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Caution: Federal Law (USA) restricts this devica to sale by oran i
tha arder of a physician.

This device is supplied in sterilo condition. All materials inside
the sterila barrier pouch (the delivary system and stant, as well
as the carrier tube and pouch liner) are sterile. The external
surface of tha sterile barrier pouch, as well as the product
carton, shoukd not be considerad sterila.

Tahle 2.1 ION Stent System Product Description

Availabla Stent
Langths (mm)

Availabla Stent
Diameters (mm)

8,12,16, 20, 24,28, 32, 38

2.25%, 2.50*,2.75, 3.00, 3.50, 4.00

Platinum Chromium Alloy {PtCr}

0.0032 in {0.081 mm) for diameters 2.25 mm to 3.5 mm
0.0034 in (0.085 mm) for diemater 4.0 mm

Stent Matarial
Stent Strut Thickness

1 WARNING

Centents supplied STERILE using an sthylene oxide (EO)
pracess, Qo nat use if sterile barrier is damaged. if damage is
feund, call your Boston Scientific rapresantative.

For single use only. Do nat reuse, reprocess of resterilize, Rousa,

A conformal coating of a palymar carrier loaded with 1 ug/mm? paclitaxel applied to the stent with a maximum nominal drug

Drug Praduet content of 247 g on the largest stent (4.00 x 33 mm},

: ULTe ! Delivery System
reprocessing or restarilization may compromise the structural
wtegrity of the device and/or [ead to device failure which, in turn, Effactive Length 144 em 143 cm
ma‘:er:tsu!}ilzng:rtllenglnil:l'\sr;:lllnesst:r:er{itt. Rfa u::n'trepir;:t?ssmgf Dsiivary Systam Single access port toinflation lumon, Guidewire exit part Y-Connector [Side arm for accass to balloon inflation/deflation
or . a.rl ai may cr_ea o iS_ a am_ fl{)ﬂ_ g VoAds Iar‘:’snr‘ts is located approximataly 26 e from tip. Designed far lumen. Straight arm is continuous with shaftinner luman). .
the davice and/or cause patient infection or trass-infection, P quidewire < 0.014 in {0.35 mm} Designed for quidewira s 0.014in (036 mm)
including, but not limited ta, the transmission of infectious

diseases} from one patient to anather. Contamination of the
device may lead to injury, illness or death of the patient.

Stent Delivery A bail_uun. with two radiopague balioon markers, neminally placed 0.335 mm (0.015 in} beyend the stent at each and,

Nominal Inflation Prassura:

After use, dispasa of product and packaging in accordance = Diamaters 2.25 mm, 2.50 mm, 275 mm, 3.00 mm, 3.50mm, 4.00 mm; 11 atm (1115 kPa

; . . : : Balloon Inflation -
with hospital, administrative and/or lacal government policy. Praseura Rated Burst Inflation Proseora:
* Diametars 2.25 mm; 14 atm (1624 kPa}
r=rE DESCRIFTION *  Diametars 2.5¢ mm, 275 mm, 3.00 mm, 3.50 mm, 4,00 mm; 16 atm (1521 kPa)
{ " "'aclitaxal-EIuting Platinum Chromium Corenary Cathater Shaft 3.4F (1,20 mm} praximal for 2.25 to 4.00 mm sizes
\ Jystem ' atnets 1.3F 1080 mem| proximal and 2.7 F {0.95 mmi distal, Z4F {0,858 mm| distal for 2.25 to 2 75 mm sizes

- . . DOuter Diamater
Tha IDN Paclitaxel-Eluting Platinum Chromium Stent Systam

[hereinafier referred to a5 0N Stent System) is a device/drug
combination product cemprised of twa regulated components:
adevice (ION Stent System) and a drug produst (a formutation of
paclitaxel ¢ontained in a polymer coating). The characteristics
of the ION Stent System are described in Tablz 2.1.

27F (0.55 mm} distal for 3,00 to 4.90 mm sizes

Guida Cathater
Minimum Inner
Dizmater Requirament

2 0.056 in [1.42 mm} for 2.25 10 3.50 mm sizes,

2 0.058 in [1.47 mm| for 4.00 mm sizos. 20.665.n {1.68 mm|

*2.25 &ndt 2.50 mm sizes ara available in 8, 12, 16, 20, 24, 28, 32 mm lengths
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2.1 Device Cnmpnném Description

The ION™ Stent is the paclitaxei-coated member of the
platinum chromium {PtCr) Stent Series. Tha ION Stent System

2.2.3 Product Matrix and Paclitaxei Content

Table 2.2 10N Stent System Product Matrix and Paclitaxe! Content

+ Patients judged to have a lesion that pravents complate
inflattan of an angioplasty ballocn or proper placement of
the stent or delivery device.

5 WARNINGS

To maintain sterifity, the inner package should not be
openad or damaged prier ta use.

Tha use af this product carries the risks assceiated with
coranary artery stenting, including stent thrombosis,
vascular complications, and/or bleeding events.

This product should net ke used in patients wha are not
likely to comply with recommended antiplatalet tharapy.

with a molecular weight (Mn-number average molecular
weight) of 80,000 to 130,000 g/mol and a polydispersity index of

1.0t0 2.0. The palymer is mixed with paclitaxe! and conformally

applied ta the stent. There is no primer or topcoat layer. The
structurak formula for the palymeris shown in Figure 2.2,

is availahle in four stent models each engineered for specific
diametars to provide consistent stent-to-artery ratios across
th= range of reference vessel diamaters indicated:

.l Vessel {SV}:2.25 mm Leng

A'Warkharse [SWH): 2,50, 2.75 mm T — S .

+ Workhorse [WH): 300, 3.50 mm H74339024082720 | H7433302308220 2325 B kz)

Lorue Vessel [LV). 4'00' ) H7483302408250 | H7433902308250 | 250 8 40
- arge vesse C4Uumm

§ ) H7493902400270 | Hrdg3s02a0sern | 275 ] 40
CONTENTS far (1} ION Over-the-Wire Stent System 7493302408300 | H74a3002308300 ™ P pn
+ One (1) 10N Over-the-Wire Stant System H7453902408350 | Fia93a0z30ea0 250 2 =
CONTENTS for (1) 10N Monorail® Stent System H7493902408400 | H7493902308400 400 8 51
* One (1) IDN Monorail Stent System 7493502412220 | Hremsanasnzezn | 228 12 58
+ Two {2) CLIPIT™ Coil clips H7483900412260 | H7493902312280 | 250 12 b2
* Dne (1) Flushing needle with luer fitting H7493902412270 | Hrsmasozizeze | 275 i2 B2
2.2 Drug Component Description H7433802412300 | H7492902312300 | . 300 12 61
"The stent componant af the 10N StemSvstem is a PtCr stant with H7453002412350 | H7400902312350 | a0 12 )
a drug/polymer caating farmulation consisting of paciitaxel [the HI4Sa2A 12600 | Hraanomizan | 100 " "
active ingredient) and Translute™ Polymer carrier (the inactive
ingrediant). The drug/polymer coating formulation is identical  { H7493902416220 { Hragas0zaieazn | . 225 16 "
to the drug/polymer caating farmulation used in the following H1453902416250 | H7493902315250 250 16 0
ﬁigg S;ﬂdl{?: JTE':‘XUISEIE’;FFEE P:C"ta"”‘E'”t'"g Stent and ¥\ 7ucsunmstatd | rrasamozien | 275 1 a0
acstaxel-Eluting en

a1p I_enel xelEling H 24335024 16300 | K7493902916300 | .00 m %
2. t
. mf : “: ical ingredient in‘the 10N Stent | 7493002416350 | H7493302316350 | 350 16 86

e active pharmaceutical ingredient in "the ent is
paclitaxel, ¥t is a white pawdar, isolated from a spectrum H74935024 16400 | HI4SI302816400 Al 16 0
of Texus species and hybrids. The chemical name of | H7483902620220 | H74939023200| 225 i U
paclitaxel is: Benzeneprapancic acid, p-(benzoylamino)-a- H7493802420250 | H7493802320750 250 0 )
hydroxy-,6,12bbis(acetylaxy}-12-(benzoyloxy}-2a,3,4,4a 5,8,

e _ H74393502420270 | H7493802320270 | 275 bl 3
9,10,11,12,12,12bdodecahydra-4,11-dihydroxy-42,8,13,13- o i
tetramethyl-5-gxo-7,11-methana-1Heyclodecal3 Albenz[d,2- | H7483302420300 | H7493502320300 | 3.00 n 104
blaxet-§-vi ester,[2a A-[2ac, 4B, 483,609 (@ R*,pS*), 11,124, H7483302420850 | H7493302320350 450 20 104
A]Zﬂfl.IzbuE]-. The chemical structure of paclitaxel is shown H7493902420a00 | H7493902320400 460 20 13
in Figure 21. HP433802424220 | HTamsamsoazn | 235 u 109

CH H7483902424250 | H7493902324250 | 25D b1 115
1
0_,:(‘ H7433802424270 | HP493802324276 | 275 u 115
H7493902424300 | H7483B02324300 | 3.00 4 12
' o H7Ag3902424350 | HI493802224356 | 350 un 123
H, JOH H7493802424400 | #7283902324400 | 400 24 156
H1433002428220 | H7493802328220 | 225 ] 13
H2403002428250 | Hy4s30c2a2szs0 | 250 2 ke
; \ K4g3a02428270 | Hodgas0zazam0 | 2% F ] 13
A W H74s3e02e26300 | H7493902328300 | 300 2 141
’ D/Kﬂ HTAG3302420350 | H7493802328350 3.50 biil 14
D H H7493002428400 | Hrdgzemzazaen | 400 8 181
" . H7492800432220 | H7493902332220 | 225 n 148
Figure 2.1 The Chemical Structurs of Paclitaxel

H7483302432250 | H7493802332250 | 250 R 155
Paclitaxel |sad|terpenmdw1thacharalctenstictaxaneskeleton 749390432270 | Ridsaamzazzato 275 2 %

of 20 carbon atems, a malecular weight of 853.91 g/mol and
a molecular farmula of C47HSINOI4. It is highly lipophilic, | 7433902432300 | Hp4s3902332300 | .00 2 156
insoluble in water, but freely soluble in mathanol, ethancl, H7493902432350 | H7483902382350 a.50 32 166
chtaroform, ethyl acetate and dimethyl sulfoxide. 7483302432400 | H7433802332400 | 400 32 206
222 Translute Polymer Carrier H7493802438270 | Hramsacaagzro | 275 a6 1
il'he {anlv inactive ingljrndibant in ﬂ)‘]le !DN ISteknt is |3|BS H7493902433300 | H7493902338300 3.00 a8 187
paly{styrene-b-isobutyleneb-styranal], a tri-block copalymar P "
(rade name: Translute), composed of polystyrene and HTIBISNZATRIN) | H14S3902536550 3 3 18
polyisoputylene units. Itiz a hydrophabic elastomeric copolymer | H7453802433400 | HJ493902336400 | 4.0 38 7

3 INTENDED USE/INDICATIONS FOR USE

n = repeating units of isobutylene

I ‘ m = repeating units of styrene

Figure 2.2 The Chemical Structure of Transluta Polymer Carvier

The ION Stent System is indicated for improving luminal diamater
for the treatmant of de nove lesions in native cerenary arteries
2 2.25 mm ta < 4.00 mm in diameter in lesions s 34 mm in length.

4 CONTRAINDICATIONS '

Usa of the ION Stent System is contraindicated in patients with:

*  Known hypersensitivity to 316L stainless steel or platinum.

+  Known hypersensitivity to paclitaxel or structurally-related
compounds.

*  Known hypersensitivity ta the palymer or its individual
compenents [see Section 2.2.2, Translute Palymer Carrier for
mara infarmation),

Coranary Artery Stenting is contraindic ated for use in:

* Patisnts who cannot receive racommended antiplatelat
and/or anticoagulant therapy {ses Section 6.2 Pre- and Post-
Precedure Antiplatelat Regimen for more information).

PRECAUTIONS
6.1 General Precautions

Only physicians whe have recei'ved adequate training
should perform stentimp!antation.

Stent placement should only be performad at haspitals
where emergancy caranary artery bypass graft surgery
can be readily perfarmed,

Subsequent stent blackage may raquire repesat dilatation
afthe artertai segment containing the stent. The long-term
autcome following rapest dilatation of endethalizlized
stents is not well characterized.

Consideration should be givan ta the risks and benefits
of use in patients with histary of severe reaction ta
contrast agants.

Do not expose the delivery system to organic scivents such
as alcohol or detergants. :

Care should be taken ta contal the pasitian of the guide
catheter tip during stent delivery, deplayment and balloan
withdrawal. '

Before withdrawing the Stent Delivery System (SOS),
visually canfirm gamplete ballaon deflation by flucrescapy
{See Table B.1 System Deflation Time Spacifications).
Failure to do so may cause increasad SDS withdrawal
forces, and result in quide catheter mavement into the
vessel and subsequent arterial damags.

Stent thrombesis is a low frequancy event that current
drug-eluting stant (ES) clinical trials are not adequataly
powered to fully characterize. $tent thrombosis is
frequeatly associatad with myocardial infarction (M1) or
death. Data from the PERSEUS Clinical Pragram, which
evaluated the ION Stent System, have deen evaluated

- and adjudicated using bath the protocol definition of stent
thrombasis and the definition developed by tha Academic
Rasearch Consortium (ARCH, and demenstrate specific
patterns of stent thrombosis that vary depending on the
definition used. In the clinizal trials analyzed to date,
evaluated an earlier generations of TAXUS Stents, the
differences in the incidence of stent thrombosis chsarved
with a paclitaxel-eluting stent compared to bare-matal
stents have not been associated with an increased risk
of cardiac death, myacardial infarction, or all-cause
mortality. Additional data from longes-term follow-up in the
PERSEUS clinical trials and in previous triats in the TAXUS
pragram and analyses of DES-related stent thrombosis are
axpected and should be considerec in making treatment
decisicns as data hecome.available.

* Whan drug-eluting stents are used outside the specified
Indications for Use, patient outcomes may differ fram tha
resutts obsarved in the pivotal clinical trials,

Compared to use within the specified Indications for Use,
the use of drug-eluting stents in patients and lesions
outside of the labeled Indicatigns, may have an increased
risk of adverse events, including stent thrombosis, stent -
embalization, myecardial infarction, or death.

§.2 Pra-and Post-Procedure Antiplatelet Regimen

In the PERSEUS Clinical Program, which evaluated the 10N
Stent System, clopidogre! or ticlopidine was administered pre-
procedure and for a period of 6 months past procedure and far 12
months in patients wha were not at high risk of bleeding. Aspirin
was administered concamitantly with clopidogrel or ticlopidine
and then continued indefinitely to reduce the risk of thrombasis.
See Section 10 Clinical Studies, for more specific information.

The optimal dusation of antiplatelet therapy, specifically
clopidagrel, is unknown and DES thrambosis may still accur
despita cantinued therapy. Data frem several studies suggestthat
# langer duration of antiplatelet therapy than was recommended
post-pracedurally in certain drug-eluting stent pivatal clinical
trials (including TAXUS clinical trials which evaluated the
earlier genersticn stents with the same drug/polymer caating

&%
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formulation as the ION™™ Stert System) may be beneficial.
Provided herein arerecent recommendations from the ACC/AHA/
SCAI 2007 Guideline far anti-thrombotic adjunctive therapies for
Percutaneous Caronary Intervention (PC), Section6.2.1.

