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Primary vs selective stenting in the SFA

Survival free of vascular events

1st local vascular event
Log=rank test : p=0.0178

No event function

o000 0000000D000088 =

0 365 730 1095 1460
Days
TRAIT — fingio —T - fAngio + Stent
Nb at risk after : 0 1 2 3 4 years
fngio v 112 74 52 25 1t
finaio+Stent 115 71 44 26 6

Fig 2. Comparison of balloon angioplasty and stenting in superficial femoral artery. Cumulative survival free of
vascular critical events on the ipsilateral leg.

Becquemin (J Vasc Surg 2003)
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»Early recoill,
dissection

»Negative vessel
remodelling

42% 13.5% 1%

»Neo-intimal
hyperplasia
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Stents cause restenosis

Stents exert a

persistent pressure
on the vessel wall,

causing a continuous
trauma,

promoting Injury-
repair phenomenon,
causing restenosis




Actual Enrolilment Pattern

Intention to Treat - I T T
Analysis

B PTA+LifeStent

80% T 72%

n=206 patients
randomly allocated
1:2
PTA Only PTA + LifeStent
Control Arm Test Arm

n=72 (81 lesions) n=134 (153 lesions)

Cross Over, % p<.0001
bailout + Stent
n=29 (40.2%)

(34 lesions)

Freedom from Prim. Patency Freedom from TLR* Clinical success
MACE* (duplex)*

*Data from Kaplan-Meier Survival Analysis

THE®
RESILIENT)
TRIALY

Difference entirely due to cross-overs during intervention
No diference in later restenosis rate
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Cascade of events leading to wound
healing also leads to restenosis

BIOLOGY OF RESTENOSIS

INFLAMMATION GRANlIJLATION MATRIX FORMATION
100% -

LEUKOCYTE
RECRUITMENT

SMOOTH MUSCLE CELL

PLATELET , PROLIFERATION
DEPOSITION

THROMBOSIS

% OF MAXIMUM RESPONSE

0%

0 1 3 10 30 100 300

Time (days) Post-Procedure

Drug-elution to inhibit SMC proliferation and intimal hyperplasia



concept
DEB- porcine restenosis study

. — POBA control

coronary stent implantation LAD + CX with study balloon:

uncoated control, EEER, AcL, AcR; 28 days follow-up, n=40 [ - Paciitaxel 2.5 pg/mm?
WITHOUT additive

— Paclitaxel 1.3 pg/mm?2 +
Econtrol, n=12 BEEER, n=9 BAcL, n=10 OAcR, n=9 Ultravist additive
7 — Paclitaxel 2.5 pg/mm? +
Ultravist additive
6 .
5 4
4 .
3 .
2 ]
1 .
O .
vessel area[mm?] luminal area [mm?] neointimal area [mm?]

Scheller et al. Circulation 2004:;110:810 - 4



Short term results

6 DEB Technologies / 7 Trials (6-month LLL Primary Endpoint)

6-month LLL (Primary Endpoint)

1,80
1,60 _
1,40 E—
1,20 p=0.001 =
1,00 =
0,80 0,65 2
c

0,60 8 o
0,40 ®

’ 8% o
0,20
0,00 : '
0,20 1 -0,01

THUNDER [1] FEMPAC [2] LEVANT I [3] PACIFIER [4] BIOLUX P-1 [5] ADVANCE PTX [6] CVI [7]
mDEB nControl ®% Occlusions —Lesion Length

[1] G.Tepe et al. - NEJM 2008; [2] M.Werk et al. - Circulation 2008; [3] D.Scheinert - TCT 2012 oral presentation; [4] M.Werk et al. - Circulation CI

2012; [5] D.Scheinert — EuroPCR 2012 oral presentation;

[6] D.Scheinert — LINC 2013 oral presentation;

