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International Symposium on Globalization of Clinical Research and Trial
(http://cbi. umin. ne. jp/dces/isgert_e. pdf) -/
e

Date: Feb. 6, 2013

Venue: Lecture Hall 3F Bldg #1,

Faculty of Medicine, the University of Tokyo
Registration fees: Free (Reception ¥6000yen or $60)

Registration (No later than Jan. 31)

Send the following information to cbi-secretary@umin. ac. jp
Name, Organization, Telephone, Email address, Attending
Reception Yes/No

{Program>
9:30 Entrance open =
Hongo-sanchome Stn.
10:00-10:10(10min) Opening remarks e e
Mr. Masanobu Yamada (The Ministry of Health, Labor and Welfare in Japan) ®:OhedoLine

Prof. Ryozo Nagai (President of Jichi Medical University)

10:10-10:50 (40min) Keynote address: Step—up the knowledge of Biostatistics
Prof. Yasuo Ohashi, PhD (Dept. of Biostatistics, School of Public Health, University of Tokyo)

Main session: Lessons learned from US and Japan

10:50-11:50 (60min)
(1)Overview of trial experience & recent experience with ROCET AF Study
Dr. Manesh R. Patel, MD,FACC (Assistant Professor of Medicine, Duke University Medical Center)

11:50-13:30 (100min) Lunch
13:30-14:30 (60min)

(2) Overview of Registry Studies
Dr. Adrian F. Hernandez, MD, MHS (Associate Professor of Medicine, Duke University Medical Center)

14:30-15:30 (60min)
(3)Best practice for conducting and reporting clinical studies using large database
Dr. Soko Setoguchi, MD,MPH (Associate Professor of Medicine, Duke Clinical Research Institute)

15:30-16:00 (30min) Break
16:00-16:40 (40min)
(4)Strategy of Clinical Study — HOP, JAMP, SPREAD from JAPAN -

Prof. Kazuomi Kario, MD (Dept. of Internal Medicine, Jichi Medical University)

16:40-16:45 (5min) closing remarks
Dr. Daisuke Koide (Assistant Professor of Medicine, the University of Tokyo)

17:00-19:30 reception (Ito International Research Center, the Univ. of Tokyo)

Note: Simultaneous interpretation will be available. Please understand that this symposium will be recorded by a video camera and
used for e-learning. We make sure that the audience will not be recorded.
Sponsored by Grant projects of the ministry of Health, labor and welfare in Japan (leaders are Dr. Koide (Univ. of Tokyo) & Dr. Yamamoto

(National Cancer Research Center)). 77



# Research Grants:
Johnson and Johnson PRD
‘ ) NIH — PROMISE trial :
Manesh R. Patel, MD ) AHRQ —~ Comparative Effectiveness :
i : « "Advisory Board / Consultant: Ikaria, Cardiostem,
Bayer, Genzyme, theheart.org, DukeTV.org,
Ortho McNeil Jansen, Pleuristem
= Research Faculty at DCRI-

& Background DCRI — ARO and clinicél trials
# Review of ROCKET AF trial ‘

# Quiz Questions

arch Organization

i L D E tud
= The DCRI is the largest academic Veg’ Sku fy It i t
dlinical research organlzatlon uke faculty involvemen

(ARO) in the world " S i oo : 5 Dedicated project leader

= ‘A global coordmatmg center for Customized, cross-functional project team

multi-center clinical trials that * .~ ! = Combined operational and patient bedside experience
; integr ate.svthe. medlcgl'expen:se of ‘uww ' = Integrated perspectwes scientific; patlent care, .
Duke University Medical Center Sy ¢ ; " regulatory, market v

with the operational capabﬂmes ofa 7
fu||-servnce CRO g RN - : Global capabllmes

- Dot Cllekcad Resoprchy vt

u Duke Clinical Research Institute
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Site Management and
Monitoring

Founded in 1969 with the development of the Duke Scientific Leadership Safety Surveillance
Databank for Cardiovascular Diseases Project Leadership Site Contracts +

payments

Medical Writing
/Publication

>23 years of experience in coordinating multi-center trials in
over 20 therapeutic areas

>1100 staff and 120 clinical/statistical faculty

More than 700 clinical trials and outcomes research projects
completed in 64 countries enrolling over 1 million subjects

