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¥  Background on ATP!- Sexiitic

Current Primary Prevention (PP) ICD programming guidelines come from large
randomized clinical trials (MADIT-RIT, ADVANCE lll, PROVIDE).

— Safety and efficacy of increasing therapy rate cutoffs and/or prolonging the time from detection to
therapy were tested in these large frials

— Intention to reduce inappropriate and unnecessary therapy .

« These trial results are the foundation of the 2015 HRS/EHRA/APHRS/SOLAECE expert
consensus statement about optimal ICD programming.

 PaiNnFREE and PainFREE Rx Il Trials

« ATP as first line therapy to painlessly terminate ventricular arrhythmias was tested.

« PainFREE Rx Il published in 2004 remains the only prospective, randomized evaluation of ATP.
* However, the patients studied were both primary and secondary prevention patients.
+ Devices programmed with a short delay before therapy and a therapy zone of 188-250 bpm .

« Multiple retrospective registries and nonrandomized observational studies support ATP in
PP ICD patients who receive modern programming however, they lack uniform
detection and therapy.
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¥ | Clinical justification for evaluating ATP in  gBastone.
Primary Prevention (PP) patients

« PaiNFREE RX Il, the only prospective randomized frial of ATP in PP cohorts, likely
overestimated the success of ATP by treating arrhythmias prematurely compared to
current recommendations.?

* No prospective frial evaluating ATP as first line of therapy has been done with current
guideline directed ICD programming (longer delay before therapy).8

« The emergence of the S-ICD that does not offer ATP at present, and the Substernal ICD
where ATP has been associated with pain and discomfort? 19, require the reevaluation of
ATP for shared decision making in PP cohorts.8
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> \ Largest Prospective Randomized Trial of ATP and ~ gPoston.
TV-ICD in Primary Prevention Patientss !

* Prospective, multicenter,
randomized trial

Enrollment
ATP-plus-shock .
 Powered for 2600 primary

prevention patients
enrolled at up to 150 sites
worldwide

1:1 Follow up to 60 months

randomization . Tor
(60 days post implant) Until episode target met

» Equivalence trial with
sequential superiority
J analysis of each arm

Follow-up via LATITUDE
or in person

Shock-only

Primary Endpoint: Time to first all-cause shock

Secondary Endpoints: Time to first appropriate shock, time to first inappropriate shock, time
to death from any cause, and time to first all-cause shock or death from any cause
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¥ | Enrollment and Randomizations ! Serric

PP ICD indicated patients received a Boston Scientific de novo single or dual chamber TV-ICD

Randomized 1:1(n=2,595)

Arm 1: ATP ON or ATP-plus-Shock (n=1302) Arm 2: ATP OFF or Shock Only (n=1293)
Arm 1 Programming Arm 2 Programming
Zone 1: 170 bpm, monitor only Zone 1: 170 bpm, monitor only
Zone 2: 200 bpm, 12 sec delay, Zone 2: 200 bpm, 12 sec delay, 41 J shock
ATP X1 burst of 8 pulses, 41 J shock Zone 3: 250 bpm, 5 sec delay, 41 ) shock
Zone 3: 250 bpm, 5 sec delay, 41 J shock
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¥ | Required contemporary programming®t  gBostone

Zonel: VT-1 Zone (170-199 bpm)

Both Arms : Monitor Only
Zone 2: VT Zone (200-249 bpm) ATP = one burst of 8
Detection 2 sec beats at 88% CL
ATP-plus-shock Arm Deliver Shock

~3 second longer delay* (if necessary)

Zone 3: VF Zone (=250 bpm)

Detection 2 sec

T Per protocol, device programming could be changed at the investigator's discretion following a patient’s first shock (appropriate or inappropriate).

* Unknown at this fime if this additional delay impacted primary endpoint. The APPRAISE ATP chose this programming opftion vs shortening delay in shock-only arm to avoid concern that the
programming was biased in favor of the Shock-only arm.

