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Deep Dive: IN.PACT SFA

Objective: Assess the safety and efficacy of IN.PACT" Admiral™

DCB vs. standard PTA for the treatment of superficial femoral

and proximal popliteal artery disease due to claudication and
rest pain

Rutherford Clinical Category 2-4

Lesion lengths 4-18 cm or occlusions <10 cm

Subjects followed up to 5 years

Independent Data Safety Monitoring Board

Independent and blinded Duplex Ultrasound Core Lab, !
Angiographic Core Lab,[?and Clinical Events Committeel®!

1. VasCore DUS Core Laboratory, Boston, MA, US;
2. SynvaCor Angiographic Core Laboratory, Springfield, IL, US;
3. Clinical Events Committee and Data Safety Monitoring services provided by HCRI, Boston, MA, US




Deep Dive: IN.PACT SFA

Primary patency within 12 months, defined as
freedom from clinically-driven TLR and DUS-derived
restenosis (PSVR < 2.4)

Freedom from device- and procedure-related death
through 30 days, and freedom from target limb major
amputation and clinically-driven TVR within 12
months




Deep Dive: IN.PACT SFA

Restenosis: assessed either by DUS Core Lab or Angiographic
Core Lab

Clinically-driven TLR: adjudicated by Clinical Events
Committee based on any re-intervention at the target lesion

Clinically-driven TVR: adjudicated by Clinical Events
Committee based on any re-intervention at the target vessel

Duplex and Angiographic Core Labs and Clinical Events
Committee blinded to the assigned treatment



Primary Patency! Results through 2 Years
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Number Time after Index Procedure (Months)
at risk? ,

DCB 220 209 185 153
PTA 111 103 66 51

1. Freedom from core laboratory-assessed restenosis (duplex ultrasound PSVR <2.4) or clinically-driven target lesion revascularization through 24 months (adjudicated
by a Clinical Events Committee blinded to the assigned treatment)

2. Number at risk represents the number of evaluable subjects at the beginning of the 30-day window prior to each follow-up interval




Freedom from CD-TLR through 2 Years
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Number Time after Index Procedure (Months)
at risk* , . .
DCB 220 211 200 179

PTA 111 106 88 77

1. Number at risk represents the number of evaluable subjects at the beginning of the 30-day window prior to each follow-up interval



Deep Dive: IN.PACT SFA

1 year 2 year

IN.PACT DCB vs. PTA difference difference

Primary Patency 1] 31.7%

CD-TLR 18.2% 19.2%

1. Freedom from core laboratory-assessed restenosis (duplex ultrasound PSVR <2.4) or clinically-driven target lesion revascularization through 24 months (adjudicated by a
Clinical Events Committee blinded to the assigned treatment), analysed by Kaplan-Meier.

2. Clinically-driven TLR adjudicated by an independent Clinical Event Committee, blinded to the assigned treatment based on any re-intervention at the target lesion due to
symptoms or drop of ABI of 220% or >0.15 when compared to post-procedure baseline ABI



IN.PACT SFA Trial

Effectiveness Outcomes through 2 Years

IN.PACT DCB A JAY *
2-Year Outcomes n =220 =111 p-value

Clinically-driven TLR [} 9.1% (18/198) 28.3% (30/106) <0.001

AITLR  10.1% (20/198) 29.2% (31/106)  <0.001

Primary Sustained Clinical

Improvement 3 76.9% (133/173) 59.2% (61/103) 0.003

1. Clinically-driven TLR adjudicated by an independent Clinical Event Committee, blinded to the assigned treatment based on any re-intervention at the target lesion
due to symptoms or drop of ABI of 220% or >0.15 when compared to post-procedure baseline ABI

2. All TLR includes clinically-driven and incidental or duplex driven TLR
3. Freedom from target limb amputation, target vessel revascularization (TVR), and increase in Rutherford class

* Unless otherwise indicated, all tests were for superiority using the Fisher’s exact test for binary variables and t-test for continuous variables



IN.PACT SFA Trial Subgroups
Primary Patency at 2 Years by Gender

Gender

Subgroup | IN-PACT DCB PTA o-value
% (N failure) % (N failure)

(NDCB' NPTA)

Female
(77, 36)

Male
(143, 75)

76.7% (17) 42.3% (20)  <0.001

80.2% (25) 53.7% (34)  <0.001




IN.PACT SFA Trial Subgroups
Primary Patency at 2 Years by Diabetic Status

Diabetes
Subgroup

(NDCB’ NPTA)
Diabetic (89, 54)  73.3% (21)  45.8%(29)  <0.001

IN.PACT DCB PTA

: _ p-value
% (N failure) % (N failure)

Non-diabetic

2.5% (21 5% (2 <0.001
(131, 57) 82.5% (21) 54.5% (25) 0.00




IN.PACT SFA Trial Subgroups
Primary Patency Outcomes Through 2 Years

Overall ITT (220, 111) 78.9% (42)  50.1% (54) 3.25(2.17,4.87) NA

Diahetes mellitus 3
Yes (89, 54) 73.3% (21) 45.8% (29) > 2.82(1.61,4.96) (673
No (131,57) 82.5% (21) 54.5% (25) 349(1.956.24)