Biostatistics

Data Management and
Surveillance

u Clinical Events Review
Regulatory Services

Clinical Helpline
Outcomes Research

Biomarkers,
Genetics, eECG Core
Lab

More than 4,600 publications in peer-reviewed journals

Diibiem Clinked Rosersrchy insdtfuta

that provides a s
to reliably estimate the impact of an i
in a clinicall

GUSTO-I

GUSTO-IIA/IIB

GUSTO-HlI 15,060
ASSENT-II 17,043
HERO-2 17,073
PURSUIT 10,948
SYMPHONY 9,130
2nd SYMPHONY 6,677
PARAGON-B 5,225

All registration trials yellow
denotes EDC

REPLACE 2
SYNERGY
VALIANT
EARLY ACS

Do CHinkoad Rovoen O Inetituto Do (Yiniood Bosnosth NS0T

u Duke Clinical Research Institute
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’ . « Greenland-Auckland
. Canadian VIGOUR (V) * NHMRC-Sydney
Center-Edmonton s Flinders-Adelaide
. Montreal Heart = Singapore-SCRI
. McMaster- Canada = LCC- Brussels

Cleveland Clinic-C5 ‘ = George g]s'ﬁm/tle_d‘
= Henry Ford-Detroit Sydney/China/india

TIMI-Boston = Uppsala- Sweden

Thomas Jefferson-Philly = DTU-UK
= BCRI- Sao Paulo

ECLA- Argentina

v uTrials conducted in 64 countries ) s TANGO-Argentina
Sihalies Clfpiond Raseesrcly insdifusty

Have we enrolled the nght participants accordmg to

the protocol with adequate consent? The Large Pragmatic Trial or Mega-Trial definition
Did-participants receive the assigned treatment and ~ employed by the DCRI and other organizations is?
did they stay on the treatment? . 1 Trial with-over 500 patients
Was there complete ascertainment of primary and 2 Trial with over 500 patients on two continents
secondary efficacy data? -
3 Trial with over 5000 patients

~'Was there complete ascertainment of primary and )

secondary safety data? ; 4 Trial with over 5000 patients on two cont:nents

Were there any major GCP (elated ls_sues?

Site Level Quality Surveillance Reports

u The Large Pragmatic Trial or Mega-Trial definition o S
~ employed by the DCRI and other orgamzatlons is? s Enroliment/Data Status/Data Exceptions

' Trial with over 500 patlents o @ Patient demographlcs for the site vs. country/global
- trial

Trial with over 500 patients on two continents
Trial with over 5000 patients
Trial with over 5000 patients on two continents.

m Adherence to guideline based therapies
= Protocol compliance

Generally, by deﬁnition mega-trials include over 5000
patients that are geographlcally diverse (at least two
continents) * -

. Dl okt Bovoerch netus

u Duke Clinical Research Institute
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Hemorrhagic Risk

Guiding principles drive quality through all parts of
the model

Easily accessible reports allow rapid identification
of site/regional global issue

Integrated CEC workflow allows focused cleaning
and expedited review of suspected events

Aggressive management of cleaning delivers on
time data lock

Full service research organization integrated with

practicing clinicians

» Focused on lessons learned and design of more
efficient operations to support large programs

z,

Efficacy vs. Safety:
pment

)

Increase |
i

“First, do no harm.”
Warfarin

Hippocrates, ¢ 460-370 BC

i
|
| Decrease

Goal of Memj{ Rx |
olosi iy

0

= Consultation with Regulatory Operations and
Functional Groups on compliance issues

Auditing
SOP administration (Standard _perating
Frocedures)
2 Develop Training on “GXP” (Cood ___ iractices)
= Host and prepare for sponsor/FDA audits

= High degree of inter and intra-patient variability in
dose-response

Numerous interactions with fooed and concomitant drugs
Genetic polymorphisms
Comorbid conditions

Narrow therapeutic window (INR 2-3)
# Regular coagulation monitoring and dose adjustments required

& Increased risk of VKA-induced bleeding
Particularly in elderly patients

Fear of intracranial haemorrhage, the most
devastating bleeding event

Background

Rivaroxaban

» Direct, specific, competitive
factor Xa inhibitor

» Half-life 5-13 hours

» Clearance :
= 1/3 direct renal excretion
= 2/3 metabolism via CYP 450
enzymes
¥ Oral, once daily dosing
without need for coagulation
monitoring

