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Purpose

® Provide an overview of the pre-clinical and
clinical data that provide assurance based
on valid scientific evidence of the safety
and effectiveness of the Endeavor
Zotarolimus-Eluting Coronary Stent
System



Endeavor: Proposed Indications for Use

The Endeavor™ Zotarolimus-Eluting Coronary
Stent System is indicated for improving
coronary luminal diameter in patients with
ischemic heart disease due to de novo lesions
of length £ 27 mm in native coronary arteries
with reference vessel diameters of 2 2.5mm to
< 3.5mm.



Stent Size Matrix

Stent Length (mm)

Diameter
30
v | N/A v v INA|l vV | vV | V

Consistent dose of 10pg/mm stent length across sizes



Endeavor Program Overview

Premarket Safety and Efficacy Package 17g - 2yr 3yr A4yr

ENDEAVOR | Single Arm First-in-Man (n=100) 4yr

ENDEAVOR I 1:1 RCT vs. BMS (E=598,D=599) PK (n=106) 3yr

ENDEAVOR |l CA | Continued Access Single Arm (n=296) 2yr

ENDEAVOR Il 3:1 RCT vs. Cypher® (E=323,C=113) 2yr

ENDEAVOR |V 1:1 RCT vs.Taxus® (E=773,T=775) 9mo

ENDEAVOR PK | Pharmacokinetic Study (n=43) 9mo

ENDEAVOR Japan| single Arm (n=99) 9mo
______________ Ongoing

PROTECT 1:1 RCT vs. Cypher (E=4400,C=4400)

E-FIVE Open Label Single Arm (n=8000)
______________ Proposed

US Post Approval | Open Label Single Arm Study Comparing to Pre-Market Data




Endeavor Clinical Program Summary

® Substantial Density of Safety and Efficacy Data

7 Clinical Trials: 3 Randomized, 4 Single Arm

— 2232 Endeavor patients enrolled

— 1287 Endeavor patients with 2 or more years of follow-up
— 675 Endeavor patients with 3 years of follow-up

— 3980 Endeavor patient-years of follow-up

@ Clinical and angiographic superiority to BMS
— Treatment effect sustained through 3year follow-up

® Clinical non-inferiority to an approved DES

® Consistent clinical and angiographic outcomes
— Across different geographies and studies

® No observed safety signals before or after 1 year
— Low rates of ST, death, cardiac death, and Ml



Endeavor: Product Description



Endeavor DES System

Driver Cobalt Alloy Stent Stent Delivery System
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Endeavor DES System

Driver Cobalt Alloy Stent Stent Delivery System




Endeavor Stent and Delivery System

® Driver (3.0mm and 3.5mm) and Micro-Driver (2.5mm) stent
systems (P030009)

— Driver platform, approved October 1, 2003
— Micro-Driver platform, approved April 21, 2006

® Rapid Exchange (RX), Over-The-Wire (OTW), and Multi
Exchange Il (MX?) Delivery Systems

® Product matrix corresponds to the proposed indications:

— 2 2.5mm to £ 3.5mm vessel diameter
= 2.5-3.5 mm stent diameters

— < 27 mm lesion length
= 8-30 mm stent lengths
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Endeavor Stent Platform

Cobalt

aoy  — Cobalt alloy

. — Thin struts — 0.0036”
e — Otrength & visibility

2002

= Edgeless design — Flexible and low profile
— Modular structure balloon
— 1 mm elements — Pillows securement
— Flexibility — Minimal balloon overhang
. Scaffo'ding — Nominal 9 atm
— RBP 16 atm

— Conformability =



Endeavor DES System

Driver Cobalt Alloy Stent Stent Delivery System
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PC Technology

Endeavor DES System




PC Technology ™

® Phosphoryicholine (PC) Polymer

— Broad history of use in medical devices
Including coronary stents

= BiodivYsio AS PC Coated Stent (PO00011,
approved September 29, 2000)

= >150,000 stent implants world wide at the time
of Endeavor development

® Blended composite polymer primarily

comprised of hydrophilic monomers _eﬁﬁ
® PC mimics the chemical structure of ' \8_1::0
phospholipid headgroups 0(

Hydrophilic PC
Headgroup
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PC Technology

90% of phospholipids in the outer
membrane of a red blood cell
contain the Phosphorylcholine
(PC) headgroup

PC!' mimics the chemical
structure of the

phospholipid headgroup Inner membrane
The Phosphoryilcholine
(PC) Headgroup

"Hayward JA & Chapman D; Biomaterials 5, 135, 1984. 17



PhosphoCoat™ — Thrombo-Resistant

@ Non-thrombogenic
(hemocompatible)

— Non-inflammatory

— Hydrophilic:
Inhibits monocyte
adhesion

@ PC coated stents
showed less platelet
adhesion compared to
uncoated stents in a
baboon-shunt flow
model*

Platelets Adhered x 10°

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1

J# Uncoated stent

PC-coated stent

T

1.0 1.5
Time Point (Hours)

*Lewis AL, Coll Surf B; Biointerfaces, 2000, 18, 261



Endeavor DES System

Driver Cobalt Alloy Stent Stent Delivery System
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Endeavor DES System

Drug: Zotarolimus




Zotarolimus: Structure and Properties

Sirolimus

Hydroxyl
Group

Zotarolimus

Tetrazole
Ring

Sirolimus Zotarolimus
Lipophilicity logD 3.6 logD >4.5
Potency IC;, 0.4nM IC,, 0.3nM
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Polymer and Drug Matrix

Drug Layer
90% Zotarolimus (10pg/mm)
10% PC (= 2-4um thick)

PC Basecoat
(= 1um thick)

PC Overspray
(= 0.1 pm thick)

lllustrative
Not to Scale

Blood

3.0 mm Stents
500x magnification

Endeavor Cypher Taxus
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Porcine Drug Elution Kinetics and PK

Drug Elution by Recovered Drug from Stent

¢ Zotarolimus is
hydrophobic and rapidly
elutes from the
hydrophilic PC polymer
matrix within 14 days

% Drug Eluted

10 15
Time {(Days)

® Zotarolimus is highly
lipophilic enabling rapid
arterial tissue loading
and drug retention
which is sustained for
~28 days
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Drug Substance and Pre-clinical
Characterization

