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DCB vs DES 5-year Freedom from TLR

5-year Freedom from TLR
Zilver® PTX® vs Standard Care

IN.PACT SFA Trial:
Freedom from CD-TLR through 5 Years
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Laird J. VIVA 2018. Dake M et al. Circulation 2016;133:1472-1483.




Insights on paclitaxel safety from the femoral-popliteal RCTs

Efficacy Has Been Consistent But the Mortality Risk Has Not

Katsanos et al."’

Katsanos FDA Pre VS
TCT (2019)*"

Pooled RCT Analysis
Within 2185 Patients

05

Patients 863
Follow-Up 410
5 years

() Risk Ratio (RR; Study Leve! Data)
O Hazard Ratio (HR; Patient Level Data)

Improved vital status follow up
Ascertainment bias

Geographic variation

Inconsistent signal
Treatment bias?

Adapted from Mauri, FDA Panel
Meeting, June 2019

Schneider et al. J Vasc Surg 2021;73:311
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Insights on paclitaxel safety from the femoral-popliteal RCTs
Ascertainment Bias: When Missing Patients Were Identified the Risk Decreased

5 Year Point Estimate from FDA: RR 1.72

Erpsrmentt ot i e Pooled IN.PACT IDE and Japan: Mortality difference

Events Total Events Total Risk Ratio 85%.-C1  [fixed) (random)

between DCB and PTA through 5 years Before (4%) and
after (2.7%) updated vital status data (As Treated)

Before vital status update:
Hazard Ratio DCB vs PTA
1.63(0.83-3.21)

25% P value = 0.156

- PTA
== PTA (Before Vital Status)
—  IN.P B

Fixed effect model > 1.72 [1.25; 2.37) 100.0%
Random effects moded == 172 [1.26; 2.38] -~ 100,0%

Hetercgeraty

20% After vital status update:

Cumulstive Hazard Ratio DCB vs PTA (95% CI)

Incidence of — 1.39(0.76 - 2.57) 14.7%

P value = 0.286 o L 14.2%

10% =% 12.0%

All-cause
Death

10.2%

5%
Eapenimental Contral Weght Vieght

0%
Events Total Events Total RR 95°%-Cl  (fixed) |random)

" At Risk
DCB Before Updata
PTA Bafore Update
DCB Aftar Update

Lot st B PTA Aftar Update

:.-:::v::‘n;:m ::: ::::::: 100.0¥ ¥ Hazard RatiO 1 .63 _’1 -39
pagragtqpen o1 Decrease 38%
Decrease 21%

FDA panel packet June 19-20, 2019 Whatley E. Presentation at FDA panel: June 19, 2019
Mauri L. Presentation at FDA panel June 20, 2019




Insights on paclitaxel safety from the femoral-popliteal RCTs

Geographic Factors Play a Role

Mortality Through Five Years
US Studies/Cohorts* Paclitaxel Control : Hazard Ratio (95% CI)

INPACT SFA (US Cohort)  20/121 (16.7%) 6/ (10.3%) 1.77 (0.71, 4.42)
LEVANT Il (US Cohort) 38199 (19.1%)  11/102 (10.8%) 1.71 (0.99, 2.95)
Zilver PTX* 417236 (17.4%)  24/238 (10.1%) 1,80 (1.09, 2.99)
ILLUMENATE RCT 22/200 (11.0%)  14/100 (14.0%) 0.62(0.42,1.60)
US Total 1217756 (16.0%)  55/499 (11.0%)
OUS Studies/Cohorts®

INPACT SFA (OUS Cohort)  14/80 (14.3%)  6/51 (12.2%) | - 1.18 (0.45, 3.07)
IN.PACT SFA Japan 4/688 (5.9%) 2/32 (6.3%) ' 0.97 (0.18, 5.27)
LEVANT I (OUS Cohort) 16117 (13.7%)  6/58 (10.3%) » 1.33 (0.52, 3.40)

ILLUMENATE EU 31/222 (14.0%) 8/72 (11.1%) ! : 1.20 (0.55, 2.62)

LEVANT | 4/49 (8.2%) 5/52 (9.6%) —_— = 0.87 (0.23,3.27)

LUTONIX Japan 271 (2.8%) 3/38 (7.9%) 0.32 (0.05, 1.89)

OUS Total 71/626 (11.3%)  30/303 (9.9%)

02 05 1 2 5
Favors Paclitaxel et Favors Control

Hazard Ratio

Schneider et al. J Vasc Surg 2021;73:311@7*}\’/\
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Freedom from All-cause Death through 5 years

No significant statistical difference on mortality between DCB and PTA over 5-years
follow up, even more patients died in PTA group Vs. DCB group (24 vs.17)

Insight from AcoArt I-

5 Year Follow Up

ath

Dierk Scheinert, MD on behalf of
Guo Wei, MD

edom from All-cause De

rex

Department of Vascular and Endovascular Surgery,
Chinese PLA General Hospital, Beijing, China P vauie of Log-rank (Mantel-Cox) = 0.262