¥ Studied in >25,000 patients
in post-op, DVT, PE and e ¥ e
ACS patients Fibrinogen —Y—— s Fibrin
Adapted from Weitz ef al, 2005; 20(

u Duke Clinical Research Institute



Study Design

Atrial Fibrillation

Rivaroxaban

Randomize =
Double Biind /
20 mg daily Double Dummy INR target - 2.5

15 mg for Cr CI 3049 mimin (0~ 14,000) - (2.0-3.0 inclusive) : ROCKET AF: Trial Operations & Metrics

Overview for ROCKET AF

* Enroliment of patients without prior Stroke, TIA of sysiemis embofism and only 2 faglors capped at 10%

___#” ROCKET Sites and Enroliment - Enroliment Timelines

» First Patient Randomized .18 December:2006
. : 001301 Dr Khaled Ziada .
1469 Sites with Drug o SR University of Kentucky Hospital, United States

> 1178 Sites Randomized _ ’ - v # Last Patient Randomized 17 Jung 2009

. 086001 Dr Xiao Wei Yan
# 17,232 Screened Peking Union Medical College Hospital, China
» 14,264 Randomized - ' '

= 45 Countries Enrolled

g , _Celebrating 14,000 Patients
e ROCKET Enrollment by Country 7 Randomized

u Duke Clinical Research Institute
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Top 15 Enrollers - Global
ROCKET AF Cumulative Enroliment i Sie e :
16,000 - e e - —

; ) ’ 2" Dimitar f ""Mi-Centrai Ciinical Hospital -
14,000 I B Ministry of Interior o
12,000 S R Pojand : " "N2OZ Praychodria Zdrowia

Germany . a ‘oebi Kardiolagische Praxis
10,000 N i T DR Romania . 2ons! !
063006 _ Elfred Batalla

8,000 — ) ) ‘ Russia 007040 Yoy Stwarts
6,000 -+ S— — e i 040023  Mariana Tudoran

4,000 - EE— - R Spain 034041 Miguel Pelayo
2,000 . Konst_ tin Ramshev

0

036007 “Andras Vertes " Fovarosi Onkormanyzat Szel
Istvan Korhaza

Bringing it Home Data Management Metrics

End of Trial Notification 28 May 2010 » How Big Is ROCKET AF??
- Last Patient Off Study Drug 22 July 2010 + 10,373 Serious Adverse Events
- Last Follow Up Visit Complete 7 September 2010 = 10,895 Clinical Events Triggered for Adjudication
» Last Casebook Frozen 7 October 2010 * 332,627 Concomitant Therapies

+ 478,001 Repeat Visit
» Database Lock 22 October 2010 U1 Tepeat VISTS
2,511,247 eCRF pages

« 27,252,226 Data Points

ROCKET AF locked OCT-2010

17,000 Patients, ~ 500,000 visits

= ~10,000 events reviewed by CEC
Last patient visit to data lock - 4 weeks
Data lock to unblinding - 2 weeks

m ASCEND HF locked Oct-2010

7,141 pts, 14,000 visits
~1500 events reviewed by CEC

Last patient visit to data lock and
unblinding- 3 weeks

Dsiwn Clinkod Bosoosch netitums

u Duke Clinical Research Institute
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Study Conduct

Rivaroxaban

[Randomized,n o3
Lost to Follow-up, n 18 :
Premature Discontinuation, n (%) 1693 (23.9%)
Withdrew Consent, n :
| Median (25", 75') Exposure (days) 589 (39 ,.8
,Medlan (25'h 75“‘) Foilow-up (days) ?06 (522 884

|
1
{
1
|
|
|
!

Baseline Demographics

Age (vyvears)(

Female (%)

Race (%)
White -~
Black
Asian

Region (%)
North America
Latin America
Asia-Pacific
Central Europe
Western Europe

Creatinine Clearance. (mlimin). (%
<30 -<50

50 ~'s80

>80

Vaiies are miadian {ary
Based on Intention-to-Treat Popu‘:mm

7
Time in Therapeutic Range (TTR)
INR Data

- -Warlarin
INR range Med:an (25'h 75"‘)
<15 . 27(00-90)
15t0<1.8 79035~ 140)

T>301032 40(19-6.
>32t05.0 79(33—-138)
10.0(0.0-035)

Based on Rosendaal methad with 2l INR valuesinciuded
Based on Satety Population ¥

Study Results

Baseline Demographics
: Rivaroxaban

CHADSQ Score (mean)
2 (%)

3 (%)

4.(%)

5 (%)

6 (%)
Prior VKA Use (%)
Congestive Heart Failure (%)
“Hypertension (%) .
Diabetes Mellitus (%)
Prior Stroke/TIA/Embolism (%).
Prior Myocardial Infarcti

Based on Intention-to-Treat Population

” Primary Efficacy Outcome
Stroke and non-CNS Embolism

Wédari:r_j-

HR (95% CI): 0:79.(0:66, 0.96)
" Pyvalue Nonflnferiori‘ty: <0.001.