[7] P.Peeters — LINC 2013 oral presentation
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Paclitaxel-Coated Versus Uncoated Balloon Angioplasty
Reduces Target Lesion Revascularization in Patients With
Femoropopliteal Arterial Disease
A Meta-Analysis of Randomized Trials
Salvatore Cassese, MD*; Robert A. Byrne, MB, BCh, PhD*; Ilka Ott, MD; Gjin Ndrepepa, MD:
Mateia Nerad. MD: Adnan Kastrati. MD: Massimiliano Fusaro. MD

A Target lesion revascularization

PCB ucs Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl _Year M-H, Random, 95% CI
THUNDER 7 48 28 54 32.1% 0.16 [0.06, 0.42] 2008 -
FemPac 6 45 21 42 27.3% 0.15 [0.05, 0.44] 2008 —
A Binary restenosis
PCB uce Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
THUNDER 7 41 21 48 38.8% 0.26 [0.10, 0.71] —
FamPar 10 21 27 EV R T " 026 o 0o 0 721 —a—
B Latelumen loss
uce Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Ci IV, Random, 95% CI
THUNDER 04 1.2 41 1.7 1.8 48 19.6% -1.30[-1.93,-0.67] — =
FemPac 05 1.1 31 111 34 252% -0.50[-1.04, 0.04] —
LEVANT | 04 1.1 39 109 1 35 29.7% -0.69[-1.17, -0.21] —
PACIFIER -005 1.1 40 061 1.3 39 25.5% -0.66[-1.19,-0.13] T
Total (95% CI) 151 156 100.0% -0.75 [-1.06, -0.45] <
Heterogeneity: Tau? = 0.02; Chi® = 3,95, df = 3 (P = 0.27); I’ = 24% _52 _91 3 i 2
Test for overall effect: Z = 4,78 (P < 0.00001)

PCB Better UCB Better
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Primary Patency - KM?

% Free from Primary Patency Event
(=3 s = LA =] =1 <] o S
=4 (=] = =] =} =1 = =1 =
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"Not pre-specified for hypothesis testing and not adjusted for multiplicity

Survival DCB PTA

Days %[95% CI] %[95% CI]
30 days 99.7% [97.8,100.0]  100.0% [N/A]
183 days 92.3% [88.6,94.8] B82.7% [75.6, 87.8]

Log-Rank p-value = 0.003 - --DCB

= Standard PTA

2.6%

T

0

3
Months

CAUTION: Investiaational Device- Limited bv Federal (USA) Law to Investiaational Use

BARD

» Lutonix DEB vs P

* Rutherford cat: 2-

OBA
* 476 patients randomized 2:1

4

* Single de novo lesions > 70%

« <15 cm length
* SFA or prox. PA

* Mean lesion length: 6.3 cm

Freedom from TLR - K

M1

C-15

100

90
80
70
60
50

40 Survival

% Free from TLR

%[95% CI]

%[85% CI]

30 30 days 99.7% [97.8, 100.0] 100.0% [N/A]
183 days 96.0% [93.1,97.7] 96.0% [91.3,98.2]
20
= Standard PTA
10 ==:DCB
Log-Rank p-value = 0.964

0 T T T

0 3 6

Months

“Not pre-specified for hypothesis testing and not adjusted for multiplicity

CAUTION: Investiaational Device- Limited bv Federal (USA) Law to Investiaational Use

[BARD



Primary Patency through 390 Days

100%1

90%

80%

70%

60%-

50%+

40%1

30%

20%

10%

IN.PACT SFA =1 yr

—— H
—3—
——

(p<0.001 by log-rank test)

— IN.PACT
—PTA

0 30 60 9 120 150 180 210 240 270 300 330 360

Days After Index Procedure

Freedom from binary restenosis

Freedom from Clinically-driven TLR

Freedom from CD-TLR

100%

90%

80%

70%

60%

50%

40%

30%

20%

* IN.PACT admiral vs POBA

« 331 patients randomized 2:1

* Rutherford cat: 2-4

» Single de novo lesions > 70%

» 4-18 cm length (occlusions < 10 cm)
» SFA or prox. PA

* Mean lesion length: 8.9 cm

(p<0.001 by log-rank test)