LeRoy LeNarz, MD

Chief Medical Officer
Global VP, Medical Affairs
Medtronic Vascular

24



Zotarolimus Development

® Full standard drug characterization

® Combination product with joint review by

CDRH and CDER

— ICH guidelines and FDA guidance
observed

— Includes relevant pharmacology, ADME,
toxicology, and other studies needed to
characterize zotarolimus as a new chemical

entity
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Demonstrated Drug Safety
@ Standard safety pharmacology studies

Examples:

— No respiratory toxicity in standard rat model at 50
ng/ml

— Non-antigenic in guinea pigs: did not induce systemic
anaphylactic or passive cutaneous anaphylactic
reactions

— No skin sensitization by lymph node assay

— No effect on platelet aggregation at 200 ng/ml or 50x
highest anticipated C_ ., for 48 mm stent length

max
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Demonstrated Cardiovascular Safety

@ Comprehensive cardiovascular evaluation

— hERG: no reduction in vitro current at highest
achievable concentration (181ng/ml)

— No significant prolongation in action potential duration
In vitro canine cardiac Purkinje fibers

— Both conscious and anesthetized dog (up to
232ng/ml) models, lack of effect on heart rate, Blood
Pressure, Systemic Vascular Resistance, Pulmonary
Vascular Resistance, and QTc

— No significant hemodynamic findings in conscious
primates with exposure up to 1357 ng/ml

27



ADME Studies

® Standard Absorption, Distribution, Metabolism and
Excretion (ADME) Testing

® High protein binding in all species, 99%
® Distributed on RBC and plasma at 20:1 ratio

® Radiolabel studies define feces as predominant path
of excretion and little renal clearance (less than 6%)

® Metabolism mainly via CYP 3A4 pathways
— Non inhibitor at relevant concentrations

— Minimal amplification by ketoconazole interaction
studies in dog and man (less than 2x)
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Toxicology Studies

® Genotoxicology studies negative
® Reproductive toxicity characterized

® Single and repeat dose 28 day studies in rat
and monkey provide safety margin for
anticipated use

® 90 day repeat dose studies in monkey define
chronic safety

29



Endeavor: Human PK

Overview of Pharmacokinetics

30



Zotarolimus Pharmacokinetics

® Phase-1 Single Dose I.V. Study (n=60)
— Drug concentrations in blood were demonstrated to be
linear and dose proportional across the dose range from
100-900 micrograms

® Phase-1 Multi Dose I.V. Study (n=72)
— Administered intravenously for 14 consecutive days in
repeat doses of 200, 400 and 800 g

— Linear/dose proportional confirmed with steady state
reached at day 10

— No treatment emergent adverse effect

® No deaths, SAEs reported in either Phase | PK study
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Pharmacokinetics
Comparison of Zotarolimus Pharmacokinetics

between Endeavor US PK Study and Endeavor Il
(PK subset)

PK P

F@ameters
Uit

~
<
=

Cmax (Ng/mL)

I max (M)

r\U JQ 24
(nge/mic)

The pharmacokinetics of zotarolimus from US PK study
are consistent to those observed from the Endeavor Il PK

subset 32



Zotarolimus Exposure

® Clinical studies establish wide safety margins of
exposure for use based on 48 mm stent (ENDEAVOR US

PK Study)

cum. A J y EXposUre marain
C.x | Cum. AUC Mt J

Dosage ,
JE - ) : |
uglkg) | (19/m!) | (ngehr/mi) | Dosage | €,y | AUC

EXxtrapolated Clinical . . NA NA NA

90-d Vionkey Cumuiative
10 fg/kg/a (aanly IV

HUman Single Doese: 1V
J00HIg

HUumanivititipleriDese: V-
500 g/d
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Endeavor Biocompatibility

Summary of Key Pre-Clinical Findings:
— Histopathology
— Inflammation

— Endothelialization (coverage and function)
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Histopathology of Artery

® No indication of thrombosis or necrosis at 7 to 180 days
in porcine studies involving 127 animals*

DEVE]

Driver control

Endeavor

*CVPath, Dr Renu Virmani
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Inflammation

® Endeavor demonstrates consistently low inflammation
based on a 0-3 scoring system

® A Score of 1 implies lack of organized inflammation

3 or fewer struts with 10 or fewer inflammatory
cells surrounding the struts

3 to 6 struts with 10 or fewer inflammatory cells
surrounding the struts

Greater than 6 but less than 50% of the struts with
10 or fewer inflammatory cells surrounding the
struts

Greater than 10 inflammatory cells surrounding
50% or more struts
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Biocompatibility (Inflammation
Scores)

Porcine inflammation scores show mild response at all
chronic time points up to 180 days with single and overlapped
10ug/mm stents™.

Inflammation Scores’
7 to 180 days

Inflammation Scores'
7 to 180 days

3 Driver
H Endeavor

g =
O b
o (77}
|

S 5
® ®
£ £
E £
Ll T
[T —
i= k=

Days

| Bare stent controls matct ntest groups

*P=0.05 compared to the re re controls

*CVPath, Dr Renu Virmani



Biocompatibility (Inflammation
Scores)

Porcine inflammation scores show mild response to a 3X
overdose (30pg/mm) and 6X overdose (overlapping 30ug/mm)
at all chronic time points up to 180 days with single and
overlapped stents.

Inflammation Scores’
28 to 130 days

3 Driver OL
B Endeayor 34 0

Inflammation Scores!
28 to 180 days

3 Driver
I Endeavor 34
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mpared to the rezpective controls
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Endothelial Coverage

Porcine histology and SEM show rapid endothelial
replacement with both single and overlapping (OL) stents®.

