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Explanation of symbols on package labeling 
 

 Sterilized Using Ethylene Oxide 
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Consult Instructions for Use at this Website: 
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1.0 Product Name 
IN.PACT™ Admiral™ Paclitaxel-coated Percutaneous Transluminal Angioplasty 
(PTA) Balloon Catheter 
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2.0 Product Description 
The IN.PACT Admiral paclitaxel-coated PTA balloon catheter is an over-the-wire 
[OTW] balloon catheter with a drug-coated balloon at the distal tip. The drug 
component, referred to as the FreePac™ drug coating, consists of the drug 
paclitaxel and the excipient urea. The device component physically dilates the 
vessel lumen by PTA, and the drug is intended to reduce the proliferative response 
that is associated with restenosis. Product Component Description (Table 1) 
summarizes the characteristics of the device, hereafter referred to as IN.PACT 
Admiral DCB. 

Table 1: Product Component Description 

Available Balloon 
Diameters (mm) and 
Lengths (mm) 

Balloon Diameter 
(mm) 

Balloon Length (mm) 
20 40 60 80 120 

4.0 X X X X X 
5.0 X X X X X 
6.0 X X X X X 
7.0 X X X X --- 

Note: “---” indicates size not offered; “x” indicates sizes offered 

Balloon Coating (Drug 
Component) Paclitaxel (Active Pharmaceutical Ingredient) and Urea (excipient) 

Catheter Design Over-the-Wire (OTW) 

Usable Catheter 
Lengths 80 cm and 130 cm 

Balloon Inflation 
Pressure 

Nominal Pressure: 8 atm  (811 kPa)  
Rated Burst Pressure: 14 atm  (1419 kPa)  

Minimum Introducer 
Sheath Compatibility 

Balloon Diameter Max Crossing Profile Introducer Sheath 
4.0 mm (all lengths) 5.6 Fr (1.88 mm) 5 Fr 
5.0 mm (all lengths) 6.0Fr (2.00 mm) 

6 Fr 6.0 mm (all lengths except 
120 mm) 6.3Fr (2.10mm) 

6.0 mm (120 mm length) 7.0 Fr (2.33 mm) 7 Fr 
7.0 mm (all lengths) 7.0 Fr (2.33 mm) 

 

Guidewire Compatibility The catheter is compatible with a guidewire diameter of 0.035 in 
(0.89 mm). 

2.1 Device Component Description 
The OTW balloon catheter consists of a proximal hub, dual-lumen shaft, and a distal 
dilatation balloon. The central lumen extends to the distal tip and is used to pass the 
catheter over a guidewire with a diameter of 0.035 in (0.89 mm). The balloon-
inflation lumen is used to inflate and deflate the balloon with a mixture of contrast 
medium and saline solution. Two radiopaque platinum-iridium markers indicate the 
working length of the balloon to position the balloon across the target lesion during 
fluoroscopy. See image of the device, IN.PACT Admiral Paclitaxel-coated PTA 
Balloon Catheter (Figure 1). 
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Figure 1: IN.PACT Admiral Paclitaxel-coated PTA Balloon Catheter 

2.2 Drug Component Description 
The FreePac™ drug coating on the balloon of the IN.PACT Admiral DCB consists of 
the drug paclitaxel and the excipient urea. The balloon surface has a nominal 
paclitaxel dose density of 3.5 μg/mm2. 

2.2.1 Paclitaxel 
The active pharmaceutical ingredient in the IN.PACT Admiral DCB is paclitaxel. The 
principal mechanism by which paclitaxel inhibits neointimal growth is through the 
stabilization of microtubules by preventing their depolymerization during the final 
G2/M phase of cell division. 
The CAS Registry number of paclitaxel is 33069-62-4. The chemical name of 
paclitaxel is: 
Benzenepropanoic acid, (2aR-(2aα,4ß,4aß,6ß,9α(α R*,ßS*),11α,12α,12bα))-ß-
(Benzoylamino)-α-hydroxybenzenepropanoic acid 6,12b-bis(acetyloxy)-12-
(benzoyloxy)-2a,3,4,4a,5,6,9,10,11,12,12a,12bdodecahydro-4,11-dihydroxy-
4a,8,13,13-tetramethyl-5-oxo-7,11-methano-1H-cyclodeca(3,4)benz(1,2-b)oxet-9-yl 
ester. 
See Chemical Structure of Paclitaxel (Figure 2) below. 

 
Figure 2: Chemical Structure of Paclitaxel 

Paclitaxel is a diterpenoid with a characteristic taxane skeleton of 20 carbon atoms, 
a molecular weight of 853.91 g/mol, and a molecular formula of C47H51NO14. It is a 
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white powder, has extremely low water solubility, is highly lipophilic, and is freely 
soluble in methanol, ethanol, chloroform, ethyl acetate, and dimethyl sulfoxide. 

2.2.2 Urea 
The coating utilizes the inactive ingredient urea as an excipient to facilitate the 
release and transfer of paclitaxel into the arterial wall. See Chemical Structure of 
Urea (Figure 3) below. 

 
Figure 3: Chemical Structure of Urea 

2.2.3 Product Matrix and Paclitaxel Content 

 Table 2: Product Matrix and Paclitaxel Content 

Product Code 
(80 cm Usable 

Catheter Length) 

Product Code 
(130 cm Usable  

Catheter Length) 

Nominal 
Balloon 

Diameter 
(mm) 

Nominal 
Balloon 
Length 
(mm) 

Nominal 
Paclitaxel 
Content 
(μg) 

ADM 040 020 08P ADM 040 020 13P 4.0 20 1089 
ADM 040 040 08P ADM 040 040 13P 4.0 40 1969 
ADM 040 060 08P ADM 040 060 13P 4.0 60 2848 
ADM 040 080 08P ADM 040 080 13P 4.0 80 3728 
ADM 040 120 08P ADM 040 120 13P 4.0 120 5487 
ADM 050 020 08P ADM 050 020 13P 5.0 20 1454 
ADM 050 040 08P ADM 050 040 13P 5.0 40 2553 
ADM 050 060 08P ADM 050 060 13P 5.0 60 3653 
ADM 050 080 08P ADM 050 080 13P 5.0 80 4752 
ADM 050 120 08P ADM 050 120 13P 5.0 120 6951 
ADM 060 020 08P ADM 060 020 13P 6.0 20 1850 
ADM 060 040 08P ADM 060 040 13P 6.0 40 3170 
ADM 060 060 08P ADM 060 060 13P 6.0 60 4489 
ADM 060 080 08P ADM 060 080 13P 6.0 80 5809 
ADM 060 120 08P ADM 060 120 13P 6.0 120 8448 
ADM 070 020 08P ADM 070 020 13P 7.0 20 2279 
ADM 070 040 08P ADM 070 040 13P 7.0 40 3819 
ADM 070 060 08P ADM 070 060 13P 7.0 60 5358 
ADM 070 080 08P ADM 070 080 13P 7.0 80 6897 
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3.0 Indications for Use 
The IN.PACT Admiral Paclitaxel-coated PTA Balloon Catheter is indicated for 
percutaneous transluminal angioplasty, after pre-dilatation, of de novo or restenotic 
lesions up to 180 mm in length in native superficial femoral or popliteal arteries with 
reference vessel diameters of 4-7 mm.  
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4.0 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. 
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5.0 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 
damaged or opened. 

• Do not use air or any gaseous medium to inflate the balloon. Use only the 
recommended 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 implanting multiple IN.PACT Admiral DCBs with 
a total drug dosage exceeding 20,691 µg of paclitaxel in a patient has not been 
clinically evaluated in the IN.PACT SFA Trial. 
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6.0 Precautions 

6.1 General Precautions 
• This product should only be used by physicians trained in percutaneous 

transluminal angioplasty (PTA). 

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

• Administer appropriate drug therapy to the patient according to standard 
protocols for PTA before insertion of the dilatation catheter. 

• Take precautions to prevent or reduce clotting when any catheter is used. Flush 
and rinse all products entering the vascular system with heparinized normal 
saline or a similar solution.  For the IN.PACT Admiral DCB catheter, flush the 
guidewire lumen through the guidewire port with heparinized normal saline until 
the fluid exits the distal tip. Do not rinse or wipe the IN.PACT Admiral DCB 
catheter. 

• Identify allergic reactions to contrast media and antiplatelet therapy before 
treatment and consider alternatives for appropriate management prior to the 
procedure. 

• Prior to the procedure, inspect the product to verify that the product is intact. 

• Handle the product with caution to avoid any damage to the balloon coating or 
folded balloon. 

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

• Do not use the IN.PACT Admiral DCB for pre-dilatation or for post-dilatation. 

• This product is designed for single patient use only. Do not reuse, reprocess, or 
resterilize 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. 

• Do not expose the product to organic solvents such as alcohol. 

• To reduce the potential for vessel damage, the inflated diameter of the balloon 
should approximately match the diameter of the vessel just distal to the lesion. 

• The use of this product carries the risks associated with percutaneous 
transluminal angioplasty, including thrombosis, vascular complications, and/or 
bleeding events. 
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6.2 Pre-procedure and Post-procedure Medication Regimen 
It is recommended that dual antiplatelet therapy (aspirin with clopidogrel; use 
ticlopidine as an alternate to clopidogrel in case of allergy) is administered before the 
procedure and for a minimum of one month after the intervention, and that aspirin is 
continued for a minimum of six months after the procedure. Prolonged antiplatelet 
therapy can be given at the discretion of the physician. See Recommended Pre-
procedure and Post-procedure Medication Regimen (Table 3).  

Table 3: Recommended Pre-procedure and Post-procedure Medication Regimen 

Medication Pre-procedure During 
Procedure 

Post-procedure1 

Antiplatelet Aspirin (ASA) 
300-325 mg loading 
dose within 24 hours 
prior to procedure2 

NA 
81-325 mg/day 

(6 months 
minimum) 

Antiplatelet3,4 

Clopidogrel 

75-300 mg within 
24 hours prior to 

procedure or 2 hours 
post-procedure5 

NA 75 mg/day 
(1 month 
minimum) 

Ticlopidine6 

500 mg/day for at 
least 3 consecutive 

days prior to 
procedure (last dose 

within 24 hours of 
procedure) 

NA 500 mg/day 
(1 month 
minimum) 

Anticoagulation 
IV Heparin (or 
other thrombin 

inhibitor) 

Dosing as per institutional standard7 

1 For cases of provisional stenting, refer to the published patient management guidelines for dosing instruction. 
2 ASA loading dose not required for subjects already on a chronic regimen, defined as at least 81 mg daily for at 

least 5 consecutive days pre-procedure, with the last dose given/taken within 24 hours prior to procedure. 
3 The safety and efficacy of this dose has not been prospectively studied. Please refer to current package 

inserts. 
4 Subjects on a prasugrel or ticagrelor regimen for acute coronary syndrome (ACS) may continue that regimen 

as antiplatelet therapy. Please refer to the current package insert for information about risks and benefits of 
these medications, as well as for information on concomitant use of ASA and other medications. 

5 Clopidogrel loading dose not required for subjects who have been taking 75 mg/day for at least 3 consecutive 
days before the intervention, with the last dose being taken within 24 hours prior to procedure. 

6 Recommended in subjects with allergies to clopidogrel. 
7 It is recommended that a bolus of 3000 to 5000 units of heparin be given prior to the angioplasty procedure, 

and that anticoagulation is given as needed to maintain an activated clotting time (ACT) of ≥250 seconds, or 
≥200 seconds where GP IIb/IIIa inhibitors are concomitantly administered. 

6.3 Use of Multiple Balloons 
The extent of the patient’s exposure to the drug coating is directly related to the 
number of balloons used. Refer to Using Multiple IN.PACT Admiral DCBs (Section 
13.9) and Product Matrix and Paclitaxel Content (Table 2) for details regarding the 
use of multiple balloons and a product matrix containing the nominal paclitaxel 
content for each device size, respectively. 
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6.4 Use in Conjunction with Other Procedures 
Potential interactions of the IN.PACT Admiral DCB with alternative therapies such as 
drug-eluting stents, lasers, atherectomy, cryoplasty, cutting/scoring balloons, and 
brachytherapy have not been evaluated and should be avoided whenever possible. 

6.5 Drug Interaction 
Formal drug interaction studies have not been conducted with the IN.PACT Admiral 
DCB. In the clinical pharmacokinetic (PK) sub-study, systemic levels of paclitaxel 
following treatment with IN.PACT Admiral DCB(s) were low and cleared rapidly, 
reducing possible impact of drug-drug interactions due to concomitant medications. 
Consideration for both systemic and local drug interactions should be given when 
deciding to use IN.PACT Admiral DCB(s) in a patient who is taking a drug with 
known interactions to paclitaxel or when deciding to initiate therapy with such a drug 
in a patient who has recently been treated with IN.PACT Admiral DCB(s). Please 
refer to Drug Information (Section 8.0). 

6.6 Balloon Handling and Preparation Precautions 
• Do not remove the device from the pouch until it is needed for immediate use. 

• Handle the device with caution to avoid any damage to the balloon coating or 
folded balloon. 

• Keep the protective sheath in place when purging the balloon catheter of air 
bubbles. 

• Carefully remove and discard the balloon’s protective sheath and stylet. 

• Do not use the protective sheath or stylet as an introduction aid or a rewrapping 
tool. 

• Do not apply positive pressure to the balloon during preparation. 

6.7 Balloon Placement Precautions 
• Manipulate the catheter under fluoroscopic observation when it is exposed to the 

vascular system. Do not advance or retract the catheter unless the balloon is fully 
deflated under vacuum. 

• Do not move the guidewire during inflation of the balloon. 

• Do not manipulate the IN.PACT Admiral DCB while inflated. 

• Catheter applications vary. Select the technique on the basis of the patient’s 
condition and the experience of the interventionalist. 

• Introducer sheaths used must have lumen sizes that are suitable to 
accommodate the IN.PACT Admiral DCB. See Product Component Description 
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(Table 1) for the introducer sheath compatibility and crossing profile of each 
device size. 

• If resistance occurs during manipulation, ascertain the cause via fluoroscopy, 
road mapping, or digital subtraction angiography (DSA) before moving the 
IN.PACT Admiral DCB backward or forward. 

• Do not manipulate the IN.PACT Admiral DCB without sufficient fluoroscopy. 

