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IN.PACT" Admiral™ DCB: Safety and Effectiveness
in Treating Complex Lesions

Weighing the risks and benefits when treating complex lesions in the

femoropopliteal vascular bed.
By Gary M. Ansel, MD, FACC

am pleased to encore and update the lesion length and

patency scatter plot from when it was first published in

November 2018. Because the treatment considerations

have become more complex, | hope that this updated
scatter plot helps in the treatment planning of symptom-
atic femoropopliteal artery disease.

As physicians, we have all seen summary graphics simi-
lar to Figure 1. Itis still pertinent that comparing patency
rates across multiple trials is fraught with limitations due
to variations in populations, lesions, study protocols, defi-
nitions, follow-up, and various types of inherent biases.
Especially in light of the concerns raised with respect to a
late mortality signal in patients with peripheral artery dis-
ease who are treated with paclitaxel-coated devices in the
femoropopliteal artery,* this figure offers us insight into the
overall clinical patency and repeat intervention data of core
laboratory—adjudicated femoropopliteal studies of FDA
class 3 devices and their respective control arms. Since
the modest beginning of Figure 1's data points more than
10 years ago, the landscape has certainly evolved; but, a
few particular trends have become apparent and seem to
persist. This article highlights and discusses each of these
trends, and it has been updated with the most current
available data, including results from the Real PTX trial, the
IMPERIAL Long Lesion substudy, and Viabahn Japan.

We still see a majority of data clustered toward shorter
lesions. As you might expect, these lesions range from
approximately 5 to 12 cm and typically comprise what

most operators define as the simple disease process
often encountered in investigational device exemption
studies that device manufacturers are required to perform
to gain FDA approval (Figure 1; data points 1-8, 10-16,
23-39). However, these lesions are typically uncom-

mon in many of our clinical practices and attempting to
extrapolate these data sets to longer, more complex
lesion types is a challenge. For what most of us would
describe as more moderate lesion lengths (15-20 cm), we
are still imited to five studies consisting of the prespeci-
fied in-stent restenosis (ISR) cohort of IN.PACT Global
(Figure 1; 18); the randomized ISR cohorts treated with
either percutaneous transluminal angioplasty (PTA) or
heparin-bound stent graft of the RELINE study (Figure 1;
9, 43); the cohorts of heparin-bound stent graft and non-
bound stent graft randomized against their bare-metal
stent (BMS) control arms of VIASTAR (Figure 1; 35, 45)
and VIBRANT (Figure 1; 36, 44), respectively; and the
ZEPHYR single-arm Japan postmarket approval study of
a drug-eluting stent (DES) (Figure 1; 42). The more com-
plex lesion data sets (ie, those with lesions longer than

20 cm) continue to be sparse, with outcomes reported
from five drug-coated balloon (DCB) cohorts from three
studies and a single peripheral stent graft study (Figure 1;
19-23, 47). The message here is that although many of us
practice in the domain beyond 15 cm, the vast majority of
adjudicated outcomes come from data sets that are sig-
nificantly shorter than this range.

For the previous gold standard of PTA, we see the
outcomes clustering toward the low patency end of



Figure 1. Core lab-adjudicated 12-month primary patency by Kaplan-Meier estimate of FDA-approved class 3 devices and their

control arms.
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Data Point [Cohort Patency Definition