— IN.PACT
—PTA

0

30 60 90 120 150 180 210 240 270 300 330 360

Days After Index Procedure



Preliminary results with other DCB

Ranger (Boston Scientific)

TLR-Free Rate

RCT: DCB vs POBA 2:1

100% -

80% -

60% -

40% A

20% A

0%

105 Patients

100 200 300 400

Time Since Procedure (days)

Freedom from TLR

lllumenate (Spectranetics)

First in men study
50DCB -1 yr

89,5%

87,7%

ILLUMENATE FIH [2]

Primary patency



In.Pact SFA — 2 year results

Primary Patency! Results through 2 Years

1008 bz s
O, H
90% 789/’_
I
80% T -{\_
E 70%
o 60%
5 | I
= 50% J l“-
E 40% SR,
- Log-rank P < 0.001 H o/ i
= 30% ol % 5014’,
——DCB
S —FPTA
10%
0% 1, ; : : ' ; ; i : . .
0 6 12 18 24
Number Time after Index Procedure (Months)
at risk® | . . ) .
DCB 220 209 185 153 143
PTA 111 103 66 51 50

CD-TLR: 9.1% vs 28.3%
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Drug eluting stents

Sirocco —trial (Cordis) Strides (Abbott)
Sirolimus-eluting Smart Everolimus-eluting Dynalink
RCT Historical controls

Binary restenosis rate

T L —i;l STRIDES: 68+5%

Primary patency (%)

Time (months)

DES #-Bare

VIENNA-stent: 63+7%



® 12M Patency (KM 360 days) m Ca++ (%) @ RC23 (%)

100,0%

80,0%

60,0%

40,0%

20,0%

0,0%

Drug-eluting stents

ZILVER PTX RCT [1]

96,4%

MAJESTIC DES

CTO (%) —L length (cm)

2]



Primary Patency through 390 Days

100%
90%1
80%-
70%
60%
50%-
40%1
30%-
20%1

10%1

Primary patency

IN.PACT SFA

B e 89.8% 100%1
T - L
"‘-.,‘l T T T 78.4%
T T 80%
1 -
' 15
S 60%
«
[al)
£ 40%
! &
| 149.5%
20%
0 30 60 9 120 150 180 210 240 270 300 330 ;360':390"

........

Days After Index Procedure

Mean Lesion length: 8,9 cm

Zilver PTX study

Enrollment 4 1 o/
64.1%
Primary Randomization
| PTA Zilver PTX |
| Suboptimal PTA Optimal PTA |
> Zilver PTX
Secondary Randomiza tion
Bare Zilver
Bare Zilver Zilver PTX —|-
| | |
18 24 30

Months

Mean Lesion length

16,6 cm



IN.PACT
Freedom from CD-TLR
IN.PACT SFA Zilver PTX study

100%

90%

80%

70%
60%

50%

Freedom from TLR

40%

30%

20%

Freedom from Clinically-driven TLR

— IN.PACT
10%]  ——pTA

0 30 60 90 120 150 180 210 240 270 300 330 360

Months

Days After Index Procedure

Mean Lesion length: 8,9 cm Mean Lesion length: 6,6 cm



1-year SFA results (%)

Freedom from Restenosis at 1

Year

Freedom from Restenosis @ 1 year

Paclitaxel-coated Balloons

Paclitaxel-eluting Stents

Covered Nitinol Stents

Sirolimus-Eluting Stents

Bare Nitinol Stents

Plain balloon angioplasty

Median rate (%)

Freedom from TLR at 1 Year

100

Freedom from TLR @ 1 year

Paclitaxel-coated Balloons

Paclitaxel-eluting Stents

Sirolimus-Eluting Stents

Covered Nitinol Stents

Bare Nitinol Stents

Plain balloon angioplasty

0 20 40 60

Median rate (%)

Baseline risk adjusted random effects mixed treatment comparison

Katsanos K, et al. Bayesian meta-analysis in the femoropopliteal artery. JVS 2014

