyefore the index date (stop date of
outcomes follow up among cases and random datenimats), with the most recent value

used in both time frames. Lifestyle factors ast@eeincluded: body mass index (BMI),
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smoking and alcohol intake. BMI will be calculatslweight in kg divided by height in
metres squared. Standard cut-offs will be usedatssify subjects as underweight (BMI <20),
normal weight (BMI 20-24.99), overweight (BMI 259.99) or obese (BM+30 kg/n?).
Smoking status will be categorized into current kemppast smoker, and never smoker.
Alcohol consumption was categorized into unitsyweek (u/w): 1-4, 5-9, 10-14, 15-20, and
>20. Information on healthcare utilization (numb&P&P visits, referrals, and
hospitalizations) will be ascertained in the yesifiobe the index date. In addition, we will also
collect the number of different drug treatmentsn@she BCD dictionary) in the month
before the start date and categorized this comialiceariable into the following groups: use
between 0-1 drugs, 2—4 drugs and >5 drugs

Information on comorbidities will be extracted frahe database anytime before the
start date, anytime before the index date and lestweth dates. Comorbidities evaluated will
include: hypertension, diabetes (type | and |l asefely), hyperlipidemia, ischaemic heart
diseases (IHD), atrial fibrillation, chronic obsttive pulmonary diseases (COPD), asthma,
anemia, depression, osteoarthritis, gastroesophegjke disease (GERD), peptic ulcer
antecendents. In addition, we will collect thedwling variables related with upper
gastrointestinal disorders: dyspepsia, uncomplitpeptic ulcer and complicated peptic
ulcer. These variables were collected using twiediht time windows: anytime up to the
start date and from day one after start date (80 tdays before the index date. We will also

create an aggregate variable that includes any io@tndn of the three variables.

9.3.2 Exposure

9.3.2.1 Low-dose ASA exposure: categories and duration ofse

Use of low-dose ASA will be classified into fourtegoriescurrent usewhen supply
of the most recent prescription lasted until thdedate or ended 0-30 days before the index
date;recent usavhen supply of the most recent prescription er&le@65 days before the
index datepast usevhen supply of the most recent prescription erx&b days before the
index date andon-usewhen there was no recorded use at any time greomidex date.
Duration of treatment was calculated by summingidésidual duration of all consecutive

prescriptions; gaps in treatment >60 days wereidersd to be genuine breaks in treatment

EPISAT PASS 18116 10 August 2015 v5 20



Reference Number: BPD-SOP-041 R
Supplement Version: 1 Bayer HealthCare

and duration was computed using the consecutivegef uninterrupted ASA treatment
closest to the index date (e.g. gaps in treatm@dtdays are included in the computation of
duration). Cumulative duration (total use) was alsmputed summing all the days of low-

dose ASA supply irrespective of gaps between pipgsmns.

9.3.2.2 Low-dose ASA exposure: ascertainment of daily dose

We will use the following doses for daily dose:mf, 150 mg and 300 mg. We will
evaluate separately the dose at the start datéhaniddex date using the information recorded
in the database and classified current users imtocobthese three dose categories. Sometimes,
the instructions inserted by primary care provideese possibly erroneous or unspecific i.e.
take twice per day (when they mean once per dayttew instructions for administration
inhalers, or take as required. This would resu#t misclassification of the daily dose in both
directions (over and underestimation of the trugedloTo address this, we will carry out an
additional analysis measuring the dose alreadyiexppi prior projetcs on the topic. Among
current users, we will firstly ascertain the dat¢he last low-dose ASA prescription
immediately before the index date. Secondly, wé agitertain the date of the most distant
low-dose ASA prescription within the year before thate of last ASA prescription prior to
the index date. Thirdly, we will compute the int@retween the two low-dose ASA
prescriptions described above. Then, we will addheptotal number of low-dose ASA tablets
prescribed during that interval and computed & mitriding it by the time interval (in days).
It should be noted that in the UK only presentatioh75 mg and 300 mg are available, thus
daily doses of 150 mg are derived from instructi(pmsology) written by the PCP. Among
patients with presentation of 75 mg before indete dae will change it to a daily dose of 150
mg if the ratio was greater than 1.7, otherwiseket it as 75 mg. Among patients with
presentation of 300 mg before index date, we waidirge it to daily dose of 150 mg if the
ratio was smaller than 0.7, otherwise we kept B@3 mg. For patients with only one low-
dose ASA prescription, we will assume the dose dbasethe instructions. We will also assess
the formulation of low-dose ASA subdividing currergers into either plain tablet users and
enteric coated users.

EPISAT PASS 18116 10 August 2015 v5 21



Reference Number: BPD-SOP-041 R
Supplement Version: 1 Bayer HealthCare

9.3.2.3 Low-dose ASA indication

To ascertain the indication for low-dose ASA amg@agjents in the low-dose ASA
cohort, we used a computer algorithm that sear@hétll for any recorded Read codes
suggestive of cardiovascular diseases (C{Appendix 1) from anytime before the first low-
dose ASA prescription up to 30 days after. We firemd the information closest to the date
of the first low-dose ASA prescription. Using battierarchy of the Read codes and the date
the Read code was recorded, we classified paiietatshe following indication categories:
myocardial infarction (Ml), stroke (including isamaic stroke (IS) and transient ischaemic
accident (TIA)), unstable angina (UA), angina, pkeral artery diseases (PAD) and IHD.

9.3.24 Cocomitant medication

The following medications will be ascertained; bygiertensive medications, statins,
antidiabetics, NSAIDs (traditional NSAIDs (tNSAIDsLOXIBs), paracetamol, oral and
inhaled steroids (separately), clopidogrel, warfarother oral anticoagulants, nitrates,
dipyridamole, SSRIs, other antidepressants, hypsfatnxiolytics, antipsychotics, tramadol,
digoxin, HRT, proton pump inhibitors (PPIs) and-tdceptor antagonists {RAS).
Medication use will be classified into four categsr current use when the supply of the
most recent prescription lasted until the indexedat ended in the 30 days before the index
date;recent usewhen supply of the most recent prescription engiedd0 days before the
index datepast usevhen supply of the most recent prescription erile@65 days before the
index date andon-usewhen supply of the most recent prescription endece than 365 days

before the index date or there was no recorde@ituary time prior to index date.

For NSAIDs we will classify current users into tareeparate categories (tNSAIDs or
COXIBs): current users of both drugs, current usdrenly tNSAIDs and current users of
only COXIBs. We will estimate the cumulative ducatias described above in low-dose ASA
section excluding at this stage current users dh kdrugs who represented a minor
proportion. In addition, we will evaluate the effet daily dose among current users of only
tNSAIDs and only COXIBs. Cut-off values for dose (ng) will be as follows: aceclofenac
200, acemetacin 120, azapropazone 600, celecoXdb d@lofenac 100, diflunisal 1500,
etodolac 400, etoricoxib 90, fenbufen 900, fenogmofl200, flurbiprofen 150, ibuprofen
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1200, indomethacin 75, ketoprofen 150, ketorolad@®iracoxib 200, mefenamic acid 1000,
meloxicam 7.5, nabumetone 1000, naproxen 750, ig@ox 10, rofecoxib 25, sulindac 200,
tenoxicam 10, tiaprofenic 600, and valdecoxib 20sé&» less than or equal to the cut-off
value will be grouped into low—medium doses, ansedayreater than the cut-off value will be
grouped into high doses. In addition, among curmgsgrs excluding concomitant use of
tNSAIDs and Coxibs, we will estimated the relatiigk of upper and lower gastrointestinal
bleeding episode associated to the most the modelwiused tNSAIDs (Diclofenac,

Ibuprofen, Meloxicam, Naproxen) and Coxibs (Celelspkterocoxib and Rofecoxib).

Additionally current users of proton pump inhibgor(PPIs) and Hkreceptor
antagonists (FERAs) will be subdivided into two mutually exclusieategoriessingle when
there is use of only one PPI opRA respectively in the 30 days before the indexedand
multiple when the patient uses more than one PPI&AHN the 30 days before the index
date.

To evaluate the interaction between the drugstefast A + B (e.g., low-dose ASA &
clopidogrel; low-dose ASA and warfarin, etc) we Ivfdllow the same definition for every
combination of drugs. For that, we will create eaeable with five mutually exclusive levels
of exposurenon use of either agent (No A No(Bjithin the year prior to index date); current
use of both agents (A+Bgurrent use of only A (non use of B within the yeaor); current
use of only B (non use of A within the year pri@ydremaining (other combinations of

recency of both agents).
Finally, we will also collect in the month prior tine index date the number of
different drug treatments (using Gemscript dictighaand categorized this co-medication

variable called polytherapy, into the following gps: use up to 2 drugs, use between 3 to 5

drugs, use between 6 to 9 drugs, use betweenI9dougs and use of 15 and more drugs.

9.3.3 Outcome measures

Intracraneal Bleeding
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All members from low-dose ASA cohort and comparisahort will be followed from start
date (date of enrolment) until the occurrence ré of the following endpoints, whichever
comes first.

» Case detection: Intracraneal bleediS8g€ Appendix 2 for specific intracranial

bleeding Read codés

» Cancer

» Coagulopathies

* Alcohol abuse

» Oesophageal varices

 Chronic liver disease

» Age of 90 years

* Death

» End of the study period (31 December 2013)

A recent study performed by our group on intraahrbleeding showed an overall

confirmation of 82% after validation with questi@wes sent to PCP compared to the

information based on free text comments. Accordingle will request free text comments
for all computer-detected potential cases ascedawith the automatic search. All patient
personal identifiers will be suppressed and infaromaon drug use will be removed to allow
for a blinded review of patient profiles. Caseslw# discarded during this review in the
following instances: the initial diagnostic codenist confirmed, the cerebrovascular event is
ischemic and not hemorrhagic, the case is prevaéher than incident (i.e., not a primary

event). Cases will be classified into trauma ana-mauma related.

Upper gastrointestinal bleeding
All members from low-dose ASA cohort and comparisohort will be followed from start
date) until the earliest occurrence of one of tiilWwing endpoints:
* Case detection: Upper gastrointestinal bleedBap(Appendix 3 for Read codés
» Cancer
» Coagulopathies

* Alcohol abuse
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» Oesophageal varices

Chronic liver disease

Age of 90 years
» Death
End of the study period (31 December 2013)

We (CEIFE) have previous experience with UGIB dected on a number of
publications that included validation exercises. &amplea positive predictive value close
to 95% was observed using PCPs' questionnairesldstandard-®. Accordingly, we will
request free text comments for all computer-detepteential cases ascertained with the
automatic search. All patient personal identifigit be suppressed and information on drug
use will be removed to allow for a blinded reviefapatient profiles. Confirmed cases of
UGIB will be all those who had been referred taasultant or admitted to hospital, for
whom the site of bleeding or perforation was tleenstch or duodenum. Patients whose site of

bleeding or perforation is the esophagus will bewded

Lower gastrointestinal bleeding

All members from low-dose ASA cohort and comparisahort will be followed from start
date (date of enrolment) until the occurrence rg of the following endpoints, whichever
comes first.

* Case detection: Lower gastrointestinal bleed®ge( Appendix 4 for Read codés
» Cancer

» Coagulopathies

 Alcohol abuse

» Oesophageal varices

» Chronic liver disease

» Age of 90 years

* Death

» End of the study period (31 December 2013)

In a recent study performed by our group usingheodoof patients followed after an

episode of acute coronary syndrothewe found a confirmation rate 82% when comparing
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the case ascertainment status based on reviewiehipgarofiles with free text comments to
the information in PCPs' questionnaitésAccordingly, we will request free text comments
for all computer-detected potential cases ascedaivith the automatic search. All patient
personal identifiers will be suppressed and infdromaon drug use will be removed to allow
for a blinded review of patient profiles. Confirmeasses of LGIB will be all those who had
been referred to a consultant or admitted to halsaitd the site of bleeding located in
jejunum, ileum, colon or rectum.We will classifyses according to the clinical diagnosis of
the bleed into diverticulosis/diverticulitis, polygis, inflammatory bowel disease, ischemic
colitis, angiodysplasia and other cause of bleedidgses of bleeding due to hemorrhoids

will be discarded.

In addition, we will identify in the subset ot patis whose practices are linked to
Hospital Episode Statistics (HES) those with ICBctiiarge codes related to all 3 study
outcomes. Briefly, HES are data collected from dlzdi Health Service (NHS) hospitals in
England by the Secondary Uses Services (SUS),gagmone that supports secondary care in
the NHS. HES data include details of all hospitakecfunded by the NHS in England. It
contains: admitted patient care data from 1997 oasyautpatient attendance data from 2003
onwards and accident and Emergency (A&E) data 200V onwards.It should be noted that
available HES files extend until to March 2012 amdude 158 practices (approximately one
third of all THIN practices). The full HES dataseintains more than 400 fields, although in
most cases many of these are not completed byo@thl, either because they are not
applicable or recording is not mandatory. Each H&®rd may contain a wide range of
information about an individual patient admittecatoNHS hospital, including:

» Clinical information about diagnoses, procedures @perations.

* Information about the patient, such as age, geadeethnic category.

« Administrative information, such as dates of adinissnd discharge dates.

Using information available from HES and informatio THIN incorporating free text
comments, we will cross-validate the diagnosededding in both directions and ascertain
the agreement/disagreement in both directions (T¥if$us HES and HES versus THIN).

Outpatient records in HES are complete as farasatording of visits but rarely have
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diagnoses listed: in addition to the date, theiserwhere the outpatient visit was booked is

also recorded.

