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Infrapopliteal Limb Salvage Data

Lesion Primary Secondary Amp free
Modality Pts Length Patency Patency TLR survival

93 %
Laser Atherectomy 6month

Directional 67% at1yr 91% at1yr 24% at1yr
atherectomy 60% at2yr 80% at2yr 33% at2yr

90 %
Cutting Balloon 12month

87 %
Balloon Ex Stent 40% at 1 yr 26% at1yr 12month

76% at 90% at 96%
Self Ex Stent 12 months 6 months 12month

85%
Cryoplasty 12month

96 %
Drug Eluting Stents 86% at 1yr 9.1% at 1 yr 12month
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96 %
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Infrapopliteal Limb Salvage Data

Lesion Primary Secondary Amp free
Modality Pts Length Patency Patency TLR survival

93 %
Laser Atherectomy 6month

Directional 67% at1yr 91% at1yr 24% at1yr
atherectomy 60% at2yr 80% at2yr 33% at2yr

90 %
Cutting Balloon 12month

87 %
Balloon Ex Stent 40% at 1 yr 26% at1yr 12month

76% at 90% at 96%
Self Ex Stent 12months 6 months 12month

85%
Cryoplasty 12month

96 %
Drug Eluting Stents 86% at 1yr 9.1% at 1 yr 12month







Infrapopliteal Stents:
Balloon Expandable and
Self Expanding

Numerous coronary stents exist

DES has already received CE mark in Europe
for below the knee application

Numerous single center series from Europe

Large coronary literature showing efficacy
compared to bare metal balloon expandable
stents

Dedicated nitinol stents are relatively new,
little data currently available




Balloon Expandable Stent:
Multilink Vision

Bare metal: Multilink Vision
(Abbott)

Single Center experience:
12M duplex

PRIMARY PATENCY RAITE

—Feb -Oct 2005 .

—50 CLI patients 5T »
*Rutherford 4 LIWB SALVAGE RATE
*Rutherford 5

—62 BTK-lesions

—68 Vision stents

*Endpoint

—12-month duplex patency




Balloon Expandable Stent:
CHROMIS Deep
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Infrapopliteal Balloon-Expandable Stent

-Stent-diameter: 2.0 -4.0 mm
-Stent-length:10 —80 mm

-Introducer-compatibility:4 Fr
Infrapopliteal Balloon-Expandable Stent [




Chromis-Deep Registry

Single center prospective registry
-29patients (31 limbs) included (05/2006-12/2007)
-Patients with CLI or severe claudication

-Stenting in case of unsatisfactory result after balloon
or of restenoses

-Lesions to be covered with 1 —3 78mm-stents
-6 months angiographical follow-up




Chromis-Deep Reqistry

Baseline-Data Chromis-Deep Registry

Limbs 31

Stenosis 8 (26%)

Occlusion 23 (74%)

Mean lesion length 100 £54.9 mm
Mean stent length 106 £54.0 mm

Stents / limb limbs
1 stent 22

2 stents 6

3 stents 3




Chromis-Deep Registry

Angiographic follow-up after 5.4 +2.2 mo.

31 Limbs
No restenosis 10 (32.2%)

Restenosis > 50% 10 (32.2%) focal diffuse
4 6
Reocclusion 11 (35.6 %)

No Stent-fractures or -compressions




Chromis-Deep Registry
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Infrapopliteal Balloon-Expandable Stent

* One year follow up
— Primary patency 52.9%
— Limb salvage 91.5%
— Survival 79.8%

Deloose K, Bosiers M, Peeters P. One year outcome after primary stenting of
infrapopliteal lesions with the Chromis Deep stent in the management of
criticallimb ischaemia. Eurolntervention. 2009 Aug;5(3):318-24..