L ———

© 2024 Boston Scientific Corporation or its aoffiliates. All rights reserved. CRM-1895013-AA



' How was the primary endpoint Sowsific
evaluated?s

 Powered for equivalence

between arms with interim Favors Favors
.. . ATP-plus-shock  Shock-only
superiority analysis when pre-
specified numbers of shock ® Equivalence
episodes occurred. > iy Sl
—— ATP Superior

» 284 subjects with a shock therapy () Shock Non-inferior
episode needed to power the —— @——— shock Superior
primary endpoint of time to first ® Inconclusive
all-cause shock. | D |

« All arrhythmia events were I Hazard Rafio '
adjudicated by an independent — Fquivalence S
committee. margin
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¥ | Inclusion and Exclusion Criterio® Serentific

Inclusion:

* Transvenous ICD implanted
within 60 days of enrollment
due to:

e Prior Ml with LVEF £ 30% OR
Ischemic or non-ischemic
cardiomyopathy and LVEF
< 35% and NYHA class Il or Il

« 221 years of age

Exclusion:

History of spontaneous sustained VT (= 160 bpm at = 30
seconds in duration) or VF not due to a reversible cause

NYHA Class IV within 90 days prior to enrollment
Scheduled for cardiac resynchronization implant
On active heart tfransplant list

Previous subcutaneous ICD (S-ICD) or existing TV-ICD
device implanted for greater than 60 days

Coronary artery bypass graft surgery or percutaneous
coronary intervention within 90 days prior to enrollment

Documented MI within 90 days prior to enrollment
Has a VAD or is to receive VAD

Life expectancy shorter than 18 months due to any
medical condition (e.g., cancer, uremiaq, liver failure,
etc.)

Hemodialysis
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¥ | Patient Flowchart!

SBostonﬁC

cienti

Enrolled
2626

\ 4

Randomized
2595

v

31 Not randomized
12 Intent

19 Consent ineligible

\ 4

196 Deceased
337 Withdrawn

ATP-plus-shock
1302

A 4

Completed Study
769

\ 4

Shock-only
1293

A 4

Completed Study

811

” 307 Withdrawn

175 Deceased
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¥ | Typical Primary Prevention Patients! gBoston.

The APPRAISE ATP Trial included a typical Primary Prevention population with a mean age of 64 and a high percent had ischemic
cardiomyopathy and a mean EF of 27%!!

Characteristic ‘}Lt:';;;k S?ﬁ::(égv Characteristic /?Lp;:ggg)k sr(m;:rz-:;)ly
Mean age + SD — years 6402 11.5 63.8%11.1 Mean LV ejection fraction £ SD — % 274+ 6.2 27.1+£6.0
Female sex — no. (%) 277 (21.3) 304 (23.5) Mean QRS duration £ SD — msec 107 £ 21 108 £ 21
Ischemic etiology — no. (%) 757 (58.1) 753 (58.2) NYHA class — no. (%)
Mean follow-up duration £ SD — months 37.4+£16.9 38.6+£16.5 [ orll 913 (70.3) 932 (72.2)
Race or ethnic group* — no. (%) Il or IV 385 (29.7) 359 (27.8)
American Indian or Alaska Native 5 (0.4) 8 (0.6) Mean body mass index (BMI) + SD — kg/m? 29.3+7.1 292+6.8
Asian 209 (16.3) 206 (16.2) Hypertension 928 (71.7) 214 (71.1)
Black or African heritage 169 (13.2) 178 (14.0) Current or previous smoking — no./total no. (%) 753/1298 (58.0) 771/1291 (59.8)
Caucasian 860 (67.2) 849 (66.8) Dlob.e’res —no. (%) 525 (40.3) 520 (40.2)
Hispanic or Latino 39 (3.0) 37 (2.9) Prewous corc')no.ry .or’réry bypass graft — no. (%) 271 (20.9) 289 (22.4)
History of atrial fibrillation — no. (%) 341 (26.2) 356 (27.5)
Native Hawaiian or other Pacific Islander 2 (0.2) 3 (0.2) QRS morphology — no./total no. (%)
Ofher race 3(02) 1 (0.1) Normal 633/973 (65.1)  631/960 (65.7)
Not disclosed 22 (1.7) 22 (1.7) Right bundle branch block (RBBB) 72/973 (7.4)  63/960 (6.6)
Device type Left bundle branch block (LBBB) 42/973 (4.3) 46/960 (4.8)
Single chamber ICD — no. (%) 678 (52.2) 646 (50.0) Other 226/973 (23.2) 220/960 (22.9)
Dual chamber ICD — (%) 622 (47.8) 646 (50.0) LATITUDE remote monitoring usage — no. (%) 983 (75.5) 968 (74.9)
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¥ | Primary Endpoint: Time to First

