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EES or BMS: Patient Level Meta-Analysis
(5 RCTs and 4,896 Patients)

Cardiac Death

Myocardial Infarction

Definite ST

E 0.05
- e BMS == Co-Cr EES
© 0.04
i
E P=0.01
E 0.03
=
o
0.02
0.01({-"
0
0 200 400
No of events/total
Trial Co-CrEES BMS  Hazard ratio
(95% CI)
BASKET PROVE 12/774 21/765 —r—r
EXAMINATION 28/751 28/747 —
PRODIGY 14/501 31/502 <——=——
XIMA 13/399 19/401 —5——
SPIRIT| 0/27  0/29 :
Total e
0.250.5 1 2
Co-Cr BMS
EES better
better

600 800

Days

Hazard ratio
(95% CI)

0.56 (0.28 to 1.14)
0.99 (0.59 to 1.68)
0.45 (0.24 to 0.84)
0.69 (0.34 to 1.40)
Excluded
0.67 (0.49 t0 0.91)

0.06

0.05

Cumulative hazard

Trial

BASKET PROVE
EXAMINATION
PRODIGY
SPIRIT|

KIMA

Total

= BMS = =Co-Cr EES

200

Hazard ratio
(95% ClI)

400

600

800
Days

Hazard ratio
(95% Cl)

0.67 (0.33 10 1.35)
0.83 (0.36t0 1.91)
0.78 (0.53t0 1.13)

0512

Co-Cr EES
better

0.48 (0.27 to 0.86)
0.71(0.55t0 0.92)

BMS
better

T 0.015
N — BMS == Co-Cr EES
s 0.012
2
5 P=0.006
2 0.009
=
()
0,006 L
- - -" r
0.003(~"
'
% 200 400
Trial Hazard ratio
(95% CI)
BASKET PROVE =~ ————sr—t—
EXAMINATION —
PRODIGY —t
XIMA :
SPIRIT :
Total P
051 2
Co-Cr EES BMS
better better

600 800

Days

Hazard ratio
(95% CI)

0.33 (0.07 to 1.61)

0.37 (0.14 to 0.95)

0.39 (0.12to 1.25)

2.02 (0.18t022.31)
Excluded

0.42 (0.22t0 0.78)

BMJ 2014,6:96427



DP-DES and BP-BES: Network Meta-Analysis
(60 RCTs and 63,242 Patients)

Myocardial Infarction
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Stent Thrombosis: Network Meta-Analysis
(49 RCTs and 50,844 Patients)

(A) 1-year definite thrombosis
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Xience Demonstrated A Consistent Trend
of Low ST Rates in Complex Patients
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1:JACC Cardiovasc Interv 2017(PRISON 1V); 2:TCT 2016(TUXEDO); 3:JACC 2014(XIMA);
4: NEJM 2016(EXCEL); 5: Am Heart J 205(TWENTE); 6: ESC 2015(EXAMINATION)



DES Consists of 3 Components

A metallic platform, a polymer, and a drug, all influencing acute
and long-term results both in safety and efficacy

Fluoropolymer
Durability, flexibility,

and elasticity for stent

coating use

Biocompatible for
cardiovascular
implants#:>:6

o Attracts albumin to

surface for

thromboresistance®

Minimal
inflammation*

Fast and functional
eondothelialization5'9'

MULTI-LINK
Stent Design

Flexible for
conformability, less
injury?!

Low metal-to-artery

ratio reduces injury,
inflammation?”

Thin, well-apposed
struts for rapid re-
endothelialization,
healing; and reduced
thrombogenicity23:4

Zﬁf Everolimus

Elution rate matched
to restenosis
cascadell

Low drug dose!t.12

Broad therapeutic

range!!

On Abbott File



Fluoropolymer Attracts Albumin, Limits
Platelet Adhesion, Speeds Endothelization

WITHOUT FLUOROPOLYMER WITH FLUOROPOLYMER

Platelets recruit and activate leukocytes (including neutrophils Fewer activated platelets on the fluorinated surface
and macrophages), leading to an inflammatory response.’ leads to a low inflammatory response.??
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The animations are artists’ illustrations of blood and tissue compatibility concepts derived from the long-known benefits of fluorinated surfaces for cardiovascular implants.