Balloon Expandable Stents:
Bloabsorbable stents

CLINICAL INVESTIGATION

AMS INSIGHT—Absorbable Metal Stent Implantation
for Treatment of Below-the-Knee Critical Limb Ischemia:
6-Month Analysis

Marc Bosiers - On Behalf of the AMS INSIGH'T Investigators

PTA+AMS ' PTA+AMS
/ 4»{ 7Pts/ 11 Ls }— + 6 Pts/ 9 Ls

PTA: PTA only: i PTA only:

—ﬂ 57 Pts/ 75 Ls |—4-{ 50 Pts/ 64 Ls }—‘—4 34 Pts/41Ls

Intenttion
Rand On 6mo
Enroliment omiz to Treat treatment

inn: (Irm) QVA
171Pts/149 Ls | —ation: 1)

AMS: AMS only : AMS only
_’[ 60 Pts/ 74 Ls

l—'{ 59 Pts/ 72 Ls }——’ 37 Pts/ 44Ls
AMS + other E AMS + other:
K ‘— 1Pts/ 2Ls —————| OPts/OLs
Bosiers M; On Behalf of the AMS INSIGHT Investigators.
AMS INSIGHT-Absorbable Metal Stent Implantation for Treatment of Below-the-Knee Critical Limb Ischemia: 6-Month Ana

Cardiovasc Intervent Radiol. 2008 Dec 18.




PTA preproc

AMS preproc

PTA postproc

AMS postproc

6-mo QVA: PTA

6-mo QVA: AMS

No. patients
No. lesions

Patency

Non patency
Binary restenosis, mm
Lesion length
Min—-max
Stenosis diameter, mm Mean = SD
(Min—max)
MLD, mm Mean

(Min—max)

RVD, mm Mean
(Min—max)
Late lumen loss, mm Mean = SD

(Min—max)

D/

12.0 £ 5.0

3.5-30.4
68.7 = 11.5
(51.4-100)
08 =03
(0.0-1.6)

59

106 = 49
3.1-27.6
69.0 = 10.7
(51.3-100)
0.8 =03
(0.0-1.5)

D/
74

na

na

219+ 124
(=7.2-53.6)
21 £0.5

(1.0-3.2)

59

72

na

na

15.1 = 10.2
(—18.4-38.9)
22 +04
(1.4-3.4)
2.6 =05
(1.5-4.6)
na

29/50 (58%)
p=00134

21/50 (42%)

y = 0.0134

478 £ 22.7
(3.8-100)
1.4 =07
(0.0-2.9)
p = 0.0009
27 £ 05
(1.84.5)
0.7 £ 07
(—0.3-2.9)
p = 0.0001

37
44
14/44 (31.8%)

30/44 (68.2%)

66.4 £+ 27.1
(2.5-100)
09 =0.7
(0.0-2.9)

26 £05
(1.9-3.9)
1.4 £ 0.8
(—04-2.9)

Bosiers M; On Behalf of the AMS INSIGHT Investigators.
AMS INSIGHT-Absorbable Metal Stent Implantation for Treatment of Below-the-Knee Critical Limb Ischemia: 6-Month Analysis.
Cardiovasc Intervent Radiol. 2008 Dec 18.
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Balloon Expandable Stent:
Sirolimus Eluting Stents

Primary Patency

"I Cypher stents
M Simple stents

Time (Months)

Siablis et al.

Freedom from TLR
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Limb Salvage and Mortality

Time (Months)

Limbs and patients (%)

100+

B3 Sirolimus stents @@ Bare stents
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Balloon Expandable Stent:
Sirolimus Eluting Stents

Patients (n) 74
Alive at 2 yrs (n) 59
DSA FUP (n) 47
DSA FUP time

~1 year

—s—primary Patency
—— secundary Patency

Primary Secondary

6 months 98.2% 098.2%
12 months 94.1% 95.9%
24 months 89.2% 95.9%

Scheinert D et al. www.tctmd.com2007




Balloon Expandable Stents:
Paclitaxel Eluting Stents

Infrapopliteal Application of Paclitaxel-eluting
Stents for Critical Limb Ischemia: Midterm
Angiographic and Clinical Results

Dimitris Siablis, PhD, Dimitris Karnabatidis, PhD, Konstantinos Katsanos, MD,
Athanassios Diamantopoulos, MD, Nikolaos Christeas, MD, and George C. Kagadis, PhD

| Vasc Intery Radiol 2007: 151715117

Siablis D, Karnabatidis D, Katsanos K, Diamantopoulos A, Christeas N, Kagadis GC.
Infrapopliteal application of paclitaxel-eluting stents for critical limb ischemia:
midterm angiographic and clinical results. J Vasc Interv Radiol. 2007 Nov;18(11):1351-61.




