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ZoMaxx
Zotarolimus-Eluting Coronary Stent

Triplex Material® Zotarolimus
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Zotarolimus
Mode of Action

Ry

Zotaralimus Fataralimus bnds with camptex tocks mTOR

FEBE-12 protein ignal transduction
Zotarolimus binds to the i ntracellutar protein FKER-12

Zotarclimus and FEEBRF-12 form a thmenc complex with the protein kinase
termed mammalian target of rapamycin (mT OR)

Zotarolimus inhibits mTOR s activity, blocking cell cycle progression

Frimary mode of action 15 anti-proliferatiyve
— Becondarymode of action |5 anti-inflammatory

Allgraphles areartiets mpress o o1y
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Triplex Stent Material

« Stalnless steelf TantalumiStainless steel composite

—  D.O007" Tantalum layer
— 000297 strut thickness

Stainless steel

= 0.074mm




TriMaxx Stent Pattern

o of 10 cells: around perimeter for 2 connections between rings for
aptirmum scaffolding Gt TEstEiliy
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O GG rOffset Crown Connectiony: proprietary connection pulls the rings
closer togetherand offsets the apexes af the crowns forimproved scaffolding




Phosphorylcholine (PC)

« P oooat Mo rr||rr'|||:'5 BISTEL
O Chemistry
— Hema-PC: mimics outer

membrane of
red blood cell for
biocompatibility
Lauryl: bydraphobic
foradhesion and stability
with the stent surface
HEMA & TEMA:
cross-linking Tor
robustness

Lauryl HFAA: & TS0 A

Lewls AL, Cammig ZL, Gorekh HH, Kikwood LS, Tolkerst LA, STationd LS nes 1 kahie coatiigs fom
phosp borycioliz-Dase o pobymers. Blomakriak 2001; 2206111,




The ZoMaxx Stent
Pharmacoat

PG topcoat

Lotarolimun

Allgraphics ane artsts mpress kas oaly,




ZoMaxx Stent vs. Cypher Stent
Drug Elution Rates
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ZoMaxx Clinical Program

FIM study
100 patierfits, single arm,
clinical endpoint

~ FIMstudy
40 patients, single arm,
VUS endpaint

Interrational preatal study
400 patients, RCT,
angiographic endpoint

LS pivotal stucy
1670 patients, RET,
clinical endpoint.

European single/double vessel
900 patients, single-arm,
clifical endpoint




TriMaxx Trial

Pl: Alex Abizaid

: _ 100 Subjects
Single-vessel, ce hovo coronary esions [ Type A-B), J

length = 10 mmand < 18 mm; BFYD = 3.0= 3.75 mm US i 5| siles

: - Brazi

atent dlametars aient lengths - Germany
4.0 mm L8 1
3.5 mim 1811

Primary endooint MACE at 30 davs

Secondary endpoints | MACE, TLE, TR, inaky restencsis, |ate 10ss 3t & months

Flatelet inhibition Clopidogrel/ Ticld (a0 days), A=A 100 mg cont.




TriMaxx Trial
Patient Demographics (n=350)

Age (years)

59.0 +104

Male gender

68%

{34/50)

Prior Mi

38%

{29150)

Prior PCI

18%

{o/50)

Diabetes Mellitus

22%

{11/50)

Unstable angina

24%,

(12150)

Hyperlipidemia

6%

(3a50)

Current Smoker

20%

{10550)

History of CHF

2%

{1/50)

Mean LVEF (%) (n = 45)

52.2% *6o0%




ZoMaxx

Teanrtiteud -Elileg Creray Sieet

TriMaxx Trial
Procedural Results (n=50)

Lesion success 100% (s0i50)

Device success 98%  (a950)

Procedure success 100%  (50150)

Post-procedure

In-stent MLD (mm) 2.71 +o.32

In-stent acute gain (mm) 1.83 +o0.45

In-stent DS (%) 5.1% t1.0%

In-segment MLD (mm) 2.31 +o.37

In-segment DS (%) 19.6% +5.9%
Lesion suctess =3 0% res dud in-stent dammeter stenosis

Dewce succass £30%resdud in-stent diameter stencs = With asHgred stert
Procedirs success =20%resdud in-stent darmeter stenos s without inebospitd MACE




TriMaxx Trial
Angiographic Results at 6 Months (n=45)

