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Standard symbols (ISO 15223-1 2021)

Symbol

Description of symbol

BH

e philps com/IFU

Consult instructions for use or consult electronic instructions for use

Sterilized using ethylene oxide

Do not use if package is damaged and consult instructions for use

Use-by-date

Do not re-use

Keep dry

Batch code

Catalogue number

=
,:{\ Keep away from sunlight
M Manufacturer
77°F
25°C
59°F Temperature limit
15°C

Caution

Do not resterilize

Single sterile barrier system

Date of manufacture

2
Page 29 of 112




Non-standard symbols

Symbol Description of symbol
Rx Federal (USA) law restricts this device to sale by or on the order of a physi-
cian.
ONLY
0.035”
(0.89 mm)
6f } Guidewire and introducer sheath compatibility
t

Packaging unit

Peel here

The outer foil pouch is not a sterile barrier

Shaft length

Balloon length

Balloon diameter

Nominal pressure

Rated burst pressure
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B English-en

Instructions for use

1. Device description

The Stellarex 0.035” OTW drug-coated angioplasty balloon (Stellarex 035 DCB) is a sterile, single-use, over-the-wire (OTW) dual lumen catheter with a distally mounted semi-compliant inflatable balloon and an atraumatic tapered tip.

The balloon is coated with a proprietary coating containing the drug paclitaxel.

The Stellarex 035 DCB primary mode of action is mechanical dilatation of de novo or restenotic lesions by means of PTA (percutaneous transluminal angioplasty) with a secondary action of inhibition of restenosis by means of the
paclitaxel transferred to the vessel wall. The paclitaxel drug inhibits restenosis caused by the proliferative response from vessel injury due to PTA.

Drug coating

-\__"—'#_F-__:__-:::: :,_-_é__ll . - 1 [ | THRL

b

Marker bands (x2)

1.1 Per luminal iopl. (PTA) catheter

The Stellarex 0.035” OTW drug-coated angioplasty balloon (Stellarex balloon) consists of an over-the-wire (OTW) dual lumen catheter with a distally mounted semi-compliant inflatable balloon and an atraumatic tapered tip. The
balloon is coated with a proprietary coating containing the drug paclitaxel.

The catheter is compatible with a 0.035” (0.89 mm) guide wire. Each device has a protective sheath over the drug-coated balloon portion of the catheter. A compliance chart is included on the product label for each device. The
balloon has two radiopaque markers for positioning the balloon relative to the treatment area. The radiopaque marker bands indicate the working length of the balloon and facilitate fluoroscopic visualization during delivery and
placement. The paclitaxel coating covers the working length of the balloon body.

1.2 Drug coating

The Stellarex 035 DCB is coated with EnduraCoat technology a proprietary DCB coating with a nominal drug dose density of 2pg of paclitaxel per mm? of the expanded balloon surface blended with a hydrophilic polymer excipient
(polyethylene glycol 8000), enabling adhesion and transfer of the active pharmaceutical ingredient (paclitaxel) from the balloon to the vessel wall when exposed to aqueous conditions. The EnduraCoat drug coating covers the working
length of the balloon component of the catheter. The key functional characteristic of the drug coating is to allow for release of paclitaxel to the tissue of the vascular wall during balloon inflation.

Active pharmaceutical ingredient (API) — paclitaxel

The API of the Stellarex 035 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 systematic IUPAC chemical name is (2aR-(2aa,46,4a6,66,9a(a R*,85*),11a,12a,12ba))-6-(Benzoylamino)- a-hydroxybenzenepropanoic acid 6,12b-bis(acetyloxy)-
12-(benzoyloxy)-2a,3,4,4a,5,6,9,10,11,12,12a,12b-dodecahydro-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, and the chemical formula is C,H; NO,,. The chemical structure
of paclitaxel is illustrated in figure 1 below.

Figure 1. Paclitaxel chemical structure

Excipient — polyethylene glycol 8000
The hydrophilic polymer polyethylene glycol (PEG) 8000 is used as an excipient to promote the adhesion and transfer of the active pharmaceutical ingredient (paclitaxel) from the balloon to the vessel wall when exposed to aqueous
conditions. The chemical structure of PEG is shown in figure 2 below.

Figure 2. PEG chemical structure

O H
H o~
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Product matrix and paclitaxel content

Balloon length (mm)
40 60 80 100 120 150 200
T 4 X X X X X X X
Available balloon diameters (mm) and lengths (mm) %
I
E 5 X X X X X X X
<
B
c
8 6 X X X X X X X
©
o
Paclitaxel (active ph. tical i dient
Balloon drug coating (EnduraCoat) aclitaxel (active p arma'cey @ |n_gr.e fent)
Polyethylene glycol and iodine (excipient)
Catheter design Over-the-wire (OTW)
Usable catheter lengths 80cm and 135cm
Nominal balloon pressure
Balloon length (mm)
40 60 80 100 120 150 200
T 4 10atm 10atm 10atm 10atm 10atm 10atm 10atm
= (1013 kPa) | (1013 kPa) | (1013 kPa) | (1013 kPa) | (1013 kPa) | (1013 kPa) | (1013 kPa)
3
g 5 10atm 10atm 10atm 10atm 10atm 10atm 10atm
8 (1013 kPa) | (1013 kPa) | (1013 kPa) | (1013 kPa) | (1013 kPa) | (1013 kPa) | (1013 kPa)
i=3
=8 6 8atm 8atm 8atm 8atm 8atm 8atm 8atm
3 (811 kPa) (811 kPa) (811 kPa) (811 kPa) (811 kPa) (811 kPa) (811 kPa)
Balloon inflation pressure Rated burst pressure
Balloon length (mm)
40 60 80 100 120 150 200
T 4 20atm 20atm 20atm 20atm 20atm 20atm 20atm
£ (2027 kPa) | (2027 kPa) | (2027 kPa) | (2027 kPa) | (2027 kPa) | (2027 kPa) | (2027 kPa)
3
g 5 18atm 18atm 18atm 18atm 16atm 16atm 16atm
% (1824 kPa) (1824 kPa) (1824 kPa) (1824 kPa) (1621 kPa) (1621 kPa) (1621 kPa)
c
=8 6 1l4atm 1l4atm 1l4atm 1l4atm 12atm 12atm 1llatm
K (1419 kPa) | (1419 kPa) | (1419 kPa) | (1419 kPa) | (1216 kPa) | (1216 kPa) | (1115 kPa)

Minimum introducer sheath compatibility

Balloon diameter

Maximum crossing profile

Introducer sheath

4mm

5.94Fr (0.078in)

S5mm

Not available

6mm

6.17Fr(0.081in)

6Fr

Guide wire compatibility

The catheter is compatible with a guidewire diameter of 0.035 in (0.89 mm).
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Product code (80 cm usable Product code (135 cm Nominal ball Nominal ball Nominal
catheter length) usable catheter length) diameter (mm) length (mm) paclitaxel content

(ng)

AB355X040040080 AB355X040040135 4 40 1124
AB355X040060080 AB355X040060135 4 60 1674
AB355X040080080 AB355X040080135 4 80 2211
AB355X040100080 AB355X040100135 4 100 2759
AB355X040120080 AB355X040120135 4 120 3307
AB355X040150080 AB355X040150135 4 150 4161
AB355X040200080 AB355X040200135 4 200 5428
AB355X050040080 AB355X050040135 5 40 1335
AB355X050060080 AB355X050060135 5 60 1998
Product codes and paclitaxel content AB355X050080080 AB355X050080135 5 80 2636
AB355X050100080 AB355X050100135 5 100 3245
AB355X050120080 AB355X050120135 5 120 3880
AB355X050150080 AB355X050150135 5 150 4882
AB355X050200080 AB355X050200135 5 200 6443
AB355X060040080 AB355X060040135 6 40 1619
AB355X060060080 AB355X060060135 6 60 2410
AB355X060080080 AB355X060080135 6 80 3174
AB355X060100080 AB355X060100135 6 100 3957
AB355X060120080 AB355X060120135 6 120 4721
AB355X060150080 AB355X060150135 6 150 5911
AB355X060200080 AB355X060200135 6 200 7812

2. Indications for use

The Stellarex 0.035” OTW drug-coated angioplasty balloon is indicated for percutaneous transluminal angioplasty (PTA), after appropriate vessel preparation of de novo, restenotic, or in-stent restenotic lesions up to 180 mm in length
in superficial femoral or popliteal arteries with reference vessel diameters of 4-6 mm.

3. Contraindications
The Stellarex 0.035” OTW drug-coated angioplasty balloon is contraindicated for use in:
¢ Patients with known hypersensitivity to paclitaxel or structurally related compounds.
e Patients who cannot receive recommended antiplatelet and/or anticoagulation therapy.
¢ Women who are breastfeeding, pregnant or are intending to become pregnant or men intending to father children.

Coronary arteries, renal arteries, and supra-aortic/cerebrovascular arteries.

Patients judged to have a lesion that prevents complete inflation of an angioplasty balloon or proper placement of the delivery system.

4. Warnings

A signal for increased risk of late mortality has been identified following the use of paclitaxel-coated balloons and paclitaxel-eluting stents for femoropopliteal arterial di b proxi y 2-3 years post-
treatment compared with the use of non-drug coated devices. There is uncertainty regarding the magnitude and mechanism for the increased late mortality risk, including the impact of repeat paclltaxel coated device
exposure. Physicians should discuss this late mortality signal and the benefits and risks of available treatment options with their patients. See section 11.1 for further information.

The Stellarex 035 DCB is supplied sterile for single use only. Do not reprocess or re-sterilize. Reprocessing and re-sterilizing could increase the risk of patient infection and risk of compromised device performance.

The Stellarex 035 DCB should not be inflated in excess of the rated burst pressure (RBP). Balloon rupture may occur if RBP is exceeded. Use of pressures higher than the RBP may result in a ruptured balloon with possible
intimal damage and dissection.

Do not use after the “use by” date on the package.

Never use air or any gaseous medium to inflate the Stellarex 035 DCB to avoid air emboli in case of balloon rupture.

Do not manipulate the Stellarex 035 DCB in an inflated state. Manipulating the inflated device may cause damage to the device or patient's vessel.

If resistance is encountered at any time during the insertion procedure, do not force passage. Resistance may cause damage to the device or lumen. Carefully withdraw the catheter.

The safety of utilizing multiple Stellarex 035 DCBs with a total drug dose greater than 14,200 pg paclitaxel has not been clinically evaluated.

5. Precautions

The Stellarex 035 DCB should be used only by physicians who are experienced and knowledgeable of the clinical and technical aspects of percutaneous transluminal angioplasty.

The outer foil pouch is not a sterile barrier. The inner Tyvek pouch is the product sterile barrier. Do not allow the Tyvek inner pouch to contact the sterile field.

Allergic reactions to contrast medium, antiplatelet medications, or paclitaxel should be identified before PTA angioplasty.

Precautions to prevent or reduce clotting should be considered. Physician experience and discretion will determine the appropriate anticoagulant/antiplatelet therapy for each patient.

When the Stellarex balloon Stellarex 035 DCB is exposed to the vascular system, it should be manipulated under high quality fluoroscopic observation.

Carefully inspect the Stellarex 035 DCB and package prior to use. Do not use the catheter if it is damaged or if the size, shape or condition is unsuitable for the intended procedure. Do not use if there is a breach in the sterile
field.

Do not immerse or wipe the balloon section of the Stellarex 035 DCB with any fluid as the integrity of the drug coating may be damaged or compromised. Replace any Stellarex 035 DCB where the balloon has come into contact
with fluids prior to use.

Use sterile gloves to handle the Stellarex 035 DCB prior to use. Care should be taken to minimize contact with the coated balloon portion of the device.

Avoid saline solution contact with the Stellarex 035 DCB coating when flushing the guide wire lumen.

Never inflate the Stellarex 035 DCB outside the body or prior to reaching the target lesion as it may disrupt the coating integrity.

Do not attempt to pass the Stellarex 035 DCB through a smaller French size guide catheter or introducer sheath than indicated on the label. Refer to package label for guide catheter compatibility.

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

Do not use the Stellarex 035 DCB for pre-dilatation or for post-dilatation.

Treatment of the target lesion with the Stellarex 035 DCB should cover the entire area. Always manipulate the Stellarex 035 DCB under fluoroscopic observation when in the body.

For proper drug delivery to the target lesion, maintain inflation of the Stellarex 035 DCB for a minimum of 60 seconds. In order to optimize lesion dilatation, longer inflation times may be performed at the discretion of
the operator.

Formal drug interaction studies have not been conducted with the Stellarex 035 DCB. In the clinical pharmacokinetic (PK) sub-study, systemic levels of paclitaxel following treatment with Stellarex 035 DCB 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 Stellarex 035 DCB 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 Stellarex 035 DCB. Please refer to Drug Information (Section 8.0).

Use of the Stellarex 035 DCB has not been studied in conjunction with other interventional techniques.

After use, this product may be a potential biohazard. Handle and dispose of in accordance with accepted medical practice and applicable local, state and federal laws and regulations.

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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¢ The extent of the patient’s exposure to the drug coating is directly related to the number of balloons used. Refer to using multiple Stellarex 035 DCBs (Section 16.6) and product matrix and paclitaxel content (section 1.3) for
details regarding the use of multiple balloons and a product matrix containing the nominal paclitaxel content for each device size, respectively.

6. Pre-procedure and post-procedure medication regimen

Dual antiplatelet therapy [clopidogrel and acetylsalicylic acid (ASA or aspirin)] is recommended to be administered prior to the procedure and following the procedure. Ticlopidine should be administered if the patient has a known
allergy to clopidogrel. The optimal duration of antiplatelet therapy is at the discretion of the physician. The recommended pre-procedure and post-procedure medication regimen is described below.

Pre-procedure

* Clopidogrel 75mg/day for 3 days prior to the angioplasty procedure or 300 mg as a loading dose on the day of the procedure.
o Acetylsalicylic acid (ASA) 81mg/day to 325mg/day on the day of the angioplasty procedure or prior at the discretion of the physician.

Post-procedure
¢ Clopidogrel: 75mg/day for a minimum of 30 days following the angioplasty procedure or prolonged use at the discretion of the physician. The recommended dose of ticlopidine is 250mg twice a day.
e Acetylsalicylic acid (ASA): Minimum of 81mg/day for a minimum of 6 months following the angioplasty procedure.

In patients 2 75 years of age, prasugrel is generally not recommended because of the increased risk of fatal intracranial bleeding and uncertain benefit, except in high-risk situations (patients with diabetes or history of prior myocardial
infarction, where its effect appears to be greater and its use may be considered). The effectiveness and safety of the 5mg/day dose has not been prospectively studied. Always refer to the package insert of the medication for complete
prescribing information.

7. Use in special populations
Pregnancy - The Stellarex 035 DCB is contraindicated in women who are pregnant or breastfeeding. 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.

Gender- Gender was analyzed as a subgroup in the pivotal clinical study. The outcomes are shown in primary safety composite and primary effectiveness by gender (table 9). The results of an interaction analysis indicate that the
treatment differences between Stellarex 035 DCB and PTA groups are consistent between male and female subjects.

Ethnicity- Clinical studies of the Stellarex 035 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.

Pediatrics-The safety and effectiveness of the Stellarex 035 DCB has not been established in pediatric patients (< 18 years of age).
Geriatric- Clinical studies of the Stellarex 035 DCB did not have an upper age limit.

8. Drug information

8.1 Mechanism of action

The Stellarex 035 DCB coating contains paclitaxel, an anti-proliferative pharmaceutical that specifically binds to and stabilizes microtubules. Paclitaxel inhibits smooth muscle cell and fibroblast proliferation/migration as well as
secretion of extracellular matrix by blocking microtubule proliferation. The combination of these effects results in the inhibition of neointimal hyperplasia and therefore restenosis.

8.2 Metabolism

The metabolism of paclitaxel is catalyzed by cytochrome P450 isoenzymes CYP2C8 and CYP3A4. Potential drug interactions may occur with any drug that affects these isoenzymes. In the absence of formal drug interaction studies,
caution should be exercised when administering paclitaxel.

8.3 Carcinogenicity, genotoxicity and reproductive toxicology

No long-term studies have been performed to evaluate the carcinogenic potential of the Stellarex 035 DCB. Paclitaxel was not mutagenic in the Ames test or the CHO/HGPRT gene mutation assay; however, it has been shown to be
clastogenic (causing chromosome aberrations) in vitro in human cells as well as in vivo in the mouse micronucleus assay. This effect is likely due to the mechanism of action of paclitaxel wherein it interferes with normal microtubule
organization during cell division. Reproductive toxicity of paclitaxel has been evaluated in rats and rabbits. Administration of paclitaxel prior to and during mating produced impairment of fertility in male and female rats at doses > 1
mg/kg/day and increased embryo- and fetotoxicity. Administration of paclitaxel during the period of organogenesis to rabbits at doses of 3 mg/kg/day caused embryo- and fetotoxicity. Maternal toxicity was also observed at this dose.
No teratogenic effects were observed at 1 mg/kg/day; teratogenic potential could not be assessed at higher doses due to extensive fetal mortality.

For comparison, the worst case dose of paclitaxel delivered by the Stellarex 035 DCB (assuming maximum size and number of balloons used in a lesion) is 14.2 mg, which is approximately 4 and 14 times less than the dose that saw
effects in rats and rabbits, respectively, when normalizing to body weight.

8.4 Pharmacokinetics

The pharmacokinetic (PK) profile of paclitaxel following treatment with the Stellarex 035 DCB was evaluated in 25 subjects receiving paclitaxel dosages ranging from 1.3 to 9.4 mg. This evaluation was conducted as part of the
ILLUMENATE PK study, and is described in summary of clinical studies (section 11). Paclitaxel systemic exposure in the treated subjects was low and cleared rapidly with a biphasic decline. Paclitaxel concentrations after 24 hours were
below the quantitation limit (<0.100ng/mL) for all but one subject. The C__ values ranged from 0.55 to 574.00 ng/mL and the AUCO-e= values ranged from 0.55 to 296.00 hr*ng/mL. These data indicate that treatment with the Stellarex
035 DCB results in limited systemic exposure of paclitaxel.

