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TRIAL OBJECTIVE: CENTERS: PATIENTS:
To understand the impact of the OPTALYSE PE study on various ultrasound- 83 international sites across Retrospective cohort: 991 patients
accelerated thrombolysis (USAT) protocols being used as the standard of the United States and Europe Prospective cohort: 489 patients

care in the treatment of acute PE and associated long-term outcomes.

REGISTRY DESIGN | PROSPECTIVE COHORT

m Inclusion Criteria Exclusion Criteria

489 patients e Male or female > 18 years of age and < 80 years of age e Clinician deems subject high-risk
with intermediate-high e Intermediate High-Risk or High-Risk PE for catastrophic bleeding
risk and high-risk PE e RV/LV > 1.0 from diagnostic CTA or echocardiogram e Life expectancy <1y
e Symptom duration <14 days
Treated with EKOS from e Troponin elevation
March 2018-June 2020 e Investigator has selected the EKOS device to treat patient
e Infusion dose/duration per investigator’'s SOC

END POINTS

e Thrombolytic dosing e Recurrent VTE

e Thrombolytic infusion duration e Major bleeding

¢ Adjuvant therapy e Mortality

e Echocardiogram e Diagnosis of chronic thromboembolic
- Change in RV:LV ratio from baseline pulmonary hypertension (CTEPH)
- Tricuspid annular plane systolic excursion (TAPSE)
- IVC collapse
- Estimated right ventricular systolic pressure (RVSP)

e Healthcare utilization: ICU and hospital length of stay (LOS)

¢ Quality of life as measured by PEmb-QoL and EQ-5D-5L VAS - 365 days

SAFETY (w30 caye) 25%ISTH , reamentyl
Major Bleeding PE: 0.8% Confirmed Post-Procedure
(12/489) (4/489) DVT: 0.2% (1/489)
m Lower Gastrointestinal Hemorrhage 1(0.2)
Anemia 1(0.2) Retinal Hemorrhage 1(0.2)
Gastrointestinal Hemorrhage 1(0.2) Retroperitoneal Hemorrhage 1(0.2)
Peritoneal Hemorrhage 1(0.2) Subdural Hematoma (pre-existing) 1(0.2)
Procedural Hemorrhage 1(0.2) Vascular Access Site Hematoma 1(0.2)
Compartment Syndrome 1(0.2) Pulmonary Embolism 4(0.8)
Hematoma 1(0.2) Confirmed Post-Procedure DVT 1(0.2)*

*34 DVTs were reported, however; 33 of the 34 reported DVTs were identified on duplex ultrasound within 1-2 days of the USCDT procedure and were not differentiated from preexisting DVTs. 30 of the 34 DVTs were reported from one center.
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KEY RESULTS PROCEDURAL

PROCEDURAL TOTAL THROMBOLYTIC DOSE
¢ Mean dose of r-tPA: 200 180
17.9mg (SD 7.3) 180
¢ Mean infusion time: 160 152
10.4 hrs (SD 5.2) @
c 140
e Mean time in ICU = 2
48.9hrs (SD 47.4) g
S 100 84
g 80
32.4% of patients € 55
received < 12mg r-tPA 2 60
70.6% of patients 40
received < 20mg r-tPA 20
o 1
<4 4-12 12.01-20 20.01-24 >24

Total Thrombolytic Dose (mg)

KEY RESULTS | EFFICACY

EFFICACY CHANGE IN RV/LV

¢ RV/LV Reduction 1.8
from baseline

- Post-Procedure: 23%
- 3-months: 38%

-22.6%

o -38.0%
-37.0%
06 -41.8% ’

Mean RV/LV on Echocardiography

Baseline *Post Procedure 1 Month 2 Month 3 Months

Mean RV/LV 1.351 1.017 0.721 0.755 0.774
N 176 176 13 14 27

Significant decrease post-procedure that was sustained over time (P<0.0001)

KEY RESULTS ' QUALITY OF LIFE

Post-Procedure 3-Months Percent C

QUALITY OF LIFE QoL Measure Mean (SD) Mean (SD)

* PEmb-QOL reduction PEmb-QOL 38.5(2.1) 16.0 (17.7) 411(14.) <0.0001
at 3-months: 41%

VAS 631(23.0) 75.5(19.8) 56 (255.0) 0.0007
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KNOCOUT PE CONCLUSIONS:

Results from this prospective multicenter registry reflect contemporary practice and demonstrate the performance of EKOS in the management of PE with
lower total r-TPA dose and shorter infusion duration, marked clinical improvement in RV/LV ratio and low rates of major hemorrhagic complications with no
intracerebral hemorrhagic events.

THROMBOLYTIC THERAPIES:

KNOCOUT PE shows that contemporary clinical practices are moving to low-dose, short duration OPTALYSE protocols. It adds to the growing evidence that
EKOS is effective at treating intermediate risk and high risk PE with lower lytic doses and shorter infusion durations compared to other thrombolytic therapies.

DURATION AND DOSE BY THERAPY
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