Percent Endothelialization’ Percent
7 to 180 days Endothelialization'
7 to 180 days

I Endeavor [ | En.deavor OL
—1Driver —Driver OL

-
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(3,

N
(3, ]
% Endothelialization
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©
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T
£ 50
[e)
T
[=
w
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7 28 90 180
7 28 90 180 Days

Days FS102  FS99 FS100 FS101  Study Number
FS102  FS99 FS100 FS101  Study Number

o

" Bare stent controls matched with test groups
1 .
Bare stent controls matched w ith test groups *P<0.05 compared to the respective controls

Single Stents Overlapping (OL) Stents

*CVPath, Dr Renu Virmani
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Endothelial Coverage (Overdose)

Porcine histology and SEM show rapid endothelial replacement with
Endeavor 3X overdose (30ug/mm) and 6X overdose (overlapping
30pg/mm) using both single and overlapped (OL) stents.
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Endothelialization’
28 to 180 days
Il Endeavor 3X

1 Driver

28 90 180
Days

FS102 FS99 FS100 FS101 Study Number

" Bare stent controls matched w ith test groups

2 Not Done
*P<0.05 compared to the respective controls

Single Stents

% Endothelialization

Percent

Endothelialization'
28 to 180 days
I Endeavor 3X OL

— Driver OL

28 90 180
Days

FS102 FS99 FS100 FS101 Study Number

" Bare stent controls matched w ith test groups

2 Not Done
*P<0.05 compared to the respective controls

Overlapped (OL) Stents
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Preserved Endothelial Function
In Vivo Assessment of Endothelial Function In
Porcine Models: eNOS Staining

Immunohistochemistry Staining for Presence of eNOS

Driver Endeavor

/
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Preserved Endothelial Function
In Vivo Assessment of Endothelial Function In
Porcine Models: Active Vasoreactivity

Distal Vessel Vasoreactivity Following Acetylcholine (Ach) Challenge
Driver Endeavor

mim mim
I-I T I-I

Baseline Ach (10-5M) Baseline Ach (10-M)

15
Baseline Ach (10-5M) Baseline Ach (10-°M)



Pre-clinical Summary

Extensive pre-clinical evaluation at 10
ug/mm and overdose drug levels has
demonstrated:

— No medial necrosis or aneurysms

— Low levels of drug/polymer induced
inflammation

— Rapid, complete and functional
endothelialization
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Endeavor Clinical Drug Safety

Overview from Randomized Trials

44



Endeavor Drug Safety by Body

System

7(1.2%)

4(0.7%)

2(0.6%)

0(0.0%)

2(0.3%)

1(0.1%)

5(0.8%) 7(1.2%) 1(0.3%) 0(0.0%) 3(0.4%) 3(0.4%)
10(1.7%) | 16(2.7%) 8(2.5%) 76.2%) | 17(2.2%) | 15(1.9%)
70(11.7%) | 74(12.4%) | 43(13.3%) | 18(15.9%) | 48(6.2%) | 59(7.6%)

No significant body system treatment emergent events




Pre-clinical / Clinical Conclusions

® Porcine studies demonstrated
— Drug/polymer coating is safe with respect
to biocompatability
— Normal endothelial coverage and function

® Zotarolimus demonstrated
— Favorable safety margins
— No anticipated drug-drug interaction
— No treatment emergent events as a
combination product
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Endeavor
Clinical Trial Program

Martin B. Leon, MD

Disclosures:

® Member of Medtronic’s Coronary
Advisory Board

® Principal Investigator of ENDEAVOR I
and ENDEAVOR IV
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DES Use Considerations
Areas for improvement

Attribute Basrtee'r\‘"testal Gg,‘,‘;,f:{;f,n
DES
Safety b ++
Efficacy ++ bt
Deliverability e oot ++

Preserve efficacy advantage of DES,
while improving safety and deliverability
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Early DES Assumptions (2002-06)

® Efficacy measures

— Angiographic late loss (LL) and binary restenosis
were robust surrogates for target lesion
revascularization (TLR)

® Safety considerations

— Safety (e.g. stent thrombosis) could be determined
in the first year after DES implantation

@ Clinical trial design

— Blinded superiority RCTs in low-medium
complexity patients vs. BMS were sufficient to
demonstrate DES safety and efficacy

49



11 RCTs with Cypher, Taxus, Endeavor, and BMS
(5381 pts)

Surrogate Angiographic Endpoints for Clinical Outcomes

LL vs. TLR - A monotonic but
curvilinear relationship

1.0 All patients - _

0.9 - —— RVD < 2.5mm 0.1 All patients
€ 98] — RVD=25-3.0mm . —— RVD < 2.5mm
- —— RVD 2 3.0mm o, 081 — RVD=25-3.0mm
<07+ . S o07{ — RVD23.0mm
3 0.6 5 0.6
S 2 0.5 -

"E; 4.9 S 0.4
Ne)
g 03 S 03
E 0.2 0.2 -
0.1 .
0.0 — = —

- T T T T 1 0.0 .
0.5 0.0 »—" 10 1.5 2.0 1.0

-0.5 0.0 0 (0] 1.5
In-stent Late Loss

. . 2.0 2.5 3.0
In-stent Late Loss

N 256 273 447 570 581 586 498 413 434 331 486 440

Pocock S. et al., JACC, in press =



9 Prospective, Double-Blind, Randomized Trials
Freedom From (Protocol) Stent Thrombosis (4yr FU)

RAVEL, SIRIUS, E-SIRIUS, and C-SIRIUS TAXUS I, IL, IV, V, VI
(n=1,748) (n=3,506)
2.0 - 2.0 -
% 1.5 - Sirolimus stent (1.2%) S 15 Paclitaxel stent (1.3%)
£ —
o ) |'
-CE: 1.0 - .8 1.0 P=0.30
J P=0.20 £ '
< o
= — £
’ ;
0.0 - T T T U 0.0 1 T T T 1
0 1 2 3 4 0 1 ) 3 4
No. at Risk Years since Procedure o Years since Procedure
Bare- | 870 852 833 806 742
Sroimasen &8 e ;e s e pAUERGC U JE e oS
After 1 year After 1 year
5vs. 0, P=0.025 9 vs. 2, P=0.028

Stone G. et al., NEJM 2007; 356: 998-1008



Consensus Observations on DES Safety from
the Dec. 2006 FDA Panel

Approved DES...

@ Very late stent thrombosis occurs after 1 year
(0.2-0.6% per year) and may represent a constant

hazard
® Little is known about DES safety for “off label”

use indications, but preliminary data suggest a

higher frequency of very late stent thrombosis vs.