All-Cause Shock!!

Boston
Scientific

Relative Risk

The APPRAISE ATP trial demonstrated superiority with @
28% relative risk reduction in time to first all-cause
shock for the ATP ON arm compared to the ATP OFF

Freedom from Shock (%)

100%~

90%

80%

70%+

60%

50%+

40%

30%-|

20%

10%

0%-

arm (Log-rank P-value=0.005)."

ATP-plus-Shock
-===-=v-- Shock-only

Equivalence Region
(0.65 - 1.54)

——

28% relative risk reduction

r 1
05 l ] 2
Favors ATP & Shock hazaiEote Favors Shock only
—

HR (95.9% CI) = 0.72 (0.57 - 0.92) 7

100% 96.9%  [94.7% | 924%  90.4% 884%  86.3% 85.2% 835%  820%

ATP-plus-Shock

100% 976%  |95.7% 942%  923% 915%  90.7% 88.7% 87.7% 86.7% 85.4% | % Free from Shock

80.6%| % Free from Shock

6 12 18 24 30 36 42 48 54 60

Months from Randomization

Absolute Risk

This represents an absolute all-cause
shock reduction in 1% of primary
prevention ICD indicated patients/year.!!
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»

The benefit of ATP-plus-shock therapy in TV-ICDs Boston
was similar across all subgroups including patients Scientific
with ischemic cardiomyopathy (ICM)"

CHARACTERISTIC

Age

Sex

Geography

Indication

History of AF

Ischemic Eticlogy

Diabetes

Pre-Implant EP Testing

Followed on LATITUDE

Overall

SUBGROUP N
>= 65 years 1337
< 65 years 1257
Female 581
Male 2013
Asia Pacific 377
Eurcpe 245
North America 1956
Ml and EF <= 30% 862
NYHA I/l and EF <= 35% 1718
MNo 1898
Yes 697
Ischemic 1510
Non-ischemic 1085
No 1550
Yes 1045
No 2356
Yes 57
No 644
Yes 1951
2595

! HR
|

— 0.76
—Q—E 0.70
—— 0.79
—— | 0.70
—.—F 0.67
°® : 0.53
—.—:L 0.78
e 0.85
e i 0.67
— 0.8l
— e | 0.6l
—0—% 0.75
— 0.69
—.—i 0.70
e 0.76
o 074
! 0.37
—0:— 0.97
— o | 0.67
B 3 i 0.72

0.25 0.5 | 2 4

HAZARD RATIO
<< Favors ATP & Shock  Favors Shock Only >>

95% Cl

0.54-1.05
0.51-0.96
0.46-1.36
0.55-0.90
0.38-1.18
0.24-1.14
0.60-1.02
0.57-1.26
0.51-0.89
0.60-1.08
0.42-0.89
0.55-1.03
0.50-0.97
0.53-0.93
0.53-1.11
0.58-0.94
0.07-2.01
0.57-1.64
0.52-0.87
0.58-0.91

P

0.097
0.025
0.40
0.006
0.16
0.10
0.070
0.42
0.005
0.14
0.009
0.074
0.030
0.015
0.16
0.013
0.25
0.91
0.002
0.005

Inter-
action
P

0.74

0.68

0.58

0.36
0.25
0.72
0.72
0.47

0.21

No significant interactions between
randomization group and baseline
characteristics'!