1 Zilver PTX RCT: PTA arm? PSVR < 2.0 or < 50% stenosis

2 LEVANT Il RCT: PTA arm® PSVR < 2.5 and freedom from TLR

3 RESILIENT RCT: PTA arm* PSVR < 2.5 and freedom from TLR

4 ILLUMENATE EU RCT: PTA arm® PSVR < 2.5 and freedom from TLR

5 IN.PACT SFA RCT: PTA arm® PSVR < 2.4 and freedom from CD-TLR

6 IN.PACT Japan RCT: PTA arm’ PSVR < 2.4 and freedom from CD-TLR

7 ILLUMENATE Pivotal RCT: PTA arm?® PSVR < 2.5 and freedom from TLR

8 SFA ISR IDE RCT: PTA arm® Freedom from restenosis and CD-TLR

9 RELINE RCT: PTA arm'™ PSVR < 2.5 and freedom from TLR

10 LEVANT Il RCT: Lutonix 035 DCB arm?® PSVR < 2.5 and freedom from TLR

1 ILLUMENATE EU RCT: Stellarex DCB arm® PSVR < 2.5 and freedom from TLR

12 ILLUMENATE Global: Stellarex DCB™" PSVR < 2.5 and freedom from TLR

13 ILLUMENATE Pivotal RCT: Stellarex DCB arm® PSVR < 2.5 and freedom from TLR

14 IN.PACT SFA RCT: IN.PACT Admiral DCB arm® PSVR < 2.4 and freedom from CD-TLR

15 IN.PACT Japan RCT: IN.PACT Admiral DCB arm’ PSVR < 2.4 and freedom from CD-TLR

16 SFA ISR IDE RCT: Lutonix 035 DCB arm® Freedom from restenosis and CD-TLR

17 REAL PTX - DCB arm'? Binary restenosis: PSVR > 2.4 and freedom from CD-TLR
18 IN.PACT Global - ISR: IN.PACT Admiral DCB" PSVR < 2.4 and freedom from TLR

19 Lutonix Long Lesion: Lutonix 035 DCB® Freedom from restenosis and CD-TLR

20 IN.PACT Global - CTO: IN.PACT Admiral DCB™ PSVR < 2.4 and freedom from CD-TLR

21 SFA-Long Study: IN.PACT Admiral DCB™ Freedom from >50% restenosis and CD-TLR
22 IN.PACT Global - Long Lesion: IN.PACT Admiral DCB'"® PSVR < 2.4 and freedom from CD-TLR

23 IN.PACT Global - Complex Lesion post-hoc subset: IN.PACT Admiral DCB® PSVR < 2.4 and freedom from CD-TLR

24 Complete SE SFA - Complete SE Stent” PSVR < 2.0 and freedom from revascularization
25 RESILIENT RCT: LifeStent stent arm* PSVR < 2.5 and freedom from TLR

26 STROLL: SMART stent® PSVR < 2.5 / 50% diameter stenosis and freedom from TLR
27 SUPERB: Supera stent™ PSVR < 2.0 and freedom from TLR

28 SIROCCO RCT: SMART stent arm?® < 50% stenosis by angiography

29 BioFlex 1: Astron and Pulsar stents?® PSVR < 2.4 and freedom from CD-TLR

30 OSPREY: Misago stent® PSVR < 2.5 and freedom from TLR

31 SUPERNOVA: Innova stent® PSVR < 2.4 and freedom from TLR

32 TIGRIS RCT: Tigris stent arm?* PSVR < 2.5 and freedom from TLR

33 DURABILITY Il: Protégé EverFlex stent? PSVR < 2.0 and freedom from CD-TLR

34 TIGRIS RCT: LifeStent stent arm?* PSVR < 2.5 and freedom from TLR

35 VIASTAR RCT: BMS arm?® PSVR < 2.5 or < 50% stenosis

36 VIBRANT RCT: BMS arm?’ PSVR < 2.5 and freedom from TLR

37 Zilver PTX RCT: Zilver PTX DES arm? PSVR < 2.0 or < 50% stenosis

38 IMPERIAL RCT: Zilver PTX DES arm?®® PSVR < 2.4 and FF CD-TLR

39 IMPERIAL RCT: Eluvia DES arm?® PSVR < 2.4 and FF CD-TLR

40 REAL PTX - DES arm' Binary restenosis: PSVR > 2.4 and freedom from CD-TLR
M IMPERIAL Long Lesion: Eluvia DES? PSVR < 2.4 and FF CD-TLR

42 ZEPHYR: Zilver PTX DES®° PSVR < 2.4 or < 50% stenosis

43 RELINE RCT: Viabahn heparin-bonded stent-graft arm™ PSVR < 2.5 and freedom from TLR

44 VIBRANT RCT: Viabahn stent-graft arm?’ PSVR < 2.5 and freedom TLR

45 VIASTAR RCT: Viabahn heparin-bonded stent-graft arm®® PSVR < 2.5 or < 50% stenosis

46 Viabahn Japan®' PSVR < 2.5 and FF TLR

47 Viabahn-25 cm: Viabahn heparin-bonded stent-graft®? PSVR < 2.5 and freedom from TLR

*In-stent restenosis studies.

restenosis) exhibiting lesion lengths > 18 cm.
bPatency is reported using proportion rates in the ZEPHYR study.
A mix of DCBs were used in the REAL PTX study.