Balloon Expandable Stents:
Paclitaxol Eluting Stents

Primary Patency Restenosis

~J 18cents
L IPTA
- - Lesions

-t 'Artery

Restenosis (%)

~S 15cents
il IPTA
-« Lesions

-t 'Artery

T 1} 1]
3 ¢ 12 8

Time (Months)

Siablis D, Karnabatidis D, Katsanos K, Diamantopoulos A, Christeas N, Kagadis GC.
Infrapopliteal application of paclitaxel-eluting stents for critical limb ischemia:
midterm angiographic and clinical results. J Vasc Interv Radiol. 2007 Nov;18(11):1351-61.




Self Expanding Stents

« Xpert
self-expanding
nitinol stent

¢ 3-8mm diameters

4 Fr shatft
diameter

* Biliary indication




Self Expanding Stents:
Xpert

« Belgian single center series
67 stents in 47 patients

Rutherford category 4 and 5 disease
12 month Angiographic follow up
Primary patency at 12 months 76%

« Limb salvage was 96%

Proximal calf disease
had better prognosis
for limb salvage

Bosiers et al. J Cardvasc Surg 2007 Aug;48(4):455-61




Infrapopliteal Stent Data

Lesion Primary Secondary Amp free
Modality Pts Length Patency Patency TLR survival

Multilink Vision 63% at 12 89%
Cobalt Cr BMS months 12month

Chromis Deep 74% at 93%
Cobalt Cr BMS 6 months 6 month

Biotronik Absorbable 32% at 88 %
Mg Alloy BMS 6 months 6 month

Paclitaxel Eluting 30% at 12 87 %
Stents months 30% at1yr 12month

76% at 90% at 96%
Self Ex Stent/ Xpert 12 months 6 months 12month

83% at 6 85%
Carbostent months 12month

Sirolimus Eluting 86% at 12 967% B
Stents months 9.1% at 1 yr 12month




Infrapopliteal Stent Data

Modality

Multilink Vision
Cobalt Cr BMS

Chromis Deep
Cobalt Cr BMS

Biotronik Absorbable
Mg Alloy BMS

Paclitaxel Eluting
Stents

Self Ex Stent/ Xpert

Carbostent

Sirolimus Eluting
Stents

Pts

Lesion

Primary

Length

Patency

Secondary
Patency TLR

Amp free
survival

89%
12month

93%
6 month

88 %
6 month

87 %

26% at 1 yr 12month

90% at 96%
6 months 12month

85%
12month

967%7 W”
9.1% at 1 yr 12month




Infrapopliteal Stent Data

Modality

Multilink Vision
Cobalt Cr BMS

Chromis Deep
Cobalt Cr BMS

Biotronik Absorbable
Mg Alloy BMS

Paclitaxel Eluting
Stents

Self Ex Stent/ Xpert

Carbostent

Sirolimus Eluting
Stents

Pts

Lesion

Primary

Length

Patency

63% at 12
months

74% at
6 months

32% at
6 months

30% at 12
months

76% at
12 months

83% at 6
months

86% at 12
months

Secondary
Patency

90% at
6 months

ILR

26% at 1 yr

9.1% at 1 yr

Amp free
survival




CLINICAL RESEARCH Clinical Trials

Preventing Leg Amputations in
Critical Limb Ischemia With
Below-the-Knee Drug-Eluting Stents

The PaRADISE (PReventing Amputations using
Drug eluting StEnts) Trial

Andrew J. Feiring, MD,* Mari Krahn, RN,* Lori Nelson, NP,* Amy Wesolowski, RN,*
Daniel Eastwood, MS,{ Aniko Szabo, PHD

