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' IN PACT DCB Vé BMSin Fp

Su Hong Kim, MD, PhD

Interventional Cardiologist

Director, Cardiovascular Center

Busan Veterans Hospital, Korea
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100% -
90% -
B0% -
= 70% - |
P o . -
=. | _l'_\_|_._
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=
2 50%
S w0%
= Log-rank P=10.0196
D 30%:
m i
20% - Number at risk
109 220 198 173 149 121 58
77 7 7
ﬂ%‘{ll 818 1 12 51 2;2
0 12 24 36 18 60

ZD-TLR: clinically dnven target lesion revescularization; FTA- Percuianeous branslurminal anguoplashy

DCB vs. PTA in randomized trials

Time After Index Procedure (Months)

74.5% - IN.PACT™ Admiral™
drug-coated balloon (DCB)

65.3% - Standard PTA

DCB vs.

Laird &t al. Circ Cardiovaac Intary. 2019:12:=007 702
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IN.PACT admiral DCB programs

Lesion Provisional 1-year 2-years 3-years
Length Stenting Patency Patency Patency

IN.PACT SFA Trial !

IN.PACT Japan Trial 2
(N=100, Dcszasn: PrTIZ 32) SACL LA 93.9% 79.8% 68.9%

Pivotal Studies

'N'PAC(LS;‘E Trial ® 10.4 cm 4.2% 90.9%

Clinical Cohort #

12.1 cm 25.3% 23.5% 26.6%

(N=1406)
In-stent Restenosis > o ()
e 17.2 cm 14.5% 88.7%
©
Q
o Long Lesion ®
3] 0 (1)
2 o 26.4 cm 40.4% 91.1%
=
(a8
§ 22.8 cm 46.8% 85.3%
&
“©
S
3 28.7 cm
|_
@)
<
Q.
= 17.4 cm 19.3%
13.9 em 53.4% 1-Medtronic Data on file. “The IN.PACT SFA Trial investigated the safety and efficacy of IN.PACT™ 11

Admiral™ DCB versus PTA.: 1-year Outcomes: IN.PACT™ Admiral™ IFU M052624T001 Rev. 1F | 2-year
Outcomes: Laird et al, JACC, VOL. 66, NO.21, 2015 | 3-year Outcomes: Schneider et al. CircCardiovasc
Interv. 2018;11:e005891 | 4-year Outcomes: Schneider, P., VIVA 2017 | 5-year Outcomes: Laird, J., VIVA

2018
o 2-Medtronic data on file: 1-year Outcomes: lida et al, JEVT, VOL .25 (1) 109-117 | 2-year outcomes-
15.37 cm 8.6% lida,,0., LINC 2018 | 2-year outcomes-lida,,0., LINC 2019
3-Medtronic data on file: 1-year Outcomes: Zhong Chen, VEITH 2017
4-Medtronic data on file: 1 year outcomes: Michael Jaff, DO, VIVA 2016 | 2-year Outcomes: IN.PACT Global
Study Two-year outcomes Full Clinical Cohort. Zeller, T. VIVA 2017]| | 3-year Outcomes: IN.PACT Global
10.97cm 7.2% Study Three-year outcomes Full Clinical Cohort. TepeG.CIRSE 2018 | IN.PACT Global Study 4Y outcomes Full
Clinical Cohort. Zeller, T. VIVA 2019
5-Medtronic data on file: M. Broadmann et a IJACC: Cardiovascular Interventions, Volume 10, Issue 20,

October 2017
Patency values are KM estimates, Primary Patency is defined as the freedom from core laboratory-assessed restenosis (duplex ultrasound PSVR <2.4) or clinically-driven target lesion revascularization through 12 months (adjudicated by a Clinical Events Committee). 6-Medtronic data on file: D. Sheinert , EuroPCR 2015
7-Medtronic data on file: G. Tepe, LINC 2018
8-IN.PACT™ Admiral™ IFU M052624T001 Rev. 1G
EIAb O 183 03 9-Medtronic data on file: D.H. Choi, LINC 2017
B T-E=0C 10-Medtronic data on file: M. Reijnen, LINC 2018
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Types of Nitinol BMS
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Stent guarantee the Success

Good Points of Stent
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Traditional Tx. for FP lesions

Nenmal

3
;

Stenting after POBA is the Basic.