9. Potential complications/ adverse events
Potential complications which may be associated with a peripheral balloon dilation procedure include, but may not be limited to, the following:

* Abrupt vessel closure Infection or pain at insertion site

Allergic reaction to contrast medium, antiplate- Inflammation
let therapy, or catheter system components

(drug, excipients, and materials)

Ischemia or infarction of tissue/organ

Occlusion

Amputation/loss of limb

Pain or tenderness

Arrhythmias

Perforation or rupture of the artery

Arterial aneurysm

Peripheral edema

¢ Thrombosis
* Arterio-venous fistula (AVF) * Pseudoaneurysm
. ¢ Renal insufficiency or failure
* Bleeding )
« Death * Restenosis

Sepsis or systemic infection
Shock

Embolism/device embolism

e Fever
e Hematoma e Stroke/cerebrovascular accident

¢ Vessel dissection, perforation, rupture, spasm,
* Hemorrhage

or recoil

Hypertension/hypotension

Vessel trauma which requires surgical repair

Potential complications of peripheral balloon catheterization include, but are not limited to, the following:

* Balloon rupture ¢ Failure of the balloon to perform as intended

e Detachment of a component of the balloon e Failure to cross the lesion
and/or catheter system

These complications may result in adverse events.
Potential complications which may be associated with the addition of paclitaxel to a PTA balloon catheter include, but may not be limited to, the following:

Allergic/immunologic reaction to paclitaxel e Hepatic enzyme changes

Alopecia ¢ Histologic changes in vessel wall including
inflammation, cellular damage, or necrosis

Anemia
e Myalgia/arthralgia

Gastrointestinal symptoms (diarrhea, nausea,
pain, vomiting) e Myelosuppression

Hematologic dyscrasia (including neutropenia, e Peripheral neuropathy
leucopenia, thrombocytopenia)

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. For the specific adverse events that
occurred in the clinical study, please see table 6 in the clinical studies section below.
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10. Patient counseling information
Physicians should advise patients on the following:
e Risks associated with a PTA procedure
* Risks associated with the Stellarex 035 DCB
¢ Risks and benefits of the treatment specific to the patient
e Discuss short-term and long-term changes to patient lifestyle
e Pre- and post-procedure care including antiplatelet therapy and risks of early discontinuation of antiplatelet therapy

11. Summary of clinical studies

11.1  Late mortality signal for paclitaxel-coated devices

A meta-analysis of randomized controlled trials published in December 2018 by Katsanos et. al. identified an increased risk of late mortality at 2 years and beyond for paclitaxel-coated balloons and paclitaxel-eluting stents used

to treat femoropopliteal arterial disease. In response to these data, FDA performed a patient-level meta-analysis of long-term follow-up data from the pivotal premarket randomized trials of paclitaxel-coated devices used to treat
femoropopliteal disease using available clinical data through May 2019. The meta-analysis also showed a late mortality signal in study subjects treated with paclitaxel-coated devices compared to patients treated with uncoated
devices. Specifically, in the 3 randomized trials with a total of 1090 patients and available 5-year data, the crude mortality rate was 19.8% (range 15.9% - 23.4%) in patients treated with paclitaxel-coated devices compared to 12.7%
(range 11.2% - 14.0%) in subjects treated with uncoated devices. The relative risk for increased mortality at 5 years was 1.57 (95% confidence interval 1.16 — 2.13), which corresponds to a 57% relative increase in mortality in patients
treated with paclitaxel-coated devices. As presented at the June 2019 FDA advisory committee meeting, an independent meta-analysis of similar patient-level data provided by VIVA Physicians, a vascular medicine organization,
reported similar findings with a hazard ratio of 1.38 (95% confidence interval 1.06 - 1.80). Additional analyses have been conducted and are underway that are specifically designed to assess the relationship of mortality to paclitaxel-
coated devices.

The presence and magnitude of the late mortality risk should be interpreted with caution because of multiple limitations in the available data, including wide confidence intervals due to a small sample size, pooling of studies of
different paclitaxel-coated devices that were not intended to be combined, substantial amounts of missing study data, no clear evidence of a paclitaxel dose effect on mortality, and no identified pathophysiologic mechanism for the
late deaths.

Paclitaxel-coated balloons and stents improve blood flow to the legs and decrease the likelihood of repeat procedures to reopen blocked blood vessels compared to uncoated devices. The benefits of paclitaxel-coated devices (e.g.,
reduced reinterventions) should be considered in individual patients along with potential risks (e.g., late mortality).

In the ILLUMENATE Pivotal study, Kaplan Meier mortality estimates at 5 years are 20.1% (95% confidence interval 14.4 — 27.0%), and 22.1% (95% confidence interval 13.9 — 32.3%), respectively, for the Stellarex 0.035” OTW drug-coated
angioplasty balloon treatment device, and the EverCross balloon catheter control device. Additional information regarding long-term outcomes can be found in section 11.6.

The expanded Indications for Use for in-stent restenotic lesions does not change the benefit-risk profile related to the late mortality signal for Paclitaxel-coated devices.

11.2  ILLUMENATE clinical studies

The safety and effectiveness of the Stellarex 0.035” OTW drug-coated angioplasty balloon is supported with data from the ILLUMENATE Pivotal study. Additional data from the pharmacokinetic (PK), European Union-randomized
controlled trial (EU-RCT), global, and first in human (FIH) studies are provided as supporting information but are not considered part of the primary data set.

11.3  ILLUMENATE Pivotal study

11.3.1 Objective

The purpose of the ILLUMENATE Pivotal study is to demonstrate safety and effectiveness of the Stellarex 035 DCB compared to a control PTA balloon catheter for the treatment of de novo or post-PTA restenotic (except for in-stent)
superficial femoral (SFA) and/or popliteal arteries.

11.3.2 Study design

The ILLUMENATE Pivotal study is a prospective, randomized, multi-center, single-blind study comparing the Stellarex 035 DCB to standard balloon angioplasty (PTA) for treatment of femoropopliteal arteries in a single limb. Subjects
were randomized to the Stellarex 035 DCB or the control PTA device in a 2:1 ratio. Each subject will be followed for 5 years (60 months) after treatment. Subjects with a target lesion length of 23 cm and <18 cm and target reference
vessel diameter of 24 mm and <6 mm (by visual estimation) were considered for enrollment.

All subjects are required to complete follow-up office visits at 6, 12, 24, and 36 months. During these follow-up office visits, subjects are assessed for:

¢ Duplex ultrasound (DUS)

Limb assessment [Ankle-brachial Index (ABI) and Rutherford-Becker clinical category (RCC)]
6 minute walk test (EMWT)

Walking impairment questionnaire (WIQ)

Quality of life (EQ-5D)

Laboratory assessment (at 6 and 12 month follow-up only)

A follow-up telephone contact or optional office visits occur at 1, 48 and 60 months to review medication compliance and adverse events.
The primary endpoints for the ILLUMENATE Pivotal study are listed below:

Non-inferior safety: The primary safety endpoint was defined as freedom from device and procedure-related death through 30 days post-procedure and freedom from target limb major amputation and clinically-driven target lesion
revascularization (CD-TLR) through 12 months post-procedure. The primary analysis of safety event rates employed multiple imputation analysis. Non-inferior safety of treatment compared to control was evaluated by testing the
following hypothesis, where m is the population proportion for the corresponding treatment group:

Hyi Ty €T, —0.05

Him>m,, —0.05
In the event the primary non-inferiority analysis was successful, a superiority analysis of the primary safety endpoint would be conducted.

Superior primary effectiveness: The primary effectiveness endpoint was defined as patency at 12 months post-procedure, defined as the absence of target lesion restenosis determined by DUS peak systolic velocity ratio (PSVR) < 2.5
and freedom from CD-TLR. The primary analysis of the primary effectiveness endpoint was performed using multiple imputation analysis. Superior effectiveness of treatment compared to control was evaluated by testing the following
hypothesis:

Hyi Ty ST

Him >,
The primary analysis set was intention-to-treat (ITT). The ITT set was comprised of all subjects who were enrolled and randomized to receive either the Stellarex 035 DCB or the PTA control device. Per protocol (PP) analyses were also
conducted.

The secondary endpoints for the ILLUMENATE Pivotal study are listed below.
¢ Major adverse event (MAE) rate in the hospital and at 1, 6, 12, 24, 36, 48 and 60 months post-procedure, defined as a composite rate of cardiovascular death, target limb major amputation and clinically-driven target lesion
revascularization (CD-TLR).

Rate of vascular access and bleeding complications in the hospital and at 1, 6, 12 and 24 months.

Rate of clinically-driven target lesion revascularization at 6, 12, 24, 36, 48 and 60 months.
Rate of target lesion revascularization at 6, 12, 24, 36, 48 and 60 months.
Rate of clinically-driven target vessel revascularization at 6, 12, 24 and 36 months.

Rate of target limb major amputation at 1, 6, 12, 24, 36, 48 and 60 months.
Mortality rate at 6, 12, 24, 36, 48 and 60 months.
Rate of occurrence of arterial thrombosis of the treated segment at 1, 6, 12, 24, 36, 48 and 60 months.

Rate of ipsilateral embolic events of the target limb.

Patency rate defined as the absence of target lesion restenosis as determined by duplex ultrasound (PSVR < 2.5) and freedom from clinically-driven TLR at 6, 24 and 36 months.

Lesion success, defined as achievement of a final in-lesion residual diameter stenosis of <50% (as determined by the angiographic core lab), using any device after wire passage through the lesion.

Technical success, defined as achievement of a final in-lesion residual diameter stenosis of <50% (as determined by the angiographic core lab), using the Stellarex 035 DCB or PTA control device without a device malfunction
after guide wire passage through the lesion.

Clinical success (per subject) defined as technical success without the occurrence of major adverse events during the procedure.

Procedural success (per subject) defined as lesion success without the occurrence of major adverse events during the procedure.

Change in ankle-brachial index (ABI) from pre-procedure to 6, 12, 24 and 36 months.

Change in walking impairment questionnaire (WIQ) from pre-procedure to 6, 12, 24 and 36 months.

Change in walking distance from pre-procedure to 6, 12, 24 and 36 months.

Change in Rutherford-Becker classification of chronic limb ischemia from pre-procedure to 6, 12, 24 and 36 months.
Change in EQ-5D from pre-procedure to 6, 12, 24 and 36 months.
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11.3.3 Patient population

A total of 300 subjects were randomized 2:1 to the Stellarex 035 DCB test device (n=200) and PTA control device (n=100) at 41 sites in the United States and 2 sites in Austria. Baseline demographics, medical history, and risk factors
were similar between the DCB and PTA groups. Data for the ILLUMENATE Pivotal study are summarized in table 1.

Table 1. line d phics and dical history
Characteristic Stellarex 035 DCB PTA p-value?
(N=200) (N=100)

Clinical characteristics

Age (years) 68.3 +10.3 (200) 69.8 + 9.8 (100) 0.225
67.2 (42.6, 93.8) 68.7 (43.7,92.7)

Male 56.0% (112/200) 64.0% (64/100) 0.185

Body mass index (BMI) 29.0 £ 6.1 (200) 28.8 £ 5.6 (100) 0.812
27.9 (15.6, 54.9) 27.9 (16.5, 52.5)

Hispanic or Latino 15.1% (27/179) 12.5% (11/88) 0.570

Race 0.670
American Indian or Alaska native 1.1% (2/190) 0.0% (0/96)

Asian 1.1% (2/190) 1.0% (1/96)
Black or African American 18.4% (35/190) 19.8% (19/96)
White 74.7% (142/190) 70.8% (68/96)
Other 4.7% (9/190) 8.3% (8/96)

Baseline ankle brachial index

Ankle brachial index 0.75 +0.21 (193) 0.76 +0.20 (100) 0.508
0.75 (0.00, 1.27) 0.76 (0.00, 1.28)
Non-compressible! 3.0% (6/199) 0.0% (0/100) 0.184

Baseline Rutherford-Becker clinical category 0.735
2 31.5% (63/200) 35.0% (35/100)

3 64.5% (129/200) 60.0% (60/100)
4 4.0% (8/200) 5.0% (5/100)

Medical history / risk factors

Hypertension 93.5% (187/200) 94.0% (94/100) 0.867

Hyperlipidemia 88.0% (176/200) 90.0% (90/100) 0.606

Coronary heart disease
Myocardial infarction (MI) 21.0% (42/200) 22.0% (22/100) 0.842
Angina pectoris 15.0% (30/200) 20.0% (20/100) 0.273
Congestive heart failure (CHF) 11.5% (23/200) 8.0% (8/100) 0.348

Previous percutaneous or surgical coronary 45.0% (90/200) 48.0% (48/100) 0.623

revascularization

Renal insufficiency 18.0% (36/200) 16.0% (16/100) 0.666

Cerebrovascular disease 23.5% (47/200) 20.0% (20/100) 0.493

Chronic obstructive pulmonary disease (COPD) 16.0% (32/200) 21.0% (21/100) 0.284

Diabetes 49.5% (99/200) 52.0% (52/100) 0.683
Type | 4.0% (8/200) 3.0% (3/100) 0.757
Type Il 45.5% (91/200) 49.0% (49/100) 0.567

Smoker
Never smoked 16.0% (32/200) 25.0% (25/100)

Previous or current smoker 84.0% (168/200) 75.0% (75/100)

Previous intervention of the lower limb 43.5% (87/200) 41.0% (41/100) 0.680
Previous intervention of the study limb 24.0% (48/200) 23.0% (23/100) 0.848
Continuous data are presented as Mean * SD (N), Median (Min, Max). Categorical data are presented as % (n/N).
2p-value is from a t-test for continuous variables, a chi-square test or Fisher’s exact test as appropriate for nominal categorical
variables, or a Cochran-Mantel-Haenszel test for a difference in mean rank scores for ordinal variables.
*Non-compressible arteries includes those reported on the CRF and those with ABIs (manual or automatic) reported as >=1.3.
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Baseline lesion characteristics were similar between the DCB and PTA groups. The total target lesion length treated was similar between treatment groups (DCB 79.7 cm, PTA 88.8 cm; p= 0.105). Reference vessel diameter was smaller
in the Stellarex 035 DCB group compared to the PTA group (4.86 to 5.15; p=0.017). Pre-dilatation using a PTA catheter was performed as part of the clinical study to prepare the vessel and occurred in 100% of DCB subjects. The
baseline lesion characteristics are summarized in table 2. Angiographic core laboratory data is presented unless indicated otherwise.

Table 2: Baseline lesion characteristics

Angiographic lesion characteristic’ Stellarex 035 DCB PTA p-value®
(N=200) (N=100)

Lesion type 0.035

De novo 90.5% (181/200) 82.0% (82/100)

Restenotic 9.5% (19/200) 18.0% (18/100)
Lesion location (most proximal) 0.611

Proximal SFA 11.0% (22/200) 9.0% (9/100)

Mid SFA 50.5% (101/200) 49.0% (49/100)

Distal SFA 34.0% (68/200) 33.0% (33/100)

Proximal popliteal 3.5% (7/200) 7.0% (7/100)

Mid popliteal 1.0% (2/200) 2.0% (2/100)
Lesion length (mm) 79.7 + 45.3 (199) 88.8 + 46.0 (100) 0.105
Reference vessel diameter (RVD) (mm) 4.86 + 0.92 (200) 5.15 + 1.05 (100) 0.017
Minimum lumen diameter (MLD) (mm) 1.27 £ 0.88 (200) 1.32 £ 0.96 (100) 0.660
Diameter stenosis (%) 73.9 +16.9 (200) 74.8 +17.0 (100) 0.673
Total occlusion (100% stenosis) 19.0% (38/200) 18.0% (18/100) 0.834
Calcification? 0.804

None/mild 34.3% (68/198) 32.0% (32/100)

Moderate 21.7% (43/198) 25.0% (25/100)

Severe 43.9% (87/198) 43.0% (43/100)
TASC Il lesion classification 0.298

Type A 61.3% (122/199) 53.0% (53/100)

Type B 29.1% (58/199) 38.0% (38/100)

Type C 9.5% (19/199) 9.0% (9/100)
At least one patent run-off vessel 94.9% (168/177) 98.9% (87/88) 0.172
Post-procedure minimum lumen diameter? 3.63 +0.68 (199) 3.71£0.71 (100) 0.347
(MLD) (mm)
Post-procedure diameter stenosis (%)* 25.2+11.7 (199) 27.4 +10.1 (100) 0.107
Procedural characteristics
Pre-dilatation performed* 100% (200/200) 100% (100/100) N/A
Post-dilatation performed* 17.0% (34/200) 16.0% (16/100) 0.827
Bailout stent* 6.0% (12/200) 6.0% (6/100) 1.000
Continuous data are presented as Mean + SD (N). Categorical data are presented as % (n/N).
2p-value is from a t-test for continuous variables, a chi-square test or Fisher’s exact test as appropriate for nominal categorical
variables, or a Cochran-Mantel-Haenszel test for a difference in mean rank scores for ordinal variables.
*Angiographic core laboratory reported data except where indicated otherwise.
2Per angiographic core lab definitions; none/mild: No radiopacities noted; moderate: Radiopacities noted on one side of the arterial
wall or less than one cm of length prior to contrast injection or digital subtraction; severe: Radiopacities noted on both sides of the
arterial wall and extending more than one cm of length prior to contrast injection or digital subtraction.
3Post-procedure results are determined from post-dilatation/post-additional treatment data for lesions with additional treatment
after the study device and post-study device data otherwise.
“ Site reported data.
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Subject follow-up compliance at the 12-month follow-up visit is presented in table 3. Follow-up compliance within the follow-up window was 89.5% for the Stellarex 035 DCB subjects and 90.9% for the PTA subjects.

Table 3: Subject follow-up compliance at 12 months

12 month (365 days + 30 days) Stellarex 035 DCB PTA
(N =200) (N=100)
Eligible subjects’ 190 99
Study exits? 10 1
Death? 4 1
Withdrawn? 4 0
Lost-to-follow-up? 2 0

Clinical follow-up

Follow-up visit in window 170 90
Follow-up compliance (%)* 89.5% 90.9%
Follow-up visit out of window 11 4
Follow-up visit missed 9 5

“Eligible subjects are all subjects who have a follow-up visit form or are past due for
their follow-up visit and have not exited the study prior to the upper limit of the
visit window.

2Study exits are cumulative through the upper limit of the visit window. exited
subjects with a follow-up visit form are considered eligible and are not considered
as a study exit until the next follow-up visit.

3Follow-up compliance is calculated as the number of subjects having an in-window
follow-up visit out of the total number of subjects eligible for follow up.

11.3.4 Primary safety and effectiveness endpoints

The primary safety endpoint, a composite of freedom from device and procedure-related death through 30 days post-procedure and freedom from target limb major amputation and clinically-driven target lesion revascularization
through 12 months post-procedure, was 92.1% in the DCB group and 83.2% in the PTA group. The DCB group met the pre-defined 5% non-inferiority margin and in a sequential testing procedure, the DCB showed superiority in safety
against the PTA group (p=0.0246).

The primary effectiveness endpoint, primary patency at 12 months, was 76.3% in the DCB group and 57.6% for the PTA group. The DCB group showed statistical superiority to the PTA group (p=0.003).
The primary safety and effectiveness endpoint rates are presented in table 4. Kaplan-Meier analysis of the primary safety endpoint is presented in figure 3 and primary patency is presented in figure 4.

Table 4: Primary safety and effectiveness endpoints

Outcome Stellarex 035 DCB PTA Difference p-value®
(N = 200) (N=100)* [95% CIJ®
Primary safety endpoint’ 92.1% 83.2% 8.3% 0.0246
(174/189) (79/95) [0.03%, 16.57%]
Primary effectiveness 76.3% 57.6% 16.9% 0.003
endpoint-patency at 12 (135/177) (53/92) [5.1%, 28.7%]
months?

Primary safety endpoint was defined as the composite of freedom from device and procedure-related death
through 30 days post-procedure and freedom from target limb major amputation and clinically-driven target lesion
revascularization (CD-TLR) through 12 months post-procedure (410 days).