1. Zarbock, A, et al, Platelet-neutrophii-interactions: Linking hemostasis and inflammation, Blood Reviews (2007) 21, 99-111. 2. Ao. P.Y,, et al. Development of intima Hyperplasia in Six Different Vascular Prostheses. Eur J Vasc Endovasc Surg 20,
241-249 (2000). 3. Paton et al.; US Patent 5,356,668.

Blood Reviews 2007;21:99-111; JACC Cardiovasc Interv 2015;8:1248-1260



Fluoropolymer Has Least
Thrombus in Porcine Model

BIOMATRIX FLEX SYNERGY ORSIRO NOBORI XIENCE

Representative confocal photomicrographs showing least thrombus area
on DP-EES (GREEN = Platelets) vs. BP-DESs in porcine model

JACC Cardiovasc Interv 2015;8:1248-1260



Fluoropolymer Has Lowest
Inflammation During Healing in Porcine Model

BIOMATRIX
FLEX

Representative scanning electron micrographs of stents evaluated in ex vivo porcine shunt model*

XIENCE Alpine Synergy

XIENCE demonstrates significantly lower
macrophage adherence versus Synergy

Images from rabbit iliac arteries. Red = RAM11 = macrophages

JACC 2015



Fast, Functional Healing Allows Xience to
Demonstrate Safety with Its DAPT Data

Post-hoc pooled analysis from the Everolimus stent family trials
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*Including patients with no DAPT Interruption except possibly after Stent Thrombosis through 365 days. DAPT was considered to be interrupted if
aspirin or a thienopyridine was not taken for at least 24 hours during the 2-year follow-up period for any reason. *Permanent DAPT discontinuation
was considered if DAPT was never resumed after discontinuation or never resumed before a ST event (if a ST occurred after DAPT
discontinuation). Patients who experience early discontinuation of antiplatelet therapy should be monitored carefully for cardiac events. At the
discretion of the treating physician, the antiplatelet therapy should be restarted as soon as possible per patient needs. Ultimately the DAPT regimen
is up to the discretion of the treating physician. This is a post-hoc, pooled analysis.

Circ Cardiovasc Interv 2015



Stent Design

Peak-to-Valley Offset Peak-to-Peak || Offset/Peak-to-Reak: [ Peak-to-Peak:

NOBORI

XIENCE's 3-flexible, non-linear link and peak-to-valley (in phase) design
provides flexibility and scaffolding, minimizes unsupported surface area,
prevents longitudinal stent deformation, and ensures even drug distribution

Data on file at Abbot



Xience Demonstrates
Excellent Longitudinal Strength

Xience’s Peak-to-Valley 3-link design has greater longitudinal strength than

Peak-to-Peak 2-link designs, without sacrificing deliverability or SB access
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RCT with New Generation DES
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New Generation DP vs. BP DES
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BIOFLOW V 2-Year Results

(DP EES [Xience®] vs. BP SES[Orsiro®])

Patients With Coronary Artery Disease That Qualify For Percutaneous Coronary Intervention With Stenting
(N = 1334 Randomized)

Stent model Bioresorable Polymer Sirolimus-Eluting Stents (BP SES) (M = 884) Durable Polymer Everolimus-Eluting Stents (DP EES) (N = 450)

Stent material*s L-605 Cobalt-Chromium L-605 Cobalt-Chromium
Antiproliferative Sirolimus (1.4 pg/mm?), >80% eluted in first Everolimus (100 pgfcm?), 100% drug release
drugl 90 days within 4 months
14 _ p= 0.046 p= 0.01

126 1328

- 0.015
2] "

o8
BT

2-Year Clinical Outcomes (%)

p=0.,045

Target Cardiac  Target Vessel Ischemia-drive Major Target Definite Late/
Lesion Death Related- Target Lesion Adverse Vessel Very Late 5t
Failure Myocardial Revascularization Cardiac Failure

Infarction Events

EBPSES mDPEES

J Am Coll Cardiol 2018 [Epub ahead of print]



BIOSCIENCE 5-Year Outcomes
(DP EES [Xience®] vs. BP SES[Orsiro®])
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BP SES 1063 980 918 969 835 799 1063 975 902 848 800 757
Lancet 2018;392:737-746



DP EES vs. BP SES

® BIOFLOW V!
(higher TLF with Xience than Orsiro at 2 year FU)

® BIOSCIENCE?
(Similar TLF with Xience and Orsiro at 5 year FU)