• Use a pressure-monitoring device to prevent overpressurization (nominal 
pressure: 8 atm [811 kPa], Rated Burst Pressure: 14 atm [1419 kPa]. 

• To ensure full coverage of the entire lesion, the balloon diameter must match the 
reference vessel diameter distal to the lesion and the balloon length must exceed 
the lesion length by approximately 1 cm on both ends. When using multiple 
balloons, do so only as described in Using Multiple IN.PACT Admiral DCBs 
(Section 13.9). 

• Never advance the IN.PACT Admiral DCB without the guidewire extending from 
the tip. 

• Maintaining balloon inflation is strongly recommended for 180 seconds.  
Adequate drug transfer occurs in the first 60 seconds of inflation. 

• Pre-dilatation with an uncoated PTA catheter is required prior to use of the 
IN.PACT Admiral DCB. 

6.8 Balloon Catheter Removal Precautions 
• Prior to withdrawing the balloon catheter from the lesion, completely deflate the 

balloon under vacuum. 

• Center the IN.PACT Admiral DCB relative to the introducer sheath when 
withdrawing, and use caution when removing the IN.PACT Admiral DCB. 

• Should unusual resistance be felt at any time when withdrawing the balloon 
catheter back into the introducer sheath, remove the balloon catheter and the 
introducer sheath as a single unit to reduce the risk of vascular damage. This 
must be done under direct visualization with fluoroscopy.  

• If removal of the IN.PACT Admiral DCB is required prior to deployment and a 
repeat attempt is desired, use a new IN.PACT Admiral DCB. 

6.9 Post-procedure Precautions 
• Administer post-procedure antiplatelet therapy as described in Pre-procedure 

and Post-procedure Medication Regimen (Section 6.2). 



 

16 
 

7.0 Use in Special Populations 

7.1 Pregnancy and Lactation 
The IN.PACT Admiral DCB is contraindicated in women who are pregnant or breast-
feeding. It is unknown whether paclitaxel will be excreted in human milk, and 
whether there is a potential for adverse reaction from paclitaxel exposure in nursing 
infants. Pregnancy Category C: See Carcinogenicity, Genotoxicity, and 
Reproductive Toxicity (Section 8.4). 

7.2 Gender 
Gender was a predefined subgroup that was analyzed in the pivotal clinical study. 
The outcomes are shown in Primary Safety Composite and Primary Effectiveness by 
Gender (Table 10). The results of an interaction analysis indicate that the treatment 
differences between IN.PACT Admiral DCB and PTA groups are consistent between 
male and female subjects. 

7.3 Ethnicity 
Clinical studies of the IN.PACT Admiral DCB did not include a sufficient number of 
patients to assess for differences in safety or effectiveness due to ethnicity, 
regardless of assessment by individual ethnicity categories or assessment by 
Caucasian or non-Caucasian categories. 

7.4 Pediatric Use 
The safety and effectiveness of the IN.PACT Admiral DCB in pediatric patients has 
not been established. 

7.5 Geriatric Use 
The pivotal clinical study for the IN.PACT Admiral DCB had an upper age limit of 85 
years, and had a predefined study subgroup of subjects 75 years or older (85 
subjects). Within this subgroup, the IN.PACT Admiral DCB group showed 
improvement on the primary safety and effectiveness endpoints. 
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8.0 Drug Information 

8.1 Mechanism of Action 
The mechanism(s) by which the IN.PACT Admiral DCB affects neointimal production 
has not been fully established. The principal mechanism by which paclitaxel inhibits 
neointimal growth is through the stabilization of microtubules by preventing their 
depolymerization during the final G2/M phase of cell division. Consequently, the 
microtubule network may not maintain the dynamic rearrangement required for a 
normal mitotic process. 

8.2 Pharmacokinetics 
The pharmacokinetic profile of paclitaxel following treatment with the IN.PACT 
Admiral DCB was evaluated in 25 patients receiving 2,850 µg to 16,900 µg of 
paclitaxel. This evaluation was conducted as a sub-study of the randomized clinical 
trial and is described in Summary of Clinical Studies (Section 11). Paclitaxel 
systemic exposure in the treated subjects was low and cleared rapidly with a bi-
phasic decline. The Cmax ranged from 1.0 to 35.9 ng/mL and the AUC0-∞ ranged from 
11.4 to 128.8 hr*ng/mL. These data indicate that treatment with the IN.PACT 
Admiral DCB provides low systemic exposure of paclitaxel. 

8.3 Metabolism 
Metabolic transformation of paclitaxel occurs predominantly in the liver through 
cytochromes P450 2C8 (CYP2C8) and 3A4 (CYP3A4). Agents which could compete 
with or inhibit the activity of the CYP2C8 and CYP3A4 isoenzymes may increase 
paclitaxel plasma levels. For more information on potential drug interactions, see 
Drug Interaction (Section 6.5). 

8.4 Carcinogenicity, Genotoxicity, and Reproductive Toxicity 
No long-term studies in animals have been published in peer-reviewed literature to 
evaluate the carcinogenic potential of paclitaxel. Paclitaxel was not mutagenic in the 
Ames test or the CHO/HGPRT gene mutation assay. However, the mechanism by 
which paclitaxel interferes with cellular proliferation may give rise to loss of 
chromosomes during cell division as a result of microtubule stabilization during cell 
division. Paclitaxel is an established aneugenic drug in vitro on human normal cells 
and will also produce a positive response in the mouse bone marrow micronucleus 
assay. It has not been established that paclitaxel exerts any direct action on DNA to 
induce strand fragmentation. 

Reproductive toxicity has been previously evaluated in vivo in both rabbits and rats. 
When administered during rabbit fetal organogenesis, paclitaxel doses of 
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3.0 mg/kg/day caused embryo- and fetotoxicity; maternal toxicity was also observed. 
No teratogenic effects were observed at 1.0 mg/kg/day; effects at higher doses 
could not be assessed due to fetal mortality. In rats, fertility impairment was 
observed at doses ≥ 1 mg/kg/day. For comparison, the average dose of paclitaxel in 
the IN.PACT SFA PK Sub-study was 7454 μg, with an average subject weight of 
91 kg, for a theoretical normalized dose of 0.082 mg/kg (assuming all the paclitaxel 
from the coating enters the systemic circulation). 
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9.0 Potential Adverse Events 
Potential adverse events which may be associated with peripheral balloon 
catheterization may include, but are not limited to: 

• 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 

• arteriovenous (AV) fistula 

• death 

• dissection 

• embolization 

• fever 

• hematoma 

• hemorrhage 

• hypotension/hypertension 

• inflammation 

• ischemia or infarction of tissue/organ 

• local infection 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 
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• vessel spasms or recoil 

• vessel trauma which requires surgical repair 
Potential complications of peripheral balloon catheterization include, but are not 
limited to: 

• 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 
These complications may result in adverse events. 

Although systemic effects are not anticipated, potential adverse events not captured 
above that may be unique to the paclitaxel drug coating include, but are not limited 
to: 

• allergic/immunologic 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 events observed with paclitaxel. There may be other potential adverse 
events that are unforeseen at this time. 
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10.0 Patient Counseling Information 
Physicians should consider the following when counseling patients about this 
product: 

• Discuss the risks associated with percutaneous transluminal angioplasty 
procedures. 

• Discuss the risks associated with the IN.PACT Admiral DCB. 

• Discuss the risks and benefits of the treatment specific to the patient. 

• Discuss short- and long-term post-procedure changes to the patient's lifestyle. 

• Discuss the risks of early discontinuation of the antiplatelet therapy. 
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11.0 Summary of Clinical Studies 

11.1 IN.PACT SFA Trial 

11.1.1 Primary Objective 
The objective of the IN.PACT SFA Trial was to evaluate the safety and effectiveness 
of the IN.PACT Admiral DCB as compared with PTA when used to treat 
atherosclerotic lesions of the superficial femoral artery (SFA) and/or proximal 
popliteal artery (PPA). 

11.1.2 Study Design 
The IN.PACT SFA Trial was designed as a two-phase, multicenter, single-blind, 
randomized trial. Subjects in the IN.PACT SFA I phase were enrolled in Austria, 
Belgium, Germany, Italy, and Switzerland under ISO 14155:2003, Declaration of 
Helsinki, and ICH GCP. The second phase, IN.PACT SFA II, was conducted in the 
United States under an investigational device exemption (IDE). Subjects were 
randomized 2:1 to treatment with the IN.PACT Admiral DCB as compared to PTA. 
Provisional stenting was used in cases of PTA failure. Follow-up was completed at 
30 days, 6 months, and 12 months and will be performed at 2, 3, 4, and 5 years.  

The data from the IN.PACT SFA Trial, with greater than 50% subjects coming from 
the U.S. population (150 subjects Europe and 181 subjects U.S.), have been pooled 
and comprise the pivotal trial data. This aggregate data provides statistical power for 
the 12-month primary safety and effectiveness endpoints. 

The primary endpoints for the IN.PACT SFA Trial are listed below.  

• Primary Safety Composite Endpoint: 
o Freedom from device- and procedure-related death through 30 days 

post-index procedure and freedom from target limb major amputation 
and clinically-driven target vessel revascularization (TVR)1 within 12 
months post-index procedure 

 
For the primary safety endpoint, the treatment (πT) and control (πC) groups were 
compared in a non-inferiority format under the following hypothesis. 

H0:   πT  ≤  πC  −  0.1 

HA:   πT  >  πC  −  0.1 

                                                 
1 Clinically-driven TVR is defined as any re-intervention within the target vessel due to symptoms or 

drop of ABI/TBI of ≥ 20% or > 0.15 when compared to post-procedure baseline ABI/TBI 
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• Primary Effectiveness Endpoint: 
o Primary patency within 12 months post-index procedure, defined as 

freedom from clinically-driven target lesion revascularization (TLR)2 a 
and freedom from restenosis as determined by duplex ultrasound 
(DUS)3 peak systolic velocity ratio (PSVR) ≤ 2.44 

 
For the primary effectiveness endpoint, the treatment (pT) and control (pC) groups 
were compared in a superiority format under the following hypothesis.  

H0:   pT  =  pC 

HA:   pT  >  pC 

The sample size was estimated using the two-group chi-square test for the primary 
effectiveness endpoint, and it was driven by the assumptions of a one-sided 
0.024995 alpha and at least 80% desired power to show superiority of IN.PACT 
Admiral DCB to PTA.  
The secondary endpoints for the IN.PACT SFA Trial are listed below.  

• Major Adverse Events (MAE) through 60 months. MAE are defined as all-
cause death, clinically-driven TVR, major target limb amputation, and 
thrombosis at the target lesion site 

• Death of any cause within 30 days, 6, 12, 24, 36, 48 and 60 months 

• TVR within 6, 12, 24, 36, 48 and 60 months 

• TLR within 6, 12, 24, 36, 48 and 60 months 

• Time to first clinically-driven target lesion revascularization (TLR) through 60 
months post-index procedure 

• Major target limb amputation within 6, 12, 24, 36, 48 and 60 months  

• Thrombosis at the target lesion site within 6, 12, 24, 36, 48 and 60 months 

• Primary sustained clinical improvement at 6, 12, 24, 36 months post-
procedure  

• Secondary sustained clinical improvement at 6, 12, 24, 36 months post-
procedure 

                                                 
2 Clinically-driven TLR is defined as any re-intervention at the target lesion due to symptoms or drop 

of ABI/TBI of ≥ 20% or > 0.15 when compared to post-procedure baseline ABI/TBI 
3 Post-index procedure DUS (intended to establish a post-treatment baseline) does not contribute to 

the primary endpoint determination 
4 Restenosis determined by either PSVR > 2.4 as assessed by an independent DUS core laboratory 

or > 50% stenosis as assessed by an independent angiographic core laboratory 
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• Duplex-defined binary restenosis (PSVR > 2.4) of the target lesion at 6, 12, 
24 and 36 months or at the time of the re-intervention prior to any pre-
specified timepoint 

• Duplex-defined binary restenosis (PSVR > 3.4) of the target lesion at 6, 12, 
24 and 36 months or at the time of the re-intervention prior to any pre-
specified timepoint 

• Quality of life assessment by EQ5D questionnaire at 6, 12, 24, 36 months as 
change from baseline 

• Walking distance as assessed by 6 Minute Walk Test at 30 days and at 6, 12, 
24, 36 months as change from  baseline (IN.PACT SFA II phase only) 

• Walking capacity assessment by walking impairment questionnaire (WIQ) at 
30 days and at 6, 12, 24, 36 months  

• Device success defined as successful delivery, balloon inflation and deflation 
and retrieval of the intact study device without burst below the rated burst 
pressure (RBP) 

• Procedural success defined as residual stenosis of ≤ 50% (non-stented 
subjects) or ≤ 30% (stented subjects) by core laboratory (if core laboratory 
was not available then the site-reported estimate was used) 

• Clinical success defined as procedural success without procedural 
complications (death, major target limb amputation, thrombosis of the target 
lesion, or TVR) prior to discharge 

• Days of hospitalization due to the index lesion from procedure through 6, 12, 
24, 36 months 

As the four primary endpoint tests passed (and in a superiority manner), each at a 
critical level of 0.024995, several pre-defined secondary endpoints were compared 
on all ITT non-stented subjects between treatment groups sequentially. These 
secondary endpoints were analyzed in the following order: (1) CD-TLR at 12 
months, (2) primary sustained clinical improvement at 12 months, (3) walking 
distance at 12 months as assessed by the 6-minute walk test, and (4) duplex-
defined binary restenosis (PSVR >2.4) at 24 months or at the time of re-intervention. 
This sequential approach keeps the family-wise error rate at the 0.024995 level 
across the set of four secondary endpoints. 
The statistical analysis plan included planned primary analysis of all non-stented 
patients, as well as a secondary analysis of the intent to treat (ITT) population. The 
demographics and results provided are for the ITT population, which demonstrated 
similar results as the all non-stented patient population.   
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11.1.3 Patient Population 
Subject demographics, medical history, and risk factors of the 331 subjects are 
summarized in Baseline Demographics and Medical History (Table 4), which shows 
similarity between subjects enrolled in both the IN.PACT Admiral DCB and PTA 
groups. 