Cumulative event rate (%)

No. at isk: Days frcm Randomization

Rivaroxaban 6958 - 6211 5786 - 5468 4406 < 3407 2472 - 1496 634”v
Warfarin 7004 . 6327 5911 5542 4461 3478 2530 1538 /655

Event ﬁalss are per 100 patient-years
Based on Protocol Compliant on Treatment Poputation, .-

u Duke Clinical Research Institute
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!Primary Efficacy Outcome
Stroke and non-CNS Embolism

‘Rivaroxaban' Wai
Event

, HR
Rale  Rale . (95%C)

0.79
~ (0.65,0.95)

on
Treatment
N= 14,143

T

N=14,171

05 1 2
Warfarin

1.70

0.88

212 - (0.741.09)

0.117

Rivaroxaban

P-value

better better

Event Rates are per 100 patient-years
Based on Safety on Treatment or Intention-to-Treat thru Site Nofification populations

Renal Insufficiency Patients

Efficacy endpoints on treatment

Clinical
endpoint
{% per year)

Rivaroxaban Warfarin e vCrCl 250 mi/min®
(N=7111) (N=7416) * CrCl 3049 ml/min*

HR (95% CI)
Rivaroxaban
vs warfarin

0.78 (0.63-0.98)
84 (0.57-1.23)

0.
PE + vascular 3 . 0.83 (0.70-0.98)
death y . 0.96 (0.73-1.27)
0.4
0.4

Primary efficacy
endpoint*

85 (0.73-0.99]

PE + MI, vascular [( )
85 (0.67-1.09)

death
Stroke

90 (0.69-1.16)
11(0.71-1.73)
62

(0.37-1.03)

Ischaemic

Haemorrhagic

68 (0.24-1.90)

0.
1
0.
056 (0.21-151)
0.
0,51,(0.05-5,67)

Undetermined

/Based on per-protocol population on treatmient
*Stroke and systemic embolism (PE)
*Rivaroxaban 20 mg od. *Rivaroxaban 15 mg od

P

{interaction)

0.76

0.38

0.98

P

Bleeding Outcomes

iMajor" e

>2 g/dL Hgb drop
Transfusion

Critical organ bleeding
Bleeding causing death

Intracranial Hemorrhage

Intraparenchymal
Intraventricular
Subdural

_ Subarachnoid

Rivaroxaban
Event Rate
or N (Rate)*

3.60
2.77
1.65
0.82
0.24

55 (0.49)
37.039)
2(0.02)
14(043)

4(004)

Event Rates are per 100 patient-years
Based on Safety on Treatment Population

Stroke or non-CNS embolism among

Warfari

‘lE{)én; Rate.
or ,N (Rate)-

T HR
(95% CI)
1.04 (0.80, 1.20)

1.22 (1.03, 1.44)
1.25 (1.01, 1.55)

. 0.69(0.53,0.91)

0.50 (0.31, 0.79)
0.67 (0.47, 0.94)
0.67 (0.44, 1.02)

0.53 (0.28, 1.00)

those with CrCl 30—49 mL/min

Rivaroxaban
) 15'mg

2.32

240

ce Rando

360

tion

1226 1103 1027

1261 1140 1052

Rivaroxaban vs Warfarin in the Elderly
Age Distribution at Entry

u Duke Clinical Research Institute
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value

0.576
0.019
0.044
0.007
0.003

0.019
0.060

0.051

Age 2 75 years

N=

,164 (43%)




Stroke or systemic
embolism, %

/'Stroke and Systemic Embolism " Relative Risks of Major Events
Intention-to-treat Analysis Rivaroxaban vs. Warfarin

Rivaroxaban Stroke + Embolism Major Bleeding Hemorrhagic
6. Bogs 275 (n=14,171) (n=14,236) Stroke (n=14,171)