6.2.1 Oral Antiplatelet Therapy

.M “muation of combination tregtment with aspirin and

(

-qrel after PCl appears to reduce rates of cardiovascular

¢ events, On the basis of randomized clinical trial
.- u0ls, aspirin 162 mg ta 325 mg daily should be given
for at least 6 manths after paclitaxel eluting stent (PES)
implantation, after which daily chranic aspirin should be
continued indafinitely at a dose of 75 to 162 my. Likewise,
clopidogrel 75 mg daily should be given for at least 12 months
in patients whe are not at high risk of bieeding. To reduce the
incidence of bleeding comalications associated with dual
antiplatelet therapy, lower-dose aspirin (75 to 162 mg daily) is
recommended for lang-term therapy.

Full guidelines are provided at the following website:
http:fivanvwv.ace.org

It is very important that the patient is compfiant with the
past-procedursl antiplatelet recommendations, Premature
discantinuation of prescribed antiplatelet medication could
resultin a higher risk of thrombosis, myacardial infarction or
death. Prior to PCI, if a surgical or dental pracedure is anticipated
which requires early discontinuatian of antiplatelet therapy, the
interventional cardiologist and patient should carefully cansider
whether a drug-eluting stent and its associated recommended

“antiplatelet therapy is the appropriate PCI chaice, Following

PCL, should a surgical or dental procedura be recommended
that reguires suspension of antiplatelet therapy, the risks
and benefits of the procedure should be weighed against the
possible risk asspciated with premature discontinuation of
antiplatelet therapy. Generally, it is recommended to postpone
elective surgery for one year and amaong those patisnts far
whom surgery cannat be daferred, ASA should be considered
during periopesative period in high risk DES patients.

Patients who require premature discontinuation of antiplatelet
therapy secondary to significant active bleeding should ba
manitared carefully for cardiac events and, once stabilized,
have their antiplatelet therapy restartad as soon as pessible
ger the discretion of their treating physicians,

of Multiple Stents

ZRSEUS Clinicat Program, which evaluatad the IGN Stent
oywai, the pratacols specified that patients were to he treated
with no more than one JON $tent, except in situations involving
bailout stenting, The use of multipla drug-eluting stents will
expose the patient to larger amounts of drug and patymer.

When multipte averlapping stents are used resulting in stent-
to stent contact, it is suggested that the stents be adequately
overlapped to avoid the potential for gap restenosis, It is
recommended that averlapging stents be of similar compositien
to minimize the likalihoad of dissimilar metal corrosion.

Patential interactians of the 10N Stent with other drug eluting
or coated stents have not been evalyated in the PERSEUS
Clinical Program.

6.4 Brachytherapy

The safety and effectiveness of the ION Stent in patients
with prior brachytherapy of the target lesion have not been
established. The safaty and effectivaness of the use of
brachytharapy to treat in-stant restenosis in an ION Stent have
not been astablished, Both vascutar brachytherapy and the
|ON Stent alter artarial remodeling. The synergy betwesn these
two treatments has not been determined.

6.5 Use in Conjunction with Other Procedures

The safety and effectiveness of using mechanical atheractomy
devices (directional atheractomycatheters, rotational atherectomy
catheters) or laser angiaplasty cathatars in cenjunction with HON
Stantimplantation have riot bean establishes.

6.6 Use in Special Populations

6.6.1 Pragnancy

Pregnancy “Categary €. See Drug Information — Section 7.5,
Pregnancy. There are no adequate or well-centrolled studies in
pregnantwamen or menintending te father children, ION Stents
<k~uld be used in pregnant woman only if the potential benefit
s the potential risk to the emhrya or fetus. Because some
«el remains on the stentindefinitely, use of the {ON Stent
.menwha are of childbearing potantial ar in men intending
ta father children shauld be given careful consideration.
6.6.2 Lactation

See Drug Infarmation— Section 7.6, Lactation. A decision should be
made whather to discontinue nursing prior taimplanting the stent,
taking inte accaunt the importance of the stant to the mother,

6.6.3 Gender

See Cinical Information - Section 10, Clinical Studies. Clincal studies
of the 10N Stent did not include formal analysis of differences in safety
and effectiveness between male and female patients.

6.6.4 Ethnicity

See Clinical Infarmatian - Section 10, Clinical Studies. Clinica! studies
of the ION Stent did nat include sufficient numbers of patients to
assess for differences in safety and effectiveness due ta ethaicity,
gither by individual category or when grouped by Caucasian and
nan-Caucasian,

6.6.5 Pediatric Use

The safety and effectiveness of the ION Stent in pediatric patieats
have not been estahlished.

6.6.6 Geriatric Use

Clinical studies of the 10N Stent did not have an upper age Smit. In the
PERSEUS Warkharse study, there were 402 patients in the 10N Stent
groupwhowere age B5 or alder, and 124 in the PERSELIS Small Vessel
study. There ware 22 1N Stent patients in the PERSEUS Workhorse
study who were over 8] years of age, and 10 ION Stent patients in the
PERSEUS Small Vessel study. There were no statisticatly significant
differences in autcomes between patients under 65 and over 65 yRars
of age in the ION Stent group.

6.7 Lesion/Vessel Characteristics

The safaty and effectiveness of the IDN Stent have not been
established in the cerebral, carotid, ar peripheral vasculature or
the following patient populations;

* Patients with vessel thrombus at the lesion site.

+ Patients with coronary artery reference vessef diameters
<2.250r > 4.00 mm.

« Patients with carcnary artery lesions longer than 34 mm or
requising more than one-|ON Stent,

* Patients with lesions located in the saphenaus vein grafts, in
the unpratected left main coronary artery, estial lesions, or
lesions Inzated at a bifurcation.

« Patients with diffuse disease or poor flow distal to the
identified lesions.

« Patients with tortious vessels {> 60 degrees) in the region of
the ohstruction or proximal ta the lesion.

« Patients with a recent acute myocardial infaretion where there
is evidence of thrombus or poar flow.

» Patients with in-stent restenosis.

* Patients with moderate or severa calcification in the lesicn ar a
chrenic tetal acclusion.

* Patients with multi-vessel disease,
6.8 Drug Interaction

Because systemic levels of paclitaxel have nat been detected post-
stent placemant in clinical trials, possible interactions of paclitaxel
with concomitantly administered medications are unlikely to be
detectabla. The effect of patentiai drug interactions on the safety
and efficacy of the ION Stent has not been formally irvestigated. The
metabaism of paclitaxelis catalyzad by cytochrome P450 isaenzymes
CYP2CE and CYP3A4, Inthe absence of fermal clinical drug interaction
studies, caution should be exercised when administering paclitaxet
concomitantly with known substrates arinhibitors of the cytachrome
P450 isoenzymes CYP2CH and CYP3A4, ’

See Drug Information - Section 7.3 Drug Interactions for mare
infarmation.

6.9 Magnetic Resonance Imaging {MRI)

The 10N Stent has been shown to he MR Canditional (poses na
known hazards under specified canditions) through non-clinical
testing of single and overlapped configurations up to 74 mm in
overall length. The conditions are as follows:

* Field strangths of 1,5 and 3 Tesla

+ Static magnetic field gradient <% T/m (axtrapolated)

* Narmal operational mode {maximum whale body averaged
specific absorption rate {SAR) of lower than 2.0 W/kg} for & total
active MR scan tirna.(wh‘h RF exposure} of 15 minutas ar Jess

The 0N Stent should not migratein this MR environment. MRimaging
within these conditions may ba performed immediately following
the implantation of the stant This stent has not bean evaluated to
determine if it is MR Canditional beyond these contitions,

3.0 Tesla Temperature Inlormation

Non-clinical testing of RAF-induced heating was performed at
123 MHz in & 3.0 Tesla Magoetom Tria®, Siemens Medical Solutians
MR system, software version Numaris/d, Syngo® MR A30. RF
powerwas applied for 15 minutes and the measured conductivity of
the phantom material was about 0.3-8/m. The phantom average SAR
was talculated using calorimetry ta be 2.2 Wkg. The maximal in-

vitro temperature rise was calculated as 2.6°C for a measured
stent length of 74 mm with the whole-body SAR scaled to 2.0
Wikg. The calculations did not include the cosling effects due
ta blood flow.

1.5 Tesla Temperature Information

Nen-clinical testing of RF-induced heating was perfarmed at
64 MHz in a 1.5 Tesla Intera® Philips Medical Systems, software
version Release 10620, 2005-03-10 whole body coil MR
scanner. RF power was applied for 15 minutes and the measured
conductivity of the phantom material was about 0.3 $/m. The
phantom average SAR was ¢alculated using calorimetry to be
2.1 Wrkg. The maximal in-vitro temperature rise was calculated
s 26°C for a measured stent length of 74 mun with the whale-
body SAR scaled to 2.0 W/kg. The calculations did nat include
the cooling effects due to blocd flow,

In vivo, local SAR depends an MR Field strength and may be
different than tha estimated whole body averaned SAR, due to
body compaosition, stent position within the imaging field, and
scanner used, thareay affecting the actual temperature risa.
Inmage Artifact Information

The calculated image arfifact extends approximately 7 mm fram
the perimeter of the device diameter and 5 mm beyand each
end of the length of the stent when scanned in nan-clinical
testing using a Spin Echo sequance. With a Gradiant Echo
sequence the calculated image artifact extends 5 mm beyang
the perimeter of the diameter and 6 mm beyond each end af the
length with both sequences partially shielding the fumen in a
3.0 Tesla Intera {Achieva Upgrade!, Philips Medical Solutions,
software version Release 2.5.3.0 2007-09-28 MR systam with a
transait/recaive head coil.

Medical Registration

It is recommended that patients reqgister the conditians under
which the implant can be scanned safely with the MedicAlert

Feundation (www.medicalert.arg) or aquivalent organizatian.

Magnetic Resonance
Conditional

6.10 Stent Handiing
(also see Section 14, Dperational Instrections)

* Forsingle use anly. Do not resterilize or reuse this praduct.
Note product “Usa By date. (See Warning - Section 1)

¢+ The premounted ION Stent and its delivery systam are
designed for use as a unit. The stent is not ta be removed
from its delivery ballocn. The stent is not designad ta he
crimped anta another baliaan. Removing the stent from its
detivery balloon may damage the stent and coating and or
lead to stent embokization.

* Special care must be taken not ta handle or in any way
disrupt the stent pasition an the delivery balloon. This is -
mastimportant during catheter removal fram packaging,
placement over guidewire, and advancement thraugh
hemostasis valve adapter and guide catheter hub.

* Excessive manipulation or handling may cause caating
damage, contamination, or dislodgment of the stent fram
the delivery bailoon,

+ Usa only the appropriate balloan inflatian media
(see Operational Instructions - Section 14.3.3, Balloga
Preparatien). Do not use 8ir or any gas medium to inflate
the balloon.

* Inthe eventthe [ON Stent is not deplayed, do not use
the product and contact vour local Bestan Scientific
Representative for raturn informatian.

6.11 Stent Placement

Preparation

« Do nat prepare or pre-inflate ballaon prior to steat
deployment other than as directed. Use the ballaan

purging technique desgribed in 0perational Instructions
- Section 14.3.3 Balloon Preparation,

* [funusual resistance is felt at any ime during lesion
access hefore stentimplantation, the stent syster and the
guide cetheter should ba removed as a single unit{See
Precautions - Sectian £.12, Stent System Remaval).

* An unexpanded stent sheuld ba introduced into the
caranary arteries one time only. An unexpanded stant
should not be subsequently moved in and out through the
distal end of the guide catheter as stent or coating damage
or stant dislodgmeat from the bailean may occur.

Placement

* The vessel should be pre-dilated with an appropriate sized
balloon. Failure to do s may increase the risk of placement
difficutty and procedural complications.



» Do net expand the stent if it is nat properly positianad
in the vessel {see Pracautions - Section 6.12, Stent
System Remaoval).

» Balloon pressures should be monitored during inflation. Do
net excaed rated hurst pressure as indicated on product label
“see Table 14.5.1, Typical ION™ Stent System compliance).
»of pressures higher than specifiad an preduct fabel may
Itin a ruptured balloon and potential intimal damage
A dissectian. The stent inner diameter should approximate
1.1times the reference diameter of the vessel,

+ Placement of the stent has the patential to compromise
sida branch pateacy.

* Implanting a stent may lead to dissection of the vessel
distal and/or proximal to the stented portion, and may
cause acute closure of the vessel requiring additional
intarvention {e.g. CABG, further dilation, placement af
additiona! steats, or other).

*  When treating multple lesions, the distal lasion shauld be
initially stented, follawad by stenting of the mare progimal
lesian(s), Stenting in this ardar alleviates the need to cross
the proximal stent in placement af the distal stent and
reduces the chances of dislodging the proximal stent

6.12 Stant System Removal

* Ifunusual resistance is felt at any time during lesion
access before stent implantatian, the stent system and the
guide catheter should be removed as a single unit.

» Danatattemptto pull an unexpanded stent back into
the guide catheter, as stent ar coating damage or stent
dislodgment fram the ballaan may occur.

+ Stent retrieval methods (use of additional wires, snares
andf ar forceps) may result in additianal trauma to the
vascular sita. Complications can include bleeding,
hematema, o pseudaaneurysm,

When removing the entire stent system and guide cathater
as @ single unit (NOTE: The fotlowing steps should be
executed under direct visualization using fluoroscapy):

+ Following stent placement, confirm complete balloon deflation
(See Table 6.1 System Defiation Time Specifications). If
greater than usual resistance is felt during delivery system
withdrawal, pay particular attention to quide catheter

tion. In some cases it may be necessary to pull hack
ty on the quide catheter in order to prevent deep
4ting (unplanned advancement} of the guide cathater and
subsequent vessel damage. In cases where unplanned guide
catheter movement has accurrad, angiographic assessment
of the coronary tree should be undartaken to ensure that
there is no damage te the coranary vasculature.

* Maintain guidewire plac‘ement acress the lesion during the
entire remaval progess.

+ Carafully pull back the stent system until the proximat
ballaan marker of the stent system is just distal to the guide
catheter distal tip.

* The stent system and the guide cathater should be pulied
back until the tip of the guide cathetar is just distal to the
arterial sheath, allowing the guide catheter to straighten.
Carefully retract the stent system into the guide catheter
and remaove the stent system and the guide catheter from
the patiant as a single unit whila leaving the guidewire
across the lesian.

Failure ta follow these steps, andfor applying excessive force

1o the stent system, can potentially resuit in stent or coating

damage, stent distodgmant fram the balloon, znd/or damage to

the delivery system.

Table 6.1 System Deflation Time Spacifications (seconds)

Batlom .

6.13 Post-Procedure

« Care must be exercised when crossing a newly depleyed
stent with any wire, cathater or ancillary device to avoid
disrupting the stent placement, apposition, and/or coating.