Milwaukee. Wisconsin

Infrapopliteal Drug-Eluting Stents for [ EEGIGNGNGEGEGGEGEE

J CARDIOVASC SURG 2010;51:183-91

Chronic Limb Ischemia Sirolimus for Below the Knee Lesions: Mid-Ter Percutaneous interventions below the knee in patients with
Results of SiroBTK Study critical limb ischemia using drug eluting stents
A.G. Grant, mp, C.J. White,* mp, T.J. Collins, mp, J.S. Jenkins, mp,
J.P. Reilly, mp, and S.R. Ramee, mp Philippe Commeau,* mb, rscal, Paul Barragan, mpo, and Pierre O. Roquebert, J.0.BALZER ', T.ZELLER ?, A RASTAN 2, S. SIXT %, T.J.VOGL 3, T. LEHNERT 3, V. KHAN 4
Original Studies Infrapopliteal Application of Sirolimus-eluting
versus Bare Metal Stents for Critical Limb

Drug Eluting Stents for Below the Knee Lesions Ischemia: Analysis of Long-term Angiographic

in Patients With Critical Limb Ischemia: and Clinical Outcome

Long-Term Follow-Up

Dimitris Siablis, MD, PhD, Dimitris Karnabatidis, MD, PhD, Konstantinos Katsanos, MD,
1% ) 2 ) . 3 Athanasios Diamantopoulos, MD, Stavros Spiliopoulos, MD, George C. Kagadis, BSc, MSc, PhD, and
Oscar R. Rosales, ™ mp, Shiny Mathewkutty,” mp, and Charlie Gnaim,” mp John Tsolakis, MD, PhD

¢ CLINICAL INVESTIGATION *

Sirolimus-Eluting Versus Bare Stents After Suboptimal
Infrapopliteal Angioplasty for Critical Limb Ischemia:
Enduring 1-Year Angiographic and Clinical Benefit

Dimitris Siablis, PhD'; Dimitris Karnabatidis, PhD'; Konstantinos Katsanos, MD7;
George C. Kagadis, PhDZ; Pantelis Kraniotis, MD'; Athanassios Diamantopoulos, MD";
and John Tsolakis, PhD3




Study Design: Achilles (Cypher)

Pl: Scheinert

» Objective: Evaluation of safety and efficacy of
DES vs. plain PTA in BTK (Rfd. 3-5)
100 Cypher »Design: Prospective, Randomized, Multi-center 100 PTA
Subjects »Sample Size: 200 Subjects (100 per arm); 17 European Subjects
Sites
» Inclusion: max 2 vessels, max 90mm, max 4 stents

200 Randomized
Subjects

Primary Endpoint

Angiographic Assessment D

Baseline Proc. 1 day 6 we 6 mo

Clinical Assessment
Duplex Ultrasound

Primary endpoint: Angiographic in-stent restenosis (>50% stenosis) at 12 months.

Secondary endpoints: Device success (< 30% residual stenosis), limb salvage, SAE + clinical success
at all time points, Qol, stent fracture

Current status: 17 centres (A,G,F,GR,B,CH,P) enrolling




The ACHILLES Study

Patient Enrollment

Total Patient Population
n=200
1:1 randomization
CYPHER SELECT® Plus Balloon Angioplasty
n=99 n=101
Received stent(s) (n = 99) Received only PTA (n = 93)
Mean # stents implanted : 1.8 Cross-over to Stent (n = 8)
# of lesions (n = 113) # of lesions (n = 115)
Evaluable subjects (ITT) =99 Evaluable subjects (ITT) = 101
Available for 12 months follow-up Available for 12 months follow-up
(74/99 — 74.7%) (80/101 —=79.2%)
Deceased (n = 11) Deceased (n = 12)
Withdrew consent (n = 4) Withdrew consent (n = 3)
Lost to FU (n = 10) Lost to FU (n = 6)




The ACHILLES Study

Lesion Characteristics — ITT
CYPHER
SELECT® Plus
(n=113)
Total Lesion Length, mm 26.9 £20.9
Total Occlusion, % 81.3
Total Length of Occlusion, mm 6.7 £19.3
Reference Vessel Diameter, mm 2605
De novo lesion, % 94.7
Restenotic, % 5.3
Calcification (moderate, severe), % 15.1
Rutherford Classification, %
3 38.4

4 15.2

PTA
(n =115)

