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HF patients management

Where we are:

Remote monitoring is able to provide
real-time, continuous data on patients
with implantable cardiac devices

New diagnostic tool on CIEDs is proven
to be reliable in early detection HF
worsening

The majority of prior clinical trials have
shown limited ability of such RM data
to improve clinical outcomes *-3

1.Bourge RC. et al., ] Am Coll Cardiol 2008;51:1073-9.
2.van Veldhuisen DJ. et al., Circulation 2011;124:1719-26.
3.Morgan JM. et al., Eur Heart ) 2017;38:2352-60.

What we need:

v

v

To properly integrate RM and
diagnostic tools into clinical
workflow

An actionable proactive
treatment protocol, in response
to alert, in addition to standard
clinical care.
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~ From Multisense Study

HEmCUT of Alert

I b HeartLogic provides a measure of the risk of an HF
I, | = -Overall EventRate event independent of baseline clinical variables.

a” HF event rate using the nominal threshold
£ H O 0.08 events/pt-yr OUT of ALERT STATE
S LN AL b)) O 0.80 events/pt-yr IN ALERT STATE x 10
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]] HeartLogic Thresholds

4. Gardner et al., Circ Heart Fail. 2018 Jul;11(7):e004669
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FLACE Clinical Impact of HeartLogic

A recent analysis has been conducted nﬂidngpct!Q)n Belgium, Netherlands and Switzerland to

investigate the ability of HeartLogic to reduce the Heart Failure hospitalizations in a one-year after algorithm
activation compared with a one-year pre-activation period.

An adjustment in drug therapy or lifestyle has been provided in case of symptoms or signs were detected at
the time of contact after HeartLogic alert.

Strong reduction of HF

Pre-activation Post- Hospitalizations after
aCtivation - - -
| HeartLogic activation
27 7
admissions /
.. average number of hospitalizations Yproportion of hospitalized patients  hospital length of sta
T.°t.?l number of 1 day clinic 32 42 - it At bl
visits
P=0.003 . =
Total number of ambulatory 132 117 — R, [,
visits

The duration of hospitalizations was longer in the pre-
activation period than in the post-activation period (16 *14
vs. 7£5 days; p=0.079)

normalized fo patientyears
number of patients

pre post

5. Treskes RW et al.. ESC Heart Fail. 2021 Apr;8(2):1541-1551. \
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PLACE From Italian Multicenter

e ri e n C e ORIGINAL ARTICLE )

366 ICD and CRT-D patients in 22 centers WIP median follow-up of 11 Multiparametric Implantable Cardioverter-

months: Defibrillator Algorithm for Heart Failure Risk
L Stratification and Management
O 36 HF hospitalizations and 8 HF deaths A mleb inEhnialacies
O 273 HeartLogic alerts (0.76 alerts/patient-year) in 150 patients o {_i S‘V”?g’:“;:dw
nf rio, MD

O the time IN the alert state was 11% of the total observation period.

117 (43%) triggered clinical actions:

The most frequent actions taken to manage the HF condition detected by the alert were (multiple
é actions per alert):

v 66% diuretic dosage increase

34% other drug adjustment

6% patient education on therapy adherence
3% device reprogramming

ANERNERN

6. Calo L. et al., Circ Heart Fail. 2021;14:€008134
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Experienc~

1 Unadjusted Hazard Ratio
z 40+ 0.37,9%5% Cl: 0.14-0.99, p=0.047 5
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days afler HeartLogic aler

Taking clinical actions in response to
the HeartLogic alert was associated

From Italian Multicenter

50—

40 4

30 -

20 =

Unadjusted Hazard Ratio
5.23, 95% Cl: 1.98-13.83, p<0.001

Mo symgloms reparted
—— Symptoms repored

T T T T T T T
20 49 G0 2 100 120
days afler Heardlogic alert

The presence of HF symptoms at
the time of HeartLogic threshold

with a lower risk of HF events. crossing was associated with a
higher risk of HF events.

6. Calo L. et al., Circ Heart Fail. 2021;14:e008134
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Manage-HF Study

The MANAGE-HF - Phase | was a multicenter, observational study that enrolled 200 patients with reduced
Ejection Fraction (HFrEF < 35%) and implanted with HeartLogic™ enabled devices.
The study was designed to evaluate HeartLogic integration, utilization safety and efficacy in HF care.

During an average follow-up period of 20.9 months:
« 585 HeartLogic alert occurred (1.76 alert /pt-year)
« The time in alert state was 17% of total observation period.

1

Diuretic only
juretic + Non-diuretic HF medication

et HE medtaton oy A large variability in alert response treatment across
sites has been observed

M diuretics augmentation only,

M diuretic + non-diuretic HF medication,

[] non diuretic HF medication only

o
©
T
]

Fraction of treated weekly alerts

Study sites

7. Hernandez AF. Et al., J Card Fail. 2022 Aug;28(8):1245-1254
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Manage-HF Study

.. Nodecongestive treatment in 4 weeks, N = 179
HF treatment WaS augmented: Decongestive treatment in first 2 weeks, N = 250
- during 74% of the 585 alert cases « Thieshos
- during 54% of the 3290 weekly alerts. € 01
=
The following HF drug classes were augme 8 recovery
01590 (89%) diuretics, Thresho )
Q185 (10%) beta-blockers,
Q132 (7%) MRA,
0124 (7%) ARNI,
108 (6%) ACE/ARBs, 50 - % of cases remaining in alert state
Q69 (4%) vasodilators (hydralazine or nit 0l — . ; : . . . . . . . ; ;
-28 21 -14 -7 0 7 14 21 28 35 42 49 56