éSubset analysis of previously reported data. IN.PACT Global Complex Lesion cohort consists of 227 patients enrolled in the three IN.PACT Global prespecified imaging cohorts (long lesion, CTO, and in-stent

Abbreviations: BMS, bare-metal stent; CD-TLR, clinically driven target lesion revascularization; CTO, chronic total occlusion; DCB, drug-coated balloon; DES, drug-eluting stent; PSVR, peak systolic velocity ratio;
PTA, percutaneous transluminal angioplasty; RCT, randomized controlled trial; SFA, superficial femoral artery.
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the shorter lesions. Although a variation certainly exists
within the PTA cohorts, we have to keep in mind that

the study protocols, endpoint definitions, and technical
practices have evolved during the decade of perform-
ing these studies. For instance, compare the two control
arms of the Zilver PTX and RESILIENT randomized trials,
which posted PTA patency rates of 32.8% and 36.7%,
respectively (Figure 1; 1, 3), in lesions of approximately
6.5 cm, against a contemporary DCB control arm such
as the ILLUMENATE Pivotal trial control patency rate of
70.9% (Figure 1; 7). In doing so, we see how factors such
as randomization after various definitions of successful
predilatation and sustained balloon inflation complicate
comparisons across studies. Despite this variability, PTA
clearly occupies the low end of the patency spectrum, and
this treatment has all but been supplanted in randomized
trials by advancing technology.

Itis evident that there is a declining patency rate asso-
ciated with the increasing complexity of a lesion, often
based on long lesion length. This underscores the pitfall
of extrapolating data captured in short-lesion approval
studies to our own practices, where much more complex
and longer lesions are commonplace. Less is known about
length-dependent performance of DESs given the lack
of available core lab—controlled data. The core lab—adjudi-
cated ZEPHYR DES study reports positive 12-month out-
comes in a challenging population exhibiting a mean lesion
length of 17 cm (Figure 1; 42), as do those in the IMPERIAL
Long Lesion study with a mean lesion length of 16.3 cm
(Figure 1; 41). These add to the experience of shorter-
lesion DES cohorts studied as part of the Zilver PTX and
IMPERIAL trials (Figure 1; 37-39).

Diverging from independently adjudicated patency out-
comes, both the all-comers Japan Zilver PTX postmarket
surveillance study and a single-center retrospective analysis
demonstrate patency consistent with outcomes observed
in the shorter-lesion randomized controlled trials (RCTs),
despite reported mean lesion lengths of 14.7 and 24.2 cm,
respectively.>*3* Importantly, further analysis of noncore
lab—adjudicated data from Phillips et al did discern higher
patency in DES-treated lesions < 20 cm compared with
those > 20 cm, the latter of which also exhibited a higher
proportion of occlusions.®* This once again suggests
a length-dependency effect on patency for very long
lesions treated with DESs.>* However, as stent length
increases, the discussion of stent fracture cannot be
totally ignored. Consider 12-month outcomes of two
cohorts employing the same stent: the RESILIENT study's
BMS arm reported a fracture rate of 3.1% for lesions

averaging 7.1 cm (Figure 1; 25) compared with a fracture
rate of 27.1% for lesions averaging 11.8 cmin the TIGRIS
study BMS arm (Figure 1; 34). Despite being a well-known
phenomenon, the consequences of lesion length and
fracture are not fully understood or consistent between
stent designs.®®