Table 4: Baseline Demographics and Medical History 

 IN.PACT DCB 
(N=220 Subjects) 

PTA 
(N=111 Subjects) 

p-value 

Age (yr) 67.5 ± 9.5 68.0 ± 9.2 0.612 
Male 65.0% (143/220) 67.6% (75/111) 0.713 
Race1   

0.435 

 White 78.3% (94/120) 83.3% (50/60) 

 Black 14.2%(17/120) 11.7% (7/60) 

 Asian 5.8% (7/120) 3.3% (2/60) 

 Native Hawaiian or Other 
Pacific Islander 

1.7% (2/120) 0.0% (0/60) 

 American Indian or Alaska 
Native 

0.0% (0/120) 0.0% (0/60) 

 Other 0.0% (0/120) 1.7% (1/60) 

Obesity (BMI ≥ 30 kg/m2) 27.7% (61/220) 25.2% (28/111) 0.694 

Diabetes Mellitus 40.5% (89/220) 48.6% (54/111) 0.161 

Hypertension 91.4% (201/220) 88.3% (98/111) 0.431 

Hyperlipidemia 84.5% (186/220) 82.0% (91/111) 0.637 

Current Smoker 38.6% (85/220) 36.0% (40/111) 0.719 

Coronary Heart Disease 57.0% (122/214) 55.0% (60/109) 0.813 

Carotid Artery Disease 34.9% (73/209) 31.7% (32/101) 0.610 
Renal Insufficiency (baseline serum 
creatinine ≥ 1.5 mg/dL) 

8.3% (18/217) 6.4% (7/109) 0.662 

Below-the-knee Vascular Disease 
of Target Leg (Stenotic/Occluded) 

40.9% (90/220) 53.2% (59/111) 0.036 

ABI / TBI2 (mmHg ratio) 0.769 ± 0.228 
(209) 

0.744 ± 0.189 
(106) 

0.308 

Rutherford Category   

0.898 
 2 37.7% (83/220) 37.8% (42/111) 

 3 57.3% (126/220) 55.9% (62/111) 

 4 5.0% (11/220) 5.4% (6/111) 

 5 0.0% (0/220) 0.9% (1/111) 
Numbers are % (counts/sample size) unless otherwise stated. 
1 Race and ethnicity data was not collected in IN.PACT SFA I phase (Europe). 
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2 TBI was not measured in IN.PACT SFA I phase. 
Site reported data. 
 
The baseline lesion characteristics, as reported by the sites and angiographic core 
laboratories, have been provided in Lesion Characteristics (Table 5), Lesion 
Characteristics. The total target lesion length treated was similar between treatment 
groups (IN.PACT Admiral DCB 8.94 cm, PTA 8.81 cm; p=0.815). Occluded lesions 
comprised 25.8% of IN.PACT Admiral DCB subject lesions and 19.5% of PTA 
subject lesions (p=0.222). 

Table 5: Lesion Characteristics 

 IN.PACT DCB 
 

PTA 
 

p-value 

Baseline Lesion Characteristics1 (N=220 Subjects) (N=111 Subjects)  
Lesion Type   

0.875 De novo 95.0% (209/220)) 94.6% (105/111) 

Restenotic (non-stented) 5.0% (11/220) 5.4% (6/111) 

Lesion Location2,3 (N=221 Lesions) (N=113 Lesions)  
Superficial Femoral Artery 97.7% (216/221) 94.7% (107/113) 0.193 
Proximal Popliteal Artery 6.8% (15/221) 7.1% (8/113) 1.000 
Angiographic Lesion 
Characteristics2 (N=221 Lesions) (N=113 Lesions)  

Lesion Length (cm) 8.94 ± 4.89 8.81 ± 5.12 0.815 
Reference Vessel Diameter (RVD) 
(mm) 4.647 ± 0.841 4.681 ± 0.828 0.728 

Minimum Lumen Diameter (MLD) 
(Pre-procedure) (mm) 0.900 ± 0.776 0.933 ± 0.771 0.711 

Diameter Stenosis (Pre-procedure) 81.1% ± 15.5% 81.3% ± 13.7% 0.946 
Occluded Lesions (100% Stenosis) 25.8% (57/221) 19.5% (22/113) 0.222 
TASC Lesion Type   

0.275 
A 56.6% (125/221) 62.8% (71/113) 
B 30.8% (68/221) 26.5% (30/113) 
C 12.2% (27/221) 10.6% (12/113) 
D 0.5% (1/221) 0.0% (0/113) 

Calcification  59.3% (131/221) 58.4% (66/113) 0.907 
 Severe Calcification 8.1% (18/221) 6.2% (7/113) 0.662 
# Run-off Vessels Occluded   

0.042 0 41.5% (88/212) 35.7% (40/112) 
1 41.5% (88/212) 33.0% (37/112) 
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 IN.PACT DCB 
 

PTA 
 

p-value 

2 13.7% (29/212) 26.8% (30/112) 
3 3.3% (7/212) 4.5% (5/112) 

Dissections (Post-procedure)   

0.360 
0 (No Dissection) 36.2% (80/221) 38.9% (44/113) 
A–C 63.8% (141/221) 60.2% (68/113) 
D–F 0.0% (0/221) 0.9% (1/113) 

Minimum Lumen Diameter (Post-
procedure) (mm) 3.903 ± 0.750 3.862 ± 0.732 0.632 

Diameter Stenosis (Post-procedure) 19.9% ± 10.4% 19.1% ± 10.3% 0.535 
Procedural Characteristics4 (N=220 Subjects) (N=111 Subjects)  
Pre-dilatation 96.4% (212/220) 85.6% (95/111) <0.001 
Post-dilatation 26.8% (59/220) 18.9% (21/111) 0.135 
Provisional Stenting 7.3% (16/220) 12.6% (14/111) 0.110 

Numbers are % (counts/sample size) or mean ± standard deviation. 
1 Site reported data. 
2 Core laboratory reported data. All lesions within artery segment are counted. Numbers are % (counts/# of 

lesions) unless otherwise stated. 
3 All lesions within artery segment are counted 
4 Required for IN.PACT SFA II phase; not required for IN.PACT SFA I phase. 
Note that four subjects in the trial were assessed by site as having tandem lesions treated during the index 
procedure and were assessed by the angiographic core laboratory as having two target lesions treated during 
the index procedure. 
 
Follow-up compliance through the 12-month follow-up visit is presented in Subject 
Follow-up Compliance at 12 Months (Table 6). IN.PACT Admiral DCB subject 
compliance within window at 12 months was 93.1% and PTA subject compliance at 
12 months was 90.7%. 

Table 6: Subject Follow-up Compliance at 12 Months 

 IN.PACT DCB 
(N=220 Subjects) 

PTA 
(N=111 Subjects) 

Eligible Subjects1 202 108 

Death2  5 0 

Withdrawal2  13 3 

Follow-up Not Done 5 4 
Follow-up Visit Within Window3 188 98 
Follow-up Visit Out of Window3 9 6 
Follow-up Compliance (%)4 93.1% 90.7% 
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1 Eligible subjects are all subjects who either have a follow-up visit form or are past due for their follow-up 
(beyond upper limit of window on study and did not exit the study before the upper limit of the window). 

2 Death and withdrawal are cumulative. 
3 Within window visits are defined as 12-months ± 30 days. 
4 Percentage based on number of subjects who had follow-up visit within window divided by total number of 

eligible subjects. 
Site reported data. 

11.1.4 Primary Safety and Effectiveness Endpoints 
The primary safety endpoint of the study, a composite of freedom from device- and 
procedure-related death through 30 days, freedom from target limb major 
amputation within 12 months and freedom from clinically-driven target vessel 
revascularization within 12 months, was 95.7% in the IN.PACT Admiral DCB group 
and 76.6% in the PTA group (p<0.001). The IN.PACT Admiral DCB group met the 
predefined 10% non-inferiority margin and showed superiority in safety against the 
PTA group using a sequential analysis approach. The primary effectiveness 
endpoint, primary patency at 12 months, was 82.2% in the IN.PACT Admiral DCB 
group and 52.4% for the PTA group (p<0.001). The IN.PACT Admiral DCB group 
showed statistical superiority against the PTA group. 

See Primary Safety and Effectiveness Endpoints (Table 7). Also see Kaplan-Meier 
Plot - Event-Free from Primary Safety Endpoint through 360 Days (Figure 4) and 
Kaplan-Meier Plot - Primary Patency through 390 Days (Figure 5) 

Table 7: Primary Safety and Effectiveness Endpoints 

Outcome IN.PACT DCB 
(N=220) 

PTA 
(N=111) 

Difference 
[95% CI] 

p-valuea 

Primary Safety 
Endpoint 

95.7% 
(198/207) 

76.6% 
(82/107) 

19.0% 
[10.5%, 
27.5%] 

<0.001 

Primary 
Effectiveness 
Endpoint – Primary 
Patency at 
12 Months 

82.2% 
(157/191) 

52.4% 
(54/103) 

26.2% 
[15.1%, 
37.3%] 

<0.001 

• Primary safety endpoint defined as freedom from device- and procedure-related death through 30 days, 
target limb major amputation within 360 days, and clinically-driven TVR within 360 days 

• Primary patency is defined as freedom from clinically-driven TLR1 and freedom from restenosis as 
determined by duplex ultrasound2 (DUS) peak systolic velocity ratio (PSVR) ≤2.43 within 12 months. Key 
primary patency endpoint definition components: 
1 Clinically-driven TLR is defined as any reintervention at the target lesion due to symptoms or drop of  
   ABI/TBI of ≥20% or >0.15 when compared to post-procedure baseline ABI/TBI 
2 Post-index procedure DUS is intended to establish a post-treatment baseline and does not contribute to  
   the primary endpoint determination 
3 Restenosis determined by either PSVR >2.4 as assessed by an independent DUS core laboratory or >50%  
   stenosis as assessed by an independent angiographic core laboratory. 
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• Post-index procedure DUS did not contribute to the primary effectiveness endpoint determination. Therefore, 
effectiveness results do not reflect four DCB patients who had post-procedure binary restenosis which was 
later not observed at 12 months. 
 

Statistical references: 
• Numbers are % (counts/sample size). CI - Confidence Interval 
• Analysis sets: Effectiveness - all randomized subjects with multiple imputation performed on missing data for 

primary patency are provided in the Difference [95% CI] and p-value columns; Safety - all randomized 
subjects experiencing at least one component for the safety endpoint or with follow-up of at least 330 days 
post-procedure (i.e. the denominator was adjusted for missing data). 

• Non-inferiority on the primary safety endpoint was tested using the Farrington-Manning approach. The non-
inferiority margin of 10% was met, however, the results shown above are for superiority testing. 

a all alpha are one-sided with significance of 0.024995 required. 
Data sources: 
All events were adjudicated by the independent Clinical Events Committee and all duplex ultrasound and 
angiographic measures were made by the independent core laboratories. 
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Figure 4: Kaplan-Meier Plot - Event-Free from Primary Safety Endpoint through 
360 Days 

From day X 
To day Y 
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IN.PACT DCB (N=220 Subjects) 

# Entered 220 220 215 214 214 212 210 208 206 205 203 197 195 

# Censored 0 3 1 0 1 2 2 1 1 2 3 1 50 

# Events 0 2 0 0 1 0 0 1 0 0 3 1 1 

Event-free 
[%] 100.0% 99.1% 99.1% 99.1% 98.6% 98.6% 98.6% 98.1% 98.1% 98.1% 96.7% 96.2% 95.6% 

Greenwood 
SE [%] 0.0% 0.6% 0.6% 0.6% 0.8% 0.8% 0.8% 0.9% 0.9% 0.9% 1.2% 1.3% 1.4% 

PTA (N=111 Subjects) 

# Entered 111 111 109 108 108 105 104 101 91 89 89 88 84 

# Censored 0 1 0 0 0 0 0 2 0 0 0 1 24 

# Events 0 1 1 0 3 1 3 8 2 0 1 3 2 

Event-free 
[%] 100.0% 99.1% 98.2% 98.2% 95.5% 94.6% 91.8% 84.4% 82.6% 82.6% 81.7% 78.9% 76.6% 

Greenwood 
SE [%] 0.0% 0.9% 1.3% 1.3% 2.0% 2.2% 2.6% 3.5% 3.6% 3.6% 3.7% 3.9% 4.1% 

Survival Curves Comparison 

Analysis Method Test Chi Square Degr. Freedom p-value 

Kaplan-Meier Analysis Log-Rank 27.3314 1 <0.001 

All events were adjudicated by the independent Clinical Events Committee. 
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IN.PACT DCB (N=220 Subjects) 

# Entered 220 220 215 214 214 212 210 208 207 206 204 200 198 141 

# Censored 0 3 1 0 1 2 2 1 1 2 3 1 43 39 

# Events 0 2 0 0 1 0 0 0 0 0 1 1 14 15 

Event-free 
[%] 100.0% 99.1% 99.1% 99.1% 98.6% 98.6% 98.6% 98.6% 98.6% 98.6% 98.1% 97.6% 89.8% 78.4% 

Greenwood 
SE [%] 0.0% 0.6% 0.6% 0.6% 0.8% 0.8% 0.8% 0.8% 0.8% 0.8% 0.9% 1.0% 2.2% 3.4% 

PTA (N=111 Subjects) 

# Entered 111 111 109 108 108 106 106 103 93 92 92 91 86 55 

# Censored 0 1 0 0 0 0 0 2 0 0 0 1 18 9 

# Events 0 1 1 0 2 0 3 8 1 0 1 4 13 13 

Event-free 
[%] 100.0% 99.1% 98.2% 98.2% 96.4% 96.4% 93.6% 86.3% 85.3% 85.3% 84.4% 80.7% 66.8% 49.5% 

Greenwood 
SE [%] 0.0% 0.9% 1.3% 1.3% 1.8% 1.8% 2.3% 3.3% 3.4% 3.4% 3.5% 3.8% 4.7% 5.4% 

Survival Curves Comparison 

Analysis Method Test Chi Square Degr. Freedom p-value 

Kaplan-Meier Analysis Log-Rank 33.2068 1 <0.001 

All events were adjudicated by the independent Clinical Events Committee. 

Figure 5: Kaplan-Meier Plot - Primary Patency through 390 Days 
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The primary safety and effectiveness outcomes of all non-stented patients and intent 
to treat (ITT) population are shown in Outcomes of All ITT and All Non-stented 
Populations (Table 8). 