E- o

A
~
w

Gl e B e

Age (years)
iv
o

0 05 10 15 20 0 05 10 15 20 0 05 10 15, 20.
Rivaroxaban Warfarln  Rivaroxaban Warfarin  Rivaroxaban Warfarin
better better better better batter better

Stroke or systemic
embolism, %
O - NWw Bt

180 360 540 720
Days following randomization i A .
HR: 0.95 (0.76-1.19) HR: 0.80 {0 60-1 02) A HR: 0.95 (0.76, 1.19) HR: 0.96 (0.78, 1.19).- “HR: 0.47 (0.25, 088)
rantion o EEY e ] HR: 0.80 (0.63,'1.02) HR: 1.11(0.92,1,34) . ' HR:0.70 (0.39,1.26)

Interaction p=0. R R P=0.3131 P=0.3357 “ P=0.3651 -

Days following randnmizatidn

Summary

- Effi icacy:

= Rivaroxaban was non-mfenor to warfarm for preventlon of :
stroke and non-CNS embolism.

¢ Rivaroxaban was superior to warfarin whlle panents were
taking study drug. :

= By intention-to-treat, rivaroxaban was nol mfenur to warfan
but did not achieve supenonty

How about the Discontinuation?

Safety

Similar rates of bleedmg and adverse events
=" Less ICH and fatal bleedlng with rivaroxaban.

Conclusion:

+'Rivaroxaban is a proven alternanve to warfar forr
_hxgh risk patients with AF. -

" ROCKET AF yd ) L
Relevant populations for effect after Results: Discontinuations
discontinuation/interruptions el

Patients who took at least 1
dose of study drug

Median treatment exposure
(days)

Temporary interruptions (%)

Early permanent
discontinuation (%)

Completion of the study (%)*

*Without an invastigétur suspected primary

u Duke Clinical Research Institute
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Stroke or non-CNS embolism

umulative proportnon of. subjects thh INR _2

after any interruption or discontinuation .

Clinical Implications

—dxscontmumg anﬁcoagulatlbn th
: embohsm is hrgh and similar wi

* “Rivaroxabal

u Dubea Cinical Researeh Institute
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féiiﬁzéa:—ciissz'{sy o

Which one af the foilowmg caused the unbalance in. = Which one of the followmg caused the unbalance in
clmlc:ai events after discontinuation I ROCKET AE? clinical events after discontinuation in ROCKET AE?2

ifferential treatment with unfractaonated hepann o - - Differential freatment with unfractionated hepann
2 Dxﬁerentaai follow up (d;fferent fol!ow u;; penods for - - Differential follow up (different follow up penods for
the v o groups) , - | the two groups) Lo
Transmon from blmded study dt‘ug 10 open lable : g Trzjsnsm@n from' b study drug fo z:spen label
tudy drug — where warfann was still used but . studydrig=—v farin.was still usedbut
| . | fivaroxaban was notpossible open label -

D:ﬁerentcal (uneven or unba!anced) capture of
- events inthetwo treatment arms

Transmon from b!mded study to open Iahel study with one:arm:
- changmg and the other study am staymg on same: drug :

Clinical Quiz {zg;" '

& The term' “double«dummy’ in tnals hke ROCKET AF -
refers 10 the following: :
" + The naadf ients to.take two Qzﬁesent xhe*:sapms :
o] need for patlents to take two d:ﬁerent therap;es - . {one active and one placebo) dueio sither :
e active and one placebo) due foeither. .~ differences in dosing schedule or in order manade .
. one therapy different ly than another (dose
: .:sd;,ssimerst

= fThe iype of bl mdmg that inctudes the CEC
3 The type of study where for a:short penod oftime
some patxents only get piacebn

 Double dummy refers to two. different
- therapies (two Bottles for each patient) -

phanced: Data Quahty via ﬁata Sur\redlancé by/providing:
to sites, CRAs, Study. Operatlons and C!mxca! Leadershrp
to'deliver 2 Quamy dataset ;

u Dubkee Cinical Research Institute
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Adrian F. Hernandez, MD, MHS
Associate Professor of Medicine
Duke University Medical Center

To lead and advance innovative health
services research that improves the quality,

value, and outcomes of patient-centered care.
Director of Outcomes Research
Duke Clinical Research Institute

What we do

» Drug and device safety

Concept
Evidence

"

Outcomes research

Quality improvement « Health economics

Outcomes ——

| Dl Clindcal Resenrch intitute
P Vo P £t i

Clinical
Registries

Measurement
+ Feedback

Decision Support
+ Ql Initiatives

Adapted from Califf RM, Peterson ED
et al. JACC 2002;40:1895-901

Health Services and Outcomes Research

Atrial ﬁl;
e

89

Implementation science

Comparative effectiveness
research

Medical decision making
Cluster randomized trials

Empirical bioethics

registry not address?

