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Need for real world data in a life cycle of a drug?
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RWE a fully integrated part of drug development
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APOLLO: 5 individual studies in 4 countries
encompassing >150,000 patients

Countries N A
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A Demographics A Demographics AThree linked A Nationwide ASampIe of
and health and health datasets A Longitudinal data E:glct)rr:g;re
insurance Insurance A Longitudinal A S, : d
; claims laims Hospital discharge insurance data
Details clal data data linked to A Hospital
- . 1RE ospita
A Lml'(etd to death A Commercially A Primary and prescription discﬁarge data
registry insured secondary care register and death linked to death
A Age >65 years A 50i 64 years? An=7238! registry data registry
A n=53,909! An=13,4922 An=77,976' An=1764

1Rapsomaniki E, et al. ESC Late Breaking Registry abstract 2014: In
press; 2DeVore S, et al. ISPOR poster 2014;
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CV Death, Ml or stroke
within 365 days of index Ml

~1 in 5 patients will suffer a Ml, stroke or CV death
within the first year after a Ml
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Immediate post-MI survivors (n=97,254) <‘?

CV, cardiovascular; MIl, myocardial infarction.
Jernberg T. et al. Eur Heart J 2015: doi:10.1093/eurheartj/ehu505



CV Death, Ml or stroke
In the 1 year post-Ml event free population

~1 in 5 patients, event-free for 1 year post-Ml, will suffer a Ml,
stroke or CV death within 3 years
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20,0 A

Cumulative 3 year incidence of
CV death, Ml or stroke (%)

20,0

Of the 20% of patients who
experienced an event in the 3
year follow up , 40.8%
experienced an Ml, 18.6%
experienced stroke, and 40.6%
died due to cardiovascular
causes as their first event

The mean duration of follow-up
was 2.54 years and the
maximum follow-up was 5.5
years

0,0

1-year event-free Ml survivors (n=76,687)

CV, cardiovascular; Ml, myocardial infarction.
Jernberg, T et al. Eur Heart J 2015: doi:10.1093/eurheartj/ehu505



Kaplan-Meier estimated of the risk of the combined endpoint after 365 days
after the index myocardial infraction until end of study for stable post-
myocardial patients, stratified by age and high- vs. low-risk patients
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Burden of disease

High risk post-M |
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Mean healthcare costs (€)
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Table Il. Baseline characteristics

Baseline characteristic N=21,162
Age, y, median (IQR) 65 (59-71)
Female 24%
White 87%
Weight, kg, median (IGR) 81 (70-92)
BMI, median (IQR) 28 (25-31)
Region enrolled
Asia/Australia 11%
Europe/South Africa 59%
North America 18%
South America 12%
Qualifying Event and Cardiovascular History
Time from MI to rando (y), median (IQR) 1.7 (1,2)
Qualifying-NSTEMI 41%
Qualifying-STEMI 54%
Qualifying-Ml, type not specified 5%
History of PCl 83%
History of CABG 5%
History of PAD 5%
Qualifying risk factors
Age =65 years 55%
Diabetes mellitus requiring medication 28%
A second prior MI 17%
Multivessel CAD 59%
Chronic renal dysfunction* 6%

Data based on interim 5n1:|p5|'|1::d‘ taken Ju|'|,.r 2013 after cDmp|EﬁDn of enrollment but

during ongoing trial and data deuning_ Mot based on 100% dean data.
*Mon-end stage renal d}rsFundiDn with stable estmated creatinine dearance

<60 mL/min.

Bonaca MP el al. Heart J 2014, 167:437-444

Age, years

Mean (SD)

Median (range)

Gender, n (%)

Male

Female

Qualifing Event and Cardiovascular History
PCI, n (%)

CABG, n (%)

Peripheral arterial disease, n (%)
Qualifying risk factors

Age>65 years, n (%)

Diabetes mellitus, n (%)
Previous M, n (%)

Chronic renal dysfunction, n (%)

Stable post-MI
(n =76687)

715 (125)
72 (20-105)

18543 (63.3)
28 144 (36.7)

37497 (48.9)
5438 (7.1)
4885 (6.4)

53 686 (69.9)
17712 (3.)
6436 (8.4)
983 (1.3)

Jernberg,T. et al. Eur Heart J 2015: doi:10.1093/eurheartj/ehu505
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Myocardial Infarction Survivors with Diabetes Have a Substantially Increased Event Rate:
Impact of PEGASUS-TIMI 54 Trial Risk Factors in a Nationwide Real-life Setting in Sweden
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INTRODUCTION RESULTS » For each risk factor assessed, the event rate for the cumulative primary SUMMARY

= RS T L e A T S SR T T « Between July 1, 2006, and June 30, 2011, 108,315 patients wers admitted :'I"flgz'z::'l‘“fr :‘;;““d in patients with a specific risk factor versus those e e e e e e e e e e e
manifestation of coronary artery disease, the leading cause of death to hospital with a diagnasis of primary MI (Figure 1) (Figur period after the first 12 months after index M, particularly in those patients
worldwide.! — 97,254 (90%) survived the index MI and wre alive 1 week after — Also, in ;:jmlenhﬁw\lh a risk factor present, the event rate substantially with additional risk factors.®

) y increased over time.