*+ Inthe PERSEUS Clinical Pragram, which evaluated the {ON
Stent Systam, clopidogrel or ticlapidine was acministered
pre-pracedure and fer a perind of 6 months post-procedure and
for 12 months in patients who were not at high risk of bieeding.
Aspirin was administered concomitanty with clapidogrel or
ticfopidine and then cortinued indefinitely to reduce the sisk of
thrombosis. See Section 10 - Clinical Studies, for more specific
information.

. * |Ifthe patient requires imaging, see Precautions — Section 69,

Magnetic Resonance Imaging {MRI).

7 DRUG INFORMATION
1.1 Mechanism of Action

The mechanism {or mechanisms) by which an 10N Stent affects
neaintimal production as seen in clinical studies has not been fully
established. Paclitaxel promotes tha assembly of microtubules
fram tubulin dimers and stabilizes micratubules by preventing
depolymerizatian. This stebility results in the inhibitian ofthe normal
dynamic recrganization af the microtubule network that is essential
for vital interphase and mitotic cellular functions,

7.2 Pharmacokinetics

Given thet the drug/poiymer coating formulation of the ION Stent is
identical to that of the TAXUS Express Stent and the TAXUS Liberté
Stant, the evaluation af the TAXUS Express Stent and the TAXUS
Libarté Stent is applicable. In the clinical studies TAXUS I, i, and II]
lwhich evaluated the TAXUS Express Steat), no paclitaxel fevels ware
detected after stant implantation using an analytical method with a
fower limit of quantification (LLOD) of 10 ng/ml. These findings were
confirmed in preclinical studies using multiple stents with total ioaded
doses above the clinically availahle stent system and an assay with an
LLOQ of 0.03 ng/ml. Hence, in the absenca of systemically detectable
levels, standard pharmacakinetic paramatars were not estzblished,

1.3 Drug interactions

Paclitaxel is metabotized in the liver via CYP20B to
-alphahydroxypaclitaxel and via CYP3A4 to 3'-p-hydroxypaclitaxel
and 6-alpha, 3'-p-difydraxypaclitaxel, Paclitaxel is a substrate of
P-glycopratein. Bacause mesabolism appears ta play an important
raie in the elimination of paclitaxal, agents that coulg compete
with or inhibit the CYP2C8 and CYP3A4 isoenzymes may increase
paclitaxel plasma levels. Patential drug interactions may occur with
any drug that affects these isoenzymas.

Formal drug interaction studies have nat been cenducted with
the [ON Steat Consideration should be given to the potential for
both systemic and local drug interactions in the vessel wall when
deciding to place an ION Stent in a patient who is taking & drug
with known interactions to paclitaxel or when deciding te initiate
therapy with such a drug in & patient that has recently received
an [ON Stent.

7.4 Carcinogenicity, 6 enotoxicity, and Reproductive Toxicology

No long-term studies in animals have been perfermed to evaluate
the carcinogenic potential of paclitaxel. Paclitaxel interacts with
microtubules; this is the majar machanism by which it inhibits call
prowth, One consequence is the lass of whole chromosames via
interactigns with spindle microtubulas during cell division. As such,
Paclitaxel is defined as an aneugen {agent causing an alteration
in chramosome number). This indirect action is consistent with
positive respanses in in vitro and in vivo micronuclaus genotoxicity
assays, which detect DNA fragments. Positive resuits have alsa
been reported for chromesomzl aberrations in primary human
lymphocytes. It is not known whather paclitaxel has a separate
direct action on DNA in the generatian of DNA strand breaks or
fragments. It is negative in assays for gene mutation, ineluding
salmonalle snd CHOMPRT. Paclitaxel administered via IV prior
ta and during mating produced impairmant of fertility in male and
femala rats at doses > 1 mp/kg {approximately 38 times the dose
provided by the largest IBN Stent coated with 247 ug paclitaxaé
adjusted far bady surface area).

7.5 Pregnancy

Pregnancy Category C: There are no adequate and wall
controlled studies in pragnant women of paclitaxel or 10N Stems.
Studies performed in rats and rabhits receiving IV paclitaxel
during organogenesis revealed avidence of maternal toxicity,
embryotoxicity, and fetotoxicity at dosages of 1 and 3 mg/kg,
respectively {approximately 33 and 236 times the dose providad
by the largest |ON Stent coated with 247 pyg paciitaxet adjusted for
body surface area). The drug resulted in increased resorptians and
increased fotal deaths. No teratogenicity was observed in gravid rats
receiving daily IV paclitaxel doses of 1 mg/kg {approximately 3% timas
the. dose provided by the largest HON Stent coated with 247 ug
paclitaxel adjusted for body surface area), ION Stents should be used
in pregnant women only if the potentizl benefit justifies the potential
risk. Because some paclitaxel remains an the stent indefinitaly, use
of the ION Stent in wamen who are of childbearing potential should
ke given careful censideration. '

1.6 Lactation

ltis nat known whether paclitaxe| is distributed in human milk,
However, in lactating rats given radio labeled pacfitaxel, levels
of radioactivity in plasma and milk were similar. Mothers should
be advised of the patential for serious adverse raactions to
paclitaxel in nursing infants.

Prigr to implantation of an 10N Stent, 2 decision should ba
made whetfier to discontinue nursing or to implant the stent,
taking into accaunt the impartance of the stent to the mother.

8 OVERVIEW OF CLINICAL STUDIES

The PERSEUS Clinical Trial Program' evaluates the IGN Stent
for the treatment of single, de navo atherosclerotic lesions
in 2 paralle! studies, PERSEUS Workharse {(WH} and PERSEUS
Small Vessel (8Y). This overview includes a summary of each trial
design as well as dzta generated from each trial, A summary of the
PERSEUS WH and SV trial designs is presented in Table 8.1,
8.1 PERSEUS Workharse

The PERSEUS Workhorse |WH) study is a prospective,
randemized, centrolled, single-blind, non-inferiority trial - to
evaluate the safaty and efficacy of the 1 ug/mm?(Inaded drug/
stentsurface area) ION Stentinthe treatmentaof de nevacoronary
lesions. Subjects with de novo target lesion length < 28 mm and
target vessel diameter 2.2,75 mm to < 4.0 mm were cansidered
for enroliment. The triat employs a 3:1 randomization to the 10N
or the TAXUS Express Paclitaxe!-Eluting Stent respectively. The
TAXUS Express Stentis an earlier genaration stent with tha same
drug/pelymer coating formulation as the ION Stent System.

The primary endpaint is the rate of target lesion failure {TLF;
including any ischemia-driven revescularization of the target
lesion [TLR], myacardial infarction [M1; Q-wave and non-Q-waval
related to the target vessel, or cardiac death ralated to the targat
vessel at 12months post-index procedure, testing nan-inferiority
afthe |ON Stent relative to the TAXUS Express Paclitaxel-Efuting
Stentcontrol. In-segment parcent diameter stenosis at 9 manths
post-index procedure as measured by quantitative coronary
angiography (ACA} is the secandary endpoint.

Enroliment of 1264 subjects was planned; 1262 {942 10N Stant
and 320 TAXUS Express Stent} were enrallad and randomized
at 80 sites. A total of 330 subjects were randomly assigned
to  protocol-mandated  9-month angiographic  follow-up
langiographic subset). The protocol mandated antiplatelet
therapy eompliance in accordance with the ACC/AHA/SCAL
Guidelines for P12

Tha study is now considerad complete with regard to the 12-month
primary endpoint, Additianal follow-up is ongeing to § yaars.

8.2 PERSEUS $mall Vessal

The PERSEUS Small Vessel {SV} study is a prospactive, single-
arm, superiofity trial to evaluate the safety and efficagy of
the 1 pg/mm? {loaded drugfstent surface area) 2.25 mm snd
2.5mm [ON Stents in the treatment of de navo caronary lesians
in smalf vessels. Subjects with de novo tazget lesion length
£ 20 mm and target vessel diameter > 2.25 mm ta < 2.5 1rwm in
a native coronary artery were considered for earollment, The
uial compares tha 10N Stent to a matched bare metal [Express
Stent) historical control group comprised of subjects with
referance vassef diameter (RVD) > 2.25 to < 2.75 mm and lesion
length < 20 mm #ram the TAXUS V trial,

Allsubjectsin PERSEUS 3V were required to undergo a$-manth
angiographic assessment. The primary endpaint is in-stent late
Ioss by quantitative coranary angiography [ACA) an $-month
follow-up (ION Stant compared te bare metal Express Stent)
and the secandary endpaint is TLF at 12 months (ION Stent
compared to a performance goal based on TAXUS Express
Stent results from the TAXUS IV and TAXUS V trials).

A total of 224 patients were enrolied at 2§ sites. The conal
group consisted of 125 matched bare metal Express Stent
subjects from the TAXUS V trial, including 108 with $-month
QCA follow-up. The protacal mandatad antiptatelet therapy
cempliance in accordanca with the ACC/AHA/SCAI Guidelines
far PC12

The study is now cansidered complate with regard to the
primary end paint. Additional follow-1p is ongoing ta 5years,
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Table 8.1, Comparison of PERSEUS Clinieal Studies

Purng Ta evaiuate the safety and cffectvensss To evaluate the safety and effactivenass
urpase in workhorse lesions in small vessel losions
- Tesi Prospective, multicanter, randomized, single-blind, Prospective, multicanter, single-arm,
- lesign nen-infariority to PES opan-label superiority to EMS
", _.wary Endpaint 12-month TLF . 9-manth in-stant late lass
Total: 1264 planned; 1262 enrolied and randomized Total: 224
Numbar of Subjects {ITT) ION™ Srant: 942 10N Stant: 224
TAXUS Express Stent 320 BMS Control Group: 125
Palymer Translute™ Polymar
PTx Dose Density 1 pg/mm?
Le.:smn Cme”af Vessal . 2275mm to s 400 mm 2225 mmto < 275 mm
Diameter (by visual astimate) ;
Lesngn Crltarl.a: tesion Length " <38 mm <20 mm
{by visual estimate) .
Number of stents Single
Stent Matrix 2.75-4.0 mm diameter 2.25-2.50 mm diameter
8,12,16, 20, 24, 28, 32 mm langth 8,12, 16, 20, 24 mm length
Pust-Procedurn Antiplatelat Clopidogre! or ticlopidine: at least 6 months, idaally for 12 months in patients who ara not at high risk fer hloading,
Therapy ASA: indefinitely
Follow-U Clinteal: 30 day, 3 month, 1 yesr, 18 month, annually 2-5 years | Chinical: 30 day, 8 month, 1 year, 18 manth, annually 2-5 years
il Angiographic {330 subject subset): 9 month Angiographic {ally: 9 month

Abaravistians: ASA=aspirin; BMS=bare metal stent; | TTxintent-ta-trast; PES=peclitaxel-eluting steat; PTw=paclitaxel; TLF<tarpet lasion tailure

9 ADVERSE EVENTS

9.1 Observed Advarse Events

Obsarved adversa event experience comes fram twe studies which evaluated the 10N Stent System:; PERSEUS Warkhorse and
PERSEUS Small Vessel, Principal adversa events for these trials are shawn in Table 9.1.1.

Table 9.1.1. PERSEUS Workhorse and PERSEUS S$mall Vessel Major Adverse Cardiac Events {MACE) and 5tant Thrombosis Fram
Post-Procedure to 1 Year Follow-Up

. spital MAGE 1.9% [18/942) 25% (8/320) 0.0% {0/224) 16% [2/125)
30-Day MACE 2.2% (21/939) 3.1% (10/318) 0.9% (221) 24% 3124)
3-Month MACE 5.6% (52/932} 6.3% 1207317} 1.8% {1/718) 14.6% {18/123)

Cardiac Daath 0.3% 13/932} 0.3% {1/317) 0.9% (2/218) 0.8% (1123)
Mi 20% {1 9/932) 28% (97317} 0.8% [2/218) 24% (3123)
0-Wave Ml 0.4% (47932) 0.0% (07317} 0.5% 17218} 0.0% [07123}
Non-{-Wave MI 1.6% {15/832) 28% {9/317) 0.5% 17218} 4% 13123
VA 4.0% {37/932) i 4.4% [14/317) 8.9% [15/218) 12.2% |15/123)
TLR 26% (24/932) 35% (/3T T 10.6% 13123
Non-TtR ' 1.9% {18/932) 1.3% (4/311) 5.0% f11/218) 4.1% {5123)
1-Year MACE 7.4% (68/922) ) T3% (24/13) 124% (/218 L 203%I33N)
Cardiac Daath 0.5% (5/822) 0.3% (1/313) 1.4% {3/218) 0.8% 1/121)
M1 2.2% [20/922) 2.9% (9/313) D.9% {2/218) 25% 3121)
Q-Wave MI ’ 0.5% {5/922) 0.0% 107313} 05% (1/218) 0.0% (0/121)
Non-0-Wave MI 18% {15/922) 1.5% 15/13) D5% (1/218) 25% (3121)
TVR 5.6% {57922 5.8% (18/313} ©11.5%(257218) 24.9% (30/121)
TR ETT {35/922) 4.5% [14/313) B.0% {13/218) 20.7% (25/12%)
Non-TLR 2.5% (23/922) 1.9% (6/313) 1A% (177218) 7.4% (9/121)
1-Year ARG Stent Thrombosis
Definita or frobable 0.4% (4/91B) 03% /313 0.5% 17215} 08% (1/419)
Definite 0.3% (3/218) 0.3% (1/313) _ 0.5% (17215} | 0.6% (17115}
Probable Q.1% [1/818) 0.0% {07313 0.0% 07215} 0.0% 10/119)

Abbreviatians: ARC=A¢adamic Research Cansartium; BMS=bare metal stent; DES=drug-alusing stent; MACE=majar advarsa cardiac events {cerdiac daath, 8- or non-0-wave MI, TVR):
Mi=mynczrdial infarction; TLR=targot lesion revascularizatien; TR=target vessel revascuiarization.

*DES Controf

1BMS Cantrol

", iographic care laboratory raview of all available angiagrams in the PERSEUS Clinical Trials revealed a total of 3 stent fractures
+ stent fractures (Type 3') that were seen on angiograms performed at 286 and 259 days post-stent implantation and 1 Taxus

... 855 stent fracture (Type 4) noted on an angiogram performed 861 days post-stentimplantation. Only the fracture that occurred

with the Taxus Express stent was associated with a major adverse cardiovasculsr event {a TLR).

REFERENCE
 From Table 1in Popma, M, Tirach, K, Almaniacid, &, Canien, 34, Kaniizeri, DE, end Lean, MB. A Qualltativa and Quantitstive Angiograghic Analysis of Start Fracture Late Follawing
Sirolimus-Eluting Stant knplantation. Am.J Gardiol 103; 923-929, 2008. . .