“on label” use
® Dual anti-platelet therapy should be extended in

some DES patients, but duration of therapy,
associated risks, and impact on very late stent
thrombosis is controversial
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Current DES Insights

® Efficacy measures

— The relationship between LL and TLR is non-linear
and moderate LL may still result in low TLR

— Angiographic follow up has a profound impact on TLR
® Safety considerations

— DES safety evaluations can no longer be confined to 1
year, as very late stent thrombosis is increased
compared with BMS

@ Clinical trial design

— Larger non-inferiority RCTs vs. approved DES and
even larger “real world” studies (both with longer
follow-up) are now required to discern clinical safety
and efficacy
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Endeavor Program Overview

Premarket Safety and Efficacy Package 17g - 2yr 3yr A4yr

ENDEAVOR | Registry First-in-Man (n=100) 4yr

ENDEAVOR I 1:1 RCT vs. BMS (E=598,D=599) PK (n=106) 3yr

ENDEAVOR Il CA | Continued Access Registry (n=296) 2yr

ENDEAVOR Il 3:1 RCT vs. Cypher® (E=323,C=113) 2yr

ENDEAVOR |V 1:1 RCT vs.Taxus® (E=773,T=775) 9mo

ENDEAVOR PK | Pharmacokinetic Study (n=43) 9mo

ENDEAVOR Japan| Registry (n=99) 9mo
______________ Ongong

PROTECT 1:1 RCT vs. Cypher (E=4400,C=4400)

E-FIVE Open Label Single Arm (n=8000)
______________ Proposed

US Post Approval | Open Label Single Arm Study Comparing to Pre-Market Data
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Endeavor Studies Summary

oSubmitted to FDA Panel:

— 3 Randomized Trials (3,181 pts)
1,694 Endeavor pts

— 4 Registries (538 pts)
538 Endeavor pts

— Patient years of follow-up
Overall - 6,492
Endeavor - 3,980
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Endeavor Clinical Program
Goals

@ Demonstrate superior reduction in restenosis
compared with a BMS (both angiographic and clinical
endpoints)

® Demonstrate a “BMS-like” early and late safety profile
(death, MI, and stent thrombosis)

@ Demonstrate comparable (non-inferior) outcomes vs.
approved DES

@ Show consistency of angiographic and clinical
outcomes across all RCTs
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Endeavor Randomized Trials

® Randomized Trials (total n=3181 pts)

Duration of
Study (n=) Design Control Arm Primary EP F/U
Ell 1:1 double blind Driver & Micro 9 month TVF 3 years
(n=1197) superiority, pK Driver BMS
Elll 3:1 single blind Cypher DES 8 month In- 2 years
(n=436) non-inferiority segment LL
EIV 1:1 single blind Taxus DES 9 month TVF 9 months

(n=1548) non-inferiority
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Endeavor Clinical Program

Consistent data analysis and endpoint
definitions (all RCTs)

® QCA Core Lab
— Brigham and Women'’s Hospital, Boston, MA, USA
— Jeffrey J. Popma, MD

@ [VUS Core Lab
— Cardiovascular Core Analysis Lab
— Stanford Interventional Cardiology, CA, USA
— Peter Fitzgerald, MD

® ECG Core Lab
— Harvard Clinical Research Institute, Boston, MA, USA
— Peter Zimetbaum, MD

@ Data Coordinating Center
— Harvard Clinical Research Institute, Boston, MA, USA
— Laura Mauri, MD

@ Clinical Events Committee/DSMB
— Harvard Clinical Research Institute, Boston, MA, USA
— Donald Cutlip, MD
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Endeavor Clinical Program

Key Baseline Variables across RCTs

Diabetics - %

Unstable Angina - %

RVD - mm

Lesion length - mm

B2/C lesions - %

Angiographic F/U - % (eligible)
% (total)
n

Ell
n=598

18.2

33.2

2.73

14.04

78.4

88.6
44 1
264

Elil

n=323

29.7

51.1

2.75

14.96

67.2

85.8
85.8
277

EIV

n=773

31.2

51.6

2.73

13.41

69.6

87.8
18.6
144
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Endeavor Stent Platform

cobat 3 Cobalt alloy

“* 5 Thin struts — 0.0036”

@ > strength & visibility

Oriver » Edgeless design (deliverable)
» Flexible, low profile

» Good scaffolding

Ell Elll EIV

Endeavor
Device 98.8 98.8 97.3
Success (%)
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ENDEAVOR II
Double Blind RCT vs Driver

Pl. Jean Fajadet, Richard Kuntz and Willlam Wijns

Single De Novo Native Coronary Artery Lesions
Reference Vessel Diameter: 2.25 mm-3.5 mm
Lesion Length: 14-27 mm
Pre-dilatation required

\ 4

Endeavor Stent 1= 1,7220(S)i{oeastlents Driver Stent
Active Arm ] e Control Arm
n=600 Europe, Asia Pacific, Israel, n=600
New Zealand and Australia
Clinical/MACE I I I

Angiography/IVUS [
Angio = first 600 pts (50%)
IVUS = first 300 pts (25%)

Primary Endpoint: TVF at 9 months
Secondary Endopoints: MACE at 30 days and 9 months, ABR at 8 months

Drug Therapy: ASA and Clopidogrel/Ticlid >3 months
Zotarolimus Dose: 10 ug per mm stent length

61



ENDEAVOR II
Patient Flowchart

Patients Enrolled
N =1197

Endeavor

n = 598

Angio F/U (8 mo)
264/298
88.6%

Clinical F/U

(9mo) (12mo) (24 mo) (36 mo)
592/598 590/598 587/598 577/598
99.0%  98.7%  98.2% . 96.5%

Randomized

l

Clinical F/U

9 mo) (12 mo) (24 mo) (36 mo)
591/5991 589/599)  586/599 " 519/599

JGLT 00 OGS0 78560 9610
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ENDEAVOR I
Baseline Characteristics

Endeavor Driver

n=598  n=599 = value
Males (%) 77.2 75.3 NS
Diabetics (%) 18.2 22.2 NS
Unstable Angina (%) 33.2 33.3 NS
RVD (mm) 2.73 2.76 NS
Lesion length (mm) 14.04 14.38 NS

B2/C lesions (%) 78.4 79.1 NS



ENDEAVOR I

Clinical Events at 30 days

Death (all) - % (#)
Cardiac

MI (all) - % (#)
Q Wave

Non Q wave

Death (cardiac) + Ml (all) -
Stent Thrombosis (all) - % (#)

TLR - % (#)

TVR (non-TL) - % (#)
TVR - % (#)

MACE - % (#)

TVF - % (#)