Table 8: Outcomes of All ITT and All Non-stented Populations  

  All ITT All Non-Stented 
 IN.PACT DCB PTA IN.PACT DCB PTA 

     
Primary Safety 
Endpoint 

95.7% (198/207) 76.6% (82/107) 95.8% (183/191) 77.7% (73/94) 

Primary 
Effectiveness 
Endpoint – 
Primary Patency 
at 12 Months 

82.2% (157/191) 52.4% (54/103) 82.9% (145/175) 52.2% (47/90) 

• Primary safety endpoint is defined as freedom from device- and procedure-related death through 30 days, 
target limb major amputation within 360 days, and clinically-driven TVR within 360 days. 

• Primary patency is defined as freedom from clinically-driven TLR1 and freedom from restenosis as 
determined by duplex ultrasound2 (DUS) peak systolic velocity ratio (PSVR) ≤2.43 within 12 months. Key 
primary patency endpoint definition components: 
1 Clinically-driven TLR is defined as any reintervention at the target lesion due to symptoms or drop of  
   ABI/TBI of ≥20% or >0.15 when compared to post-procedure baseline ABI/TBI 
2 Post-index procedure DUS is intended to establish a post-treatment baseline and does not contribute to  
   the primary endpoint determination 
3 Restenosis determined by either PSVR >2.4 as assessed by an independent DUS core laboratory or >50%  
   stenosis as assessed by an independent angiographic core laboratory. 

• Post-index procedure DUS did not contribute to the primary effectiveness endpoint determination. Therefore, 
effectiveness results do not reflect four DCB patients who had post-procedure binary restenosis which was 
later not observed at 12 months.  

Statistical references: 
• Numbers are % (counts/sample size). 
• Analysis sets: Effectiveness - all randomized subjects with as observed results for primary patency; Safety - 

all randomized subjects experiencing at least one component for the safety endpoint or with follow-up of at 
least 330 days post-procedure (i.e. the denominator was adjusted for missing data). 

Data sources: 
All events were adjudicated by the independent Clinical Events Committee and all duplex ultrasound and 
angiographic measures were made by the independent core laboratories. 
 

11.1.5 Principal Safety and Effectiveness Results  
A summary of the principal safety and effectiveness results, including major 
secondary endpoints, have been shown below in Principal Safety and Effectiveness 
Results (Table 9) . Secondary safety endpoints were more favorable in the IN.PACT 
Admiral DCB group. The 12-month major adverse event rate was 6.3% in the 
IN.PACT Admiral DCB group versus 24.3% in the PTA group (p<0.001). This 
statistical significance was primarily driven by a dramatic reduction in clinically-
driven target vessel revascularization (CD-TVR) rate. The IN.PACT Admiral DCB 
group also showed highly statistically significant results of secondary effectiveness, 
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such as clinically-driven TLR (CD-TLR) and primary sustained clinical improvement 
both of which passed hierarchical testing. 

Table 9: Principal Safety and Effectiveness Results 

 IN.PACT 
DCB 

(N=220 
Subjects) 

PTA 
(N=111 

Subjects) 

Difference 
[95% CI] 

p-valuea 

Safety Parameters 
Primary Safety Composite 
Endpoint – Freedom from: 

95.7% 
(198/207) 

76.6% 
(82/107) 

19.0% 
[10.5%, 27.5%] <0.001 

Device- and Procedure-related 
Death through 30 Days 

0.0% 
(0/218) 

0.0% 
(0/111) NA >0.999 

Target Limb Major Amputation 
within 360 Days 

0.0% 
(0/207) 

0.0% 
(0/107) NA >0.999 

Clinically-driven TVR within 
360 Days 

4.3% 
(9/207) 

23.4% 
(25/107) 

-19.0% 
[-27.5%, -10.5%] <0.001 

Death (all-cause) within 30 days 0.0% 
(0/218) 

0.0% 
(0/111) NA >0.999 

Effectiveness Parameters 
Primary Effectiveness Endpoint – 
Primary Patency at 12 Months 

82.2% 
(157/191) 

52.4% 
(54/103) 

26.2% 
[15.1%, 37.3%] <0.001 

Primary Sustained Clinical 
Improvement at 12 Months 

85.2% 
(167/196) 

68.9% 
(73/106) 

16.3% 
[6.2%, 26.5%] <0.001 

Device Success 99.0% 
(308/311) 

98.5% 
(128/130) 

0.6% 
[-1.8%, 3.0%] 0.302 

Procedural Success 99.5% 
(219/220) 

98.2% 
(109/111) 

1.3% 
[-1.3%, 4.0%] 0.111 

Clinical Success 99.1% 
(218/220) 

97.3% 
(108/111) 

1.8% 
[-1.5%, 5.1%] 0.103 

Binary Restenosis (PSVR >2.4) at 
12 Months 

16.5% 
(31/188) 

33.7% 
(29/86) 

-17.2% 
[-28.5%, -5.9%] 0.001 

Binary Restenosis (PSVR >3.4) at 
12 Months 

7.3% 
(13/178) 

21.4% 
(18/84) 

-14.1% 
[-23.7%, -4.6%] <0.001 

Cumulative complications within 360 days 
MAE Composite (Death, Major 
Target Limb Amputation, 
Clinically-driven TVR, Thrombosis) 

6.3% 
(13/207) 

24.3% 
(26/107) 

-18.0% 
[-26.8%, -9.2%] <0.001 

Death (all-cause) 1.9% 
(4/207) 

0.0% 
(0/107) 

1.9% 
[0.1%, 3.8%] 0.926 

Clinically-driven TVR 4.3% 
(9/207) 

23.4% 
(25/107) 

-19.0% 
[-27.5%, -10.5%] <0.001 

Major Target Limb Amputation 0.0% 
(0/207) 

0.0% 
(0/107) NA >0.999 

Thrombosis 1.4% 
(3/207) 

3.7% 
(4/107) 

-2.3% 
[-6.2%, 1.7%] 0.096 

Clinically-driven TLR 2.4% 20.6% -18.1% <0.001 
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 IN.PACT 
DCB 

(N=220 
Subjects) 

PTA 
(N=111 

Subjects) 

Difference 
[95% CI] 

p-valuea 

(5/207) (22/107) [-26.1%, -10.2%] 

Any TVR 4.8% 
(10/207) 

23.4% 
(25/107) 

-18.5% 
[-27.1%, -10.0%] <0.001 

Any TLR 2.9% 
(6/207) 

20.6% 
(22/107) 

-17.7% 
[-25.7%, -9.7%] <0.001 

Endpoint definitions: 
• Primary sustained clinical improvement was defined as freedom from target limb amputation, TVR, and 

increase in Rutherford class at 12 months post-procedure. 
• Device success defined as successful delivery, inflation, deflation and retrieval of the intact study balloon 

device without burst below the RBP. 
• Procedure success defined as residual stenosis of ≤50% (non-stented subjects) or ≤30% (stented subjects) 

by visual estimate. 
• Clinical success defined as procedural success without procedural complications (death, major target limb 

amputation, thrombosis of the target lesion, or TVR) prior to discharge. 
• Clinically-driven TLR/TVR is defined as any reintervention within the target vessel due to symptoms or drop 

of ABI/TBI of ≥20% or >0.15 when compared to post-procedure baseline ABI/TBI. 
• Major Adverse Events (MAE) defined as all-cause death, clinically-driven TLR/TVR, major target limb 

amputation, thrombosis at the target lesion site at 360 days. 
• Binary restenosis is defined as duplex restenosis (PSVR >2.4/3.4) or angiographic restenosis of the target 

lesion at 12 months post-procedure, or at the time of reintervention prior to any prespecified timepoint. 
Statistical references: 
• Numbers are % (counts/sample size). CI - Confidence Interval 
• Analysis sets: Effectiveness - all randomized subjects with multiple imputation performed on missing data for 

primary patency are provided in the Difference [95% CI] and p-value columns; Safety - all randomized 
subjects experiencing at least one component for the safety endpoint or with follow-up of at least 330 days 
post-procedure (i.e. the denominator was adjusted for missing data). 

a all alpha are one-sided with significance of 0.024995 required. All tests were for superiority using the chi-square 
test for binary variables and t-test for continuous variables. 

Data sources:  
All events were adjudicated by the independent Clinical Events Committee, all duplex ultrasound and 
angiographic measures were made by the independent core laboratories, and all other data were site reported. 
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11.1.6 Subgroup Analysis 
Medtronic has analyzed trial results by different pre-defined subgroups to investigate 
the consistency of results.  Primary Safety Endpoint Event at 12 Months (Figure 6), 
Primary Patency at 12 Months (Figure 7), and Clinically-driven Target Lesion 
Revascularization at 12 Months (Figure 8) have been illustrated for each subgroup in 
the forest plots below.  All data for the subgroup analyses trended in favor of 
IN.PACT Admiral DCB over PTA.  
 

 
Note: There were no significant treatment-by-subgroup interactions (p>0.15). The 
95% confidence intervals were unadjusted for multiplicity. 

Figure 6: Primary Safety Endpoint Event at 12 Months 
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Note: There were no significant treatment-by-subgroup interactions (p>0.15). The 
95% confidence intervals were unadjusted for multiplicity. 

Figure 7: Primary Patency at 12 Months 

 
Note: There were no significant treatment by subgroup interactions (p>0.15) except 
in diabetes mellitus (p=0.027). The 95% confidence intervals were unadjusted for 
multiplicity. 

Figure 8: Clinically-driven Target Lesion Revascularization at 12 Months 
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11.1.7 Gender Analysis 
There were 218 males and 113 females enrolled in the pivotal study. Based on 
gender subgroup analyses, both female and male subgroups showed improvement 
on the primary safety and effectiveness endpoints.  The results of an interaction 
analysis indicate that the treatment differences between IN.PACT Admiral DCB and 
PTA groups are consistent between male and female subjects. 

Table 10: Primary Safety Composite and Primary Effectiveness by Gender 

Females 

Outcome IN.PACT 
DCB 

(N=77 
Subjects) 

Standard 
PTA 

(N=36 
Subjects) 

Difference  

Primary Safety Endpoint 94.6% 
(70/74) 

68.6% 
(24/35) 26.0%  

Primary Effectiveness Endpoint 
– Primary Patency at 12 Months 

75.7% 
(53/70) 

43.8% 
(14/32) 29.3%  

Males 

Outcome IN.PACT 
DCB 

(N=143 
Subjects) 

Standard 
PTA 

(N=75 
Subjects) 

Difference  

Primary Safety Endpoint 96.2% 
(128/133) 

80.6% 
(58/72) 15.7%  

Primary Effectiveness Endpoint 
– Primary Patency at 12 Months 

86.0% 
(104/121) 

56.3% 
(40/71) 25.0%  

• Primary safety endpoint is defined as freedom from device- and procedure-related death through 30 days, 
target limb major amputation within 360 days, and clinically-driven TVR within 360 days. 

• Primary patency is defined as freedom from clinically-driven TLR1 and freedom from restenosis as 
determined by duplex ultrasound2 (DUS) peak systolic velocity ratio (PSVR) ≤ 2.43 within 12 months. Key 
primary patency endpoint definition components: 

1 Clinically-driven TLR is defined as any re-intervention at the target lesion due to symptoms or drop of ABI/TBI 
of ≥20% or >0.15 when compared to post-procedure baseline ABI/TBI 

2 Post-index procedure DUS is intended to establish a post-treatment baseline and does not contribute to the 
primary endpoint determination 

3 Restenosis determined by either PSVR >2.4 as assessed by an independent DUS core laboratory or >50% 
stenosis as assessed by an independent angiographic core laboratory. 

• Post-index procedure DUS did not contribute to the primary effectiveness endpoint determination. Therefore, 
effectiveness results do not reflect four DCB patients who had post-procedure binary restenosis which was 
later not observed at 12 months.  

Statistical references: 
• Numbers are % (counts/sample size).  
• Analysis sets: Effectiveness - all randomized subjects with multiple imputation performed on missing data for 

primary patency are provided in the Difference column; Safety - all randomized subjects experiencing at 
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least one component for the safety endpoint or with follow-up of at least 330 days post-procedure (i.e. the 
denominator was adjusted for missing data). 

Data sources: 
All events were adjudicated by the independent Clinical Events Committee and all duplex ultrasound and 
angiographic measures were made by the independent core laboratories. 
 

11.1.8 Summary of Adverse Events 
Serious Adverse Event Rates by SOC and Preferred Term through 360 Days (Table 
11) shows serious adverse event rates by subject and stratified by System-Organ 
Class (SOC) and preferred term. Serious adverse events were site-reported, and 
SOC was assigned via MedDRA version 13.0 coding. 
 
A serious adverse event (SAE) was defined as an adverse event that: 
• led to a death, 
• led to a serious deterioration in the health of the subject that either resulted in: 

• a life-threatening illness or injury, or 
• a permanent impairment of a body structure or a body function, or 
• in-patient hospitalization or prolongation of an existing hospitalization, or 
• medical or surgical intervention to prevent life-threatening illness or injury 

or permanent impairment to a body structure or a body function 
• led to fetal distress, fetal death, or a congenital abnormality or birth defect. 