27.5%21.9
75.4
11.0x224
2813
98.2
1.8
15.2

38.6
17.8

p-value

0.864
0.334
0.135
0.402
0.171

1.000
0.650




The ACHILLES Study

Primary Endpoint
12M In-Segment Binary Restenosis by QA

" CYPHER SELECT PLUS (n = 67) [ CYPHER SELECT PLUS (n = 75)

" PTA (n = 74) M PTA (n = 66)
50,0 P=0.006 50,0 P<0.001 45,5
41,9

375 37,5

25,0
25,0

12,5
12,5

0

0 - As Treated Population
Preliminary Results at 12M FU

ITT Population



Study Design: Yukon (Yukon-S)

Pl: Zeller

» Objective: Evaluation of safety and efficacy of
DES vs. BMS in BTK with Rfd. 3-5)
75 Yukon bare ~ Design: Prospective, Randomized, Multi-center 75 Yukon-S
Subjects »Sample Size: 150 Subjects (75 per arm); 3 German Subjects
Sites
» Inclusion: max 1 lesions, max 45 mm, max 2 stents

150 Randomized
Subjects

Primary Endpoint

Angiographic Assessment

|

Baseline Proc. 1 day

Clinical Assessment
Duplex Ultrasound

Primary endpoint: In-stent restenosis (>50% stenosis) at 12 months.

Secondary endpoints: Restenosis at 6 months, limb salvage, SAEs
and clinical success at 6 and 12 months

Current status: 3 centres (G — completed)




@ European Heart Journal (2011) 32, 2274-2281 CLINICAL RESEARCH
JROP doi:10.1093/eurheartj/ehr144 Interventional Cordiofog

Sirolimus-eluting stents vs. bare-metal stents
for treatment of focal lesions in infrapopliteal
arteries: a double-blind, multi-centre,

randomized clinical trial

Aljoscha Rastan'*, Gunnar Tepe?, Hans Krankenberg?3, Rainer Zahorsky*,
Ullrich Beschorner!, Elias Noory!, Sebastian Sixt!, Thomas Schwarzl,
Klaus Brechtel?, Catherine Bohme!, Franz-Josef Neumann!, and Thomas Zeller!

"Abteilung Angiologie, Herz Zentrum Bad Krazingen, Stdring 15, D-79189 Bad Krozhgen, Germany, “Radiologische Kiink, Disgrnostische und Interventione le Radiologie,
Brerhard-Kark-Urniverstit, Tabingen, Genmarny, “Universtires Herz-und Gefillzentrum Hamburg, Hamburg, Germany: and *Cardiologicum Hamburg, Hamburg, Germany

Recsived 10 Jaruary 2011; mvised 23 March 2011; accspted 4 April 2011; ontine publsh-ahead-of print 26 May 2011




Primary Endpoint =
Primary & Secondary-1-Year Patency™

1-Year Patency Rates

W primary patency msecondary patency
91 9

P=0.004 (primary patency)
I P=0.005 (secondary patency)

o
"




Survival free from target lesion revascularisation, major and minor amputation, myocardlal infarction and death was compared by
Kaplan-Meier analysis with the use of the Mantel-Cox log-rank test.
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No. at risk

Sirolimus Stent 82

Bare-metal Stent 79




Study Design: DESTINY (Xience BTK)

Pl: Bosiers, Scheinert

» Objective: Evaluation of safety and efficacy of
DES vs. BMS in subj. with CLI (Rfd. 4+5)
70 Xience > Design: Prospective, Randomized, Multi-center Z0Mision
Subjects »Sample Size: 140 Subjects (70 per arm); 7 European Subjects
Sites
» Inclusion: max 2 lesions, max 40mm, max 2 stents

140 Randomized
Subjects

Primary Endpoint

Angiographic Assessment

|

Baseline Proc. 1 day 1 mo 6 mo

Clinical Assessment
Duplex Ultrasound

Primary endpoint: Angiographic in-stent restenosis (>50% stenosis) at 12 months (patency).