Endeavor
n=596

0.2 (1)
0.2 (1)
2.7 (16)
0.3 (2)
2.3 (14)
2.7 (16)
0.5 (3)
0.8 (5)
0.3 (2)
1.2 (7)
2.9 (17)

3.2 (19)

Driver
n=594

0
0
3.5 (21)
0.8 (5)
2.7 (16)
3.5 (21)
1.2 (7)
1.2 (7)
0
1.2 (7)
3.7 (22)

3.7 (22)

Differaric

[95% C J
0.2%[-0.2%,0.5%]
0.2%[-0.2%,0.5%]
-0.9%][-2.8%;,1.1%]
-0.55[-1.4%,0.4%]
-0.3%][-2.1%,1.4%]
-0.9%][-2.8%;,1.1%]
0.7%[-1.7%,0.4%]

=0.3%][=1.5%0,0.8%]

0.9 U/uf—'UJ'J 70,0 Q)U/UJ
=0. UU/UEJJ .2%0,1.2 U/UJ
=0. 9U/u£J24 9%,1.2 U/UJ

=0.5%]=2.6%0,1.6%]
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ENDEAVOR I
Primary Endpoint Result at 9 months

Target Vessel Failure

— P <0.001 _I

48% reduction 15.1%

7.9%

Endeavor Driver
(n=47/592) (n=89/591)
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ENDEAVOR I
Efficacy at 9 months

Target Vessel Revascularization

- 55% reduction -

12.5%

5.6%

Endeavor Driver
(n=33/592) (n=74/591)
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ENDEAVOR I
Efficacy at 9 months

Target Lesion Revascularization

- 61% reduction -

11.8%

4.6%

Endeavor Driver
(n=27/592) (n=70/591)
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ENDEAVOR II
Clinical Events to 9 months

Endeavor Driver Differeric
n=592 n=591 [95% C| J
Death (all) - % (#) 1.2 (7) 0.5 (3) 0. 7%0]-0.4%,1.7%]
Cardiac 0.8 (5) 0.5 (3) 0.3%]-0.6%,1.3%]
MI (all) - % (#) 2.7 (16) 3.9 (23) -1..2%0]-3.2%0,0.80]
Q Wave 0.3 (2) 0.8 (5) -0.5%0]-1.450,0.4%0]
Non Q wave 2.4 (14) 3.0 (18) -0.7%]-2.5%,1.2%0]
Death (cardiac) + Ml (all) - % (#) 3.4 (20) 4.4 (26) -1..0%0[-3.2%0,1.2%0]
Stent Thrombosis (all) - % (#) 0.5 (3) 1.2 (7) -0.7%0]-1.7%0,0:4%0]
0-30 days 0.5 (3) 1.2 (7) =0.7%0]-1.7%0,0.4%0]
31-270days 0 0
TLR - % (#) 4.6 (27) 11.8 (70) =1.3%0]=10.4%,-4.2%]
TVR (non-TL) - % (#) 1.5(9) 2.2 (13) -0.7%0]-2.2%0,0:9%0]
TVR - % (#) 5.6 (33) 12.5 (74) -6:9%0[-10.2%0,-3.7%0]
MACE - % (#) 7.3 (43) 14.4 (85) 7.1%[-10.6%,-3.6%]

TVF - % (#) 7.9 (47) 15.1 (89) 7.1%[-10.7%,-3.5%]



ENDEAVOR II
Clinical Events to 9 months

Endeavor Driver Differerce
n=592 n=591 [95% CI]

Death (all) - % (#) 1.2 (7) 0.5 (3) 0.7%][-0.4%,1.7%]
Cardiac 0.8 (5) 0.5 (3) 0.3%[-0.6%,1.3%]
MI (all) - % (#) 2.7 (16) 3.9 (23) =1.2%0[=3.2%,0.8%]
Q Wave 0.3 (2) 0.8 (5) =0.5%[-1.4%,0.4%]
Non Q wave 2.4 (14) 3.0 (18) =0.7%0]=2.5%0,1.2%0]
Death (cardiac) + Ml (all) - % (#) 3.4 (20) 4.4 (26) =1.0%]=3.2%0,1.2%]
Stent Thrombosis (all) - % (#) 0.5 (3) 1.2 (7) =0.7%0]=11.7%0,0.450]
0-30 days 0.5 (3) 1.2 (7) -0.7%[-1.7%,0.4%]
31-270days 0 0 -
TLR - % (#) 4.6 (27) 11.8 (70) =1.3%0[=10.4%,-4.2%]
TVR (non-TL) - % (#) 1.5 (9) 2.2 (13) =0.7%[-2.2%,0.9%]
TVR - % (#) 5.6 (33) 12.5 (74) -6.9%[=10.2%,-3.7%]
MACE - % (#) 7.3 (43) 14.4 (85) =7.1%[=10.6%0,-3.6%]

TVF - % (#) 7.9 (47) 15.1 (89) =7-14%6[=110570,-5.570]



ENDEAVOR II
Angiographic and IVUS Results to 8 months

Endeavor Driver Difference
n = 264 n = 265 [95% Cl|

RVD - mm 2.75 2.78 -0.03[-0.11,0.05]
In-stent

DS - % 27.9 42.2 -14.33 [-17.68,-10.97]

LL - mm 0.62 1.03 -0.41 [-0.50,-0.32]

ABR - % 9.5 33.2 -23.7% [-30.4%,-17.1%]
In-segment

DS - % 32.7 44.3

LL - mm 0.36 0.72

ABR - % 13.3 34.7
IVUS
Neointimal Volume - mm? (n) 30.15 (90) 53.51 (81) -23.36 [-32.91,-13.81]
Vol Obstruction - % (n) 17.34 (90) 29.55 (81) -12.22 [-16.51,-7.92]

Late Incomplete Apposition

- % (#/n) 0 (0/114) 0 (0/104) -




ENDEAVOR I

Angiographic and IVUS Results to 8 months

RVD - mm
In-stent

DS - %

LL - mm

ABR - %
In-segment

DS - %

LL - mm

ABR - %
IVUS
Neointimal Volume - mm? (n)
Vol Obstruction - % (n)

Late Incomplete Apposition
- % (#/n)

Endeavor
n =264

2.75

27.9
0.62
9.5

32.7
0.36
13.3

30.15 (90)
17.34 (90)

0 (0/114)

Driver
n =265

2.78

42.2
1.03
33.2

44.3
0.72
34.7

53.51 (81)
29.55 (81)