Table 11: Serious Adverse Event Rates by SOC and Preferred Term through 360 Days 

Serious Adverse Events 
IN.PACT DCB 

(N=220 Subjects) 
Standard PTA 

(N=111 Subjects) p-value 
SUBJECTS WITH ONE OR MORE 
SERIOUS ADVERSE EVENTS 

46.4% (102/220) 55.9% (62/111) 0.105 

BLOOD AND LYMPHATIC SYSTEM 
DISORDERSa 

2.3% (5/220) 1.8% (2/111) 1.000 

    ANAEMIA 1.8% (4/220) 0.9% (1/111)  
    HAEMORRHAGIC ANAEMIA 0.5% (1/220) 0.0% (0/111)  
    PANCYTOPENIA 0.0% (0/220) 0.9% (1/111)  
CARDIAC DISORDERSa 9.5% (21/220) 6.3% (7/111) 0.405 
    ACUTE CORONARY SYNDROME 0.5% (1/220) 0.0% (0/111)  
    ACUTE MYOCARDIAL 
INFARCTION 

1.4% (3/220) 0.0% (0/111)  

    ANGINA PECTORIS 0.9% (2/220) 0.9% (1/111)  
    ANGINA UNSTABLE 0.0% (0/220) 0.9% (1/111)  
    ARRHYTHMIA 0.5% (1/220) 0.0% (0/111)  
    ATRIAL FIBRILLATION 0.9% (2/220) 1.8% (2/111)  
    CARDIAC ARREST 0.5% (1/220) 0.0% (0/111)  
    CARDIAC FAILURE CONGESTIVE 2.7% (6/220) 0.9% (1/111)  
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Serious Adverse Events 
IN.PACT DCB 

(N=220 Subjects) 
Standard PTA 

(N=111 Subjects) p-value 
    CORONARY ARTERY DISEASE 3.2% (7/220) 0.9% (1/111)  
    CORONARY ARTERY 
THROMBOSIS 

0.0% (0/220) 0.9% (1/111)  

    MYOCARDIAL INFARCTION 0.9% (2/220) 0.9% (1/111)  
    MYOCARDIAL ISCHAEMIA 0.5% (1/220) 0.0% (0/111)  
    SINUS TACHYCARDIA 0.5% (1/220) 0.0% (0/111)  
    SUPRAVENTRICULAR 
TACHYCARDIA 

0.0% (0/220) 0.9% (1/111)  

    VENTRICULAR TACHYCARDIA 0.5% (1/220) 0.0% (0/111)  
EAR AND LABYRINTH DISORDERSa 0.5% (1/220) 0.0% (0/111) 1.000 
    VERTIGO 0.5% (1/220) 0.0% (0/111)  
EYE DISORDERSa 0.5% (1/220) 0.0% (0/111) 1.000 
    DIABETIC RETINOPATHY 0.5% (1/220) 0.0% (0/111)  
GASTROINTESTINAL DISORDERSa 4.1% (9/220) 0.9% (1/111) 0.174 
    ABDOMINAL PAIN 0.5% (1/220) 0.0% (0/111)  
    ANAL FISTULA 0.5% (1/220) 0.0% (0/111)  
    GASTROINTESTINAL 
HAEMORRHAGE 

0.9% (2/220) 0.9% (1/111)  

    GASTROOESOPHAGEAL REFLUX 
DISEASE 

0.5% (1/220) 0.0% (0/111)  

    IMPAIRED GASTRIC EMPTYING 0.5% (1/220) 0.0% (0/111)  
    INTESTINAL OBSTRUCTION 0.5% (1/220) 0.0% (0/111)  
    LARGE INTESTINE PERFORATION 0.5% (1/220) 0.0% (0/111)  
    MELAENA 0.0% (0/220) 0.9% (1/111)  
    PANCREATITIS 0.5% (1/220) 0.0% (0/111)  
    PERITONITIS 0.5% (1/220) 0.0% (0/111)  
    SMALL INTESTINAL 
OBSTRUCTION 

0.5% (1/220) 0.0% (0/111)  

GENERAL DISORDERS AND 
ADMINISTRATION SITE 
CONDITIONSa 

5.5% (12/220) 4.5% (5/111) 0.798 

    ADVERSE DRUG REACTION 0.5% (1/220) 0.0% (0/111)  
    CHEST PAIN 0.9% (2/220) 0.9% (1/111)  
    DEVICE OCCLUSION 0.5% (1/220) 0.9% (1/111)  
    IMPAIRED HEALING 0.5% (1/220) 0.9% (1/111)  
    IMPLANT SITE THROMBOSIS 0.5% (1/220) 0.0% (0/111)  
    MASS 0.0% (0/220) 0.9% (1/111)  
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Serious Adverse Events 
IN.PACT DCB 

(N=220 Subjects) 
Standard PTA 

(N=111 Subjects) p-value 
    MULTI-ORGAN FAILURE 0.5% (1/220) 0.0% (0/111)  
    NECROSIS 0.0% (0/220) 0.9% (1/111)  
    OEDEMA PERIPHERAL 0.5% (1/220) 0.0% (0/111)  
    POLYP 0.5% (1/220) 0.0% (0/111)  
    SUDDEN DEATH 0.5% (1/220) 0.0% (0/111)  
    VESSEL PUNCTURE SITE 
HAEMATOMA 

0.9% (2/220) 0.0% (0/111)  

HEPATOBILIARY DISORDERSa 0.9% (2/220) 0.9% (1/111) 1.000 
    BILE DUCT OBSTRUCTION 0.5% (1/220) 0.0% (0/111)  
    CHOLECYSTITIS 0.5% (1/220) 0.0% (0/111)  
    HEPATIC CIRRHOSIS 0.0% (0/220) 0.9% (1/111)  
    LIVER DISORDER 0.5% (1/220) 0.0% (0/111)  
INFECTIONS AND INFESTATIONSa 3.6% (8/220) 1.8% (2/111) 0.505 
    ARTHRITIS BACTERIAL 0.5% (1/220) 0.0% (0/111)  
    BILIARY SEPSIS 0.5% (1/220) 0.0% (0/111)  
    BRONCHIECTASIS 0.0% (0/220) 0.9% (1/111)  
    GANGRENE 0.9% (2/220) 0.0% (0/111)  
    GASTROENTERITIS 0.5% (1/220) 0.0% (0/111)  
    INFECTED LYMPHOCELE 0.5% (1/220) 0.0% (0/111)  
    LOCALISED INFECTION 0.5% (1/220) 0.0% (0/111)  
    OSTEOMYELITIS 0.0% (0/220) 0.9% (1/111)  
    PNEUMONIA 0.5% (1/220) 0.0% (0/111)  
    SEPSIS 0.5% (1/220) 0.0% (0/111)  
    URINARY TRACT INFECTION 0.5% (1/220) 0.0% (0/111)  
    WEST NILE VIRAL INFECTION 0.5% (1/220) 0.0% (0/111)  
INJURY, POISONING AND 
PROCEDURAL COMPLICATIONSa 

5.9% (13/220) 12.6% (14/111) 0.053 

    ARTERIAL RESTENOSIS 0.5% (1/220) 3.6% (4/111)  
    FACIAL BONES FRACTURE 0.5% (1/220) 0.0% (0/111)  
    FALL 0.0% (0/220) 0.9% (1/111)  
    FEMORAL NECK FRACTURE 0.5% (1/220) 0.9% (1/111)  
    FIBULA FRACTURE 0.5% (1/220) 0.0% (0/111)  
    FRACTURED COCCYX 0.5% (1/220) 0.0% (0/111)  
    IN-STENT ARTERIAL RESTENOSIS 1.4% (3/220) 0.9% (1/111)  
    IN-STENT CORONARY ARTERY 
RESTENOSIS 

0.5% (1/220) 0.0% (0/111)  
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Serious Adverse Events 
IN.PACT DCB 

(N=220 Subjects) 
Standard PTA 

(N=111 Subjects) p-value 
    LUMBAR VERTEBRAL FRACTURE 0.5% (1/220) 0.0% (0/111)  
    PERIPHERAL ARTERIAL 
REOCCLUSION 

0.0% (0/220) 3.6% (4/111)  

    VASCULAR GRAFT OCCLUSION 0.5% (1/220) 0.0% (0/111)  
    VASCULAR PSEUDOANEURYSM 1.4% (3/220) 2.7% (3/111)  
INVESTIGATIONSa 0.0% (0/220) 0.9% (1/111) 0.335 
    PROSTATIC SPECIFIC ANTIGEN 
INCREASED 

0.0% (0/220) 0.9% (1/111)  

METABOLISM AND NUTRITION 
DISORDERSa 

1.4% (3/220) 0.0% (0/111) 0.554 

    HYPERGLYCAEMIA 0.5% (1/220) 0.0% (0/111)  
    HYPERKALAEMIA 0.5% (1/220) 0.0% (0/111)  
    OBESITY 0.5% (1/220) 0.0% (0/111)  
MUSCULOSKELETAL AND 
CONNECTIVE TISSUE DISORDERSa 

4.5% (10/220) 4.5% (5/111) 1.000 

    BACK PAIN 0.5% (1/220) 0.9% (1/111)  
    EXOSTOSIS 0.5% (1/220) 0.0% (0/111)  
    INTERVERTEBRAL DISC 
PROTRUSION 

0.0% (0/220) 0.9% (1/111)  

    LUMBAR SPINAL STENOSIS 0.9% (2/220) 0.9% (1/111)  
    MUSCULOSKELETAL PAIN 0.5% (1/220) 0.0% (0/111)  
    OSTEOARTHRITIS 0.9% (2/220) 0.0% (0/111)  
    PAIN IN EXTREMITY 0.9% (2/220) 0.9% (1/111)  
    SPINAL COLUMN STENOSIS 0.0% (0/220) 0.9% (1/111)  
    SPINAL OSTEOARTHRITIS 0.5% (1/220) 0.0% (0/111)  
    SPONDYLOLISTHESIS 0.5% (1/220) 0.0% (0/111)  
    SYNOVIAL CYST 0.5% (1/220) 0.0% (0/111)  
NEOPLASMS BENIGN, MALIGNANT 
AND UNSPECIFIED (INCL CYSTS 
AND POLYPS)a 

0.9% (2/220) 4.5% (5/111) 0.045 

    BASAL CELL CARCINOMA 0.0% (0/220) 0.9% (1/111)  
    BLADDER CANCER 0.0% (0/220) 0.9% (1/111)  
    COLON CANCER METASTATIC 0.0% (0/220) 0.9% (1/111)  
    LIPOMA 0.0% (0/220) 0.9% (1/111)  
    PROSTATE CANCER 0.5% (1/220) 0.0% (0/111)  
    RENAL CANCER 0.0% (0/220) 0.9% (1/111)  
    TONSIL CANCER 0.5% (1/220) 0.0% (0/111)  
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Serious Adverse Events 
IN.PACT DCB 

(N=220 Subjects) 
Standard PTA 

(N=111 Subjects) p-value 
NERVOUS SYSTEM DISORDERSa 5.0% (11/220) 6.3% (7/111) 0.615 
    AMNESIA 0.5% (1/220) 0.0% (0/111)  
    CAROTID ARTERY DISEASE 0.0% (0/220) 0.9% (1/111)  
    CAROTID ARTERY STENOSIS 0.5% (1/220) 1.8% (2/111)  
    CEREBRAL INFARCTION 0.5% (1/220) 0.9% (1/111)  
    CEREBROVASCULAR ACCIDENT 0.5% (1/220) 0.0% (0/111)  
    EMBOLIC CEREBRAL INFARCTION 0.5% (1/220) 0.0% (0/111)  
    HAEMORRHAGE INTRACRANIAL 0.5% (1/220) 0.0% (0/111)  
    HYPOAESTHESIA 0.5% (1/220) 0.0% (0/111)  
    LUMBAR RADICULOPATHY 0.5% (1/220) 0.0% (0/111)  
    PARAESTHESIA 0.0% (0/220) 0.9% (1/111)  
    SYNCOPE 0.5% (1/220) 1.8% (2/111)  
    TRANSIENT ISCHAEMIC ATTACK 1.4% (3/220) 0.0% (0/111)  
RENAL AND URINARY DISORDERSa 0.5% (1/220) 2.7% (3/111) 0.112 
    HAEMATURIA 0.0% (0/220) 0.9% (1/111)  
    RENAL COLIC 0.0% (0/220) 0.9% (1/111)  
    RENAL FAILURE 0.0% (0/220) 0.9% (1/111)  
    RENAL FAILURE ACUTE 0.5% (1/220) 0.0% (0/111)  
REPRODUCTIVE SYSTEM AND 
BREAST DISORDERSa 

0.5% (1/220) 0.0% (0/111) 1.000 

    POSTMENOPAUSAL 
HAEMORRHAGE 

0.5% (1/220) 0.0% (0/111)  

RESPIRATORY, THORACIC AND 
MEDIASTINAL DISORDERSa 

1.4% (3/220) 0.9% (1/111) 1.000 

    ACUTE PULMONARY OEDEMA 0.5% (1/220) 0.0% (0/111)  
    CHRONIC OBSTRUCTIVE 
PULMONARY DISEASE 

0.5% (1/220) 0.0% (0/111)  

    DYSPNOEA EXERTIONAL 0.5% (1/220) 0.0% (0/111)  
    RESPIRATORY FAILURE 0.5% (1/220) 0.9% (1/111)  
SKIN AND SUBCUTANEOUS TISSUE 
DISORDERSa 

0.0% (0/220) 1.8% (2/111) 0.112 

    DRY GANGRENE 0.0% (0/220) 0.9% (1/111)  
    NEUROPATHIC ULCER 0.0% (0/220) 0.9% (1/111)  
SURGICAL AND MEDICAL 
PROCEDURESa 

0.9% (2/220) 0.9% (1/111) 1.000 

    JOINT SURGERY 0.5% (1/220) 0.0% (0/111)  
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Serious Adverse Events 
IN.PACT DCB 

(N=220 Subjects) 
Standard PTA 

(N=111 Subjects) p-value 
    PERIPHERAL 
REVASCULARISATION 

0.0% (0/220) 0.9% (1/111)  

    THERAPEUTIC EMBOLISATION 0.5% (1/220) 0.0% (0/111)  
VASCULAR DISORDERSa 22.7% (50/220) 35.1% (39/111) 0.018 
    ARTERIAL OCCLUSIVE DISEASE 0.5% (1/220) 0.0% (0/111)  
    ARTERIAL STENOSIS LIMB 0.5% (1/220) 2.7% (3/111)  
    ARTERIOVENOUS FISTULA 0.0% (0/220) 1.8% (2/111)  
    ARTERY DISSECTION 3.2% (7/220) 1.8% (2/111)  
    FEMORAL ARTERIAL STENOSIS 6.8% (15/220) 9.0% (10/111)  
    FEMORAL ARTERY DISSECTION 1.8% (4/220) 4.5% (5/111)  
    FEMORAL ARTERY OCCLUSION 1.4% (3/220) 4.5% (5/111)  
    HAEMATOMA 0.0% (0/220) 0.9% (1/111)  
    HAEMORRHAGE 0.5% (1/220) 0.0% (0/111)  
    HYPOTENSION 0.5% (1/220) 0.0% (0/111)  
    ILIAC ARTERY STENOSIS 0.9% (2/220) 0.9% (1/111)  
    INTERMITTENT CLAUDICATION 3.2% (7/220) 9.9% (11/111)  
    ORTHOSTATIC HYPOTENSION 0.5% (1/220) 0.9% (1/111)  
    PERIPHERAL ARTERIAL 
OCCLUSIVE DISEASE 

3.6% (8/220) 4.5% (5/111)  

    PERIPHERAL ARTERY 
DISSECTION 

1.4% (3/220) 3.6% (4/111)  

    PERIPHERAL EMBOLISM 0.5% (1/220) 0.9% (1/111)  
    PERIPHERAL ISCHAEMIA 0.9% (2/220) 1.8% (2/111)  
    PERIPHERAL VASCULAR 
DISORDER 

0.9% (2/220) 0.0% (0/111)  

    SHOCK HAEMORRHAGIC 0.5% (1/220) 0.0% (0/111)  
    SUBCLAVIAN ARTERY STENOSIS 0.0% (0/220) 0.9% (1/111)  
TOTAL SERIOUS ADVERSE EVENTS 195 118  
aEvent verbatim terms are reported by sites, coded using MedDRA version 13.0, and stratified by SOC and 
preferred term.  
Numbers are % (counts/sample size). Patients may be counted in this table more than once by preferred term, 
but are only counted once in the SOC summary line. Site reported data. 
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11.2 Pharmacokinetic Sub-study 
Human pharmacokinetics was investigated as a sub-study of the IN.PACT SFA Trial. 
This sub-study was a prospective, multi-center, non-randomized study arm 
(IN.PACT Admiral DCB) conducted at multiple pre-specified investigational sites, 
designed to evaluate the levels of paclitaxel in the systemic circulation of subjects at 
multiple time points. Pharmacokinetic parameters were determined for a total of 
24 subjects (16 male and 8 female). A summary of the pharmacokinetic parameters 
is presented in Summary of Pharmacokinetic Parameters (Table 12). The 
pharmacokinetic sub-study demonstrated low systemic exposure with rapid 
clearance of paclitaxel. 