Well Known Limitations of SFA stenting

Patency in Long Lesion?
Stent Fracture
Restenosis : Tosaka 3
Thrombosis

Cost-Effective?

1. Scheinert et &l. 1 Am Coll Cardiol. 200045:312-5




US trends in Peripheral Vascular Interventions

® \Vascular Quality Initiative
® 2010-2107, All FP EVT, 74,842 EVTs
® Before vs. After 1st drug coated device entry into the database (Sep. 2016)

8%

37% After
Sep 2016

Before

Sep 2016

m POBA
= BMS

Atherectomy
= DCB

mDES 8%

oo czve Moheoatre at al. J Vasc Surg. 20207 1:560-6
NF OEE8E BMS: bare metal stent; DCE: drug-coated balloon; DES: drug-slutiong stent; POBA: plain ald talloon angiooiasty.




Market Share of DCBs in Korea

® other
Lutonix

® Ranger
® INPACT
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Why do they sell the most in Korea?

IN.PACT SFA TRIAL: INPACT ™ Admiral” DCB?

IN.PACT"

Medtronic

Highest Patency
aralleled Effectiveness

Compared to PTA

Sehirgider PA, La ra £, Tepe G. es al. Treasmiers Citect 2f Drug Coated Ballaors |s Durasie 52 3 Years in the Temoroponliteal Arneres: Lang Term Results of the IN.PACT SFA Randamizea Trial.
Cire Cardigwasc dotere. Jaraary 2016;* 101 :03058%1

Matkews b, Stellarex a1 the Treatment of the 5F& and Porliteal: ate Sreako ng 3 Year Data, Presented at MOV 2019, Mew QOrleans, La

LEVAMT 2 Trial. Presentea at 5Ya 2015; Chicaga, (L.

“Brodmann K. Daza presersec at L5 2 2020; Leipzig. Germary S



Why do they sell the most in Korea?

Mecdtronic
N PACT” IN.PACT = -EF'FTT Yall  TOTAL
. 1 4 S
Ao SFA IDE vy JA Global SIS,
DCE
IMN.PACT
INNFACT  ypacT  IN.PACT Global IN.PACT
Global globgl 't Global Std. v CLI"?
ISR1= CTO1 Broad'é

x» Q@@O @ rocurs @

TOTAL
IN.PACT
All-comer®

Nonpivotal trials (including first-in man;

3-year

IN.PACT
SFA IDE?

IN.PACT
Japan®

IM.PACT
IN.PACT IR IN.PACT TN Yy
Global'® JE=Frarsiesy NN Gender®s

IN.PACT
Health

Economics™™

Concrete Evidence
Long term Effectiveness

Fooled, sub-, and meta-analysis

IN.PACT

SFA IDE™

M. PACT
Pooled
RCT23

I PACT

Satety
Meta-anahysis™




Why do they sell the most in Korea?
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DCB vs. BMS in FP disease

FIGURE 1 Patients Included in the Analysis

JOURNAL OF THE AMERICAN COLLEGE OF CARDIOLOGY VOL. 81, NO. 3, 2023 DCB BMS
© 2023 THE AUTHORS. PUBLISHED BY ELSEVIER ON BEHALF OF THE AMERICAN (n=288) (n=483)
COLLEGE OF CARDIOLOGY FOUNDATION. THIS IS AN OPEN ACCESS ARTICLE UNDER

THE CC BY-NC-ND LICENSE (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Death (n = 5) Death (n = 13)
Withdrawal (n = 12) <=— Withdrawal (n = 8) «—

Comparison of Drug-Coated Balloons vs g Other Exit (n =1) Other Exit (n = 1)
] ] | | ' '
Bal‘e'Meta| Stents In PatlentS Wlth 12-Month Follow-Up