0 (0/104)

-14.33 [-17.68,-10.97]
-0.41 [-0.50,-0.32]
23.7% [-30.4%,-117.1%]




ENDEAVOR I
Angiographic Outcomes at 8 Months

In-Segment
Angiographic Binary Restenosis

—62% reduction—l

34.7%

13.3%

Endeavor Driver
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ENDEAVOR II
Clinical Events to 36 months

Death (all) - % (#)
Cardiac
MI (all) - % (#)
Q Wave
Non Q wave
Death (cardiac) + Ml (all) - % (#)
Stent Thrombosis (all) - % (#)
0-30 days
31-1080 days
TLR - % (#)
TVR (non-TL) - % (#)
TVR - % (#)
MACE - % (#)
TVF - % (#)

Endeavor
n=577

3.3 (19)
1.6 (9)
3.3 (19)
0.3 (2)
2.9 (17)
4.5 (26)
0.5 (3)
R
0
7.3 (42)
2.9 (17)
9.5 (55)
12.0 (69)
12.8 (74)

Driver
n=579

4.5 (26)
2.4 (14)
4.3 (25)

1.0 (6)
3.3 (19)
6.7 (39)

1.2 (7)

1.2 (7)

0
14.7 (85)
4.8 (28)

17.6 (102)

20.7 (120)

21.4 (124)

Differeric
[95%) CJJ

_.’JJZU/JFJJ) fJ/J, - U/L)J
10.9%[-2.5%,0.8%]
-1.0%[-3.2%,1.2%]
_.UJ_/U/QI—"JJF)U/UJUJ?J)U/UJ
-0. ’JJ/JF 2.3%0,1. U/‘JJ
2. 2 U/g_[J—'_!u SJU/UJ 0.4 U/‘JJ
—-UJ_/U/UI—"JJBU/UJUJ—"U/UJ
0.7 U/ULJJ 7L 9/u., UJ—'JJU/UJ

-_/J_’JaU/g[—-'J 1. 99/9,434 Q)U/UJ
.9%[-4.1%,0.3%]

-8.1 U/J[J’J 2, 99/9,4—';[42 U/JJ

{o) BU/UI-"J 3. JU/U,A—’JIJJSU/UJ

=8.670[=12.970,-4.550]
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ENDEAVOR II
Clinical Events to 36 months

Death (all) - % (#)
Cardiac
MI (all) - % (#)
Q Wave
Non Q wave
Death (cardiac) + Ml (all) - % (#)
Stent Thrombosis (all) - % (#)
0-30 days
31-1080 days
TLR - % (#)
TVR (non-TL) - % (#)
TVR - % (#)
MACE - % (#)
TVF - % (#)

Endeavor
n=577

3.3 (19)
1.6 (9)
3.3 (19)
0.3 (2)
2.9 (17)
4.5 (26)
0.5 (3)
R
0
7.3 (42)
2.9 (17)
9.5 (55)
12.0 (69)
12.8 (74)

Driver
n=579

4.5 (26)
2.4 (14)
4.3 (25)

1.0 (6)
3.3 (19)
6.7 (39)

1.2 (7)

1.2 (7)

0
14.7%(85)
4.8 (28)
17.6 (102)
20.7 (120)
21.4 (124)

Differeric
[95%) CJJ

_.’JJZU/JFJJ) fJ/J, - U/L)J
10.9%[-2.5%,0.8%]
-1.0%[-3.2%,1.2%]
_.UJ_/U/UI—"JJF)U/UJUJ?J)U/UJ
-0. ’JJ/JF 2.3%0,1. U/‘JJ
2. 2 U/g[#—ﬂ'u SJU/UJ 0.4 U/‘JJ
—-UJ_/U/UI—"JJBU/UJUJ—"U/UJ
0.7 U/ULJJ 7L 9/9., UJ—'JJU/UJ

-_/J_’Jau/gf—-'J 1. 99/9,434 Q)U/UJ
.9%[-4.1%,0.3%]

-8.1 U/J[;J Z. U%,A—'LZ U/UJ

=8.6%0[~15:0%0,-4.570]

=8.670]=12.970,-4.550]
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ENDEAVOR I
TVF Free Survival to 1080 days

—— Driver —— ENDEAVOR
100%
1 Endeavor Driver P (log rank)
TVF-free 87.4% 78.9% <0.001

90% -

m L]
= \~| . ‘I—-——
£ ~)
(@] I|""'h._.__
£ 80% - ""-~|-} |_
E B e e e =
(@]
©
()]
o
LL
70% 1 1 1 1 1 1 1 1 1 1 1 1
0 90 180 270 360 450 540 630 720 810 900 990 1080

Time after Initial Procedure (days)

Error bars represent +1.5SE estimated by Peto formula
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ENDEAVOR I
TVR Free Survival to 1080 days

Driver
Endeavor Driver

Endeavor
P (log rank)

100%
TVR free 90.6%  82.6%
14
95% -
>
s e
2 90% - LI
=
(@)
T 85% - T
o
™ J_ l
80% -
70% 1 1 1 1 1 1 1 1 1 1

0 90 180 270 360 450 540 630 720 810 900 990 1080

Time after Initial Procedure (days)

Error bars represent +1.5SE estimated by Peto formula
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ENDEAVOR I
TLR Free Survival to 1080 days

Driver —— ENDEAVOR
Endeavor Driver P (log rank)
100% TLR-free 92.8 85.4 <0.001
E I I
. I
s B e

90% - \+
14 R Sy i |_ |
S L I D I R bl DL T T T PR S SE—
- ;
£
9
“=  80% -
£
o
o
)
2
L

70% 1 1 1 1 1 1 1 1 1 1 1 1

180 270 360 450 540 630 720 810 900 990 1080
Time after Initial Procedure (days)

0 90

Error bars represent +1.5SE estimated by Peto formula
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ENDEAVOR I
Cardiac Death/MI Free Survival to 1080 days

ENDEAVOR
Endeavor Driver P (log rank)

100%
l _ CDeath/Ml-free 95.6% 93.4% 0.098

—— Driver

=

£

m -

o T

o 95 — 1 T 1 T
(&) o B Ny

g I [ T
S 90% - [ |
£

2

E 85% -

()

©

Q

:“j 80%=| ] ] ] ] ] ] ] ] ] ] ] i

0 90 180 270 360 450 540 630 720 810 900 990 1080
Time after Initial Procedure (days)

Error bars represent +1.5SE estimated by Peto formula 78



ENDEAVOR I

Stent Thrombosis (Protocol) Free Survival
to 1080 days

Driver Endeavor

Endeavor Driver P (log rank)
ST (protocol) free 99.5% 98.8% 0.205

1°°%EIZZZIZIZIZI.IZEEIE%

.l L L 1 I I I I I I 1 1

Freedom from Stent
Thrombosis (Protocol)

90% 1 1 1 1 1 1 1 1 1 1 1 1
0 90 180 270 360 450 540 630 720 810 900 990 1080

Time after Initial Procedure (days)

Error bars represent +1.5SE estimated by Peto formula



ENDEAVOR II
Summary

Compared with the bare metal Driver stent,
the Endeavor DES demonstrated...