There are few adjudicated data that exist for treatment
of lesion lengths > 20 cm; the only data available is com-
posed of five DCB cohorts from three studies (Figure 1;
19-23) and a single heparin-bound stent graft study
(Figure 1; 45). Historically, studies in this range came late
in the evolution of these data. Zeller et al*? reported the
outcomes associated with the 25-cm heparin-bound stent
graftin lesions averaging 26.5 cm (Figure 1; 45), interest-
ingly with non—length-dependent patency rates similar
to those reported in the RELINE and VIASTAR studies
(Figure 1; 43, 45). For the DCB cohorts, the Lutonix Long
Lesion study reported a mean lesion length of 21.3 cm
(Figure 1; 19); the chronic total occlusion and long lesion
prespecified imaging cohorts of the IN.PACT Global study
posted mean lesion lengths of 22.8 and 26.4 cm, respec-
tively (Figure 1; 20, 22); and the SFA-Long study per-
formed by Micari et al'® averaged 25.2 cm lesion lengths
(Figure 1; 21). Importantly, when considering the IN.PACT™
Admiral™ DCB (Medtronic) cohorts, the patency definition
is identical across the two RCTs and the three prespecified
imaging cohorts of IN.PACT Global, therefore facilitating
patency comparisons across cohorts and underscoring
the consistency in patency beyond 20-cm lesions, despite
variation in study populations and lesion morphologies.
However, it is also worth highlighting that these long-lesion
DCB studies are not without significant provisional stent
usage; in three of these four cohorts, provisional stent
rates of approximately > 40% were reported (Figure 1;

19, 20, 22). The one exception to this trend of provisional
stenting is reported by the SFA-Long study, which demon-
strated similar patency results while only resorting to provi-
sional stenting in 10.5% of lesions (Figure 1; 21).

The IN.PACT Admiral DCB results of lesion lengths up to
53 cm were obtained from a post hoc analysis performed
on all core lab—adjudicated IN.PACT Global patients who
exhibited lesions > 18 cm, including patients with ISR
(Figure 1; 23). The outcomes are consistent with the other
IN.PACT Admiral DCB trends demonstrated in Figure 1,
and 96 (42.5%) of 227 patients received provisional stent-
ing of various lengths. Importantly, this observation indi-
cates that using a DCB with stents led to patency similar to
the simpler lesions treated with DCBs alone.
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From the simple, single-digit lesion lengths to the truly long
lesions, we certainly have more insight today than 10 years
ago. We are all left with our own interpretation of these data,
but a few trends are evident: (1) PTAis at the low end of the
performance range; (2) length-dependent patency is a con-
sistent observation for PTA and BMSs; and (3) DCBs and, if
needed, provisional stent optimization may yield consistent
patency with apparently less lesion length dependence. Of
course, the data continue to evolve, and we hope it will not
take us another 10 years to identify new trends, possibly
aided by the evolution of lesion preparation with new specialty
balloon technologies, atherectomy, and yet-to-be-developed
devices that may be used prior to DCBs. B

1. U.S. Food & Drug Administration. August 7, 2019 update: treatment of peripheral
arterial disease with paclitaxel-coated balloons and paclitaxel-eluting stents poten-
tially associated with increased mortality. https:/www.fda.gov/medical-devices/let-
ters-health-care-providers/august-7-2019-update-treatment-peripheral-arterial-
disease-paclitaxel-coated-balloons-and-paclitaxel. Accessed September 4, 2019
2. Dake MD, Ansel GM, Jaff MR, et al. Paclitaxel-eluting stents show superiority to
balloon angioplasty and bare metal stents in femoropopliteal disease: twelve-month
Zilver PTX randomized study results. Circ Cardiovasc Interv. 2011;4:495-504

3. Rosenfield K, Jaff MR, White CJ, et al. Trial of a paclitaxel-coated balloon for femo-
ropopliteal artery disease. N Engl J Med. 2015;373:145-153

4. Laird JR, Katzen BT, Scheinert D, et al. Nitinol stent implantation versus balloon
angioplasty for lesions in the superficial femoral artery and proximal popliteal artery:
twelve-month results from the RESILIENT randomized trial. Circ Cardiovasc Interv.
2010:3:267-276.

5. Schroeder H, Werner M, Meyer DR, et al. Low-dose paclitaxel-coated versus
uncoated percutaneous transluminal balloon angioplasty for femoropopliteal pe-
ripheral artery disease: one-year results of the ILLUMENATE European randomized
clinical trial (randomized trial of a novel paclitaxel-coated percutaneous angioplasty
balloon). Circulation. 2017;135:2227-2236

6. IN.PACT Admiral DCB [Instructions for Use - Revision 1G]. Minneapolis, Min-
nesota: Medtronic; 2018

7. lida O, Soga Y, Urasawa K, et al. Drug-coated balloon vs standard percutaneous
transluminal angioplasty for the treatment of atherosclerotic lesions in the superfi-
cial femoral and proximal popliteal arteries: one-year results of the MDT-2113 SFA
Japan randomized trial. J Endovasc Ther. 2018;25:109-117

8. Krishnan P, Faries P, Niazi K, et al. Stellarex drug-coated balloon for treatment of
femoropopliteal disease: twelve-month outcomes from the randomized ILLUME-
NATE pivotal and pharmacokinetic studies. Circulation. 2017;136:1102-1113.