2The primary effectiveness endpoint was defined as patency at 12 months. Patency was defined as absence of target
lesion restenosis (as assessed by the duplex ultrasound core laboratory based on PSVR < 2.5) and freedom from
clinically-driven target lesion revascularization (CD-TLR) through 12 months (410 days). In the case where duplex
data was not available angiographic core laboratory assessment of restenosis was utilized.

3Data are based on complete data without multiple imputation and presented as % (n/N).

2Estimate of the difference (DCB-PTA), 95% Cl, and 1-sided p-value are based on the model based estimates resulting
from multiple-imputation of missing data. For safety, the non-inferiority margin of 5% was met, therefore the results
shown above are for superiority testing.
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Table 5: Kaplan-Meier data freedom from primary safety event

Stellarex 035 DCB PTA
(N=200) (N=100)
At Number Event 95% Cl of At Number Event 95% Cl of Difference Log-rank
Days risk with free event free risk with free event free [95% cI]* p-value
event (%) event (%)
rate (%) rate (%)
0 200 0 100.0 - 100 0 100.0 - 0.0
[0.0, 0.0]
30 200 0 100.0 - 100 0 100.0 - 0.0
[0.0, 0.0]
180 191 3 98.5 [95.3,99.5] | 99 1 99.0 [93.0, 99.9] 0.5 0.025
[-3.1,2.1]
365 130 12 93.6 [89.0, 96.3] 59 12 87.3 [78.6, 92.6] 6.3
[-1.3,14.0]
410 83 15 91.0 [85.2, 94.6] 37 16 80.0 [68.8, 87.6] 10.9
[0.7,21.2)
Freedom from primary safety event was defined as freedom from device and procedure-related death through 30 days post-procedure and
freedom from target limb major amputation and clinically-driven target lesion revascularization (CD-TLR) through 12 months post-procedure.
The 95% Cl of the difference was calculated assuming an asymptotic normal distribution of the difference in survival point estimates.

11.3.5 Summary of serious adverse events

Serious adverse event (SAE) rates by MedDRA version 17.0 system organ class (SOC) and preferred term (PT) through 12 months (410 days) are shown in table 6. A SAE was defined as any untoward medical occurrence that results in
death, is life-threatening, requires inpatient hospitalization or prolongation of existing hospitalization, results in persistent or significant disability/incapacity, requires medical/surgical intervention to prevent life-threatening illness or
injury or to prevent permanent impairment of a body structure or function, or a congenital anomaly or birth defect.

Table 6: Summary of serious adverse events through 12 months through 410 days

Event' Stellarex 035 DCB PTA
(N=200) (N=100)
Not yet coded 1.0% (2/200) 0.0% (0/100)
Not reported 0.5% (1/200) 0.0% (0/100)
Suspicion of worsening of alcohol abuse 0.5% (1/200) 0.0% (0/100)
Blood and lymphatic system disorders 2.5% (5/200) 1.0% (1/100)
Anaemia 1.5% (3/200) 1.0% (1/100)
Hypochromic anaemia 0.5% (1/200) 0.0% (0/100)
Leukocytosis 0.5% (1/200) 0.0% (0/100)
Cardiac disorders 11.0% (22/200) 6.0% (6/100)
Acute myocardial infarction 1.5% (3/200) 0.0% (0/100)
Angina pectoris 2.5% (5/200) 2.0% (2/100)
Angina unstable 1.0% (2/200) 1.0% (1/100)
Atrial fibrillation 2.0% (4/200) 1.0% (1/100)
Atrioventricular ventricular block 0.5% (1/200) 0.0% (0/100)
Cardiac arrest 0.5% (1/200) 0.0% (0/100)
Cardiac failure 0.5% (1/200) 0.0% (0/100)
Cardiac failure congestive 1.0% (2/200) 0.0% (0/100)
Coronary artery disease 1.5% (3/200) 1.0% (1/100)
Mitral valve incompetence 0.5% (1/200) 0.0% (0/100)
Myocardial infarction 1.5% (3/200) 0.0% (0/100)
Sick sinus syndrome 0.0% (0/200) 2.0% (2/100)
Congenital, familial and genetic disorders 0.0% (0/200) 1.0% (1/100)
Hydrocele 0.0% (0/200) 1.0% (1/100)
Endocrine disorders 0.0% (0/200) 1.0% (1/100)
Hypothyroidism 0.0% (0/200) 1.0% (1/100)
Eye disorders 0.5% (1/200) 2.0% (2/100)
Blindness unilateral 0.5% (1/200) 0.0% (0/100)
Cataract 0.0% (0/200) 1.0% (1/100)
Retinal artery occlusion 0.0% (0/200) 1.0% (1/100)
Gastrointestinal disorders 8.0% (16/200) 6.0% (6/100)
Abdominal hernia 0.5% (1/200) 1.0% (1/100)
Abdominal pain 0.5% (1/200) 0.0% (0/100)
Abdominal pain upper 0.5% (1/200) 0.0% (0/100)
Barrett's oesophagus 0.5% (1/200) 0.0% (0/100)
Colitis 0.5% (1/200) 1.0% (1/100)
Diarrhoea 1.0% (2/200) 0.0% (0/100)
13
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Event’ Stellarex 035 DCB PTA
(N=200) (N=100)
Diarrhoea haemorrhagic 0.0% (0/200) 1.0% (1/100)
Duodenal ulcer 0.5% (1/200) 0.0% (0/100)
Gastrointestinal angiodysplasia 0.5% (1/200) 0.0% (0/100)
Gastrointestinal angiodysplasia haemorrhagic 0.5% (1/200) 0.0% (0/100)

Gastrointestinal haemorrhage

1.5% (3/200)

0.0% (0/100)

Intestinal ischaemia

1.0% (2/200)

0.0% (0/100)

Melaena 0.0% (0/200) 1.0% (1/100)
Nausea 0.5% (1/200) 0.0% (0/100)
Rectal haemorrhage 0.5% (1/200) 1.0% (1/100)
Small intestinal obstruction 0.0% (0/200) 1.0% (1/100)
Upper gastrointestinal haemorrhage 0.5% (1/200) 0.0% (0/100)

General disorders and administration site conditions

7.5% (15/200)

7.0% (7/100)

Catheter site haematoma 0.5% (1/200) 0.0% (0/100)
Catheter site haemorrhage 0.0% (0/200) 1.0% (1/100)
Chest discomfort 0.5% (1/200) 0.0% (0/100)
Chest pain 4.0% (8/200) 4.0% (4/100)
Death 0.0% (0/200) 2.0% (2/100)
Device occlusion 1.0% (2/200) 0.0% (0/100)

Non-cardiac chest pain

1.0% (2/200)

0.0% (0/100)

Sudden cardiac death

0.5% (1/200)

0.0% (0/100)

Vessel puncture site thrombosis

0.5% (1/200)

0.0% (0/100)

Hepatobiliary disorders

1.5% (3/200)

0.0% (0/100)

Bile duct stenosis 0.5% (1/200) 0.0% (0/100)
Cholangitis 0.5% (1/200) 0.0% (0/100)
Cholangitis acute 0.5% (1/200) 0.0% (0/100)
Cholecystitis 0.5% (1/200) 0.0% (0/100)
Cholelithiasis 0.5% (1/200) 0.0% (0/100)

Immune system disorders

0.0% (0/200)

1.0% (1/100)

Hypersensitivity

0.0% (0/200)

1.0% (1/100)

Infections and infestations 9.0% (18/200) 6.0% (6/100)
Appendicitis perforated 0.5% (1/200) 0.0% (0/100)
Bacteraemia 1.0% (2/200) 0.0% (0/100)
Bronchitis 1.0% (2/200) 0.0% (0/100)
Bronchopneumonia 0.5% (1/200) 0.0% (0/100)

Bursitis infective

0.0% (0/200)

1.0% (1/100)

Cellulitis

1.0% (2/200)

2.0% (2/100)

Diabetic foot infection

0.0% (0/200)

1.0% (1/100)

Endocarditis 0.5% (1/200) 0.0% (0/100)
Escherichia sepsis 0.5% (1/200) 0.0% (0/100)
Fungaemia 0.5% (1/200) 0.0% (0/100)
Gastroenteritis 1.0% (2/200) 0.0% (0/100)
Gastroenteritis viral 0.5% (1/200) 0.0% (0/100)
H1N1 influenza 0.5% (1/200) 0.0% (0/100)

Pneumonia

1.5% (3/200)

3.0% (3/100)

Sepsis

1.0% (2/200)

0.0% (0/100)

Staphylococcal infection

0.5% (1/200)

0.0% (0/100)

Urinary tract infection

2.0% (4/200)

0.0% (0/100)

Injury, poisoning and procedural complications

12.5% (25/200)

12.0% (12/100)

Accidental overdose 0.5% (1/200) 0.0% (0/100)
Anaemia postoperative 0.5% (1/200) 0.0% (0/100)
Concussion 0.5% (1/200) 1.0% (1/100)
Fall 0.5% (1/200) 1.0% (1/100)

Femur fracture

0.5% (1/200)

0.0% (0/100)

Hip fracture 0.5% (1/200) 0.0% (0/100)
Multiple fractures 0.0% (0/200) 1.0% (1/100)
Peripheral arterial reocclusion 0.5% (1/200) 0.0% (0/100)
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Event' Stellarex 035 DCB PTA
(N=200) (N=100)
Peripheral artery restenosis 4.0% (8/200) 7.0% (7/100)

Post procedural haematoma

1.0% (2/200)

1.0% (1/100)

Spinal compression fracture

0.5% (1/200)

0.0% (0/100)

Toxicity to various agents

0.0% (0/200)

1.0% (1/100)

Upper limb fracture

0.5% (1/200)

0.0% (0/100)

Vascular graft occlusion

1.0% (2/200)

0.0% (0/100)

Vascular pseudoaneurysm

2.0% (4/200)

1.0% (1/100)

Wrist fracture 1.0% (2/200) 0.0% (0/100)
Metabolism and nutrition disorders 3.0% (6/200) 0.0% (0/100)
Hyperglycaemia 0.5% (1/200) 0.0% (0/100)
Hyperkalaemia 1.0% (2/200) 0.0% (0/100)
Hypoglycaemia 0.5% (1/200) 0.0% (0/100)
Hypokalaemia 1.5% (3/200) 0.0% (0/100)
Hyponatraemia 0.5% (1/200) 0.0% (0/100)

Musculoskeletal and connective tissue disorders 6.5% (13/200) 5.0% (5/100)
Arthralgia 1.0% (2/200) 0.0% (0/100)
Back pain 0.5% (1/200) 0.0% (0/100)

Cervical spinal stenosis

0.0% (0/200)

1.0% (1/100)

Dupuytren's contracture

0.5% (1/200)

0.0% (0/100)

Intervertebral disc protrusion

0.0% (0/200)

1.0% (1/100)

Musculoskeletal pain

1.5% (3/200)

0.0% (0/100)

Osteoarthritis

0.5% (1/200)

1.0% (1/100)

Pain in extremity

3.0% (6/200)

2.0% (2/100)

Synovial cyst

0.0% (0/200)

1.0% (1/100)

Neopl benign, mali and unspecified (incl cysts and polyps) 2.5% (5/200) 2.0% (2/100)
Basal cell carcinoma 0.5% (1/200) 0.0% (0/100)
Bladder cancer 0.5% (1/200) 0.0% (0/100)
Lymphoma 0.5% (1/200) 0.0% (0/100)

Malignant melanoma

0.5% (1/200)

1.0% (1/100)

Neoplasm prostate

0.5% (1/200)

0.0% (0/100)

Salivary gland neoplasm

0.0% (0/200)

1.0% (1/100)

Squamous cell carcinoma

0.5% (1/200)

0.0% (0/100)

Nervous system disorders

1.0% (2/200)

7.0% (7/100)

Carotid artery stenosis

0.5% (1/200)

2.0% (2/100)

Headache 0.0% (0/200) 1.0% (1/100)
Hydrocephalus 0.5% (1/200) 0.0% (0/100)
Paraesthesia 0.0% (0/200) 1.0% (1/100)

Syncope

0.5% (1/200)

2.0% (2/100)

Transient ischaemic attack

0.0% (0/200)

1.0% (1/100)

Psychiatric disorders

0.0% (0/200)

2.0% (2/100)

Depression

0.0% (0/200)

1.0% (1/100)

Mental status changes

0.0% (0/200)

1.0% (1/100)

Renal and urinary disorders

5.5% (11/200)

2.0% (2/100)

Haematuria

0.5% (1/200)

0.0% (0/100)

Nephrolithiasis

0.0% (0/200)

1.0% (1/100)

Renal artery stenosis

0.5% (1/200)

1.0% (1/100)

Renal failure 1.5% (3/200) 0.0% (0/100)
Renal failure acute 3.0% (6/200) 0.0% (0/100)
Renal failure chronic 0.5% (1/200) 0.0% (0/100)
Urinary retention 0.5% (1/200) 0.0% (0/100)

Reproductive system and breast disorders

0.5% (1/200)

2.0% (2/100)

Benign prostatic hyperplasia

0.0% (0/200)

1.0% (1/100)

Ovarian cyst

0.5% (1/200)

1.0% (1/100)

Respiratory, thoracic and mediastinal disorders

2.5% (5/200)

1.0% (1/100)

Bronchospasm 0.5% (1/200) 0.0% (0/100)
Chronic obstructive pulmonary disease 0.5% (1/200) 0.0% (0/100)
Dyspnoea 0.5% (1/200) 0.0% (0/100)
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Event' Stellarex 035 DCB PTA
(N=200) (N=100)
Epistaxis 0.5% (1/200) 0.0% (0/100)
Haemoptysis 0.5% (1/200) 0.0% (0/100)
Respiratory failure 0.0% (0/200) 1.0% (1/100)
Skin and subcutaneous tissue disorders 2.0% (4/200) 0.0% (0/100)
Dermatitis contact 0.5% (1/200) 0.0% (0/100)
Rash maculo-papular 0.5% (1/200) 0.0% (0/100)
Skin ulcer 0.5% (1/200) 0.0% (0/100)
Urticaria 0.5% (1/200) 0.0% (0/100)
Surgical and medical procedures 2.0% (4/200) 1.0% (1/100)
Knee arthroplasty 0.5% (1/200) 0.0% (0/100)
Obesity surgery 0.5% (1/200) 0.0% (0/100)
Peripheral revascularisation 0.0% (0/200) 1.0% (1/100)
Toe amputation 0.5% (1/200) 0.0% (0/100)
Wound drainage 0.5% (1/200) 0.0% (0/100)
Vascular disorders 30.5% (61/200) 33.0% (33/100)
Aortic aneurysm 0.5% (1/200) 1.0% (1/100)
Aortic stenosis 0.5% (1/200) 0.0% (0/100)
Deep vein thrombosis 0.0% (0/200) 1.0% (1/100)
Femoral artery dissection 8.5% (17/200) 6.0% (6/100)
Femoral artery occlusion 0.5% (1/200) 0.0% (0/100)
Haemorrhage 0.5% (1/200) 0.0% (0/100)
Hypertension 1.0% (2/200) 0.0% (0/100)
Hypertensive crisis 0.5% (1/200) 0.0% (0/100)
Hypotension 2.0% (4/200) 1.0% (1/100)
Intermittent claudication 8.0% (16/200) 6.0% (6/100)
Ischaemia 0.5% (1/200) 0.0% (0/100)
Peripheral arterial occlusive disease 1.5% (3/200) 0.0% (0/100)
Peripheral artery dissection 0.0% (0/200) 1.0% (1/100)
Peripheral artery stenosis 11.0% (22/200) 18.0% (18/100)
Peripheral embolism 0.5% (1/200) 0.0% (0/100)
Peripheral ischaemia 0.5% (1/200) 0.0% (0/100)
Peripheral vascular disorder 1.5% (3/200) 1.0% (1/100)
Venous insufficiency 0.5% (1/200) 0.0% (0/100)
Total 60.0% (120/200) 63.0% (63/100)
Includes all events reported through 410 days.
" Events are stratified by MedDRA system organ class (SOC) and preferred term (PT); bold rows indicate the SOC summarized. Subjects may
experience multiple event types, thus the sum of the subjects by PT need not equal the total number of subjects in the summary for each SOC. In
cases where the event verbatim term was updated by the CEC, the MedDRA coding was based on the event verbatim term provided by the CEC.
Otherwise, the MedDRA coding was based on the site-reported event verbatim term.
2 Numbers are % (n/N) where the numerator is the number of subjects with at least one event, the denominator is the total number of subjects
enrolled.
Figure 4: Kaplan-Meier plot freedom from loss of patency through 12 months
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Table 7: Kaplan-Meier data freedom from loss of patency through 12 months

Stellarex 035 DCB PTA
(N=200) (N=100)
At Number Event 95% Cl of At Number Event 95% Cl of Difference Log-rank
Days risk with free event free risk with free event free | [95% CI]' p-value
event (%) event (%)
rate (%) rate (%)
0 200 1 99.5 [96.5,99.9] | 100 1 99.0 [93.1, 99.9] 0.5
[1.7,2.7]
30 195 5 97.5 [94.1, 99.0] 99 1 99.0 [93.1, 99.9] 1.5
[-4.4,1.4]
180 186 8 96.0 [92.1, 98.0] 98 2 98.0 [92.2, 99.5] 2.0
0.002
[-5.9,1.9]
365 118 32 823 [75.8, 87.2] 51 26 70.9 [60.0, 79.3] 11.4
[0.3,22.5]
410 69 42 73.7 [65.8, 80.1] 28 39 50.4 [38.2,61.4] 233
[9.6,37.0]
Freedom from loss of patency was defined as absence of target lesion restenosis (as assessed by the duplex ultrasound core laboratory based
on PSVR < 2.5) and freedom from clinically-driven target lesion revascularization (CD-TLR).
In the case where duplex ultrasound data was not available, angiographic results assessed by the angiographic core laboratory were utilized.
Lesions with follow-up within or past the 12 month visit window who were free from CD-TLR but without an evaluable assessment of target
lesion restenosis were censored at their time of last contact.
The 95% CI of the difference is calculated assuming an asymptotic normal distribution of the difference in survival point estimates.

11.3.6 St y of dary endpoi

Secondary endpoints were analyzed, and no hypothesis testing was planned. The 12-month major adverse event rate was 9.4% in the DCB group versus 17.7% in the PTA group. The rate of clinically-driven target lesion revascularization
was lower in the DCB group versus the PTA group (9.5% and 17.9%, respectively). All-cause mortality and acute success were similar between the DCB group and PTA group. Select secondary endpoints are summarized in table 8.