Table 12: Summary of Pharmacokinetic Parameters 

Parameter 
Mean 
(N=24) 

Standard Deviation %CV Range 

Tmax (hr) 0.17 0.067 38.8 0.07 – 0.32 

Cmax (ng/mL) 7.9 7.70 97.9 1.0 - 35.9 

AUC0-last (hr*ng/mL) 29.4 22.06 75.0 3.2 – 91.6 

AUC0-inf (hr*ng/mL) 47.8 28.98 60.6 11.4 – 128.8 

T1/2 (hr) 72.5 39.70 54.7 8.2 – 153.5 

CL/F (L/hr) 192.2 103.44 53.8 54.7 – 472.7 
Tmax (hr) 
Cmax (ng/mL) 
AUC0-last (hr*ng/mL) 
AUC0-inf (hr*ng/mL) 
T1/2 (hr) 
CL/F (L/hr) 

The timepoint where Cmax is reached 
Maximum plasma concentration 
Area under plasma concentration-time curve from time zero to time of last measurable concentration 
Area under the plasma concentration-time curve from time zero extrapolated to infinity 
Terminal half-life 
Apparent clearance 

 

11.3 IN.PACT Global Study 

11.3.1 Study Overview 
The IN.PACT Global Study is a prospective, multi-center, single-arm study designed 
to collect and assess global safety and effectiveness data on the IN.PACT Admiral 
DCB in treatment of atherosclerotic disease of the superficial femoral and/or 
popliteal arteries in a “real-world” population. The study is estimated to continue 
follow-up through 2019. The study will enroll approximately 1500 subjects at more 
than 60 sites in Europe, Australia, Asia, Northern Africa, Canada, the Middle East, 
and South America. Follow-up will be completed at 30 days, 6 months, and 
12 months and 2, 3, 4, and 5 years. The interim data from the IN.PACT Global Study 
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that were available at the time were provided to FDA for consideration as part of the 
PMA submission. 

11.4 Summary of Rare Adverse Events 
Medtronic has provided an evaluation of rare adverse events (RAE) in more than 
800 subjects from the IN.PACT SFA Trial, the IN.PACT SFA PK Sub-study, and the 
IN.PACT Global Study. 

The following RAEs were adjudicated by the independent Clinical Events 
Committees (CEC): paclitaxel-related vessel thrombosis within 30 days, paclitaxel-
related distal embolic events within 360 days, paclitaxel-related neutropenia within 
360 days, and paclitaxel-related drug hypersensitivity/reaction within 360 days. The 
rate of paclitaxel-related thrombosis within 30 days was 0.2% (2/890). There were 
no paclitaxel-related distal embolic events within 360 days (0/806), paclitaxel-related 
neutropenia within 360 days (0/806), or paclitaxel-related drug 
hypersensitivity/reaction within 360 days (0/806). 

The current RAE outcomes demonstrate no increased risk of adverse events due to 
the paclitaxel coating. 

 

 

 

 

 

 

 



 

46 
 

12.0 How Supplied 
STERILE: The IN.PACT Admiral DCB is sterilized by ethylene oxide (EtO) and is 
nonpyrogenic. It is intended for single use only. Do not resterilize. Do not use if 
package is opened or damaged. 

CONTENTS: The package contains one (1) IN.PACT Admiral DCB.  

STORAGE: Store the device in the original container. Store between 15°C and 30°C 
(59°F and 86°F). Use product by the Use-by Date noted on the package. Do not 
store near radiation or ultra-violet light sources. 

DISPOSAL INSTRUCTIONS: After use, this product may be a biohazard. Handle 
and dispose of all such devices in accordance with accepted medical practice and 
applicable hospital, administrative, and government regulations. 

DEVICE RETURN INSTRUCTIONS: In the case of a product failure or malfunction 
related to the product, contact a Medtronic Vascular representative for return or 
replacement. Any ancillary devices involved in the incident should also be returned 
to Medtronic, if possible. To obtain return instructions, or for any other product return 
inquiries, contact Clinical Customer Service: 

US Tel: 1-800-556-4247 
US Fax: 763-367-1441 
EU Tel: 31-43-356-6753 
EU Fax: 31-43-356-6628 
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13.0 Instructions for Use 

 
Figure 9: Schematic of the IN.PACT Admiral Paclitaxel-coated PTA Balloon Catheter 

1. Guidewire Port 
2. Hub 
3. Inflation Port 
4. Strain Relief 
5. Shaft 
6. Usable Catheter Length 
7. Radiopaque Marker 
8. Balloon 

13.1 Equipment 
• 0.035 in Guidewire 

• Introducer sheath 

• Pre-dilatation PTA catheter 

• Contrast medium 

• Sterile saline 

• Inflation device with manometer 

• Luer lock syringe for purging 

13.2 Balloon Catheter Size Selection 
• The nominal balloon diameter must match the diameter of the vessel distal to the 

lesion. The balloon length must exceed the lesion length by about 1 cm on the 
proximal and distal ends. 

• If the lesion is longer than the longest available IN.PACT Admiral DCB, use 
multiple IN.PACT Admiral DCBs to treat the lesion, using the recommended 
overlap, as described in Using Multiple IN.PACT Admiral DCBs (Section 13.9), 
Recommended Overlap When Using Multiple IN.PACT Admiral DCBs (Figure 
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11), and Treatment of a Tandem Lesion with Multiple IN.PACT Admiral DCBs 
(Figure 13). 

13.3 Recommendations for Optimal PTA 
• Pre-dilatation of the target lesion with an uncoated PTA catheter is required prior 

to the use of the IN.PACT Admiral DCB. 

• Use a PTA balloon with a diameter 1 mm smaller than the reference vessel 
diameter to facilitate the passage of the appropriately sized IN.PACT Admiral 
DCB. 

Note: Following pre-dilatation, if the lesion cannot be crossed with the first 
inserted IN.PACT Admiral DCB, the second attempt must be made with a new 
IN.PACT Admiral DCB in order to ensure effective drug delivery. 

• As noted in Delivery and Dilatation Procedure (Section 13.7), for optimal 
mechanical dilatation of the vessel, an inflation time of 180 seconds is strongly 
recommended for the IN.PACT Admiral DCB. Adequate drug transfer occurs in 
the first 60 seconds of inflation. 

• Post-dilatation should be completed according to the physician’s discretion. If 
adequate PTA results are not obtained after the IN.PACT Admiral DCB(s) 
balloon inflation, post-dilatation using a non–drug-coated PTA balloon of shorter 
length than the previously used IN.PACT Admiral DCB is recommended. 
Note: In the randomized trial, provisional stenting with bare-metal stents was 
completed in cases where adequate results could not be obtained after using 
post-dilatation balloons, such as in the case of remaining residual stenosis 
[≥ 50%] or major [≥ Grade D] flow-limiting dissection after post-dilatation. 

• It is important to provide drug delivery to the entire length of the treated artery 
prior to post-dilatation or provisional stenting. 

13.4 PTA Preparation 
1. Prepare the inflation device, introducer sheath, and guidewire according to the 

manufacturer's instructions. See Minimum Introducer Sheath Compatibility 
(Table 13) for help selecting the appropriately sized introducer sheath. 

Table 13: Minimum Introducer Sheath Compatibility 

Balloon Diameter Max Crossing Profile Introducer Sheath 
4.0 mm (all lengths) 5.6 Fr (1.82 mm) 5 Fr 
5.0 mm (all lengths) 6.0 Fr (2.00mm) 6 Fr 6.0 mm (all lengths except 120 mm) 6.3 Fr (2.10 mm) 

6.0 mm (120 mm length) 7.0 Fr (2.33 mm) 7 Fr 7.0 mm (all lengths) 7.0 Fr (2.33 mm) 
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Note: Use of a long introducer sheath extending beyond the iliac bifurcation is 
recommended if a contralateral approach is used. 

2. Administer the appropriate medication to the patient prior to treatment as 
described in Pre-procedure and Post-procedure Medication Regimen (Section 
6.2). 

3. Prepare the vascular access site according to standard practice. 
4. Insert a guidewire through the hemostatic valve following the manufacturer's 

instructions or standard practice. Advance the guidewire carefully into the 
introducer sheath. 

5. Attach a torque device to the wire, if desired. Under fluoroscopy, advance the 
guidewire to the desired vessel, then across the stenosis. Remove the torque 
device once the guidewire is positioned. 

13.5 IN.PACT Admiral DCB Preparation 
1. The catheter is packaged in a protective blister. Verify that the catheter and 

sterile packaging have not been damaged in shipment. After all preparation has 
been completed, carefully remove the catheter from the package. Do not remove 
the IN.PACT Admiral DCB from the packaging until it is ready for insertion. 
 
Note: Avoid exposing the balloon drug coating to excessive handling or contact 
with liquids prior to preparation and delivery as the coating may be susceptible to 
damage or premature drug release. 

2. The folded balloon catheter may contain air that should be purged prior to use. 
Connect a stopcock to the balloon port of the catheter hub. Connect a luer-lock 
syringe partially filled with saline solution to the stopcock. Open the stopcock. 
Keeping the syringe in a downward vertical position, draw back the plunger of the 
syringe and create a vacuum for 30 seconds in the balloon inflation line until air is 
completely evacuated. 
Caution: If the air bubbles cannot be completely evacuated, there may be a leak 
in the catheter. Discard the device and select a new IN.PACT Admiral DCB. 
Note: It is important to maintain the vacuum seal in order to keep the balloon 
profile tight before insertion into the introducer sheath. 
Note: Keep the protective sheath in place during the purging procedure. 

3. After air is completely evacuated, close the stopcock and remove the syringe. 
4. Remove the stylet and the protective sheath from the balloon and discard. Do not 

use the protective sheath as an introduction aid or rewrapping tool. 
5. Connect the filled syringe to the guidewire port. Flush the guidewire lumen 

through the guidewire port with heparinized normal saline until the fluid exits the 
distal tip. 
Note: Drops of saline must emerge from the device tip. 
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Note: To minimize the introduction of air, aspirate and flush the system and keep 
a tight catheter connection throughout the procedure. 

13.6 Inflation Device Connection to the IN.PACT Admiral DCB 
1. Fill the inflation device with 10 mL of saline-contrast mixture. Do not use air or any 

gaseous medium to inflate the balloon. Use only the recommended inflation 
medium (equal parts contrast medium and saline solution). Do not apply positive 
pressure to the balloon during preparation. 

2. Evacuate all air present in the inflation device. 
Note: The inflation device should have no air bubbles present, either in the tube 
or in the cylinder; to remove any air lodged, keeping the tip upward, purge 
approximately 1cc of saline-contrast mixture. 

3. With the stopcock connected to the balloon port in the closed position, securely 
couple the inflation device to the stopcock. Verify that no air is evident in both the 
stopcock and the inflation device's connection. 

13.7 Delivery and Dilatation Procedure 
1. Load the distal tip of the balloon catheter over the prepositioned guidewire, which 

has been placed through the lesion. 
2. Advance the catheter under direct fluoroscopic visualization. To avoid kinking, 

advance the catheter through the hemostatic valve slowly and in small increments 
while the stopcock is closed. Open the hemostatic valve to allow for easy passage 
of the balloon and to prevent damage to the balloon coating. Once the balloon has 
passed through, the hemostatic valve should be closed as much as is needed to 
prevent blood return while still permitting easy movements of the catheter. 
Note: If significant resistance is encountered, do not advance the catheter 
through the introducer sheath. 

3. Under fluoroscopy, use the balloon radiopaque markers to position the balloon 
within the lesion to be dilated. If the inflation device has not already been 
connected, connect the inflation device according to instructions in Inflation 
Device Connection to the IN.PACT Admiral DCB (Section 13.6). 

4. Open the stopcock and inflate the balloon to the appropriate pressure as 
described in the Compliance Chart included in the device packaging, then close 
the stopcock to maintain pressure. For optimal mechanical dilatation of the vessel, 
balloon inflation time of 180 seconds is strongly recommended. Adequate drug 
transfer occurs in the first 60 seconds of inflation. If the IN.PACT Admiral DCB 
was inflated for at least 60 seconds but the vessel requires additional dilatation 
due to suboptimal PTA results, a plain PTA balloon of the operator's choice can 
be used (PTA balloon should be of shorter length compared to the IN.PACT 
Admiral DCB). 
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Warning: Do not exceed rated burst pressure as indicated on the device label. 
Use of pressures higher than those specified on the device label may result in a 
ruptured balloon with possible intimal damage and dissection. 
Note: The IN.PACT Admiral DCB is intended for single inflation only. 