Health policy

Methods development
Patient-reported outcomes
Decision modeling

Pharmacoepidemiology

A. s a drug definitively better than standard of

care (efficacy)?

. Are we doing the right things? (evidence)
c. Are we doing the right things right?

(application)

.

Are our patients better off for it?




= Define epidemiology and temporal trends in
community-based practice
s Disease presentation
» Risk factors
Prognostication
Treatment and utilization patterns
Patient outcomes

”Degree to which health care services increase
the likelihood of desired health outcomes and
are cons:stent with current profess:onal
knowledge ”

Are we doing the right things? (evidence)
Are we doing the right things right? (application)
Are our patients better off for it? (outcomes)

) Dullon Clinknl Research kntitute

L ————

oW ":%m;';mve
Provider Led | ka@gs P4P

s Participation in provider-led quahty lmprovement @n
efforts can improve CV carel’ :
5 NRMI, CRUSADE ° el Ciidioen
AHA GWTG . Trials
ACC-NCDR - :

= Means to Achieve better care
= Motivated local champions
Timely, valued feedback

= - Simple tools ..
Standard orders, CPOE .
Pt-MD contract . 7. Performance
Chart documentation Indicators

& Collaborative Teams

" Guidelines

Measurement.

90

Composite Adherence Rates

2013/02/06

Disease Severity —.

Can aregistry improve qdality of care?

A. -Yes, data from a regiétry can be used to inform
healthcare providers on best care

8. No, registry data is limited to patient

information only

Feedback Dri

n Improvements in

Evidence Based Care Over Time

g.

]

# Acute % Discharge
Mehta RH, et al AHJ 2007

Rate of Excess Dosing

e NN
[T T N & )

Q4 2005.Q1 2006 Q2 2006

Alexander K, et.al AHA 2007



f uir
(n=9461)
Mean age = SD (yrs) 63 = 11
Female sex (%)

Variable

Prior Ml (%)

Prior CHF (%)

Prior PCI (%)
--Prior-CABG (%)

P Pais Clinicel Rasearch Inaituze
reen mempssm—— o

c
o
]
2
7]
<
1
=
Q
2]
(4
=

% Adherence

1990 1993

D

SYN
(n = 9975)

67 =11

(n=12,562)
63 + 12

NEJM 1898;339:436-43
NEJM 2001;345:494-502
JAMA 2004:292:45-54
CRUSADE 2006

65-75 yrs >75yrs

on-CABG : Overali

Yang X, etal 1 Am Cot Cardiol 20054614565

and Outcomes:

~— Medicai therapy

1996 1999 2002 2005

Peterson E et al, AHJ 2009

2013/02/06

in-hospital
mortality rate

TT49%

7-day mortality rate
1.9%

=

CRUSADE
(n = 180,842)

PRISM-PLUS! SYNERGY?
(n=1915) (n=9.975)

PURSUIT!
(n=9.461)

SUIT Trial Invesiigaors, N Engl J Med 1998
PLUS Study 5.
s

IAMA 2004
data through 673012006

=ly: Rapid diagnosis and treatment
with right drugs / procedures
e: at the right dose and / or done right
in all eligible pts

Patient centered: But considering the risks and
benefits and desires of the individual patient

Cost-effective: avoiding over-treatment

) Dube Chinleal Resewrch institute
P g tuiTibel Sl

> of EBM among US Hospitals
430:US hospitals

Acute

8% 8% .
* Lagging Centers %

7%

Aspin BetaBlockers Heparin  GP bl ASA  BBlocker  ACE" . - Stalin'  Clopidogre!