80 90 100



Long-term: Probability best

Freedom from Restenosis Freedom from TLR
Vascular Restenosis Freedom from Target Lesion Revascularization
Paclitaxel-coated Balloons Paclitaxel-coated Balloons
Paclitaxel-eluting Stents Paclitaxel-eluting Stents
Covered Nitinol Stents Sirolimus-Eluting Stents
Sirolimus-Eluting Stents Covered Nitinol Stents
Bare Nitinol Stents Bare Nitinol Stents
Plain balloon angioplasty Plain balloon angioplasty
(I) 2|0 4|0 6|0 8IO 100 (IJ 2|0 4|0 6'0 8|0 100
Cumulative Rank Probabilities (%) Cumulative Rank Probabilities (%)

Baseline risk adjusted random effects mixed treatment comparison

Katsanos K, et al. Bayesian meta-analysis in the femoropopliteal artery. JVS 2014



In.Pact SFA subgroups

IN.PACT SFA Trial Subgroups

Primary Patency Outcomes Through 2 Years

Favors | Favors
Control PTA | IN.PACTDCB
Subgroup IN.PACTDCE  Control PTA Povalue
[Mgcp Nepa) % (M failure) % (N failure) Hazard Ratio (85% C1) for interaction
Overall ITT jzz0, 111y 78.9% 43 50.1% (54) o 325217, 487 A
Rutherford classification
Category 2 163 4z TES% (16)  40.1% (23} —y— 451 (240, 848)
Category 3 iz, iz TBE% (24)  58.0% (25) o 248(142,030 ¢ 02%2
Category d m & BLA% (2] B3NN — 412 (075, 22 .69)
Diabetes mellitus
Yes e, 5t J33% 21 458% (29) Ho— 282(L6L496) . g7
Mo iran, &7 525% 21) 54.5% (25) e 3490195 6.24)
—_—
St B5.7% (7} 42.1% (16} —— DA 0.175
<15 (184,68 Th.A% (35) 52, 7% (38) Lo 278(1.75 4.40)
Lesion length
<5 om 51, 24 89.0% (5) 66.7% [8) G .85 (1.6, 11.78)
=5¢em and <10 o o, 46 79.1% (15) 57.8% (19) —— 265 (1.34, 5.21) 0.551
zl0cmand <lBcm s T26% (200 354% (27) ——t .63 (1.97, 6.69)
Total occlusion
Yes 157,20 TEI% (1) 40.9% (13) ——— 3970177,888 | o511
No 163 B T5.9% (31)  526% 41} o 3060192489 |

Female gender (77, 36
Male gender (143, 1%

813:2% (23]

33.7% (34

3.35(1.75,6.41)

1221192, 5.40) ol
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100% i‘f“t__i__LJ[——i-'.__T___'L__l ¥ 1 J_‘—|_L: 15-25 cm

B0% 1

-
|
I

80% 1 £ R

0% 1

o 79.2% (NPT

50%1

40% 1

30%1

20% 1

Cumulative Primary Patency through 390 Days

10%
’ — —

— Lesion Lengths between 15-25 em — ~Lesion Lengths greater than 25 cm

0 30 &0 20 120 150 180 210 240 Y0 300 330 350 390

0%

Time after Index Procedure (days)



Cumulative Probability of Not Reaching
Primary Endpoint (CD-TLR and 50% Restenosis)

100%

90%
80%
70%
60%
50%
40%
30%
20%
10%

\l>

IN.PACT Global LL vs Zilver PTX study:
Primary patency

IN.PACT Global

Primary Patency

i
I
i
I
i
I
0
I
0
I
i
I
0
I
I
i
I
i
I
1

CRE R R R R R R R R R R R R R R

0

30 60 90 120 150 180 210 240 270 300 330 360 390 420
Time to Primary Endpoint Event (Days)