9.2 Potentiat Adverse Events

Potential adverse events (in alphabetical arder) which may be
associated with the use of a corgnary stent in native coronary
arteries includa but are not limited to:

Abrupt stent closure
Acute myocardial infarctian

Allergic reaction to anti-coagulant and/or antiplatelet
therapy, contrast medium, or stent materials

Angina

Atrhythmias, including veatricular fibrillation and
ventricular tachycardia

Arteriovenous fistula

Cardiac tampanade

Cardiogenic shoek/pulmonary edema

Coronary aneurysm

Death

Dissectioh

Eemboli, distal {air, tissue or thrombaotic material or material
from devices(s) used ir the pracedure)

Heart failure

Hematoma

Hemorrhage, required transfusion
Hypotension/hypertensian

Infection, local or systemic

Ischemia, myocardial

Pain, access site

Perfaration or ruptuce of coronary artery
Pericardial effusion

Pseudoaneurysm, femeral

Renal failure

Respiratory failure

Rastanosis of stentad segment

Stent emobolizatian or migration

Stent thrombaosis/ocelusion
Stroke/carehravascular accident /TIA
Total acclusion of coranary artery
Veszel spasm

Vessel trauma requiring surgical repair or reintervention

Patential adverse avents not captured ahove, that may be
unique to the paclitaxel drug coating:

.

Allergic/immunalogic reaction to drug (paclitaxal ar
structurally-related compounds) ar the polymar stent
coating (or its individual components|

Alopecia

Anemia

Bload product transfusion
Gastrointestinal symptams

Hematatagic dyscrasia lincluding leukopenia, neutronenia,
thrombecytopenia)

Hapatic enzyme changes

Histologic changes in vessel wall, including inflammation,
cellular damage or ngcrasis

Myalgia/arthralgia
Peripheral naurapathy

There may be other potential adverse events that are
unforeseen at this time.
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10 CLINICAL STUDIES
10.1 PERSEUS Woarkhorsa

Primary Objective: The primary chjective of the PERSEUS WH study was to evaluate the safety

and efficacy of the [DN™ Paclitaxel-Eluting Platinum Chramium Coronary Stent System for the

treatment of de nava atherosclerotic lesions of up to 28 mm in length {by visual estimate} in native

~~-nary arteries of 2.75 mm to 40 mm diameter {by visual estimate} compared ta the TAXUS
+ Stent control. The TAXUS Express Stant is an earlier generation stent with the same drug/
- costing formulation as the 0N Stent System.

vaign; PERSEUS Warkharse is a pruspective, randomized, contrallad, single-blind, non-inferiority
trial which employs & 3:1 randomizatien ta the IDN or the TAXUS Express Paciitaxei-Eluting Stent
respectively. Eligible patients were those 2 18 yaars old with documented stable angina pectaris,
unstable angina pectoris, ar documented silentischemia and left ventricular efection fraction (LVEF)
2 30%. De novo tacget lasions in a native coronary artery with diameter stenosis > 50%, reference
vessel diameter 2 275 mm to < 4.0 mm, and cumulative lesion length < 28 mm caverable by a single
study stent were eligible. Multiple stenting was allowed for bail-out only. The pratoco! mandated
antiplatelet therapy compliance in accordance with the ACC/AHA/SCAI Guidelines for PCI?

The primary endpaint is the rate of target lesion failure (TLF; including any ischemia-driven
revascularization of the target lesion [TLR], myocardial infarction [MI; Q-wave and non-0-wave|
related to the target vessal, o cardiac death related to the target vassel) at 12 months past-index
arocedure, testing non-inferiority of the 10N Stent refative to the TAXUS Express Paclitaxel-Eluting
Stent control. In-segment percent diameter stenosis at § months post-index procedure as maasured
by quantitative coranary angiography (ACA) is the secondary endpeint

Ensollment of 1264 subjects was planned. A total of 1262 (942 ION Stent and 320 TAXUS Express
Stent) were enralled and randomized at 30 centers. Of the 1262 subjects included in the intent-
ta-treat analysis set, a total of 1235 subjects (922 ION Stent and 313 TAXUS Express Stent] were
evaluable for the 12-moath primary endpoint. A total of 330 subjects (256 IDN Stent, 74 TAXUS
Express Stent} were randomly assigned to protecol-mandated S-month angiographic fellow-up
{angiographic subset). Angiagraphic assessments were performed for the area ofthe vessel within
the stent margins {in-stert) and the areas immadiately § mm proximal and distal from the stent
margins (analysis segmant).
Fallow-up included clnical assessments at 30 days, 9, 12 and 18 months, and 2,3, 4 and 5 years past
index procedure. After tha 12-month follow-up, the study population was reduced to a pre-specified
cohort (Safety Papulation), which consists af all patients wha receivad a study stent (ION Stent
or TAXUS Express Stent). The study is now considered complete with regard to the 12-manth
primary eadpoint. ] :
Both the primary and secandary endpoints were analyzed under a Bayesian framework. Bayesian
analyses can be interpreted in a mare intuitive way than conventignal frequentist analyses
through the posterior distributions they produce, These posterior distributions give the prebability
that & parameter of intarest {e.g. the difference in the rate of TLF across treatment groups) lies
within a certain range, given the data observed. Therefors Bayesian methods can provide a
oretarior probability that the non-inferiarity hypathesis is true given the data abserved, whereas
1uentist P valua provides the prabability of observing data as or mare exireme than that
d assuming the non-inferiority hypathesis is false. '

11- . (5 are presentad below {Tables 19.1.1 - 10.1.6, Figure 10.1.1 and Figure 10.1.2),

Damographics: Patients were well-matched for baseline demographics. There were na significant
differences between the randomized treatment groups with the exception of slightly lower age
in the |ON Stent group compared to the TAXUS Express Stent contral {62.249.6 versus 63.549.5,
P=0.03). Approximately 71% of patients in the 10N Stent group and 63% of patients in the TAXUS
Exprass Stent groug were male. Approximately 53% of patients in both the 10N and TAXUS Express
Stent groups were Caucasian, and 25% were medically treated diabatics.

Baseline lesion characteristics: Reference vessel diameter was 2.78:0.48 mm and 2.75:0.47 mm
in the ION Stent and TAXUS Express Stent graups, respectively, with baseline lasion length of
14.2+6.1 mm and 14.1+58 mm, respectively.

12-Manth Clinical and 3-Manth Angiographic Qutcomes

Table 10.1.1. PERSEUS Workhorse Clinical Results.

e T
EFFICACY
TVR, Dverall 5.6% [62/922) 9.8% (18/312)
TLR, Ovarali 3.8% {35922 45% (147213}
TLA, PCI 3.6% {33/922) 4.2% (137313}
" TLR, CABG 0.3% {31922} 0.6% (27313)
Non-TLR, Dverail 25% (23/922) 1.9% 16/313)
Nan-TLR, PCI 23% (211928 16% {5313)
Nona-TLR, CABG 0.3% [3/522) 10% 3/313)
SAFETY
Total Death 0.7% {6/922) D.6% (2/314)
Cardiac Death or MI 2.5% {23/923) 29% (97313)
Cardiac Death - 05% {5/922} 0.3% [1/313]
M B 22% {20/522) 25% 19/313)
Q-wave Mi ' 0.5% (5/322] 0.0% {0/313)
Non-0-wava MI* 1.6% (150922} 29% (9313}
ARC $tent Thrambosis
Definite or Prabable 0.4% {4/918) 0.3% (17313}
Definite 0.3% {3918} 0.3% {17313
Probabie 1% (1/918) 0.0% {04313
' DES Contral

! Timing of non-0-wave M): 19/15 10N events and %9 TAXUS Exprass svents oceurred pari-pracedurally.

This rial was nat sized to determine the race of law fraquency evanes with a pre-spacitiad pracision,

Abhreviations: ARG=Acadamic Ry h L jum; CARG Y artery bypass gratt; DES=drug-atuting stent; Mi=myocardial
infarction; PCl=percutaneous coronary intervention; TLR=target lesian ravgscularizatian; TvR=targat vassel revasenlarizalion.

Primary Endpaint (12-Month TLF): The primary endpoint was met: There is a $9.96% Bayesian
posterior prabability that the ION Stent is nan-inferior to TAXUS Express Steat {given the data
observed). demonstrating non-inferiarity of the 1N Stent versus the TAXUS Express Stent.

Tahle 10.1.2. PERSEUS Workhorsa Primary Endpaint

5.568%
(0.0076)

6.139%
{0.0136}

-0.510%

1
Par Protocal 00155}

1.85% 4.1% 0.2998

" Primary analysis far ing h s of non-inferiority and study success eritacion, For por pratacal analysas, oaly ITT PERSEUS
Warkhorse triaf subjacts wha had the rendomfy essipned study stane implanted in tha target earonary stary were intluded,

t1-Sidad 55% posterior credibla intorval, based off tha 35th parcentile of the pasteriaz distribution.

*Posterior probabiity that the diflarence in the rata of 12-manth TLF batwean ION Stent and TAXUS Exprass Stant is less than the pre-specified
margin ot 4.1%, given the date.

12-Month TLF: the proportion of patients wha axparience a TLF up ta 385 days post-pracadure out of tha population thet hava baen
follawed for at least 335 days or whe heva axperianced a TLFup1c 305 days past-procadure.

Secondary Endpoint {3-Month %DS): The secondary endpaint was met There is 99.70% Bayesian
postarior probability that the ION Stent is non-inferior to the TAXUS Express Stent {given the data
observed}, demonstrating non-infariority of the |ON Stant versus the TAXUS Express Stent.

Tahle 10.1.3. PERSEUS Warkhorse Secondary Endpoint

3.087

. an -0.0254
P |
er Protocol {00374) (0.0735) {0.08253) .0.1078 020 0.5970
' Primary anafysis far ing hypathesis of non-inferi ',.Fnrparpmtnculanatysas,nnwITI’PERSEUSWurkhnrsnn’ialsuhjacls

whn had the randomly aseigned study stent implantad in the target coronery erlery were inciuded.
1-§ided 35% pasterior credibla intarval, based off tha 95t percentils of the pasterior distribution. .
* Paster or probahility thet the ditference in mean In [3-moath %DS) becwaen the 0N Stam and the TAXUS Exprass Stent is lass than
the pre-specified margk of 0.20, given the data.
The secondary endpoint is 3-manth In-segment %035, For the secondery andgeint, a natural log {fn) transtormation wes usad ta impravy
tha noimality of the distribution. Analyses aie gerlormed on the ttenstormed data,
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Table 10.1.4. PERSEUS Warkharse An

‘Angiographic Outcomes'

MLD {mmj, in-stant

- Post-Procedurn 208039 {228) 25440.36 [61)
’ Tonth 2.3420.67 (228) 2.28+0.64 |61)

"7 {mm}, Analysis Sagment
" Pest-Pracedure 2.26+0.49 (228} 2.1640.37 {611
9-Muonth 2.08:0.63 (228) 2.00+0.56 (61}
Acute Gain {mm, In-stant 1.83+0.41 228) 1.83:0.40 {61}

Acuta Gain, Analysis Segment

151049 (228)
[mm)

1.45£0.40 {61}

% DS, In-stent

Post-Procadure 4.1210.13 (228) 5.64:8.05 (61)

Figure 10.1.1. PERSEUS Workhorse Cumulative Rate of Target Lesion Failuee to 12 Months,

© Intent-to-Treat, Event Rate + 1.5 SE, All Patients (N=1262)

20 4

®1 TAXUS Express Stent {N=320)
— QN Slant (M=942)

£ s ]
2
1 6.0%
é 10
[ - T
a T
b 51 T mem= J)
=t T 56%
0 t T T y T—r " v T T T ——

O 30 B0 50 120 150 180 210 240 270 300 330 3680 390

Days Sincn Index Procedura
TAXUS Expross Btenl: 320 31 3G 408 38 307 306 05 L
ICNSnt: $42 @21 98 S 913 B0 o %0 287

3-Month 16.37+20.86 [228) 16.02+2061 {61}
% DS, Analysis Segment y
Post-Pracedure 0.21:9.71 (228) 1.8727.57 161} ION Stent 5%
&-Montn 61021791 (226] 63721747 (1] VTA):LIS Express Stent DES Cofitiol 6.0%
Lata Loss, I2-stent (mm) 0.3440.55 (228} 6.26:0.52 {61) Figure 10.1.2. PERSELIS Workhorse Cumulative Frequsncy Distribution of 8-Month In-Sagment
Late Loss, Analysis Segment {mm| 0.17:0.49 (228} 0.16:0.45 (81} Percent Diameter Stenosis by QCA, Intent-to-Treat, All Angiographic Subset Patients (N=330)
Binary Restenosis '
i 100 4
{r-stent restenasis 7.9% 118/228) 6.6% [4/61)
Analysis segment rastanasis 4.8% (20/228) 9.8% [B/G1) 80
) — — ——— YR
Includes all patients in the angiographic subset with paired lesion data. e
DS Canv e * £ B0 - mw%yﬂf"ﬂ
Abbreviations: DES=drug-aluing stan OSdismete: stenosis MUD=minwmam lumon diamovar. [ g 0 A T — ;n“n‘
E 40 4 Lliirum 756
Table 10.1.5. PERSEUS Workhorse Stent Thrombosis et p—
: SRR - 0 Shindard Dwdation 9747
i e Contficiert of Vi, £8.24%
Protecal Defined Stent Thrombosis' 0 T T T T —
Cumuiative through 1 year 0.4% {47918} 03% (1/313) 0 . 2 40 60 80 100
Observad Vaue
f:c;:‘;‘f; 0.2% f21542) 0.3% (320) :
: Results in patients with and without diabates: Patients with diabetes meilitus rapresent a high-risk
»acute ST 0.0% 2y938] 0.0% [0/315) group for adverse events fallowing percutaneoys coronary intervention. Tahta 10.1.6 shows 1-year
24 hrs and < 30 days| outcomes in patients with and without medically treated diabetes (defined as tfraatment with oral
Lote 8T hypoglycemic agents ar insulin at enroliment]. White the PERSELS WH study randomization was
te 02% (2936) 00% (07217} P o o )
(> 30 days and < 12 manths) - - stratified for diabetic status, this trial was not adequately powersd to study safety or effectivenass
— - of the TAXUS Express Stent versus the 10N Stent in patients with or without diabetes and was
ARC Definite & Probabla Stant Thrombasis® not designed wm specifically support an approval for use in diabetic patients. These exploratory
Cumulative through 1 year 0.4% (4/918) 03% {1/313) analyses suggest thatin patients treated with the [ON Stent, 1-year TLR rates wera 4.9% in diabetic
Acute ST and 34% in non-diabetic patients.
s 24 hre) 0.2% [2/942) 0.3% (1/320)
Subacute ST
(> 24 hrs and < 30 days) 6.0% (0/3s3} 0.0% wi313)
Late ST .
[> 30 days and < 12 months) 0.2% (/%] 0% 317

Ta be ineiudad inthe calcuiation of stant thrombasis (ST} rata far a given interval, 8 patient'sither had to have a sien? thrombosis during
the interval fa.g. 37-365 days inclusiva] or they had to ba stent thrombasis-Ires during the interval with last follow-up on or attar the first
dey of the givan interval [e.p. 31 days],
' Per protacal, stent thrambasis ix definad 25 tha vecurrence of any of the follpwing:
1. Ulinical presentatian of Reute coronery syndroma with anglogrephic evidance of stent thrombosis:
a. Angi hic do fan of & campl lusion {TIMI low 0 or 1) of a praviously successiully tranted artery {TIMI flow
2 ta 3 immediately after stent i and diametar §tEN3%is £ 30%) and/or
b, Angiagraphic decumentstion of s flaw-fimiting thrambus within of agjacent o a previously successtully trested lesion.
2. Acute M) of the distribution of tha trastad vesset.
3. Death wathin the fir¢t 30 days {without ather abvious cause) is idered a
available.
*Academic Research Consortium |ARC| stent thrombasis is definad as follows®
1. Definita 3T is considarad 1a hava accurrsd after intracaranary stenting by either
thrambosis.
2. Probabla 5T s considerad to have securred ofter intracoionary stenting in tha following casas:
4. Any unaxplaied death within the first 30 gays fuflowing stant implantetion. .
b. Imaspactive of tha tims afier tha Index procedura, any M which is relatad to documanted acute ischarmia in tha tarritary of the
implantad s1ont without angiographic confirmatian af ST end in the absence of eny athar chvious causa.
*DES Contral
Numbers are % {Coun/Sample Size).
This trial was not sized 1o detarmine the rate of low frequancy events with a pre-specified precisian.

pata ar stem th is when angiography is not

giographic or pathologi

of stant

ST
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Table 10.1.6. PERSEUS Warkharse Clinical Results in Patients with and Without Medically
Treated Diabetes

ALY
TV, Qvarsl 7.6% (17/223) 5.0% [35/599)
TiR, Ovarall 4.9% [11/223) 3.4% [24/608)
TIR, PC} 45% [10/223) 33% 23/698)
TLR, CABG 0.0% (1/223) 0.3% (2/598)
Non-TLR, Overall 3.8% (8/223) 2.1% {15/699)
Nen-TLR, PCI 27% (6/223) 21% {15/699)
Non-TiR, CABG 0.5% (2/223) 0.1% (1/699)
SAFETY
Total Death 1.4% (/222 0.4% (3/700)
Cardiac Death or M 3.1% 77223} 2.3% (161599}
Cardiac Daath 1.3% (3/223) 0.3% {2656}
Mi - 22% [5/223) 1% (15/639)
Q-wave MI 0.9% {2223) 0.4% (3/699)
Non-G-wave MI 1.3% {3/23) 1.7% N2/699)
ARC Stent Thrambosis
Definite or Probable 0.5% (1/220) 0.4% (3/698)
Definite 0.0% (0/220) 0.4% (3/598)
Probabie 0.5% (1/220) 0.0% (0/698)

This triel was not sized to datemina the rats of low frequency events with a pra-spacilied pracision.

