NIR ON™ Ranger™ w/SOX™ PREMOUNTED STENT SYSTEM

CAUTION: Federal Law restricts this device to sale by or on the order of a physician.

INSTRUCTIONS FOR USE

TABLE OF CONTENTS ‘
NIR ON™ RANGER™ W/SOX™ _.......0coomreurncreeemsrerseemrueseseseaseseesesesssnssnes 1
1  DEVICE DESCRIPTION ......cocitiiinnuniiismncnsccensioeserraeseneeneesssssssossensssnns 2
Table 1. Balloon and Stent Specifications .........cuceieviceciiinvecrernimiinersvesnicisenionaenenesanes 2
2 INDICATIONS and USAGE .........ccccconimmmenccriiniencssneneesessscrosssessscsssnees 2
3 CONTRAINDICATIONS .......ooocieecerrecrccseerieieecesmresee s s cesreeesossonsas 3
4 WARNINGS and PRECAUTIONS ......covvroeeciiiciieneinccneececeeancinnns 3
4.1 Stent Handling - Precautions ............ccommveeverseniinininiinninnicrvscssisnenssiossssanssessane 3
4.2 Stent Placement - PreCaUtIONS .........ccocccemrisininimiiesronensisiemissssessssisssssess 3
4.3 Stent System Removal - Precautions ... nnsissssssesesssens 4
4.4 Post IMPlant - PreCAULIONS .......iiveeesissressessansossenrisissnmareseasosss ssrsossssssssssseressesoassasassasen 4
5 ADVERSE EVENTS .....cociiicereccnerrrnnisnnnicsesccesesssesnsasssssstssssessasssnncesans 5
5.1 Observed AQVErse EVONIS .......cuusimrscnsssmssiisanciorsmmeninitieinismsssssssssssssissasssstsssas 5
Table 2. Patient Enrollment in Cinical Studies ...............ccoocveninnicinmsnsssscsnneisicnaes 5
Table 3. Adverse Events during the First 6 MONThS.....c.cceiiiiieciriccrnsecnersencnresssssesine 6
5.2 Potential AQverse EVENLS ........cciminecimniinininnciniioiiiisisisessimsessmmisisis e s sssssass 7
6  CLINICAL STUDIES .......cccoeecerierrreinrisseesanesssassssessnsessesserssesssssssssses 7
Table 4. Principal Effectiveness and Safety Results, NIRVANA Randomized Trial ..... 8
Figure 1. Actuarial Freedom from Target Vessel Fallure ..............ccoveveeenecrerccsoncacansmas 9
Table 5. Principal Effectiveness and Safety Results, NIRVANA Registries ............... 10
7 PATIENT SELECTION and TREATMENT .......cccoceeiiiviircercnennesneenne
7.1 Individualization of Treatment .
7.2 Specific Patient Populations eteseasraesravreasesassaRe et b s e e e e besase et R Bs bR e SRR
B  HOWSUPPLIED ...ttt icreerctieseensresesrneesseseessnessses s essennes
9 OPERATOR'S INSTRUCTIONS .......cooveerrecreerirtiinineieecsarssssseesessaes
9.1 INSPeclion Prior TO USE .........ccvnuiemsiririsssessmsssenssnsosssisassinssnsoresssernssstosssesssans

9.2 Materials Required (not included in Stent System package)

9.3 Preparation ..

9.4 Delivery Procedure

9.5 Deployment Procedure

9.6 ReMOVAL PIOCBAUNE .......cciuiveviiietionienesreanicssssssstarssntssssesssssiessenmsessenssseserssssrsensosssssssras

9.7 in vitro Information ....
Table 6. Typical NIR ON™ Ranger™ w/SQOX™

Stent and Balloon Compliance Post Stent Deployemnt 14

10 PATIENT INFORMATION ......coooreeereenrenienentne e eeee e ee e eeeseee e aee 15

. Boston
,me.d",lol. Scientific
cresalem, Larac SCIMED




1 DEVICE DESCRIPTION

The NIR ON™ Ranger ™ w/SOX™ Premounted Stent System (NIR ON™ Ranger™ w/SOX™)
includes:

a 316LS surgical grade stainiess steel continuous multicellular NIR™ stent premounted on an
over-the-wire balloon catheter;

elastomeric restraining sleeves called “SOX" that cover approximately 1 mm of the distal and
proximal ends of the crimped stent;

two radiopaque markers which aid in the accurate placement of the stent;
a balioon enabling high pressure inflations that can be used for post-stent dilation.