@ A similar safety profile (death, Ml, and stent
thrombosis) through 3 years of follow up

® Improved angiographic results at 8 months follow
up (late loss and binary restenosis)

® Superior TVF rate (by 48%), due largely to a
diminished TVR requirement (by 55%), which
persisted through 3 years follow up
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ENDEAVOR Il
3:1 RCT vs Cypher

Pl: Martin B. Leon and David Kandzari

l

Single De Novo Native Coronary Lesion
Vessel Diameter: 2.5-3.5 mm
Lesion Length: 14-27 mm
Pre-dilatation required

Endeavor Stent
n =327

Clinical/MACE

Angio/lVUS

N = 436 patients
30 sites
United States

Clinical
Endpoints

QCA (all)
IVUS (all)

\ 4

Control Cypher Stent
n =109

Primary Endpoint: In-segment late lumen loss by QCA at 8 months
Secondary Endpoints: TLR, TVR, TVF at 9 months and ABR at 8 months
Drug Therapy: ASA and Clopidogrel/Ticlid >3 months
Zotarolimus Dose: 10 ug per mm stent length
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ENDEAVOR i

Patient Flowchart

Patients Enrolled

N =436
Endeavor Randomized
n =323 31

Angio F/U (8'mo)
2771323
85.8%

Clinical F/U

(9 mo) (12 mo) (24
321/323 320/323 313
99.4% 99.1% 96

Angio) /U (8imp)
IATHHS

e)r) 9))
502 70

Clinical E/U
mo) : ' HZAN0)
eee 3RS A2/
.9% g U A 099 10 .
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ENDEAVOR III

Baseline Characteristics

Endeavor Cypher

n=323 n=113 Pvalue
Male (%) 65.3 81.4 0.001
Diabetics (%) 29.7 28.3 NS
Unstable Angina (%) 51.1 55.7 NS
RVD (mm) 2.75 2.79 NS
Lesion length (mm) 14.98 14.95 NS

B2/C lesions (%) 67.2 56.6 NS



ENDEAVOR Il

Clinical Events at 30 days

Death (all) - % (#)

Cardiac
MI (all) - % (#)

Q Wave

Non Q wave
Death (cardiac) + Ml (all) - % (#)
Stent Thrombosis (all) - % (#)
TLR - % (#)

TVR (non-TL) - % (#)

TVR - % (#)
MACE - % (#)
TVF - % (#)

Endeavor
n=323

0
0

0.6 (2)

0.6 (2)

0.6 (2)

0.6 (2)
0.6 (2)

-2.970[-6:4%,0.6%0]
JZJQU/UI—'SJ—A 70,0 FJU/UJ
JZJSJU/UE—'SJ—’JJU/U, 0. @U/UJ

1

-0.9%[-2.6%,0.8%]

-0.9%[-2.6%,0.8%]
42;9‘%)[-‘5;—" 70,0 @U/UJ

=3 'J'U/uf;/_/ 70,0.1 U/UJ
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ENDEAVOR I
Primary Endpoint Result at 8 months

In-segment Late Loss

P for Non-Inferiority 0.791

0.36£0.46mm

0.1320.33mm

Endeavor Cypher
(n=277) (n=94)
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ENDEAVOR lli
Angiographic and IVUS Results at 8 Months

QCA
In-stent

DS - %

LL - mm

ABR - %
In-segment

DS - %

LL - mm

ABR - %
IVUS
Neointimal Volume -mm?3 (n)
Vol Obstruction - % (n)

Late Incomplete Apposition
- % (#/n)

Endeavor
n =277

249
0.62
9.7

30.4
0.36
12.3

24.09 (209)
15.9 (187)

0.5 (1/189)

Cypher
n=94

11.0
0.15
2.1

AR
0.13
4.3

3.74 (67)
2.7 (61)

5.9 (4/68)

Difference
[95% Cl]

0.24,[0.13,0.34]

5.0% £2J—’| 70,13. FJU/JJ

-5.4% [=11.0%5,0.3%]
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ENDEAVOR lli
Angiographic and IVUS Results at 8 Months

QCA
In-stent

DS - %

LL - mm

ABR - %
In-segment

DS - %

LL - mm

ABR - %
IVUS
Neointimal Volume -mm?3 (n)
Vol Obstruction - % (n)

Late Incomplete Apposition
- % (#/n)

Endeavor
n =277

249
0.62
9.7

30.4
0.36
12.3

24.09 (209)
15.9 (187)

0.5 (1/189)

Cypher
n=94

11.0
(1
2.1

AR
0.13
4.3

3.74 (67)
2.7 (61)

5.9 (4/68)

Difference

[95Y

o Cl]

).24 [0:1 Q,)Ju—d
5.0 £2J1|U/u,’J3459/uJ

-5.4% [-11

.0%,0.3%]
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ENDEAVOR Il
Clinical Events to 24 months

Endeavor Cypher Differenc
n=313 n=112 [95% CJJ
Death (all) - % (#) 1.6 (5) 4.5 (5) =2.9%0[=6.9%,1..2%]

Cardiac 0 0.9 (1) =0.9%]=2.6%0,0.8%]
MI (all) - % (#) 0.6 (2) 3.6 (4) -2.9%[-6.5%,0.6]

Q Wave 0 0 -

Non Q wave 0.6 (2) 3.6 (4) -2.9%]-6.5%0,0.6%0]
Death (cardiac) + Mi (all) - % (#) 0.6 (2) 3.6 (4) -2.9%]-6.5%0,0.6%0]
Stent Thrombosis (all) - % (#) 0 0 ==