Asbravistians: ARC=Academic Resaarch Consortium; CABG=coronery artary bypass graft; DES=drug-aknting stant: Ml=myacardizl
infarction: PCi=percitanaous corarary intarvantion; TLRA=target lasion revascutarization; TWR=target vesse! revascalarizalion,

1 DES Cantral

10.2 PERSEUS Small Vessel Clinical Tris)

Primary Objective: The primary objective of the PERSEUS SV study was to avaluata the safety and

afficacy of the 10N Paclitaxel-Eluting Platinum Chromium Coronary Stent System for the treatmant

of dg novo atherosclerotic lesians ot < 20 mm in [ength in native coranary arlerias with visual RVD
" 25mm 10 < 2.75 mm diametar.

PERSEUS Small Vassal is a prospective, single-arm, supzriority trial that compares the I0N
+ A matched bare metal {Express Stent} historical cantrol group comprised of subjects with
reverencé vessel diametar (RVD) 2 225 mm t0 < 2.75 mm and lesign length < 20 mm garnered from the
TAXUS V trial, Efigible patients wers those > 18 years old with documented stable angina pectoris,
unstabla angina pectoris, or documented silent ischemia and left ventricular ejection fraction (LVEF}
2 30%. Da novo target lesions in a native coronary artery with diameter stenosis > 50%, reference
vessel diameter 2 2.25 min to < 2.75 mm, and cumulative lesion langth s 20 mm coverable by a single
study stent were eligible. Multipla stenting was allowed for bail-gut only. The protocal mandated
antiplatelet therapy compliance in accardance with the ACC/AHA/SCAI Guidelines for PCI2

The primary endpaint is in-stent late loss by QEA an B-month follow-up {ION Stent compared to
bare metal Express Stent) and tha secondary endpaint is target lagion failura (TLE: including any
ischemia-driven revascularization of the targat lesion [TLR], myocardial infarction [MI; Q-wave
and non-Q-wave} related to the target vessel, or cardiac death related to tha target vessel) at
12:manths (ION Stent comparad te a performance gaal based on TAXUS Express Stent results from
the TAXUS IV and TAXUS ¥ trials}. {The TAXUS Express Stent is an earlier genaration stent with
the same drug/polymer coating formuletion as the IQN Stent System.) The study success criteria
ara mat when beth the primary and secendary endpeints ara met, that is, when mean in-stent late
lass at 9 months post-index pracedure for tha ION Stent group is shown to be superior to that of
the historical control and the 12-month TLF rate for the 10N Stent group is shawn to be less than
the 19.5% parfarmance goal, which is based an, TAXUS Exprass Stent results in lesion-matched
patients in TAXUS IV and TAXUS V.

Enroliment of 224 subjects was planned. A total of 224 subjects were enrcllad at 28 centers. Of the
224 subjects included in the intent-to-treat analysis set, a tatal of 197 subjects were evaluabte for
the 8-month primary endpeint of in-stent late loss. The control group consisted of 125 matched bare
meta! Express subjects fram the TAXUS V trial, including 108 with 9-month QCA follow-up,
Faliow-up included clinical assessments at 30 days, 8, 12 and 18 months, and 2,3, 4 and Syears post
index gracedure, All 224 enrallad subjects were requirad to undergo protocol-mandated 9-month
angiographic follow-up. Angiographic assessments were performed for the area of the vessal
within the steat margins (in-stent} and tha areas immediately 5 mm proximal and distal from the
stent margins {analysis seqment). After the 12-month follow-up, the study population was reduced
ta a pre-specified cohori {Safety Population}, which consists of ail subjects who received a study
stant {ION Stent). The study is now considered complete with regard to the 3-month primary and
12-month secondary endpaints. '

Results are presented below {Tables 19.2.1 - 10.2.6 and Figure 10.2.1}.

" raphics: The ION Stent group had a higher rata of prior congestive heart failure (8.1% versus
" aevious smoking (48.6% versus 36.8%) and higher haseline ejection fraction (57.929.4 versus

" v...24.2) s compared with the historical BMS contral group. The |0N Stent group had lawer rates

of baseling unstable angina {20.1% versus 29.6%} and current smoking {13.6% versus 22.2%).

Baseline lesion characteristics: Differances in the [ON Stent group compared to the historical
BMS control group included shorter lesion length (11.7£5.9 versus 12.9:5.1), fower incidence of
ACC/AHA Type B2/C lesions {58.0% varsus 77.6%), and lower ingidence of tertuosity (8.9% versus
18.4%). However, baseline RVD and MLD were lower in ION Stent subjects than in the BMS
histarical control {2.08:0.28 versus 2.19+0.35 for AYD and 0.55:0.23 versus 0.62+0.24 for MLD,
respectively. These differences were not expected to affect outcomes variables, as propensity
score adjustments shewed no change in the autceme or conclusicn of the trial.

12-Month Clinical and 9-Month Angiographic Results
Table 10.2.1 PERSEUS Small Vessel Clinical Results

EFFICACY
TVR, Overall 11.5% (25/218) 24.8% (3011}
TLR, Qverall B.0% (13/218) 20.7% (25121)
TLR, PCI 5.5% (12/218) 19.0% (23/121)
TLR, CABG 0.5% 17218} L7% n21)
Non-TLR, Ovarall 1.8% [17/218) 4% 8121
Non-TLR, PCI 7.3% {16/218] 6.6% (8/121)
Non-TLR, CABG 05% (/28] 0.8% (1/121)
SAFETY
Total Death 14% (/2181 17% (2121)
Cardiac Death or M! 2.3% (5/218) 3.3% (4/121)
Cardiac Death 1.4% (3/21B) 0.8% (17121
M| 0.9% 2/218) 25% [3121)
Q-wave Ml 0.5% {1/218) 0.0% (on21)
Non-D-wave MI' L.5% 11/28) 25% (3121)
ARC Stant Thrombasis
Definite or Probable 0.5% {17215} 0.8% {17119}
Definite 0:3% {y218) 0.8% (1/19) .
Probabla 0.0% (0/215) 0.0% (0/11)

! Norn-0-wava M timing: Events occumed st day 218 post-pepcedure in the 10N Sten group and at days 0, 8, end 167 past-pracedure in
tha histarical BMS cantral group. .

Abbreviations: ARC-Academic Resaarch Consonium; BMS=bere motal stant; CABB=coranary artary aypass gratt Mi=myacacisl

infi PCl=p caranary i ian; TLR=target lesien revascularization;TVR=targel vessel ravascularization,

This trial was not sized to datermine the rata of low frequancy events with a pre-spaciliad precision.

Table 10.2.2. PERSEUS Small Vassel Primary Endgaint

0381051 (197} 0.80:0.,53 108}

-1 - 4 - - - ;
Intant-4a-Treat (3200 015 2.1 042 {-0.54, -0.30] <0001
Propansity scarg 037 081 046059, 037} <0.0001

adjustad

! Primary enalysis secfor essessing hypathasis of supericrity and study succass critarion,

Tahle 10.2.3. PERSEUS Small Vessel Secondary Endpoint

B

§ Intent<o-Traat 1958% | 730 e

' Primary analysis set far agsessing hypothesis of suparistity and study succoss critarion,

V0.80% <0.0001
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Table 10.2.4. PERSEUS Small Vessel Angiographic Results

Table 10.2.6. PERSEUS Small Vessel Clinical Results in Patients with and Without Medically

e Treated Diabetes
S o Lt ON™ St i
’ CN=IEE T
MLD (mm), In-stent
- Post-Procedurs 2.1110.21 {197 2.0810.30 (108)
" fonth 1.73:053147) 1.28:0.55 (108}
+ (mm), Anslysis Segmant EFFCACY
Post-Procedure 1.2010.29 (397) 1.76+0.38 {108} TVR, Overall 9.9% {8/81) 124% (1791131}
9-Month 1.50+0.48 (137) 1.22+0.50 {108} TLR, Overail 6.2% (5/31) 5.9% (8137}
Acute Gain {mm), In-stent 1.5710.27 (190 147:0.33 (108 TLR, PCI 6.2% (5/01) 5.1% (713}
Acuta Gain, Analysis Segment (mm) 1.1620.30 (197} 1.14:0.39 {108) TLR, CABG 0.0% (0/81) 0.7% (17137} -
% DS, In-stent Mon-TLR, Ovarall 6.2% (5/81) B.8% (12/137)
Post-Procedura 0.31£10.76 {197} B5.63+10.97 (108} Non-TLR, BCI £.2% [5/81) 8.0% (114137
9-Month 18.48+23.31 (197) 40.72:23.64 108} Non-TLR, CABG 6.0% [0/81) 0.7% 1137
% DS, Analysis Segment SAFETY
Post-Procedurs 20.1249.42(197) 22.34:10.69 (108) Totzl Death 2.5% {2/81) 0.7% (1137}
9-Month 29.82£10.82 {197} 43.E5+21.44 (108) Cardiac Death or MI 3.7% (3/81) 1.5% (2/137)
Lata Loss, In-stant (mm) 0.38+0.51 (197) 0.80£0.53 (108) Cardiac Death 25% (1) 0.7% [1/137)
Lata Loss, Analysis Segment {mm| 0.21:0.41 (197} 0.53+0.52 |108) Ml 1.2% (1/81) 07% (17137
Binary Rastonosis C-wiave MI L2% 11781 0.0% I0137)
In-stent rastanosis 11.7% (23/197) 34.3% (37/108) Non-Q-wave M| 0.0% {0/81) 0.1% nan
Analysis segment restenasis 13.7% {27/397) 38.0% (41/108) ARG Stent Thrombosis
'Ineludas all patients with pairad lasian data. Definita or Probable 13%{1179) 0.0% (01138}
Abbraviations: BMS=bere matal stent; DS=di stenosis; MLD: lumen diametar.
) Dufinite 1A% (1/79) 0.0% 0/136)
Table 10.25. PERSEUS Small Vessel Stent Thrambosis Probable 0.0% {0773] 0.0% 10/136)
g e AT Abbyevistians: ARC=Academic Resanrch Consortium; BMS=bare metal stent CABG=coranary artery bypass graft; Mlzmyocardial
I"'Fnt r‘gat__Pnpula‘llqn L infarction; PCI=percitananus Garanary intervantion; TéR=target fesion revasculerization;TVR=target vesse| revascularization,
—_ o ——— This triel was not sized to datermine the rate at low fraquency events with @ pra-spaciliad precision.
Protocal Dafined Stent Thrombasis
Cumulative thraugh | yoar 05% (7215) 08% (711) 103 Prev.alenne of CAD and.ﬂutcnme Differences by Gender and Race
- In the United States, an estimated 17,600,000 adults age 20 and alder (9.1% of man and 7.0% of
J{A:;;:rssl 0.0% (0/224) 0.0% |0/125) woment suffer from caranary artery disease (CADY,
Once diagnosed and treated, poorer revascularization outcames have been reported in women due
.sf’;:;g:eaﬂsm days) 0.0% 07221 0.8% {1/125) to smaller coronary arteries and increasad baseline comorhidity including advanced age, diabetes,
bt hypertension, and peripharal vascular disease compared with men, )
;]S;T 4512 months] 5% N/ 0.0% (0/124) Bosten Scientific conducted a retrospective paoled analysis of patients enrolled in five randomized
ays and <12 months trials and two ‘real world' ragistries to evaluate the influence of gender on long-term outcames
’-ARC Definita & Probable Stent Thramhnsis after parcutaneous carenary intervention with the paclitaxel-aluting coronary stant. The praportion
Cumulativa thraugh | year 0.5% (1/215) 0.8% (1/119) of women included in our studigs is _reﬂective af the 15-35% enrollment ¢f women reported in
— percutanaous coronary intarventian trials, :
[Sc:;;m 0.0% {/204) 0.0% (0/125) Despita significantly more adverse baselina risk factors in women, receat randomized triais of
drug-efuting stents have damonstrated comparable safety and effectiveness outcomes in men and
Subacuta 5T 0.0% {o/221) GE% (1/125) wamen. However, the influsnce of gender on lang-term drug-eluting stent outcames has net been
|> 24 hrs and < 30 days| fully efucidated.s
Laza ST
{30 days and < 12 months) D5% (1/217) 0.0% (0/124)
Ssa dafinitions pravided with Table 19,15
Numbers ara % (Ceunt/Sarnpla Siza).
This trial was not sized to o the 1ata ol law fragy ¥ avants with a pre-spacified p

Abbreviations: BMS=bara matal stants; ST=stent thrambosis.