9.4 Selection of controls in the two cohorts

For each outcome of interest, a random date witteérstudy period will be generated
among all study members without the event of irsieoé the two study cohorts (low-dose
ASA and unexposed cohorts). If the random data fstudy member is included in her/his
follow-up period, that person will be marked asetigible control and the random date will
be used as index date in the nested case-conalyises1 This method of selection of controls
in nested case-control studies is known as incielelensity sampling. Controls will be
frequency-matched to the set of cases by caleredar Yhe final size of the control sample
will be determined by being approximately four tanbe size of the set of cases and rounded

to the closest one thousand unit.

9.5 Data sources

THIN is a computerized medical research databasectintains systematically
recorded data on more than 3 million UK primaryecpatients. It is representative of this
population with regard to age, sex, and geogragisicibution, and has been validated for use
in pharmacoepidemiological and epidemiological aesle in multiple studie¥. Participating
primary care practitioners (PCPs) record prospelstidata as part of their routine patient
care, including demographics and life style facferg. alcohol use, body mass index (BMI)
and smoking status), consultation rates, refernalspital admissions, laboratory test results,
diagnoses, prescriptions ordered by the PCPs, &e@ ¢éext section, and send their data
anonymously to THIN for use in research projectesEriptions issued by PCPs are recorded
automatically in the database. The Read classificas used to code specific diagnosts
and a drug dictionary based on data from the Gégmstiset of data based on the NHS
dictionary of medicine and device. It describesdlcal, commercial and physical
attributes of the medicines, medical devices amdiapces used in the healthcare industry

(http://www.resip.co.uk/gemscript
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9.6 Study Size
Based on our recent study on ASA and colorectatearwe expect a sample size of
the ASA cohort close to 200,000 (individuals fiystixposed to low dose ASA).A comparison

cohort (sampled 1:1) will be subsequently selected.

Considering the incidence of the three outcomestefest in a relatively similar age
and sex distribution (12/10,000/year for UGIB, 26 EGIB and5 for haemorrhagic stroke-
(AHA 2014 abstract; Risk of Hemorrhagic Stroke andst®intestinal Bleeding After
Hospitalization for a Serious Acute Coronary Eyente estimated the sample size needed for
each outcome, using a power of 0.80 with a twadhalevel of significance of 0.05, and we

will have enough sample size to run all analysep@sed.

Estimated HR Sample per outcome| Sample per outcome| Sample per outcome
IC UGIB LGIB

2.50 5,04k 1,974 1,017

2.00 9,444 3,695 1,902

1.80 13,61¢ 5,32¢ 2,741

1.70 17,062 6,674 3,434

1.50 3(,661 11,992 6,16¢

Note: Follow-up time was estimated for each outcdrased on a pilot exploration in this population.
Corresponding estimated follow-up time for eachcoate were as follows: 5.2 years for IC, 5.6 yeardfGIB
and 5.1 years for LGIB. Sourchttp://www.clinsearch.net/tools/SampleSizeSurvival

9.7 Data management

CEIFE will comply with all applicable data protemnti, security and privacy laws,
rules and regulations with respect to the collegtproduction, use, processing, storage,
transfer, modification, deletion, and/or disclosaf@ny information related to this study
under this Agreement. CEIFE will ensure that infation is not disclosed or transferred to
any third party not mentioned in this protocol. EElwill ensure that appropriate technical
and organizational measures are taken to protErnation against accidental or unlawful
destruction or accidental loss or alteration, authorized disclosure or access and against all
other unlawful forms of processing. CEIFE will dhe Database used to perform this study

at the premises of CEIFE. For each study progcinaterial including: study protocol, copy
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of Scientific Review Committee approval, algoritharel data collections, datasets, STATA
programs, results from validation exercises andtijorenaires, final STATA programs, and
final report and publications are kept in one fold@ss-shared by the CEIFE team. Monthly

back-ups are performed and kept in a secure lotaitd all material is kept for 10 years.

9.8 Data analysis

The design of the current study is a comparativedausing an existing secondary data
source with prospective data collection. The prinsatistical analysis will be a nested case-
control analysis for each outcome of interest hawvaeve will perfom a descriptive analysis as
well as we will measure the outcome rates of eatbome per cohort. A secondary COX
regression analysis will be perfomed over the fiestr of follow-up with fixed asssigment of

exposure at start date (e.g. ITT)

Descriptive Analysis

We will describe the population of new users of ldese ASA and the unexposed
cohort estimating the frequency of demographicldadtyle factors, health care utilization,
comorbidities and comedication at start date. Appate comparison tests including Chi-
square test and Student-test will be used for comparison between grdapsategorical
variables and continuous variables,respectivelynesdescriptive analysis will be performed
within the three independent nested case contrdlest, between cases and controls. Missing

data will be treated as other category within tagable.

Cohort analysis

Kaplan-Meier survival curves for low-dose ASA cahand comparison-unexposed
cohort will be performed. As a secondary analySisx proportional hazard models will be
used to estimate the relative risk (hazard rate)rabhd 95% CI of incident major bleeding
episodes associated with low-dose ASA cohort ag§liir matching variables and
independent risk factors (ascertained before d&ag) censoring follow-up at the first year.
Cox regression models take into account time toeWe will perfom this secondary

analysis to compare with other studies who assigosure satus as fixed variable at start
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date. We will censor the Cox analysis to the fjesir of follow-up to reduce the
misclassification of low-dose ASA that inevitablylveccur over time.
Incidence rates of each major bleeding outcomeativees well as age- and sex-

specific will be computed in the two cohorts withi$son regression, separately.

Nested case-control analysis

Three separate nested case—control analyses witii@ermed to assess the effect of
potential risk factors for each bleeding outcomentdrest using unconditional logistic
regression. All patients confirmed as incident dagbe cohort analysis will also be used as
cases in nested case-control analysis. Undertody slesign of incidence density sampling,
the odds ratio (OR) is an unbiased estimator ofrtbielence rate ratio (RR) Statistical
analyses will be performed using Stata packageoref.0 (StataCorp LP, College Station,
TX, US).

9.9 Quiality control

Standard operating procedures at each researchecerit be used to guide the
conduct of the study. These procedures includeriatequality audits, rules for secure and
confidential data storage, methods to maintainamtive project documents, quality control
procedures for programming, standards for writinglgsis plans, and requirements for senior
scientific review.

All programming written by the executing researchalt be reviewed independently by a
senior researcher. All key study documents, sucthasstatistical analysis plan and study

reports, will undergo quality control and senioiestific review.

Privacy issues will be addressed and respecteacht #tage of the study. All analyses
and reporting will be done on appropriately de-tdfead data. The Company will not receive
any patient or provider identifiable informatiofin CEIFE at any time. We will abide by the

Guidelines for Good Pharmacoepidemiology Pract{¢aBP, 2007). The study protocol is
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dependent on approval by a Scientific Research Gteen(SRC) that review studies

performed in THIN.

9.10 Limitations of the research methods

Our study will take advantage of one of the largésttronical medical record
databases in primary care setting worldwide. Thielitya of this database has been
demonstrated in previous studi@sPatients included in THIN are representativeneféntire
UK population with respect to age, sex and geodcaphegion'®. Therefore, results may be

extrapolated to the general UK population.

To identify our cohort of new users of low dose AS¥e will apply an intention to
treat design with nested case—control analysesrttval for confounders during the follow
up.

Regarding the outcomes of interes it should bedhtitat this group has previous
experience with this outcome of interest as redléan the list of publications showing
validation exercises performed. For exampl@psitive predictive value of >95% was
estimated for the upper gastrointestinal bleeduh@IB) definition compared with PCPs'
records in a random sampf®. For intracranial bleeding a recent study perfatrng this
group, showed a confirmation of 82% when validatimpugh sending questionnaires to
PCP. Although this is a secondary objective and thegisodes are highly specific, we will
request free text comments of patient profilesafbpotential cases detected in the automatic
search. Thus, the positivie predictive value of m@thodological approach and thus the

fiability of our case definition is expected to »80% for our study outcomes

Although there is a lack of systematic recordingddiC ASA use, cross-sectional
studies have shown that ASA for secondary prevensigpredominantly prescription-based in
the age range of our study population, in the'@K. Based on analysis of free-text
comments in a sample of records in the THIN da@pbas estimated that approximately 10%
of individuals aged between 40 and 89 years witdiogascular antecedents were likely

using OTC ASA, which should not have greatly aféelcour study results. In addition,
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patients aged over 65 years in the UK receivegrescriptions, and primary healthcare is
easily accessed. THIN is therefore likely to bearesentative source of data on ASA use in
this age group in the UK. Although all prescripgaesued from the PCP are recorded in
THIN, it cannot be known whether these prescrigiare subsequently dispensed from
pharmacies or whether patients actually take thdicme. However, for most patients, review
of medical records have shown that there was apption for ASA almost every month
suggesting they were likely to be taking their neatdon. In addition, our grougimed to
quantify the extent of OTC low-dose ASA use amoatents in The Health Improvement
Network (THIN) primary care database in the UK bgans of a novel validation exercise.
Our findings showed a small impact of misclasstfaaof low-dose ASA use in THIN due to
unrecorded OTC use ranging between 3-4%. Basedeovery small proportion of false
negatives (individuals with no recorded ASA Rx atg taking OTC low-dose ASA) supports

the usefulness of THIN for drug utilization andetgifstudies of low-dose ASA.

We will have limited information on some potenti@nfounders such as Helicobacter
pylori infection that is not recorded systematigatl THIN. Furthermore, although we will
endeavour to control confounding as much as passiesidual confounding is always a

possibility in observational studies and can notubed out.

9.11 Other aspects
None

10.  Protection of human subjects

This study protocol will be approved by a Resedttiics Committee (REC), and the
study will be conducted in accordance with GoodrRia@oepidemiology Practices.We will
send the study protocol to the Multicenter Resedttics Committee (MREC). In this
investigation we will use a medical record linkatpabase where the information of patients

is anonymized and there is no need to obtain indorconsent from patients.
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Centro Espariol de Investigacion Farmacoepidemicdd§CEIFE) will comply with
all applicable data protection, security and prywhaws, rules and regulations with respect to
the collection, production, use, processing, swrdtansfer, modification, deletion, and/or
disclosure of any information related to this stughgder this Agreement. CEIFE will ensure
that information is not disclosed or transferredatoy third party not mentioned in this
protocol. CEIFE will ensure that appropriate techhiand organizational measures are taken
to protect information against accidental or unlawélestruction or accidental loss or
alteration, or unauthorized disclosure or acces$ against all other unlawful forms of
processing. CEIFE will store the Database usedetdopn this study at the premises of
CEIFE. Privacy issues will be addressed and resgeaiteach stage of the study. All analyses
and reporting will be done on appropriately de-tdferd data and only in aggregate form. We
will abide by the Guidelines for Good Pharmacoepiitdogy Practiceg®. The study protocol
is dependent on approval by a Scientific Reseamhr@ittee (SRC) for studies performed in
THIN.

11. Management and reporting of adverse events/adverseactions

As per the EMA Guideline on Good PharmacovigilaRcactices (Module VI-
Management and reporting of adverse reactions thaimal products), for non-interventional
study designs that are based on secondary useapfinidividual reporting of adverse

reactions is not required.

12.  Plans for disseminating and communicating study rasgts
At least one manuscript based on the findings ftbis project will be submitted for

publication to a peer-review journal.

EPISAT PASS 18116 10 August 2015 v5 33



Reference Number: BPD-SOP-041 R
Supplement Version: 1 Bayer HealthCare

13. List of references

1. Rothman K. Epidemiology-an introduction. Oxfdsdiversity Press.

2. WHO. The global burden of disease: 2004 update.
http://www.who.int/healthinfo/global_burden_dise&3BD_report_2004update_full.pdf:
World Health Organisation.

3. Anderson, J. L. et al. 2012 ACCF/AHA focused atedncorporated into the
ACCF/AHA 2007 guidelines for the management ofguatt with unstable angina/non-ST-
elevation myocardial infarction: a report of the dmncan College of Cardiology
Foundation/American Heart Association Task Forc&mactice Guidelines. Am Coll

Cardiol 61, e179-e347 (2013).

4, Baigent, C. et al. Aspirin in the primary and@adary prevention of vascular disease:
collaborative meta-analysis of individual partigipaata from randomised trialsancet373
1849-1860 (2009).

5. Xie, M. et al. Aspirin for primary prevention cardiovascular events: meta-analysis
of randomized controlled trials and subgroup anslyg sex and diabetes statBs0S Oned,
€90286 (2014).

6. Cea Soriano, L., Bueno, H., Lanas, A. & Garamiijuez, L. A. Cardiovascular and
upper gastrointestinal bleeding consequences oflluse acetylsalicylic acid discontinuation.
Thromb Haemost10, 1298-1304 (2013).

7. Flanders, W. D. & Louv, W. C. The exposure odad® in nested case-control studies
with competing risksAm J Epidemiol24, 684-692 (1986).
8. Gaist, D., Wallander, M. A., Gonzalez-Perez&*Garcia-Rodriguez, L. A. Incidence

of hemorrhagic stroke in the general populatiotidesion of data from The Health
Improvement NetworkPharmacoepidemiol Drug Sap, 176-182 (2013).

9. Garcia Rodriguez, L. A. & Barreales Tolosa, iskof upper gastrointestinal
complications among users of traditional NSAIDs &@XIBs in the general population.
Gastroenterology. 32, 498-506 (2007).

10. Margulis, A. V., Garcia Rodriguez, L. A. & Haimdez-Diaz, S. Positive predictive
value of computerized medical records for unconapéid and complicated upper
gastrointestinal ulcePharmacoepidemiol Drug SaB, 900-909 (2009).