13.8 Removal Procedure 
1. Open the stopcock and deflate the balloon by applying negative pressure to the 

inflation device. Allow approximately 60 seconds for full balloon deflation. Larger 
balloons may require more time for deflation. Deflation of the balloon should be 
confirmed by absence of contrast medium within the balloon. 
Note: The balloon must be completely deflated before removal. 

2. Upon confirmation of full deflation, disconnect the inflation device, then open the 
hemostatic valve and withdraw the deflated balloon catheter from the introducer 
sheath, through the hemostatic valve. Tighten the knurled knob on the hemostatic 
valve. 

3. If necessary, the balloon catheter can be exchanged for different balloon types or 
sizes using the guidewire/introducer that remains in the vessel. 
Note: If further dilatation is required, post-dilatation should be performed with a 
non–drug-coated PTA balloon shorter in length than the IN.PACT Admiral DCB. 

4. When complete, withdraw the guidewire/introducer, and close the hemostatic 
valve. 
Note: After use, this device may be a biohazard. Handle and dispose of all such 
devices in accordance with accepted medical practice and applicable hospital, 
administrative, and government regulations. 

13.9 Using Multiple IN.PACT Admiral DCBs 
Warning: The safety and effectiveness of implanting multiple IN.PACT Admiral 

DCBs with a total drug dosage exceeding 20,691 µg paclitaxel in a patient has 
not been clinically evaluated in the IN.PACT SFA Trial.  

Additional IN.PACT Admiral DCBs should be used to treat a lesion only under either 
of the following circumstances: 

• The first IN.PACT Admiral DCB bursts prior to 60 seconds of inflation time. 

• The lesion length requires more than one IN.PACT Admiral DCB to fully cover 
the lesion and extend about 1 cm at both the proximal and distal edges. 

If multiple IN.PACT Admiral DCBs are required due to a lesion length greater than 
the longest available DCB, the balloons must overlap by at least 1 cm. The size of 
additional DCBs should not be longer than required to allow for this overlap and 
complete the lesion coverage with about 1 cm extended beyond the lesion both 
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proximally and distally. Proper size selection is important to avoid excessive overlap. 
Refer to Figure 10 through Figure 13 for further guidance. 

Note: In order to reduce procedure-related complications, use only the minimum 
number of devices needed to cover the lesion(s). 

 
Figure 10: Treatment of a Single Lesion 

1. approximately 1 cm 
 

 
Figure 11: Recommended Overlap When Using Multiple IN.PACT Admiral DCBs 
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1. approximately 1 cm 
2. at least 1 cm balloon overlap 

 
Figure 12: Treatment of a Tandem Lesion with a Single IN.PACT Admiral DCB 

1. approximately 1 cm 
2. lesion gap ≤ 3 cm 
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Figure 13: Treatment of a Tandem Lesion with Multiple IN.PACT Admiral DCBs 

1. approximately 1 cm 
2. lesion gap ≤ 3 cm  
3. at least 1 cm balloon overlap 
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14.0 DISCLAIMER OF WARRANTY 
ALTHOUGH THE IN.PACT ADMIRAL DRUG-COATED BALLOON CATHETER, 
HEREAFTER REFERRED TO AS “PRODUCT”, HAS BEEN MANUFACTURED 
UNDER CAREFULLY CONTROLLED CONDITIONS, MEDTRONIC, INC., AND 
AFFILIATES (COLLECTIVELY, “MEDTRONIC”) HAVE NO CONTROL OVER 
CONDITIONS UNDER WHICH THIS PRODUCT IS USED. THE WARNINGS 
CONTAINED IN THE PRODUCT LABELING PROVIDE MORE DETAILED 
INFORMATION AND ARE CONSIDERED AN INTEGRAL PART OF THIS 
DISCLAIMER OF WARRANTY. MEDTRONIC THEREFORE DISCLAIMS ALL 
WARRANTIES, BOTH EXPRESSED AND IMPLIED, WITH RESPECT TO THE 
PRODUCT, INCLUDING, BUT NOT LIMITED TO, ANY IMPLIED WARRANTY OF 
MERCHANTABILITY OR FITNESS FOR A PARTICULAR PURPOSE. MEDTRONIC 
SHALL NOT BE LIABLE TO ANY PERSON OR ENTITY FOR ANY MEDICAL 
EXPENSES OR ANY DIRECT, INCIDENTAL, OR CONSEQUENTIAL DAMAGES 
CAUSED BY ANY USE, DEFECT, FAILURE, OR MALFUNCTION OF THE 
PRODUCT, WHETHER A CLAIM FOR SUCH DAMAGES IS BASED UPON 
WARRANTY, CONTRACT, TORT, OR OTHERWISE. NO PERSON HAS ANY 
AUTHORITY TO BIND MEDTRONIC TO ANY REPRESENTATION OR 
WARRANTY WITH RESPECT TO THE PRODUCT. 
The exclusions and limitations set out above are not intended to and should not be 
construed so as to contravene mandatory provisions of applicable law. If any part or 
term of this Disclaimer of Warranty is held to be illegal, unenforceable, or in conflict 
with applicable law by a court of competent jurisdiction, the validity of the remaining 
portions of this Disclaimer of Warranty shall not be affected.
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THE CIRCULATORY SYSTEM

The circulatory system (see Figure 1) is a network of tube-like blood vessels that carry blood 
and other nutrients to and from the cells in your body.

Arteries are blood vessels that carry oxygen-rich blood from your heart to the organs and 
tissues throughout your body. Veins are blood vessels that return oxygen-poor blood from 
your organs and tissues to the lungs and then back to your heart.

Healthy arteries are like rubber tubes. They have smooth, flexible inner walls so that blood 
can flow through them easily. When arteries become diseased they are more like clogged 
pipes that limit or restrict the flow of blood to organs and tissues. When this happens, the 
arteries need to be treated so that blood flows easily again.

Peripheral vascular disease (PVD) refers to any disease of the circulatory system outside 
the brain and heart.

This brochure talks about one type of peripheral vascular disease called peripheral 
arterial disease (PAD). PAD happens when arteries become narrowed, which reduces the 
blood flow to your body.

					                 �Because your arteries are the main 
“highway” for transporting oxygen-rich 
blood throughout your body, health 
problems can develop when blood flow 
is decreased or restricted.

Figure 1. Circulatory System
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Peripheral Arterial Disease

What Causes PAD?

Peripheral arterial disease (PAD) happens when there is a build-up of fatty material,  
called plaque, inside your arteries. Another name for this condition is atherosclerosis, or 
hardening of the arteries.

The plaque deposits can cause your arteries to stiffen and become narrowed or blocked, 
limiting the supply of oxygen-rich blood throughout your body (see Figure 2).

This can cause different health problems, depending on which arteries are blocked. In  
less severe cases of PAD, patients may have symptoms such as claudication (pain) when 
walking due to less oxygen-rich blood traveling to their muscles than is needed. Severe PAD 
can cause a less common condition known as critical limb ischemia (CLI). Patients with  
CLI have reduced blood flow due to blockages in the arteries that leads to pain in the legs 
even while resting. Patients with CLI can also have wounds in the feet and lower legs that 
have trouble healing because of poor blood flow.

Figure 2. Comparison of  
a healthy artery (top) 
with an artery with 
plaque buildup (bottom)

3



Who is at Risk?

According to the US Department of Health and Human Services, one in every 20 Americans 
over the age of 50 has PAD.* Many who suffer from the disease are never diagnosed or 
treated. Symptoms of PAD are often mistaken for general signs of aging. 

While some hardening of the arteries and plaque build-up in the arteries is normal as you grow 
older, certain risk factors, including behaviors, conditions, or habits, can lead to developing PAD 
sooner. The more risk factors you have, the higher your chances of developing PAD.

Some of the risk factors for PAD are:

>	 Smoking

>	 High blood pressure (also called hypertension)

>	 High levels of cholesterol and triglycerides in your blood

>	 African-American

>	 Diabetes

>	 Family history of heart or vascular disease

>	 Obesity (overweight)

>	 Lack of exercise or physical activity

>	 Stress

>	 Age over 50 years old

Although you cannot control risk factors like age, gender, race, and family history, you can 
control or manage some risk factors to lower your risk. These include smoking, diabetes, 
high blood pressure, high cholesterol, obesity, stress, and leading an inactive lifestyle. Your 
doctor can advise you in making healthier choices about your diet, tobacco use, activity 
level, and stress management. 

If you are at risk of developing PAD, it is important to talk with your doctor about ways to lower 
your risk factors. In addition to having atherosclerosis (hardening of the arteries), people 
with PAD are also at high risk for suffering a heart attack or stroke. For more steps you can take 
to help prevent or slow the process of PAD see - Living with Peripheral Arterial Disease.

What are the Symptoms of PAD?

>	 Pain or tiredness in the lower extremities

>	 Buttock pain
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>	 Burning or tingling in the feet

>	 Sores or breaks in the skin of the legs and feet

>	 Loss of hair on the feet or toes

>	 Aching in the feet or toes when at rest

>	 Changes in skin color (reddish, bluish, or pale discoloration)

>	 Decrease in skin temperature

>	 Impotence (inability to get or maintain an erection)

How is PAD Diagnosed?

When making a diagnosis, your doctor will review your medical and family history, risk  
factors and symptoms. If your doctor suspects that you have PAD, he or she may give you  
a series of tests and examinations before deciding on a treatment plan. These tests are  
designed to measure how well your blood is flowing through your arteries and identify  
areas of concern, and they may include one or more of the following:

>	 �Ankle-brachial index (ABI): Used to diagnose PAD in the lower extremities (legs). 
It compares the blood pressure measured at your ankle with the blood pressure 
measured at your arm. If the blood pressure measured at your ankle is much lower 
than the blood pressure measured at your arm, this can show that there are  
blockages in the vessels in your leg that slow the flow of blood to your foot. A  
regular blood pressure cuff and special ultrasound device are used in this test. 

>	 �Exercise stress test: Involves walking on a treadmill for a period of time (usually 
about five minutes) or until you must stop walking because of tiredness or  
discomfort in your legs. These symptoms can show that reduced blood flow is 
reaching your muscles and may mean that there are blockages in your vessels.

>	 �Ultrasound: Uses high-frequency sound waves to create an image that can help 
your doctor evaluate blood flow and narrowing or blockages in your blood vessels.

>	 �Magnetic resonance imaging (MRI): Uses magnetic fields and radio waves to  
create an image that shows blockages inside your arteries.

>	 �Angiography: Uses an imaging technique called fluoroscopy, which uses X-ray 
technology and a fluid called contrast dye to “film” the blood flow in your arteries. 
These images can show the exact location of any narrowing in the blood vessel. 
This test is done in a catheterization laboratory, or “cath” lab.

>	 �Computed tomography (CT): Uses specialized X-ray scans to make detailed  
pictures of your arteries to detect blockages.
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Treatment Options for PAD

PAD can be managed in several ways. Your doctor will recommend a treatment plan for you 
based on your symptoms, test results, medical history, and future potential risks. This plan 
may include lifestyle changes and medications to relieve your pain and symptoms,  
and interventional procedures to increase blood flow through your arteries.

Lifestyle Changes
PAD is common among smokers, people with diabetes, and people who are overweight or 
obese. Changes in lifestyle are one of the first things you can do to manage your PAD. If you 
are a smoker, it is important to quit. You should talk to your doctor if you would like support 
to make a plan to quit smoking. If you have diabetes, take steps to lower your blood sugar. 
It is critical for those with diabetes and PAD to monitor and protect their feet from injury. If 
you are overweight or obese, talk to your doctor about starting a low-fat, low-cholesterol diet 
and also exercising as ways to achieve  a healthy weight and to lower your blood pressure. 

Benefits to lifestyle change to help control PAD include:

Benefits:

>	� May help to slow the progression of PAD and decrease the likelihood of a heart attack 
or stroke.

>	� May be able to avoid surgery or other procedures that involve additional health risks 
and can be costly.

Lifestyle changes alone may not improve the condition of your arteries; you may need  
more treatment.

Medications
Along with recommending lifestyle changes, your doctor may prescribe medications (pills) 
to slow the progress of the disease or to ease some symptoms. Some medications may 
be used to help control cholesterol, blood sugar, or blood pressure, while others may help 
prevent clots from forming within narrowed blood vessels. Sometimes, medication alone 
does not clear blocked arteries, and you may need more treatment.

Benefits and risks to medications to help control PAD include:

Benefits:

>	� May be able to avoid surgery or other procedures that involve additional health risks 
and can be costly.

Risks:

>	� Some medications cause side effects you may not be able to manage, along with 
other health-related risks.

>	� Medication alone may not clear your arteries; you may need more treatment.
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Endovascular Procedures:
An endovascular procedure is a non-surgical procedure performed inside your artery 
using a thin, long tube called a catheter.  Examples of different types of endovascular 
procedures are listed below:

Balloon Angioplasty
Balloon angioplasty is a non-surgical procedure done in the catheterization laboratory. 
The doctor injects a special dye through a small, thin tube called a catheter into the 
patient’s bloodstream. The dye allows the doctor to view the arteries on an X-ray monitor. 
A device with a small balloon on its tip is then inserted through an artery in the leg and 
threaded through the arteries until it reaches the narrowed area. The balloon is inflated to 
flatten the plaque against the wall of the artery, opening the artery and restoring blood 
flow. The balloon is deflated and removed from the patient’s body.

Benefits and risks to balloon angioplasty are:

Benefits:

>	 The narrowing in the artery may be reduced resulting in improved blood flow

>	 The patient is awake for the procedure (local anesthesia)

>	 The hospital stay is usually brief

>	 Patients may be able to return to normal activities quickly

>	 Major complications are uncommon

Risks:

>	 The insertion site may bleed or become infected

>	 The balloon could tear the artery wall (Artery Dissection)

>	 The balloon could puncture the artery (Artery Perforation) 

>	 The artery may become blocked again (Restenosis)

Figure 3. In balloon angiography, a  
special balloon is temporarily inserted into 
an artery narrowed by plaque buildup 
and inflated slightly to flatten the plaque 
against the artery wall, opening the artery 
and restoring blood flow.
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Stent Therapy
Your doctor may recommend placing a stent to reopen your blocked artery. A stent is a 
small, expandable, metal, mesh-like tube that supports the artery and helps to keep it open.