Table 1. Balloon and Stent Specifications

Stent System/ NIR™ Balloon Nominal Rated Burst{ Minimum 1.D of
Length Balloon |[StentCelis| Length Pressure Pressure | Guide Catheter
{mm) Diameter {mm) | During Stent (atm) (inches)
{mm) Deployment
(atm)
16 2.5 7 17 7 18 .064
16 3.0 _7 17 7 18 .064
16 3.5 7 17 7 16 .064
16 40 9 17 7 16 072
25 2.5 7 26 7 18 .064
25 3.0 7 26 7 18 064
25 3.5 7 26 7 16 064
25 4.0 9 26 7 16 072
32 25 7 33 7 18 064
32 3.0 7 33 7 i8 .064
32 3.5 7 33 7 16 064
32 4.0 9 33 7 16 072

2 INDICATIONS and USAGE

The NIR™ stent is Indicated for improving coronary luminal diameter in the following (see 7.1
Individualization of Treatment):

patients with symptomatic Ischemic disease due to discrete de novolesions in native coronary
arleries (length < 25 mm) with a reference vessel diameter of 3.0 to 4.0 mm;

treatment of abrupt or threatened closure in patients with failed interventional therapy in
lesions with reference diameters in the range of 2.5 t0 4.0 mm;

patients with symplomatic ischemic heart disease due to lesions in saphenous vein bypass
grafts with lesion length < 30 mm and reference vessel! diameter in the range of 3.0 to 4.0 mm.

Long-term outcome (beyond 6 months) for this permanent implant is unkown at present.



3 CONTRAINDICATIONS

The NIR™ stent is contraindicated for use in:

. Patients in whom antiplatelet and/or anticoagulant therapy is contraindicated
. Patients who are judged to have a lesion that prevents complete inflation of an angioplasty
balloon.

4 WARNINGS and PRECAUTIONS
(see also 7.1 Individualization of Treatment)
amin

*  Judicious selection of patients is necessary since the use of this device carries the associated
risk of subacute thrombosis, vascular complications and/or bieeding events.

. Persons allergic to 316LS stainless steel may suffer an allergic reaction 1o this implant. -

. Implantation of the stent should be performed only by physicians who have received appropri-
ate lraining.

. Stent placement should enly be performed at hospitals where emergency coronary artery
bypass graft surgery can be readily performed. '

. Subsequent restenosis may require repeat dilation of the arterial segment containing the stent.
The long-term outcome following repeat dilation of coronary stents is unknown at present.

¢ When multiple stents are required, stent materials should be of similar composition.

4.1 Stent Handling - Precautions

¢  Forsingle use only. Do not resterilize or reuse. Note product “Use Before® date.

*  The NIR ON™ Ranger™ w/SOX™ is designed for use as a unit. The stent Is not 1o be
removed from its delivery balloon. The stent is not to be crimped onto another bafloon.
Removing the stent from its delivery balloon may damage the stent and/or lead to stent
embolization.

¢  Special care must be taken not to handle or in any way disrupt the stent position on the
delivery device. in addition, care must be taken not to disrupt the SOX™ which cover the
ends of the stent. This is most important during catheter removal from packaging, placement
over guidewire, and advancement through hemostasis valve adapter and guiding catheter
hub.,

. Excessive manipulation, e.g., rolling the mounted stent, may cause distodgment of the stent
from the delivery balloon, or disruption of the SOX™,

. Use only the appropriate balloon inflation media (see section 9. OPERATOR'S INSTRUC-

TIONS). Do not use air or any gas medium 1o inflate the balioon.

4.2 Stent Placement - Precautions

. Do not use the NIR™ stent in the treatment of restenotic lesions as the safety and effectivess
have not been established.

¢ The target lesion should be pre-dilated with a conventional balioon angioplasty catheter prior
{0 stent deployment. ’

. Do not prepare or pre-inflate balloon prior to stent deployment other than as directed.
Use balloon purging technique described in the Operator's Instructions.

. 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 intervention (e.g.,
CABG, further dilation, placement of additional stents, or other),

*  When treating multiple lesions, the distal lesion should be initially stented, followed by stenting
of the more proximal lesion(s). Stenting in this order obviates the need to cross the proximal
stent in placement of the distal stent and reduces the chances for dislodging the proximal
stent.



Do not expand the stent if it is not properly positioned in the vessel. (See Stent System
Removal - Precautions)

Placement of the stent has the potential to compromise side branch patency.

Balloon pressures should be monitored during inflation. Do not exceed rated burst
pressure as indicated on product label (see Table 6). Use of pressures higher than
specified on product label may result in a ruptured balloon and potential intimal damage and
dissection.

Stent retrieval methods (use of additional wires, snares and/or forceps) may result in
additional trauma to the vascular site. Complications can include bleeding, hematoma or
pseudoaneurysm.

4.3 Stent System Removal - Precautions

If Stent System removal is required prior 1o deployment, ensure the guiding catheter is co-axially
positioned relative to the Stent System and cautiously withdraw the Stent System into the guiding
catheter.