Table 8: Secondary endpoint results

Major adverse events Stellarex 035 DCB PTA Difference
(N=200)" (N=100)'

Major adverse event at 12 months 9.4% (18/191) 17.7% (17/96) -8.3%
Cardiovascular death 1.6% (3/191) 2.1% (2/96) -0.5%
Target limb major amputation 0.0% (0/189) 0.0% (0/95) -
Clinically-driven TLR 7.9% (15/189) 16.8% (16/95) 8.9%

Target lesion revascularization

12 months 9.5% (18/189) 17.9% (17/95) -8.4%

Clinically driven target vessel
revascularization

12 months 7.9% (15/189) 16.8% (16/95) -8.9%
Arterial thrombosis of treated

segment

12 months 1.1% (2/189) 0.0% (0/95) 1.1%

Death - all cause

12 months 2.6% (5/192) 2.1% (2/96) 0.5%

Acute success

Lesion success 98.5% (196/199) 98.0% (98/100) 0.5%
Technical success 98.5% (196/199) 98.0% (98/100) 0.5%
Clinical success 98.5% (196/199) 98.0% (98/100) 0.5%
Procedural success 98.5% (196/199) 98.0% (98/100) 0.5%

*Numbers are % (n/N). The numerator is the number of subjects with an event prior to the close of the visit window. The denominator includes subjects with
an event or those without an event having follow-up on or past the opening of the visit window.
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11.3.7 Gender analysis
Subgroup analyses were conducted to examine the influence of gender on the primary safety and effectiveness endpoints. Table 9 summarizes the results by gender (male vs. female).

There were 176 males and 124 females enrolled in the ILLUMENATE Pivotal study. Based on gender subgroup analyses, there is no evidence of a difference in treatment effect by gender for the primary safety or primary effectiveness
endpoints.

Table 9: Gender analyses of the primary safety and effectiveness endpoint

Females
Outcome Stellarex 035 DCB PTA Odds ratio
(N=88 subjects) (N=36 subjects)
Primary safety’ 89.3% (75/84) 78.8% (26/33) 2.244
Primary 77.6% (59/76) 58.1% (18/31) 2.507
effectiveness®
Males
Outcome Stellarex 035 DCB PTA Odds ratio
(N=112 subjects) (N=64 subjects)
Primary safety* 94.3% (99/105) 85.5% (53/62) 2.802
Primary 75.2% (76/101) 57.4% (35/61) 2.258
effectiveness®

Primary safety endpoint was defined as the composite of freedom from device and
procedure-related death through 30 days post-procedure and freedom from target
limb major amputation and clinically-driven target lesion revascularization (CD-TLR)
through 12 months post-procedure (410 days).

Analysis was based on non-missing data; Imputation of missing outcome status or
subgroup data was not applied.

20dds ratio for DCB vs. PTA.

3Primary effectiveness endpoint was defined as patency at 12 months. Patency was
defined as absence of target lesion restenosis (as assessed by the duplex ultrasound
core laboratory based on PSVR< 2.5) and freedom from clinically-driven target lesion
revascularization (CD-TLR) through 12 months (410 days).

11.3.8 Pharmacokinetic sub-study
The ILLUMENATE PK study is a prospective, non-randomized, single-arm, multi-center, pharmacokinetic study that was designed to determine the pharmacokinetics profile of paclitaxel in plasma following treatment with the Stellarex
035 DCB. Twenty-five (25) subjects were enrolled at 2 sites in New Zealand. Each enrolled subject will be followed for 2 years (24 months) after treatment. Determination of circulating plasma paclitaxel concentration occurred
immediately after the last Stellarex 035 DCB deployment, at 1, 4, and 24 hours, and at 7, 14, 30, 60 and 180 days (as applicable) post-procedure. All subjects were required to have a follow-up telephone contact at 1 month. Follow-up
office visits are required at 6, 12, and 24 months. Table 10 summarizes the pharmacokinetic parameters including maximum concentration (C ), time to maximum concentration (T ), area under the curve (AUC_,, ) and terminal
elimination half-life (T, ,).
/2

Table 10: y of phar kinetic p S
Parameter N Mean Standard CV (%) Range (Min, Max)
deviation
AUC, . 25 37.2 59.18 159.1 (0.55, 296.00)
(ng*hours/mL)
c,..(ng/mL) 25 54.4 116.85 214.9 (0.55, 574.00)
T... (hours) 25 0.0167 0.0000 0.0 (0.0167, 0.0167)
T (hours)" 9 10.0 1.56 15.6 (8.20, 12.40)
*Half-life not able to be calculated for 8 subjects due to R-Squared < 0.850. An additional 8 subjects had
insufficient volume after T__ for regression.

11.4  Summary of supplemental clinical information

11.4.1 ILLUMENATE European Union randomized controlled trial
The ILLUMENATE EU RCT study is a prospective, randomized, multi-center, single-blind study to evaluate the Stellarex 035 DCB test device compared to the PTA control device in the treatment of de novo or restenotic lesions in the
superficial femoral and/or popliteal arteries. A total of 294 subjects were randomized in a 3:1 randomization ratio (222 DCB subjects: 72 PTA subjects) at 18 sites in Austria and Germany. An additional 33 subjects were enrolled in the
stent cohort and received post-dilatation with the DCB after stent implantation for >70% residual stenosis following pre-dilatation. Follow-up visits will occur at 1 month, 6 months, 12 months, 24 months, 36 months, 48 months, and 60
months.
The primary safety and effectiveness results are represented in table 11 and table 12.

Table 11: EU RCT study primary safety endpoint

Safety endpoint Stellarex 035 DCB PTA Difference Endpoint
(N subjects=219)* (N subjects=68)>
Primary safety endpoint! 94.1% (193/205) 83.3% (50/60) 10.8% Met

Primary safety endpoint was defined as the composite of freedom from device and procedure-related death
through 30 days post-procedure and freedom from target limb major amputation and clinically-driven target lesion
revascularization (CD-TLR) through the end of the 12-month visit window (395 days).

’Data are presented per subject as % (n/N)

Table 12: EU RCT study primary efficacy endpoint

Efficacy endpoint Stellarex 035 DCB PTA Difference
(N subjects=222) (N subjects=72)(N
(N lesions=254)* lesions=79) 2

Primary efficacy endpoint® 83.9% 60.6% 23.3%

*Primary efficacy endpoint was defined as patency at 12 months. Patency was defined as absence of
target lesion restenosis (as assessed by the duplex ultrasound core laboratory based on PSVR < 2.5)
and freedom from clinically-driven target lesion revascularization (CD-TLR) through 395 days. In the
case where duplex ultrasound data are not available, angiographic results assessed by the angiographic
core laboratory are utilized.
?Data are presented) as the within-group patency success rate.
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11.4.2 ILLUMENATE Global study

The ILLUMENATE Global study is a prospective, international, multi-center, single-arm study to assess the safety and performance of the Stellarex 035 DCB in the treatment of de novo or restenotic lesions in the superficial femoral
(SFA) and/or popliteal arteries. At the end of enrollment, 371 subjects were enrolled at 37 sites. Follow-up visits are required at 1 month, 6 months, 12 months, 24 months, 36 months, and 48 months. Phone contacts (or optional office
visits) will occur at 48 and 60 months.

The primary safety and effectiveness results are presented in table 13 and table 14.

Table 13: Global study primary safety endpoint

Safety endpoint At risk Number with Event free (%)
event
Primary safety endpoint* 204 19 94.8

*Primary safety endpoint was defined as the composite of freedom from device and procedure-related
death through 30 days post-procedure and freedom from target limb major amputation and clinically-
driven target lesion revascularization (CD TLR) through 12 months post-procedure.

Table 14: Global study primary efficacy endpoint

Efficacy endpoint Stellarex 035 DCB
(N subjects=371)
(N lesions=417)*

Primary efficacy endpoint! 77.2% (285/369)

‘Efficacy endpoint was defined as primary patency at 12 months.
Primary patency is defined as absence of target lesion restenosis (as
assessed by the duplex ultrasound core laboratory based on PSVR <
2.5) and freedom from clinically-driven target lesion revascularization
(CD-TLR) through 395 days. In the case where duplex ultrasound data
were not available, angiographic results assessed by the angiographic
core laboratory were utilized.

’Data are presented per lesion as % (n/N).

11.4.3 ILLUMENATE First-In-Human trial

The ILLUMENATE FIH study was a non-randomized, multi-center, single-arm clinical study conducted in subjects requiring treatment of lesions in the SFA/popliteal artery due to occlusion/restenosis. Eighty subjects were enrolled at
3 sites. The first 50 subjects were enrolled in Cohort 1, pre-dilatation before treatment with DCB. The last 30 subjects were enrolled in Cohort 2, direct DCB without pre-dilatation. After treatment, follow-up visits occurred prior to
hospital discharge and at 1 month, 6 months, 12 months and 24 months post-procedure.

The primary endpoint was angiographic late lumen loss (LLL) at 6 months post-procedure, defined as the difference between minimum lumen diameter (MLD) after intervention and follow up, with comparison to an objective
performance criterion (OPC). The primary endpoint of mean late lumen loss at 6 months for the Cohort 1 intent-to-treat (ITT) analysis set was 0.54+0.97mm. This was significantly less than the objective performance criterion
(OPC=1.1mm) and the primary endpoint was met. The late lumen less for Cohort 2 was 0.10£0.76mm, demonstrating the effectiveness of the study device in the direct DCB application as well as following pre-dilatation.

The major secondary safety endpoint was Major Adverse Event (MAE) at 6-months post procedure, defined as composite rate of cardiovascular death, index limb amputation, and ischemia driven target lesion revascularization. The
major secondary safety endpoint of Major Adverse Events (MAEs) at 6 months for the Cohort 1 was 4.0%, lower than the objective performance criterion of 30%. The endpoint was met. The MAE rate at 6 months was 6.7% for the
Cohort 2 ITT analysis set.

11.5  Summary of rare adverse events

Rare adverse events (RAEs) were evaluated in more than 900 subjects from the ILLUMENATE clinical program (ILLUMENATE Pivotal, ILLUMENATE PK, ILLUMENATE EURCT, ILLUMENATE Global, and ILLUMENATE FIH). Rare adverse events
were adjudicated by the independent clinical events committee (CEC) and included the following device-related adverse events within 365 days: arterial thrombosis of the treated segment, ipsilateral embolic events of the target limb,
neutropenia, and drug hypersensitivity/reactions.

No neutropenia or drug-hypersensitivity/reaction device-related adverse events occurred in any of the subjects treated with the DCB. Of the 928 Stellarex balloon subjects, 15 (1.6%) had an ipsilateral embolic event of the target limb
and 8 (0.9%) had an arterial thrombosis of the treated segment within 365 days. There was no indication these events were related to the paclitaxel drug coating.

11.6  ILLUMENATE post-approval study

11.6.1 Study objective

The purpose of the ILLUMENATE post-approval study is to evaluate the long-term safety and effectiveness of the Stellarex 035 DCB in 300 subjects from the premarket ILLUMENATE Pivotal study discussed in section 11.3, ILLUMENATE
Pivotal study.

11.6.2 Study design

The ILLUMENATE post-approval study is a continued follow-up study of the ILLUMENATE Pivotal study, which was designed as a prospective, randomized, multi-center, single-blind study comparing the Stellarex 035 DCB to standard
balloon angioplasty (PTA) for treatment of femoropopliteal arteries in a single limb. Subjects were randomized to the Stellarex 035 DCB or the control PTA device in a 2:1 ratio.

11.6.3 Patient population
The 261 subjects assessed for the ILLUMENATE post-approval study at 24 months were originally enrolled in the ILLUMENATE Pivotal study. Information on the study population is provided in section 11.3.3, Patient population.

11.6.4 Study endpoints

Primary safety endpoint
The primary safety endpoint is a composite of freedom from device and procedure-related death through 30 days post-procedure and freedom from target limb major amputation and clinically-driven target lesion revascularization
through 24 months post-procedure.

Primary effectiveness endpoint
The primary effectiveness endpoint is patency of the target lesion at 24 months post-procedure. Patency is defined as the absence of target lesion restenosis as determined by DUS (PSVR < 2.5) and freedom from-CD-TLR.

Secondary endpoints
The secondary endpoints for the ILLUMENATE post-approval study are listed below.
¢ Major adverse event (MAE) rate at 24, 36, 48 and 60 months post-procedure, defined as a composite rate of cardiovascular death, target limb major amputation and clinically-driven target lesion revascularization (TLR).
Rate of clinically-driven target lesion revascularization at 24, 36, 48 and 60 months.
Rate of target lesion revascularization at 24, 36, 48 and 60 months.
Rate of clinically-driven target vessel revascularization at 24 and 36 months.
Rate of target limb major amputation at 24, 36, 48 and 60 months.
Mortality rate at 24, 36, 48 and 60 months.
Rate of occurrence of arterial thrombosis of the treated segment at 24, 36, 48 and 60 months.

11.6.5 Total number of enrolled study sites and subjects, follow-up rate

A total of 300 subjects were randomized 2:1 to the Stellarex 035 DCB test device (n=200) and PTA control device (n=100) in the ILLUMENATE Pivotal study at 43 sites. The 261 subjects evaluated for the ILLUMENATE post-approval
Study at 24 months were originally enrolled in the ILLUMENATE Pivotal study. Follow-up compliance through 60 months is presented in table 15.
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Table 15: Follow-up compliance through 60 months

60 month (1,825 days * 45 days) DCB PTA Total
(N=200) (N=100) (N=300)
Eligible subjects! 136 70 206
Study exits? 64 30 94
Death? 34 19 53
Withdrawn? 19 8 27
Lost-to-follow-up? 11 3 14

Clinical follow-up

Follow-up visit in window 131 66 197
Follow-up compliance (%)* 96.3% 94.3% 95.6%
Follow-up visit out of window 4 4 8
Follow-up visit missed 1 0 1

*Eligible subjects are all subjects who have a follow-up visit form or are past due for their follow-up visit and
have not exited the study prior to the upper limit of the visit window.

2Study exits are cumulative through the upper limit of the visit window- Exited subjects with a follow-up visit
form are considered eligible and are not considered as a study exit until the next follow-up visit.

3Follow-up compliance is calculated as the number of subjects having an in-window follow-up visit out of
the total number of subjects eligible for follow-up.

11.6.6 Summary of primary safety and effectiveness endpoints

The primary safety endpoint, a composite of freedom from device and procedure-related death through 30 days post-procedure and freedom from target limb major amputation and clinically-driven target lesion revascularization
through 24 months post-procedure, was 83.0% in the DCB group and 79.3% in the PTA group (p=0.002).

The primary effectiveness endpoint, primary patency at 24 months, was 60.3% in the DCB group and 51.7% for the PTA group (p=0.093).
The primary safety and effectiveness endpoint rates are presented in table 16. Kaplan-Meier analysis of the primary safety endpoint is presented in figure 5 and the primary patency endpoint is presented in figure 6.

Table 16: Primary safety and effectiveness endpoints at 24 months

Outcome Stellarex 035 DCB PTA (N=100)* Difference [95% CI]* p-value®
(N = 200)*

Primary safety endpoint? 83.0% (142/171) 79.3% (73/92) 3.5% [-5.91%, 13.01%] 0.002

at 775 days

Primary effectiveness endpoint? 60.3% (88/146) 51.7% (45/87) 8.9% [-4.3%, 22.0%] 0.093

at 775 days

Primary safety endpoint was defined as the composite of freedom from device and procedure-related death through 30 days post-
procedure and freedom from target limb major amputation and clinically-driven target lesion revascularization (CD-TLR) through 24 months
post-procedure (775 days).

The primary effectiveness endpoint was defined as patency at 24 months. Patency was defined as absence of target lesion restenosis (as
assessed by the duplex ultrasound core laboratory based on PSVR < 2.5) and freedom from clinically-driven target lesion revasculariza-
tion (CD-TLR) through 24 months (775 days). In the case where duplex data was not available angiographic core laboratory assessment of
restenosis was utilized.

3Data are based on complete data without multiple imputation and presented as % (n/N).

°Estimate of the difference (DCB-PTA), 95% Cl, and 1-sided p-value are based on the model based estimates resulting from multiple-imputa-
tion of missing data. For safety, the non-inferiority margin of 5% was met, therefore the results shown above are for superiority testing.

Figure 5: Kaplan-Meier plot freedom from primary safety event (p=0.322)
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Table 17: Kaplan-Meier data freedom from primary safety event through 24 months

DCB PTA
(N=200) (N=100)
Days At risk Number with Event free 95% Cl of event At risk Number with Event free 95% Cl of event Difference Log-rank
event (%) free rate (%) event (%) free rate (%) [95% CI]* p-value
0 200 0 100.0 - 100 0 100.0 - 0.0
[0.0, 0.0]
30 200 0 100.0 - 100 0 100.0 - 0.0
[0.0, 0.0]
180 192 3 98.5 [95.4, 99.5] 100 1 99.0 [93.1,99.9] -0.5
[-3.1,2.1]
365 179 12 93.8 [89.4, 96.4] 85 12 87.8 [79.5, 92.9] 6.0 032
[-1.3,13.3) -
540 155 21 88.9 [83.4, 92.6] 77 17 82.6 [73.6, 88.8] 6.2
[-2.5,15.0]
730 116 25 86.6 [80.8, 90.7] 52 18 81.6 [72.3, 88.0] 5.0
[-4.1,14.2]
775 76 29 82.8 [75.9, 87.9] 42 19 79.8 [69.9, 86.7] 3.0
[-7.1,13.2)

Freedom from primary safety event was defined as freedom from device and procedure-related death through 30 days post-procedure and freedom from target limb major amputation
and clinically-driven target lesion revascularization (CD-TLR) through 24 months post-procedure.

The 95% ClI of the difference was calculated assuming an asymptotic normal distribution in survival point estimates.

Figure 6: Kaplan-Meier plot freedom from loss of patency through 24 months (p=0.015)
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Table 18: Kaplan Meier data freedom from loss of patency through 24 months
DCB PTA
(N=200) (N=100)
Days At risk Number with Event free 95% Cl of event At risk Number with Event free 95% Cl of event Difference Log-rank
event (%) free rate (%) event (%) free rate (%) [95% CI]* p-value
0 200 1 99.5 [96.5, 99.9] 100 1 99.0 [93.1,99.9] 0.5
[1.7,2.7]
30 195 5 97.5 [94.1, 99.0] 99 1 99.0 [93.1,99.9] -1.5
[-4.4,1.4]
180 187 8 96.0 [92.1,98.0] 99 2 98.0 [92.2,99.5] -2.0
[-5.9,1.8]
365 160 32 83.6 [77.6, 88.1] 71 26 73.5 [63.6, 81.1] 10.1 0015
[-0.1, 20.3] ’
540 134 44 77.2 [70.6, 82.5] 56 39 60.0 [49.6, 69.0] 17.1
[5.7, 28.5]
730 100 52 72.1 [65.0, 78.0] 32 43 54.6 [43.9, 64.2] 17.4
[5.3, 29.6]
775 63 61 64.2 [56.0, 71.2] 27 44 52.8 [41.8, 62.6] 114
[-1.6, 24.4]

Freedom from loss of patency was defined as absence of target lesion restenosis (as assessed by the duplex ultrasound core laboratory based on PSVR < 2.5) and freedom from clinically-
driven target lesion revascularization (CD-TLR).

In the case where duplex ultrasound data was not available, angiographic results assessed by the angiographic core laboratory were utilized.

Lesions with follow-up within or past the 24 month visit window (775 days) who were free from CD-TLR but without an evaluable assessment of target lesion restenosis were censored at
their time of last contract.