9. Lutonix 035 DCB [Instructions for Use BAW1387400r3]. Tempe, Arizona: Bard
Peripheral Vascular, Inc.; 2016.

10. Bosiers M, Deloose K, Callaert J, et al. Superiority of stent-grafts for in-stent
restenosis in the superficial femoral artery: twelve-month results from a multicenter
randomized trial. J Endovasc Ther. 2015;22:1-10

11. Schroé H, Holden AH, Goueffic Y, et al. Stellarex drug-coated balloon for treat-
ment of femoropopliteal arterial disease-The ILLUMENATE Global study: 12-month
results from a prospective, multicenter, single-arm study. Catheter Cardiovasc
Interv. 2018;91:497-504

12. Bausback Y, Wittig T, Schmidt A, et al. Drug-eluting stent versus drug-coated
balloon revascularization in patients with femoropopliteal arterial disease. J Am Coll
Cardiol. 2019;73:667-679.

13. Brodmann M, Keirse K, Scheinert D, et al. Drug-coated balloon treatment for
femoropopliteal artery disease: the IN.PACT Global study de novo in-stent resteno-
sisimaging cohort. JACC Cardiovasc Interv. 2017;10:2113-2123.

14. Tepe G, Micari A, Keirse K, et al. Drug-coated balloon treatment for femoropop-
liteal artery disease: the chronic total occlusion cohort in the IN.PACT Global study.
JACC Cardiovasc Interv. 2019:12:484-493

15. Micari A, Vadala G, Castriota F, et al. 1-Year results of paclitaxel-coated balloons
for long femoropopliteal artery disease: evidence from the SFA-LONG study. JACC
Cardiovasc Interv. 2016;9:950-956

16. Scheinert D, Micari A, Brodmann M, et al. Drug-coated balloon treatment for
femoropopliteal artery disease: the IN.PACT Global study long lesion imaging cohort.
Circ Cardiovasc Interv. 2018;11.e005654

17. Complete SE stent [Instructions for Use - M729425B001 Rev. 1B]. Minneapolis,
Minnesota: Medtronic; 2013.

18. Gray WA, Feiring A, Cioppi M, et al. S.M.A.RT. self-expanding nitinol stent for

the treatment of atherosclerotic lesions in the superficial femoral artery (STROLL)
1-year outcomes. J Vasc Interv Radiol. 2015;26:21-28

19. Garcia L, Jaff MR, Metzger C, et al. Wire-interwoven nitinol stent outcome in
the superficial femoral and proximal popliteal arteries: twelve-month results of the
SUPERB trial. Circ Cardiovasc Interv. 2015;8: e000937.

20. Duda SH, Bosiers M, Lammer J, et al. Drug-eluting and bare nitinol stents for
the treatment of atherosclerotic lesions in the superficial femoral artery: long-term
results from the SIROCCO trial. J Endovasc Ther. 2006;13:701-710.

21. Pulsar-18 stent [Instructions for Use - 90878 Rev D]. Lake Oswego, Oregon:
Biotronij; 2019

22. Ohki T, Angle JF, Yokoi H, et al. One-year outcomes of the U.S. and Japanese
regulatory trial of the Misago stent for treatment of superficial femoral artery dis-
ease (OSPREY study). J Vasc Surg. 2016;63:370-376.e1

23. Innova SuperNova [Instructions for Use 90958202-01] Natick, Massachusetts:
Boston Scientific Corporation; 2015

24. Laird JR, Zeller T, Loewe C, et al. Novel nitinol stent for lesions up to 24 cmin the
superficial femoral and proximal popliteal arteries: 24-month results from the TIGRIS
randomized trial. J Endovasc Ther. 2018;25:68-78

25. Matsumura JS, Yamanouchi D, Goldstein JA, et al. The United States study for
evaluating endovascular treatments of lesions in the superficial femoral artery and
proximal popliteal by using the Protégé everflex nitinol stent system Il (DURABILITY
I1). J Vasc Surg. 2013;58:73-83.e1