Should unusual resistance be encountered when withdrawing the stent towards the guiding
catheter, the Stent System, and the guiding catheter should be removed as a single unit. This must
be done under direct visualization with fluoroscopy.

When removing the entire Stent System as a single unit:

Do not pull the Stent System into the guiding catheter. Maintain guidewire placement
across the lesion and carefully pull back the Stent System until the proximal balloon marker of
the Stent System Is aligned with the distal tip of the guiding catheter.

The guiding catheter and the Stent System should be carefully removed from the coronary
artery as a single unit.

The Stent System should be pulted back into the descending aorta toward the arterial sheath.
As the distal end of the guiding catheter enters into the arterial sheath, the catheter will
straighten allowing safe withdrawal of the Stent System into the guiding catheter and the
subsequent removal of the Stent System and the guiding catheter from the arterial sheath,
Failure to follow these steps, and/or applying excessive force to the Stent System can
potentially resuit in loss or damage 10 the stent, or Stent System components such as the
balioon.

4.4 Post implant - Precautions

Care must be exercised when crossing a newly deployed stent with an intravascular ultra-
sound (IVUS) or a coronary guidewire, or a balloon catheter to avoid disrupting the stent
geometry.

Do not perform Magnetic Resonance Imaging (MRI) scan on patients post-stent implantation
until the stent has been completely endothelialized (eight weeks) to minimize the potential for
migration. The stent may cause artifacts in MRI scans due to distortion of the magnetic field.



5 ADVERSE EVENTS

5.1 Observed Adverse Events

A total of 1514 patients were enrolled in six multi-center clinical studies as summarized in Table 2.

Table 2. Patient Enroliment in Clinical Studies
All patients in alf studies (n =1514)

NIR™ Stent Palmaz- Patient Totals
Study Group Schatz®
Feasibility Study 11 - 1M
NIRVANA (NIR™ Vascular Advanced North American) Trial 1210
NIRVANA Randomized Trial 418 430 848
NIRVANA Abrupt or Threatened 207 - 207
Closure (AC/TC) Registry
NIRVANA Saphenous Vein Graft (SVG) 155 - 155
Registry : ’
NIR ON™ Ranger™ w/SOX™ Studies 193
NIR ON™ Native Arteries Registry 162 - 162
NIR ON™ AC/TC Registry 31 - 31
Patient Totals 1084 430 1514

Patients from the NIRVANA Randomized Trial, the Abrupt or Threatened Closure (AC/TC) Registry
and the Saphenous Vein Graft (SVG) Registry form the basis of the observed adverse evenls -
(n =1210).



Table 3. Adverse Events during the First 6 Months

% [t85% Confidence | domized Trial, AC/TC Reqistry, and SVG Registry (n=1210)
® ACITC sve
n=207 n=155
ANY Adverse Event 1 30.0% (23.8%.36.7%] (62)  19.4% [13.5%,26.5%) (30)
Earty (in-hospial) 13.5% [9:2%,19.0%] (28) 5.2% [2.3%,9.9%] (8)
Out-olhospital 18.4% (13.3%,24.3%) (38)  14.2% [9.1%,20.7%] (22)
Non-O-Wave M Total 5.3% [2.7%,9.3%] (11) 4.5% [1.8%.9.1%] ()
Early (in-hosphal) 4.8% [2.3%,8.7%) (10} 2.6% [0.7%.8.5%] (4)
Out-of howphal 0.5% (0%.2.7%] (1) 1.9% [0.4%.5.6%] (3)
Q-Wave M! Total 1.4% [0.3%.4.2%] (3 0.6% [0%.3.5%] (1)
1.0% 0.1%,3.4%] (2) 0.6% {0%,3.5%] (1)
0.5% [0%.2.7%] (1) 0% [0%2.4%)] (0}
3.9% [1.7%,7.5%] (8) 1.3% (0.2%.4.6%] (2
1.4% [0.3%.4.2%) (3) 0% [0%.2.4%} (0)
2.4% [0.8%,5.5%] (5) 1.3% [0.2%.4.6%} (2)
1.0% [0.1%.3.4%] (2 1.3% (0.2% 4.6%]} (2)
0.5% [0%.2.7%] (1) 0.6% [0%,3.5%] (1)
0.5% [0%.2.7%] (1} 0.6% {0%,3.5%] (1)
3.4% (1.4% 6.8%) (D) 5.2% [2.3%.9.9%] (8)
0.5% {0%.2.7%] (1) 0.6% [0%,3.5%] (1)
2.9% [1.1%,6.2%) (6) 4.5%{1.8%.9.1%) (7}
4.3% [2.0% 8 1%] (9) 26%10.7%.8,5%! {4}
SRR RN TN 7.2%4.1% .11, 7%} {15) 3.2% [1L1%.7.4%1 (5)
i O ORI D%T ) 1.0% [0.1%,3.4%) (2) 1.3% [0.2%,4.6%) (2)
BRI PIIR X LK SN T T26% [8.4%,17.0%] R6]  1.3%[0.2%,4.8%] (2)
0 evenis during hospi el stont

nm.pu‘w rie d both an in-iy

spinl event and an owt-of hospital svent, they are counted once in each group. They are

cumndodymubm; ovent Jotal. Hence, the sum of he indvaspikal event rate snd ihe out-ol-hospkal svent rate may not equal the