12-Month Follow-Up

B . - (n =270) (n = 461)
Femoropopliteal Arterial Disease
Death (n = 15) Death (n = 26)
Mehdi H. Shishehbor, DO, MPH, PuD,? Dierk Scheinert, MD,” Ashit Jain, MD,° Marianne Brodmann, MD,* Withdrawal (n = 3) <=— Withdrawal (n = 11) <-—
Gunnar Tepe, MD,® Kenji Ando, MD,’ Prakash Krishnan, MD,? Osamu Iida, MD,” John R. Laird, MD,’ Other Exit (n = 3) Other Exit (n = 1)
Peter A. Schneider, MD,’ Krishna J. Rocha-Singh, MD,* Thomas Zeller, MD, PuD' v |
24-Month Follow-Up 24-Month Follow-Up
(n = 249) (n =423)

Death (n = 6) Death (n = 12)

Patient level pooled analysis “other Exitn= N ther xit(n 1
[ ] ] [ ) [ ] ' '
4 prospective multicenter pivotal trials S calas S
s e (n =234) (n=397)
Clinical outcomes to 36 Mos
. A pooled analysis was conducted of patients treated with drug-coated balloons (DCB) from the IN.PACT SFA and IN.PACT SFA Japan studies
P r I m a ry p a t e n Cy t O 1 2 IVI O S and patients treated with bare-metal stents (BMS) in the Complete SE and DURABILITY Il studies. Figure shows the follow-up compliance at

12 months, 24 months, and 36 months; n represents the number of patients eligible for evaluation at each time point.

.;J JAH Tt 2 Shishehbor MH et al. ] Am Coll Cardiol 2023;81:237-249



Study Design

IN.PACT SFA I/ll RCT Complete SE
(n =220) (n =196)
IN.PACT SFA Japan RCT DURABILITY i

(n=68) (n = 287)

Versus BMS
— = (n = 483)

Inverse Probability of Treatment Weight (IPTW) Method
to account for imbalance in baseline covariates between studies and
their associated treatment assignments

12-Month Primary Patency and 36-Month Freedom From CD-TLR
Statistically Significantly Better in DCB vs BMS

90.4% 80.9%
Primary Patency Primary Patency
85.6% 73.7%

Freedom from CD-TLR Freedom from CD-TLR

M[nglﬂwer in  \AE 25.3 (69) 38.8 (175) <0.001
rou
grotie All-Cause Death 9.5 (25) 13.0 (51) 0.23

No difference  Major Amputation 0.0 (0) 0.8 (4) 0.29
inmortality  Thrombosis 1.0 (5) 2.1(10) 0.41

Values are % (number of patients with an event) or mean * SD. Cumulative
incidence based on Kaplan-Meier estimates with IPTW-adjusted log-rank P values.

| Laird at &l. Circ Cardiavess Intary, 2015912007702,
2 =0ge et al. J Endovasc Thar, 2020;27.246-55,
4. Laird et al. J Endovasc Thar, 2014;21(2):202-212

Focna-Singh =1 al. Cetheter Cargiovasc Intery. 201 5;86:164-1 70

BMS: bare matal sient; DCA: drug<coatsd balloon; PTA: percutaneaus ransluminal angicglasty



IPTW adjusted Demographics

TABLE 1 IPTW-Adjusted Baseline, Lesions, and Procedure Characteristics

DCB BMS
(n = 288; (n = 483; Difference
289 Lesions) 500 Lesions) [95% CI] P Value®
Age, y 68.9 + 9.6 68.5 +10.4 0.3[-1.1 to 1.8] 0.64
Male 64.7 65.3 —0.6 [-7.5t0 6.4] 0.87
Hypertension 90.2 89.6 0.6 [-3.8 to 5.0] 0.78
Hyperlipidemia 82.4 83.1 —0.7 [-6.2 to 4.8] 0.81
Diabetes mellitus 39.7 43.3 —3.6 [-10.8 to 3.6] 0.33
Insulin dependent 7.7 5.8 1.9 [-1.9 to 5.6] 0.31
Coronary heart disease 48.7 50.6 -1.9 [-9.3 to 5.4] 0.61
Active smoker 33.5 34.0 —~0.5[-7.4 t0 6.4] 0.90
Prior smoker 31.5 33.9 —2.5[-9.3t04.4] 0.48
Renal insufficiency” 10.3 10.3 —0.0 [-4.5 to 4.4] 0.99
Previous peripheral 38.7 37.4 1.2 [-5.9 to 8.3] 0.73
revascularization