The 95% ClI of the difference is calculated assuming an asymptotic normal distribution of the difference in survival point estimates.
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11.6.7 Summary of serious adverse events

Serious adverse event (SAE) rates by MedDRA system organ class (SOC) and preferred term (PT) through 60 months (1,825 days) are shown in table 19. A SAE is identified as any untoward medical occurrence that results in death, is
life-threatening, requires inpatient hospitalization or prolongation of existing hospitalization, results in persistent or significant disability/incapacity, requires medical/surgical intervention to prevent life-threatening illness or injury or to
prevent permanent impairment of a body structure or function, or a congenital anomaly or birth defect.

Table 19: Summary of serious adverse events through 60 months

Event' DCB PTA
(N=200) (N=100)
Blood and lymphatic system disorders 6.0% (12/200) [17] 6.0% (6/100) [8]
Anaemia 4.0% (8/200) [12] 3.0% (3/100) [3]
Haemorrhagic anaemia 0.5% (1/200) [1] 1.0% (1/100) [1]
Hypochromic anaemia 0.5% (1/200) [1] 0.0% (0/100) [0]
Iron deficiency anaemia 0.5% (1/200) [2] 0.0% (0/100) [0]
Leukocytosis 0.5% (1/200) [1] 0.0% (0/100) [0]
Nephrogenic anaemia 0.0% (0/200) [0] 1.0% (1/100) [3]
Pancytopenia 0.0% (0/200) [0] 1.0% (1/100) [1]
Cardiac disorders 28.5% (57/200) [106] 27.0% (27/100) [61]
Acute myocardial infarction 3.5% (7/200) [11] 3.0% (3/100) [3]
Angina pectoris 5.5% (11/200) [14] 2.0% (2/100) [3]
Angina unstable 2.5% (5/200) [7] 2.0% (2/100) [2]
Aortic valve stenosis 0.5% (1/200) [1] 1.0% (1/100) [1]
Arrhythmia 0.0% (0/200) [0] 1.0% (1/100) [1]
Atrial fibrillation 4.0% (8/200) [10] 6.0% (6/100) [13]
Atrioventricular block 0.5% (1/200) [1] 0.0% (0/100) [0]
Atrioventricular block complete 0.0% (0/200) [0] 1.0% (1/100) [1]
Atrioventricular block second degree 1.0% (2/200) [3] 1.0% (1/100) [1]
Bradycardia 0.0% (0/200) [0] 2.0% (2/100) [2]
Cardiac arrest 0.5% (1/200) [1] 0.0% (0/100) [0]
Cardiac disorder 0.5% (1/200) [1] 0.0% (0/100) [0]
Cardiac failure 3.0% (6/200) [6] 1.0% (1/100) [10]
Cardiac failure acute 1.0% (2/200) [3] 1.0% (1/100) [1]
Cardiac failure congestive 6.0% (12/200) [20] 5.0% (5/100) [6]
Cardio-respiratory arrest 0.5% (1/200) [1] 1.0% (1/100) [1]
Cardiogenic shock 0.0% (0/200) [0] 1.0% (1/100) [1]
Coronary artery disease 6.0% (12/200) [14] 4.0% (4/100) [5]
Coronary artery occlusion 0.0% (0/200) [0] 1.0% (1/100) [1]
Coronary artery stenosis 2.0% (4/200) [4] 1.0% (1/100) [1]
Ischaemic cardiomyopathy 0.5% (1/200) [1] 0.0% (0/100) [0]
Mitral valve incompetence 0.5% (1/200) [1] 0.0% (0/100) [0]
Myocardial infarction 1.5% (3/200) [3] 0.0% (0/100) [0]
Sick sinus syndrome 0.0% (0/200) [0] 2.0% (2/100) [2]
Sinus bradycardia 0.5% (1/200) [1] 0.0% (0/100) [0]
Sinus tachycardia 0.0% (0/200) [0] 1.0% (1/100) [1]
Stress cardiomyopathy 0.5% (1/200) [1] 0.0% (0/100) [0]
Tachycardia 0.0% (0/200) [0] 2.0% (2/100) [2]
Torsade de pointes 0.5% (1/200) [1] 0.0% (0/100) [0]
Ventricular tachycardia 0.5% (1/200) [1] 1.0% (1/100) [3]
Congenital, familial and genetic disorders 0.0% (0/200) [0] 1.0% (1/100) [1]
Hydrocele 0.0% (0/200) [0] 1.0% (1/100) [1]
Ear and labyrinth disorders 0.0% (0/200) [0] 2.0% (2/100) [2]
Vertigo 0.0% (0/200) [0] 1.0% (1/100) [1]
Vertigo positional 0.0% (0/200) [0] 1.0% (1/100) [1]
Endocrine disorders 0.0% (0/200) [0] 1.0% (1/100) [1]
Hypothyroidism 0.0% (0/200) [0] 1.0% (1/100) [1]
Eye disorders 1.0% (2/200) [2] 3.0% (3/100) [3]
Blindness unilateral 0.5% (1/200) [1] 0.0% (0/100) [0]
Cataract 0.0% (0/200) [0] 2.0% (2/100) [2]
Macular fibrosis 0.5% (1/200) [1] 0.0% (0/100) [0]
Retinal artery occlusion 0.0% (0/200) [0] 1.0% (1/100) [1]
Gastrointestinal disorders 19.5% (39/200) [52] 21.0% (21/100) [24]
Abdominal discomfort 0.5% (1/200) [1] 1.0% (1/100) [1]
22
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Event’

DCB
(N=200)

PTA
(N=100)

Abdominal hernia

0.5% (1/200) [1]

1.0% (1/100) [1]

Abdominal pain

1.5% (3/200) [4]

3.0% (3/100) [3]

Abdominal pain lower

0.0% (0/200) [0]

1.0% (1/100) [1]

Abdominal pain upper

2.0% (4/200) [4]

1.0% (1/100) [1]

Barrett's oesophagus

1.0% (2/200) [2]

0.0% (0/100) [0]

Colitis

1.0% (2/200) [2]

2.0% (2/100) [2]

Diarrhoea

1.5% (3/200) [3]

0.0% (0/100) [0]

Diarrhoea haemorrhagic

0.0% (0/200) [0]

1.0% (1/100) [1]

Diverticulum

0.0% (0/200) [0]

1.0% (1/100) [1]

Duodenal ulcer

0.5% (1/200) [1]

0.0% (0/100) [0]

Dysphagia

0.5% (1/200) [1]

0.0% (0/100) [0]

Gastric ulcer

1.0% (2/200) [3]

0.0% (0/100) [0]

Gastritis

0.5% (1/200) [1]

2.0% (2/100) [2]

Gastritis erosive

0.5% (1/200) [1]

0.0% (0/100) [0]

Gastrointestinal angiodysplasia

0.5% (1/200) [1]

0.0% (0/100) [0]

Gastrointestinal angiodysplasia haemorrhagic

0.5% (1/200) [1]

0.0% (0/100)

Gastrointestinal haemorrhage

3.5% (7/200) [7]

2.0% (2/100) [2]

Inguinal hernia

1.0% (2/200) [2]

1.0% (1/100) [1]

Intestinal ischaemia

2.0% (4/200) [5]

0.0% (0/100) [0]

Intestinal obstruction

0.0% (0/200) [0]

1.0% (1/100) [1]

Large intestine polyp

0.5% (1/200) [1]

0.0% (0/100) [0]

Melaena

0.0% (0/200) [0]

1.0% (1/100) [1]

Nausea

1.0% (2/200) [2]

0.0% (0/100) [0]

Pancreatitis

0.0% (0/200) [0]

1.0% (1/100) [1]

Pancreatitis acute

0.5% (1/200) [1]

0.0% (0/100) [0]

Rectal haemorrhage

1.0% (2/200) [2]

2.0% (2/100) [2]

Retroperitoneal haematoma

0.5% (1/200) [1]

1.0% (1/100) [1]

Retroperitoneal haemorrhage

0.5% (1/200) [1]

1.0% (1/100) [1]

Small intestinal obstruction

0.0% (0/200) [0]

1.0% (1/100) [1]

Umbilical hernia

1.0% (2/200) [2]

0.0% (0/100) [0]

Upper gastrointestinal haemorrhage

0.5% (1/200) [2]

0.0% (0/100) [0]

I dicard. y

s and istration site cc

19.5% (39/200) [54]

17.0% (17/100) [18]

Asthenia

0.5% (1/200) [1]

0.0% (0/100) [0]

Catheter site haematoma

0.5% (1/200) [1]

0.0% (0/100)

Catheter site haemorrhage

0.0% (0/200) [0]

1.0% (1/100) [1]

Chest discomfort

0.5% (1/200) [1]

0.0% (0/100) [0]

Chest pain

10.0% (20/200) [30]

8.0% (8/100) [8]

Death

2.0% (4/200) [4]

6.0% (6/100) [6]

Device deployment issue

0.5% (1/200) [1]

0.0% (0/100) [0]

Device occlusion

2.0% (4/200) [4]

0.0% (0/100) [0]

Fatigue

0.0% (0/200) [0]

1.0% (1/100) [1]

General physical health deterioration

0.0% (0/200) [0]

1.0% (1/100) [1]

Medical device complication

0.5% (1/200) [1]

0.0% (0/100)

Multi-organ failure

0.0% (0/200) [0]

1.0% (1/100) [1]

Non-cardiac chest pain

2.0% (4/200) [5]

0.0% (0/100) [0]

Oedema peripheral

0.5% (1/200) [1]

0.0% (0/100) [0]

Pain

0.5% (1/200) [1]

0.0% (0/100) [0]

Sudden cardiac death

0.5% (1/200) [1]

0.0% (0/100) [0]

Thrombosis in device

0.5% (1/200) [1]

0.0% (0/100) [0]

Ulcer

0.5% (1/200) [1]

0.0% (0/100) [0]

Vessel puncture site thrombosis

0.5% (1/200) [1]

0.0% (0/100) [0]

Hepatobiliary disorders

3.5% (7/200) [10])

2.0% (2/100) [2]

Bile duct stenosis

0.5% (1/200) [1]

0.0% (0/100) [0]

Bile duct stones

0.5% (1/200) [1]

0.0% (0/100) [0]

Cholangitis

0.5% (1/200) [1]

0.0% (0/100) [0]
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Event’

DCB
(N=200)

PTA
(N=100)

Cholangitis acute

0.5% (1/200) [1]

0.0% (0/100) [0]

Cholecystitis

1.5% (3/200) [3])

1.0% (1/100) [1]

Cholecystitis chronic

0.5% (1/200) [1]

0.0% (0/100) [0]

Cholelithiasis

0.5% (1/200) [1]

0.0% (0/100) [0]

Hepatorenal failure

0.0% (0/200) [0]

1.0% (1/100) [1]

Jaundice

0.5% (1/200) [1]

0.0% (0/100) [0]

Immune system disorders

0.0% (0/200) [0]

1.0% (1/100) [1]

Hypersensitivity

0.0% (0/200) [0]

1.0% (1/100) [1]

Infections and infestations

24.5% (49/200) [87)

21.0% (21/100) [27]

Abdominal abscess

0.5% (1/200) [1]

0.0% (0/100) [0]

Appendicitis perforated

0.5% (1/200) [1]

0.0% (0/100) [0]

Bacteraemia

1.0% (2/200) [3]

0.0% (0/100) [0]

Bacterial infection

0.5% (1/200) [1]

0.0% (0/100) [0]

Bronchitis

2.0% (4/200) [4]

1.0% (1/100) [1]

Bronchopneumonia

0.5% (1/200) [1]

0.0% (0/100) [0]

Bursitis infective

0.0% (0/200) [0]

1.0% (1/100) [2]

Cellulitis

2.5% (5/200) [9]

3.0% (3/100) [4]

Device related infection

1.0% (2/200) [2]

0.0% (0/100) [0]

Diabetic foot infection

0.5% (1/200) [1]

1.0% (1/100) [1]

Diverticulitis

1.0% (2/200) [2]

0.0% (0/100) [0]

Endocarditis

0.5% (1/200) [1]

0.0% (0/100) [0]

Erysipelas

0.5% (1/200) [1]

0.0% (0/100) [0]

Escherichia sepsis

1.0% (2/200) [3]

0.0% (0/100) [0]

Fungaemia

0.5% (1/200) [1]

0.0% (0/100) [0]

Gangrene

0.5% (1/200) [1]

0.0% (0/100) [0]

Gastroenteritis

1.0% (2/200) [2]

0.0% (0/100) [0]

Gastroenteritis viral

0.5% (1/200) [1]

0.0% (0/100) [0]

Groin abscess

0.5% (1/200) [1]

0.0% (0/100) [0]

HIN1 influenza

0.5% (1/200) [1]

0.0% (0/100) [0]

Infected seroma

0.5% (1/200) [1]

0.0% (0/100) [0]

Infection

0.5% (1/200) [1]

0.0% (0/100) [0]

Influenza

0.5% (1/200) [1]

1.0% (1/100) [1]

Lobar pneumonia

1.0% (2/200) [2]

0.0% (0/100) [0]

Pasteurella infection

0.5% (1/200) [1]

0.0% (0/100) [0]

Peritonitis 0.5% (1/200) [1] 0.0% (0/100) [0]
Pneumonia 7.0% (14/200) [20] 9.0% (9/100) [10]
Sepsis 2.5% (5/200) [6] 4.0% (4/100) [4]

Septic shock

0.5% (1/200) [1]

0.0% (0/100) [0]

Staphylococcal infection

1.0% (2/200) [2]

0.0% (0/100 [0]

Staphylococcal sepsis

0.5% (1/200) [1]

0.0% (0/100) [0]

Urinary tract infection

3.5% (7/200) [9]

3.0% (3/100) [3]

Urinary tract infection bacterial

0.5% (1/200) [1]

0.0% (0/100) [0]

Urosepsis

0.5% (1/200) [1]

0.0% (0/100) [0]

Viral infection

0.0% (0/200) [0]

1.0% (1/100) [1]

Viral pharyngitis

0.5% (1/200) [1]

0.0% (0/100) [0]

Viral upper respiratory tract infection

0.5% (1/200) [1]

0.0% (0/100) [0]

Injury, poisoning and procedural complications

27.0% (54/200) (78]

29.0% (29/100) [39]

Accident

0.5% (1/200) [1]

0.0% (0/100) [0]

Accidental overdose

0.5% (1/200) [1]

0.0% (0/100) [0]

Anaemia postoperative

0.5% (1/200) [1]

0.0% (0/100) [0]

Animal bite

0.5% (1/200) [1]

0.0% (0/100) [0]

Ankle fracture

0.5% (1/200) [1]

0.0% (0/100) [0]

Arterial restenosis

0.5% (1/200) [1]

3.0% (3/100) [3]

Arteriovenous fistula site haemorrhage

0.5% (1/200) [1]

0.0% (0/100) [0]

Arthropod bite

0.5% (1/200) [1]

0.0% (0/100) [0]

Concussion

0.5% (1/200) [1]

1.0% (1/100) [1]

Contusion

0.5% (1/200) [1]

0.0% (0/100) [0]
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Event’

DCB
(N=200)

PTA
(N=100)

Coronary bypass thrombosis

0.5% (1/200) [1]

0.0% (0/100) [0]

Facial bones fracture

0.0% (0/200) [0]

1.0% (1/100) [1]

Fall

1.0% (2/200) [2]

3.0% (3/100) [3]

Femur fracture

0.5% (1/200) [1]

1.0% (1/100) [1]

Gastrointestinal stoma complication

0.5% (1/200) [1]

0.0% (0/100) [0]

Graft haemorrhage

0.5% (1/200) [1]

0.0% (0/100) [0]

Hand fracture

0.5% (1/200) [1]

0.0% (0/100) [0]

Hepatic haematoma

0.5% (1/200) [1]

0.0% (0/100) [0]

Hip fracture

1.0% (2/200) [2]

0.0% (0/100) [0]

Multiple fractures

0.5% (1/200) [1]

1.0% (1/100) [1]

Multiple rupture

0.5% (1/200) [1]

0.0% (0/100) [0]

Overdose

0.5% (1/200) [1]

1.0% (1/100) [1]

Peripheral arterial reocclusion

1.0% (2/200) [2]

0.0% (0/100) [0]

Peripheral artery restenosis

12.0% (24/200) [33])

13.0% (13/100) [19])

Post procedural haematoma

1.0% (2/200) [2]

1.0% (1/100) [1]

Post procedural haemorrhage

1.0% (2/200) 2]

0.0% (0/100) [0]

Rib fracture

0.0% (0/200) [0]

1.0% (1/100) [1]

Spinal compression fracture

0.5% (1/200) [1]

0.0% (0/100) [0]

Spinal fracture

0.0% (0/200) [0]

1.0% (1/100) [1]

Subdural haematoma

0.5% (1/200) [2]

1.0% (1/100) [1]

Tendon rupture

0.0% (0/200) [0]

1.0% (1/100) [1]

Toxicity to various agents

0.0% (0/200) [0]

1.0% (1/100) [1]

Upper limb fracture

0.5% (1/200) [1]

0.0% (0/100) [0]

Vascular graft complication

0.0% (0/200) [0]

1.0% (1/100) [1]

Vascular graft occlusion

1.5% (3/200) [4]

0.0% (0/100) [0]

Vascular pseudoaneurysm

2.5% (5/200) [5]

2.0% (2/100) [2]

Wound

0.5% (1/200) [1]

0.0% (0/100) [0]

Wrist fracture

1.0% (2/200) [2]

0.0% (0/100) [0]

Investigations

2.0% (4/200) [5]

1.0% (1/100) [1]

Blood glucose increased

0.0% (0/200) [0]

1.0% (1/100) [1]

Blood pressure increased

0.5% (1/200) [1]

0.0% (0/100) [0]

Haemoglobin decreased

1.0% (2/200) [3]

0.0% (0/100) [0]

Troponin increased

0.5% (1/200) [1]

0.0% (0/100) [0]

Metabolism and nutrition disorders

10.5% (21/200) [26]

6.0% (6/100) [6]

Decreased appetite

0.0% (0/200) [0]

1.0% (1/100) [1]

Dehydration

0.5% (1/200) [1]

0.0% (0/100) [0]

Diabetes mellitus

0.5% (1/200) [1]

0.0% (0/100) [0]

Diabetic complication

0.5% (1/200) [1]

0.0% (0/100) [0]

Diabetic ketoacidosis

1.0% (2/200) [2]

1.0% (1/100) [1]

Failure to thrive

0.0% (0/200) [0]

1.0% (1/100) [1]

Fluid overload

0.0% (0/200) [0]

1.0% (1/100) [1]

Gout

0.5% (1/200) [1]

1.0% (1/100) [1]

Hyperglycaemia

1.5% (3/200) 5]

1.0% (1/100) [1]

Hyperglycaemic hyperosmolar nonketotic syndrome

0.5% (1/200) [1]

0.0% (0/100) [0]

Hyperkalaemia

1.0% (2/200) [2]

0.0% (0/100) [0]

Hypocalcaemia

0.5% (1/200) [1]

0.0% (0/100) [0]

Hypoglycaemia

0.5% (1/200) [1]

0.0% (0/100) [0]

Hypokalaemia

2.0% (4/200) [4]

0.0% (0/100) [0]

Hypomagnesaemia

0.5% (1/200) [1]

0.0% (0/100) [0]

Hyponatraemia

1.0% (2/200) [2]