Lesion length > 15 cm

Zilver study

4-Year Primary Patency in > 10 cm Lesions

100% —
- o/| >10cm
wé%f‘_‘&:# 67.7%| . 10"
3 I .
3 oo | - |
E |

= 60% — k
>3
g 3
= - o/ [ £10cm
A 0% 67.6% lesions
20% <
0% =
T T T T T T T T T
0 1 2 3 4
M.Dake; TCT 2013
Years

Lesion length > 10 cm
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Event Free mbce
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. DES In long SFA lesions

228-Patients retrospective, propensity score analysis

12-month freedom from

death and TLR

T —

p=NS

Time after InMal Procedure (daye)

LeSions ~19
12-month freedom from Cm |
loss of Primary Patency (PSVR < 2.4)

0%

B0%
{ o
! 76.1% (DEB) vs. 69.6% (DES)
A p=NS

20%

mm— ES W DES
“ 1

Time after Inkial Procedure (days)

(Zeller T. et al. JEVT 2014: 21: 39-368)



IN.PACT® Global CTO Imaging Cohort

Lesions (N) 128
Lesion type

- de novo 92.2% (118/128)
- restenosis 7.8% (10/128)

- ISR 0%
Lesion Length (mean £SD) 22.90+9.75 cm
Occluded Lesion Length 11.97+8.11
Calcification 71.2%% (89/125)

RVD (mm SD)

Diameter Stenosis (% +SD)

Dissections: None
A-C
D-F

5.056 £ 0.657

100%

32.8% (42/128)
43.8% (56/128)
23.4% (30/128)

Procedure Success

Clinical Success

Pre-dilatation

Post-dilatation

Provisional Stent

100%
(125/125)
99.2%
(124/125)
94.4%
(119/126)
50%
(62/126)

46.8%
(59/126)

Dierk Scheinert, MD Presented at Veith Symposium 2016

Primary patency rate at 12 Mo

= 84.4% (95 cases)
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DEB vs DES for In stent restenosis

Freedom from TLR superior with DCB over DES

FAIR: DCB vs. PTA for SFA ISR: Zilver PTX for ISR: 1-Yr. Outcomes
1-Year Outcomes

DCB

Primary Patency Freedom from TLR WM Event Free Survival

Fin
90,8 100%
80% 39 .

29,5%
E |

N=40 underwent TLR

Recurrent Restenosis Secondary Patency Froedom from TLR

p=0.0001

Krankenberg, LINC 2014

Zeller, J Am Coll Cardiol Intv 2013;6:274-81

Soukas LINC 2015



TASCC & D - SFA- Long Study at 1 Yr

* Independent, prospective, multicentre
single arm study

* 105 pts

* Lesion length 251.71 +78.89 mm.
— De novo 94.6%
— CTO 49.5%

— Provisional stenting 10.5%

Primary Patency

)

—
o
o
o)

o
° ° ° ° ° ° ° ° ° °
o) 5 5 9 5 S 5 5 S 5 I

-ﬁ_l_i}9.3%

\'_\;77.2%

©©
o
X

(=2 B~ B o = ]
o o o
o R X

~N w S~
o o o
32 30 32
O B B N N B S

—
(=3
R

Cumulative Probability of Not Reaching
Primary Endpoint (CD-TLR and 509% Restenosis
2

* Primary patency at 360 days

89.3% 0 30 60 9% 120 15 180 210 240 270 300 330 360 390 420
Time to Primary Endpoint Event (Days)
 Freedom from CD-TLR 96%

« MAE composite at 12mo 6.9%
* Thrombosis: 1% (1 event)

Micari A et al. JACC 2016; 9: 950-6



DCB and Provisional Stenting

Provisional Stent Rates in DCB Trials Trend with Lesion Length

45% - Stent (%) === Lesion Length (cm) 64 | 30
25,1 '
40% - 24,0 —
] - 25
35% -
19,4
30% - — - 20
25% -
12,2 - 15
20% - 40,4%
|
8,9
15% - 7,5 7,6 70 - 10
6,1 6,3 —— 6,1 : 24,7%
— — — 23,3% 1170
10% v — — 18,3% B
20,5% 5
= 12,3%
6,7% 2:5% 4,0% 7,3% 9,0%
0% 0