On behalf of AcoArt | Trial investigators = = 7
Follow-up time, years

Kaplan-Meier Curves of Freedom From All-cause
Death Between the DCB Group and PTA Group

SCheInel’t D, LINC NY 2019, June 2019 ;BURG-BADKROZINGEN-



Kaplan-Meier Freedom from All-Cause Death
by Paclitaxel Dose in All DCB Patients

=
=
®
£y
=
@
w
3
®
<
P
-
E
E
E
=
=
@
a
T
w

Adjusted p-value® = 0.731

FTAshn

2% £ a8
Time After Index Procedure {Months)

Number at risk

: 185 g {9 — DCB Lower tercile
807 373 ¥ 79 = DCB Mid tercile

¢ —— DCB Upper tercile
Distribution of Paclitaxel Dose in Each Paclitaxel Tercile in DC8
Paclitaxel Dese (] Meanpg Stdpg Mediaapg Q1,03 g Range g
‘ = = . .

Baa8 11618 6989, 138722

Peter A. Schneider, MD; John R. Laird, MD; Gheorghe Doros, PhD; Qi Gao, MS; Gary Ansel, MD; Marianne Brodmann, MD;
Antonio Micari, MD, PhD; Mehdi H. Shishehbor, DO, MPH, PhD;!' Gunnar Tepe, MD; Thomas Zeller, MD. Mortality not correlated with
paclitaxel exposure: an independent patient-level meta-analysis of IN.PACT Admiral drug-coated balloon. JACC 2019




BARMER Health Insurance Data

« 064,771 patients treated between 2007-2015; « 21,546 matched patients treated between
DCB = 2,648, DES =676 2010-2018; DCB =6,871, DES = 3,902
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No paclitaxel 1977 2567 1 585
— Paclitaxel . 3836 1608

Freisinger E, et al. EHJ 2019; Bherendt CA, et al. Eur J Vasc Endovasc Surg 2020.




ADVISORY COMMITTEE MEETING

June 19-20, 2019: Circulatory System
Devices Panel of the Medical Devices
Advisory Committee Meeting Announcement

JUNE 19-20, 2019

Analysis #3

« 152,473 Medicare beneficiaries who underwent

femoropopliteal artery revascularization from 01/1/2015
to 12/31/2017 at 3,042 U.S. institutions
« Both inpatient and outpatient procedures

Drug-coated devices (DES/DCB) compared with non—
drug-coated devices (BMS/PTA)

All-cause mortality was analyzed through 04/30/2019
« Median follow-up 799 days, longest 1,573 days
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Device Type: Weighted Results

DCB: 23.9% (N=36,410); PTA: 37.2% (N=56,720)

DCB vs PTA

Log-rank P<0.001
Adjusted HR 0.93; 95%CI1 0.91, 0.95

T T T T
500 750 1000 1250
Days from Index Procedure
PTA

Cumulative Incidence of Death

DES: 16.5% (N=25,097); BMS: 22.5% (N=34,2406)

1.0

DES vs BMS

Log-rank P=0.03
Adjusted HR 0.97; 95%CI1 0.94, 1.00

500 750 1000
Days from Index Procedure
Group BMS
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SAFE-PAD Primary Results

* 168,553 inpatients & outpatients treated between 2015-2018 at 2,978 U.S. institutions

* Median follow-up 2.72 years (IQR 0.87 - 3.77 years); longest follow-up 5.16 years

Log-rank P<0.001
| Adjusted HR 0.95; 95%CIl 0.94, 0.97
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Insights on paclitaxel safety from the femoral-popliteal RCTs

SW E D E PA D RCT Mortality with Paclitaxel-Coated Devices

in Peripheral Artery Disease

Overall Population

1009 127ard ratio, 1.06 (95% CI, 0.92-1.22)
L
£ 80
a 70 :
' o 2289 patients up to 4 years F/U
g o Paclitaxel vs plain device
§ 5 CLTI 1480, claudication 809
é - Drug-coated device Femoral-popliteal target lesion >80%
2 Lost to follow up O
= Uncoated device N
3 10 Overall mortality:

0 drug-10.2% vs non-drug-9.9% (HR 1.06)

1 2 3
Years since Randomization

No. at Risk
Drug-coated device 1032 728 386
Uncoated device 1027 729 403

Nordanstig et al N Engl J Med 2020, Dec 9, DOI: 10.1056
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VOYAGER PAD

Trial Design Primary Endpoint 3 Vear

s Acute limb ischemia, major amputation for vascular cause, ARR 2.6%
6,564 Patients with Symptomatic Lower Extremity myocardial infarction, ischemic stroke, CV death NNT 39

PAD* Undergoing Peripheral Revascularization B Placebo 19.9%

B Rivaroxaban

ASA 100 daily for all Patients 17.3
Clopidogrel at Investigator's Discretion e
]