Figure 10.21. PERSEUS Small Vessel Cumulativa Fraquency Distribution of 9-Month In-Stent
Lats Loss by QCA, Intent-to-Treat, Alf Angiegraphic Subset Patients (N=349}
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" --ults in patients with and without diabetes: Table 10.2.6 shows 1-year outcames in patients

“rd without medically treated diabates (defined as treatment with aral hypoglycemic agents

. ulin at enrallment), The PERSEUS SV study was nat stratified for diabetic status, was not

" . _uquately powsred to study safety or effectivaness of the BMS Exprass Stent versus the 108

Stentin patiants with or without ciabetes, and was rot designed to specifically support an approvai

far use in diabetic patients. These exploratory analysas suggest that in patients treated with the

ION Stent, 1-year TLR rates were 6.2% in diabetic and 5.8% in non-diabetic patients, and lower
campared to the historical BMS Express control.
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Figure 10.3.1 Kaplan-Meier Estimates of S-year Cumulative Rates of Clinical Outcomes for Woman versus Man far Patjents
Receiving Paclitaxel-eluting Stents in the Randomized Trials

SimHasly, race-specific differences have also been reported in the diagrosis and treatment of CAD. Although differences in coronary
anatomy do not solsly explain racial difersnce in revascularization rates, several studies of clinically diverse persens undergoing
coronary angiography have found less abstructive CAD in Biack patients compared with clinically similar White patients. .

Boston Scientific has also conducted a retrospective pooleg analysis of patients enrolled in six trials to compara the long-term
putcomes after gercutanecus coronary intarvention with the paclitaxel-eluting coronary stents in Black versus White patients, 0f the
2,428 pooled patients 127 (5.2%) were Black !

To evaluale for passible sex-based differences in outcome of mreatment with the 10N Stent, sexfgender-specific analyses were
performed on safety and effectiveness endpaints. The results suggest that the general canclusions of the overall study regarding both
safety and effactiveness can be generalized for males and females.

The PERSEUS WH study was not powered to study safety or effectiveness of the 1N Stan: versus the TAXUS Express Stent in sex-
spacific subgroups. PERSEUS WH primary and secondary endpoint data were assessed for differences between male and female
subnroups, as well as for any interaction between treatment group and gender. Thesa post hoc analyses suggest that in patients
with the 10N stent,12-month TLF rates were 7.0% in females and 5.1% in males, and 8-month %05 was 26.95+18.62 in females
.1£17.32 in males. Numerical differences were observed in the treatment effect (i.e., the difference between the ION Stent
-XUS Express Stent), as shown in Table 10.3.1 below. No significant treatment-by-gender interaction effect was abserved for
the primary endpoint of 12-month TLF (P=0.5485). A marginally significant treatment-by-gander interaction effect was obsarved for
the secondary endpeint of 3-month in-segment % DS under the natural log transformation (P=0.0628}, However, this analysis is limited
by the small sample size; fifteen female TAXUS Express patients have available 9-month in-segment %0S data, and the mean %DS
for those patients was markediy fow. Considering the small sample size and the lack of observed interaction effect for tha primary
and paint of 12-month TLF, there does not appearts be a clinically significant treatment-by-gender interaction in the PERSELS WH trial.
This suggests that the averall conclusions of this trial regarding both safety and effectiveness of the ION Stent can ba generalized for
males and females.

Table 10.3.1. PERSEUS Waorkhersa Primary and Sacondary Endpoint Results by Gender, Intent-to-Treat, All Patients (N=887)

Relative Risk Difference : .
TAXUS Express 10N Stant—— [ [95% o1} P value Intaraction p-Valug
12-manth TLF {Primary Eqdpoint}
iN=220} {N=667)
Mate 4.7% (10/214} 5.1% (33/650) 1.09 [0.54, 2.17) 0.4% [-2.5%, 3.7%) 0.8136
(N=100} [N=275) ’ 0.5435
Female 9.1% {9/99) 7.0% {18/292) 0.77{0.35, 1.84] -2.1% [-B.5%, 4.3%] 04911
S-month Percant Di Stenosis In-Seg [Secondary Endpaint)
{N=53| {N=160}
28.57119.16 {46) 257121732 (156}
Male {7.58, 100.00) [3.31, 100.60) NA -2.86 [-B.70, 2.97] 0.3373
- 00629
[N=21) {N=76)
- 19.60.7.91 {15} .95:18.62 (12}
Female (871,31 66} @22, 85.29) NA 1.34[-2.29,16.97] -0.1389
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Table 10.3.2 shaws PERSEUS Workhorsel2-month clinical results in male and famale patients.

Tabla 10.3.2 PERSEUS Workhorse 12-Month Clinical Endpoints, All ION™ Male and Female
Patients, lntent-to-Treat, (N=942}

To evaluate for possible sex-based differences in outcome of treatment with the 10N Stent when
used in small vessals, sex/gender-specific analyses were performed on salety and effectiveness
endpoints. The results suggest that the general conclusians of the overall study regarding both
safety and effectiveness can be ganeralized for males and females.

Endnoint ION Male Stent Patients 10N Famale Stent Patients Tha PERSEUS §V study was nat powered to study safety or effectiveness of tha ION Stent in
napel IN=667) (N=275) sex-spegific subgroups, PERSEUS SV primary and secondary endpeint data were assessed far
. differences betwaen male and female subgroups, as well as far any interaction batween treatment
'CACY A . .
group and gender. These past hoc analyses suggest that in patients treated with the 10N stent
4, Dverall 5.7% (33/650) S.5% 1572121 in small vessels, 3-manth in-sagment late loss was #.43:0.48 in Jemales and 0.36=0.52 in males,
TLR, Dverali 3.4% (22/650) : 4.8%13/272) . * and12-manth TLF was 5.0% in femates and 8.7% in males. In the BMS Express historical cantra!
group, rates of 12-month TLF were alsc numerically higher in males (25.2%} than females (16.8%).
. A% Y h L ; .
FLR. Pl 32% [(21/650) il These obsarvations are limited by the small sample siza available for these analyses. Treatment
TLR, CABG 0.3% [2/550| 04% {(1/272) effect {i.e., superiarity of [ON Stent to histerica cantrol BMS} was demonstrated for both males
Nen-TLR, Dverall 1B% |18/B50) 1.8% (5/272) and females, as shown in Table 10.33 below: No significant treatment-by-gender interaction
ys— effect was apserved for the primary endpoint of §-manth in-stent Jate loss (P=0.7255} or 12-manth
Mon-TLR, PLi . 15% 16/650) 1 8% (G TLF (P=0.8246}. This suggests that the overall conclusions of this trial regarding both safety and
Neon-TLR, CABG 0.5% {3/650) 0.0% (0/272) effectiveness of the |ON Stentin small vassels can be generalized for males and females.
SAFETY Table 10.3.3. PERSEUS Small Vessel Primary and Secandary Endpeint Results, by Gender, Intent-
Tatai Death 0.8% (5/650) 0.4% II!Z?E_} to-Treat, All Patients {N=21 9)
Cardiac Death or MI 23% {15/550} 29% (8/272) Historical Cantrol Relative Risk Difference Interaction
BMS DN Stont [95% C1] (5% C1] Falue | ° valua
Cardiac Doath 0.6% (4/650) 04% 117272 P
" . 2.0% (13/650) 26% U2 9-month Late Loss In-Stent [Primary Endpoiat)
Towave M1 05% [/850) 07% 27721 (N=15) (N=tas)
0.80:0.54 (20) | 0.36:0.52 127
Non-B-wave M) 1.5% (10/650) 1.8% {57222 Male (0,15, 208) (028, 2.28) NA -0.441-059,-0.28] <0001 s
ARC Stent Thrombasis =) 1] -
Definitz ar Probahle 0.6% (4/647) 0.0% (0/271) . 080050 1] 1412043 (70] W 25105, 021 | oo
Definite 0.5% (3/647) 0.0% (/2 -0.08,2.10) (-0.34, 1.59) ’ e ’
Probable 0.2% {1/647) 0.0% (0/271) 12-month TUF {Secondary Endpoint)
Figures 10.3.2 aad 10.3.3 show the cumulative TLF rate through 12-months for males and females, : (N<76) (N=123)
respectively. This post-hoc analysis suggests that within each sex-specific subgroup, non- Male 5.7% [1974) 8.7% N2/138) | 0.34 (0.7, 0.68] |-17.0% i-20.0%, -6.0%] | 0.0c09
inferiority of ION ta TAXUS Express for this endpoint is maintained at all follow-up time-points (304, N9 e " 01248
90d, 180d, 270d, 3604).
Femala 17.0% (8/47 5.0% (4/80) 0.25 10,09, 0.52) -12.0% [NA 0.0548

20 -

EIl TAXUS Exprees Stent (N=220)
M [ON Stent [N=657)

Table 10.3.4. shows PERSEUS Sma¥ Vessal 12-month clinical results in male and female patients.

i 15 4 Table 10.3.4. PERSEUS Small Vesse! 12-Month Clinical Endpaints, All {ON Mals and Femala
2 Patignts, Intent-to-Treat, (N=224)
E 10 4 Endooint {DN Male Stent Patients ION Femalo Stent Patiants
2 P (N=143) (N=81)
. F50%
i 5 . EFFICACY .
# T ) — 45%
——k-zzzz ¥ ' TVR, Overall 13.8% 19/138) 7.5% (6/80)
0 R S S A A A TLR, Overall 7.2% (13/138) 3.8% (3/30)
0 30 80 B0 120 150 180 210 240 270 30D 330 360 290
o S i TLR, LI 6.5% 19138) 8% (/80)
TAXLS Express Sord: 220 214 m3 zz Mz B 21 28 TLR, CABG 0.7% {1/138) 0.0% (0/80)
L L o ! Non-TLR, Dveral 94% 1131138} 5.0% (4/80)
Figure 10.3.2, PERSEUS Workhorse Cumulative Rate of Target Lesion Failure to 12 Manth, All Non-TLR, PCI 8.1% 1127138} 5.0% {4/B0)
Male Patients, Intent-ta-Treat, Event Rate + 1.5 SE {N=837) Non-TLR, CABG : 0.7% {17138) 0.0% {080}
20 + SAFETY
11 TAXUS Express Stari (N=100)
z ’ M (CN Stent (N=275) Total Death 1.4% (2/138) 1.3% {i/20)
3151 Cardiac Death or MI 29% (411391 1.3% (801
s Cardiae Daath ' 1.4% (2/138) 1.3% {1/20)
§ 101 —1 92%
e | MI 1.4% [2n38) 0.0% {0/eq)
£ _————tT T TS 6.9% ‘
g 5 ———d Q-wava M| 0.7% 117138 0.0% (o/80)
" e L Non-Q-wave MI 0.7% 1n38) 0.0% (6/20)
b Y T Y T Y T y y r y v Y ' ARC Stent Thrombosis
0 30 80 90 120 150 180 210 240 270 300 330 2380 380 Y ————. PETpT— % O
Days Sinca Index Procedure
TAXUSExpresaSlenc 100 @ W % @6 B6 & = @ Definite 0.7% {1/136) 0.0% (0/78]
[ONSer: 275 28 W W B X3 = 4 Probable ' 0.0% {0/138) 0.0% (0/79)

Figure 10.3.3. PERSEUS Workhorse Cumulative Rate of Targat Lasion Failure to 12 Month, All
Female Patients, Intent-to-Treat, Event Rate + 1.5 SE {N=375)
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tn the PERSEUS SV Trial, the study success criterion far 12-manth TLF was met far bath sexes
(areater than performance goal of 19.5%). Figures 10.34 and 10.3.5 show the cumulative TLF rate
through 12-months for maies and females, respectively. This past-hoc analysis suggests that within
each sex-specific subgraup, the 1N group had lawer TLF rates than the BMS Express historical
control group at alt follaw-up time-paints (30¢, 904, 180d, 270d, 360d), 2lthough canfidence intervals
are wide and overlap at earlier time paints.

e

30 4
Il BMS Express {N=76)
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Figure 10.3.0. PERSEUS Small Yessel Cumulative Rate of Target Lasion Failure to 12 Month, All
Male Patients, Intent-to-Treat, Event Rata £ 1.5 SE [N=219}
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11 BMS Express (N=49)
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i
o
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Figure 10.3.5. PERSEUS Small Vessel Cumulative Rate of Target Lesion Failure to 12 Month, All
_F-=~lg Patients, Intent-to-Treat, Event Rate x 1.5 SE {N=130}
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11 INDEVIDUALIZATION OF TREATMENT

Sea alsa Precautions - Section 6.6, Use in Special Papulations and Section 67, Lesion/Vessel
Characteristics. :

The risks and benefits should be carefully considered for each patient before use of the [ON
Stent Systam. Patient selection factars to be assessed should include a judgment regarding
risk of pralanged anticoagulation therapy. On the basis of randomized clinical trial protocals,
administration of clopidogrel or ficlopidine should be given for at least & months after paclitaxel-
eluting stent {PES) implantation and ideally up to 12 months. Aspirin should be administereg
concomitanty with clopidogeel or ticlopidine and then continued indefinitety. Stenting is generally
avoided in thase patients at heightaned risk of bleeding {a.g. those patients with recently active
* “is ar peptic ulcer disease) in which anticoagutatian therapy would be contraindicated.

< 1id ¢onditions thatincrease the risk of poorinitial results or the risks of emergency referral
ass surgery {diabetes mellitus, renal failure, and severa abesity} should be reviewed,

T

12 PATIENT COUNSELING INFORMATION

Physicians shauld consider the fallowing in counseling patients about this praduct:
= Discuss the risks associated with stent placement.

Discuss the risks associated with a paclitaxel-eluting stent.

Discuss tha risks/benefits issues for this particular patient

Discuss alteration to curre
lang term;

A Patient Infarmation Guide {included in the package ar availahle an-fine) which includes both
product information and a stent implant card.

An Angiaplasty Education Guide (available cn-line or by request) which includes infarmation
un coranary artery dissase, the implant pracegure and frequently asked questigns,
13 HOW SUPPLIED

Sterile: This product is sterilized with ethylene axide gas. It is intended for single use only. Do not
resterilize. Non-pyregenic. Do rot use if package is openad or damaged.

Handling and Storage: Pratect fram light. Do not remave from garton or fail pouch until ready for
use. Store 3t 25°C (77°F); excursions permitted to 15-30°C (59-86°F).

The foit pouch is not a sterile barrier,

nt lifestyle immediataty fallowing the procedu're and over the

Disposal Instructions: After use, dispose of praduct and packaging in accordance with hospital,
administrative andfor local government policy.

14 OPERATIONAL INSTRUCTIONS

14.1 [nspection Prior to Use

Check foil pauch for “Use By" date. Do not use the product atter the “Use By” date.

Carefully inspect the fail pouch and the sterile package befare opening.

IFthe integrity of the foil pouch ar the sterile package has been compramised prior to the praduct
“Use By” date {e.9., damage of the package), contact your local Boston Scientific reprasentative

_ for returr information. Da not use if any defects are nated.

12

Note: At any time during use of the Manorail® Stent System, if the proximal shaft [hypotube) has
baen hent or kinket, do not coatinue to use the catheter.

14.2 Materials Required

{not included in Stent System package)

Quantity Material o

1 Appropriate gu_i'de cathetar (see Table 2.1, ION™ Stant System Praduct
Description)

2-3 20 el [cc) syringe

1.000u/500cc  Normal keparinized sterile saline

1 5 0.014in {0.36 mm} guidewire

1 Retating hemostatic valve
Dituted-contrast medium 1:1 with narmal heparinized sterile saline

1 Inflation device

1 Torque device

1 Pra-deployment dilation catheter

1 Thrae-way stopcack

1 Approgpriate arterial sheath

14.3 Preparation

14.3.1 Packaging Removal

Step Action

1. Open the outer box to reveal the fail pauch and carefully inspect tha foil pauch for damage.

2. Carefully apen the foil pouch by tearing along the tear strip as indicated on the foil pouch to
accaess the sterila barrier package centaining the stent delivery system.