MLD {mm) 1.83 +0.59

Diameter stenosis (%) 35% +18%

Late Loss (mm) 0.89 +o.48

Restenosis (%) 22%
In-segment
MLD (mm) 1.75 +0.57
Diameter stenosis (%) 38% 7%

Late Loss {mm) 0.56 +o.51
Restenosis (%) 22%




ZOMAXX IVUS Trial

Pl: Alex Abizaid

Single-vessel, te novo coronary 1esions [ Type A-B),
length = 10 mmand = 15 mm, BEYD =275 325 mm

atent diameters =tent lengihs
2.0 L8 mim

40 Suhjects
1 Site — BHrazil

Enroliment

completed
July 20045

QAN LS Tollow-up

Frimany endpoint Fercent in-stent net volume obstruction at<d months (WLUS)

secondary endpoints

MACE, T%F, TLRE, TYRE, bifary restenosis, in-stent late loss,
neointimal volume, device, [esion and procedure SUCCess

Flatelet inhibition Clopidagrel/Tichd (180 days), AsA 100 mg cont.
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ZOMAXX IVUS
Enrollment and Follow-up

Enrclirment

April — July 2005

Total patients enrolled

40

Diuration of foliow- L

38 £ 0.3 maonths

Clinical folow-up

100% {40/40)

Angiographic follow-Lp

92 5% (37440

LS Tallow-up

S90% (36740}
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LZOMAXX IVUS

Patient Demographics (n=40)

n (%) or mean £ SD

AQe (vears) 59 + 49

iale gender 2 [35%)

Prior Ml 7 (43%)

Prior Pl 0 (25%)

Diabetes melitus 6 [40%)
Liet-controlled 4 [(10%)
Cral Frypoglycemic-controlled 10 (Z5%)

Insulin-tependent 2 (5%

Hyperlipidemia 32 (50%)
Current smaker 9 (23%)
LYEF §3% + 5%
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LZOMAXX IVUS
Baseline Vessel and Lesion Characteristics
(n=40)

n (%) or mean £ SD

LALD

18 (45%)

FHCA

12 (30%)

L

10 (25%)

Moderate/severe tortuosiby

2 [5%)

Woderate/severe calcification

7 (16%)

B2/C lesions

24 (B0%]

Lesion length trm)

144 + 33

RO (i

277 £ 0.249

WILDY {rrirn)

0.84 = 028

Ciameter stenosis (%)

70 = 10%




ZOMAXX IVUS
Post-Procedural Results (n=40)

n (%) or mean * SD
Lesion sUCCess 40 [ 100%:)
Cievice SUCCess 40 [ 100%:)

Procedure SUCEess 40 [ 100%:)

In-stent ML Crarm) 269 + 025
In-stent 05 (%) K1+ 55%
In-stent acute gain (mm) 187 £ 035
In-segment MLE (mim) 232 £ 034
In-segment DS (%) 19 + 7%

In-segment acute gain (mim) 1.49 + 0.38
Total stent length (mm) ; i i s

Lexion s access detee @y <3% ezidial i-seridbmeterseics b Degles g access ok hed 38 =30% i dal el dEmeterseicg s with assigied stert
Procedine saocess dethed a8 =30 ekl -tk rtdameer e ios B witha it li-hs pial MACE.
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ZOMAXX IVUS
MACE (n=40)

In-hospital

Cl=weave M

O

Mon C-wave M

TWR (ischermia-driven)

CABG

Cardiac-ceath

MACE

0% (0)

No acute, sub-acute or late stent thrombosis through 4 months

1 asymptomatic patient with CICA OF BE% at a proximal segment bad non-ischemia driven

TLR
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ZOMAXX IVUS Results
Angiographic Results (n=37)

% (n) or mean+ SD
nstent
WLD (i) 351 + 043
Diameter stenosis 10% £ 14%
Late loss (mm) 0.20 +0.35
Restenosis 2.7% (1)

MLD () 216 £ 046
Diameter stenosis 23% £ 13%
Late loss (mm) 0.17 £ 0.35
Hestenosis 2.4% (2]
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ZOMAXX IVUS
Angiographic Results Stratified by Diabetes

Non-diabetic
(n=24)

Diabetic
(n=16)

RV ()

24 X033

e e 3 0,

Lesion length {mim)

140 24

1449 44

ML £

Anglographic-follosw-up

23196%)

250+ 045

T4 (35%)

2A43-x0.39

Diameter stenosis

B 14%

T4 £14%

Late loss (mm)

MLD ()

0.14 £ 0.34

e 05

0.31 £0.37

214 £ 038

Chiameter stenosis

22 16%

253 40%

Late loss {mim)

018 £ 0.36

Q12035




ZOMAXX IVUS
IVUS results (n=36)

mean+SDorn

Stent volume (mm?)