Rutherford category 0.65

2 43.2 41.5 1.7 [-5.6 to 8.9]

3 52.6 54.1 -1.5[-8.8 to 5.8]

4 4.2 3.8 0.4 [-2.5 to 3.3]

5° 0.0 0.6 —0.6 [-1.3 to 0.1]
ABI (mm Hg ratio)® 0.71 + 0.22 0.73+0.23 —0.02[-0.05t0 0.02] 0.34

TABLE 1 IPTW-Adjusted Baseline, Lesions, and Procedure Characteristics

DCB BMS
(n = 288: (n = 483; Difference
289 Lesions) 500 Lesions) [95% CI]

Target vessel

SFA only —0.5[-3.4 to 2.3]

PPA only —-1.2 [-3.6 to 1.3]

SFA and PPA 1.7 [0.2 to 3.2]
Preprocedure®

Calcification 69.4 71.5 —2.2 [-8.8 to 4.5]

RVD, mm 4.7 + 0.8 48 + 0.9 —0.0 [-0.1 to 0.1]

MLD, mm 0.9+ 0.8 0.9 + 0.8 —0.0 [-0.1 to 0.1]

Occluded lesion 34.7 33.7 1.0 [-5.9 to 7.9]

(100% stenosis)

Diameter stenosis, % 82.5 1+ 16.3 82.0+16.0 0.4 [-1.9 to 2.8]

Lesion length, cm 8.1+ 4.7 7.9 + 45 0.2 [-0.5 to 0.9]
Postprocedure®

MLD, mm 4.0+ 0.8 40+ 0.8 0.0 [-0.1 to 0.1]

Residual stenosis, % 20.0 + 9.8 17.1 &£ 9.9 2.9 [1.5 to 4.3]

Acute gain, mm 31+£1.0 31+1.0 0.0 [-0.1to 0.2]

P Value®

0.71
0.38
0.004

0.52
0.83
0.95

0.98
<0.001
0.88

Shishehbor MH et al. ) Am Coll Cardiol 2023;81:237-249




Results (1) : 12 Months

A B
(o)
100 - . : 90.4% g gy 100 -
N~ N\ 7 85.6%
I - /
80 - Y ~ 80 T
5 ~ /] > ] ! + } —d
(0]
; e:’. 80.9% '\ O § K o
= g 60- e . 60- 73.7%
5 =
= =
'E & 20 Log-rank P = 0.007 at 360 days E Log-rank P = 0.001 at 1,080 days
§ T Log-rank P = 0.005 at 390 days g 10-
QT N
L o
20 - = 20 -
0 i | | 1 | | | 0 - | |
0 3 6 9 12 13 0 5 12 18 24 30 36
Months Since Index Procedure Months Since Index Procedure
Number at risk Number at risk
DCB 288 282 271 259 238 220 DCB 288 278 263 245 230 213 194
— BMS 483 475 452 408 364 332 —— BMS 483 458 405 346 323 294 217

Shishehbor MH et al. ) Am Coll Cardiol 2023;81:237-249



Results (2) : 36 Months

TABLE 2 Clinical Outcomes Through 3 Years

Kaplan-Meier Estimates of DCB BMS HR [95% CI]
Cumulative Incidence (n = 288) (n = 483) (DCB vs BMS) P Value
MAE 25.3 (69) 38.8 (175) 0.57 [0.43 to 0.75] <0.001
Death (all-cause 9.5 (25 13.0 (51 0.72 [0.46 to 1.15 0.23
17.3 (48) 27.6 (126) 0.55 [0.39 to 0.77]
Major target limb amputation 0.0 (0) 0.8 (4) — 0.29
Thrombosis 1.0 (5) 2.1 (10) 0.49 [0.13 to 1.82] 0.41
14.4 (40) 26.3 (121) 0.47 [0.32 to 0.67]
17.4 (49) 27.7 (127) 0.55 [0.39 to 0.78]
14.7 (42) 26.4 (122) 0.48 [0.33 to 0.69]
DCB BMS Difference
(n = 288) (n = 483) [95% CI] P Value
RMST to first CD-TLR® 1002.0 [976.9 to 1027.0] 908.0 [879.2 to 936.8] 94.0 [55.8 to 132.1] <0.001