3. Carefully inspect the sterile barrier package far damage.

4. Carefully peel open the sterile barrier using aseptic technigues and extract the stant
delivery system. ’

. Carafully remave the dalivery system frem its protective tubing for preparation of the delivery
systam. When using a Manaraif system, da nat bend or kink hypatube during removal,

. Remava the product mandre! and stent protactar by grasping the catheter just proximal to

the stent {or just proximal to the balloon bond site), and with the ather hand, grasp the stent
protector and gently remove distally.

Naote: If unusual resistance is felt during product mandrel and stent protactor removal, do nat use
this product and repface with ancther.

- Examine the device for any damage, If it is suspected that the sterility n.r performance of the
devica has been compromiset, the device should rot be used.

- A Mongrail Cathatar may be coiled cnce and secured using the CLIPIT™ cail Clips provided

in the ¢athater package. Gnly the proximal shaft should be inserted inta tha CLIPIT device; the
clip is not intended for the distal end of the catheter.

Note: Care should be taken not to kink ar bend the shaft upor application ar removal of the
CLIPYT Coil Clip.

7>
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14.3.2 Guidewire Lumen Flush
Step Action

1. {Over-The-Wire enly} Flush stent system guidewire lumen
with normal heparinized saline thraugh the back pnrt of the
manifeld.

" ™fhonorail system only) Flush stent system guidewire lumen
k normal heparinized saline using the flushing ngedle
lied for tha Monorail system at the distal end.

:5l. varily that the stent is positioned between the proximal and
distal balloon markers. Chack for bends, kinks and ather
damage. Do not use if any defects are noted.

Nuate: Avoid manipulation of the stent during flushing of the
guidawire lumen, as this may disrupt the placement af tha
stent on the balloon. :

14.3.3 Balloon Preparation
Step Action

1. Stent contact with any fluid is not recommended, as there

s a possihility of initiating drug release. However, if it is
absalutely nacessary to fiush the stent with saline, contact
time should be limited {1 minute maximum).

2. Prepare inflation devica/syringe with diluted contrast
medium.

3. Attach inflation device/syringe to stopeock; attach to
inflatioa port, Do not bend the proximal shaft when
conaacting ta inflation device/syringa.

4. With tip down, crient stent system veriically.

5. Open stopcock ta stant system; pull negative for 15
secands; release to neutral for contrast fill.

6. Close stopcack to stent system; purge inflation device/
syringa of al air,

7. Rapeat steps 4 through & until all air is expelled. If bubbles
persist, éo not use product.

8. If a syringe was used, attach a prapared inflation device to
stopcock.

9. Open stapcock to stent systam.
10. Leave an neuwtral.
*" = Delivery Procedura
‘ion
sare the vascular access site according to standard
FTCA practica.

2. Predilata the lesion/vessel with appropriate diamster
balloon.

3. Maintain neutral pressure cn inflation device attached ta
stent system.

4. Backload stent system ante proximal portion of guidewire
while maintaining guidewire position across targat lesian.

5. Fully open rotating hemostatic valve to allow for easy
passage of the stentand prevent damage to the stent.

B, Carefully advance the stent system into tha hub of the )
quide cathater. When using a Monorail system be sure to
keep the proximal shaft straight. Ensure guide catheter
stability before advancing the stent system into tha
corenary artery.

Note: If unusual resistance is falt before the stent exits

the guide catheter, do not force passape. Resistance may
indicata a prohlem, and use of excassiva farce may result
in stent damage or stent dislodgment from the baflean,
Maintain guidewire placement across the lasion, and
remgve the stent system and guide catheter as a single unit,

1. Advance the stent system over the guidewire to target

lesion under direct fluoroscopic visualization, Utilize the
proximal and distal radiopaque balloan markers as a
referanca point. If the positian of tha stent is not optimal,
it should be carefully repasitianed ar removed (See also
Precautions - 6.12, Stant System Removal). Tha inside
adges of the marker bands indicate bath the stent edges
and balleon shoulders. Expansion of the stent should nat
be undertaken if the stentis not properly positioned in the
net lesian segment of tha vessel,

_ atIfunuswal resistance is felt at any time during lesion
access before stentimptantation, the stent system and the
guide catheter should be removed as a single unit. [See
also Precautions - 6.12, Stent System Removall.

8. Sufficiently tighten the rotating hemostatic valve. The stent

is naw ready to he deployed.

14.3.5 Deptoyment Procedure
Step Action

1. Inflate the delivery system expanding the stent to a minimum
pressure of 11 atm (1115 kPa). Higher pressure may be
necessary to aptimize stent appasition to the arterial wall,
Accepted practice generally targets an initia! deployment
oressure that would achieve a stentinner diameter of about
1.1 times the reference vessel diameter {see Table 14.5.1).
Balloon pressure must not exceed rated burst pressure of
18 atm {1824 kPa) for the 2.25 mm stents and 16 atm {1621 kPa}
for the 2.50-4.60 mm stent sizes. {see Table 14.5.1).

2. Maintain inflation pressure fur 15-30 saconds for full expansion
of the stent.

3. Deflats balioan by pulling negative pressure on infiatian device
until ballaon is fully deflated, see Tahle 6.1 System Deflation
Time Specifications.

4. Canfirm stent position and deployment using standard
angiographic technigues. For optimal rasults, the entire
stenosed arterial segment should be covered hy the stent.
Fiuarescopic visualization during stent expansion should be
used in order to properly judge the optimum expanded steat
diameter as compared to the proximat and distal coronary
artery diameter|s). Optimal expansion requires that the steat
be in full contact with the artery wall, Stent wall contact should
be verified through routine angiography or intravascular
ultrasound (IVUS).

5. If stent sizing/apposition requires optimization, readvance
the stent system balloon, or anather high-pressure, balloon
catheter of the appropriate size, to the stentad area using
standard angioplasty tachniques.

B Inflate the ballogn to the desirad pressure while observing
under fluargscopy. Deflate the balloon {refer to product fa beting
and/or Table 14.5.1 for proper stentinflation pressure).

7. {fmore than ane 0N Stent is needed to cover the lesion and
balloon treated area, it is suggested that, to avaid the potential
for gap restenasis, the stents be zdequately overlapped. To
ensure that there are na gaps between stents, the ballaon
marker bands of the secand 10N Stent should be positioned
inside of the deployed stent priar to expansion.

8. Reconfirm stent position and angiographic resuit. Repeat
inflatians until optimal stent deployment is achieved.

14.3.6 Removal Procedure .

Step Actian

1. Ensure balloon is fully deflated befere delivery system
withdrawal. .

2. Fully open retating hemostatic valve.

3. While maintaining guidewire pasition ang regative prassure on
inflation devize, withdraw delivery system.

4. Monorail catheters may be coiled cnce and secured using the
CLIPIT Coil Clip (see Operational Instructions - Section 14.3.1,
Packaging Remaoval).

5. Repeat angiography ta assess the stented area. If an adequate
expansicn has not been obtained, exchange back to the
original stent delivery catheter or exchange to anather baltoon
catheter of appropriate balloon diameter to achieva praper
stent apposition to the vessal wall.

14.4 Post-Daployment Dilatation of Stented Segments

Precaution: Da not dilate the stant beyond the limits tabulated
below,

Nominat Stent Diameter {ID) Ditatation Limits {ID}
225 mm 235 mm
250mm - 275 mm 3.50 mm
3.0 mm - 3.50 mm 4.25 mm
4.00 mm 5.75 mm

"Al sfforts should be taken to Bssure that the stent is not under-

dilated. If the daployed stent size is still inadequate with respect
o vessel diameter, or if full contact with the vessel wall is nat
achiavet, a larger balloon may be used to expand the stent. The
stant may be expanded using a low prafila and high pressure
balloen catheter. If this is required, the stented segment should
be recrossed carefully with a prolapsed Tuidewire to avoid
dislodging the stent. The balloon shauld be centered within the
stent and should not extend outside of the stented region.

Note: In lina with Precaution 6.13 Past-Procedure; Care must
be exercised when crossing & newly deployed stent with any
wire, cathetar ar ancillary device t avoid disrupting the stent
placement, appasition, geometry, andfor ¢oating,

13



14.5 In Vitro Information

Table 14.5.1 Typical ION™ Stent System compliance

Pressure 225 mm 250 mm 275mm 3.00 mm 3.50mm 4.00 mm
Atm {kPa) SientiD. | StontlD. | Stontl.D. | StentlD, | Stentl.D. | StontlD.
) {mm} {mm) {mm| {mm) {mm} {mm)
31 : NA 232 2.58 84 3.2 3N
412 211 238 265 28 3.33 380
10.0{1013) 216 245 112 240 EEL) 349
RO R e N 3 ‘ EN
1201218} 2.21 259 286 313 361
30037} 232 264 29 3.18 367 4.13
14.0 (1419 237 269 296 322 312 419
15.0 (15201 241
IBg {131y 248
1o 349
180

*RATED BURST PRESSURE. DO NOT EXLEED.
#ote: Tha Stent |.0. velues listad are actual avarage stent inner diameters at the specific balloon infletion pressures obizinad during in
vilro lesting at 37°C.

15 WARRANTY

Boston Scientific Corporation (BSC} warrants that reasonable care has been used in the design
and manufacture of this instrumant. This warranty is in liew of and excludes all other warranties
not expressly set forth herein, whether exprass or implied by operation of law or otherwise,
including, but not limited to, any émplied warranties of merchantability or fitness for a particutar
putpose, Handiing, storage, cleaning and sterilization of this instrument as well as other factors
relating to the patient, diagnosis, treatment, surgical proceduses and other matters beyond BSC's
control directly affect the instrument and the results obtained from its use. BSC’s abligation under
this warranty is limited to the repair or replacement of this instrument and BSC shall not be liable
far any incidental or consequantial loss, damage or expense directly or indirectly arising fram the
use of this instrument. BSC neithar assumes, nor autharizes any other persan to assume for it, any
other ar additional liability ar responsibiiity in connactian with this instrument. BSC assumes no
liability with raspect to instruments reused, reprocessed or rastetilized and makas no warranties,
express or implied, including &ut not limited to merchantability o fitness for a particular purpose,
with respect to such instruments.

Mannetom Tric and Syngo are trademarks of Siemans Aktiengesalischaft Corp.

tntary is & trademark of Koninklike Philips €lectronics N.V. Corp.
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Treating
coronary artery disease

Your doctor may want you to have a stent placed in your coronary
artery. This is to help treat your coronary artery disease. This guide
explains the procedure and what you can expect from start to finish.
A glossary at the end of this guide defines common medical terms

about this procedure.

You will also learn steps you can take to live a healthier life with

coronary artery disease.




What 1s coronary artery disease

Coronary
Artery

~ Circumflex

.C year. Howevar; the treatment
in‘recent.years, and many.CAD:patients ar

: AT Y y o T . ) LR Posterior N Anterior
a normal lifestyle shortly after tréatrment. - ‘ : | Descending A\ M7 Descending

Artery Arterv

Whoisatrsk? - .. o o T

If you have a history of high cholesterol; diabetes, smoking, high blood pressure, being overweight
or a familyhistory of CAD, you have an increased chance of developing blockage.in your coronary
arteries. As you get older, you have a greater chance of developing CAD., In addition, women who
have reached menopause have a greater chance of having CAD.

How do | know if | have Coronary Artery Disease? : B
There are a number of tests that your doctor can perform to help determine if you have CAD. A test
that measures the electrical activity in your heart is called an electrocardiogram (ECG or EKG). A
stress test can be done to measure the electrical activity in your heart while you are exercising.
These tests may show your doctor if part of your heart has been damaged or is not receiving
enough blood. To directly determine if your arteries may be blocked or narrowing, your doctor may
schedule a procedure with a cardiologist. This procedure is called a coronary angiogram and is
performed in a Cardiac Catheterization Lab by inserting a dye into your coronary arteries. By doing
this procedure, the cardiologist can see your coronary arteries on an X-ray screen and can make a

decision of how best to treat you.
3
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Nitroglycérin may be-given to relieve chest discomfort dug'to-coronary blockages.
It does not treat the blockage itself. Your cardiologist may préscribe a number of
medications (aspirin, beta-blockers, cholesterol medications, etc.) to thin your
blood and to heip prevent blockage of the arteries.

7



Coronary artery disease treatment options contined

Plaque Before  Balloon Angioplasty  Result After
L Treatment Procedure Angioplasty/

keep the artery open

3. Coronary artery stentlng

During this procedure a'small mesh- tube is
implanted into the artery to widen the artery and
restore adequate blood flow to the heart. This
mesh tube is called a stent. Once the stentis
placed into the coronary artery, it is expanded
with the inflation of a balloon catheter. The stent
is left in the artery to keep it open and help Plaque Before Stent Result After Stent
prevent further narrowing of the coronary artery. \ Treatment Procedure  *  Procedure

/

—

4, Coronary artery bypass graft surgery (CABG)

This surgery is also called a heart bypass or open heart surgery. Your surgeon will need to take
a short length of artery from your inner chest wall and/or a vein from your leg and surgically
attach it above and below the blocked area of the heart artery.

Y4



Coronary artery with angioplasty

Cross Section of Coronary Artery

Coranary Artery Angioplasty Restenaosis
Disease {blockage pushed narrows
(artery size with into artery) treated artery
blockage} ‘
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What are coronary artery stents continued

Coronary Artery Angioplasty and Restenosis
Disease coronary stenting narrows
{artery size with (blockage pushed treated artery
blockage) into artery)




What are the different types of coronary stents?

How does the drug coatmg and polymer work on _a;_d'.i g,__elu-'. ng sten_?‘_ o

Polymer Coatlng

The stent is coated with a proprietary polymer, which was developed spemflcally for drug-
eluting stents. The polymer carries and protects the drug before and during the procedure.
Once the stent is implanted, it helps control drug release into the coronary arterial wall.
This contributes to even and consistent distribution of the drug from the stent.

Drug Release

The drug-eluting stent is coated with a drug and polymer and has been designed to allow for a
consistent and controiled release of the drug from the stent surface into the artery walls. Both
the amount of drug and release rate have been determined so that healing can occur while
allowing the processes leading to restenosis to be minimized, thus reducing the need for
additional treatment in the stented area.

8




You have a.;:b.l;ockqg.e.,tﬁ-at:wi‘l;li-n_Qt:'é!lofw.pcqréig;r.- placement o
* You are allergic-to the dye. used during the procedure {also cal‘-‘le*d-.'cbnt:rést"ég‘e’ﬁt')'_ .

* Your doctor decides that you are not able to have the required medication prior
to stent placement '

Your doctor and the medical staff will monitor you during and after the procedure for
complications. If a complication does occur, your doctor will decide what type of treatment
you may need.