Joiel everd rate,

ANY Adverse Event includes desth, © wave Mi, non-Q weve MI, emergent CABG, tarpet lesion revas
complicetions, /A

vasculer complicelions, and CV4

#vombosis, bisading

Three (3) patients who received the NIR™ stent died during the NIRVANA Randomized Trial. The
3 deaths occurred between 42 and 118 days post stenting due 1o sudden cardiac death {n=2}, and

respiratory failure/cardiomyopathy (n=1).

Seven (7) NIRVANA AC/TC Registry patients died during the ciinical study. Of these, 2 deaths
were early (within 30 days of stenting) due to sub-acute thrombosis. Five (5) deaths were late and
occurred between 50 and 201 days post stenting due to sudden cardiac death (n=1), coronary
arteriosclerosis, not related to the stent (n=1), renal failure/sepsis (n=1), head trauma (n=1), and

sepsis (n=1),

Eight (8) NIRVANA SVG Registry patients died during the dlinical study. Of these, 1 death was
early (within 30 days of stenting) due to sub-acute thrombosis. Seven (7) deaths were late and
occurred between 95 and 205 days post stenting due 10 cardiac arrest (n=2), sudden cardiac death

{n=2), congestive heart tallure (n=1), and cancer (n=2).

Five (5) feasibility patients died during the clinical study. All deaths were late (>30 days post
stenting), and occurred due to cardiac arrest (n=3), cancer (n=1), and cerebrovascuiar accident

{n=1}.

The NIR ON™ Ranger™ w/SOX™ Studies were conducted 1o demonstrate the safety of the over-
the-wire version of the defivery system (NIR ON™ Ranger™ w/SOX™). The results were
compared to the rapid exchange delivery device used in the NIRVANA Trial. Twelve of the 193
patients (6.2%) treated with the NIR™ stent in the NIR ON™ Ranger™ w/SOX™ Studies experi-
enced one or more adverse events (death, Q wave MI, emergent CABG, TLR, stent thrombosis,
bleeding complications, vascular complications and CVA) during the first 14 days of follow-up
compared 10 27 of 418 (6.4%) of the patients in the NIRVANA Randomized Trial, difference -0.2% |[-
4.4%, 3.9%]. No deaths occurred during the NIR ON™ Ranger™ w/SOX™ Studies (14 days).



5.2 Potential Adverse Events

Adverse events (in alphabetical order) which may be associated with the use of a coronary stent in

native coronary arteries (including those listed in Tables 3-5):
+ Acute myocardial infarction

Arrhythmias, including VF and VT

Death

Dissection

Drug reactions to antiplatelet agents/contrast medium

Emboli, distal (air, tissue or thrombotic emboli)

Emergent Coronary Artery Bypass Surgery

Hemorrhage, requiring transfusion

Hypotension/Hypertension

Infection and/or pain at the access site

Ischemia, myocardial

Perforation

Pseudoaneurysm, femoral

Restenosis of stented segment

Spasm

Stent embolization

Stent thrombosis/occlusion

Stroke/cerebrovascular accident

Total occlusion of coronary artery

® & o & ¢ s ° & s 0 s s e e 0 2 0

6 CLINICAL STUDIES

A total of 1,514 patients were treated at forty-one North American investigational sites in the four
parts of the NIRVANA Trial and two NIR ON™ Ranger w/SOX™ Studies (Table 2).

Primary Endpoints: The primary endpoint for the randomized clinical trial and the SVG Registry
was Target Vessel Failure (TVF) at 9 months. TVF was defined as a composite of death, nonfatal
myocardial infarction, and clinically driven target vessel revascularization. The primary endpoint for
the AC/TC Registry was the incidence of abrupt or sub-abrupt closure rate at 30 days. An
independent dlinical events committee, masked to trealment assignment, adjudicated all of the
major clinical endpoints for the randomized trial. This committee also adjudicated the events for
the registries.