Implanting a stent does not require open surgery. The doctor inserts a catheter into an 
artery in the leg, similar to the balloon angiography procedure. A specially designed 
catheter delivers the stent to the narrow area in the artery. The stent is expanded, 
flattening the plaque against the artery wall and holding the artery open with a mesh-like 
tube. The catheter used to deliver the stent is then removed, but the stent stays in the 
artery permanently to maintain healthy blood flow.

Benefits and risks of Stent Therapy include:

Benefits:

>	 The stent keeps the artery open improving blood flow 

>	� The patient is awake for the procedure (local anesthesia)

>	� The hospital stay is usually brief 

>	� Patients may be able to return to normal activities quickly

>	� Major complications are uncommon

Risks:

>	� The insertion site may bleed or become infected

>	� The stent can clog up (occlude) causing reduced and/or no blood flow to the area

>	 The stent delivery system could tear the artery wall (Artery Dissection)

>	 The stent delivery system could puncture the artery (Artery Perforation)

>	 The artery may become blocked again

>	 The stent can break or fracture

Figure 4. A stent is a tiny, expandable, 
metal, mesh-like tube that helps support 
the artery, increasing blood flow. 
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Open Surgery
There are several types of surgery that may also be used to treat PAD. Two of the most  
common types of surgery are endarterectomy and bypass.

Endarterectomy
An endarterectomy is a procedure that removes plaque directly from the inside of the 
artery wall. This treatment is for patients with serious PAD. 

During this procedure, the doctor makes a small incision (cut) along the blocked or  
narrowed artery and physically removes the plaque. In some cases, the blocked portion  
of the blood vessel is also removed. After the plaque has been removed, the artery is closed 
with stitches or by a patch made from the patient’s own vein or synthetic (man-made)  
material. Blood flow is then restored through the artery and the outer incision is closed. 
Patients usually stay in the hospital for one to two days and then continue their  
recovery at home.

Benefits and risks of endarterectomy include: 

Benefits:

>	 Effective at restoring blood flow and relieving PAD symptoms

>	 Improved blood flow usually lasts many years

Risks: 

>	 Pain around incision site

>	� Requires conscious sedation or general anesthesia, (you are not conscious during 
surgery) which increases health risks

>	� Patients may experience temporary skin numbness and swelling around  
the incision site

>	� Infection

>	� Arterial thrombosis

>	� The artery may become blocked again
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Bypass
Your doctor may choose to do a bypass in more serious cases of PAD where blockages  
are very long or very hard (calcified). This procedure uses a graft (either a healthy blood  
vessel from another part of the body, or a synthetic tube) to reroute the blood flow around  
a blocked artery and create a new, permanent pathway for blood to flow.

The procedure is done in a hospital under general anesthesia. The doctor makes a small 
opening near the blockage in the diseased artery. The graft is then attached (grafted) above 
and below the blockage, creating a new passageway for blood to flow (bypass) around the 
blocked artery. During the procedure, the doctor may do an angiography or ultrasound to 
check the bypass for any problems and to make sure it is working properly. Patients typically 
stay in the hospital for several days and then continue their recovery at home for two to 
three months.

Benefits and risks of bypass include:

Benefits:

>	� Effective at restoring blood flow and relieving PAD symptoms

>	� Improved blood flow usually lasts many years

Risks:

>	� Requires general anesthesia (you are not conscious during surgery), which  
increases health risks.

>	� The affected blood vessel could be injured

>	� Long recovery time

>	� Infection

>	� The artery may become blocked  
again (occlude)

>	� The bypass can clog up (occlude)  
causing reduced and/or no blood  
flow to the area

Figure 5. Bypass procedure
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Medtronic IN.PACT™ Admiral™ Drug-Coated Balloon (DCB)

The IN.PACT Admiral is a drug-coated angioplasty balloon designed for percutaneous 
transluminal angioplasty (PTA) in patients with PAD of the peripheral arteries. The balloon 
is coated with a combination of two substances: 

>	 �Paclitaxel: is a drug that helps limit the growth of scar tissue. Historically, in much 
larger doses, it has been used to treat various types of cancer.

>	 �Urea: a natural substance that aids in the transfer of paclitaxel from the balloon to 
the artery wall.

The IN.PACT Admiral Drug-Coated Balloon is intended to prevent the re-narrowing of the 
artery due to plaque build up.

Figure 6. The IN.PACT Admiral  
Drug-Coated Balloon is coated with 
-Paclitaxel 
-Urea

Paclitaxel

UREA
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IN.PACT Admiral is Not Recommended for Use In:

Contraindications:
> 	 the treatment of coronary arteries, renal arteries, and supra-aortic/ 
	 cerebrovascular arteries

> �	� patients who cannot receive recommended anti-platelet 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 there is a potential for adverse reaction in nursing 
infants from paclitaxel exposure



Potential Adverse Events

Complications associated with the use of the IN.PACT Admiral Balloon catheter are similar to 
the ones associated with standard PTA procedures. Possible complications may include, but 
are not limited to: 

>	 �Abrupt vessel closure

>	 Access site pain

>	� Allergic reaction to contrast medium, antiplatelet medications,  
or catheter system components 

>	 Amputation/loss of limb

>	 Arrhythmias

>	� Arterial aneurysm (balloon-like bulge in the arterial wall) 

>	� Arterial thrombosis (blood clot)

>	� Arteriovenous (AV) fistula 

>	� Death 

>	� Dissection

>	 Embolism 

> 	 Fever

>	� Hematoma (bruise) 

>	 Hemorrhage (bleeding)

>	 Hypotension

>	 Hypertension

>	 Inflammation

>	 Ischemia or infarction of tissue/organ (restricted blood supply/tissue death) 

>	 Local infection at puncture 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
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Although systemic effects are not anticipated, potential adverse events not captured above 
that may be unique to the paclitaxel drug coating include, but are not limited to:

>	� Allergic/immunologic reaction

>	 Alopecia (hair loss)

>	 Anemia (low red blood cell count)

>	 Gastrointestinal symptoms

>	� Hematologic dyscrasia -including leucopenia, neutropenia, thrombocytopenia  
(abnormal white blood cell count)

>	 Hepatic enzyme changes (liver enzymes)

>	� Histologic changes in vessel wall, including inflammation, cellular damage (also 
known as necrosis)

>	 Myalgia/arthralgia (muscular and joint pain)

>	 Myelosuppression (bone marrow abnormality)

>	 Peripheral neuropathy (nerve damage)

Refer to the Physician’s Desk Reference for more information on the potential adverse events 
observed with paclitaxel. There may be other potential adverse events that are unforeseen at 
this time.



What to expect after your DCB procedure

Immediately after your procedure

>	� You will be moved to a recovery area within the hospital and will be monitored for 
several hours or overnight.

>	� The puncture site may be sore or bruised after the procedure but typically will resolve 
in a few days. Watch for bleeding, swelling, pain or discomfort at the puncture site. If 
you experience any of these, notify your physician.

>	� You may be prescribed medication to take following the procedure.

>	� If you feel any of the following:  faintness, weakness, fever, or redness or swelling in 
your leg, notify your physician.

Follow-up care

>	� Take medications as directed.

>	� Avoid strenuous activity for at least 48 hours.

>	� Follow-up with your physician as directed.

Living with Peripheral Arterial Disease

Although PAD can be treated effectively, it has no permanent cure. Along with learning 
more about living with PAD, you can help to prevent or slow the disease by making some 
healthy lifestyle changes. 

Consider maintaining a healthy lifestyle by regularly exercising, maintaining a healthy diet 
and avoiding tobacco use.

Ask your doctor how you can learn to:

>	 Stop smoking

>	 Control diabetes 

>	 Maintain a healthy weight 

>	 Manage stress 

>	 Manage your blood pressure 

>	 Control high cholesterol 

>	 Exercise 

>	 Eat healthy food 
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IN.PACT Admiral: SUMMARY OF CLINICAL INFORMATION

Abrupt vessel closure: Blockage of a blood vessel that greatly limits the flow of 
blood to areas of the body.

Access site pain: The physical feeling of hurt at the area where the catheter had 
entered the body

Amputation/loss of limb: The surgical removal of part of the body

Angioplasty: A procedure used to open narrow arteries using a small balloon-tipped 
catheter.

Angiography: Medical imaging technique used to visualize the inside of blood 
vessels and organs of the body, particularly the arteries, veins, and heart chambers.

Ankle-brachial index (ABI): Compares the blood pressure measured at your ankle 
with the blood pressure measured at your arm.

Antiplatelet medications: Drugs that inhibit the function of platelets, the blood cells 
that clump together to begin the process of blood clot formation. Examples include 
Plavix, also known as clopidogrel, Ticlid, also known as ticlopidine and Effient, also 
known as prasugrel.

Arrhythmias: Irregular or abnormal heart beat rhythm

Artery: A blood vessel that carries blood away from the heart to the rest of the body.

Artery perforation: Vessel damage that ranges from a small puncture in the vessel 
wall, to vessel rupture.

Arterial thrombosis: A blood clot that develops in an artery that can obstruct the 
flow of blood

Arteriovenous (AV) fistula: Is an abnormal connection or passageway between an 
artery and a vein

15

Glossary

The IN.PACT Admiral Drug-Coated Balloon was evaluated in the IN.PACT SFA Trial. 
The IN.PACT SFA Trial enrolled 331 patients. After one year, it was determined that the 
outcome of the procedure was successful. The clinical trial conclusively demonstrated 
superior safety and effectiveness of the IN.PACT Admiral DCB when compared to 
conventional balloon catheters. Additional analyses demonstrated that the clinical 
benefits of the IN.PACT Admiral DCB extend to diverse patient populations.

The results of this study showed that the IN.PACT Admiral DCB is safe and effective for 
treating superficial femoral or popliteal artery stenosis. Your doctor can explain the 
risks and benefits that are specific to you.
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Glossary

Atherosclerosis: A disease process involving the buildup of a waxy substance called 
plaque on the inside of the arteries.

Bypass: A surgical operation that uses either a synthetic tube or a blood vessel taken from 
another part of the body to redirect blood around a narrowed or blocked artery to restore 
blood flow.

Calcifications: Hardened deposits that form on the inside of a blood vessel.

Catheterization: Procedure in which a thin, hollow tube (catheter) is inserted into an 
artery to allow the physician to see the blood vessels and diagnose and treat PAD.

Catheter: A thin, hollow tube that is inserted through a small opening in the body.

Circulatory system: A network of tube-like blood vessels that carry blood and other 
nutrients to and from the cells in your body.

Claudication: Impairment in walking or pain, and/or tiredness in the legs that occurs during 
walking.

Computed tomography (x-ray CT): Used to visualize the arterial and venous vessels 
through the body.

Critical Limb Ischmia (CLI): Severe form of peripheral arterial disease caused by reduced 
blood flow to the legs and feet.

Dissection: A tear or damage to the inner wall or lining of an artery.

Diabetes: A chronic health condition where the body is unable to produce insulin and 
properly break down sugar (glucose) in the blood. Symptoms may include hunger, thirst, 
excessive urination, dehydration and weight loss.

Drug-coated Balloon (DCB): A drug-coated balloon catheter that delivers paclitaxel to 
the arterial wall.

Embolic events: Also known as an embolism, is a block to the blood vessel due to a blood 
clot or other foreign matter that gets stuck while traveling in the blood stream.

Embolism:  The sudden obstruction of an artery by a clot or any foreign material formed or 
introduced elsewhere in the circulatory system and carried to the site of blockage by  
the bloodstream (Embolization and Systemic Embolization).

Endarterectomy: A surgical procedure to clean out the plaque in an artery.

Endovascular: Within or inside the blood vessels.

Endovascular procedure: A form of minimally invasive surgery designed to access many 
regions of the body with a catheter via major blood vessels.

Exercise stress test: Also called a treadmill test, helps a doctor find out how well your heart 
handles work. 

Histologic: Microscopic changes to the tissue.



Glossary

Hypotension: Blood pressure that is below normal.

Hypertension: Blood pressure that is higher than normal.

Magnetic resonance imaging (MRI): An imaging technique that uses electromagnetic 
radiation to take images of the body’s internal organs for diagnosing certain diseases.

Paclitaxel: A drug which inhibits cell growth. It prevents cellular division and replication. 
Historically, in larger doses, it has been used to treat various types of cancer.

Peripheral arterial disease (PAD): The progressive narrowing of blood vessels caused by 
plaque along the inner lining of the artery wall.

Peripheral vascular disease (PVD): Any disease of the circulatory system outside the 
brain and heart.

Plaque: Waxy substance made of fats and cholesterol that can build up on the inner lining 
of your arteries.

Pseudoaneurysm: A collection of blood from a ruptured vessel that gives the appearance 
of an aneurysm; also known as a false aneurysm.

Restenosis: Re-narrowing of an artery at the site of a previously treated blockage.

Sepsis or systemic infection: Presence of bacteria, other infectious organisms, or toxins 
created by infectious organisms in the bloodstream that spread through the body.

Shock: Life-threatening condition when the body is not getting enough blood flow.

Stent: A small, metal mesh tube that acts as a scaffold to keep a blood vessel open.

Stroke: When blood flow to the brain is interrupted or severely reduced depriving brain 
tissue of oxygen and nutrients.

Systemic embolization: When a vessel is blocked or obstructed anywhere in the circulatory 
system in the body.

Thrombosis: Formation of a blood clot inside a blood vessel, obstructing the flow of blood 
through the circulatory system.

Ultrasound imaging: A tool used to diagnose certain medical conditions by taking an 
image using high-frequency sound waves.

Urea: an organic substance found in the human body.

Vein: A blood vessel that returns blood from the body’s extremities (arms and legs) and 
smaller veins to the heart.

Vessel spasms or recoil: Sudden constriction of a blood vessel.

Vessel trauma which requires surgical repair: Injury to the vessel which requires surgery 
to repair.



Product Services  
Support Center
Tel: 888.283.7868
Fax: 800.838.3103

Medtronic Vascular, Inc. 
3576 Unocal Place
Santa Rosa, CA  95403 
USA

www.peripheral.medtronicendovascular.com

CardioVascular LifeLine
Customer Support
Tel: 877.526.7890
Tel: 763.526.7890
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