1P Dutod Clinical Ressarch stiteier Peterson JAMA 2006



2013/02/06

5.16 5,06 4.97 # Cardiologist - % Other MD

very 10% T in guidelines adherence —»
10% 4 in moriality (OR=0.90, 95% Ci: 0.84-0.97)

% In-Hosp Mortality
© A2 N W A ;N

B R S ST WSS SN S W— |

|

<=25% 25-50% 50 - 75% E _ i . - . .
Hospital Composite Quality Quartiles SA <24 BB<24 Clopid<24 GPlib-llla Cath<48

Adjusted ® Unadjusted
W Dok Choked Rasaerch I8 oy of al, JAMA 2006,295:1863-1912 1 Dwom Gkl Rasaaich

Roe MT et al Circulation 2007 :116:1153-1161

Heparn . GPZba ° Cah<dsirs WA Blck - Cefdogl S
% LowRisk & Moderale-Risk  HghRisk B LonRisk 3 Mogera ghRisk

P Duliz Uikl Resessch

Disparities in Care:
: : Impact of Insurance on Treatment
Sex and Racial Differences in the Use of i
Implantable Cardioverter-Defibrillators Among
Patients Hospitalized With Heart Failure

Adrian F. Hoxrmedez, XD, MHS Contert A ror 4Ty

Wk o

» Medicaid HMO/Private Adj. OR (95%Cl)*
o 7D e freink @ a : Aspirin 90 94 . 0.78 (0.68, 0.90)

Sous M. ATERh DTS Objective To esamirm sexcard racia dfirancesin the s of XD therapy . g

i el iveanc s e o] X b : Beta-Blocker 76 81 0.86(0.77, 0.95)-

Loy 1. Cartin, Fill Dasipr, Setting,
Forsaelh A. LaPecd, S0 i)

B W o WD Hean Eabire quubly-sryrsveemerk progrim Dabarss wens imatd betaosn araiey
(R T -y .- A el
it Usw of KD

I ur beer and e

Clopidogrel 39 49 0.89(0.82, 0,97)
Gpllb-lla - 36 49" ' 0.84(0.76, 0.94)

Benutte Jevengpatientisigble blCT berpy, 4919 5%

Only 35% of eligible HF patients receive an ICD.
OR for ICD (relative to White Males) * Comparison adjusted for gender, race, comorbidity, cardiac markers, insurance
Black Male: 0.73 status, hospital featu(es. and clusteringeffects

White Female: 0.62
Black Female: 0.54

1 vin JE Annals Int
Hemandez AF et al. JAMA 2007;298:1525-1532 1P Duloo Clinical Resserch bnatiute Calvin JE Annals Int Med 2006

92 4



2013/02/06

4%  64%

% Reaching Goal

.
o 2% n B

20% =21%
B

é% 5% 7%

DTB<=90min- - DTB<=90min- DTN <=30 min - All Q107 Q207 Q307 Q407 Q108 Q208 Q308 Q408
Non-Transfer In Transfer In ED Presentation = Transferred

ACTION Registry-GWTG DATA: January 1,2008 ~ December 31, 2009

DTB = 1 Door to Balloon for Primary PCI Non-transfer patients represent 67% of primary PCI population
DTN = Door to Needle for Lytics

K i Comparative Effectiveness Research
A regl'stry can be used for com.paratlvc‘e » Compare competing treatment options
effectiveness or safety evaluations of ‘real-

world’ treatments? .
Support Post market Safety evaluation:

A Yes
N 2 Off-label uses and outcomes
B. No Track late treatment outcomes (beyond trials)
& Drug-drug and drug-device interactions

'u-mummmm

Identifying
DES v

6 RCTs ACS' .
(n=31,402) . Clopidogrel Use and Long-term
| ( Clinical Outcomes After Drug-Eluting
NRMI NSTE M2 | ‘ Stent Implantation
(N=60,770) 5 P S P ——
Objective T

CRUSADE Overall . stz pat g
(n=56,087)3 = e Daslgn, Satting, and Pastants n chmtrystins sl cxsming comonine o3

CRUSADE NSTEMI |
(n=37,433)* ] e oo st w, o T2
rd e Randene MU haweop, &&mw«tmamwﬁ&mdmxwm'kdtm
T T ——— T T wr&dopd".reﬂ‘ W‘&MSWM <=1
d;l;xmw Desth, nonfatal MU and the componite of death or Ml
5 © Lamoet. 2000-355-168 Conclusions: The early discontinuation of clopidogrel in patients
1. Boersma et al. Lancet. :359:189. " ;. PR :
2. Potorson ot al. J Am Goll Cardiol. 2003:42:45. with DES was associated with increased risk for bad outcomes.
3. Hoekstra et al. Acad Emerg Med 2005;12:431-438
JAMA. 2007:297:159-168

93