Secondary endpoints: Acute technical success (< 30% residual stenosis), limb salvage, SAEs
& 12 month clinical success (Rutherford classification improvement)

Current status: 7 centres (B,G,F — enrolling




12-month primary patency

MultiLink Vision vs Xience V

100 : | i
[ P=0.0001
g 60 - | .
,lL_ 54.4%
| | -
6 12M




12-month limb salvage

MultiLink Vision vs Xience V

100

97.1%
| P=0.53

1 1
6M 12Mm

MsSEs M




12-month survival

MultiLink Vision vs Xience V

100 -

/f/ ;

80_, ; = g : : ; P

Survival (%)

60 f~

P=0.93

10K . . i —

1
procedure 6 months 12 months

Number at risk
—Xience V 74 67 55 54

== Yfision 66 57 51 51

M % M



J CARDIOVASC SURG 2011,52:1-2

Value of drug-eluting stents after failed percutaneous
transiuminal angioplasty in the infrapopliteal vessels
for the treatment of critical limb ischemia: favorable
mid-term patency and fimb salvage results

H A-LOOKSTEIN ' T.J. WARD ' E. KIM1' A M FISCHMAN ' F S NOWAKOWKSI 1,
S.ELLOZY 2 V. TEODOHRESCU 2, A. G.VOUYOUKA 2 P L FARIES 2, J. L WEINTHAUB 1




Materials and Methods

* Qctober 2005 to February 2010
« 67 patients 36 male, 31 female
— mean age 71, range 43-93

« ALL patients had symptoms of critical limb
Ischemia at presentation prior to treatment

 All patients were considered poor surgical
candidates due to poor conduit or severe medical
comorbidities

 All stents were placed following a suboptimal
balloon angioplasty result




Materials and Methods

e

e

T T

Rutherford 4 Rutherford 5 Rutherford 6

Fontaine Rutherford
Clinical Category Clinical Obijective criteria

Asymptomatic 0 Asymptomatic Normal treadmill or reactive
hyperemia test
Mild claudication Mild claudication
Moderate-severe Moderate AP after exercise > 50 mmHg but = 20
claudication claudication mmHg lower than resting value
Severe claudication
Ischemic rest pain Ischemic rest pain Resting AP <60 mmHg, ankle or
metatarsal PVR flat or barely
pulsatile; TP <40 mmHg
Ulceration or gangrene Il Minor tissue loss Resting AP < 60 mmHg, ankle or
v Ulceration or metatarsal PVR flat or barely
gangrene pulsatile; TP <40 mmHg




Demographics

32%0 72%0 43%0

(55/67) (48/67) (29/67)




Materials and Methods

* Clinical endpoints

— technical success of the revascularization
procedure

— primary patency as assessed by duplex ultrasound
at 1,3,6,12,18,24 months

— freedom from major amputation
— survival at follow up

 All patients were placed on clopidigrel and aspirin
peri-procedurally and continued indefinitely




Results

B 67 patients (37 men, 30 women)
(mean age 71, range 43-93)
84 angiographic lesions

® Sirolimus

B 123 infrapopliteal drug eluting stents Evirolimus

B 94 sirolimus, 27 evirolimus, 2 = paclitaxel
paclitaxel




Vessel Distribution

Number of Stents

Anterior Peroneal Posterior TP Trunk
Tibial Tibial




Results:
Technical Detalls

100%  49.7mm  1.83 25 -4  66% 45%
(17-142mm) (1 _5) mm - 45/67)  (38/84)




Follow-up

Mean follow up was 20 months (1-42 months)

Primary patency at 6 months was 90/100 stents (90%)

Primary patency at 12 months was 76/88 (86%)

Primary patency at 24 months was 32/45 (72%)

Freedom from major amputation was 91.1% (61/67) for the entire cohort
* 100% (56/56) for patients wit4h Rutherford 4 and 5 disease.

30 day mortality rate was 1.4% (1/67)

Overall mortality rate was 19.0% (13/67)




Primary Patency
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Freedom from Major Amputation
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Survival
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Primary Patency

PATENCY
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Freedom from Major Amputation
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Survival
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CASE

77 yr old female hypertension,

coronary artery disease, renal
insufficiency with great toe ulcer
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Oe-29-2003

CASE

Following balloon angioplasty of the
popliteal and anterior tibial artery
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CASE

* Following placement
of a 3.5mm X
33mm CYPHER

stent
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