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Overview of EchoGo Heart Failure 1.0

Precision heart failure detection from echocardiogram with
advanced Al

Developed in collaboration with Mayo Clinic and University
of Oxford

Designated a Breakthrough Device by the FDA
FDA-cleared for clinical use in November 2022

Proven Trusted Cloud-based Accurate Seamless
Globally validated 10 years of outcomes No hardware or Simple, secure
outcomes data software needed integration
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Heart Failure is the greatest unmet
need

$40bn  cost of care per year from HF hosplitalizations!
$70bn per year by 20301

50% of people >45 years of age have stage B HF?
5X increase in mortality from stage B to C?

#1 cause of 30-day readmissions in patients >65%
65% of patients hospitalized for HF are HFpEF3

75% of patients with HFpEF are being missed>-13

1. Urbich M, et al. PharmacoEconomics 2020.38:1219-1236 4. Zohrabian A, Kapp JM, Simoes EJ. Ann Transl Med. 2018 Aug;6(15):298.
2. Khawaja AA, Circulation. 2007;115:1563-1570 6. Cardoso R, et al. EClinicalMedicine. 2021 Jun 5;36:100933

3. Shah SJ, et al. Girculation. 2020;141:1001-1026 5-13.
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HFpEF Is a diagnhostic challenge today

Pretest assessment e oS Excluded groups
Symptoms and signs, S e
comorbidities/risk factors, ECG, / e — \ Multiple measurements
natriuretic peptides, stress testing. - - -y
Diastolic workup L _ | Correct alignment of Doppler beam
Comprehensive echocardiography, =) - —

8 Accurate sample volume
Advanced workup o weten - p_
Functional test incase of ehcos eccton e s positioning
uncertainty '—F““m :
Exercise stress echo, invasive < e | e [ Correct gain settings

When only 2 criteria are avalable

hemodynamic measurements.

Further and more
invasive testing when

Etiological workup
cMRI, biopsies, CT/PET, genetic
testing, lab tests.

Missing data

Missed in 3 of 4 Cases

(" : LAF ndeterminate if only 1 of 3 parameters available. Pulmonarny vesn S/D ratio <1 applicable to condiude elevated LAF in
patients with depressed LV EF)

Diastolic Function
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Diagnosing HFpEF today

Patient with risk, Order & perform Interpret and Crisis of
signs, symptoms routine echo report on echo indeterminates
of HF
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Inpatient

Subjectivity Normal Dx of Exclusion

Variability Abnormal Schedule next
—) Bias — Pseudo-Normal —) test —)

. Treat and
Time monitor Response

Outpatient Skill

More Invasive
diagnostic tests

O
-
Patient gives up
or is
misdiagnosed

and disease
progresses
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Diagnose HFpEF with @EchoGo‘”

EchoGo Heart Failure detects HFpEF with >90%
accuracy from a single Apical 4-chamber view, using

Al

Patient Information
StudylD: 17
Age: 41y

PatientlD: Unknown

The echocardiogram provided is suggestive of heart
failure with preserved ejection fraction (HFpEF)*.

by 68% vs current clinical () ULTROMICS™  teso-01-01 ororon ute

risk scores

* Reduce risk of hospitaliz by 29% with SGLT2i’s.

Analysis Date: 1999-01-01%
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Diagnosing with EchoGo HF

Patient with risk, Order & perform EchoGo Heart Interpret/read Treat and
signs, symptoms routine echo Failure Lab augmented echo manage patient
of HF with EchoGo results

A =

i AN = BEchoGo el

Inpatient - ("j@ —
) - ~

POCUS ) HFpEF Dx Aid
Outpatient Cart Interpret echo as — Introduce SGL2I
Y\ - ar usual Enroll in HF
Ay Mobile/In-Home HFpEF confidence Clinic
Ikl Manage patient
ARAMA Dx in outpatient
AL setting
Capitated Reduce
population Hospitalizations

& Readmissions

© Ultromics Limited 2022



Patients diagnosed with HFpEF now

have impactful therapies

The NEW ENGLAN D
JOURNAL o MEDICINE

ESTABLISHED IN 1812 OCTOBER 14, 2021

VOL. 385 NO. 16

Empagliflozin in Heart Failure with a Preserved

Ejection Fraction

S.D. Anker, J. Butler, G. Filippatos, J.P.

J- Spinar, 1. Sq
C. Zeller, N. Sattar, W. |

ABSTRACT

BACKGROUND
Sodium-glucose cotransporter 2 inhibitors reduce the risk of hospitalization for
heart failure in patients with heart failure and a reduced ejection fraction, but
their effects in patients with heart failure and a preserved jection fraction are
uncertain.