EPISAT PASS 18116 10 August 2015 v5 34



Reference Number: BPD-SOP-041 R
Supplement Version: 1 Bayer HealthCare

11. Garcia Rodriguez, L. A., Johansson, S. & Ca@sBo, L. Use of clopidogrel and
proton pump inhibitors after a serious acute carpeaent: risk of coronary events and peptic
ulcer bleedingThromb Haemost10, 1014-1024 (2013).

12. Saez MA, G.-P. A., Johansson S, Garcia RodrigAe Risk of Hemorrhagic Stroke
and Gastrointestinal Bleeding After Hospitalizatfona Serious Acute Coronary EveAHA
(2014).

13. Lewis JD, S. R., Bilker WB, Wang X, Strom BLaNdation studies of the health
improvement network (THIN) database for pharmactepiiology research.
Pharmacoepidemiol Drug Saf. 2007;16:393-401.

14. Stuart-Buttle CD, R. J. D., Sanderson HF, $u¥M. A language of health in action:
Read Codes, classifications and groupings. ProcAARMNnu Fall Symp. 1996;75-79.

15. Lewis, J. D., Schinnar, R., Bilker, W. B., Waixg & Strom, B. L. Validation studies
of the health improvement network (THIN) databasepharmacoepidemiology research.
Pharmacoepidemiol Drug Sab, 393-401 (2007).

16. Bourke, A., Dattani, H. & Robinson, M. Feastpistudy and methodology to create a
guality-evaluated database of primary care dafarm Prim Carel2, 171-177 (2004).

17. Bedson, J., Whitehurst, T., Lewis, M. & Crdft,Factors affecting over-the-counter
use of aspirin in the secondary prophylaxis of icaiscular diseas&r J Gen Pracbl,
1001-1003 (2001).

18. Campbell, N. C., Thain, J., Deans, H. G., Réch. D. & Rawles, J. M. Secondary
prevention in coronary heart disease: baselineegurt provision in general practiceMJ
316, 1430-1434 (1998).

19. Hopper, S. & Pierce, M. Aspirin after myocatdmdiarction: the importance of over-
the-counter usd=am Pract15 Suppl 1 S10-S13 (1998).

20. Strobe. Strobe statement - strengthening fhertiag of observational studies in
epidemiology. 2007http://www.strobe-statement.org/pdf/index.php?idstable-checklists
(accessed 13 November 2014)

EPISAT PASS 18116 10 August 2015 v5 35



Reference Number: BPD-SOP-041 5
Supplement Version: 1 Bayer HealthCare
R

Annex 1. List of stand-alone documents<On hold>>

None applicable.
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Annex 2. ENCePP checklist for study protocolémandatory for PASS
studies) <<on hold>>

The ENCePP checklist for study protocols shoulddrapleted and signed by the main
author of the study protocol and should_be include@&n Annex by marketing authorisation
holders when submitting the protocol of a non-iméstional post-authorisation safety study
(PASS) to a regulatory authority (see Baidance on the format and content of the protocol
of non-interventional post-authorisation safetydstts). Note, the Checklist is a supporting
document and does not replace the format of theopod for PASS as recommended in the
Guidance and Module VIl of the Good pharmacovigiie practices (GVP).

Please check for the current version of the ENCelrdtklist for study protocols at
http://www.encepp.eu/standards and quidances/chsiEkiotocols.shtml

The checklist will facilitate the review of the ool and evaluation of whether companies
considered important methodological aspects. Faheaf the questions of the checklist, the
company should indicate whether or not it has beduiressed in the study protocol. If the
answer is “Yes”, the page number(s) of the protoagbére this issue has been discussed
should be specified. It is possible that some guestdo not apply to a particular study (for
example in the case of an innovative study desigrihis case, the answer ‘N/A’ (Not
Applicable) can be checked and the “Comments” fietduded for each section should be
used to explain why. The “Comments” field can disoused to elaborate on a “No” answer.

ENCePP Checklist for Study ProtocolgRevision 2, amended)
Adopted by the ENCePP Steering Group on 14/01/2D98;Ref. EMA/540136/2009

Study title:

A pharmacoepidemiological study on the risk of Hieg in new users of low dose aspirin in THIN

Study reference number:

BAYER IMPACT 18116, EU PAS register number not gssigned
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Section 1: Milestones Yes | No | N/A Page
Number(s)
1.1 Does the protocol specify timelines for
1.1.1 Start of data collectién X OO 11
1.1.2 End of data collectién X | O O 11
1.1.3 Study progress report(s) X | O O 11
1.1.4 Interim progress report(s) OO | X 11
1.1.5 Registration in the EU PAS register X | OO 11
1.1.6 Final report of study results. X O O 11
Comments:
Section 2: Research guestion Yes | No | N/A Page
Number(s)
2.1 Does the formulation of the research questimh a
objectives clearly explain:
2.1.1 Why the study is conducted? (e.g. to addzess [] ]| [ 11
important public health concern, a risk identifiad
the risk management plan, an emerging safety iss u% 0|0 19-13
2.1.2 The objective(s) of the study? )
2.1.3 The target population? (i.e. population or
subgroup to whom the study results are intended o | [1 | [ 15-18
be generalised)
2.1.4 Which formal hypothesis (-es) is (are) to be RGN 12-13
tested?
2.1.5 If applicable, that there is a@riori U L
hypothesis?
Comments:
Section 3: Study design Yes | No | N/A Page
Number(s)
3.1 Is the study design described? (e.g. cohmsg-ca
control, randomised controlled trial, new or X ]| ] 13
alternative design)
3.2 Does the protocol specify the primary and sdaon = ] ] 12-13

(if applicable) endpoint(s) to be investigated?

! Date from which information on the first study is first recorded in the study dataset or, in the case of

secondary use of data, the date from which data extraction starts.
2 Date from which the analytical dataset is completely available.
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Section 3: Study design Yes | No | N/A Page
Number(s)
3.3 Does the protocol describe the measure(sYedtef
(e.g. relative risk, odds ratio, deaths per 1008q@e
years, absolute risk, excess risk, incidence ate,r | X | [] | [] 29-30
hazard ratio, number needed to harm (NNH) per
year)
Comments:
Section 4: Source and study populations Yes | No | N/A Page
Number(s)
4.1 Is the source population described? X | O | O 15-16
4.2 |s the planned study population defined in teafn
4.2.1 Study time period? X | OO 15-19
4.2.2 Age and sex? X || O 15-19
- 15-19
4.2.3 Country of origin? X || L 15-19
4.2.4 Disease/indication? X | O U 15-19
4.2.5 Co-morbidity? X | [ [] 15-19
4.2.6 Seasonality? L] [0 X
4.3 Does the protocol define how the study poportati
will be sampled from the source population? (e.g.| X | [] | [ 18-19
event or inclusion/exclusion criteria)
Comments:
Section 5: Exposure definition and measurement Yes | No | N/A Page
Number(s)
5.1 Does the protocol describe how exposure isddfi
and measured? (e.g. operational details for definin 2 | [ | [ 21-22
and categorising exposure)
5.2 Does the protocol discuss the validity of exjes
measurement? (e.g. precision, accuracy, prospectiveq] | [] | [] 21-22; 32
ascertainment, exposure information recorded before
the outcome occurred, use of validation sub-study)
5.3 Is exposure classified according to time wins®w
(e.g. current user, former user, non-use) X | O] O 21-22
5.4 Is exposure classified based on biological raeism
of action and taking into account the [] ] X

pharmacokinetics and pharmacodynamics of the
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Section 5: Exposure definition and measurement Yes | No | N/A Page
Number(s)
product?
5.5 Does the protocol specify whether a dose-degr@nd i
or duration-dependent response is measured? = Hppn 21-22
Comments:
Section 6: Endpoint definition and measurement Yes | No | N/A Page
Number(s)
6.1 Does the protocol describe how the endpoims ar
defined and measured? X O O 24-27
6.2 Does the protocol discuss the validity of endpo _
measurement? (e.g. precision, accuracy, sensjtivir[yg L 24'%72’ sl-
specificity, positive predictive value, prospectire
retrospective ascertainment, use of validation sub-
study)
Comments:
Section 7: Confounders and effect modifiers Yes | No | N/A Page
Number(s)
7.1 Does the protocol address known confounderg? (e
collection of data on known confounders, methods & | [ | [ | 20,23,29-30
controlling for known confounders)
7.2 Does the protocol address known effect modifier
(e.g._collectiqn of_data on known effect modifiers,| 4 | [] | [] | 20,23,29-30
anticipated direction of effect)
Comments:
Section 8: Data sources Yes | No | N/A Page
Number(s)
8.1 Does the protocol describe the data sourceés) in
the study for the ascertainment of:
8.1.1 Exposure? (e.g. pharmacy dispensing, generafy] ] ] 28
practice prescribing, claims data, self-reportefem
face interview, etc.) 2 0O 0O 28
8.1.2 Endpoints? (e.qg. clinical records, laboratory 08
markers or values, claims data, self-report, patien
X | O O

interview including scales and questionnaires| vitg
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Section 8: Data sources Yes | No | N/A Page
Number(s)
statistics, etc.)
8.1.3 Covariates?
8.2 Does the protocol describe the information laizée
from the data source(s) on:
8.2.1 Exposure? (e.g. date of dispensing, product
quantity, dose, number of days of supply X | O | O 28
prescription, daily dosage, prescriber)
8.2.2 Endpoints? (e.g. date of occurrence, multiple > | 1 | [ 28
event, severity measures related to event)
8.2.3 Covariates? (e.g. age, sex, clinical andypod X | [ | [ 28
use history, co-morbidity, co-medications, lifelsty
etc.)
8.3 Is a coding system described for:
8.3.1 Diseases? (e.g. International Classificasion | X | [] | [] 28
Diseases (ICD)-10)
8.3.2 Endpoints? (e.g. Medical Dictionary for X ] [] 28
Regulatory Activities (MedDRA) for adverse events)
8.3.3 Exposure? (e.g. WHO Drug Dictionary, X ] ] 28
Anatomical Therapeutic Chemical
(ATC)Classification System)
8.4 Is the linkage method between data sources
described? (e.g. based on a unique identifiermerdt [ ] | [] | X
Comments:
Section 9: Study size and power Yes | No | N/A Page
Number(s)
9.1 Is sample size and/or statistical power cated2 X | OO 29
Comments:
Section 10: Analysis plan Yes | No | N/A Page
Number(s)
10.1 Does the plan include measurementofexcelss?i [ | | [] | X
10.2 Is the choice of statistical techniques dbsc? X ]| ] 26-28
10.3 Are descriptive analyses included? X ]| ] 26-28
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Section 10: Analysis plan Yes | No | N/A Page
Number(s)
10.4 Are stratified analyses included? X ]| L] 29-30
10.5 Does the plan describe methods for adjusting f )
confounding? > Hpp. 29-30
10.6 Does the plan describe methods addressingt effe
modification? X || O 29-30
Comments:
Section 11: Data management and quality control Yes | No | N/A Page
Number(s)
11.1 Is information provided on the managementof | [] | [] | X
missing data?
11.2 Does the protocol provide information on data X [] [] 29-31
storage? (e.g. software and IT environment,
database maintenance and anti-fraud protection
archiving)
11.3 Are methods of quality assurance described? X ]| L] 29
11.4 Does the protocol describe possible quadgyés | [ ] | [] | [ 29
related to the data source(s)?
11.5 Is there a system in place for independeneweof | [ ] | X | []
study results?
Comments:
Section 12: Limitations Yes | No | N/A Page
Number(s)
12.1 Does the protocol discuss:
12.1.1 Selection biases? X ]| ] 31-32
12.1.2 Information biases?
(e.g. anticipated direction and magnitude of such X | [] | [] 31-32
biases, validation sub-study, use of validation and
external data, analytical methods)
12.2 Does the protocol discuss study feasibilie/8.( X | O | U 31-32
sample size, anticipated exposure, duration of
follow-up in a cohort study, patient recruitment)
12.3 Does the protocol address other limitations? X ]| L] 31-32
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Section 12: Limitations Yes | No | N/A Page
Number(s)
Comments:
Section 13: Ethical issues Yes | No | N/A Page
Number(s)
13.1 Have requirements of Ethics XL L 33
Committee/Institutional Review Board approval
been described?
13.2 Has any outcome of an ethical review procedure [ | | [] | X
been addressed?
13.3 Have data protection requirements been dest?ip X | [] | [] 33
Comments:
Section 14: Amendments and deviations Yes | No | N/A Page
Number(s)
14.1 Does the protocol include a section to docamen| X | [] | [J 11
future amendments and deviations?
Comments:
Section 15: Plans for communication of study resuit | Yes | No | N/A Page
Number(s)
15.1 Are plans described for communicating study O X
results (e.g. to regulatory authorities)?
15.2 Are plans described for disseminating stugylts | X | [] | [J 34
externally, including publication?

Comments:

Name of the main author of the protocol: _Luis Ar¢a
Rodriguez

Date: [ /
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Annex 3. Additional information
Appendix la.Read codes for MI.