* Whereas dual antiplatelet therapy (DAPT) with aspirin and a P2Y ;3 receptor discharge. o P G T, R, e i (e s
antagonist has been shown to reduce subsequent cardiovascular (CV) * Atotal of 46,061 patients survived for 12 months following the index MI and $F 497 — agecstyesn gE 489 — Wo dabetes patients were generally older than the population recruited for the
events in patients presenting with ACS,22 the optimal duration of therapy met the criteria for inclusion in the current analysis (Figure 1). gﬁ EL 3§ g o PEGASUS study,’ and our findings showed that age is an important risk
following myocardial infarction (MI) remains unclear. HE " i§= / Factor for recurrent CV events

o Few studies have reported CV outcomes in post-MI sur
the available data are mostly limited to 12 months and t
of patients from clinical trials 4°

» However, in a contemporary, nationwide, real-life cohor
that the risk of CV events remains high after the first 12
MI, particularly in those patients with additional risk fact

* The PEGASUS-TIMI 54 trial (NCT01225562) investigat
intensive (i.e. long-term treatment >12 months) DAPT ¢
CV events in high-risk, post-MI survivor patients.”

» Based on the patient characteristics of the population s/
PEGASUS-TIMI 54 trial, we assessed the influence of ¢
on the incidence of CV events in post-MI survivor patier

STUDY DESIGN

s This contemporary, nationwide, real-life cohort study (N
analyzed morbidity, mortality, and medication data from
Swedish national registries: The National Inpatient Reg
Prescribed Drug Register, and the Cause of Death Reg

We identified patients who were admitted to Swedish h
diagnasis of primary Ml between July 1, 2006, and Junc
were alive 1 week following discharge

Patients who survived for 12 months without experienci
stroke, who were aged 250 years, and who had at leas!
factor (aged 265 years, diabstes mellitus, =1 Ml priar to
diagnosis of chronic renal dysfunction) were eligible for
current analysis.

Patients who met any of the following criteria were exch
analysis: diagnosis of stroke, bleeding discrder, severe
or kidneys (requiring dialysis), chronic use of oral anficc
therapy/low-molecular-weight heparin during the 12 mo
index Ml or the 12 months prior to the stable post-MI pe
onward).

* Follow-up data were collected from the time of the inde:
December 31, 2012, or patient death

The primary end point of risk for non-fatal MI, non-fatal
was estimated for Day 366 through to study completion
by Kaplan-Meier analysis. The event rate analyses wen
steps for age and sex, and then for multiple risk factors
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mellitus and a history of more than one MI was associated with an

event rate in post-MI survivor patients.

Observed Age and sex adjusted’ Multiple adjusted? 35 event rates (31-45%) were highest in patients with chronic

ysfunction, this subgroup of patients represented only a small

0% [950/0 Cl] % [950/0 Cl] o5 {950/0 Cl) ion of the overall study population.

y, our findings indicate that elderly (265 years) post-MI survivor
Age }6 5 yea rs nd patients with diabetes mellitus and a history of more than one

wnefit from add and with p

No 10.0 (9.1-10.9) 10.5 (9.7-11.4) 8.7 (7.9-9.4)
Yes 23.8 (23.3-24.3) 23.6 (23.1-24.0) 23.7 (23.2-24.2)

D |abetes SVEESD PLoS Med 2006:3:e442.
No 21.2(20.7-217) 16.8 (16.4-17.3) 169 (164-174) Lo

_etal. N Engl J Med 2012:386:1404-13.

Yes 24.4 (23.5-25.2) 26.5 (25.6-27.3) 26.0 (25.1-26.9)  wsmmmzews

et al. Eur Heart J 2015; spub ahesd of prnt.
Lt al AmHeart J 2014116743744,

More than one prior Ml
No S = B 7B(173-183) e
Yes 25.0 (24.0-26.1) 254 (24.4-26 4) 249 (230058) et

Chronic renal disease :e:umm e e e

No 21.3 (20.9-21.8) 18.9 (18.5-19.4) 18.8 (18.3-19.2)
Yes 447 (41.5-47.7) 339 (31.5-36.1) 30.7 (28.5-32.8) e A Colleg ofCandicogs, Sk el Seantite Sexcion & Expo 2012

A USA, March 1-16, 2015

Cl, confidence interval

1Adjusted for age except for age subgroup analyses. Reported CV-related risk at the third year of follow-up for reference
patient characteristics: age 76 years old (median age of the study population) and gender-weighted relative to the proportion
of women.

2Adjusted for age (except for age subgroup analyses), sex, diabetes, more than one MI, and renal disease. Reported CV-
related risk at the third year of follow-up for reference patient characteristics: age 76 years old (median age of the study
population), other factors weighted relative to the proportion of women, diabetes, more than one prior MI, and chronic renal
disease.

Table 2. Observed event rate of the primary end point in stable post-MI patients with additional
CV-related risk factors.

Janzon M, et al. ACC abstract 2015: In press



Supportive data for long term use of dual
antiplatelet therapy in post myocardial infarction
patients

Clinical
paper/Abstracts:
ACardiovascular risk
in post myocardial
infarction patients;
nationwide real world
data demonstrate the
Importance of a long

term perspe

Health economic
paper:
ACardiovascular risk
in post myocardial
infarction patients;
nationwide real world
data demonstrate the
continued high long
term health care
costs for these
patientso

When RCT results
available:

Results into clinical
perspective
Selection of patient
groups
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Do we need more or other types of
documentation?

Study flow chart

Compulsory visits
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Visit occur depending on
assigned duration of treatment”

Visit 2 Visit 3
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3 months
+10 days

1 month
+10 days

n= 9000

n= 9000

Visit 47 | Visit 5! Visit 6 Follow-up
| ! EoT Visit® Visit”
} ____________ |
|
0 months 9 months 12 months EoT Visit
10 days =10 days +10 days + 1 month
_____________________________ > =10 days

AZD6140 90mg bd® + clopidogrel placebo od

Clopidogrel 75 mg od*+ AZD6140 placebo bd




ACS treatment in real life?
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