Va



Risks of treatment options continved

Bleedmg (whlch'._‘-

transfusion) -
+ Bruising-at the access: sxte R
+ Bruising’ WthhHOCCUI‘S on a blood vessel
{pseudo- aneurysm)

» Chest pain or discomfort - ‘ _ + Anemia
+ Collection of blood in the lining of the heart - + Blood transfusion .
« Coronary spasm + Changes in blood profile (decrease in the number
* Death of white and red blood cells and platelets)
+ Emergency bypass surgery ' + Changes of the tissue in the arterial wall including
* Heart attack inflammation, cell injury and cell death
= High or low blood pressure + Disturbances of the gastrointestinal (Gl) tract
* Inadequate supply of blood to the heart and stomach
+ Infection and/or pain at the access site » Loss of hair
* Injury or tearing of artery + Muscle painfjoint pain
« Irregular heartbeat {arrhythmia) * Nerve disease in arms and legs
» Movement of the stent to an unintended o
location There may be other potential adverse events
» Plugging of the stent with blood clots that are unforeseen at this time.

47



Below isa typlcal checkhst Your doctor may ask you: -o--g_, th
before your procedure A ‘

* Do not eat or drink anything after midnight on the n:ght before
your procedure.

» Follow the instructions you receive from your doctor and nurses.
+ Take all your medications with you.

‘You may be given a sedative to relax you before starting your stent
procedure. The sedative can make you sleepy.

11
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During a typical coronary artery stenting procedure

4. The balloon is deflated and removed and a sriall metal mesh tube called a stent is advanced
into the same blocked area of the artery and éxpanded against the artery wall'to fit the: shape
of your artery. Your doetor may choose to expand the stent by using another balloon. This is
to make sure the stent is in better contact with the artery.

5. If your doctor places a drug-eluting stent into your artery, a drug will be released from the
stent over a slow period of time.

6. After the stent is implanted, the catheter and wire are removed and the puncture site is
closed. The stent remains in place permanently and is designed to help keep the artery
open and prevent future narrowing of the coronary artery.

12
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After a typical coronary artery stenting procedure
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Paln bleedlng or mfectlon at the entry site |n your arm_‘ - :{ . '_j | .
- Any other unexp!amed symptoms -

* You can return to normal activities gradually. Check W|th your doctor
about physical activities.

* You should not stop taking your medications unless you are asked to
stop by the doctor who implanted your stent.

* You should keep all of your follow-up appointments, including
blood testing.

* You should carry your Stent Implant Card.

* You should always show your dentist or medical doctor your Stent
fmplant Card.

13
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Medications

If you do require premature discontinuation ‘of these medlcatlons_b causeé of significant’
‘bleedlng, then your cardlolegls wil ‘be carefully mamtonng you: for posmble ompllcatlons
Once your condltlon has stablllzed, your cardlologlst W|I[ probabiy put you- back on these
medications.

Follow-Up Examinations

You will need to see the cardiologist who implanted your stent for routine follow-up
examinations. During these visits, your doctor will monitor your progress and evaluate your
medlcatlons the clinical status of your coronary artery disease, and how the stent is worklng
for you.
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Glossary

Angina Pectoris

Symptoms experienced when the heart
muscle is not receiving adequate oxygen
{may include chest, arm, jaw or back pain,
shortness of breath, nausea, vomiting).

Angioplasty

A minimally invasive treatment to open
blocked coronary arteries. Also known as
percutaneous transtuminal coronary
angioplasty (PTCA).

therosclerosis

disease in which the flow of blood to the
heart is restricted with plague deposits and,
therefore, less oxygen and other nutrients
reach the heart muscle. This may lead to
chest pain {angina pectoris) or to a heart
attack {myocardial infarction).

Baﬂoon Angtop!asty
Opening the blocked artery by using a balloon
catheter that is inflated inside the artery.

Catheter

A smail, thin plastic tube used to provide
access to parts of the body, such as the
coronary arteries.

Coronary Angiogram

A test in which contrast dye is injected into
the coronary arteries allowing the doctor to
see the arteries on an X-ray machine.

Coronary Arteries

The arteries that surround the heart and
supply blood containing oxygen and nutrients
to the heart muscle.

Coronary Artery Bypass Graft Surgery (CABG}
Open heart or bypass surgery. A section of

an artery or vein from your chest or leg is
harvested and surgically attached 1o a
coronary artery below the blocked area

of the heart.

Coronary Artery Disease (CAD)

Disease affecting the coronary arteries that
surround the heart.and supply blood to the
heart muscle.

Electrocardiogram (ECG/EKG]

A test that records changes in the electrical
activity of the heart. May show whether
sections of the heart muscle have been
damaged due to insufficient blood or oxygen
flow to the heart.




: G[OSS QlV continued

In-Stent Restenosis
Recurrent blockage or narrowing of a
previously stented area in an artery.

Lumen
The inner channel of an artery.

Magnetic Resonance Imaging (MRI)

A non-invasive way to take pictures of the
body. MRI uses powerful magnets and

radio waves, unlike x-rays and computed
tomographic {CT} scans which use radiation.

Mpyocardial Infarction

Permanent damage to the heart tissue and
muscle due to the interruption of the blood
supply to the area. Commonly referred to
as a heart attack.

~ Percutaneous Transluminal Coronary
Angioplasty (PTCA)
See Angioplasty.

Plaque

Accumulation or buildup of cholesterol, fatty
deposits, calcium and collagen in a coronary
vessel that leads to blockages in the coronary
arteries.

Restenosis
Recurrent blockage or re-narrowing of a
previously treated artery.

Stent

An expandable metal tubular structure
{lattice) that supports the vessel wall and
maintains blood flow through the opened
artery.

Stress Test

A test that records the heart’s electrical
activity while the patient exercises, May show
whether parts of the heart muscle have been
damaged and if there is insufficient blood or
oxygen flow to the heart.
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ION™

Paclitaxel-Eluting Platinum Chromium
Coronary Stent System

PATIENT INFORMATION GUIDE

You have recently had an 10N drug-coated stentimplanted in tha‘coronarvarterles

of your heart. The fallowing information is important for you to know, ircluding

the possible risks associatad with having & stent implant along with medication

recommendations and guestions you may have abaut your stent,

10N Drug Eluting Stent

The ION stent is a bara-metal stent with a s}:ecial drug coating added to help

reduce the chance of the artery becoming blocked again. The drug is released

fram the stent ever the period of time during which re-blockage is most likely ta

occur. The stent was designed to ba very flexiole, allowing it to fit the shape of

your artery.

Palymer Coating

The stent is caated with a propristary palymer, which was developed spacifically

for drug-eluting stents. The pelymer carries and protects the drug before and

during the procedure. Once the stent is implanted, it helps cantro! drug release

into the coronary arterial wall. This contributes to even and cansistent distribution

of the drug from the stent.

Orug Release

The ION drug-eluting stent is coated with a drug and polymer and has been

designed to allow for a conststent and contrelled release of the drug from the

stent surface into the artery walls. Bath the amount of drug and release rate have

been determined so that healing can ocour white aflowing the processes leading

to restenosis to be minimized, thus reducing the need fer additional treatment in

the stented area.

Potential adverse events {in alphabetical order) which may be associated

with the use of a coronary stent in native coronary arteries include but are not

limited to:

* Ahrupt stent closure

+ Acute myocardial infarction

« Allergic reaction to anti-geagulant and/or anuplatelat therapy, cantrast
medium, or stent matarials

* Angina

* Arrhythinias, including ventricular fibrillation and ventricular tachycardia

* Arteripvenous fistula

+ (ardiac tamponade

+ Cardiogaenic shack/pulmonary adema

+ Coronary aneurysm

+ Death

+ Dissection

= Embofi, distal {air, tissue or thrombatic material or material from davices(s)
used in the procedure)

*+ Heart failure

+ Hematoma

* Hemarrhage, required transiusion

+ Hypetension/hypertension

« Infection, local or systemic

* Ischemia, myocardial

+ Pain, access site

* Perfaration or rupture of ¢coronary artery

» Pericardial effusion

* Pseudoaneurysm, femorai

= Renal failure

* Respiratery failure

*+ Restenosis of stented segmant

+ Stent embolization or migration

*+ Stent thrombosis/occlusion

« Strake/cerebrovascular accident /TIA

+ Total occlusion of coranary artery

+ Vassel spasm

* Vessel trauma requiring surgical repair er reintervention

Potential adverss events related to the drug paclitaxel or the stent polymer

include:

¢ Allergic/immunalogic reaction to drug {paclitaxel or structurally-related
_tompourds) orthe palymar stent coating {or its individual componants}

+ Alapecia

* Anemia

= Bloaod praduct transfusian

+ Gastrointestinal symptoms ]

* Hematologic dyscrasia (including leukopenia, neutropenia, thrombocytopenia)

* Hepatic enzyme changes

* Histologic changesin vessel wall, including inflammation, cellular damage or
necrosis

* Myalgiafarthralgia

* Peripheral neuropathy

Expasure to paclitaxel and the polymer coating is directly related to the number

of implanted stents. Use of more than ane QN stent has not been adequately

evaluated. Use of multiple stents will rasult in your exposure to a larger amount of

paclitaxel and polymer coating than experienced in the ¢clinical studies. There is

no clinical experience on the perfarmance of the 10N stent when used with ather

types of coated ar drug-eluting stents.

Thers may be other patential adverse svants that are unforeseen at this time.

Medications

Your cardiologist may prescribe a number of medications to thin the blood and
prevent blood clots from forming and adhering to the surface of the stent, These
medications will include aspirin and blood thinning drisgs such as Plavix®, Ticlid®
or Effiont® {Prasugrel}. It is extremely impartant that you follow your doctor's
instructions on what medications to take. f you stop taking these medications
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before being instructed to do so by your cardielogist, the chances of blond clot
formation on the stent, subsequent heart attack or even death are increased.

If you plan to have any type of surgery or dental work which may reqhire you

10 stap taking these medications prematurely, you and your cardiologist should

discuss whether or not placement of a stent is tha right treatment for you.

It surgery or dental wark is recommended which would require you to stap taking

these medications prematurely after you'va recetved the stent, you and your doctor
- should carafully consider the risks and benefits of this additional surgery or dental

work versus the passible risks from early discontinuation of these medicaticns.

If you do require premature discontinuation of these medications because of

significant bleeding, then your cardialogist will be carefully manitaring you for

possible complications. Once your condition has stabilized, your cardiologist will

probably put yau back on these medications.

Clinical Data Summary

The safety and effectivenass of the ION Stent were compared ta tha TAXUS
Express Stent, in tha PERSEUS Workharse elinical trial thatincludad 1262 patients
with a plannad five-year clinical follow-up. The study results showed that patients
who received an ION Stent had a similar incidence of bypass surgery or repeat
angioplasty in the lesion where the stent was placed when compared to patients
wha received @ TAXUS Express Stent [3.8% ION vs. 4.5% TAXUS Express) at
12 months, The combined occurrence of Major Adverse Cardiac Events, which is
comprised of cardiac death, heart attacks, hypass surgery and repeat angioplasty,
was 7.4% (10N| vs. 7.7% (TAXUS Express) at 12 manths.

Full study results are provided in the [ON Directions far Use, found on
www.bostonseientific.com,

AFTER THE PROCEDURE :

Aftar the stent is implantad, you will be moved to a cardiology ward for a short
pariod where you can be monitored closely as you begin to recover. On average,
your hospital stay may last one to three days befare yau are dischargad.
ACTiviTY

= Fallow your dogtor's guidelines.

* Raturn to normal activities gradually, pacing your return to activity as you feel
batter. Check with your doctor abaut strenuous activities.

* Letyour doctor know ahaut any changes in fifestyle you make during your
recovery period.

= Report sida effacts from medicatians immediately. These may include
headaches, nausea, vomiting or rash.

= Do not stop taking your medications unless you are askad to stap by the
doctor whe implanted your stent.

» Keep all foltow-up appointments, including laboratory blaod testing,

» Carry your Stent implant Card at all times. If yau receive dental or medical
care orreport ta an emergency ruom/genter, showyour Stent Implant Card.

FREQUENTLY ASKED QUESTIONS

Can the stent move or rust?

Dnce positioned by your physician, the stent does nat move on its own. It is
manufastured so it will not rust.

Can I walk through metal detectors with a stent?
Yes, withaut any fear of setting tham off.

How soon can | go back to wark?

The majerity of paople return ta work within & few days following the procedure.

What if | still get pains?

If you experience pain, immediately inform your cardiologist or the centar where
the pracedure was performed.

Can I undergo MRI or scanner testing with a stent?

MRI safety testing has shown that the stent should not migrate in tha MR
enviranment typically used in & clinical setting {<3T), and that MR may be
perfarmed immediately following stent implantation. Testing also demonstrated

that stent heating due to the MRI is less than 2.6 degrees Celsius and sheuld nat
affect performanca of the implanted stent or the drug ¢oating.

Can | play sports? .
Your doctar will tell you what sports you can play and when you can start tham.
What should | change in my digt?

Your doctor may prescribe & low-fat, low-cholesterol diet to help reduce the levels
of fatin your hlocd and reduce yeur risk.

Does paclitaxel have any drug interactions that | should be concerned about?
Formal drug interaction studies with paclitaxel-based stents have not been
cordusted. Since soma paclitaxel will remain on the stent, interactions at the
lacation of the stent itself affecting tha performanca of the grug cannot be ruleg

. out. Be sure to discuss with your doctor any drugs you are taking or.planning to

take.
What if 1 have taken paclitaxel before and had a reaction to it?
Be sure to tet your doctor knaw if you have had a previous reaction to paclitaxel.

95
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"ION™
Paclitaxel-Eiuting Platimum Chromium
Coronary Stent System

If you require n magredc resenance imaging (MBI} scan, tell your dacter or MRI
tathnicien technologist that you have a stent implant Test results indicete that the (0N
Stentis MR Conditional, Patiants with single or overlapped tON Stents up to 74 mm in
tatal fength can undergo MR! scans safely under the following conditions:

* Field strengths of 1.5 Tesla and 3 Tesla
*  Stafic magnetic field gragient < 8 T/m lextrapolatad)

+  MNormal operating mode (maximum whole hody averaged specific absorption rate
(SAR) of lower than 2.0 W/kg) for a totel activa M scan time |with AF exposure) of
15 minutes or tass

The stent(s} should ot migrate in this MRl anviranmant and MRI may be performed
immadiately fallowing the implantation of an ION Stentfsl. Priarto undergoing an MRI
scan, inform yeur doctor that you have an 10N Stant,

MRimaga quality will be compromised if the area of interest is inthe same sres ar
relatively ciose to the position of the stent. Please contact 1.888,272,1001 for more
infaormation about MR image arifact.

PLEASE CARRY YOUR CARD AT ALL TIMES

Your cardiologist has prascribed a number of medications o thin the hlood and prevent
bloed clots after your implant. It is extremaly impartant to fallow the medication segimen
as preseribed by your cardislogist. Befare considering any surgery or dental wark which

would requirg you to stog taking these medicines aarly, you and your doctors should
tonsider the risks frem premature di inuation of these madi i

, Forg
vegarding your Coranary Stent System or ether pracodures {o.g.. MAI), please contact
your implanting cardialogist.

Stent Identilication Information

Petent Name [ FatientProne Numbsr
Implanting Prysician's Name [ Stent Meteral
[ FRysician's Fhone Number Tats of Implart
Product Nama Product Name
Product Lot Number Product Lat Numbar
Stent Location Stent Location
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