Read Descriptor

G30..0( Acute myocardial infarctiol

G30..13 Cardiac rupture following myocardial intioo (M)
G300.00 Acute anterolateral infarction

G301.0¢ Other specified anterior myocardial infarcti
G301000 Acute anteroapical infarction

G30..11 Attack - heart

G30..1¢ Heart attacl

G30..15 MI - acute myocardial infarction

G301100 Acute anteroseptal infarction

G301z00 Anterior myocardial infarction NOS

G302.00 Acute inferolateral infarction

G303.00 Acute inferoposterior infarction

G304.01( Posterior myocardial infarction NC

G305.0( Lateral myocardial infarction NO

G306.00 True posterior myocardial infarction

G307.00 Acute subendocardial infarction

G307000 Acute non-Q wave infarction

G308.00 Inferior myocardial infarction NOS

(G309.00 Acute Q-wave infarct

G30B.00 Acute posterolateral myocardial infarction
G30X.00 Acute transmural myocardial infarction aspecif site
G30X000 Acute ST segment elevation myocardial gtfan
G30y.0( Other acute myocardial infarctic

G30y000 Acute atrial infarction

G30y100 Acute papillary muscle infarction

G30y20( Acute septal infarctio

G30yz00 Other acute myocardial infarction NOS

G30z.00 Acute myocardial infarction NOS

G31..0( Other acute and subacute ischaemic heart di:
G311500 Acute coronary syndrome

G310.00 Postmyocardial infarction syndrome

G31y100 Microinfarction of heart

G31y200 Subendocardial ischaemia

G35..00 Subsequent myocardial infarction

G350.00 Subsequent myocardial infarction of antewiall
G351.00 Subsequent myocardial infarction of infewall
G353.00 Subsequent myocardial infarction of otlitess
G35X.0( Subsequent myocardial infarction of unspecified
3232.00 ECG: old myocardial infarction

3235.00 ECG: subendocardial infarct

323Z.0( ECG: myocardial infarct NO

889A.00 Diab mellit insulin-glucose infus acute rogiadial infarct
G307100 Acute non-ST segment elevation myocardfaldtion
G312.00 Coronary thrombosis not resulting in mydizrinfarction
G36..00 Certain current complication follow acutgomardial infarct
G360.00 Haemopericardium/current comp folow acubecayd infarct
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Read Descriptor

G364.00 Ruptur chordae tendinae/curr comp fol acwtecard infarct

G365.00 Rupture papillary muscle/curr comp fol aguiocard infarct
G384.00 Postoperative subendocardial myocardiatétibn

Gyu310( [X]Other current complicatns following acute myodénfarct

Gyu3400 [X]Acute transmural myocardial infarctiohumspecif site
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Appendix 1b. Read code for unstable angina.

Read code Descriptor

G311.11 Crescendo angina
G311.13 Unstable angina
G311.14 Angina at rest
G311100 Unstable angina
G311200 Angina at rest
G311300 Refractory angina
G311400 Worsening angina
G330.00 Angina decubitus
G330000 Nocturnal angina
G330z00 Angina decubitus NOS
G331.00 Prinzmetal's angina
(G331.1: Variant angina pector
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Appendix 1c.Read codes for revascularization.

Read code Descriptor

ZV45700 [V]Presence of aortocoronary bypass graft

7920000 Saphenous vein graft replacement of oreneoy artery
7920.00 Saphenous vein graft replacement of coyaréery
792..00 Coronary artery operations

7920100 Saphenous vein graft replacement of twonzoy arteries
7920.11 Saphenous vein graft bypass of coronagyyart

7920201 Saphenous vein graft replacement of three corcardeyies
792030( Saphenous vein graft lacement of four+ coronary arteri
7920y00 Saphenous vein graft replacement of coyaaréery OS
7920z00 Saphenous vein graft replacement coromagyaNOS
792100! Autograft replacement of one coronary artery N
7921.0( Other autograft replacement of coronary ar

7921100 Autograft replacement of two coronary &teNEC
7921.11 Other autograft bypass of coronary artery

792..11 Coronary artery bypass graft operations

7921200 Autograft replacement of three coronargreas NEC
7921300 Autograft replacement of four of more cargrarteries NEC
7921y00 Other autograft replacement of coronasra®S
7921z0( Other autograft replacement of coronary artery I
792200 Allograft replacement of one coronary art:

7922.00 Allograft replacement of coronary artery

7922100 Allograft replacement of two coronary aeer

7922.11 Allograft bypass of coronary artery

792220 Allograft replacement of three coronary arts

7922300 Allograft replacement of four or more cagnarteries
7922y00 Other specified allograft replacement sboary artery
7922200 Allograft replacement of coronary arteryNO

7923000 Prosthetic replacement of one coronaryyarte

7923.00 Prosthetic replacement of coronary artery

7923100 Prosthetic replacement of two coronaryiage

7923.1: Prosthetic bypass of coronary art:

7923201 Prosthetic replacement of three coronary arte

7923300 Prosthetic replacement of four or more mamnparteries
7923y00 Other specified prosthetic replacemenbodtary artery
7923z00 Prosthetic replacement of coronary art€d$N

7924001 Revision of bypass for one coronary art

7924.00 Revision of bypass for coronary artery

7924100 Revision of bypass for two coronary arterie
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Read cod: Descriptor

7924200 Revision of bypass for three coronary iader

7924300 Revision of bypass for four or more corgraateries
7924400 Revision of connection of thoracic artergdronary artery
7924y00 Other specified revision of bypass for oarg artery
7924200 Revision of bypass for coronary artery NOS

7925000 Double anastomosis of mammary arteriesrunary arteries
792500 Connection of mammary artery to coronary ar

7925101 Double implant of mammary arteries into coronatg@es
7925.11 Creation of bypass from mammary arterytormary artery
7925200 Single anast mammary art to left ant desceronary art
7925300 Single anastomosis of mammary artery tonaoy artery NEC
7925401 Single implantation of mammary artery into coronarery
7925y00 Connection of mammary artery to coronaigraiOS
7925200 Connection of mammary artery to coronagnaNOS
792600( Double anastom thoracic arteries to coronary &tedEC
7926.00 Connection of other thoracic artery to narg artery
7926100 Double implant thoracic arteries into cargrarteries NEC
7926200 Single anastomosis of thoracic artery toreary artery NEC
792630( Single implantation thoracic artery into coronartesy NEC
7926y0( Connection of other thoracic artery to coronargOS
7926200 Connection of other thoracic artery to narg artery NOS
7927000 Repair of arteriovenous fistula of cororeatery

7927.00 Other open operations on coronary artery

7927100 Repair of aneurysm of coronary artery

7927200 Transection of muscle bridge of coronatgrar

7927300 Transposition of coronary artery NEC

7927401 Exploration of coronary artel

7927500 Open angioplasty of coronary artery

7927y00 Other specified other open operation ooramy artery
7927200 Other open operation on coronary artery NOS

792800 Percut transluminal balloon angioplasty one corplaatery
7928.0( Transluminal balloon angioplasty of coronary art
7928100 Percut translum balloon angioplasty mulbcary arteries
7928.11 Percutaneous balloon coronary angioplasty

7928200 Percut translum balloon angioplasty bypgesf$ coronary a
7928y00 Transluminal balloon angioplasty of corgremtery OS
7928200 Transluminal balloon angioplasty of corgreatery NOS
7929000 Percutaneous transluminal laser coronajipplasty
7929.0( Other therapeutic transluminal operations on canoagery
7929100 Percut transluminal coronary thrombolysth streptokinase
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Read cod: Descriptor

7929111 Percut translum coronary thrombolytic theratreptokinase
7929200 Percut translum inject therap subst toraosoartery NEC
7929300 Rotary blade coronary angioplasty

7929400 Insertion of coronary artery stent

7929y00 Other therapeutic transluminal op on canpagery OS
7929200 Other therapeutic transluminal op on casoagery NOS
792B00( Endarterectomy of coronary artery NI

792B.0( Repair of coronary artery NE

792By00 Other specified repair of coronary artery

792Bz00 Repair of coronary artery NOS

792C000 Replacement of coronary arteries usingiphelitnethods
792C.0( Other replacement of coronary art

792Cy00 Other specified replacement of coronamrart

792Cz00 Replacement of coronary artery NOS

792D.0( Other bypass of coronary arte

792Dy00 Other specified other bypass of coronasrar

792Dz00 Other bypass of coronary artery NOS

792y.00 Other specified operations on coronarynarte

7922.0( Coronary artery operations NC

Z\V4580( [V]Presence of coronary angioplasty implant andt¢
ZV45K00 [V]Presence of coronary artery bypass graft

ZV45K11 [V]Presence of coronary artery bypass gr&fABG
Z\V45L00 [V]Status following coronary angioplasty I$O

790H300 Revascularisation of wall of heart

88A8.00 Thrombolytic therapy

SP00300 Mechanical complication of coronary bypass
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Appendix 1d. Read codes for ischaemic stroke.

Read code Descriptor

G6...00 Cerebrovascular disease

G68..00 Late effects of cerebrovascular disease

G683.00 Sequelae of cerebral infarction

G68W.00 Sequelae/other + unspecified cerebrovasdideases
G68X.00 Sequelae of stroke,not specfd as h'morrbagéarction
G6W..00 Cereb infarct due unsp occlus/stenos pebcarteries
G6X..00 Cerebrl infarctn due/unspcf occlusn or &terebrl artrs
G6y..00 Other specified cerebrovascular disease

G6z..00 Cerebrovascular disease NOS

G68W.00 Sequelae/other + unspecified cerebrovasdideases
G68X.00 Sequelae of stroke,not specfd as h'morrbagéarction
14A7.0( H/O: CVA/stroke

14A7.11 H/O: CVA

14A7.12 H/O: stroke

1477.00 H/O: cerebrovascular disease

Gyu6.00 [X]Cerebrovascular diseases

Gyu6300 [X]Cerebrl infarctn due/unspcf occlusn tenécerebrl artrs
Gyu6400 [X]Other cerebral infarction

Gyu6500 [X]Occlusion and stenosis of other preceedrteries
Gyu660( [X]Occlusion and stenosis of other cerebral art
Gyu6700 [X]Other specified cerebrovascular diseases
Gyu6C00 [X]Sequelae of stroke,not specfd as h'nagehor infarction
Gyu6G00 [X]Cereb infarct due unsp occlus/stenosgrebr arteries
14AK.0C H/O: Stroke in last yee

662e.00 Stroke/CVA annual review

662e.11 Stroke annual review

662M.00 Stroke monitoring

662M100 Stroke 6 month review

662M200 Stroke initial post discharge review

Gyu6C00 [X]Sequelae of stroke,not specfd as h'nagehor infarction
L440.12 Stroke in the puerperium

ZV12511 [V]Personal history of strok

Z\V12512 [V]Personal history of cerebrovascular deot (CVA)
7A24400 Open embolectomy of cerebral artery

7A24500 Open embolectomy of circle of Willis

7A2460( Open embolisation of cerebral art:

7A24700 Open embolisation of circle of Willis

7A25000 Percutaneous transluminal embolisatiorecélaral artery
7A25100 Percutaneous transluminal embolisatiorirofecof Willis
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7A25200 Embolisation of cerebral artery NEC

7A25300 Embolisation of circle of Willis NEC

8HBJ.00 Stroke / transient ischaemic attack referra

8HTQ.00 Referral to stroke clinic

ZLEP.00 Discharge from stroke serv

90m..00 Stroke/transient ischaemic attack monigpaidministration
90m0.0( Stroke/transient ischaemic attack monitoring fiester
90m1.0( Stroke/transient ischaemic attack monitoring sedetidr
90m2.00 Stroke/transient ischaemic attack monigpttiird letter
90m3.00 Stroke/transient ischaemic attack monigpvierbal invitati
90m4.00 Stroke/transient ischaemic attack monigpt@tephone invte
G63..0( Precerebral arterial occlusit

G63..11 Infarction - precerebral

G63..12 Stenosis of precerebral arteries

G630.0( Basilar artery occlusio

G631.00 Carotid artery occlusion

G631.11 Stenosis, carotid artery

G631.12 Thrombosis, carotid artery

G632.01 Vertebral artery occlusio

G633.0( Multiple and bilateral precerebral arterial occtue
G634.00 Carotid artery stenosis

G63y.00 Other precerebral artery occlusion

G63y000 Cerebral infarct due to thrombosis of prelzeal arteries
G63y100 Cerebral infarction due to embolism of prebral arteries
G63z.00 Precerebral artery occlusion NOS

G64..00 Cerebral arterial occlusion

G64..1: CVA - cerebral artery occlusic

G64..12 Infarction - cerebral

G64..13 Stroke due to cerebral arterial occlusion

G640.00 Cerebral thrombosis

G64000( Cerebral infarction due to thrombosis of cerebridrées
G641.0!( Cerebral embolisr

G641.11 Cerebral embolus

G641000 Cerebral infarction due to embolism of lsekarteries
G64z.00 Cerebral infarction NOS

G64z.11 Brainstem infarction NOS

G64z.12 Cerebellar infarction

G64z000 Brainstem infarction

G64z10( Wallenberg syndrom

G64z111 Lateral medullary syndrome
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Read cod: Descriptor

G64z200 Left sided cerebral infarction

G64z300 Right sided cerebral infarction

G66..00 Stroke and cerebrovascular accident urfsgci
G66..11 CVA unspecified

G66..12 Stroke unspecified

G66..13 CVA - Cerebrovascular accident unspecified
G660.0( Middle cerebral artery syndron

G661.0( Anterior cerebral artery syndror

G662.00 Posterior cerebral artery syndrome

G663.00 Brain stem stroke syndrome

G664.00 Cerebellar stroke syndrome

G665.0( Pure motor lacunar syndror

G666.00 Pure sensory lacunar syndrome

G667.00 Left sided CVA

G668.0( Right sided CVA

G669.00 Cerebral palsy, not congenital or infaniute
G67..00 Other cerebrovascular disease

G670.00 Cerebral atherosclerosis

G670.1: Precerebral atherosclero

G671.0( Generalised ischaemic cerebrovascular disease
G671000 Acute cerebrovascular insufficiency NOS