METHODS
In this double-blind trial, we randomly assigned 5988 patients with class II-IV
heart failure and an cjection fraction of more than 40% to receive empagliflozin
(10 mg once daily) or placebo, in addition to usual therapy. The primary outcome
was a composite of cardiovascular death or hospitalization for heart failure.

resuLrs
Over a median of 26.2 months, a primary outcome event occurred in 415 of 2997
patients (13.8%) in the empagliflozin group and in 511 of 2991 patients (17.1%) in
the placebo group (hazard ratio, 0.79; 95% confidence interval [CI], 0.69 to 0.90;
P<0.001). This effect was mainly related to a lower risk of hospitalization for heart
failure in the empagliflozin group. The effects of empagliflozin appeared consis-
tent in patients with or without diabetes. The total number of hospitalizations for
heart failure was lower in the empagliflozin group than in the placebo group (407
with empagliflozin and 541 with placebo; hazard ratio, 0.73; 95% CI, 0.61 to 0.88;
P<0.001). Uncomplicated genital and urinary tract infections and hypotension were
reported more frequently with empagliflozin.

concLusions
Empagliflozin reduced the combined
tion for heart failure in patients with he
tion, regardless of the presence or absent
Ingelheim and Eli Lill; EMPEROR-Preserved Cl
NCT03057951).

k of cardiovascular death or hospitaliza-

The authors' full names, academic de-
grees, and affiliations are listed in the
Appendis. Address reprint requests to Dr.
Anker at the Department of Cardiology
and BCRT (Campus CVK), Charité Ui

to Dr. Butler at the Department of Med:-

cine, University of Mississippi Medical

Center, 2500 North State St., Jackson,

MS 39216, or at jbutlerd @umc edu

“The EMPEROR-Preserved Trial Investi.
a isted in the Supplementary

gators ar
Appendix, available at NEJM.org.

Drs. Anker and Butler contributed equal
Iy to this article.

This article was published on August 27,
2021, at NEIM.org

N Engl) Med 2021:385:145

Mos2107038
at NEJM.org

Emporer-Preserved showed relative risk
reduction in HF hospitalization by 29%.

Dapagliflozin in Patients Recently )
Hospitalized With Heart Failure and Mildly
Reduced or Preserved Ejection Fraction

Jonathan W. Cunningham, MD, MPH," Muthiah Vaduganathan, MD, MPH,’ Brian L. Claggett, PuD," Ian J. Kulac, MS,"
Akshay S. Desai, MD, MPH,* Pardeep S. Jhund, MBCHB, PuD,” Rudolf A. de Boer, MD,* David DeMets, PuD,"
Adrian F. Hernandez, MD,* Silvio E. Inzucchi, MD," Mikhail N. Kosiborod, MD,* Carolyn S.P. Lam,”

Felipe Martinez, MD," Sanjiv J. Shah, MD, Martina M. McGrath, MBBCx,? Eileen 0’Meara, MD,*

Ulrica Wilderéng, PrD,' Daniel Lindholm, MD, PxD,' Magnus Petersson, MD,' Anna Maria Langkilde, MD, PrD,"
John 1.V. McMurray, MD,” Scott D. Solomon, MD*

ABSTRACT

BACKGROUND Patients recently hospitalized for heart failure (HF) are at high risk for rehospitalization and death.

OBJECTIVES The purpose of this study was to investigate clinical outcomes and response to dapagliflozin in patients
with HF with mildly reduced or preserved left ventricular ejection fraction (LVEF) who were enrolled during or following
hospitalization.

METHODS The DELIVER (Dapagliflozin Evaluation to Improve the LIVES of Patients With PReserved Ejection Fraction
Heart Failure) trial randomized patients with HF and LVEF >40% to dapagliflozin or placebo. DELIVER permitted
randomization during or shortly after hospitalization for HF in clinically stable patients off intravenous HF therapies. This
prespecified analysis investigated whether recent HF hospitalization modified risk of clinical events or response to
dapaglifiozin. The primary outcome was worsening HF event or cardiovascular death

RESULTS Of 6,263 patients in DELIVER, 654 (10.4%) were randomized during HF hospitalization or within 30 days of
discharge. Recent HF hospitalization was associated with greater risk of the primary outcome after multivariable
adjustment (HR: 1.88; 95% Cl: 1.60-2.21; P < 0.001). Dapaglifiozin reduced the primary outcome by 22% i recently
hospitalized patients (HR: 0.78; 95% Cl: 0.60-1.03) and 18% in patients without recent hospitalization (HR: 0.82;
95% Cl: 0.72-0.94; Pioteraction = 0.71). Rates of adverse events, including volume depletion, diabetic ketoacidosis, or
renal events, were similar with dapagliflozin and placebo in recently hospitalized patients.

CONCLUSIONS Dapagliflozin safely reduced risk of worsening HF or cardiovascular death similarly in patients with and
without history of recent HF hospitalization. Starting dapagliflozin during or shortly after HF hospitalization in patients with
mildly reduced or preserved LVEF appears safe and effective. (Dapagliflozin Evaluation to Improve the LIVES of Patients
With PReserved Ejection Fraction Heart Failure [DELIVER]; NCT03619213) (J Am Coll Cardiol 2022;80:1302-1310)

© 2022 The Authors. Published by Elsevier on behalf of the American College of Cardiology Foundation. This is an open
access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Deliver showed relative risk reduction of
24% for re-hospitalization.