Lesion length
<9 CM (51, 24) 89.0% (5) 66.7% (8) < 3.85(1.26,11.78)

>5 cm and <10 cm (8o, 46) 79.1% (15)  57.8% (19) 2.65(1.34,521) 0551
>10cmand <18 cm 79,3  72.6% (20)  35.4% (22) > 3.63(1.97,6.69)

ex
Female gender (77, 36) 76.71% (17) 42.3% (20) 3.35(1.75,6.41)
Male gender (143, 75) 80.2% (25) 93.7% (34) 3.22 (1.92, 5.40)




IN.PACT SFA Trial
Safety Outcomes through 2 Years

IN.PACT PTA

2-Year Outcomes n=220 n=111

p-value®

Primary Safety Composite 1 87.4% (173/198) 69.8% (74/106)

Major Adverse Events 2l 19.2% (38/198) 31.1% (33/106)

All-cause Death * 8.1% (16/198) 0.9% (1/106)

Device- or Procedure-related Death 0.0% (0/198) 0.0% (0/106)
Clinically-driven TVR 12.6% (25/198) 30.2% (32/106)

Target Limb Major Amputation 0.0% (0/198) 0.0% (0/106)

Thrombosis 1.5% (3/198) 3.8% (4/106)

1. Freedom from 30-day device and procedure-related death and target limb major amputation and clinically-driven TVR within 12 (24) months
2. Composite of death, clinically-driven TVR, target limb major amputation, and thrombosis
* p-values are based on Fisher’s exact test for superiority with significance level of 0.05

T No deaths were adjudicated as device- or procedure-related by the CEC; Median post-index days to death: 564.5 days in DCB vs. 397 days in PTA



CEC Adjudicated

Procedure- | Device-
related related

Treatment Days to
Group Death

Causes of Death Through 2 Years

Cardiac-related
Acute Diastolic Congestive Heart Failure
Cardiac Arrest
Cardiac Arrest
CAD
Ischemic Cardiomyopathy

Malignancy

Metastatic Colon Cancer
Gl Cancer

Respiratory-related

Acute Respiratory Failure
Hypoxic Respiratory Failure

Other

Infarction of Right Cerebral Hemisphere in
Anterior & Medial Flow Region

Biliary Sepsis

Perforated Transverse Colon Secondary to
Cecal Volvulus

Sepsis

Deterioration of General Condition

Dementia

Unknown

Sudden Death
Unknown




All-cause Mortality Rates

= Deaths were adjudicated by a blinded, independent CEC
— No deaths were device- or procedure-related

= Deaths occurred relatively late:

— Median post-index days to death were 564.5 days in the DCB group vs.
397 days in the PTA group

= Rates are consistent with those from historical RCT SFA trials

IN.PACT SFAL!! | Zilver PTX[2] LEVANT IB3! LEVANT II[4]
DCB DES DCB DCB

8.1%

2-year Death Rate

(%)

IN.PACT SFAYl | Zilver PTXI2] LEVANT I(3] LEVANT I[14]
PTA PTA PTA PTA
2-year Death Rate

(%)

0.9% Not reported

Death rates are unusually low in the PTA arm

1. IN.PACT SFA 2-Year Results. TCT 2015; 2. Dake et al., JACC 2013; 3. Scheinert et al., JACC CI 2014; 4. LEVANT 2-Year Results. SVS 2015



Mean 6MWT Distance (m)

2-Year Functional Outcomes
6-Minute Walk Test™

® IN.PACT DCB
™ Standard PTA

DCB patients achieved the same level of
function with 58% fewer re-interventions

Baseline 12 Months 24 Months

*Data collected in IN.PACT SFA I phase only



2-Year Functional Outcomes
Walking Impairment

100% corresponds to

73% 74%
? 67% ™ IN.PACT DCB

™ Standard PTA

DCB patients achieved the same level of
function with 58% fewer re-interventions

Mean Walking Impairment (%)

~

0% corresponds to .
«unabl e t 4 Baseline 12 Months 24 Months

because of severe
claudication”




Current DCB landscape
Primary patency rates at 2 Years

W 2-Year Primary Patency

78,9% 80,3%

72,4%

IN.PACT  ILLUMENATE LEVANTI[4] LEVANT2[5,6] ITALIAN
SFA[1,2]  FIH[3] (N=50)  (N=49) (N=316)  REGISTRY([7]
(N=220) (N=105)

Qualitative comparison for illustration purposes only. Not for head-to head comparison.

1. Tepe et al., Circulation 2015; 2. INPACT SFA 2-Year Results, TCT 2015; 3. Schroeder et al., CCl 2015; 4. Scheinert et al., JACC-CI, 2014; 5. Rosenfield et al., NEJM; 6.
LEVANT 2 2-Year Results, SVS 2015; 7. Micari et al., JACC-CI 2012.



Deep Dive: IN.PACT SFA
Conclusions

Very well controlled, multinational, long term, RCT.

DCB had significantly better patency and TLR than PTA at 2
years.

No significant catch up between 1 and 2 years, for either
patency or TLR rates.

Diabetics and women benefitted significantly from DCB at 2
years.

Mortality rates consistent with 2 year rates in other studies.
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