G671100 Chronic cerebral ischaemia

G671z00 Generalised ischaemic cerebrovasculars#ise@S
G676.00 Nonpyogenic venous sinus thrombosis

G676000 Cereb infarct due cerebral venous throrapnsnpyogenic
G677.00 Occlusion/stenosis cerebral arts not resuétbral infarct
G67700( Occlusion and stenosis of middle cerebral ar
G677100 Occlusion and stenosis of anterior cereistaty
G677200 Occlusion and stenosis of posterior cerabtery
G677300 Occlusion and stenosis of cerebellar aderi

G67740! Occlusion+stenosis of multiple and bilat cerebredrées
G678.0! Cereb autosom dominant arteriop subcort infarctkdencept
G679.00 Small vessel cerebrovascular disease

G67A.00 Cerebral vein thrombosis

G67y.00 Other cerebrovascular disease OS

G67z.00 Other cerebrovascular disease NOS

G68..00 Late effects of cerebrovascular disease
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8HBJ.00 Stroke / transient ischaemic attack referra

90m..00 Stroke/transient ischaemic attack monigpaidministration
90m0.00 Stroke/transient ischaemic attack monigpfiirst letter
90m1.00 Stroke/transient ischaemic attack monigpsecond letter
90m2.00 Stroke/transient ischaemic attack monigpttird letter
90m3.00 Stroke/transient ischaemic attack monigpvierbal invitati
90m4.00 Stroke/transient ischaemic attack monigpt@tephone invte
Fyu5500 [X]Other transnt cerebral ischaemic attaokated syndroms
G65..00 Transient cerebral ischaemia

G65..11 Drop attack

G65..12 Transient ischaemic attack

G65..1¢ Vertebrc-basilar insufficiency

G650.00 Basilar artery syndrome

G650.11 Insufficiency - basilar artery

G651.00 Vertebral artery syndrome

G651000 Vertebro-basilar artery syndrome

G652.00 Subclavian steal syndrome

G653.00 Carotid artery syndrome hemispheric

G654.00 Multiple and bilateral precerebral artgmydsomes
G655.0( Transient global amnes

G656.00 Vertebrobasilar insufficiency

G65y.00 Other transient cerebral ischaemia

G65z.00 Transient cerebral ischaemia NOS

G65z00( Impending cerebral ischaen

G65z100 Intermittent cerebral ischaemia

G652z00 Transient cerebral ischaemia NOS
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Appendix 1f. Read codes for PAD.

Read codes Descriptor

14AE.00 H/O: aortic aneurysm

14NB.00 H/O: Peripheral vascular disease procedure
2456.00 O/E - arterial wall - aneurysm

2116.00 O/E - gangrene

33C5.00 Peripheral vasc. resistance

A3AOF00 Gas gangrene-foot

A930.00 Syphilitic aortic aneurysm

C107.00 Diabetes mellitus with peripheral circutgtdisorder
C107000 Diabetes mellitus, juvenile +peripheratdatory disorder
C107100 Diabetes mellitus, adult, + peripheralwatory disorder
C107300 IDDM with peripheral circulatory disorder

C10740t NIDDM with peripheral circulatory disorde

C107y00 Other specified diabetes mellitus with geidirc comps
C107z00 Diabetes mellitus NOS with peripheral datary disorder
C108G00 Insulin dependent diab mell with peripharajiopathy
C108G11 Type | diabetes mellitus with peripherajiapathy
C109F00 Non-insulin-dependent d m with periphengli@path
C109F11 Type Il diabetes mellitus with peripheragiapathy
C10A500 Malnutritn-relat diabetes melitus wth phrgircul complctn
F16110( Myelopathy due to arterial thrombosis of spinalc
F371100 Polyneuropathy in polyarteritis nodosa

F396300 Myopathy due to polyarteritis nodosa

F423200 Retinal arterial branch occlusion

F42350( Retinal partial arterial occlusion NC

F423700 Retinal transient arterial occlusion NOS

G420.00 Arteriovenous fistula of pulmonary vessels

G7...00 Arterial, arteriole and capillary disease

G7..11 Capillary disease

G70..00 Atherosclerosis

G70..11 Arteriosclerosis

G700.00 Aortic atherosclerosis

G700.1: Aorto-iliac diseas¢

G701.00 Renal artery atherosclerosis

G701000 Atherosclerotic renal artery stenosis

G701011 ARAS - Atherosclerotic renal artery stegsosi

G702.0( Extremity artery atherom

G702000 Monckeberg's medial sclerosis

G702z00 Extremity artery atheroma NOS

G703.00 Acquired renal artery stenosis
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Read code Descriptor

G70y.00 Other specified artery atheroma

G70y000 Carotid artery atherosclerosis

G70y011 Carotid artery disease

G70z.00 Arteriosclerotic vascular disease NOS

G71..00 Aortic aneurysm

G710.00 Dissecting aortic aneurysm

G711.0( Thoracic aortic aneurysm which has ruptu
G711.1: Ruptured thoracic aortic aneury:

G712.00 Thoracic aortic aneurysm without mentionupfture
G713.00 Abdominal aortic aneurysm which has rugture
G713.11 Ruptured abdominal aortic aneurysm

G71300( Ruptured suprarenal aortic aneury

G714.00 Abdominal aortic aneurysm without mentibnupture
G714.11 AAA - Abdominal aortic aneurysm without rtien of rupture
G71400( Juxtarenal aortic aneurys

G714100 Inflammatory abdominal aortic aneurysm
G714200 Infrarenal abdominal aortic aneurysm

G714300 Aneurysm of suprarenal aorta

G715.0( Ruptured aortic aneurysm NC

G71500! Thoracoabdominal aortic aneurysm, ruptt
G716.00 Aortic aneurysm without mention of rupthi@S
G716000 Thoracoabdominal aortic aneurysm, withoerttion of rupture
G717.00 Aortic aneurysm - syphilitic

G718.00 Leaking abdominal aortic aneurysm

G719.00 Abscess of aortic root

G71A.00 Aortic root dilatation

G71z.0( Aortic aneurysm NO!

G72..00 Other aneurysm

G720.00 Aneurysm of artery of arm

G720000 Aneurysm of brachial artery

G72010! Aneurysm of radial arter

G72020! Aneurysm of ulnar arter

G720z00 Aneurysm of arm artery NOS

G721.00 Aneurysm of renal artery

G721000 Acquired renal artery aneurysm

G722.00 Aneurysm of iliac artery

G722000 Aneurysm of common iliac artery

G722100 Aneurysm of external iliac artery

G72220! Aneurysm of internal iliac artel

G722z00 Aneurysm of iliac artery NOS

EPISAT PASS 18116 10 August 2015 v5



Reference Number: BPD-SOP-041
Supplement Version: 1

Bayer HealthCare

Read code Descriptor

G723.00 Aneurysm of leg artery

G723000 Aneurysm of femoral artery

G723100 Aneurysm of popliteal artery

G723200 Aneurysm of anterior tibial artery

G723300 Aneurysm of dorsalis pedis artery

G723400 Aneurysm of posterior tibial artery

G72350! Ruptured popliteal artery aneury:

G72360! Post radiological femoral false aneury
G723z00 Aneurysm of leg artery NOS

G724.00 Arterial false aneurysm

G724.11 False aneurysm

G725.0( Dissection of artery of upper extrem

G725.11 Dissection of artery of arm

G726.00 Dissection of renal artery

G727.0( Dissection of iliac arter

G728.00 Dissection of artery of lower extremity
G728.11 Dissection of artery of leg

G729.00 Aneurysm and dissection of precerebrafarte
G72A.0C Dissection of other specified arter

G72B.0( Dissection of arter

G72C.00 Ruptured aneurysm of dialysis vascularsacce
G72D.00 Aneurysm of dialysis arteriovenous fistula
G72D000 Aneurysm of superficialised artery of dsyAV fistula
G72D100 Aneurysm of needle site of dialysis artesimus fistula
G72D200 Aneurysm of anastomotic site of dialysis #stula
G72E.00 Aneurysm of dialysis vascular access
G72y.0( Aneurysm of other artet

G72y000 Aneurysm of common carotid art

G72y100 Aneurysm of external carotid artery
G72y200 Aneurysm of internal carotid artery

G72y30( Aneurysm of neck artery NC

G72y40( Aneurysm of subclavian arte

G72y500 Aneurysm of splenic artery

G72y600 Aneurysm of axillary artery

G72y700 Aneurysm of coeliac artery

G72y800 Aneurysm of superior mesenteric artery
G72y900 Aneurysm of inferior mesenteric artery
G72yA00 Aneurysm of hepatic artery

G72yB0( Aneurysm of other visceral arte

G72yz00 Other aneurysm NOS
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G72z.00 Aneurysm NOS

G73..00 Other peripheral vascular disease
G73..11 Peripheral ischaemic vascular disease
G73..12 Ischaemia of legs

G73..13 Peripheral ischaemia

G730.00 Raynaud's syndrome

G73000! Raynaud's disea:

G73010( Raynaud's phenomen

G730111 Vibratory white finger

G730z00 Raynaud's syndrome NOS

G731.00 Thromboangiitis obliterans

G73100( Buerger's diseas

G731100 Presenile gangrene

G731z00 Thromboangiitis obliterans NOS
G732.0( Peripheral gangrer

G732000 Gangrene of toe

G732100 Gangrene of foot

G732200 Gangrene of finger

G73230! Gangrene of thum

G73240! Gangrene of han

G733.00 Ischaemic foot

G734.00 Peripheral arterial disease

G73y.00 Other specified peripheral vascular disease
G73y000 Diabetic peripheral angiopathy
G73y100 Peripheral angiopathic disease EC NOS
G73y200 Acrocyanosis

G73y40( Acroparaesthesi- Schultze's typ:
G73y411 Schultze's simple acroparaesthesia
G73y500 Acroparaesthesia - Nothnagel's type
G73y511 Nothnagel's vasomotor acroparaesthesia
G73y60( Acroparaesthesi- unspecifiec

G73y70( Erythrocyanosi:

G73y800 Erythromelalgia

G73y811 Erythralgia

G73yz00 Other specified peripheral vascular dise&38
G73z.00 Peripheral vascular disease NOS
G73z000 Intermittent claudication

G73z011 Claudication

G73z01: Vascular claudicatio

G73z100 Spasm of peripheral artery
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G73zz00 Peripheral vascular disease NOS

G74..00 Arterial embolism and thrombosis

G74.11 Arterial embolus and thrombosis

G74..12 Thrombosis - arterial

G74..13 Arterial embolic and thrombotic occlusion
G740.00 Embolism and thrombosis of the abdominabao
G740.1: Aortic bifurcation syndrom

G740.1. Aortoiliac obstructior

G740.13 Leriche's syndrome

G740.14 Saddle embolus

G741.00 Embolism and thrombosis of the thoracitaaor
G742.0( Embolism and thrombosis of an arm or leg ar
G742000 Embolism and thrombosis of the brachiairart
G742100 Embolism and thrombosis of the radial prter
G74220! Embolism and thrombosis of the ulnar art
G742300 Embolism and thrombosis of an arm artersNO
G742400 Embolism and thrombosis of the femoraharte
G742500 Embolism and thrombosis of the poplitetrgr
G74260! Embolism and thrombosis of the anterior tibial gn
G74270! Embolism and thrombosis of the dorsalis pedis i
G742800 Embolism and thrombosis of the posterimaltartery
G742900 Embolism and thrombosis of a leg artery NOS
G742A00 Post radiological embolism of upper limtegr
G742B00 Post radiological embolism of lower limbeay
G742z00 Peripheral arterial embolism and thrombd¥€)$
G743.00 Embolism and thrombosis of other and unppés aorta
G74y.0( Embolism and thrombosis of other specified ar
G74y000 Embolism and/or thrombosis of the commiaie értery
G74y100 Embolism and/or thrombosis of the inteilieed artery
G74y200 Embolism and/or thrombosis of the exteliraad artery
G74y30( Embolism and thrombosis of the iliac artery unsfiedi
G74y50( Embolism and thrombosis of the subclavian ar
G74y600 Embolism and thrombosis of the spleniaarte
G74y700 Embolism and thrombosis of the axillarg@art
G74y800 Embolism and thrombosis of the coeliaayarte
G74y900 Embolism and thrombosis of the hepatiawarte
G74yz00 Embolism and thrombosis of other arteri€@sN
G74z.00 Arterial embolism and thrombosis NOS

G75..0( Polyarteritis nodosa and allied conditic

G750.00 Polyarteritis nodosa
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G750.11 Necrotising angiitis

G751.00 Acute febrile mucocutaneous lymph node ymd
G751000 Kawasaki disease

G751z00 Acute febrile mucocutaneous lymph nodemynd NOS
G752.00 Hypersensitivity angiitis

G752.11 Hypersensitivity arteritis

G75200! Goodpasture's syndror

G75210! Gocdpasture's disea:

G752111 Antiglomerular basement membrane disease
G752112 Anti GBM disease - Antiglomerular basenmaimbrane disease
G752z00 Hypersensitivity angiitis NOS

G753.01( Lethal midline granulom

G754.00 Wegener's granulomatosis

G755.00 Giant cell arteritis

G75500! Cranial arteritis

G755100 Temporal arteritis

G755200 Horton's disease

G755z00 Giant cell arteritis NOS

G756.0! Thrombotic microangiopath

G75600! Moschcowitz syndrom

G756100 Thrombotic thrombocytopenic purpura
G756z00 Thrombotic microangiopathy NOS