26. Lammer J, Zeller T, Hausegger KA, et al. Heparin-bonded covered stents versus
bare-metal stents for complex femoropopliteal artery lesions: the randomized
VIASTAR trial (Viabahn endoprosthesis with PROPATEN bioactive surface [VIA]
versus bare nitinol stent in the treatment of long lesions in superficial femoral artery
occlusive disease). J Am Coll Cardiol 2013;62:1320-1327

27. Geraghty PJ, Mewissen MW, Jaff MR, Ansel GM. Three-year results of the
VIBRANT trial of VIABAHN endoprosthesis versus bare nitinol stent implan-

tation for complex superficial femoral artery occlusive disease. J Vasc Surg
2013;58:386-395.e4

28. Gray WA, Keirse K, Soga Y, et al. A polymer-coated, paclitaxel-eluting stent
(Eluvia) versus a polymer-free, paclitaxel-coated stent (Zilver PTX) for endovascular
femoropopliteal intervention (IMPERIAL): a randomised, non-inferiority trial. Lancet
2018;392:1541-1551

29. Gray W. One-year outcomes for Eluvia inlong lesions. Presented at: Vascular
InterVentional Advances (VIVA); November 5-8, 2008; Las Vegas, Nevada

30. lida O, Takahara M, Soga Y, et al. 1-Year results of the ZEPHYR registry (Zilver
PTX for the femoral artery and proximal popliteal artery): predictors of restenosis.
JACC Cardiovasc Interv. 2015;8:1105-1112.

31. Ohki T, Kichikawa K, Yokoi H, et al. Outcomes of the Japanese multicenter Via-
bahn trial of endovascular stent grafting for superficial femoral artery lesions. J Vasc
Surg. 2017,66:130-142.el

32. Zeller T, Peeters P, Bosiers M, et al. Heparin-bonded stent-graft for the
treatment of TASC Il C and D femoropopliteal lesions: the Viabahn-25 cm trial.
JEndovasc Ther. 2014;21:765-774

33. YokoiH, Ohki T, Kichikawa K, et al. Zilver PTX post-market surveillance study

of paclitaxel-eluting stents for treating femoropopliteal artery disease in Japan:
12-month results. JACC Cardiovasc Interv. 2016;9:271-277

34. Phillips JA, Falls A, Kolluri R, et al. Full drug-eluting stent jacket: two-year results
of a single-center experience with Zilver PTX stenting for long lesions in the femoro-
popliteal arteries. J Endovasc Ther. 2018;25:295-301.

35. Scheinert D, Scheinert S, Sax J, et al. Prevalence and clinical impact of stent
fractures after femoropopliteal stenting. J Am Coll Cardiol. 2005;45:312-315

System Medical Chief, Vascular Services

OhioHealth

Associate Medical Director

OhioHealth Research Institute

Columbus, Ohio

Assistant Clinical Professor of Medicine

Department of Medicine

University of Toledo Medical Center

Toledo, Ohio

gary.ansel@®ohiohealth.com

Disclosures: Consulting or advisory board for Medtronic,
Boston Scientific Corporation, Abbott Vascular, Surmodics,
Philips, CR Bard, and Cook Medical.




MEDTRONIC MEDICAL AFFAIRS CORNER

The IN.PACT™ Admiral™ drug-coated PTA balloon catheter: Brief Statement
Indications for Use

The IN.PACT Admiral Paclitaxel-coated PTA balloon catheter is indicated for percutane-
ous transluminal angioplasty, after appropriate vessel preparation, of de novo, reste-
notic, or in-stent restenotic lesions with lengths up to 360 mm in superficial femoral or
popliteal arteries with reference vessel diameters of 4-7 mm.

Contraindications

The IN.PACT Admiral DCB is contraindicated for use in:
+ Coronary arteries, renal arteries, and supra-aortic/cerebrovascular arteries
+ Patients who cannot receive recommended antiplatelet and/or anticoagulant therapy
Patients judged to have a lesion that prevents complete inflation of an angioplasty
balloon or proper placement of the delivery system
Patients with known allergies or sensitivities to paclitaxel
Women who are breastfeeding, pregnant or are intending to become pregnant or
men intending to father children. It is unknown whether paclitaxel will be excreted in
human milk and whether there is a potential for adverse reaction in nursing infants
from paclitaxel exposure.
Warnings

Use the product prior to the Use-by Date specified on the package.

