Six-Month Clinical Outcomes of

Sirolimus-Eluting Stents with a
Biodegradable Polymer for the Treatment
of Unselected Patients with Complex
Coronary Lesions: Preliminary Results

from the Prospective, Multicenter
E-Series Registry

RlcardoA Costa Alexandre Ablzald AndreaS Ablzald J. Rlbamar

?;.; & .-.—' '»- 1' P .F&-L @ H :—.A—f ] -11' _/Aﬂimg ﬂ ch'- .—2-1. .-! a-J'l j f—é 3-'r:=l = A‘ki'-"‘ rA‘iLH.E- _ m &

EuroPCR 2009 - Barcelona, Spain




Background - |

CRC

Despite the overall marked efficacy of first generation
(FDA approved) drug-eluting stents (DES) on reducing
neointimal hyperplasia and restenosis, and therefore,
the need for repeat lesion revascularization compared
to bare metal stents'?, concerns regarding
performance, deliverability, and long-term safety —
especially in more complex subsets3#, has led to the
development of novel DES technologies incorporating
potent antiproliferative agents with alternative stent
platforms and biocompatible drug carrier systems®

"Moses JW et al. N EnglJ Med. 2003,349:1315-23
2Stone GWet al. N EnglJ Med 2004,350:221-31

3L emos PA et al. Circulation 2004, 109:1366-70
“Maisel WH. 2007,356:998-1008

5Dani S et a. 2008,4:59-63




Study Device

»  Supralimus® DES system (Sahajanand Med., Surat, India):
= Milleniurm® (Sahajanand Med., Surat, India) stent platform: 316L

stainless steel, laser cut tubular matrix
= Pre-mounted on balloon-expandable device, Rx system
= Available in the following measures:
= Lengths: 11, 16, 19, 23, 29, 33, and 39 mm

= Diameters: 2.25, 2.5, 2.75, 3.0, 3.5, and 4.0 mm

Drug-carrier: multiple layer of biodegradable polymers (4.3 pm
thick), including: Poly L-Lactide, 50/50 Poly DL-Lactide-co-
Glycolide and Polyvinyl Pyrrolidone, and also a top layer
containing drug-free polymeric layer:

Top drug-free protective layer

100% drug-base layer — program-
med for bi-phasic drug release




Antiproliferative Agent
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Sirolimus (Cs1H7eNO13) — a naturally occuring antimicrobial

(macrolide) compound (Rapamune)

Potent immunosuppressant activity:
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= Agent used for prevention of rejection in renal and heart transplantation
= Reduce smooth muscle cell proliferation in human transplant allografts

The dosage of Sirolimusin the SupralimusDES is 1.4 ug per mm?2 — total drug

dose per stent ranging from 72 ug to 256 ug
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Objective

To investigate the performance
and clinical impact of the novel
Supralimus SES technology in
unselected patients with complex
coronary lesions treated in the “real-
world” clinical practice




Study Design
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Prospective, multicenter, non-randomized, post-marketing
web-based registry to evaluate the impact of the Supralimus
SES for the treatment of coronary lesions in unselected
patients
Pls: Alexandre Abizaid, MD, PhD - Instituto Dante
Pazzanese, Sdo Paulo, Brazil (International Pl)
Expedito Ribeiro, MD, PhD — Instituto do Coracao,
Sao Paulo, Brazil (Brazil Pl)
Enrollment: since Jan/07 (ongoing), up to 1,500 subjects
Sites: 50 sites in Brazil, Venezuela and India
Clinical follow-up (FU): 1, 6, 12 and 24 months
Data Center: Cardiovascular Research Center, Sdo Paulo,
Brazil — Director: Andrea Abizaid, MD, PhD
Sponsor: Sahajanand Medical Technologies Pvt. Ltd., Surat,
India




Participant Clinical Sites’

Intercath Meridional, ES, Brazil - 155 pts H.ospital S3ao Vicente, PR, Brazil - 20 pts
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; - i ; Victor Rodriguez, MD
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Fabio S. Brito, MD Itaperuna-Conf. S. José Haval, RJ, Brazil- 18 pts

Antdnio C. Botetho, MD
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Instituto Dante Pazzanese, SP, Brazil - 48 pts Minas Cor, MG, Brazil - 18 pts

Fausto Feres, MD _ Fabiano Cunha, MD: Jodo L. Dias, MD

Hospital Luxemburgo, MG, Brazil - 47 pts Hospital Bandeirantes, SP, Brazil - 15 pts
Caiser Teixeira, Jr., MD Hélio José Castello Jr, MD

Hospital Cardiolégico Costantini, PR, Brazil- 42 pts Hospital Vita, PR, Brazil - 12 pts
Costantino R. Costantini, MD Rubens Zenobio, MD; Viviana Lemke, MD

Hospital Albert Einstein, SP, Brazil - 39 pts Unicor, RJ, Brazil - 12 pts
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Edmur Aradjo, MD: Luciano Liberato, MD HC Unesp Botucatu, SP, Brazil - 10 pts
Hosp. de Clinicas de Caracas, Venezuela- 28 pts Fabio C. Carvalho, MD _