G757.00 Takayasu's disease

G757.11 Aortic arch arteritis

G757.12 Pulseless disease

G758.00 Churg-Strauss vasculitis

G759.0( Juvenile polyarteriti:

G75A.00 Microscopic polyangiitis

G75X.00 Necrotising vasculopathy, unspecified
G75z.00 Polyarteritis nodosa and allied conditiNGS
G76..0( Other disorders of arteries and arteric

G760.0( Acquired arteriovenous fistu

G761.00 Stricture of artery

G762.00 Rupture of artery

G762000 Aorto-duodenal fistula

G763.00 Hyperplasia of renal artery

G764.00 Coeliac artery compression syndrome
G764.11 Marable's syndrome

G765.01( Necrosis of arter

G766.00 Arteritis unspecified
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G766.11 Aortitis

G767.00 Aortitis - syphilitic

G768.00 Other disorders of arteries and arterioles

G768000 Fibromuscular hyperplasia of arteries NOS
G768100 Arterial fibromuscular dysplasia

G768z00 Other disorders of arteries and arterid@s

G769.0( Anterior spinal and vertebral artery compressiamdsgmes
G76A.0( Arterial insufficiency

G76B.00 Vasculitis

G76z.00 Disorders of arteries and arterioles NOS

G76z000 lliac artery occlusion

G76z10( Femoral artery occlusic

G76z200 Popliteal artery occlusion

G77..00 Diseases of capillaries

G770.0( Hereditary haemorrhagic telangiecta

G770.11 Rendu - Osler - Weber disease

G7y..00 Other specified arterial, arteriole or dapy disease
G7z..00 Arterial, arteriole and capillary diseaNi€3S

Gyu710( [X]Aortic aneurysm of unspecified site, ruptur
Gyu720( [X]Aortic aneurysm of unspecified site, nonruptu
Gyu7400 [X]Other specified peripheral vascular dgses
Gyu7A00 [X]Peripheral angiopathy in diseases cfestielsewhere
J420.18 Mesenteric thrombosis

K138000 Renal artery embolism

N200.00 Giant cell arteritis with polymyalgia rheatica
Nyu4100 [X]Other giant cell arteritis

P76..0( Other peripheral vascu system anomalie

P76..11 Other congenital anomalies of periphetatias

P76..12 Other congenital anomalies of peripherialsve
P76y.00 Congenital anomaly of peripheral vascularesn OS
P76yz0( Other congenital anomaly of peripheral vasculatesgsNOS
P76z.0( Peripheral vascular system anomaly N

Pyu2B00 [X]Oth specified cong malform of peripherakcular system
R054.00 [D]Gangrene

R054200 [D]Gangrene of toe in diabetic

R054300 [D]Widespread diabetic foot gangrene

R055000 [D]Failure of peripheral circulation

R055011 [D]Peripheral circulatory failure

SP12.0 Peripheral vascular complications of ¢

SP12z00 Peripheral vascular complications of ca&N
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Appendix 1g.Read codes for IHD.

Read code Descriptor

G3...00 Ischaemic heart disease

G3..11 Arteriosclerotic heart disease

G3...12 Atherosclerotic heart disease

G3...13 IHD - Ischaemic heart disease

G30..00 Acute myocardial infarction

G30..11 Attack - heart

G30..12 Coronary thrombosis

G30..13 Cardiac rupture following myocardial intéwo (M)
G30..14 Heart attack

G30..15 MI - acute myocardial infarction

G30..16 Thrombosis - coronary

G30..17 Silent myocardial infarction

G300.00 Acute anterolateral infarction

G301.00 Other specified anterior myocardial infarct
G301000 Acute anteroapical infarction

G301100 Acute anteroseptal infarction

G301z00 Anterior myocardial infarction NOS

G302.00 Acute inferolateral infarction

G303.00 Acute inferoposterior infarction

G304.00 Posterior myocardial infarction NOS
G305.00 Lateral myocardial infarction NOS

G306.00 True posterior myocardial infarction

G307.00 Acute subendocardial infarction

G307000 Acute non-Q wave infarction

G307100 Acute non-ST segment elevation myocardialgtion
G308.00 Inferior myocardial infarction NOS

(G309.00 Acute Q-wave infarct

G30A.00 Mural thrombosis

G30B.00 Acute posterolateral myocardial infarction
G30X.00 Acute transmural myocardial infarction ofpecif site
G30X000 Acute ST segment elevation myocardial gtfan
G30y.00 Other acute myocardial infarction

G30y000 Acute atrial infarction

G30y100 Acute papillary muscle infarction
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G30y200 Acute septal infarction

G30yz00 Other acute myocardial infarction NOS
G30z.00 Acute myocardial infarction NOS

G31..00 Other acute and subacute ischaemic hesash
G310.00 Postmyocardial infarction syndrome
G310.11 Dressler's syndrome

G311.00 Preinfarction syndrome

G311.11 Crescendo angina

G311.12 Impending infarction

G311.13 Unstable angina

G311.14 Angina at rest

G311000 Myocardial infarction aborted

G311011 MI - myocardial infarction aborted

G311100 Unstable angina

G311200 Angina at rest

(311300 Refractory angina

G311400 Worsening angina

G311500 Acute coronary syndrome

G311z00 Preinfarction syndrome NOS

G312.00 Coronary thrombosis not resulting in mydiainfarction
G31y.00 Other acute and subacute ischaemic heaasi
G31y000 Acute coronary insufficiency

G31y100 Microinfarction of heart

G31y200 Subendocardial ischaemia

G31y300 Transient myocardial ischaemia

G31yz00 Other acute and subacute ischaemic headsé NOS
G32..00 Old myocardial infarction

G32..11 Healed myocardial infarction

G32..12 Personal history of myocardial infarction
G33..00 Angina pectoris

G330.00 Angina decubitus

G330000 Nocturnal angina

G330z00 Angina decubitus NOS

G331.00 Prinzmetal's angina
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G331.11 Variant angina pectoris

(G332.00 Coronary artery spasm

G33z.00 Angina pectoris NOS

G33z000 Status anginosus

G33z100 Stenocardia

G33z200 Syncope anginosa

G33z300 Angina on effort

G33z400 Ischaemic chest pain

G33z500 Post infarct angina

G33z600 New onset angina

G33z700 Stable angina

G33zz00 Angina pectoris NOS

G34..00 Other chronic ischaemic heart disease
G340.00 Coronary atherosclerosis

G340.11 Triple vessel disease of the heart
G340.12 Coronary artery disease

G340000 Single coronary vessel disease
G340100 Double coronary vessel disease
G341.00 Aneurysm of heart

G341.11 Cardiac aneurysm

G341000 Ventricular cardiac aneurysm

G341100 Other cardiac wall aneurysm

G341111 Mural cardiac aneurysm

G341200 Aneurysm of coronary vessels
G341300 Acquired atrioventricular fistula of heart
G341z00 Aneurysm of heart NOS

G342.00 Atherosclerotic cardiovascular disease
G343.00 Ischaemic cardiomyopathy

G344.00 Silent myocardial ischaemia

G34y.00 Other specified chronic ischaemic heaeatis
G34y000 Chronic coronary insufficiency
G34y100 Chronic myocardial ischaemia
G34yz00 Other specified chronic ischaemic headatis NOS
G34z.00 Other chronic ischaemic heart disease NOS

EPISAT PASS 18116 10 August 2015 v5

65



Reference Number: BPD-SOP-041
Supplement Version: 1

Bayer HealthCare

Read code  Descriptor

G34z000 Asymptomatic coronary heart disease

G35..00 Subsequent myocardial infarction

G350.00 Subsequent myocardial infarction of antewviall

G351.00 Subsequent myocardial infarction of infeviall

G353.00 Subsequent myocardial infarction of otlitess

G35X.00 Subsequent myocardial infarction of undpegtisite
G36..00 Certain current complication follow acutgorardial infarct
G360.00 Haemopericardium/current comp folow acubecayd infarct
G361.00 Atrial septal defect/curr comp folow acytoeardal infarct
G362.00 Ventric septal defect/curr comp fol acuboardal infarctn
G363.00 Ruptur cardiac wall w'out haemopericardécump fol ac Ml
G364.00 Ruptur chordae tendinae/curr comp fol agwtecard infarct
G365.00 Rupture papillary muscle/curr comp fol aguiocard infarct
G366.00 Thrombosis atrium,auric append&vent/cumgdoll acute Ml
G37..00 Cardiac syndrome X

(G38..00 Postoperative myocardial infarction

G380.00 Postoperative transmural myocardial ini@ncanterior wall
G381.00 Postoperative transmural myocardial ini@ndnferior wall
G382.00 Postoperative transmural myocardial in@nabther sites
G383.00 Postoperative transmural myocardial inf@mainspec site
G384.00 Postoperative subendocardial myocardiatetibn
G38z.00 Postoperative myocardial infarction, ungjget

G39..00 Coronary microvascular disease

G3y..00 Other specified ischaemic heart disease

G3z..00 Ischaemic heart disease NOS

14A3.00 H/O: myocardial infarct

14A4.00 H/O: myocardial infarct >60

14A5.00 H/O: angina pectoris

14AJ.00 H/O: Angina in last year

14AL.00 H/O: Treatment for ischaemic heart disease

322..00 ECG: myocardial ischaemia

3222.00 ECG:shows myocardial ischaemia

3227.00 ECG: myocardial ischaemia NOS

3232.00 ECG: old myocardial infarction
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3235.00 ECG: subendocardial infarct

3232.00 ECG: myocardial infarct NOS

3889.00 Euroscore for angina

388E.00 Canadian Cardiovascular Society clasdificaif angina
388F.00 Cardiovascular Limitations and Symptomdilerangina score
662K.00 Angina control

662K000 Angina control - good

662K100 Angina control - poor

662K200 Angina control - improving

662K300 Angina control - worsening

662Kz00 Angina control NOS

68B2.00 Ischaemic heart disease screen

790H300 Revascularisation of wall of heart

792..00 Coronary artery operations

792..11 Coronary artery bypass graft operations

7920.00 Saphenous vein graft replacement of coycaréery
7920.11 Saphenous vein graft bypass of coronagyyart

7920000 Saphenous vein graft replacement of oreneoy artery
7920100 Saphenous vein graft replacement of twoneoy arteries
7920200 Saphenous vein graft replacement of ttoemary arteries
7920300 Saphenous vein graft replacement of foarerary arteries
7920y00 Saphenous vein graft replacement of coyaaraery OS
7920200 Saphenous vein graft replacement coromagydNOS
7921.00 Other autograft replacement of coronamart

7921.11 Other autograft bypass of coronary artery

7921000 Autograft replacement of one coronary wfdEC

7921100 Autograft replacement of two coronary steNEC
7921200 Autograft replacement of three coronamgreas NEC
7921300 Autograft replacement of four of more cargrarteries NEC
7921y00 Other autograft replacement of coronagrai®S

7921200 Other autograft replacement of coronagraitlOS
7922.00 Allograft replacement of coronary artery

7922.11 Allograft bypass of coronary artery

7922000 Allograft replacement of one coronary grter
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7922100 Allograft replacement of two coronary ae®r

7922200 Allograft replacement of three coronargrées

7922300 Allograft replacement of four or more cagnarteries
7922y00 Other specified allograft replacement obnary artery
7922200 Allograft replacement of coronary arteryNO

7923.00 Prosthetic replacement of coronary artery

7923.11 Prosthetic bypass of coronary artery

7923000 Prosthetic replacement of one coronaryyarte

7923100 Prosthetic replacement of two coronaryiage

7923200 Prosthetic replacement of three coronaeyies

7923300 Prosthetic replacement of four or more manp arteries
7923y00 Other specified prosthetic replacemenbofmary artery
7923z00 Prosthetic replacement of coronary art€pN

7924.00 Revision of bypass for coronary artery

7924000 Revision of bypass for one coronary artery

7924100 Revision of bypass for two coronary arterie

7924200 Revision of bypass for three coronary ieder

7924300 Revision of bypass for four or more corgraateries
7924400 Revision of connection of thoracic artergdronary artery
7924y00 Other specified revision of bypass for oary artery
7924200 Revision of bypass for coronary artery NOS

7925.00 Connection of mammary artery to coronatgrar

7925.11 Creation of bypass from mammary arterytorary artery
7925000 Double anastomosis of mammary arteriesramnary arteries
7925100 Double implant of mammary arteries intmoary arteries
7925200 Single anast mammary art to left ant desceronary art
7925300 Single anastomosis of mammary artery tonzoy artery NEC
7925400 Single implantation of mammary artery ichconary artery
7925y00 Connection of mammary artery to coronaigraiOS
7925200 Connection of mammary artery to coronaignaNOS
7926.00 Connection of other thoracic artery to narg artery
7926000 Double anastom thoracic arteries to coyoarderies NEC
7926100 Double implant thoracic arteries into cargrarteries NEC
7926200 Single anastomosis of thoracic artery toreary artery NEC
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7926300 Single implantation thoracic artery intoor@ry artery NEC
7926y00 Connection of other thoracic artery to nary artery OS
7926200 Connection of other thoracic artery to narg artery NOS
7927.00 Other open operations on coronary artery

7927000 Repair of arteriovenous fistula of cororeatery

7927100 Repair of aneurysm of coronary artery

7927200 Transection of muscle bridge of coronatgrar

7927300 Transposition of coronary artery NEC

7927400 Exploration of coronary artery

7927500 Open angioplasty of coronary artery

7927y00 Other specified other open operation ooreany artery
7927200 Other open operation on coronary artery NOS