Contents are supplied sterile. Do not use the product if the inner packaging is dam-
aged or opened

Do not use air or any gaseous medium to inflate the balloon. Use only the recom-
mended inflation medium (equal parts contrast medium and saline solution).

Do not move the guidewire during inflation of the IN.PACT Admiral DCB.

Do not exceed the rated burst pressure (RBP). The RBP (14 atm [1419 kPa]) is based on
the results of in vitro testing. Use of pressures higher than RBP may result in a ruptured
balloon with possible intimal damage and dissection.

The safety and effectiveness of using multiple IN.PACT Admiral DCBs with a total drug

dosage exceeding 34,854 ug of paclitaxel in a patient has not been clinically evaluated.

Precautions

This product should only be used by physicians trained in percutaneous transluminal
angioplasty (PTA).

This product is designed for single patient use only. Do not reuse, reprocess, or resteril-
ize this product. Reuse, reprocessing, or resterilization may compromise the structural
integrity of the device and/or create a risk of contamination of the device, which could
result in patient injury, illness, or death

Assess risks and benefits before treating patients with a history of severe reaction to
contrast agents.

The safety and effectiveness of the IN.PACT Admiral DCB used in conjunction with
other drug-eluting stents or drug-coated balloons in the same procedure or following
treatment failure has not been evaluated

The extent of the patient’s exposure to the drug coating is directly related to the num-
ber of balloons used. Refer to the Instructions for Use (IFU) for details regarding the use
of multiple balloons and paclitaxel content.

The use of this product carries the risks associated with percutaneous transluminal
angioplasty, including thrombosis, vascular complications, and/or bleeding events
Vessel preparation using only pre-dilatation was studied in the clinical study. Other
methods of vessel preparation, such as atherectomy, have not been studied clinically
with IN.PACT Admiral DCB.

This product is not intended for the expansion or delivery of a stent.

Potential Adverse Effects

+ The potential adverse effects (e.g. complications) associated with the use of the
device are: abrupt vessel closure; access site pain; allergic reaction to contrast medium,
antiplatelet therapy, or catheter system components (materials, drugs, and excipients);
amputation/loss of limb; arrhythmias; arterial aneurysm; arterial thrombosis; arteriove-
nous (AV) fistula; death; dissection; embolization; fever; hematoma; hemorrhage; hypo-
tension/hypertension; inflammation; ischemia or infarction of tissue/organ; local infec-
tion at access site; local or distal embolic events; perforation or rupture of the artery;
pseudoaneurysm; renal insufficiency or failure; restenosis of the dilated artery; sepsis or
systemic infection; shock; stroke; systemic embolization; vessel spasms or recoil; vessel
trauma which requires surgical repair.
Potential complications of peripheral balloon catheterization include, but are not
limited to the following: balloon rupture; detachment of a component of the balloon
and/or catheter system; failure of the balloon to perform as intended; failure to cross
the lesion
Although systemic effects are not anticipated, potential adverse events that may be
unique to the paclitaxel drug coating include, but are not limited to: allergic/immu-
nologic reaction; alopecia; anemia; gastrointestinal symptoms; hematologic dyscrasia
(including leucopenia, neutropenia, thrombocytopenia); hepatic enzyme changes;
histologic changes in vessel wall, including inflammation, cellular damage, or necrosis;
myalgia/arthralgia; myelosuppression; peripheral neuropathy.
Refer to the Physician's Desk Reference for more information on the potential adverse
effects observed with paclitaxel. There may be other potential adverse effects that are
unforeseen at this time.

+  Please reference appropriate product Instructions for Use for a detailed list of indica-
tions, warnings, precautions and potential adverse effects. This content is available
electronically atwww.manuals.medtronic.com

CAUTION: Federal (USA) law restricts this device to sale by or on the order of a physician.
© 2019 Medtronic. All rights reserved. Medtronic, Medtronic logo and Further, Together are

trademarks of Medtronic. TM* third party brands are trademarks of their respective owner. All
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