136 + 28

Lumen volume (mm*)

127 £ 26

Negintimal volume (mm?)

9.1+£10.2

Neointimal volume obstruction (%)

6.5% £ 6.2%

Neaintimal volume index {(mm*/mm)

04£04

Stent incomplete apposition (SIA)

4-—

Persistent

Resolved

New (late acquired)

No late acquired malapposition

* Two separate sites of SIA observed in one patent

CAITTION: [svessiafinnal Oaiilea. Limlbed by Feearal (nlted Riwtes Lew b |smalgal'nnel b anlp
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ZOMAXX IVUS — 3D Reconstruction
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ZOMAXX IVUS
Distribution of %Neointimal Volume
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ZOMAXX IVUS
Comparison to other DES 4-month results

Cypher PISCES ENDEAVOR IF | ZOMAXX IVUS
FIM' (Formulation D5)°

Sample size 15 g1 100 40

Diabetics 27 % 10% 16% 40 %

RS T (i) 2895 +04 273 +041 280 47 27T +0.29

Lesion length jmm) 129+2.0 894+32 109 +3.1 144+3.3

M ACE [ % 2:0% 2.0% 0%

Angiographic FA 100 % 0% o7 Yo 25 %

In-stent late (055 (mm) HAELEES o BEw LA Ba38 054 0.33 +0.56 0.20 +0.35

In-segment late 1055 tmm) D16+ 080 2% + E2Y )+ 40 017 +0.35

izlinical trial datais not directly comparable
| SawsaJE et al. Lack of iealitinal |:ll'l:III'E ratai Jiter I'I'||:IIE|I1311:II arzinlimis-coaEd LB E [k imak -:c-rnlarn.ralterhes.:.ﬂ.qlamlaﬂw ZOM0E ans algl:grq:-iy'aln:l
th ree—clim @ 5£ 0w 3l NAvaEc vlar thason id smeby . Cine, 3011 031521 55,
= 05 I'Epl'EiElt 10 ll.] pEIIIrE:l:EI el 3o opar "3l IZIE'“F';P.I:II':IJ. etal. OestearciiEcalontome ot varons doges EII:IFIIEITI'l acoklietcrm e ae IJTFIJ:ITEIEIEII‘EEI
Trom 34 erodable pobyner- s ig s mom the Pacii@mel li-setCorirolied Elctor Stidy (P ESCES): Evmolit 05, 2165172,
3 Meredi T, etal Fisth-bimar fhdyorte EIIZI!HIJ:IIF.BT-E'S-GII‘UIQ pi-::rpl-:-n.-‘-:i-:-llle-e- Il:bq:li tEEdsE It EmM el poNo e comlaryarery BEions:
Eick auor | Trial. Earolt. 2005, 2:157-164.
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Conclusions

Safe
+ No MACE or stent thrombosis at 4 months
Minimizes neointimal hypemplasia

+ |n-stent late loss of 0.20 £ 0.35mm at 4 months
+ Neointimal volume of 9.1 + 10.2 mm?




ZOMAXX | Trial

Pl: Bemard Chevalier

Single-vessel, o8 hovo coronary [esions (Type A-B), 400 Subjects
length = 10 mm and = 30 mm; BEyD = 2.3 = 3.5 mm 45 sites
Pre-dilatation reguired Europe
atent diameters Stent lengths Australia

Mew Zealand

25 mim i T A T
2.0 e FEECZE 33 mm
3.5 mim 33823 23 mm
Randormized, Non-inferiority Trial

S-fnosz. In-segment late loss with equisalencst limit of 025 mim, o=0.4
i =99 % power: 1-sided a=0.05

MACE, TVWE, TLRE, TVE, hinary restenosis,; in-stent late loss, neaintimal
voluime, nedintimal volume obstruction

Clopidodgrel ¥5 mg Q0 for at least 6 months, ASA 100 mg G0 = 12
months

atratiflcation: Site

Frimary endpoint

SeCOndany endpoints:

hedications:
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ZOMAXX | Patient Enrollment

O WWhitkourm - 5t Vincent's Hosgital
D, Cirrriston - Aucklam City Hosaital
Fr. Grube- Heat Center Sieghurg