7928.00 Transluminal balloon angioplasty of corgraatery
7928.11 Percutaneous balloon coronary angioplasty

7928000 Percut transluminal balloon angioplasty@mwenary artery
7928100 Percut translum balloon angioplasty mulbicary arteries
7928200 Percut translum balloon angioplasty bypgeaf$ coronary a
7928y00 Transluminal balloon angioplasty of corgremtery OS
7928200 Transluminal balloon angioplasty of corgreatery NOS
7929.00 Other therapeutic transluminal operationsaronary artery
7929000 Percutaneous transluminal laser coronayipplasty
7929100 Percut transluminal coronary thrombolysth streptokinase
7929111 Percut translum coronary thrombolytic theratreptokinase
7929200 Percut translum inject therap subst tor@osoartery NEC
7929300 Rotary blade coronary angioplasty

7929400 Insertion of coronary artery stent

7929y00 Other therapeutic transluminal op on canpagtery OS
7929z00 Other therapeutic transluminal op on casoagery NOS
792B.00 Repair of coronary artery NEC

792B000 Endarterectomy of coronary artery NEC

792By00 Other specified repair of coronary artery

792Bz00 Repair of coronary artery NOS

792C.00 Other replacement of coronary artery

792C000 Replacement of coronary arteries usingiphelinethods
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792Cy00 Other specified replacement of coronamrart
792Cz00 Replacement of coronary artery NOS

792D.00 Other bypass of coronary artery

792Dy00 Other specified other bypass of coronarar
792Dz00 Other bypass of coronary artery NOS

792y.00 Other specified operations on coronaryarte

792z.00 Coronary artery operations NOS

889A.00 Diab mellit insulin-glucose infus acute rogidial infarct
88A8.00 Thrombolytic therapy

8B27.00 Antianginal therapy

G5y2.00 Cardiovascular arteriosclerosis unspecified
Gyu3000 [X]Other forms of angina pectoris

Gyu3100 [X]Other current complicatns following aguhyocard infarct
Gyu3200 [X]Other forms of acute ischaemic hear¢aée
Gyu3300 [X]Other forms of chronic ischaemic heasedse
Gyu3400 [X]Acute transmural myocardial infarctiohumspecif site
Q494.00 Transient myocardial ischaemia of newborn
SP00300 Mechanical complication of coronary bypass
ZR37.00 Canadian Cardiovascular Society classifioaif angina
ZR3P.00 CLASP angina score

ZR3P.11 CLASP angina score

ZRB1.00 Euroscore for angina

Z\V45700 [V]Presence of aortocoronary bypass graft

Z\V45800 [V]Presence of coronary angioplasty impkamd graft
ZV45K00 [V]Presence of coronary artery bypass graft
ZV45K11 [V]Presence of coronary artery bypass gr&fABG
ZV451L00 [V]Status following coronary angioplasty I$O
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Read code Descriptor

14A5.00 H/O: angina pectoris

14AJ.00 H/O: Angina in last year

3889.00 Euroscore for angina

388E.00 Canadian Cardiovascular Society classificaif angina
388F.00 Cardiovascular Limitations and Symptomdilerangina score
662K000 Angina control - good

662K.00 Angina control

662K100 Angina control - poor

662K200 Angina control - improving

662K300 Angina control - worsening

662Kz00 Angina control NOS

8B27.0( Antianginal therap

G33..00 Angina pectoris

G33z.00 Angina pectoris NOS

G33z300 Angina on effort

G33z500 Post infarct angina

G33z600 New onset angina

G33z700 Stable angina

G33zz00 Angina pectoris NOS

Gyu300( [X]Other forms of angina pector

ZR37.00 Canadian Cardiovascular Society classifinadf angina
ZR3P.00 CLASP angina score

ZR3P.11 CLASP angina score

ZRB1.0( Euroscore for angin
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Read Descriptor

7004100 Evacuation of haematoma from temporal ¢slEain
7004201 Evacuation of haematoma from cerebel

7004300 Evacuation of intracerebral haematoma NEC

7008201 Aspiration of haematoma of brain tis

G61..00 Intracerebral haemorrhage

G61..1: CVA - cerebrovascular accid dueintracerebral haemorrhe
G61..12 Stroke due to intracerebral haemorrhage

G610.0( Cortical haemorrhag

G611.00 Internal capsule haemorrhage

G612.0( Basal nucleus haemorrh:

G613.00 Cerebellar haemorrhage

G614.0( Pontine haemorrha

G615.00 Bulbar haemorrhage

G616.0! External capsule haemorrhi

G617.00 Intracerebral haemorrhage, intraventricular

G618.0( Intracerebral haemorrhage, multiple locall

G619.00 Lobar cerebral haemorrhage

G61X.0( Intracerebral haemorrhage in hemisphere, unspd
G61X000 Left sided intracerebral haemorrhage, wifipd

G61X10( Right sided intracerebral haemorrhage, unspe:

G61z.00 Intracerebral haemorrhage NOS

G681.0( Sequelae of intracerebral haemorrt

Gyu6200 [X]Other intracerebral haemorrhage

Gyu6F0( [X]Intracerebral haemorrhage in hemisphere, unsieel
7017000 Evacuation of subdural haematoma

7034.0( Drainage of subdural spe

7034y00 Other specified drainage of subdural space

7034z0( Drainage of subdural space N

G621.00 Subdural haemorrhage - nontraumatic

G622.0( Subdural haematon- nontraumati

G623.00 Subdural haemorrhage NOS

S62..1. Subdural haemorrhage following inji

S622.00 Closed traumatic subdural haemorrhage

S62200!1 Subdural h'ge inj no open intracranial wnunspec con:
S622100 Subdural h'ge inj no open intracranial wieumo loss consc
S622201 Subdural h'ge inj no open intracranial wound+<bisslcons
S622300 Subdural h'ge inj no open intracran wnd#ir-Bss consc
S62240 Subdural h'ge inj no open racranial wnd+>24 LOC +recove
S622500 Subdural h'ge inj no open intracran wndhr2OC -restored
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S622600
S622z00
S$623.00
S623000
S623100
S623200
S623300
S623400
S623500
S623600
S623z00
S$628.00
S629.00
S629000
S629100
G60..00
G601.00
G602.00
G603.00
G604.00
G605.00
G606.00
G60X.00
G60z.00
G680.00
Gyu6000
Gyu6100
Gyu6EO00
S62..12
S620.00
S620000
S620100
S620200
S620300
S620400
S620500
S620600
S620z00
S621.00
S621000
S621100
S621200

Subdural h'ge inj no open intracran wnd+L@§pec duration
Subdural h'ge inj no open intracran wouadegssion unspec
Open traumatic subdural haemorrhage

Subdural h'ge inj + open intracranial wotinohspec consc
Subdural h'ge inj + open intracranial weunodloss consc
Subdural h'ge inj + open intracranial wewtidhr loss consc
Subdural h'ge inj + open intracranial wng4hr loss consc
Subdural h'ge inj + open intracran woundhr2OC +recovery
Subdural h'ge inj + open intracran wnd+»280C -restored
Subdural h'ge inj + open intracran wnd+L@&pec duration
Subdural h'ge inj + open intracranial wreheassion unspec
Traumatic subdural haemorrhage

Traumatic subdural haematoma

Traumatic subdural haematoma without apteacranial wound
Traumatic subdural haematoma with opeadranial wound
Subarachnoid haemorrhage

Subarachnoid haemorrhage from carotid siphd bifurcation
Subarachnoid haemorrhage from middle carabtery
Subarachnoid haemorrhage from anterior aorizating artery
Subarachnoid haemorrhage from posterionugritating artery
Subarachnoid haemorrhage from basilaryarter
Subarachnoid haemorrhage from vertebrmetyart
Subarachnoid haemorrh from intracraniargrtunspecif
Subarachnoid haemorrhage NOS

Sequelae of subarachnoid haemorrhage

[X]Subarachnoid haemorrhage from othenamtinial arteries
[X]Other subarachnoid haemorrhage

[X]Subarachnoid haemorrh from intracraaréry, unspecif
Subarachnoid haemorrhage following injury

Closed traumatic subarachnoid haemorrhage
Subarachnoid h'ge inj no open intracramaeuunspec consc
Subarachnoid h'ge inj no open intracrantwadoss consc
Subarachnoid h'ge inj no open intracrantwhbr loss consc
Subarachnoid h'ge inj no open intracramdeul-24hr LOC
Subarachnoid h'ge inj no open intracrantw2d LOC+recovery
Subarach h'ge inj no open intracran wndhts240C-restored
Subarach h'ge inj no open intracran wnd+u@8pec duration
Subarach h'ge inj no open intracran wnah€wssion unspec
Open traumatic subarachnoid haemorrhage

Subarachnoid h'ge inj + open intracran Wauanspec consc
Subarachnoid h'ge inj + open intracrancaing + no LOC
Subarachnoid h'ge inj + open intracran wedfhr loss consc

EPISAT PASS 18116 10 August 2015 v5

Bayer HealthCare

73



Reference Number: BPD-SOP-041
Supplement Version: 1

S621300
S621400
S621500
S621600
S621z00
S627.00
7032000
G600.00
G62..00
G620.00
G62z.00
G682.00
Gyu6B00
S62..00
S62..11
S62..14
S620.11
S624.00
S624.11
S624000
S624100
S624200
S624300
S624400
S624500
S624600
S624z00
S$625.00
S625000
S625100
S625200
S625300
S625400
S625500
S625600
S625z00
S626.00
S62A.00
S62A000
S62A100
S62z.00
S63..00

Subarachnoid h'ge inj + open intracran i#hr loss consc
Subarach h'ge inj + open intracran wnd keR@C + recovery
Subarach h'ge inj + open intracran wnd+>R@C -restored
Subarach h'ge inj + open intracran wnd+u@®$pec duration
Subarachnoid h'ge inj + open intracran wodeussion unspec
Traumatic subarachnoid haemorrhage

Evacuation of extradural haematoma

Ruptured berry aneurysm

Other and unspecified intracranial haenageh

Extradural haemorrhage - nontraumatic

Intracranial haemorrhage NOS

Sequelae of other nontraumatic intracrdr@amorrhage
[X]Sequelae of other nontraumatic intra@binaemorrhage
Cerebral haemorrhage following injury

Extradural haemorrhage following injury

Traumatic cerebral haemorrhage

Middle meningeal haemmorhage followingrinju

Closed traumatic extradural haemorrhage

Epidural haematoma following injury

Extradural h'ge inj no open intracraniadl wrunspec consc
Extradural h'ge inj no open intracraniadl wmo loss consc
Extradural h'ge inj no open intracraniadl#ilhr loss consc
Extradural h'ge inj no open intracran wn4hr loss consc
Extradural h'ge inj no open intracran wriddr LOC+recovery
Extradural h'ge inj no open intracran wrgHw¥ LOC-restored
Extradural h'ge inj no open intracra wnd€l@spec duration
Extradural h'ge inj no open intracran wieth€assion unspec
Open traumatic extradural haemorrhage

Extradural h'ge inj + open intracranial wnghspec consc
Extradural h'ge inj + open intracranial mebtno loss consc
Extradural h'ge inj + open intracranial withr loss consc
Extradural h'ge inj + open intracran wn@4hy loss consc
Extradural h'ge inj + open intracran wnd#w¥2.OC+recovery
Extradural h'ge inj + open intracran wnd#®¥2.OC -restored
Extradural h'ge inj + open intracran wnd€Lispec duration
Extradural h'ge inj + open intracran wnakeassion unspec
Epidural haemorrhage

Traumatic extradural haematoma

Traumatic extradural haemat without opémradnanial wound
Traumatic extradural haematoma with opgadéranial wound
Cerebral haemorrhage following injury NOS

Other cerebral haemorrhage following injury
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$630.00

S$630.11

S$630.12

S630000
S630100
$630200
S630300
S630400
S630500
S630600
S630z00
S631.00

S631000
S631100
S631200
S631300
$631400
S631500
S631600
S631z00
$63z.00

Other cerebral h'ge after injury no opé&madnanial wound
Cerebral compression due to injury

Intracranial haematoma following injury

Oth cerebral h'ge inj no open intracrantwndpec consc

Oth cerebral h'ge inj no open intracramiad+no loss consc
Oth cerebral h'ge inj no open intracrantwddir loss consc
Oth cerebral h'ge inj no open intracrantir2dhr LOC

Oth cereb h'ge inj no open intracran wndhrPOC +recovery
Oth cereb h'ge inj no open intracran wndkhrPOC -restored
Oth cereb h'ge inj no open intracran wnd3lw@spec duration
Oth cereb h'ge inj no open intracran wnde@ession unspec
Other cerebral h'ge after injury + operasranial wound

Oth cerebral h'ge inj + open intracran wiithspec consc

Oth cerebral h'ge inj + open intracraniad#wno loss consc
Oth cerebral h'ge inj + open intracran wiidht loss consc
Oth cerebral h'ge inj + open intracran vin@4hr loss consc
Oth cereb h'ge inj + open intracran wndhr2OC + recovery
Oth cereb h'ge inj + open intracran wndhr2OC -restored
Oth cereb h'ge inj + open intracran wnd+lu@§pec duration
Oth cereb h'ge inj + open intracran wndewgssion unspec
Other cerebral haemorrhage following inNBS

Bayer HealthCare
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Appendix 3. Read codes for upper gastrointestinallbeding