0.0% (0/100) [0]

Hyoovolaemia

0.5% (1/200) [1]

0.0% (0/100) [0]

Malnutrition

1.0% (2/200) [2]

0.0% (0/100) [0]

Musculoskeletal and connective tissue disorders

13.5% (27/200) [36]

14.0% (14/100) [15]

Arthralgia

4.0% (8/200) [8]

1.0% (1/100) [1]

Back pain

0.5% (1/200) [1]

2.0% (2/100) [2]

Cervical spinal stenosis

0.0% (0/200) [0]

1.0% (1/100) [1]
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Event’

DCB
(N=200)

PTA
(N=100)

Dupuytren's contracture

0.5% (1/200) [1]

0.0% (0/100) [0]

Intervertebral disc protrusion

0.5% (1/200) [1]

2.0% (2/100) [2]

Lumbar spinal stenosis

0.5% (1/200) [1]

0.0% (0/100) [0]

Mobility decreased

0.5% (1/200) [1]

0.0% (0/100) [0]

Muscle spasms

0.5% (1/200) [1]

0.0% (0/100) [0]

Muscular weakness

0.5% (1/200) [1]

0.0% (0/100) [0]

Musculoskeletal pain

2.0% (4/200) [4]

0.0% (0/100) [0]

Myopathy

0.5% (1/200) [1]

0.0% (0/100) [0]

Osteoarthritis

0.5% (1/200) [2]

2.0% (2/100) [2]

Osteonecrosis

0.0% (0/200) [0]

1.0% (1/100) [1]

Pain in extremity

5.5% (11/200) [12]

3.0% (3/100) [3]

Rotator cuff syndrome

0.0% (0/200) [0]

1.0% (1/100) [1]

Spinal column stenosis

0.0% (0/200) [0]

1.0% (1/100) [1]

Synovial cyst

0.0% (0/200) [0]

1.0% (1/100) [1]

Synovitis

0.5% (1/200) [1]

0.0% (0/100) [0]

Tendonitis

0.5% (1/200) [1]

0.0% (0/100) [0]

benign,

and unspecified (incl cysts and polyps)

9.0% (18/200) [21]

12.0% (12/100) [13]

Adenocarcinoma of the cervix

0.0% (0/200) [0]

1.0% (1/100) [1]

Basal cell carcinoma

0.5% (1/200) [1]

1.0% (1/100) [1]

Bladder cancer

0.5% (1/200) [1]

0.0% (0/100) [0]

Bone neoplasm

0.0% (0/200) [0]

1.0% (1/100) [1]

Breast cancer

0.5% (1/200) [1]

0.0% (0/100) [0]

Cervix cancer metastatic

0.0% (0/200) [0]

1.0% (1/100) [1]

Cervix carcinoma

0.0% (0/200) [0]

1.0% (1/100) [1]

Colon adenoma

0.0% (0/200) [0]

1.0% (1/100) [1]

Colon cancer

0.5% (1/200) [1]

0.0% (0/100) [0]

Hepatocellular carcinoma

0.5% (1/200) [1]

0.0% (0/100) [0]

Laryngeal cancer

0.5% (1/200) [1]

0.0% (0/100) [0]

Lung cancer metastatic

0.5% (1/200) [1]

0.0% (0/100) [0]

Lung carcinoma cell type unspecified stage IV

0.0% (0/200) [0]

1.0% (1/100) [1]

Lung neoplasm malignant

1.0% (2/200) [2]

2.0% (2/100) [2]

Lymphoma

0.5% (1/200) [1]

0.0% (0/100) [0]

Malignant melanoma

0.5% (1/200) [1]

1.0% (1/100) [1]

Metastatic malignant melanoma

0.0% (0/200) [0]

1.0% (1/100) [1]

Neoplasm prostate

0.5% (1/200) [1]

0.0% (0/100) [0]

Oesophageal adenocarcinoma

0.5% (1/200) [1]

0.0% (0/100) [0]

Pancreatic carcinoma

1.0% (2/200) [2]

0.0% (0/100) [0]

Prostate cancer

0.5% (1/200) [1]

0.0% (0/100) [0]

Salivary gland neoplasm

0.0% (0/200) [0]

1.0% (1/100) [1]

Small cell lung cancer

0.5% (1/200) [1]

1.0% (1/100) [1]

Splenic neoplasm malignancy unspecified

0.5% (1/200) [1]

0.0% (0/100) [0]

Squamous cell carcinoma

1.0% (2/200) [2]

0.0% (0/100) [0]

Squamous cell carcinoma of lung

0.5% (1/200) [1]

0.0% (0/100) [0]

Nervous system disorders

16.0% (32/200) [46]

19.0% (19/100) [29]

Carotid artery occlusion

0.0% (0/200) [0]

1.0% (1/100) [1]

Carotid artery stenosis

3.0% (6/200) [10]

4.0% (4/100) [5]

Carpal tunnel syndrome

1.0% (2/200) [2]

0.0% (0/100) [0]

Cerebral infarction

0.5% (1/200) [1]

0.0% (0/100) [0]

Cerebrovascular accident

2.5% (5/200) [6]

1.0% (1/100) [1]

Cerebrovascular disorder

0.5% (1/200) [1]

0.0% (0/100) [0]

Cervical myelopathy

0.5% (1/200) [1]

0.0% (0/100) [0]

Convulsion 0.0% (0/200) [0] 3.0% (3/100) [5]
Dizziness 0.5% (1/200) [1] 0.0% (0/100) [0]
Dysarthria 0.5% (1/200) [1] 0.0% (0/100) [0]

Encephalopathy

1.5% (3/200) [3]

4.0% (4/100) [4]

Haemorrhage intracranial

0.5% (1/200) [1]

0.0% (0/100) [0]
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Event’ DCB PTA
(N=200) (N=100)
Headache 1.0% (2/200) [2] 1.0% (1/100) [1]
Hemiparesis 0.5% (1/200) [1] 0.0% (0/100) [0]

Hydrocephalus

0.5% (1/200) [1]

0.0% (0/100) [0]

Ischaemic stroke

0.5% (1/200) [1]

0.0% (0/100) [0]

IVth nerve paralysis

0.5% (1/200) [1]

0.0% (0/100) [0]

Loss of consciousness

0.0% (0/200) [0]

1.0% (1/100) [1]

Paraesthesia

0.0% (0/200) [0]

1.0% (1/100) [1]

Postictal state

0.0% (0/200) [0]

1.0% (1/100) [1]

Presyncope

0.5% (1/200) [1]

0.0% (0/100) [0]

Radiculopathy

0.0% (0/200) [0]

1.0% (1/100) [1]

Status epilepticus

0.5% (1/200) [1]

0.0% (0/100) [0]

Subarachnoid haemorrhage

0.0% (0/200) [0]

1.0% (1/100) [1]

Syncope

3.5% (7/200) [7]

5.0% (5/100) [5]

Transient ischaemic attack

2.0% (4/200) [4]

1.0% (1/100) [1]

Unresponsive to stimuli

0.0% (0/200) [0]

1.0% (1/100) [1]

Psychiatric disorders

1.0% (2/200) [7]

2.0% (2/100) [2]

Alcohol abuse

0.5% (1/200) [2]

0.0% (0/100) [0[

Dependence

0.5% (1/200) [1]

0.0% (0/100) [0]

Depression

0.0% (0/200) [0]

1.0% (1/100) [1]

Mental status changes

0.0% (0/200) [0]

1.0% (1/100) [1]

Psychotic disorder

0.5% (1/200) [2]

0.0% (0/100) [0]

Suicidal ideation

0.5% (1/200) [1]

0.0% (0/100) [0]

Suicide attempt

0.5% (1/200) [1]

0.0% (0/100) [0]

Renal and urinary disorders

13.5% (27/200) [34]

8.0% (8/100) [14]

Acute prerenal failure

0.0% (0/200) [0]

1.0% (1/100) [1]

Haematuria

0.5% (1/200) [2]

2.0% (2/100) [2]

Incontinence

0.5% (1/200) [1]

0.0% (0/100) [0]

Nephrolithiasis

0.5% (1/200) [1]

2.0% (2/100) [2]

Renal artery stenosis

1.0% (2/200) [2]

1.0% (1/100) [1]

Renal failure

1.5% (3/200) [3]

0.0% (0/100) [0]

Renal failure acute

7.0% (14/200) [17]

3.0% (3/100) [5]

Renal failure chronic

2.0% (4/200) [5]

1.0% (1/100) [2]

Urinary retention

1.5% (3/200) [3]

0.0% (0/100) [0]

Urinary tract inflammation

0.0% (0/200) [0]

1.0% (1/100) [1]

Reproductive system and breast disorders

0.5% (1/200) [1]

3.0% (3/100) [3]

Benign prostatic hyperplasia

0.0% (0/200) [0]

1.0% (1/100) [1]

Erectile dysfunction

0.0% (0/200) [0]

1.0% (1/100) [1]

Ovarian cyst

0.5% (1/200) [1]

1.0% (1/100) [1]

Respiratory, thoracic and mediastinal disorders

16.0% (32/200) [60]

13.0% (13/100) [19]

Acute respiratory distress syndrome

0.5% (1/200) [1]

0.0% (0/100) [0]

Acute respiratory failure

2.0% (4/200) [4]

1.0% (1/100) [1]

Bronchitis chronic

0.5% (1/200) [1]

0.0% (0/100) [0]

Bronchospasm

0.5% (1/200) [1]

0.0% (0/100) [0]

Chronic obstructive pulmonary disease

3.0% (6/200) [23]

4.0% (4/100) [6]

Dyspnoea

4.0% (8/200) [10]

4.0% (4/100) [4]

Dyspnoea exertional

1.0% (2/200) [2]

0.0% (0/100) [0]

Epistaxis

1.5% (3/200) [3]

0.0% (0/100) [0]

Haemoptysis

0.5% (1/200) [1]

0.0% (0/100) [0]

Pleural effusion

1.5% (3/200) [3]

0.0% (0/100) [0]

Pneumonia aspiration

0.5% (1/200) [1]

0.0% (0/100) [0]

Pneumothorax

0.5% (1/200) [1]

1.0% (1/100) [1]

Pulmonary embolism

1.5% (3/200) [3]

1.0% (1/100) [1]

Pulmonary hypertension

0.0% (0/200) [0]

1.0% (1/100) [1]

Pulmonary mass

1.0% (2/200) [2]

0.0% (0/100) [0]
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Event’ DCB PTA
(N=200) (N=100)
Pulmonary oedema 0.0% (0/200) [0] 1.0% (1/100) [1]
Respiratory failure 1.5% (3/200) [4] 4.0% (4/100) [4]
Skin and subcutaneous tissue disorders 3.5% (7/200) [7] 2.0% (2/100) [3]
Angioedema 0.5% (1/200) [1] 0.0% (0/100) [0]
Decubitus ulcer 0.0% (0/200) [0] 1.0% (1/100) [1]
Dermatitis contact 1.0% (2/200) [2] 0.0% (0/100) [0]
Rash maculo-papular 0.5% (1/200) [1] 0.0% (0/100) [0]
Skin ulcer 1.0% (2/200) [2] 2.0% (2/100) [2]
Urticaria 0.5% (1/200) [1] 0.0% (0/100) [0]
Surgical and medical procedures 6.0% (12/200) [14] 4.0% (4/100) [5] [1]
Angioplasty 1.0% (2/200) [2] 0.0% (0/100) [0]
Aortic valve replacement 0.0% (0/200) [0] 1.0% (1/100) [1]
Cataract operation 0.5% (1/200) [2] 0.0% (0/100) [0]
Knee arthroplasty 1.0% (2/200) [3] 0.0% (0/100) [0]
Obesity surgery 0.5% (1/200) [1] 0.0% (0/100) [0]
Peripheral artery angioplasty 0.0% (0/200) [0] 1.0% (1/100) [1]
Peripheral artery bypass 0.0% (0/200) [0] 1.0% (1/100) [1]
Peripheral revascularisation 0.5% (1/200) [1] 2.0% (2/100) [2]
Resection of rectum 0.5% (1/200) [1] 0.0% (0/100) [0]
Surgery 0.5% (1/200) [1] 0.0% (0/100) [0]
Toe amputation 1.0% (2/200) [2] 0.0% (0/100) [0]
Wound drainage 0.5% (1/200) [1] 0.0% (0/100) [0]
Vascular disorders 55.5% (111/200) [206] 49.0% (49/100) [90]
Accelerated hypertension 0.5% (1/200) [1] 0.0% (0/100) [0]
Aortic aneurysm 1.5% (3/200) [3] 2.0% (2/100) [2]
Aortic stenosis 3.0% (6/200) [6] 0.0% (0/100) [0]
Arterial occlusive disease 1.0% (2/200) [2] 0.0% (0/100) [0]
Arterial stenosis 0.5% (1/200) [1] 1.0% (1/100) [1]
Blue toe syndrome 0.5% (1/200) [1] 0.0% (0/100) [0]
Deep vein thrombosis 0.5% (1/200) [1] 1.0% (1/100) [1]
Femoral artery dissection 8.5% (17/200) [17] 6.0% (6/100) [6]
Femoral artery occlusion 2.5% (5/200) [6] 2.0% (2/100) [3]
Haemorrhage 0.5% (1/200) [1] 0.0% (0/100) [0]
Hypertension 2.5% (5/200) [5] 2.0% (2/100) [2]
Hypertensive crisis 1.5% (3/200) [3] 2.0% (2/100) [2]
Hypotension 3.0% (6/200) [7] 2.0% (2/100) [2]
Intermittent claudication 21.5% (43/200) [59] 18.0% (18/100) [23]
Ischaemia 0.5% (1/200) [1] 0.0% (0/100) [0]
Orthostatic hypotension 0.5% (1/200) [1] 1.0% (1/100) [1]
Peripheral arterial occlusive disease 4.5% (9/200) [10] 2.0% (2/100) [2]
Peripheral artery dissection 0.0% (0/200) [0] 1.0% (1/100) [1]
Peripheral artery stenosis 22.5% (45/200) [64] 27.0% (27/100) [42]
Peripheral artery thrombosis 0.5% (1/200) [1] 0.0% (0/100) [0]
Peripheral embolism 0.5% (1/200) [1] 0.0% (0/100) [0]
Peripheral ischaemia 2.0% (4/200) [4] 0.0% (0/100) [0]
Peripheral vascular disorder 3.0% (6/200) [6] 1.0% (1/100) [1]
Thrombophlebitis superficial 0.5% (1/200) [1] 0.0% (0/100) [0]
Thrombosis 0.5% (1/200) [1] 0.0% (0/100) [0]
Varicose vein 0.5% (1/200) [1] 1.0% (1/100) [1]
Venous insufficiency 1.0% (2/200) [2] 0.0% (0/100) [0]
Total 88.5% (177/200) [869] 85.0% (85/100) [387]

Includes all events reported through 1,870 days.

" Events are stratified by MedDRA system organ class (SOC) and preferred term (PT); bold rows indicate the SOC summarized. Subjects may
experience multiple event types, thus the sum of the subjects by PT need not equal the total number of subjects in the summary for each SOC. In
cases where the event verbatim term was updated by the CEC, the MedDRA coding was based on the event verbatim term provided by the CEC.
Otherwise, the MedDRA coding was based on the site-reported event verbatim term.

2 Numbers are % (n/N) [Events] where the numerator is the number of subjects with at least one event, and the denominator is the total number
of subjects enrolled, and the events in brackets are the total number of that event type.
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Secondary endpoints were analyzed, and no hypothesis testing was planned. The 60-month major adverse event rate was 41.0% in the DCB group versus 44.6% in the PTA group. Select secondary endpoints are summarized in tables
20, 21, and 22. The drug dose-mortality analysis used patient-level index procedure drug load data (total pg/mm?) and did not establish an association between increasing drug exposure and mortality through 5 years by Log rank test

for trend across quartiles of Paclitaxel dose (p=0.186).

Table 20: Secondary endpoint results : major adverse events

[13.2, 25.0]

Major adverse events (secondary definition) Stellarex 035 DCB PTA (N=100)* Difference
(N=200)* [95% ClI]
24 months 18.6% (34/183) [42] | 23.4% (22/94) [27] -4.8%

[15.3,33.3]

[-15.1%, 5.4%)

Cardiovascular death

2.2% (4/182) [4]

4.3% (4/94) [4]

-2.1%
[-6.7%, 2.5%)

Target limb major amputation

0.6% (1/178) [1]

0.0% (0/91) [0]

0.6%
[-0.5%, 1.7%]

Clinically-driven TLR

16.2% (29/179) [37]

20.7% (19/92) [23]

-4.5%
[-14.3%, 5.4%]

36 months

26.1% (46/176) [60]
[19.8, 33.3]

29.7% (27/91) [36]
[20.5, 40.2]

-3.5%
[-14.9%, 7.9%)

Cardiovascular death

4.0% (7/175) [7]

5.7% (5/88) [5]

-1.7%
[-7.3%, 4.0%]

Target limb major amputation

0.6% (1/169) [1]

0.0% (0/83) [0]

0.6%
[-0.6%, 1.7%)

Clinically-driven TLR

22.4% (38/170) [52]

27.3% (24/88) [31]

-4.9%
[-16.1%, 6.3%)

48 months

33.1% (55/166) [74]
[26.0, 40.8]

37.5% (33/88) [48]
[27.4, 48.5]

-4.4%
[-16.8%, 8.0%]

Cardiovascular death

5.5% (9/163) [9]

8.2% (7/85) [7]

2.7%
[-9.5%, 4.1%]

Target limb major amputation

1.3% (2/155) [2]

0.0% (0/78) [0]

1.3%
[-0.5%, 3.1%]

Clinically-driven TLR

27.8% (44/158) [63]

33.7% (28/83) [41]

-5.9%
[-18.2%, 6.5%]

60 months

41.0% (64/156) [86]
[33.2,49.2]

44.6% (37/83) [52]
[33.7,55.9]

3.6%
[-16.7%, 9.6%)

Cardiovascular death

7.5% (11/146) [11]

13.0% (10/77) [10]

5.5%
[-14.1%, 3.2%)

Target limb major amputation

1.5% (2/137) [2]

0.0% (0/67) [0]

1.5%
[-0.5%, 3.5%]

Clinically-driven TLR

35.7% (51/143) [73]

38.7% (29/75) [42]

3.0%
[-16.5%, 10.5%]

Sum of the components may not add up to the overall rate as some subjects may experience more than one event type.

"Numbers are % (n/N). [Events] with 95% exact Clopper-Pearson confidence interval. The numerator is the number of subjects
with an event prior to the close of the visit window. The denominator includes subjects with an event or those without an
event having follow-up on or past the opening of the visit window. The number of events in brackets is the cumulative number
of events prior to the close of the visit window.