JAMA Cardiology | Original Investigation
Population-Level Implications of Sodium-Glucose Cotransporter-2
Inhibitors for Heart Failure With Preserved Ejection Fraction in the US

Khawaija M. Talha, MBBS; Javed Butler, MD, MPH, MBA; Stephen J. Greene, MD; Rahul Aggarwal, MD:
Stefan D. Anker, MD, PhD: Brian L. Claggett, PhD: Scott D. Solomon, MD: John J. V.McMurray. MD:
Muthiah Vaduganathan, MD, MPH; Gregg C. Fonarow, MD

Supplemental content
IMPORTANCE Th i dium-gl (SGLT-2) inhibitor usein
patients with heart failure (HF) and left ventricular ejection fraction (LVEF) more than 40%
following the EMPEROR-Preserved (Empaglifiozin Outcome Trial i Patients with Chronic
Heart Failure with Preserved Ejection Fraction) and the DELIVER (Dapaglifiozin Evaluation to
Improve the Lives of Patients with Preserved Ejection Fraction Heart Failure) trials have major
implications in the US.

OBJECTIVE To quantify the estimated US population-level impact of reducing worsening HF
events with SGLT-2 inhibitors in individuals with LVEF more than 40%.

DESIGN, SETTING, AND PARTICIPANTS This decision analytical model study used self-reported
HF data from the National Health and Nutritional Examination Survey from 2015 to 2018,
which was weighted across the entire US population and PP )
eligible LVEF ions from the Get With The Guidelines-Heart Failure registry. All

patients older than 18 years with HF from the National Health and Nutritional Examination
Survey were grouped into the following categories: all LVEF and LVEF more than 40%.
Numbers needed to treat estimations over 3 years were obtained for outcome measures from
the EMPEROR-Reduced (Empaglifiozin Outcome Trialin Patients with Chronic Heart Failure
with Reduced Ejection Fraction), EMPEROR-Preserved, DAPA-HF (Dapaglifiozin and
Prevention of Adverse Outcomes in Heart Failure), and DELIVER trials.

MAIN OUTCOMES AND MEASURES Worsening HF events (unplanned HF hospitalizations,
urgent HF visits requiring intravenous therapy, or cardiovascular death).

RESULTS A projected 4 794 524 (95% CI, 3997 363-5 591 684) adults (57% male; 67% White;
mean age, 66 years) with HF would be eligible for SGLT-2 inhibitors. Of this total population,
2619248 (95% CI, 2183759-3 054 737) would be estimated as newly eligible with LVEF
more than 40%. Based from the EMPEROR- EROR-Preserved and
DAPA-HF/DELIVER trials, a projected 624 247 (95% Cl, 520 457-728 037) t0 627 124 (95% Cl,
522855-731392) worsening HF events could be prevented across the LVEF spectrum with
SGLT-2inhibitors over 3 years, of which 232 589 (95% CI, 193 918-271 260) to 282879 (95%
C1,235846-329 912) events could be prevented in individuals with LVEF more than 40%
Moreover, an estimated 468 904 (95% CI, 300 942-546 867) to 499110 (95%Cl,
416125-582 094) total HF hospitalizations could be prevented across the LVEF spectrum, of
which 172870 (95% C1, 144128-201 613) to 231 018 (95% C1, 192 608-269 428) could be
prevented in individuals with LVEF more than 40%

CONCLUSIONS AND RELEVANCE In addition to the proven benefit in HF with LVEF of 40% and
less, optimal implementation of SGLT-2 inhibitor therapy for HF with LVEF more than 40%
can potentially additional i 250 000 worsening HF
events over 3yearsinthe US.

282,879 events could be prevented across
US HFpEF population if SGLT2is were
implemented effectively.
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Clinical Workflow with EchoGo HF

Continuous
innovation

s ]
.- Vendor

E h G y _ neutral
_ No
Acquire study Auto sent Diagnostic report Sent to site Ready to view training
You focus on Securely routed EchoGo generates Returned to PACS Appended to your
quality and care to EchoGo results _ (cvis reporting study
integration optional) Security
+QC

= The approach for documenting the procedure in the medical record will vary by provider
= Documentation Example:

- Internal procedure code established by the provider

— Notes Al analysis of echo (EchoGo) in the order set in the medical record
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Summary

EchoGo Heart Failure is a breakthrough designated device that received FDA clearance in
November 2022.

« Ultromics has applied for NTAP for EchoGo Heart Failure as part of the FY 2024 cycle.

The technology is indicated as a diagnostic aid for patients undergoing routine functional
cardiovascular assessment using echocardiography. When utilized by an interpreting
clinician, this device provides information that may be useful in detecting HFpEF.

While facilities can report the underlying echocardiography with an existing ICD-10-PCS
code, there is no existing code that uniquely describes the Al-guided modeling for the
detection of HFpEF,
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Thank You

. & (5. SRR

ultromics.com
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