® CENTURY IS
(Similar TLF with Xience and Ultimaster at 5 year FU)

® [SAR-TEST 44
(Similar MACE with Xience/Yukon Choice PC at 10 year FU)

1: JACC 2018; 2: Lancet 2018; 3: Eurointervention 2018; 4 Circulation 2018



DP EES vs. BP BES or Resolute ZES

® COMPARE I
(Nobori is equivalent in TLF and ST compared to the Xience

at 5 year FU)

® NEXT?
(Nobori is equivalent in safety and efficacy outcomes
compared to the Xience/Promus at 5 year FU)

® TWENTES

(Similar safety and efficacy outcomes of Resolute and
Xience at 5 year FU)

1: TCT 2016; 2: Eurointervention 2018; 3: JAMA Cardiology 2017;2:268-276



Xience Is Safer Than BP-DES with
Lower Definite Stent Thrombosis

RCT Network Meta-Analysis

ARC DEFINITE STENT THROMBOSIS: XIENCE VS. BIODEGRADABLE POLYMER DES

Odds Ratio / Rate Ratio
RCT NMA Study Size Timepoint (95% CI)
Bangalore, et. al. n=106,427 .
(BMJ,Nov. 2013)' (126 RCTs) o=  2.3years 2.04 (1.27-3.35)
Palmerini, et. al.  n=85,490 : 2
(JACC, Nov. 2013)° (89 RCTS) —e— 1year 2.44 (1.30-4.76)
| | | |
0.91 0.1 1 10 100

Favors BP-DES Favors XIENCE

Bangalore analysis includes Synergy™, Orsiro, BioMatrix Flex™, and Nobori®
Palmerini analysis includes Nobori®, Biomatrix™, and BioMatrix Flex™

BMJ 2013;347:f6625, JACC 2013



Xience Products

Catheter Stent Design
Technology Balloon and Material Drug/Dose
MULTI-LINK Single-L MOLTLINK Everolimus
- Ingle-Layer VISION
XIENCE V VISION Catheter Balloon 88 g’

XIENCE XIENCE
PRIME PRIME Catheter

XIENCE XIENCE | Thin, Multi-Layer ‘

) (+1=0s[1[s]g 1| Xpedition Catheter

XIENCE
Alpine Complex Lesions

Peak Performance in

Cobalt Chromium

Single-Layer MULTI-LINK 8

Balloon Cobalt Chromium

Balloon

\ £

NEW!

Coating

Biocompatible
Coating
Technology

Data on file at Abbot



Xience Sierra

BEST-IN-CLASS EXPANDED TREATMENT

3
DELIVERABILITY! OPTIONS?2 UNPARALLELED SAFETY

@ v @ v

Re-engineered

NEW Increased post- i
Ultra low stent dilatation expansion delivery system
NEW crossing profile o
Thinner and '
stronger balloon
~ High-
performance
Unsurpassed catheter
True Center Tips ‘ stent retention
positioning system (CPS) placement

Data on file at Abbot



Enhanced Stent Design Changes
Significantly Reduced Crimped Profile for
Exceptional Crossing

Small Stent 2.0, 2.25, 2.5, 2.75, 3.0, 3.25 mm
6-Crest Design

. NEW

Narrower crest and
tighter nesting to
accomplish lower
crimped profile

NEW ‘

Smoother flex
link for easier
crossing of
calcified lesions

|| XIENCEPRIME, XIENCE Xpedition, XIENCE Alpine

Data on file at Abbot



Ultra Low Stent Crimped Profile of 0.0390"” for
Crossing Tight Lesions Enabled by The New
Stent Designh and Balloon Technology

Crimped Stent Profile Average
0.044 0.0435
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0.036
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Data on file at Abbot



Enhanced Stent Design Allows for
Post-Dilatation up to 5.5 mm

2.25 — 3.25 > 3.75 mm

3.5 — 4.0 > 5.5 mm

-~ -
h-___——’

Data on file at Abbot



Summary

® Across RCTs, meta-analysis and observation studies, the
DP-EES (Xience) is the stent which has received the most
extensive investigation ever.

® FEvidence suggests that the Xience stent significantly
reduces stent thrombosis not only compared to first
generation DES and BMS, but even BP-BES.

® \With improved safety of the previous version of Xience
stent, Xience Sierra might provide enhanced procedural
success and outcomes through several technical
Improvements.



