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Current Landscape

Prior DVT studies has assessed lytic-based endovascular solutions!-3

A clear PTS benefit over medical management has not yet been demonstrated

Mechanical thrombectomy (MT) with the ClotTriever System has been
shown to restore vessel patency and relieve symptoms*s

Low PTS rates and severity
Randomized controlled trial (RCT) evidence is needed

Propensity score matched analysis of MT versus ATTRACT anticoagulation arm
shows lower and less severe PTS in MT-treated patients®

2012.2) Notten P, et al. Lanc

matol. 2020. 3) Vedantham S, et al. N Engl J Med. 2017.

ClotTriever Outcomes from the CLOUT Registry
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Propensity Matched Analysis
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DEFIANCE | 300 patients | 60 global sites

Prospective, multicenter, international RCT | symptomatic, unilateral iliofemoral DVT
Objective: Compare clinical outcomes of patients treated with

Interventional Arm

Conservative Medical Management Arm
MT using the ClotTriever System Vs

Anticoagulation (AC) therapy alone
Randomization 1:1

Treatment within 72 hours of randomization

Follow-up at 10-day visit, 30-day visit, and 6-month visit
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DEFIANCE- Inclusion Criteria
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> 18 Years oltiiand

Unilateral Symptoms g 12 Villalta >9
consente weekss

lliofemoral DVT
Subjects > 18 years
old who are willing
and able to sign
consent

Proximal lower Symptom onset Significant symptoms
extremity within 12 weeks of  as defined by a
unilateral DVT enrollment Villalta score > 9
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DEFIANCE- Exclusion Criteria

1. Bilateral iliofemoral DVT
2. Prior venous stent in the target venous segment

3. IVC aplasia/hypoplasia or other congenital anatomic anomalies of the IVC or iliac veins
4. IVCfilter in place at the time of enrollment
5
6
7

Limb-threatening circulatory comp (eg.,
Clot in transit including IVC thrombus presenting as extension of >2cm into the IVC from the CIV
Symptomatic PE with right heart strain where the physician judges that a DVT intervention is
inappropriate at this time.

Inability to be a candidate for intervention due to medical or technical reasons based on physician

)

judgement

9. Severe allergy, hypersensitivity to, or thrombocytopenia from heparin

10. Severe allergy to iodinated contrast agents that cannot be mitigated

11. Hemoglobin < 8.0 g/dl, INR > 1.7 before warfarin was started, or platelets < 50,000/ul which cannot be
corrected prior to enrollment
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DEFIANCE- Exclusion Criteria (continued)

12. Severe renal impairment (estimated GFR < 30 m|/min) in patients who are not yet on dialysis

13. Inability to provide therapeutic anticoagulation per Investigator discretion

14. Uncontrolled severe hypertension on repeated readings (systolic > 180mmHg or diastolic > 105SmmHg)

15. Recently (< 30 days) had DVT interventional procedure

16. Subject is participating in another study that may interfere with this study

17. Life expectancy < 6 months or chronic non-ambulatory status

18. Known hypercoagulable states that, in the opinion of the Investigator, cannot be medically managed
throughout the study period

19. Subject has any condition for which, in the opinion of the Investigator, participation would not be in the
best interest of the subject (e.g., contraindication to use of ClotTriever per local approved labeling,
compromise the well-being or that could prevent, limit, or confound the protocol-specified assessments)

20. Subject has previously completed or withdrawn from this study

21. Patient unwilling or unable to conduct the follow up visits per protocol
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Primary Endpoint

Hierarchal composite endpoint

Treatment failure or therapy escalation
through 6-month visit

Adjudicated by a medical monitor

* VTE-related death, amputation, or gangrene (failure)

« Surgical in either arm or

procedure in the AC arm (escalation)

Defined by Villalta score assessment

adhering to best practices!
215 (severe PTS)

* 10-14 (moderate PTS)

+ 5-9 (mild PTS)
+ 0-4 (no PTS)

2 PTS severity

at the 6-month visit
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DEFIANCE- Secondary Endpoints

The secondary endpoints of the study will assess effectiveness in the index leg, as follows:

Composite clinical endpoint constructed as a win ratio hierarchy of the following three components,
assessed at the 10-day visit

Vessel compressibility assessed by duplex ultrasound via core lab (VasCore)

Pain as assessed by the NPRS

Improvement of edema as assessed by leg calf circumference measurements
Assessment of PTS severity, as defined by the Villalta scale, at the 6-month follow-up visit
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DEFIANCE- Safety DEFIANCE- Schedule for Both Arms

Follow Up

-
AT
phone calls

« 180-day in-person

CT procedure within 72

The safety endpoint will assess the following:

Incidence of death through the 30-Day Visit

Incidence of major bleeding through the 30-Day Visit

Incidence of new symptomatic PE through the 30-Day Visit

Access site complications requiring endovascular or surgical repair

AC started within 72
hours.
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DEFIANCE- DEFIANCE- Primary Endpoint Composite DEFIANCE - Implications
Endpoint: Therapy Escalation Tool Example

DEFIANCE is the first RCT to compare MT with the ClotTriever System
and AC alone for DVT

Results of the study may inform treatment guidance for patients with
symptomatic, unilateral iliofemoral DVT

Currently enrolling, first patient enrolled January 12, 2023

DEFIANCE | NCT05701917
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DEFIANCE - Summary DEFIANCE S et

RCT of ClotTriever vs. anticoagulation in DVT

300 PATIENTS IN RCT: 1:1

symptomatic unilateral iliofemoral DVT
conservative medical therapy alone.

PRIMARY ENDPOINT l
Win ratio hierarchy comparing 300 Patients, Randomized 1:1

1. Occurrence of treatment failure or therapy escalation
2. Assessment of PTS severity, as defined by the Villaita
scale, at the 6-month visit

FOLLOW UP
Patient followed through 6-months follow-up

ROBUST STUDY CONDUCT
Independent core laboratory for duplex ultrasound
- Independent medical monitor for safety adjudication

1

Intervention Conservative Medical Management
(ClotTriever system) Arm (Anticoagulation) Arm

Randomization (+/- Index Procedure) > 10-day Visit > 30-day Visit > 6-month Visit

- Best clinical practices! to evaluate PTS severity,
including blinded Villaita assessment
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