Patlents Studied: Patients with ischemic coronary antery disease with a de novo or restenotic
lesion of a native coronary artery < 25 mm in length and a visual reference vessel diameter of 3.0
to 4.0 mm were admitted to the randomized trial. Patients with a maximum of 2 saphenous vein
grafts with one or two lesions in each gratt were eligible for the SVG Registry if the lesion to be
treated had a visual reference vessel diameter 3.0 10 4.0 mm and a length which could be covered
by one or two NIR™ stents. Patients who experienced abrupt or threatened abrupt closure during
treatment with a non-stent device were eligible for the AC/TC Registry if the lesion to be treated
was in a native coranary artery with target lesion < 30 mm in length and reference vessel diameter
22.5 mm and < 4.0 mm. Patients were eligible if two or more of the following criteria were present:
1) angina or anginal equivalent changes; 2) ischemic electrocardiographic changes; 3) diameter
stenosis 2 50%; 4) NHLBI Type B or C dissection, with dissection length > 8 mm and < 30 mm,; 5)
NHLBI Type D, E, or F dissection, with dissection length < 30 mm; or 6) TIMI 0-2 flow due primarily
fo mechanical obsiruction of the treated site.



Methods: The patients underwent balloon angioplasty with an appropriate balloon diameter of 0.5
mm smaller than the reference vessel diameter, if balloon dilation was deemed necessary. Post-
stent deployment dilations with a high pressure, non-compliant balloon {balloon to artery ratio of 1:1
or 1.1:1.0) were recommended 1o assure that the stent was in full contact with the arterial wall 1o
leave a residual stent diameter stenosis of less than 10%.

Clinical follow-up was completed at 2 weeks, 30 days, 6 and 9 months. A subset of patients in the
randomized trial as well as in the registries underwent angiographic follow-up at 6 months.
Baseline characteristics were similar for the two treatment groups in the randomized trial. All
treated patients were included in the intent-to-ireat efficacy analysis. Anticoagulation included
aspirin 325 mg/day for at least § months and ticlopidine 250 mg twice a day for 30 days.

Results: Of the 418 patients receiving the NIR™ stent in the NIRVANA Randomized Trial there
were 368 patients with de novolesions and 50 pafients with restenotic lesions. The Target Vessel
Failure-free rate at 6 months was 88.4% for patients with de novo lesions and 87.8% for patients
with restenolic lesions with an associated differance of 0.6% and 95% confidence interval of {-
9.1,10.3%]. Table 4 shows the results for both groups (resienosis and de novo combined). Figure
1 shows the actuarial freedom from Target Vessel Faiture.

Table 4. Principal Effectiveness and Safety Results, NIRVANA Randomized Trial

All Patients in the NIRVANA Randomized Trial (n=848)
Randomized NIR™ . PALMAZ-SCHATZ® Ditference
Ne=430

7,

Q7)

xccess by OX 99 0.0% 10X 108 97.0 98 0% 3 9% [0,4%.3.4%]
Procedure Success by QCA 95.0% [8.1%.97.4%) (389407) __ 94.3% [91.8%.96.9%] (394/418) 1.3% [-L.T%43%]
Past Procecurs in-Stent % DS THET0% (409) I%E12% (419) 7% (3%, 0.2%]
§ Manths Falkow-up In-Stent % DS 34%422% (110) ITHRE22% (92) 25% [-86%.3.8%)
Range (min,max) (:31%,100%) (-35%,100%)
6 Months Folow-up in-Stent Binary -
Restenosis Rate (ds novo Patent Growp) _ 17.2% [10.2%.26.4%) (1643) 205%[12.2%.31.1%[ (1678) -3.3% [-15.1%,85%)]
6 Months Follow-Up In-Sterx Binary
i 1 1.7% [13.8%,31.6%) ~1.7% [-$3.0%,9.5%
TLR-ree at 8 Months* (K-M) 94.1% 191.9%96.4%| 91.2% (88.4%93.9% 3.0% [-0.6%8.8%)
TVF-tree 2t & Morhs® (K-M) 80.4% (A53%. 91 5% 86.7% (83.4%.90.0%] 17% [-2.8%,62%]
Safety Measures
InHospial Cinical Everts 4 18741 4.0% [2.3%.63%] (17/ 0.4% [-2.3%,30'
Out-of-Haspital Clinical Events TIX [55%.10.9%] (3¥418) 10.0% [73%,132%] (43/430)  2.1% [-5.9%,1.7%]
g r B3 BLIGRLS LI
" Stent Thrombosis %09

Suvwal 31300 Vo0 [0 %0 Re3%.100%]

Survival at 180 Days (K-M) 29.3% [98.4%.,100%] 99.3% (98.4%,100%) 0% (-1.1%.3.1%)
MACE aie ai 6 Morthe 5K BO%.T49%] (8A18) _ 13.0% [10.0%,16.6%] (56/430) 1.5% [6.0% Z9%]
WWW

MeantSD (N) 1.410.9 (418) 1.5£1.7 (430) -02 (-0.40.0)
Aange (min,max) {1.8) 0.26)
Techni inment of <50% resk & (y OCA) and V delivery and deploy of the assigned stent (o the
Larget lasion, without use of a device outside the o sratogy.
Pr <S50% i using the o dewvice and no in-baspial major rdiac events (death, M,

oca omergent CABG, or repeat target lesion revascuisrizavon).
. Ouaniitative Coronary Angiogeaphy

% 0S: Dismeter Stenosis

TLR-fre: No largel lasion revesciianization,

TVF-fee: No death, any Mi or target vessel revascuianzason.