Pr. Melrann - Ber-Zentriy Bad

Fr. Camrie - Hopital de Hangeu| -

Fr. Hewer- Stdobares Hospital

Pr. Heitzer Universitatsslinkum Eppendor
Dir. Weredith - Manash Medical Centre
Cir. Bar - Hopital 5 aint Gatien

O, Shevalier- Certre Cardiologigue o
Fr. Deng - LIE Gasthulstberd

Dir. Saunarmaki- The Heatt Center

D, Cormnmead - Polyclinigue-les fleurs
Fr, O Maro - Koy al Brompan Hosgaital
D Bick= Leipzit Heart Center

D, Wenmresrs:h - Middel el AL

Pr. Erbel - Universiatskinilkum Essen
D yWilkins- Bumedin Hospital

L, Thueser - E!{E{% ﬁg%e_ s

Fr. Silber - Hopital Fror Siler

Fr. Legrand- CHU Satt Tilrmar

D, Lie Brighe - Q1L Hosgaital

- Pr Seabra Gomes

[ F ajadet - Clinigue Fasteur

L Ulrbsan - Hogital La Tour

Fr. Rothrnan - Barts &the London ME5
Fr. Bbetli- Zunch Untversity Hospital

~ Pr. 5ernays - Erasrius W

Cir. Pieper - Berzz entrurm Bodenses




ZOMAXX Il Trial

Pls: Alan Yeung & Bill Gray

Single-vessel, ee nova coranary leslons (Type A-B), 1670
length = 10 mm and < 28 mm; PYD > 2.5 = 3.75 mm SHBIBLLs
Fre-dilatation required 76 LS sites
Stant diarmetars Stent lengths Wpto 50 OLUS
2.8 mim i aile oy PR R o g o)
2.0 hs el B R R B B g
25 mim e R A
Randomized, Non-inferfority Trizl, Clinical Endpoimnt

9mo  12mo

Mon-inferiarity o Taxus using -moischermia driven target vessel
revvascUlarization (TYE)

Secondary endpoints: | In-Sedment 15t loss at 8-mo. (GCE)

Frimary endpoint:

MAZE, TLRE, TR, binary restenosis, In-stent 1ate (oss, neointimal
volume, clinical outcomes by vessel diameter and lesion lengths

Clopidodgrel F& mg @0 for B months, ASA 3249 mg Q0 for &t least 12
rmonths

Additional Analyses:

Medications:




ZOMAXX Il Trial Update

We have enrolled over 250 patients
Currently aperational in 24 sites
Fecently received FDA approval to expand to all 75 US sites

Mext steps: initiate all sites, initiate ZORAXE P Study




ZoMaxx

Estarmtimus - Flutiy Carniny Sgss

ZOMAXX Europe

g to twio i niavid caranary lesions (Type A-8),

length = 10 mim and = 25 mm for 2.5 mim stents), = 10 mm and = 30 mo for 2,714,
F.0and 3.5 mm stents); BVD =25 < 3075 mm

' Fre-dilatation required a00 Sterits

Stent dizmeters Stent lengths
Zamm g, 18: 23, 28:mm
278 mm 8, 1823, 33:mm
F0mm 8, 18,23, 33:mm
FEamm 8, 18,723, 33 mm

Singfle-arm pros pective riaf with clinical endpoimt

6mo* 9mo  1Zmo*

“ Telephowe conct

Friman: endpoint Target lesion revasculanzation (TLEY at 49-rmos.

Crevice, [esion and procedural success:-major adverse cardiac events
(MACE) defined as cardiac death, myocardial Infarction (Cwave and
reh-Ewave) at 30-days and S-mmos, target vessel revascularization
CTWED at 8-mos, target vessel faillure (TVFE) at 9-mos.

e Eﬂlgﬁ;ﬁsgrel = famg Rl forz B months, ASA Z 75 mog 2D for =12

Secondary endpoints
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ZoMaxx
Zotarolimus-Eluting Coronary Stent

Triplex Material® Satarolimmus
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ZOMAXX IVUS
Does Elution Rate Matter?