Days from alert case onset

HeartLogic Index decreased quicker and alert cases resolved quicker when decongestive therapies were given

7. Hernandez AF. Et al., . J Card Fail. 2022 Aug;28(8):1245-1254
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Decongestive treatment adjustments in heart failure patients
remotely monitored with a multiparametric implantable
defibrillators algorithm

WILEY

Experience from Italian Clinical
Practice:
229 patients in 8 centers
Median follow-up of 17 months
242 HeartlLogic alerts (0.8 alerts/patient-year)
HeartLogic alert management:
- 105 (44%) alerts were not followed by HF therapy (nonactionable, unexplained, or associated with non-HF-related
conditions)
- 137 (56%) alerts triggered clinical actions to treat HF
» 56 decongestive treatment augmentations only (increase in the equivalent dose of diuretics or switch to a more
bioavailable diuretic)
» 81 mixed interventions

8. Guerra F et al., Clin Cardiol. 2022 Jun;45(6):670-678. doi: 10.1002/clc.23832.
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Decongestive treatment adjustments in heart failure patients
remotely monitored with a multiparametric implantable
defibrillators algorithm

P
i

=1
i

Lo drecke
B
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,!||!| || LLLEERHTTTITTITHLLA T T ] The alert status resolved more quickly
AT TELLL L LT T {1 - when decongestive therapies were
timely (< 2 weeks) and major (>2 times
e dally dose)

BI5T 55 51484547 3935 33 3

The duration of “in-alert” status was
shorter when decongestive therapies| +

were timely in comparison with late e
changes (28 days versus 62 days,| ©
p<0.001). - 5%
Major and minor diuretic augmentations

resuiteq 1 comparavlic alelrts Quratiorns.
Figures. Average HeartLogic index (*day O is the first day of the diuretic augmentation.)

8. Guerra F et al., Clin Cardiol. 2022 Jun;45(6):670-678. doi: 10.1002/clc.23832.
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Decongestive treatment adjustments in heart failure patients
remotely monitored with a multiparametric implantable

defibrillators algorithm

: Odds ratio 95% CI P

|
HeariLogic index © 1.1 1.02-1.20 0.013
Minor adjustment . 285 057-1428 0204

Late adjustment 511 1.09-2448 0041

COPD 3.79 0.76-1890 0.104
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QOdds ratio

At multivariate analysis the need of hospitalization for further

treatments to resolve the alert condition was associated with

8. Guerra F et al., Clin Cardiol. 2022 Jun;45(6):670-678. doi: 101002/c|czssg'%he:hl'lleartl'owc index values on the day of the diuretics

. and.with.late interventions
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Implantable Defibrillator-Detected Heart Failure Status Predicts Ventricular Tachyarrhythmias

Compagnueci P, Casella MY, Bianchi V2, Franculli F%, Vitali F*, Santini L%, Savarese G®, Santobuono VE', Chianese RY, Lavalle C%, Amellone C'¥, Pecora DY, Calvanese R™, Stronati 6%, Santoro A%, Ziacchi M, Campari M5,
WValsecchi 5%, Cal L', Guerra F*, Dello Russo A®
(1} Maarche Patytechnic University of Ancona, Ascena, taly (2] Monaid] Hospital, Maples, italy; (3] GORR. 5an Glvvenl 8 (o Rear F Argona, Sekereo, Mady) (4 Santnna Usiversty Hospitsd, Usiversity of Ferman, Fermam, taly; (5] “Giovan Battista Grassi® Hospsal, Reme, Baly: (6) 5. Govanni
Hastivta vinwpeal, Falgns, Hrm'-lnlvmh-v"lltwnhﬂhll Barl, itaby; [K) %, Anra e & Sabmtiano Mospital, Caserta; i#) Poliinics Limbarta |, Roms, Hrllﬁ'l"'l'hm'ﬂhdl Hospitad, Turin, Raly; (1] Fondasiors Pollsmbulancs, Bresci, Raly; (33] Cxpedale del Mare, A5 NAL,
Haly; {13)Asienda Dugedaliers Univershanla Senese, Siena, italy; [14) Unhvesshy of Balogna, Peliclisien 5.Orsola-Malplghl, Balogna, ltaly; |15) Boston Selentifie, Milas, Haly; |15) Palclinies Casling, Rome, ltaly.

100 = Panel a 1004 Panel b
A recent new analysis from Italian HeartLogic Registry, ::\?{—\__—; N
has been presented during ESC Congress (August E n- g
2022) o { <
- 1.
This analysis over 268 patients, showed that the | S o] S
occurrence of at least one HeartLogic alert was RIS R e
significantly associated with Sl s i e
v appropriate shocks (a) (HR: 2.44, 95%CI: 1.49-3.97, Tomomeomeomeneme S R
p=0.003)
v' any ICD therapies (b) (HR: 1.95, 95%Cl: 1.37-2.85,
p=0.003).

A time-dependent Cox model revealed that the weekly IN-alert state was the strongest predictor of ICD
shocks (HR: 2.94, 95%Cl: 1.73-5.01, p<0.001), after correction for age, secondary prevention, and use of CRT.

9. Compagnucci et al., ESC Congress 2022, Poster session
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L The HeartLogic multisensor index and alert algorithm management could be safely
integrated into clinical practice.

L The use of HeartLogic algorithm was associated with HF treatment augmentation,

early in response to alerts, resulting in more rapid reduction of HeartLogic index
values.

L Need further analysis from HeartLogic sensors in clinical practice to provide realiable
treatment protocol in response to alert in order to facilitate a quickly alert resolution
and avoid HF events.