1 Year
ARR 2.0%
NNT 50

Randomized 1:1 Double Blind

6 Months

ARR 15%
NNT 65 HR 0.85

95% C10.76 - 0.96
P=0.0085

Rivaroxaban 2.5 mg Stratified by
twice daily Revascularization Approach
(Surgical or Endovascular)
and Use of Clopidogrel

Placebo

Cumulative Incidence (%)

I
Follow up Q6 Months, Event Driven, Medianf/u 28 Months
|

Primary Efficacy Endpoint: Acute limb ischemia, major
amputation of vascular etiology, myocardial infarction, ischemic
stroke or cardiovasculardeath

D e

12 15 18 21 24

Principal Safety Endpoint: TIMI Major Bleeding Months from Randomization

ARR absolute risk reduction; NNT, number needed to treat

‘IA An affiliate of:
/ toe \ @ Bonaca MP, et al. NEJM 2020 VOYQGER PAD I
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Results

« Median follow-up of 31 months (IQR 25, 37 months)
« Complete ascertainment of vital status in 99.6% of patients
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M DCD MNo DCD W Drug-coated balloon Overall No DCD DCD
M Drug-eluting stent M Popliteal or above W Infrapopliteal

*1 patient missing lesion location

B Both

11 VOYQGER PAD ™
Hess CN...Bonaca MP et al. TCT 2020
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- Not drug-coated
B Drug-coated
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All-cause Mortality
Weighted

N=4,316
n=394 deaths

HR 0.95
95% C10.83 -1.09
P=0.49

Stabilized weights
HR 0.95

95% C10.77 - 1.18
P=0.66

0
0

A An affiliate of:
7t @

15 18 21 24

Months from Randomization

Hess CN...Bonaca MP et al. TCT 2020

36 39 42

16 VOYCQIGER PAD
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Mortality and DCD Use by Device Type

Weighted Hazard

DCD
n/Ng%l

No DCD

Device Type n/N (%)

DCBvs. PTA 61/820

(7.4)

144/1479
(9.7)

DES vs. BMS 19/231

(8.2)

148/1495
(9.9)

HR (95% CI)

0.99 (0.82,1.20)

1.04 (0.84, 1.28)

>

< }
0.5
FavorsDCD

DCB = drug-coated balloon
PTA = percutaneous transluminal angioplasty

DES = drug-eluting stent
BMS = bare metal stent

.A An affiliate of
/N

o b

Hess CN...Bonaca MP et al. TCT 2020
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Unplanned Index Limb Revascularization
Weighted ——

N=4,059 ARR 2.6%

- Non drug-coated NNT 39

. Drug-coated

N
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6 mos
ARR 2.3%
NNT 44 HR 0.84

95% C10.76 — 0.92
P=0.0003
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Hess CN...Bonaca MP et al. VIVA 2020
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Paclitaxel Coated DCB in Femoro-popliteal Lesions
Kaplan-Mayer-Analysis Bad Krozingen

Survival of the entire cohort for POBA (n=514) and DCB-group (n=1065) Survival of matched patients for POBA and DCB-group

p<0.001
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20,00

Months

Months

Kaplan-Meier analysis with the use of the Mantel-cox log-rank test.

Bohme T et al. JACC CI 2020 epub



All-Cause Mortali

IN.PACT Global Study
Long-term All-Cause Mortality in Context

Real-World Study PAD Epidemiological Studies
80% 75.0%

floke . 63.0%
coo 58.0%

52.0%
50%

39.8%
o 38.0% °

29.0%
30%

24.5%

*
19.5%
20%

10%

0%

iIC+CLI N-DM DM IC CLI N-DM DM iIC CLI
IN.PACT Gilobal Austriat UK?2 Austria® Sweden4
5-Year 10-Year

*cumulative incidence K-M estimate
IC = Intermittent Claudication

CLI = Critical Limb Ischemia

N-DM = Non-Diabetes Mellitus

DM = Diabetes Mellitus

Mueller T. et al 2014 J Vasc Surg 2014;59:1291-9

Heikkila, K et al BJS 2018; 105: 1145-1154

Mueller T, et al 2016 Vasc Med 21:445-452 (<75 yrs age)
Sartipy, F. et al Eur J Vasc Endovasc Surg (2018) 55, 529e536
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Paclitaxel — The Benefit Outweighs a Hypothetical Risk
Summary

* The meta-analyses by Katsanos et al. with a suggested excess mortality
following paclitaxel coated device treatment for femoro-popliteal artery
disease was a single finding without confirmation in large real world studies

* No dose response and no mechanism
 Signal diminished with vital status ascertainment
 Signal primarily observed in the U.S.

* Paclitaxel coated DCB and DES are to date the most clinically and cost-
effective interventional tools for the treatment of even complex femoro-
popliteal artery disease

« Withholding such devices to patients with severe PAOD may even harm
them and results in increased global health care costs

* When will the agencies recall their warning?