ZoMaxx Endeavor

TriMaiy stent Zotarolimus Ciriver Cobalt Allay Stent
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/ZoMaxx Stent versus Endeavor Stent
Experimental Elution Rates (swine model)

3604 5t 10 Daws
100% -

80%

60 % _ & Zohazx

Endesvor

40%
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20%

0% ' '
12 16

Time {(days)

ZoMa data from- Ahbott S oy TJ03-1 14 h-vleo Elvto s 0T ABT-57 8 fiom ZoMaxx ZesE . Exce awrdaa iom Kaidzarl DE. ENDEAVO R Cive vie W of A8 T-

ST PGS obat Tecki ology aidd C I ICAET TRl Pog ram wwes TCTH D com, 2005 1= 6 sterE Ame polit;meay + SEM. Evce aor B atademarkot Meding iz, he:;
regn e vot dicatiwe of clivkcal s tectiw yess .




ZOMAXX IVUS
Comparison to Endeavor | (4-months follow-up)

ZoMaxx IVUS

Endea_w’ur I*

Sample size

40

1o

Diabetics

16 (40%)

16 (16%)

RD) (rrirm)

228

296 047

Lesion length (rmim)

|50 Bt e

10.9 £ 3.1

F/L Stent Volume: (mms)

136

1449

1443

F/U Lumen volume (mm?) 127

Menintimal Yalume [mm) =102 61
% Meointimal Vaolume S X G2 3

Clinical trial data is not directly comparahble

tieredith [T, Orriston J, Whitboiorn B Bay [P Bdler O, Boran R, Foproed, Batlip DE, Fitzgersld B, Prpic B, Kuntz RE.
First-in-hiurmanstudy of 1he Endeswor ABT-578eluting phosphordchdine-ercapsdated stent systemin de nowo riative
Ccororary arterylesiors: BEndeseor | Trigh: Burcdrt 220052 15718,




TriMaxx Trial
Comparison of BMS Registries

In-Stent Late Loss at 6 Months (mm)
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EBr waloolly: WENUS Ragleiry; JdarJ. TST2000. Cinloal THalenatdirecd vy oomparabls.
Or ver: 8hatli MH. Am J Cardlol 2006 ; B6:8-12.
ML Cus £ Falsy DF. Catis tCardlava e Inervent200d; §426-9%.
Vidon! Esrslakss O Aam J Cardiol 2003; 92: 483444,
Eipraes & Liberk: Dertved #om Hermiller J. TET 2004




TriMaxx Trial
Comparison of BMS Registries
Binary Restenosis at 6 Months (%)

30%

25%

205%

=
s
i
T
]
=2
b
7
&
1
>,
[
m
.E
m

B valdoldy: WERLE Reglely: JdarJ). TET 2000, »
Driver: Bkedoh MH. Am .J Cardiel 2008 ; 85:8-12. ctinlow} Trisls notdiready comparabip.

ML Cus 't Folsy OP. Catis tCardiovien Insrvant2007; 645552,
Widon Karslake s Do am J Cardio] S003; B2 483348,

Exprees B Libare: Harmilisr L TST 2004,




TriMaxx Trial
Clinical Results (n=30)

Q-wave MI 0% (ois0) 0% (oss0) 2% (1/50)

Non Q-wave Mi 0% (os50) 0% (o/s0) 0% (o/50)

TVR 0% (oss0) 0% (o/s0) 6% (3s0)

CABG 0% (oss0) 0% (os50) 0% {o/50)

Cardiac Death 0% (os0) 0% (oss0) 2% [(1/50)

Total MACE 0% (ois0) 2%  [150) 10% (5:50)

*Patients with multiple MACE events counted only once for most severe event (e, Hierarchical).




TriMaxx Trial
Comparison of BMS Registries

Target Vessel Revascularization at 6 Months (%)

18%
16% -
14 % -
12 % -
10%

|

. b
i i

0% +== . :
& e ey 2
&F& & ‘ﬂr@' &{ﬁ? -

Be veloolly: VEN UG Reglolry; Ddar J. TST 2000, CAinloal THalsno tdlirsod y comparabls.
Orl ver: Shsdoh MH, Am J Cardlol 2006 ; 66:8-12;

ML [ust Foley DF Cathe tCardlo va @ InerventZon |, 642634,

Widon: Kerelakes s D &m J Cardlol 2003; 82483448,

Erprace & Libare; Harmiller.l TGT 3004,
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TriMaxx Trial
Conclusion

Based on this initial clinical experience at a single site:
= Very low profile (strut thickness of 0.0029")

« |deal radiopacity

« Excellent flexibility and conformability

- Proven safe and biocompatible PC coating

« High procedural success

« Acceptable 6-mos. clinical (6% TVR) and angiographic (22%
restenosis) results