Table 21: All-cause mortality rates by year

. i = 1 - 1 Difference
All-cause mortality DCB (N=200) PTA (N=100) [95% CI2
6.8% (13/190) 8.2% (8/97) -1.4%
24 months
[3.7,11.4] [3.6, 15.6] [-8.0%, 5.1%]
9.7% (18/185) 10.8% (10/93) -1.0%
36 months
[5.9, 14.9] [5.3,18.9] [-8.6%, 6.6%]
9 9 -0.29
48 months 15.2% (27/178) 15.4% (14/91) 0.2%
[10.2, 21.3] [8.7, 24.5] [-9.3%, 8.9%]
20.1% (34/169) 22.1% (19/86) -2.0%
60 months
[14.4, 27.0] [13.9, 32.3] [-12.6%, 8.7%)
"Numbers are % (n/N) with 95% exact Clopper-Pearson confidence interval. The numerator
is the number of subjects with an event prior to the close of the visit window. The
denominator includes subjects with an event or those without an event having follow-up
on or past the opening of the visit window.
2 Confidence interval of the difference is exact when the smallest expected cell count was
less than 5. Otherwise, the confidence interval of the difference is asymptotic.

Table 22: Kaplan Meier survival at 5 years by pacli | dose
S Paclitaxel mean Paclitaxel dose 5 Year (day 1,825) survival estimate and 95% CI N
dose (ug) range (ug) Event free (%) 95% CI of event free rate (%)
Quartile 1 2220.8 + 569.1 (1335, 2670) 82.7 [68.3,91.0]
Quartile 2 3190.6 +43.3 (3174, 3307) 86.4 [72.1,93.6]
Quartile 3 4332.1+419.6 (3880, 4721) 80.3 [67.3, 88.6] 0180
Quartile 4 6656.5 + 1329.9 (5215, 9442) 71.8 [57.1, 82.2]
*Log-rank test for trend across quartiles of Paclitaxel dose.
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11.6.9 Study strengths and weaknesses
The following strengths and weaknesses were noted in the Pivotal Approval Study:

e Strengths:
. Prospective, multi-center, single-blind, randomized design
. Five-year mortality status of over 95% of the subjects enrolled
. Independent CEC, DSMB, and core lab adjudications for all key safety and effectiveness data
¢ Weaknesses:
. The study could have improved its real-world performance with inclusion of adjunctive therapy options and optimal medical therapies, including exercise, as well as, office visits at the 4 and 5 year follow-up intervals.
. If office visits had been required to continue collection of study related testing, data collected from the 4-5 year periods would be less subjective.
. Patency analysis based on DUS collection is limited to 36 months which was the final office visit.

11.7  ILLUMENATE Global ISR study

11.7.1 Objective

The purpose of the ILLUMENATE Global in-stent restenosis (ISR) study was to assess the safety and effectiveness of the Stellarex 035 DCB, compared to performance goals, for the treatment of in-stent restenotic lesions in the
superficial femoral (SFA) or popliteal arteries.

11.7.2 Study design

The ILLUMENATE Global ISR study was a prospective, multi-center, single arm study comparing the Stellarex 035 DCB to performance goals. The performance goals were established based a random-effect model meta-analysis of
outcomes from eight ISR trials and extrapolation of the VIVA Physicians method (2007) of setting a performance goal equal to two times the PTA rate.

11.7.3 Patient population
A total of 129 subjects were enrolled at 21 sites in Australia, Belgium, Germany, Italy, New Zealand, and Poland. Baseline demographics, medical history, and risk factors are summarized in table 23.

Table 23: Baseline demographics and medical history

Characteristic DCB (N=129)

Clinical characteristics

Age (years) 69.0 £ 9.4 (129)
68.0 (46.0, 91.0)

Sex
Female 35.7% (46/129)
Male 64.3% (83/129)
Body mass index (BMI) 28.2+4.5(129)
27.8 (16.7, 37.8)
Race
Black or African American 0.8% (1/129)
White 99.2% (128/129)
Asian 0.0% (0/129)
Native Hawaiian or Pacific Islander 0.0% (0/129)
Unknown 0.0% (0/129)
Not disclosed 0.0% (0/129)
Other 0.0% (0/129)
Hispanic or Latino 0.0% (0/129)

Baseline ankle-brachial index

Ankle-brachial index 0.66 + 0.18 (118)
0.69 (0.00, 1.10)

Toe-brachial index’ 0.40 £ 0.09 (2)
0.40 (0.34, 0.47)

Non-compressible? 1.7% (2/120)

Baseline Rutherford-Becker clinical category

2 25.6% (33/129)
3 66.7% (86/129)
4 7.0% (9/129)
5 0.8% (1/129)

Medical history/risk factors

Peripheral vascular disease (PVD) 98.4% (127/129)
Creatinine (mg/dL) 1.0+0.2 (126)
0.9 (0.5, 1.8)
Hypertension 79.1% (102/129)
Hyperlipidemia 78.3% (101/129)

Coronary heart disease

Myocardial infarction (MI) 16.3% (21/129)
Angina pectoris 7.8% (10/129)
Congestive heart failure (CHF) 8.5% (11/129)
Previous percutaneous or surgical coronary revascularization 27.1% (35/129)
Renal insufficiency 15.5% (20/129)
Liver disease 4.7% (6/129)
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Characteristic DCB (N=129)

Cerebrovascular disease 19.4% (25/129)
Chronic obstructive pulmonary disease (COPD) 12.4% (16/129)
Deep vein thrombosis 1.6% (2/129)
Diabetes 38.0% (49/129)

Type | 0.0% (0/129)

Type Il 38.0% (49/129)
Smoker

Never smoked 17.8% (23/129)

Previous or current smoker 82.2% (106/129)
Previous treatment for in-stent restenosis in the target limb 33.3% (43/129)
Previous limb amputation 2.3% (3/129)

Previous amputation on the study limb 0.8% (1/129)
Continuous data are presented as Mean + SD (N), Median (Min, Max). Categorical data are presented as %
1(rJI'{J’\:.‘)».brachiaI index summarized only when ankle-brachial index could not be obtained due to non-
compressible arteries.
2 Non-compressible includes subjects for which both ABI and TBI could not be obtained due to non-
compressible arteries as reported on the case report form.

The baseline lesion characteristics are summarized in table 24. Angiographic core laboratory data is presented unless indicated otherwise.

Table 24: Baseline lesion characteristics

DCB (N subjects=129

Characteristic'
st N lesions=131?)

Study limb (per subject)?

Left 49.6% (64/129)

Right 50.4% (65/129)

Number of lesions (per subject)?

1 99.2% (128/129)

2 0.8% (1/129)

Lesion location (most proximal)

Proximal SFA 32.1% (42/131)
Mid SFA 35.1% (46/131)
Distal SFA 26.0% (34/131)
Proximal popliteal 6.1% (8/131)
Mid popliteal 0.8% (1/131)
Distal popliteal 0.0% (0/131)
Any popliteal treatment 23.7% (31/131)

Stent fracture category

(0) No strut fractures 91.5% (118/129)
(1) Single tine fracture 3.1% (4/129)
(2) Multiple tine fracture 3.1% (4/129)
(3) Stent fracture(s) with preserved alignment of the components 2.3% (3/129)
(4) Stent fracture(s) with malalignment of the components 0.0% (0/129)
(5) Stent fracture(s) in a trans-axial spiral configuration 0.0% (0/129)
ISR Pattern
0 0.8% (1/131)
1A 0.0% (0/131)
18 2.3% (3/131)
1c 14.5% (19/131)
1D 2.3% (3/131)
2 30.5% (40/131)
3 34.4% (45/131)
4 15.3% (20/131)

Tosaka classification

Class I: Focal ISR (= 50 mm in length) 12.3% (16/130)

Class II: Diffuse ISR (> 50 mm in length) 72.3% (94/130)

Class IIl: Totally occluded ISR 15.4% (20/130)
ISR length (mm) 130.2 + 89.6 (130)

99.3 (13.5, 393.7)
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DCB (N subjects=129

Characteristic'
N lesions=131?)

Lesion length (mm) 129.9 £ 90.3 (131)
98.6 (13.5, 393.7)
Reference vessel diameter (RVD) (mm) 4.79 £0.83 (131)
4.71(1.18,7.01)
Minimum lumen diameter (MLD) (mm) 1.10 + 0.85 (131)
1.25 (-0.56, 3.31)
Diameter stenosis (%) 78.0 £ 17.9 (131)
75.2 (37.0, 144.6)
Total occlusion (100% stenosis) 23.7% (31/131)
Calcification
None/mild 67.7% (88/130)
Moderate 25.4% (33/130)
Severe 6.9% (9/130)
Eccentric lesion 61.8% (81/131)
Thrombus 2.3% (3/130)
Ulcerated plaque 1.5% (2/131)
Aneurysm 2.3% (3/131)

TASC Il lesion classification

Type A 42.7% (56/131)
Type B 25.2% (33/131)
Type C 16.0% (21/131)
Type D 16.0% (21/131)

Number of patent run-off vessels (per subject)

0 3.2% (3/94)
1 26.6% (25/94)
2 38.3% (36/94)
3 31.9% (30/94)
At least one patent run-off vessel (per subject) 97.0% (96/99)

Continuous data are presented as Mean + SD (N), Median (Min, Max). Categorical data are presented as % (n/N).
' Angiographic core laboratory reported data except where indicated otherwise.

2 Two subjects had two lesions which was a protocol violation.

3 Site reported data.

11.7.4 Primary safety and effectiveness endpoints

The primary safety endpoint, freedom from device and procedure-related death through 30 days post-procedure and freedom from target limb major amputation and clinically-driven target lesion revascularization (TLR) through 12
months post-procedure, was 84.1% at 12 months. Since the lower confidence limit (77.28%) lies above the performance goal (65%), the primary safety endpoint is met. The primary effectiveness endpoint was patency at 12 months
post-procedure, defined as the absence of target lesion restenosis determined by duplex ultrasound PSVR < 2.5 and freedom from clinically-driven target lesion revascularization (CD-TLR), was 58.8% at 12 months. Since the lower
confidence limit (49.21%) lies below the performance goal (64%), the primary effectiveness endpoint was not met. A favorable nominal primary patency difference was observed versus 32.2% for PTA used for determination of the
performance goal. The primary safety and effectiveness endpoint rates are presented in table 25.

Table 25: Primary safety and effectiveness endpoints

Endpoint DCB (N(N=122)* 95% Cl p-value® Performance goal
Primary safety endpoint’ 84.1% 77.28%, 90.88% 65%
<0.001
Primary effectiveness endpoint®? 58.8% 49.21%, 68.43% 64%
0.855

' Primary safety endpoint was defined as freedom from device and procedure related death through 30 days post-
procedure and freedom from target limb major amputation and clinically-driven target lesion revascularization through
12 months post-procedure. Subjects with a primary safety event within the end of the 12 month window (395 days) are
considered as failures of the primary safety endpoint regardless if the subject has a completed 12 month follow-up visit.
2 The primary effectiveness endpoint was patency at 12 months post-procedure, defined as the absence of target
lesion restenosis determined by duplex ultrasound PSVR < 2.5 and freedom from clinically-driven target lesion
revascularization (CD-TLR).

3 Subjects with a primary effectiveness event within 12 months (395 days) are considered as failures of the endpoint
regardless if the subject has a 12 month follow-up visit. Subjects are considered a success for the endpoint when there
was with a valid image with the 12 month window showing absence of restenosis and no prior clinically-driven target
lesion revascularization (CD-TLR).

4 Estimates are based on results following multiple imputation for missing data.

? The two-sided 95% Cl and one-sided p-value are the model based estimates following multiple imputation of missing
data. P-value is 1-sided for comparison against the safety performance goal of 65% or efficacy performance goal of 64%.

Kaplan-Meier analysis of the primary safety endpoint is presented in figure 7 and table 26. Freedom from primary safety events at 12 months (395 days) was 85.3% (77.4, 90.6).
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Figure 7: Kaplan-Meier plot freedom from primary safety events
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Table 26: Kaplan-Meier data freedom from primary safety event
DCB (N=122)
Days At risk Number with Event free 95% Cl of event Event rate 95% Cl of
event (%) free rate (%) (%) event rate (%)
0 122 0 100.0 - 0.0 -
30 120 1 99.2 [94.3,99.9] 0.8 [0.1,5.7]
180 111 4 96.7 [91.3,98.7] 33 [1.3,8.7]
365 93 17 853 [77.4, 90.6] 14.7 [9.4, 22.6]
395 87 17 853 [77.4, 90.6] 14.7 [9.4, 22.6]
Freedom from primary safety endpoint was defined as freedom from device and procedure related death through 30 days
post-procedure and freedom from target limb major amputation and clinically-driven target lesion revascularization through 12
months post-procedure

Kaplan-Meier analysis of the primary effectiveness endpoint is presented in figure 8 and table 27. Freedom from loss of patency through 12 months (395 days) was 66.6% (57.1, 74.5).

Figure 8: Kaplan-Meier plot freedom from loss of patency through 12 months (end of window)
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Table 27: Kaplan-Meier data freedom from loss of patency through 12 months (end of window)

DCB
(N subjects=122; N lesions=124)
Days At risk Number with Event free (%) 95% Cl of event free
event rate (%)
0 122 0 100.0 -
30 119 3 97.5 [92.6,99.2]
180 107 8 93.3 [87.0, 96.6]
365 81 33 71.4 [62.1,78.7]
395 69 38 66.6 [57.1, 74.5]

Freedom from loss of primary patency was defined as absence of target lesion restenosis (as assessed by
the duplex ultrasound core laboratory based on PSVR < 2.5) and freedom from clinically-driven target lesion
revascularization (CD-TLR).

In the case where duplex ultrasound data were not available, angiographic results assessed by the
angiographic core laboratory were utilized.

Lesions with follow-up within or past the 12 month visit window who were free from CD-TLR but without an
evaluable assessment of target lesion restenosis were censored at their time of last contact.

11.7.5 SAVER supplemental ISR primary safety and effectiveness outcomes
The Stellarex Vascular E-Registry (SAVER) primary safety and effectiveness endpoints are presented in table 28. For the ISR subgroup, there was no device and procedure related death through 30 days and no major amputation through
12 months. The primary effectiveness endpoint, freedom from CD-TLR at 12 months, was 85.1%, compared to the ILLUMENATE Global ISR primary effectiveness performance goal of 64%.

Table 28: SAVER safety and effectiveness endpoints

Endpoint Analysis cohort
Cohort 1 (RCC 2-3) [1] Cohort 2 (RCC 4-6) [2]
Primary safety 85.8% (205/239) 98.1% (52/53)
[80.7, 89.9] [89.9, 100.0]

[1] Primary Safety Endpoint for Cohort 1 (RCC 2-3): defined as freedom from device/procedure related death through
30 Days, and freedom from target limb major amputation and freedom from CD-TLR through 12 Months by CEC. Data
are presented as % of subjects event free (Number of subjects event free/Number of subjects with event or last study
contact at Day 335 or later), with 95% exact confidence limits.

[2] Primary Safety Endpoint for Cohort 2 (RCC 4-6): defined as freedom from Composite MAE (major amputation or
major re-intervention), and POD (peri-operative death) through 30 days. Data are presented as % of subjects event
free (Number of subjects event free/Number of subjects with event or last study contact at Day 30), with 95% exact

confidence limits.

Success % (n/N)a 95% Cla

Primary effectiveness
85.1% (240/282) 80.4%, 89.1%

2 Data are presented as % of subjects event free (Number of subjects event free/ Number of subjects with event or last
study contact at Day 335 or later), with 95% exact confidence limits.

11.7.6 Secondary effectiveness endpoint (ILLUMENATE Global ISR)
The secondary effectiveness endpoint, freedom from TLR through 12-months post procedure, was 83.5% compared to the secondary effectiveness endpoint performance goal of 76%. The secondary effectiveness endpoint rate is

presented in table 29.

Table 29: Secondary effectiveness endpoint

DCB (N=122)* 95% ClI p-value® Performance goal
83.5% (96/115) [75.4, 89.7] 76%
Freedom from TLR at 12 months 0.0302

2 Data are reported without imputation for missing data. Numbers are % (n/N). The 95% exact Clopper-Pearson confidence
interval is presented. The numerator is the number of subjects without an event prior to the close of the visit window. The
denominator includes subjects with an event or those without an event having follow-up on or past the opening of the visit
window. P-value is the one-sided comparison to the performance goal of 76%.

11.7.7 Summary of serious adverse events (ILLUMENATE Global ISR)

Serious adverse event (SAE) rates by MedDRA version 17 system organ class (SOC) and preferred term (PT) through 12 months (395 days) are shown in table 30. A SAE was defined as any untoward medical occurrence that results in
death; led to a serious deterioration in health that 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 prolonged hospitalization, or a
medical/surgical intervention to prevent life-threatening iliness or injury or permanent impairment of a body structure or function; or led to fetal distress, fetal death or a congenital anomaly or birth defect.
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Table 30: Serious adverse events through 12 months (ITT set)

Event'

12 -months
(N=129)

Cardiac disorders

8.5% (11/129) [11]

Acute myocardial infarction

0.8% (1/129) [1]

Angina pectrois

0.8% (1/129) [1]

Atrial fibrillation

0.8% (1/129) [1]

Cardiac failure

0.8% (1/129) [1]

Cardiomyopathy

0.8% (1/129) [1]

Coronary artery

disease

3.1% (4/129) [4]

Myocardial infarction

0.8% (1/129) [1]

Tachyarrhythmia

0.8% (1/129) [1]

Eye disorders

0.8% (1/129) [1]

Eyelid ptosis

0.8% (1/129) [1]

Gastrointestinal disorders

3.1% (4/129) [4]

Barrett's oesophagus

0.8% (1/129) [1]

Dyspepsia

0.8% (1/129) [1]

Gastritis

0.8% (1/129) [1]

Oesophageal rupture

0.8% (1/129) [1]

General disorders and administration site conditions

10.1% (13/129) [15]

Device occlusion

5.4% (7/129) [9]

General physical

health deterioration

0.8% (1/129) [1]

Hernia

0.8% (1/129) [1]

Impaired healing

0.8% (1/129) [1]

Pyrexia

0.8% (1/129) [1]

Stent malfunction

1.6% (2/129) [2]

Hepatobiliary disorders

0.8% (1/129) [1]

Cholangitis

0.8% (1/129) [1]

Infections and infestations

6.2% (8/129) [8]

Bronchitis

0.8% (1/129) [1]

Infective exacerbation of chronic obstructive airways disease

0.8% (1/129) [1]

Pneumonia

3.1% (4/129) [4]

Pyelonephritis

0.8% (1/129) [1]

Staphylococcal bacteraemia

0.8% (1/129) [1]

Injury, poisoning an

d procedural complications

14.0% (18/129) [18]

Arterial restenosis

3.1% (4/129) [4]

Patella fracture

0.8% (1/129) [1]

Peripheral arteri

al reocclusion

0.8% (1/129) [1]

Peripheral artery restenosis

4.7% (6/129) [6]

Rib fracture

0.8% (1/129) [1]

Subdural haema

toma

0.8% (1/129) [1]

Vascular pseudo

aneurysm

0.8% (1/129) [1]

Wound

0.8% (1/129) [1]

Wound haemorrhage

1.6% (2/129) [2]

Investigations

1.6% (2/129) [3]

Angiogram

0.8% (1/129) [1]

Liver function te

st abnormal

0.8% (1/129) [1]

Lymph nodes scan abnormal

0.8% (1/129) [1]

Metabolism and nutrition disorders

0.8% (1/129) [1]

Hypoglycaemia

0.8% (1/129) [1]

Musculoskeletal and connective tissue disorders

3.1% (4/129) [6]

Back pain

1.6% (2/129) [3]

Lumbar spinal stenosis

0.8% (1/129) [1]

Pain in extremity

1.6% (2/129) [2]

! benign,

1t and unspecified (incl cysts and polyps)

2.3% (3/129) [3]

Endometrial can

cer

0.8% (1/129) [1]

Lung adenocarci

noma

0.8% (1/129) [1]

Lung neoplasm

0.8% (1/129) [1]
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Event! 12 -months
(N=129)?