100 - ; 90.5%
W —11 T/
.1_
~ 80 - \
S 87.0%
-
et
0
8 60 -
5
e Log-rank P = 0.23 at 1,080 days
e 40 -
=)
<
L
o
w20 -
0 i | ] | | | | | 1 | ]
0 6 12 18 24 30 36
Months Since Index Procedure
Number at risk
DCB 288 281 271 263 249 243 226
— BMS 483 472 455 432 417 394 299

Values are % (n) unless otherwise indicated. Cumulative incidence based on Kaplan-Meier estimates, HR and its 95% Cl, and log-rank P value are all adjusted with IPTW. °RMST

[95% Cl]. The restricted mean survival time difference and its 95% Cl and P value are all adjusted with IPTW.

BMS = bare metal stent; CD = clinically driven; DCB = drug-coated balloon; IPTW = inverse probability of treatment weighting; MAE = major adverse event;

RMST = restricted mean survival time; TLR = target lesion revascularization; TVR = target vessel revascularization.

Shishehbor MH et al. ) Am Coll Cardiol 2023;81:237-249




Results (3) : Outcomes removed Provisional stenting @ 36 Mos

® Provisional stenting rate in DCB arm : 6.6%
® Qutcomes with removed provisional stenting

A B
100 - 89.1% 100 J
\ 84.6% 00 86.6%
/ - /
80 - ~ 80 -
5 ~ / > 1 —
2 E 80.2% N\ < N\
3T . 73.8% ~ 74.9%
= 5 7 (o 60 -
S % =
L a E
E> 40 Log-rank P < 0.001 at 360 days 2 Log-rank P < 0.001 at 1,080 days
SE T Log-rank P < 0.001 at 390 days g 40-
:
Q
20 - L 20 -
0 3 6 9 1213 0 6 12 18 24 30 36
Months Since Index Procedure Months Since Index Procedure
Number at risk Number at risk
Nonstented DCB 269 264 254 242 221 205 Nonstented DCB 269 267 262 254 249 238 234
— BMS 483 475 452 408 364 332 — BMS 483 469 432 394 384 372 362

Shishehbor MH et al. ) Am Coll Cardiol 2023;81:237-249



Going Back to : PTA vs. BMS

Primary Patency Freedom from CD-TLR Freedom from All-cause Death
to 12 Months to 36 Months to 36 Months
100§ = 100§ 100 97.9%
0 = 4 ————— ' a8
-_-_‘_"-.,-:'—‘L_ ?g.g_‘{li' ?3.3% _ -"I,L ?’4-Dﬂfu —— .
80 £ 8o B z
E 2 Standard PTA . e = Standard PTA ~ | ——C——m . % P — standard Pra 87.7%
8 x» | —BMS - 33.4% 52 205, & —BMS = — BMS
1k T a7 8 o 729% & ©
Ea ] - P ; .
E ',? a0 Log-rank p<0.001 through 360 days .E a0 Log-rank p=0.90 through 1080 days ..E_ - Log-rank p=0.017 through 1080 days
% e Log-rank p=0.0003 through 390 days 3 o
€™ 20 Al ik [ E £l At risk () E 20 At risk |n)
Y 73 152 108 I64 332 o 183 458 P05 346 323 £ a4 217 0 163 472 432 417 194 200
0 3 ‘ X 12 13 0 ¥ 12 18 24 30 36 0 5 12 18 24 30 36
Months Months Months

Statistically significant short-term No long-term difference in Mortality significantly higher in the
primary patency benefit for BMS CD-TLR to 36 months BMS group versus PTA

BME: bare metal stent; DCE: drug-coated balloon; CO-TLR: dinically dnven 1arget lesion revascularization; PTA: percutanecus translumingl angioglasty



® Patient level pooled analysis : DCB vs. BMS

® DCBs showed superior primary patency @ 12 mos & CD-TLR @ 36 mos vs. BMS
® No significant difference in all-cause mortality @ 36 mos
® Not all DCB in FP showed same results

®* IN.PACT DCB > BMS = PTA in FP lesions
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