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Background

* Monitoring supine PA pressures to guide HF management has
reduced HF hospitalizations in select patients’-%3

« PROACTIVE-HF: evaluate the effect of remote management of
seated PA pressures with the Cordella PA sensor, in addition
to BP, HR, weight on outcomes in patients with chronic HF

Sl Abraham W et al. Lancet. 2011;377:658-666

Lindenfeld JA et al. Lancet. 2021;398:991-1001
Brugts JJ et al. Lancet. 2023;401;2113-2123

THT :



Background

» Cordella PA sensor: wireless MEMS sensor implanted in the
right PA via RHC'

THT 1. Guichard J et al. J Invasive Cardiol. 2023;35:E75-E83



PROACTIVE-HF

Following GUIDE-HF, with FDA input, PROACTIVE-
HF was changed from a randomized, single-blind design to a
single-arm, open label design with blinded endpoint assessment
and pre-specified safety and effectiveness endpoints defined
from previous hemodynamic monitoring trials

Evaluate the safety and effectiveness of the
Cordella PA Sensor System

NYHA [ll symptoms, recent HF hospitalization
and/or elevated NT proBNP.



PROACTIVE-HF: Patient Flow

541 pts enrolled December 2019 - March 2023 in 75 clinical
sites in the United States and Europe

48 withdrew prior to
implant

493 pts entered the cath lab for implant
(Safety Population)

37 implants aborted

Includes Single Arm (N=368) +
456 implanted with Cordella PA Sensor former Treatment Arm (N=88)
(Effectiveness Population) Former control arm (N=72) are

reported separately *
16 withdrawals
425 completed 6-month follow-up
CRF’

THT 1. Cowger et al. J Card Fail. Under review for publication




PROACTIVE-HF Endpoints

Primary Effectiveness: 6-month incidence of HF hospitalization or all-

cause mortality compared to a performance goal

Primary Safety: 6-month freedom from device or system-complications

(DSRC) and pressure sensor failure

Secondary Endpoints:

Combined outcome of HF hospitalizations, IV diuretic visits, and all-cause mortality
KCCQ-OSS (Kansas City Cardiomyopathy Questionnaire) at 6 months

6MWT (six-minute walk test) at 6 months

Change in seated mean PA pressure at 6 months

Cumulative change in HF medications

Patient and clinic compliance




Baseline Characteristics

Characteristic AIINS:Izjseg ts
Age (years), Mean (SD) 64 (13)
Female 40%
Black 18%
BMI (kg/m?), Mean + SD 36 (9)
LVEF = 50% 44%
Number of HFH in previous year, Mean + SD 14 +1
Hypertension 88%
Chronic obstructive pulmonary disease 20%
Chronic kidney disease 43%
Atrial fibrillation 52%
eGFR, Mean + SD 55+19
NT-proBNP, Mean + SD 1731 + 3013
KCCQ, Mean + SD 53+ 23
6MWT, Mean + SD 260 + 121

Characteristic A"NS:Tseg ts
Supine pulmonary artery pressure, Mean + SD 28 +10
Pulmonary capillary wedge pressure, Mean + SD 17+9
Systolic blood pressure, Mean + SD 122+ 19
Angiotensin receptor-neprilysin inhibitor 44%
Angiotensin |l receptor blocker 18%
ACE Inhibitor 7%
Beta blocker 87%
Aldosterone Antagonist 68%
SGLT2 inhibitor 58%
Loop Diuretic 97.4%
Enrollment: HFH criteria only 33%
Enroliment: NT-proBNP criteria only 20%
Enrollment: HFH + NT-proBNP criteria 47%
Subjects with HFH prior to implant 80%




Baseline Characteristics

PROACTIVE-HF GUIDE-HF GUIDE-HF CHAMPION MONITOR-HF

Characteristic Treatment Treatment NYHA il All Treatment Treatment Treatment

(N=456) (N=322) (N=497) (N=270) (N=176)
Age 64 + 13 69 + 11 69 + 11 61+13 69 (61-75)*
Female 40% 40% 38% 28% 22%
Non-White 24% 19% 19% 27% NR
BMI (kg/m?2) 36+9 34+8 33+8 317 27 (24-32)*
LVEF > 40% 54% 47% 45% 23% 27%
HFH in prior year 80% 56% 54% 100% 100%
SGLT2i 58% 1% <1% 0% 7%
eGFR (mL/min) 55+ 19 54 + 21 54 + 21 60 + 23 48 (35-60)*
NT-proBNP (pg/mL) 1731 £ 3013 2258 + 3316 2460 + 3701 NR 2377 (837-5153)*
RHC mPAP (mmHg) 28+10 NR 29+10 29 +10 33+ 11
PCWP (mmHg) 17+ 9 17+ 8 17+ 8 18+8 NR
KCCQ-OS (points) 53+ 23 50 + 23 55+24 NR 55.8 + 23.3
6MWT (m) 260 + 121 219 + 116 235+ 120 NR NR
*Reported as Median (IQR); NR = Not Reported