Nervous system disorders 4.7% (6/129) [7]
Carotid artery stenosis 1.6% (2/129) [2]
Carpal tunnel syndrome 0.8% (1/129) [2]
Cerebrovascular accident 0.8% (1/129) [1]
Dizziness 0.8% (1/129) [1]
Radiculopathy 0.8% (1/129) [1]

Psychiatric disorders 0.8% (1/129) [2]
Aggression 0.8% (1/129) [1]
Suicidal ideation 0.8% (1/129) [1]

Renal and urinary disorders 3.1% (4/129) [4]
Haematuria 0.8% (1/129) [1]
Nephrolithiasis 0.8% (1/129) [1]

Renal failure 0.8% (1/129) [1]
Renal failure acute 0.8% (1/129) [1]

Respiratory, thoracic and mediastinal disorders 1.6% (2/129) [2]
Chronic obstructive pulmonary disease 0.8% (1/129) [1]
Pneumothorax 0.8% (1/129) [1]

Skin and subcutaneous tissue disorders 0.8% (1/129) [1]

Skin ulcer 0.8% (1/129) [1]

Surgical and medical procedures 1.6% (2/129) [2]
Alcohol detoxification 0.8% (1/129) [1]
Tendon operation 0.8% (1/129) [1]

Vascular disorders 21.7% (28/129) [45]
Arterial stenosis 0.8% (1/129) [1]
Arteriosclerosis 0.8% (1/129) [1]
Femoral artery dissection 0.8% (1/129) [1]
Femoral artery occlusion 3.1% (4/129) [4]
Haematoma 0.8% (1/129) [1]
Hypotension 0.8% (1/129) [1]
Intermittent claudication 5.4% (7/129) [8]
Peripheral arterial occlusive disease 0.8% (1/129) [1]
Peripheral artery stenosis 13.2% (17/129) [24]
Peripheral embolism 0.8% (1/129) [1]
Peripheral ischaemia 0.8% (1/129) [1]
Vessel perforation 0.8% (1/129) [1]

Total 51.9% (67/129) [134]

'Events are stratified by MedDRA system organ class (SOC) and preferred term (PT); bold rows indicate the

SOC summarized. Subjects may experience multiple event types, thus the sum of the subjects by PT need not

equal the total number of subjects in the summary for each SOC. In cases where the event verbatim term was

updated by the CEC, the MedDRA coding is based on the event verbatim term provided by the CEC. Otherwise,
the MedDRA coding is based on the site-reported event verbatim term.

2Numbers are % (n/N) [Events] where the numerator is the number of subjects with at least one event, the

denominator is the total number of subjects enrolled, and the events in brackets are the total number of that

event type.

12. How supplied

The Stellarex 035 DCB is supplied sterile for single use only (ethylene oxide sterilization). The Stellarex 035 DCB is contained within an inner Tyvek pouch within an outer foil pouch. The pouches are contained within a single unit box.

Warning: The outer foil pouch is not a sterile barrier. The inner Tyvek pouch is the product sterile barrier. Do not allow the Tyvek inner pouch to contact the sterile field.

Warning: The Stellarex 035 DCB is supplied sterile for single use only. Do not reprocess or resterilize. Reprocessing and resterilizing could increase the risk of patient infection and risk of compromised device performance.

13. Storage

The Stellarex 035 DCB should be stored at room temperature in a dry location in its original packaging. The device should be used prior to the “use by” date printed on the device packaging.

14. Compatibility

Prepare the following items using sterile technique:
¢ 10 cc syringe filled with sterile heparinized saline

Three-way stopcock

Contrast media - the standard inflation medium is a 1:1 mixture of contrast medium and sterile saline.

Caution: Do not use contrast media that is contraindicated for intravascular use.
0.035" guidewire (refer to product labeling)

Appropriately sized hemostatic introducer sheath (refer to product labeling)

Inflation device with manometer

Vessel preparation device
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15. Inspection procedures

Inspect the Stellarex 035 DCB and packaging. Do not use if packaging or product damage is evident.

Precaution: After use, this product may be a potential biohazard. Handle and dispose of in accordance with accepted medical practice and applicable local, state and federal laws and regulations.
Inspect the Stellarex 035 DCB “use by” date on the package. Use before the “use by” date.

Caution: Carefully inspect the Stellarex 035 DCB prior to use. Do not use the catheter if it is damaged or if the size, shape or condition is unsuitable for the intended procedure.

16. Directions for use

16.1  Balloon catheter size selection

Select the appropriate size Stellarex 035 DCB for the procedure.

The nominal balloon diameter should match the diameter of the vessel distal to the lesion. The balloon length must exceed the lesion length by at least 5mm beyond both the proximal and distal edges.

If the lesion is longer than the longest available Stellarex 035 DCB, use multiple Stellarex 035 DCBs to treat the lesion, using the recommended overlap, as described in use of multiple Stellarex 035 DCBs (section 16.6).

16.2  Recommendations for optimal treatment

Warning: The outer foil pouch is not a sterile barrier. The inner Tyvek pouch is the product sterile barrier. Do not allow the Tyvek inner pouch to contact the sterile field.

Caution: Use sterile gloves to handle the Stellarex 035 DCB prior to use. Care should be taken to minimize contact with the coated balloon portion of the device.

1. Appropriate vessel preparation is required prior to the use of the Stellarex 035 DCB. Note: Vessel preparation using only pre-dilatation was studied in the clinical study. Other methods of vessel preparation, such as
atherectomy, have not been studied clinically with Stellarex 035 DCB.

2. Select the appropriate size balloon for the procedure.
3. Outside of the sterile field, remove inner Tyvek pouch from the outer foil pouch and carton.
4. Remove the catheter sterile hoop from the Tyvek inner pouch.
5. Carefully remove the catheter from the hoop.
6. Remove the protective sheath on the balloon. Discard protective sheath. Flush the guidewire lumen with heparinized saline solution through the guide wire lumen marked “Thru.”
Caution: Avoid saline solution contact with the Stellarex 035 DCB coating when flushing the wire lumen.
7. Fill a 10 cc syringe with approximately 4 cc of equal volume (1:1) of contrast media and saline.
Evacuate air from the balloon and balloon lumen:
a. Attach the syringe to the balloon lumen, marked “Balloon.”
b. Apply negative pressure and aspirate for 15 seconds. Slowly release the pressure to neutral, allowing contrast media to fill the shaft of the catheter.
c. Disconnect the syringe from the “Balloon” port of the catheter.
d. Remove all air from the syringe. Reconnect the syringe to the “Balloon” port.
e. Apply negative pressure on the balloon until air no longer returns to the device.
f. Slowly release the device pressure to neutral.
g. Repeat as necessary to remove all air from the balloon and lumen.
9. Replace the syringe with an inflation device with manometer, taking care not to introduce air into the catheter.

Caution: Do not immerse or wipe the balloon section of the Stellarex 035 DCB with any fluid as the integrity of the drug coating may be damaged or compromised. Replace any Stellarex 035 DCB where the balloon has come into contact
with fluids prior to use.

16.3  Stellarex 035 DCB insertion and dilatation
The Stellarex 035 DCB can be introduced percutaneously through an appropriate sized introducer sheath.

Caution: Do not attempt to pass the Stellarex 035 DCB through a smaller French size guide catheter or introducer sheath than indicated on the label. Refer to package label for guide catheter compatibility.
1. Apply negative pressure to the balloon.

2. Place the prepared catheter over a pre-positioned guidewire, which has been placed through the lesion, and introduce the catheter percutaneously. Negative pressure should be maintained during advancement over the guidewire.
3. Advance the catheter tip to the treatment location. A suitable length guidewire should be used at all times to maintain control and position of the guidewire.

Caution: Use fluoroscopic guidance to manipulate the Stellarex 035 DCB during the procedure.

Warning: If resistance is encountered at any time during the insertion procedure, do not force passage. Resistance may cause damage to the device or lumen. Carefully withdraw the catheter.

4. Position the catheter in the treatment location. The radiopaque marker bands indicate the working length of the balloon. The position of the balloon catheter may only be changed with the guidewire in place.
5. Inflate the balloon to dilate the target area according to the compliance chart printed on the device packaging. Inflation should be maintained for sixty (60) seconds.
Warning: The Stellarex 035 DCB should not be inflated in excess of the rated burst pressure (RBP). Balloon rupture may occur if RBP is exceeded.
Caution: Treatment of the target lesion with the Stellarex 035 DCB should cover the entire area. Always manipulate the Stellarex 035 DCB under fluoroscopic observation when in the body.
For proper drug delivery to the target lesion, maintain inflation of the Stellarex 035 DCB for a minimum of 60 seconds. In order to optimize lesion dilatation, longer inflation times may be performed at the discretion of the operator.
Deflate the balloon and apply negative pressure.
With the guidewire in place and with negative pressure in the balloon, withdraw the catheter. Do not retract the catheter unless the balloon is free and fully deflated.
Results should be verified by angiography.

° ® N

10. If a Stellarex 035 DCB has entered the vasculature and cannot be deployed, the balloon CANNOT be re-inserted for deployment.

16.4  Post-treatment dilatation or stenting
If required, post-treatment balloon dilatation is allowed with a standard PTA catheter.
Caution: If provisional (bail out) stenting is required, a bare metal stent indicated for treatment of the femoropopliteal arteries should be used.

16.5 Disposal
Caution: After use, this product may be a potential biohazard. Handle and dispose of in accordance with accepted medical practice and applicable local, state and federal laws and regulations.

16.6  Use of multiple Stellarex 035 DCBs

Warning: The safety of utilizing multiple Stellarex 035 DCBs with a total drug dose greater than 14,200 ug paclitaxel has not been evaluated.

Table 31: Nominal paclitaxel dose

. Total nominal paclitaxel dose per balloon size (pg)
diameter Balloon length (mm)
(mm)
40 60 80 100 120 150 200
4.0 1124 1674 2211 2759 3307 4161 5428
5.0 1335 1998 2636 3245 3880 4882 6443
6.0 1619 2410 3174 3957 4721 5911 7812

If multiple Stellarex 035 DCBs are required to treat a lesion, the sequentially used Stellarex 035 DCBs should be angiographically positioned so that the marker bands of consecutively placed balloons overlap a minimum of 10 mm and
the most proximal and most distal balloons extend 5 mm beyond the predilated segment. The use of an arterial land marking system (eg. radiopaque ruler) must be used to ensure appropriate placement of the Stellarex 035 DCBs.
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Figure 9: Multiple Stellarex 035 DCB
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17. Warranty

Although this product has been manufactured under carefully controlled conditions, Philips Image Guided Therapy Corporation has no control over the conditions under which this product is used. Philips therefore disclaims all
warranties, both express and implied, with respect to the product including, but not limited to, any implied warranty of merchantability or fitness for a particular purpose. Philips 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 Philips to any representation or warranty with respect to the product. Descriptions or specifications in Philips printed and electronic materials, including this publication, are meant solely to generally describe
the products at the time of manufacture and do not constitute any express warranties.

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 competent jurisdiction, the validity of the remaining portions of this disclaimer of warranty shall not be affected, and all rights and obligations shall be construed and enforced
as if this disclaimer of warranty did not contain the particular part or term held to be invalid.

Philips assumes no liability with respect to instruments reused, reprocessed, or resterilized.
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Manufactured for “

Manufactured by

w &

Philips Image Guided Therapy Corporation
9965 Federal Drive, Colorado Springs, CO 80921 USA
Tel: 1-800-231-0978 o Fax: 719-447-2022

Philips Image Guided Therapy Corporation
5905 Nathan Lane N, Plymouth, MN 55442 USA
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	12 month (365 days ± 30 days) Stellarex 035 DCB PTA (N = 200) (N=100)         0  0                     
	12 month (365 days ± 30 days) Stellarex 035 DCB PTA (N = 200) (N=100)         0  0                     
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	Event 
	Event 
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	PTA (N=100) 
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	At Number Event 95% Cl of At Number Event 95% Cl of Difference Log-rank risk with free event free risk with free event free [95% CI] p-value event (%) event (%)rate (%) rate (%) 
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	11.3.6 Summary of secondary endpoints 
	11.3.6 Summary of secondary endpoints 
	 
	 
	 

	Major adverse events Stellarex 035 DCB (N=200) PTA (N=100) Difference                 Target lesion revascularization     Clinically driven target vessel revascularization     Arterial thrombosis of treated segment     Death - all cause     Acute success                   
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	11.3.7 Gender analysis 
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	Females Outcome Stellarex 035 DCB (N=88 subjects) PTA (N=36 subjects) Odds ratio          Males Outcome Stellarex 035 DCB (N=112 subjects) PTA (N=64 subjects) Odds ratio                     
	  

	  
	 
	 
	Parameter N Mean Standard CV (%) Range   (Min, Max) deviation        C      T      T        
	Parameter N Mean Standard CV (%) Range   (Min, Max) deviation        C      T      T        
	Parameter N Mean Standard CV (%) Range   (Min, Max) deviation        C      T      T        



	  

	11.4.1 ILLUMENATE European Union randomized controlled trial 
	11.4.1 ILLUMENATE European Union randomized controlled trial 
	 
	 
	 
	 
	Safety endpoint Stellarex 035 DCB PTA Difference Endpoint (N subjects=219) (N subjects=68)          
	Safety endpoint Stellarex 035 DCB PTA Difference Endpoint (N subjects=219) (N subjects=68)          
	Safety endpoint Stellarex 035 DCB PTA Difference Endpoint (N subjects=219) (N subjects=68)          


	 
	Efficacy endpoint Stellarex 035 DCB PTA Difference (N subjects=222) (N subjects=72)(N (N lesions=254) lesions=79) 2           
	Efficacy endpoint Stellarex 035 DCB PTA Difference (N subjects=222) (N subjects=72)(N (N lesions=254) lesions=79) 2           
	Efficacy endpoint Stellarex 035 DCB PTA Difference (N subjects=222) (N subjects=72)(N (N lesions=254) lesions=79) 2           
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	11.4.2 ILLUMENATE Global study 
	11.4.2 ILLUMENATE Global study 
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	Safety endpoint At risk Number with Event free (%) event        
	Safety endpoint At risk Number with Event free (%) event        
	Safety endpoint At risk Number with Event free (%) event        


	 
	Efficacy endpoint 
	Efficacy endpoint 
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	60 month (1,825 days ± 45 days) DCB (N=200) PTA (N=100) Total (N=300)                                    0     

	  
	   
	 
	 

	Outcome Stellarex 035 DCB PTA (N=100)2 Difference [95% CI]a p-valuea (N = 200)2                 
	Outcome Stellarex 035 DCB PTA (N=100)2 Difference [95% CI]a p-valuea (N = 200)2                 
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	Event DCB PTA (N=200) (N=100)       Skin and subcutaneous tissue disorders                     Surgical and medical procedures                                       Vascular disorders                                                                                    Total         
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	11.6.8 Summary of secondary endpoints 
	11.6.8 Summary of secondary endpoints 
	 
	 
	 
	Major adverse events (secondary definition) Stellarex 035 DCB (N=200)1 PTA (N=100)1 Difference [95% CI] 24 months                      36 months                      48 months                      60 months                           
	 
	Difference All-cause mortality DCB (N=200)1 PTA (N=100)1 [95% CI]²                         ¹                 
	Difference All-cause mortality DCB (N=200)1 PTA (N=100)1 [95% CI]²                         ¹                 
	Difference All-cause mortality DCB (N=200)1 PTA (N=100)1 [95% CI]²                         ¹                 


	 

	Paclitaxel mean Paclitaxel dose Dose quartile dose (μg) range (μg)              
	Paclitaxel mean Paclitaxel dose Dose quartile dose (μg) range (μg)              
	Paclitaxel mean Paclitaxel dose Dose quartile dose (μg) range (μg)              
	5 Year (day 1,825) survival estimate and 95% CI Event free (%) 95% CI of event free rate (%)         
	p-value*  
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	11.6.9 Study strengths and weaknesses 
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	Endpoint DCB (N(N=122)  Performance goal                                                     
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	Figure
	 
	 

	DCB (N=122) Days At risk Number with Event free95% CI of event Event rate 95% CI of event (%) free rate (%) (%) event rate (%) 0  0                                    
	DCB (N=122) Days At risk Number with Event free95% CI of event Event rate 95% CI of event (%) free rate (%) (%) event rate (%) 0  0                                    
	DCB (N=122) Days At risk Number with Event free95% CI of event Event rate 95% CI of event (%) free rate (%) (%) event rate (%) 0  0                                    
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	DCB (N subjects=122; N lesions=124) Days At risk Number with Event free (%) 95% CI of event free event rate (%) 0  0                              
	DCB (N subjects=122; N lesions=124) Days At risk Number with Event free (%) 95% CI of event free event rate (%) 0  0                              
	DCB (N subjects=122; N lesions=124) Days At risk Number with Event free (%) 95% CI of event free event rate (%) 0  0                              



	  
	 
	 
	 
	Endpoint Analysis cohort Primary safety Cohort 1 (RCC 2-3) [1] Cohort 2 (RCC 4-6) [2]             Primary effectiveness  95% CIa     

	  
	 
	 
	 
	  Performance goal    Freedom from TLR at 12 months      
	  Performance goal    Freedom from TLR at 12 months      
	  Performance goal    Freedom from TLR at 12 months      
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	Hepatobiliary disorders 
	Hepatobiliary disorders 
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	Injury, poisoning and procedural complications 
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	Metabolism and nutrition disorders 
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	Event¹ 
	Event¹ 
	12 -months (N=129)² 

	Nervous system disorders 
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	Psychiatric disorders 
	Psychiatric disorders 
	 

	 
	 
	 

	 
	 
	 

	Renal and urinary disorders 
	Renal and urinary disorders 
	 

	 
	 
	 

	 
	 
	 

	 
	 
	 

	 
	 
	 

	Respiratory, thoracic and mediastinal disorders 
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	Skin and subcutaneous tissue disorders 
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	Surgical and medical procedures 
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	12. How supplied 
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	13. Storage 
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	15. Inspection procedures 

	   
	 
	16. Directions for use 
	16. Directions for use 
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	  Balloon  Balloon Balloon    
	  
	 
	  
	 
	 
	      
	 
	 
	  
	    
	          
	  
	 
	 
	16.5 Disposal 
	16.5 Disposal 
	16.5 Disposal 

	 
	   
	 
	 
	Balloon diameter (mm) 
	Balloon diameter (mm) 
	Balloon diameter (mm) 
	TH
	Figure

	Total nominal paclitaxel dose per balloon size (μg) Balloon length (mm) 
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	200 
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	Figure
	17. Warranty 
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