In-hospital chnical event: Doath, Mi, smergent CABG, repeat tarpet lesion darzation, stent e , Or stroke prior (o discharge,
as by the indep Clinical Events Commitiee,

a/ldwuahtdemt Deam, Mi, emorgent CABG, rapeat 1arget lesion r Aarzation, stent hrombasis, or skroke alter
discharge. as di ined by the indep Clinical Events Commitsse.

Biloeding “ ons:  Transhusk mnmwmmm, . pe ok

smwrf ) Angiog ic or subs ok wihin e st vessel, o sany dealh not alinbuted lo a non-cardkac cause
 the absence of d« WNOQrRpINC Stendt Y wathin the first 30 days.

MACE: M.v'qr Adverse Cantiac Event (inckudes desth, MY, omargent CABG and (arget losion rovascwanzanon).
“Survval ostimates by Kaplan-Meier method; Standarnt Error eskmates by Groonwood formula,



Figure 1. Actuarial Freedom from Target Vessel Failure
All Randomized Patients NIRVANA Randomized Trial (n=848)
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Table § shows the principal effectiveness and safety results for the two registries. Although
statistical comparison is nol appropriate, resulis of the NIR™ arm of the NIRVANA Randomized
Trial are included for comparison with these two registries.

Table 5. Principal Effectiveness and Safety Resuits, NIRVANA Registries
NIRVANAAC/TC Registry and SVG Registry Patients Treated (n=362)

ACTC SVG Randomized NIR*™
Efficacy Measures n=207 n=155 n=418

S0t 0e 4% 5 LT 2 :
Post Procadun tnsum % DS F%t12% (196) a%L13% (154) M‘o‘k (4“)
— — _Bancelmioma) (41%A7N) . (2300%) (-39%.39%)
-ros at 30 * (K-M 1 { 1 %, 1 98.3% [90.5%, 100%
TVF-free at 30 * (K-M [-1] % 96.1% 19%.992%] 95.2% 193.2
6 Months Follow-up In-Stent % DS IT%L21% (35) 3AB%L3I2% (38) 34%22% (110)_
{-4% A4%) (-12%.100%) [-31%.100%)

6 Months Follow-up In-Stent 8l
is Rat i 1 L.0% {1 10}

3% [9
MACE rate at 8 moﬂm 22.7% [17.2%,29.0%] (47/207) 16.1% [10.7%.22.9%] (251185} 1M.5% (0.!1‘.142$J(W4I_L
ion
{days) MoantSO (N) 2,022 207) 1.521.4 (185) 1.410.9 (418)
Range (min,max) (1.15) (1.9} (1.8)
Technic A of <S0% resicual is (by QCA) and successid delvety and depioyment of the assigned stent io the
targel lesion, without use of a device outside e assigned shatogy ’
P <S0% dii it using the assigned device and no inhospital major adverse candiac events (death, i,

emargent CABG, or repeat target lesion revascuianiza¥on).

QCA: Quantitative Coronary Angriography

% OS: Diameter Stenosi's

TVF-kree. No deathy any Mi or target vessel revascuisszaiion.

WJMM Muwmwmm ization, slent ¢ is. or stroke prior lo discharge,
as ok ined by the ind dent Clinical Events Commatiee.

Qut-of-hospiial clinical event: Deatt, M, emergent CABG, repent Larget lesion revasculanzation, $lent ombosis, or stroke afier
discharge, as delermined by e independent Clinical Events Commitise.

Mwmﬂam WMbM“MMM za ¥

OGO X wihin e wwwmhmamdmamduum

mno O of o d stort p y within the st 30 days.

MACE: wmammmmuwmmmmmnnm

‘Survval estimates by Kaplan-Meier method; Standard Error eetmaies by Greenwood lormuia.

The NIR ON™ Ranger™ w/SOX™ Studies were conducted to demonstrate the safety at 14 days of
the over-the-wire version of the delivery system (NIR ON™ Ranger™ w/SOX™) as compared {o
the rapid exchange version used in the NIRVANA Trial. MACE-free rate at 14 days was 100% for
the 162 treated with the NIR™ stent in the NIR ON™ Ranger™ w/SOX™ Naltive Arteries Registry

compared {0 95.7% for the 418 patients in the NIRVANA Randomized Trial, difference 4.3% [4.28,
4.32%).