Reac Descripto

14C8.00 H/O: haematemesis

14C9.00 H/O: melaena

1994.1: Blood in vomit- symptom

19E4.1: C/O- melaene

4737.11 Melaena - O/E of faeces

4A23.00 Vomit: frank blood present

4A23.11 Blood in vomit O/E

4A24.00 Vomit: coffee ground

4A24.11 Coffee ground vomit

4A5..00 Vomit occult blood

4A5..11 Occult blood in vomit

4A51.00 Vomit occult blood positive

4A5Z.0C Vomit occult blood NO¢

J110100 Acute gastric ulcer with haemorrhage

J110111 Bleeding acute gastric ulcer

J11030! Acute gastric ulcer with haemorrhage and perfore
J110400 Acute gastric ulcer with obstruction

J111100 Chronic gastric ulcer with haemorrhage

J111111 Bleeding chronic gastric ulcer

J111300 Chronic gastric ulcer with haemorrhagepsrtbration
J111400 Chronic gastric ulcer with obstruction

J11y100 Unspecified gastric ulcer with haemorrhage

J11y300 Unspecified gastric ulcer with haemorrheage perforation
J11y400 Unspecified gastric ulcer with obstruction

J11lyyO( Unspec gastric ulcer; unspec haemorrhage and/torpgon
J120100 Acute duodenal ulcer with haemorrhage

J120300 Acute duodenal ulcer with haemorrhage eandmtion
J120401 Acute duodenal ulcer with obstructi

J121100 Chronic duodenal ulcer with haemorrhage

J121111 Bleeding chronic duodenal ulcer

J12130 Chronic duodenal ulcer with haemorrhage and petitor:
J121400 Chronic duodenal ulcer with obstruction

J12y100 Unspecified duodenal ulcer with haemorrhage
J12y300 Unspecified duodenal ulcer with haemorrtzageperforation
J12y400 Unspecified duodenal ulcer with obstruction

J12yy00 Unspec duodenal ulcer; unspec haemorrhrajergperforation
J130100 Acute peptic ulcer with haemorrhage

J130300 Acute peptic ulcer with haemorrhage anfbpaion
J130400 Acute peptic ulcer with obstruction

J13110 Chronic peptic ulcer with haemorrha

J131300 Chronic peptic ulcer with haemorrhage antbpation
J131400 Chronic peptic ulcer with obstruction

J13y100 Unspecified peptic ulcer with haemorrhage

J13y300 Unspecified peptic ulcer with haemorrhage@erforation
J13y400 Unspecified peptic ulcer with obstruction

J13yy00 Unspec peptic ulcer; unspec haemorrhagerapeiforation
J14010 Acute gastrojejunal ulcer with haemorrhz
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J14030! Acute gastrojejunal ulcer with haemorrhage andgoation

J140400 Acute gastrojejunal ulcer with obstruction

J14110! Chronic gastrojejunal ulcer with haemorrhi

J14130 Chronic gastrojejunal ulcer with haemorrhage amndopation
J141400 Chronic gastrojejunal ulcer with obstructio

J14y100 Unspecified gastrojejunal ulcer with haeimage

J14y300 Unspec gastrojejunal ulcer with haemorrlzagkeperforation
J14y400 Unspecified gastrojejunal ulcer with obston

J14yy00 Unspec gastrojejunal ulcer; unspec haemgerberforation
J150000 Acute haemorrhagic gastritis

J68..00 Gastrointestinal haemorrhage

J680.00 Haematemesis

J680.1. Vomiting of blood

J681.00 Melaena

J681.11 Blood in stool

J681.1. Altered blood in stool

J681.13 Blood in stools altered

J68z.00 Gastrointestinal haemorrhage unspecified

J68z.1: GIB - Gastrointestinal bleedir

J68z000 Gastric haemorrhage NOS

J68z100 Intestinal haemorrhage NOS

J68z200 Upper gastrointestinal haemorrhage

J682z00 Gastrointestinal tract haemorrhage NOS

1994.00 Vomiting blood - fresh

1995.0( Vomiting blood- coffee grounc

J110200 Acute gastric ulcer with perforation

J111200 Chronic gastric ulcer with perforation

J11121 Perforated chronic gastric ulc

J11y200 Unspecified gastric ulcer with perforation

J120200 Acute duodenal ulcer with perforation

J12120! Chronic duodenal ulcer with perforati

J121211 Perforated chronic duodenal ulcer

J12y200 Unspecified duodenal ulcer with perforation

J130200 Acute peptic ulcer with perforation

J131200 Chronic peptic ulcer with perforation

J13y200 Unspecified peptic ulcer with perforation

J13yy00 Unspec peptic ulcer; unspec haemorrhageraperforation
J14020! Acute gastrojejunal ulcer with perforati

J141200 Chronic gastrojejunal ulcer with perfonatio

J14y20! Unspecified gastrojejunal ulcer with perforat
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Read Descriptor

4737.11 Melaena - O/E of faeces

14C9.00 H/O: melaena

19E4.1. C/O - melaene

J140100 Acute gastrojejunal ulcer with haemorrhage
J140400 Acute gastrojejunal ulcer with obstruction
J14110! Chronic gastrojejunal ulcer with haemorrhi
J141400 Chronic gastrojejunal ulcer with obstructio
J14y100 Unspecified gastrojejunal ulcer with haetmage
J14y400 Unspecified gastrojejunal ulcer with obstton
J510900 Bleeding diverticulosis

J573.00 Haemorrhage of rectum and anus

J573.11 Bleeding PR

J573000 Rectal haemorrhage

J573011 Rectal bleeding

J57301 PRB- Rectal bleedin

J573100 Anal haemorrhage

J573z00 Haemorrhage of rectum and anus NOS
J68..0( Gastrointestinal haemorrha

J681.00 Melaena

J681.11 Blood in stool

J681.12 Altered blood in stools

J681.1. Blood in stools altere

J68z.00 Gastrointestinal haemorrhage unspecified
J68z.11 GIB - Gastrointestinal bleeding

J68z10! Intestinal haemorrhage NC

J682z00 Gastrointestinal tract haemorrhage NOS
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EPISAT PASS 18116 10 August 2015 v5

8C



Reference Number: BPD-SOP-041
Supplement Version: 1

Bayer HealthCare

Signature Page -Study conduct responsible/study epidemiologisteb@l Epidemiology

Title

Protocol version identifier
Date of last version of protocol
IMPACT study number

Study type

EU PAS register number

Active substance (medicinal
product)

(if a device, please adapt
accordingly)

Marketing authorization holder(s)

Function
Name
Title
Address

A pharmacoepidemiological study on the risk of tiag in
new users of low-dose aspirin (ASA) in The Health
Improvement Network (THIN), UK

(EPIdemiological Study on the Safety of AspirinTiIHIN —
EPISAT)

V3

30 June 2015
18116

X] PASS [ ] non PASS

Study not yet registered

Acetylsalicylic acid

Bayer Healthcare AG

Global Epidemiology

Montse Soriano Gabarro

Epidemiologist

Bayer Pharma AG, Muellerstr. 178, 13353 Berlin, iGamy

The undersigned confirms that the study will bedoated in compliance with the protocol
and any applicable regulatory requirements.

Date, Signature:

EPISAT PASS 18116 10 August 2015 v5
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Reference Number: BPD-SOP-041
Supplement Version: 1

Bayer HealthCare

Signature Page -Medical Expert - Global Medial Affairs

Title

Protocol version identifier
Date of last version of protocol
IMPACT study number

Study type

EU PAS register number

Active substance (medicinal
product)

(if a device, please adapt
accordingly)

Marketing authorization holder(s)

Function
Name
Title
Address

A pharmacoepidemiological study on the risk of tiag in
new users of low-dose aspirin (ASA) in The Health
Improvement Network (THIN), UK

(EPIdemiological Study on the Safety of AspirinTiHIN —
EPISAT)

V3

30 June 2015
18116

X PASS [ ] non PASS

Study not yet registered

Acetylsalicylic acid

Bayer Healthcare AG

Global Medical Affairs

Elmar Detering

Global Medical Affairs Physician

Bayer Pharma AG, Muellerstr. 178, 13353 Berlin,r@Gamy

The undersigned confirms that the study will bedcated in compliance with the protocol
and any applicable regulatory requirements.

Date, Signature:

EPISAT PASS 18116 10 August 2015 v5
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Reference Number: BPD-SOP-041
Supplement Version: 1

Bayer HealthCare

Signature Page -Study Safety Leader — Global Pharmacovigilance

Title

Protocol version identifier
Date of last version of protocol
IMPACT study number

Study type

EU PAS register number

Active substance (medicinal
product)

(if a device, please adapt
accordingly)

Marketing authorization holder(s)

Function
Name
Title
Address

A pharmacoepidemiological study on the risk of tiag in
new users of low-dose aspirin (ASA) in The Health
Improvement Network (THIN), UK

(EPIdemiological Study on the Safety of AspirinTiHIN —
EPISAT)

V3

30 June 2015
18116

X PASS [ ] non PASS

Study not yet registered

Acetylsalicylic acid

Bayer Healthcare AG

Global Pharmacovigilance
Eddy Nkwepo
Global Safety Leader

Bayer HealthCare Pharmaceuticals Inc, 100 Bayete®ard,
P.O. Box 915 Whippany, NJ 07981-0915, USA

The undersigned confirms that the study will bedcatted in compliance with the protocol
and any applicable regulatory requirements.

Date, Signature:

EPISAT PASS 18116 10 August 2015 v5
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Reference Number: BPD-SOP-041
Supplement Version: 1

Bayer HealthCare

Signature Page -Study statistician- Clinical Statistics

Title

Protocol version identifier
Date of last version of protocol
IMPACT study number

Study type

EU PAS register number

Active substance (medicinal
product)

(if a device, please adapt
accordingly)

Marketing authorization holder(s)

Function
Name
Title
Address

A pharmacoepidemiological study on the risk of tiag in
new users of low-dose aspirin (ASA) in The Health
Improvement Network (THIN), UK

(EPIdemiological Study on the Safety of AspirinTiHIN —
EPISAT)

V3

30 June 2015
18116

X PASS [ ] non PASS

Study not yet registered

Acetylsalicylic acid

Bayer Healthcare AG

Clinical Statistics
Akos Ferenc Pap
Statistician

Bayer Pharma AG, Muellerstr. 178, 13353 Berlin,@Gamy

The undersigned confirms that the study will bedcated in compliance with the protocol
and any applicable regulatory requirements.

Date, Signature:

EPISAT PASS 18116 10 August 2015 v5
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Reference Number: BPD-SOP-041
Supplement Version: 1

Bayer HealthCare

Signature Page -Regulatory strategist - Global Regulatory Affairs

Title

Protocol version identifier
Date of last version of protocol
IMPACT study number

Study type

EU PAS register number

Active substance (medicinal
product)

(if a device, please adapt
accordingly)

Marketing authorization holder(s)

Function
Name
Title
Address

A pharmacoepidemiological study on the risk of tiag in
new users of low-dose aspirin (ASA) in The Health
Improvement Network (THIN), UK

(EPIdemiological Study on the Safety of AspirinTiHIN —
EPISAT)

V3

30 June 2015
18116

X PASS [ ] non PASS

Study not yet registered

Acetylsalicylic acid

Bayer Healthcare AG

Global Regulatory Affairs

Artur Lutfullin

Global Regulatory Strategist

Bayer Pharma AG, Muellerstr. 178, 13353 Berlin,r@Gamy

The undersigned confirms that the study will bedcated in compliance with the protocol
and any applicable regulatory requirements.

Date, Signature:

EPISAT PASS 18116 10 August 2015 v5
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Reference Number: BPD-SOP-041
Supplement Version: 1

Bayer HealthCare

Signature Page —Clinical Development - Global Clinical Development

Title

Protocol version identifier
Date of last version of protocol
IMPACT study number

Study type

EU PAS register number

Active substance (medicinal
product)

(if a device, please adapt
accordingly)

Marketing authorization holder(s)

Function
Name
Title
Address

A pharmacoepidemiological study on the risk of tiag in
new users of low-dose aspirin (ASA) in The Health
Improvement Network (THIN), UK

(EPIdemiological Study on the Safety of AspirinTiHIN —
EPISAT)

V3

30 June 2015
18116

X PASS [ ] non PASS

Study not yet registered

Acetylsalicylic acid

Bayer Healthcare AG

Global Clinical Development
Ru Fong Cheng
Global Clinical Lead

Bayer HealthCare Pharmaceuticals Inc, 100 Bayete®ard,
P.O. Box 915 Whippany, NJ 07981-0915, USA

The undersigned confirms that the study will bedcatted in compliance with the protocol
and any applicable regulatory requirements.

Date, Signature:

EPISAT PASS 18116 10 August 2015 v5
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Reference Number: BPD-SOP-041
Supplement Version: 1

Bayer HealthCare

Signature Page -Qualified Person responsible for Pharmacovigilai@ePV)

- QPPV office

Title

Protocol version identifier
Date of last version of protocol
IMPACT study number

Study type

EU PAS register number

Active substance (medicinal
product)

(if a device, please adapt
accordingly)

Marketing authorization holder(s)

Function
Name
Title
Address

A pharmacoepidemiological study on the risk of iag in
new users of low-dose aspirin (ASA) in The Health
Improvement Network (THIN), UK

(EPIdemiological Study on the Safety of AspirinTiHIN —
EPISAT)

V3

30 June 2015
18116

X] PASS [ ] non PASS

Study not yet registered

Acetylsalicylic acid

Bayer Healthcare AG

QPPV office

Michael Kayser

Qualified Person responsible for Pharmacovigilgi@iePV)
Bayer Pharma AG, Muellerstr. 178, 13353 Berlin,@Gamy

The undersigned confirms that the study will bedoated in compliance with the protocol
and any applicable regulatory requirements.

Date, Signature:

EPISAT PASS 18116 10 August 2015 v5
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