Primary Safety Endpoints
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Primary Effectiveness Endpoint

Primary Effectiveness Success Criteria
1.  Upper confidence bound of the event rate required to be < 0.43 events/patient/6-month
2. Or equivalently, the event rate compared to 0.43 p-value is <0.025
3. Eventrate is required to be <0.37 (assumed 50% SGLT2i)

Historical Treatment Rates
Performance goals are within the confidence intervals of treatment rates from prior
hemodynamic-guided HF management trials

Historical Control Rates

Performance goals are lower than the control rates from prior hemodynamic-guided HF
management trials




Prlmary Effectiveness Endpoint

6-month incidence of HF Hospitalization or all-cause mortality
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Primary Effectiveness Endpoint
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Primary Effectiveness Endpoint

Event Rates with 95% ClI

0.6
PAP-guided HF Management
Vital sign HF management (PAP access after median of 167 days)
0.5
0.28
[0.18, 0.43]
1. Event Rate Upper Confidence Bound: 0.43 p=0.03
04 2. Events Rate Comparison with p < 0.025 considered significant: 0.43
3. Event Rate Threshold: 0.37

Former Control vs. Former Treatment Poisson p-value: 0.08

Former Treatment vs. Single Arm Poisson p-value: 0.89

*Both Single Arm and Former Treatment comprise PROACTIVE-HF 0.15
0.3 4 PAP-Guided vs. Vital Sign HF Management Poisson p-value: 0,03* [0.09, 0.26]

p =<0.0001
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p =<0.0001 p = <0.0001
0.2 4 -|' -I'
0.1+ 1
0.0 T T T T
PROACTIVE-HF Single Arm* Former Treatment* Former Control
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Key Secondary Endpoints

HF Hospitalizations, 1V diuretic visits, or all-cause mortality

+ N =60 HF hospitalizations in 48 patients
* N =10 deaths

N =17 IV diuretic visits in 14 patients
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Key Secondary Endpoints

Quality of life, functional capacity, NT-proBNP
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Key Secondary Endpoints

Average Seated mPAP (mmHg)
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Secondary Effectiveness Endpoints

Cumulative HF medication changes
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Secondary Effectiveness Endpoints

Compliance through 6 months

Patient Compliance: data transmission Clinic Compliance: Site checks patient
at least 5 out of 7 days (not need to be data at least 2 times/week with

tive) ' 4 days bet
Patient Compliance by Week on System w0 Clinic Compliance per Week
o1 9% g1 9% oo I e s o o 1% 92% 92% 9% o2 S3% az 93% 94% g3, 94% 95% 04% ggo, O4% 94% 94% 4% 94% o4% 95% 95% 95%
K 87% 87%

6% B6% g5% 05% B80% gqo

Average of 6.2 submissions/week Average of 2.2 days between checks




Systolic BP (mmHg)
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Subgroup Analysis

6-Month Incidence of HF Hospitalization or All-Cause Mortality vs. Performance Goals

p = <0.0001
p =<0.0001
p = <0.0001
p = <0.0001
p =<0.0001
p = <0.0001
p = <0.0001
p = <0.0001
p = <0.0001
p = <0.0001

CRT: No (N=374)
CRT: Yes (N=82)
Malet (N=276) - —
Femalet (N=180) I
On MRA (Anytime): Yes (N=336)
On MRA (Anytime): No (N=120)
On ARNI (Anytime): Yes (N=212) }
On ARNI (Anytime): No (N=244) - L ]
On SGLT2i (Anytime) : Yes (N=297)
On SGLT2i (Anytime): No (N=159)

NTproBNP > 1500 (N=148) } p = 0.0004
NTproBNP < 1500* (N=298) 4 3 p = <0.0001
Above Target mPAP: Yes* (N=179) i p =<0.0001
Above Target mPAP: No* (N=265) = . 3 p = <0.0001
Baseline PH: Yes* (N=264) 1 } 3 p = <0.0001
Baseline PH: No* (N=190) 3 p =<0.0001
Enroliment: HFH & NTproBNP (N=216) E i p = <0.0001
Enrollment: All HFH (N=366) f 3 p =<0.0001
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Subgroup analyses were exploratory and hypothesis generating. There were no adjustments for multiple comparisons.




Conclusions

* For HF patients with NYHA class |ll symptoms:

= Cordella PA sensor and HF system was safe, improved QOL and
functional capacity

= Cordella enabled significant reductions in PA pressure for patients with
PAP elevated at baseline

 The markedly low event rates may relate to high patient compliance
and engagement, high rates of baseline GDMT, and proactive
interventions guided by integration of daily vital signs with seated
mean PA pressure (may be more relevant than supine PA pressure
alone for management of ambulatory HF patients)