7 PATIENT SELECTION and TREATMENT

7.1 Individualization of Treatment

The risks and benefits described above should be carefutly considered for each patient before use
of the NIR ON™ Ranger™ w/SOX™ Premounted Stent System. Patient selection factors to be
assessed should include a judgment regarding risk of prolonged anticoagulation. Stentingis
generally avoided in those patients at heightened risk of bleeding (e.g., those patients with recently
active gastritis or peplic ulcer disease, see 3 CONTRAINDICATIONS).
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Premorbid conditions that increase the risk of poor initial results or the risks of emergency referral
for bypass surgery (diabetes mellitus, renal failure, and severe obesity) should be reviewed. The
relation of baseline and procedural variables to Target Vessel Failure (TVF) was examined. The
only significant predictor of TVF was post-procedural mean Minimum Lumen Diameter (MLD). TVF
was less likely with larger MLD.

Thrombosis following stent implantation is effected by several baseline anglographic and proce-
dural factors. These Include vessel diameter less than 3.0 mm, vessel thrombosis, poor distal flow,
and/or dissection foliowing stent implantation. In patients that have undergone coronary stenting,
‘the persistence of a thrombus or dissection is considered a marker for subsequent thrombotic
occlusion. These patients should be monitored very carefully during the first month after stent
implantation because stent thrombosis may occur during this period.

7.2 Specific Patient Populations

The safety and effectiveness of the NIR ON™ Ranger™ w/SOX™ Premounted Stent System has
not been established for patients with any of the following characteristics:

* Patients with unresolved vessel thrombus at the lesion site.

* Patients with coronary artery reference vessel diameters < 2.5 mm.

* Patlents with lesions located in the unprotected left main coronary artery, ostial lesions, or

lesions located at a bifurcation.
¢ Patients with diffuse disease or poor outflow distal to the identified lesions.
* Patients with recent acute myocardial infarction where there is evidence of thrombus or

poor flow.
* Palients with more than two overlapping stents due to risk of thrombus.

* Patients for longer than 6 months follow-up.
The safety and effectiveness of using mechanical atherectomy devices (directional atherectomy

catheters, rotational atherectomy catheters), or laser angioplasty catheters, to treat in-stent
stenosis has not been established.

8 HOW SUPPLIED

STERILE: This device is sterilized with ethylene oxide gas. It is intended for single use only. Non-
pyrogenic. Do not use if package is opened or damaged.

CONTENTS:
One (1) NIR ON™ Ranger™ w/SOX™ Premounted Stent System
One (1) envelope containing patient materials and tracking information
One (1) Instructions for Use Manual

STORAGE: Store in a cool, dry, dark place.
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9 OPERATOR'S INSTRUCTIONS

9.1 Inspection Prior to Use

Carefully inspect the slerile package before opening. Do not use after the “Use By" date. If the
integrity of the sterile package has been compromised prior to the product “Use By" date (e.g.,
damage of the package), contact your local SCIMED Representative for return information. Do not
use if any defects are noted.

9.2 Materials Required (not included in Stent System package)

Quantity | Material
Appropriate guiding catheter(s) (see Table 1 - Balloon and Stent Specifications)
1 20 cc syringe
Normal Heparinized Saline
1 £0.014 inch x 300 em length quidewire
1 Rotating hemostatic valve
Diluted contrast medium 1:1 with normal heparinized saline
1 Inflation Device
1 Torque Device
1 Pre-deployment dilation catheter
Optional | Three-way stopcock

8.3 Preparation
Guldewire Lumen Flush
Step | Action
1 Flush Stent System guidewire lumen with normal heparinized saline.
2 Verify that the stent is positioned between the proximal and distal balioon markers.
Check for bends, kinks and other damage. Do not use if any defects are noted.

Balloon Preparation
Step | Action
1 Rinse the stent in sterile saline.
2 Prepare inflation device/syringe with diluted contrast medium.
3 Attach inflation device/syringe to stopcock; attach to inflation port.
4 With tip down, orient Stent System vertically.
) Open stopcock to Stent System; pull negative for 15 seconds; release 1o neutral for

contrast fill.

Close stopcock to Stent System; purge inflation device/syringe of all air.

Repeat steps 4 through 6 until all air is expelled. If bubbles persist, do not use device.

if a syringe was used, attach a prepared inflation device to stopcock.

Open stapcock to Stent System.

= |lol®N|le

(o} Leave on neutral.
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Delivery Procedure

Action

Prepare the vascular access site according to standard PTCA practice.

Predilate the lesion/vessel with appropriate diameter balloon having a ratio of 1:1
with the diameter of the vessel.

Maintain neutral pressure on inflation device.

Backload Stent System onto proximal portion of guidewire while maintaining
guidewire position across target lesion.

Fully open rotating hemostatic valve to allow for easy passage of the stent and
prevent damage to the stent or displacement of the SOX™,

Ensure guiding catheter stability before advancing the Stent System into the
coronary ariery. Carefully advance the Stent System into the hub of the guiding
catheter.