Alvaro Matheus, MD: César Ochoa, MD; Hosp. Beneficéncia Portuguesa, SP, Brazil - 10 pts
Enrique Fermin, MD; Humberto Casal, MD Jose A. Mangione, MD

Hospital Sdo Camilo Santana, SP, Brazil- 27 pts }2‘: D. Hama“}"- Aravena, Temuco, Chile- 9 pts
Fébio Sandoli Brito, MD, PhD hristian . Joire, MD

: Hosp. Univers. Marilia, SP, Brazil - 9 pts
Hosp. Nossa Senhora Gragas, PR, Brazil - 22 pts : il -
ANaro Moces MO Lavaie MD Ricardo J. Tofano, MD; Wesley F. Silveira, MD

“Top enrolling clinical centers




Study Population
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Patients “all comers” for routine or emergency
percutaneous coronary intervention (PCI)
>18 years of age
Presence of at least 1 documented stenosis >50% (by
visual estimation) in a native coronary vessel suitable for
PCI with implantation of the Supralimus SES
No pre-specified limitations regarding the number of
lesions/vessels to be treated with the study device
Exclusion criteria:

= known iliness with life expectancy <12 months;

» impossibility to comply with study protocol FUs;

= coronary anatomy unsuitable for PCI with stenting




Endpoints
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= Primary endpoint:
= Major adverse cardiac events (MACE) at 12
months clinical FU
= Secondary endpoints:
* Procedural success
= MACE at 30 days, 6 and 24 months clinical
FU
» Target lesion revascularization (TLR) at 6
and 12 months
= Stent thrombosis up to 24 months FU




Definitions
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Angiographic success: <30% diameter stenosis within the coronary
segment treated with the study device, plus final TIMI 3 flow
Procedural success: angiographic success plus absence of MACE
during hospitalization

Cardiac death: any death due to cardiac cause. Any unwitnessed
death and death of unknown cause, and all procedure-related
deaths, including those related to concomitant treatment, were

classified as cardiac death

Myocardial infarction (MI): Q wave - new pathological Q waves in 2
or more continuous ECG leads with CK-MB levels elevated above
normal and/or positive troponin; non-Q wave - elevated CK=2 times
the upper limit with the presence of elevated CK-MB and/or positive
troponin in the absence of new pathological Q waves

Target vessel revascularization (TVR): any repeat percutaneous
intervention or surgical bypass of any segment of the target vessel
Major adverse cardiac events (MACE): cardiac death, MI, TVR
Stent thrombosis: according to the ARC” definition

Academic Research Consortium - Cutllp et al. Clirculation 2007 115:2344-51




_Baseline Clinical Demographics

VARIABLE N=1,181
Age, years 63.3+11.0
Female gender 30.6 %
Hypertension 78.6 %
Diabetes mellitus 38.1 %
Insulin dependent 8.3 %
Dyslipidemia 64.2 %
Current smoking 31 %
Family history of CAD 46 %
History of CHF 3.9 %
Previous Ml (>30 days) 22.7 %
Previous CABG 14.6 %
Previous PCI 33.5%
Previous CVA 23 %

c

Renal insufficiency (baseline serum creatinine 22.0 mg/dL) 4.7 %
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Angiographic Data

VARIABLE N=1,181 (1,260 lesions)

Target lesion located in prox/mid LAD
Moderate/severe calcification

In-stent restenosis

Bifurcation

Significant involvement of both branches

Total occlusion

Ostial location

Thrombus

SVG

Lesion type B2/C (ACC/AHA classification)
L eft ventricule ejection fraction <40%
Preprocedural TIMI flow <3

45.1 %
26.3 %
14.8 %
11.9 %
7.4 %
7 %
4.6 %
S %
1.4 %
Tl.3%
10.7 %

85.2 %%




Procedural Results

VARIABLE N =1,181 (1,260 lesions)
Staged procedure 2.5 %

Glycoprotein lIb/llla inhibitor 15.1 %
use

IVUS guidance o %

Multiple stent implantation 18.5 %

Multivessel procedure 10.5 %

Intraprocedural stent 0.2 %
| thrombosis

Final TIMI 3 flow 96.8 %
Angiographic success 97.2 %
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VARIABLE

Stent Implantation

N=1,260

Predilatation
Nominal balloon length, mm
Nominal balloon diameter, mm
Maximum inflation pressure, atm
Stent implant
Stents per patient
Nominal stent length, mm
Nominal stent diameter, mm
Maximum deployment pressure, atm

Postdilatation

Nominal balloon length, mm

Nominal balloon diameter, mm

Maximum inflation pressure, atm

7116 %
18.36 £ 5.67
248 + 0.41

11.8+ 3.4

1.22 + 0.50
27.10% 8.90
3.02+0.40
13.6 + 3.1
46.9 %
14.23 + 5.64
3.20+ 043
19.2+4.3




Quantitative Angiography
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Variable (N=1,260)

Baseline
Lesion length, mm 23.76 £ 10.12
Reference diameter, mm 292+ 0.73
% DS 84.5 £ 10.6
Final
% DS 24+59






