BIOLUX P-I ¥ LEVANT 22 THUNDEREIN.PACT SFAMFEMPAC B! IT Registry ®l Bad Krozigen MPACIFIER [l Leipzig Reg.¥) IN.PACT  DEB-SFA IN.PACT
Global 1%  LONG [ Global LL

[1]J Endovasc Ther. 2015 Feb;22(1):14-21; [2] N Engl J Med. 2015 Jul 9;373(2):145-53; [3] N Engl J Med. 2008 Feb 14;358(7):689-99; [4] Circulation. 2015 Feb 3;131(5):495-502; [5] Circulation.
2008 Sep 23;118(13):1358-65; [6] JACC Cardiovasc Interv. 2012 Mar;5(3):331-8; [7] Zeller T CX 2013 oral presentation; [8]. Circ Cardiovasc Interv. 2012 Dec;5(6):831-40; [9] Schmidt A LINC
2013 oral presentation; [10] Ansel G TCT 2014 oral presentation; [11] Micari A EuroPCR 2015 oral presentation; [12] Scheinert D EuroPCR 2015 oral presentation



100i0%: « DEB + stent vs PTA + stent
80.0% 1 568 p=0.05 » Single centre RCT (Liistro F.)
60,0% | 110 patients randomized 1:1

47.3%

* Rutherford cat: 3-6
* SFA or prox. PA
 Concomitant PTABTK > 50%

Restenosis TR * Mean lesion length: 9.5 cm
DEB+Stent  PTA+Stent

Restenosis per lesion length Restenosis per Revasc Technique

40,0% - 32,7%

9 )
20.0% - 17,0% 17,0%

0,0% -

100,0% -
70 P=0.01
60 80,0% p=0.05 p=0.01
50 | |

60,0% -
40 47.4% 47.1%
30 40,00/0 7

20.9%

20 — 20,0% -
10 — 0.0%

0,0% - ‘

0 rest. true-lumen rest. Subintimal

LL>=100mm LL<100mm
DER+Stent Stent
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Primary

Efficacy, IN.PACT

Primary DCB
Patency

Non-stented ITT 82.9% 52.2%
All ITT 82.2% 52.4%

SHAUEWASEICIVA IN.PACT
Composite [ DCB

NORESGCUGCHENINE  95.8% 77.7%
_ All ITT 95.7% 76.6%

PTA

PTA

clinically-driven TVR through 12 months

Primary patency comparative statistics imputed missing data and non-stented ITT were adjusted for Propensity Score
Primary safety composite is defined as freedom from device and procedure-related 30-day death and freedom from target limb major amputation and

29.0% [16.2%, 41.8%]| <0.001

26.2% [15.1%, 37.3%)]

Difference [97.5% CI]
[4]
Difference [95% CI]
12.2% [1.2%, =] [ 3]
18.2% [9.%%, 27.0%]

19.0% [11.5%, o] 1]
19.0% [10.5%, 27.5%]

. Non-inferiority margin —10% 5. Non-stented ITT cohort difference adjusted for Propensity Score 6. p-value associated with sequential superiority test
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YES

de-novo, short
(<4 cm), no-CTO?

—{ o

o A | M | R S 3 )
> o) Siadle A 3
L \‘ ! . '(:J_','.—,":..’\ %

Algorythm for treatment of SFA-lesions

>| Restenosis

_ Flow-limit Dissection or
residual stenosis >50%7?

v

Pre-Dilatation for
CTO/ sub-occl. / Ca++

e

NO

—

Post-Dilatation:
Success?

— YES

|
ol




Conclusions

DCB results are at least equivalent to DES results,
even in complex lesions

DCB does not leave a metallic implant, causing
continuous harm to the vessel wall, and
hampering later treatment

If needed DCB can be combined with a bare metal
stent without influencing the results

DCB with provisonal stenting iIs more cost-
effective than routine DES implantation