Note: If the physician encounters resistance 10 the Stent System prior to exiting
the guiding catheter, do not force passage. Resistance may indicate a problem
and may resull in damage to the stent if it is forced. Maintain guidewire placement
across the lesion and remove the Stent Sysiem as a single unit (see 4.3 Stent
System Removal - Precautions).

Advance Stent System over the guidewire to target lesion under direct fluoroscopic
visualization. Utilize the proximal and distal radiopaque balloon markers as a
reference point. If the position of the stent is not optimal, it should be carefully
repositioned or removed (see 4.3 Stent System Removal - Precautions).
Expansion of the stent should not be undertaken if the stent is not properly
positioned in the target lesion segment of the vessel.

Sufficiently tighten the rotating hemostatic valve. Stent is now ready to be
deployed.

9.5

Deployment Procedure

Step

Action

Inflate the Stent System expanding the stent to a minimum pressure of 7 atm
{deployment pressure). Higher pressures may be necessary to expand the stent
to optimize stent apposition against the arterial wall. Balloon pressure must not
exceed rated burst pressure. (See Table 6)

Maintain inflation pressure for 15-30 seconds for full expansion of the stent.

w

Deflate balloon by pulling negative on inflation device until balloon is fully deflated.

Confirm stent position and deployment using standard angiographic techniques.
For optimal results, the entire stenosed arterial segment should be covered by the
stent. Fluoroscopic visualization during stent expansion should be used in order to
properly judge the optimum expanded stent diameter as compared 1o the proximal
and distal coronary artery diameter(s). Optimal expansion requires that the stent
be in full contact with the artery wall. All efforts should be taken 10 assure that the
stent is not under dilated.

If stent sizing/apposition requires optimization, readvance the Stent System
balloon, or another balloon catheter of the appropriate size, 1o the stented area
using standard angioplasty techniques.

13



resull is achieved.

6 inflate the balloon to the desired pressure while observing under fiuoroscopy. Defiate
the balloon. (See Table 6 for NIR ON™ Ranger™ w/SOX™ post deployment compli-
ance.)

7 Reconfirm stent position and angiographic result. Repeat inflations until the desired

9.6 Removal Procedure

Step | Action
1 Ensure balloon is fully deflated.
2 Fully open rotating hemostatic vaive
3 While maintaining guidewire position and negative pressure on inflation device,

withdraw Stent System. (see 4.3 Stent System Removal - Precautions)

9.7 in vitroinformation

Table 6. Typical NIR ON™ Ranger™ w/SOX™
Stent and Balloon Compllance Post Stent Deployment

“Rated Burst Pressure. DO NOT EXCEED.
“*Balicon Complance Post Stant D
Note: Numbers in #alics (1 through S ATM) am extrapolated vaiues.

.5 mm 3.0 mm 3.5 mm 4.0 mm
Stent Balioon™ Stent Balloon™ Stent  Baloon™ Stent  Balloon™
atm (rmem) (mwn) (mm) ) vm)  (rmem) (mm) ()
1o 23 - 2.7 321 3.69
20 2.35 2.8t 327 375
3.0 2.38 2.85 333 381
4.0 242 2.9 3.39 387
S0 2.46 2. .45 393
|80 @slloon nominsl . 2 = .00 . = 400
|18 Stentnominal 250 253 200 305 330 356 400 406

80 255 257 306 .09 3.87 362 408 412
9.0 2.59 2.61 i 3. 365 368 417 4.8
10.0 264 264 kAL 318 inr 3n 425 423
no 269 266 325 320 h R 31 433 426
120 213 269 329 323 384 39 433 42
130 2.76 2n 332 3.25 388 EX-H 442 433
140 279 a2n 336 327 392 3.86 446 4.3
15.0 282

160

170

180

19.0
200
210
20

230
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10 PATIENT INFORMATION
in addition to this Instructions for Use, the NIR ON™ Ranger™ w/SOX™ is packaged with
additional specific information which include:

. A Patient Implant Card that includes both patient information and stent implant information. All
patients will be instructed 10 keep this card in their possession at all times for procedure/stent
identification.

« A Patient Guide which includes information on coronary artery disease, the implant procedure
and the NIR™ glent.

. A Device Tracking Form (Device Registration Card and Device Explant Card) which will be
completed by the hospiial staff and forwarded to SCIMED for the purposes of tracking all
patients who have received a NIR™ stent, as required by Federal Regulation.

NIR™, NIR Stent™ and NIR ON™ are trademarks of Medinol Ltd., Jerusalem, israel
Ranger™ and SOX™ are trademarks of SCIMED Life Systems, Inc., Boston Sclentific Corporation

NIR™ stent Is a product of Medinol Ltd.
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