0-30 days 0 0

31-720 days 0 0 -
TLR - % (#) 7.0 (22) 4.5 (5) 2.6%]-2.2%0,1.3%]
TVR (non-TL) - % (#) 8.3 (26) 6.3 (7) 2.1%]=3.4%,1.5%]
TVR - % (#) 13.7 (43) 9.8 (11) 3.9%[-2.8%0,10.6%0]
MACE - % (#) 9.3 (29) 11.6 (13) =2.3%0[=9.1%,4.4%]
TVF - % (#) 14.4 (45) 13.4 (15) 1.0%][-6.4%,8.4%]
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ENDEAVOR III
TVF Event Free Survival to 720 days

Endeavor Cypher P (log rank)

100% -I_'_I_"‘\“_H_ TVF-free 85.8% 86.7% 0.87
Endeavor Cypher
L
£ 90% -
£ L '
g L
£
o
D
e 80% 1 1 1 1 1 1 1 1 1
- 0 90 180 270 360 450 540 630 720

Time after Initial Procedure (days)

Error bars represent +1.5SE estimated by Peto formula 89



ENDEAVOR I
Summary

Compared with the Cypher DES,
the Endeavor DES demonstrated...

® Higher angiographic late loss at 8 months follow
up

® Reduced peri-procedural non-Q Mls, and low
rates of death, Q-MI, and stent thrombosis
through 2 years of follow up

® Similar TVF through 2 years of follow up
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ENDEAVOR IV

1:1 RCT vs Taxus

Pl: Martin B. Leon

Single De Novo Native Coronary Lesion
Vessel Diameter: 2.5-3.5 mm
Lesion Length: <27 mm
Pre-dilatation required

Endeavor Stent
n=774

Clinical/MACE I I
Angio/lVUS

1:1 randomization
N = 1,548 patients

80 sites n=774
us
1 1 1 1
ZIMO2y TS IS T
1
QCA & IVUS
Subset

(328 total=21.2%)

Taxus Stent

Primary Endpoint: TVF at 9 months

Secondary Endpoints: In-segment % DS at 8 months; TLR and TVR at 9 months
Drug Therapy: ASA and Clopidogrel/Ticlid >6 months
Zotarolimus Dose: 10 ug per mm stent length
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ENDEAVOR IV
Patient Flowchart

Patients Enrolled
N = 1548

Endeavor .

Angio F/U

(8 mo)
144/164
88%

Clinical'F/U

(9 mo)
740/773
96%

ClinicallE/U

ONNO)
VSIS,
99570




ENDEAVOR IV

Baseline Characteristics

Male (%)

Diabetics (%)

Unstable Angina (%)

RVD (mm)

Lesion length (mm)

B2/C lesions (%)

Endeavor
n=773

66.9

31.2

51.6

2.73

13.41

69.6

Taxus
n=775

68.5

30.5

49.9

2.70

13.80

70.9

P value

NS

NS

NS

NS

NS

NS
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ENDEAVOR IV
Clinical Events at 30 days

Endeavor Taxus J]ferHrJ ;e
n=770 n=771 5% Cl|

Death (all) - % (#) 0.3(2) 0 0.3%][=0.1%,0.6%]

Cardiac 0.1 (1) 0 0.1%][-0.1%,0-4%]
MI (all) - % (#) 0.8 (6) 2.3 (18) -1.6%[-2.8%,-0.3%]

Q Wave 0.3(2) 0.1 (1) 0.1%[-0.3%,0.6%]

Non Q wave 0.5 (4) 2.2 (17) -1.7%][-2.8%;,-0.5%]
Death (cardiac) + Ml (all) - % (#) 0.9 (7) 2.3 (18) -1.4%][-2.7%,-0.2%]
Stent Thrombosis (all) - % (#) 0.4 (3) 0.1 (1) 0.3%][-0.2%,0-8%]
TLR - % (#) 0.4 (3) 0.8 (6) -0.4%[-1.1%,0.4%]
TVR (non-TL) - % (#) 0 0.3 (2) -0.3%[-0.6%,0.1%]
TVR - % (#) 0.4 (3) 0.9 (7) -0.5%(-1.3%,0.3%]
MACE - % (#) 1.2 (9) 3.0 (23) -1.8%[-3.2%,-0.4%]
TVF - % (#) 1.0 (8) 3.0 (23) -1.9%]-3.3%,-0.5%]




ENDEAVOR IV
Clinical Events at 30 days

Endeavor Taxus J]ferHrJ ;e
n=770 n=771 5% Cl|

Death (all) - % (#) 0.3(2) 0 0.3%][=0.1%,0.6%]

Cardiac 0.1 (1) 0 0.1%][-0.1%,0-4%]
MI (all) - % (#) 0.8 (6) 2.3 (18) -1.6%[-2.8%,-0.3%]

Q Wave 0.3(2) 0.1 (1) 0.1%[-0.3%,0.6%]

Non Q wave 0.5 (4) 2.2 (17) -1.7%[-2.8%;,-0.5%]
Death (cardiac) + Ml (all) - % (#) 0.9 (7) 2.3 (18) -1.4%][-2.7%,-0.2%]
Stent Thrombosis (all) - % (#) 0.4 (3) 0.1 (1) 0.3%][-0.2%,0-8%]
TLR - % (#) 0.4 (3) 0.8 (6) -0.4%[-1.1%,0.4%]
TVR (non-TL) - % (#) 0 0.3 (2) -0.3%[-0.6%,0.1%]
TVR - % (#) 0.4 (3) 0.9 (7) -0.5%(-1.3%,0.3%]
MACE - % (#) 1.2 (9) 3.0 (23) -1.8%][-3.2%,-0.4%)]
TVF - % (#) 1.0 (8) 3.0 (23) -1.9%][-3:35%,-0.5%]




ENDEAVOR IV
Peri-procedural Mils (CKMB rises)

CKMB Rises (XULN)

™ Endeavor

-
12 Taxus

8/17 (47%) of Taxus non-Q Mls
with CKMB rises >10X ULN

-
(=]

oo

Number patients

2
- = I
, N N O N

>5X<8X >8X<10X >10X
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ENDEAVOR IV