58% of patients had ICM.!

« |CM patients were not any more
likely to benefit from ATP than
patients with non-ischemic
cardiomyopathy (NICM).!

Only 1% (1 out of 100) of ICD-indicated
PP patients with ICM will avoid a shock
each year after TV-ICD implant.!
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» ‘ While rates of Appropriate Shocks were significantly Boston
different throughout follow-up (p=0.020), <1% per year Scientific

avoided an appropriate shock in the ATP ON arm!!

» Percent of patients free from

Time to First Appropriate Shock appropriate shocks'':

100% -

90% -

— At 1 year: 97.4% for the ATP-plus shock arm vs

ATP-plus-Shock

I = Shock-oniy 96.4% for the shock-only arm.
g ow 5 — At 5 years: 88.3% for the ATP-plus-shock arm vs
£ x| T | 85.0% for the shock-only arm.
£ o HROSKC)=073(056-095 Log-rank P-value = 0.020 * The absolute differences at 1 year and 5
bl Shock-onl M
$ 30% 1293 1200 1145 1063 982 845 686  se2 399 28 53 NaRisk yeGI’S were ]% Clﬂd 33% Of pGTIeﬂTS,
9 0 i 30o 450 630 82o 950 I05° II5° IZ‘t I290 I32o ll,\lwithAppr. Shock o -I-I
s 20% | 100%97.6% 96.4% 94.8% 93.1% 91.8% 90.7% 89.2% 87.5% 86.3% 85.0% % Freefrom Appr.Shock respeCTlvely.
ATP-plus-Shock

10% {1302 1236 1143 1055 982 826 665 532 385 261 49  NatRisk
0 I5 32 45 6l 66 73 86 91 93 96 N with Appr. Shock

0% | 100%988% 97.4% 963% 948% 943% 934% 91.4% 90.3% 89.6% 88.3% % Freefrom Appr. Shock o o 5 o
0 6 12 18 24 30 36 42 48 54 60 97.4% 96.4% 88.3% 85.0%
Months from Randomization ATP ON ATP OFF ATP ON ATP OFF

27% lower risk of an appropriate shock
in ATP-plus-shock group!
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» ‘ While rates of Inappropriate Shocks were significantly
different throughout follow-up (p=0.033), ~0.5% of patients

Boston
Scientific

per year avoided an inappropriate shock in the ATP ON arm’'

» Percent of patients free from
inappropriate shocks'':

— At 1 year: 98.3% for the ATP-plus-shock arm vs
98.0% for the shock-only arm.

— At 5 years: 95.8% for the ATP-plus-shock arm vs
93.6% for the shock-only arm.

* |AS rates in both arms were low due to
the use of guideline recommended
programming.'!

* The absolute differences at 1 year and 5
years were 0.3% and 2.2% of patients,
respectively.!

98.3% 98.0% QBRI 93.6%
Vel B8 ATP OFF Pavizde\'S¥ ATP OFF

Time to First Inappropriate Shock

100% -
""""""" T §TRRlsShock
90% | Y

80% |

70%

60% -|

Freedom from Inappropriate Shock (%)

10% A

0%

50% -

40%

30%

20% |

0.5

plus-Shock

ATP-plus-Shock

|
avors Favors
<< ATP- HR  Shock- >>

2

only

HR (95% Cl) = 0.65 (0.4 - 0.97)

1293 1225 1157 1082 1009 872
0 I 25
100%99.1% 98.0% 97.0%

36 39

1302 1235 1150 1064 997
0 15 21
100%98.8% 98.3% 97.9%

26 32

Log-rank P-value = 0.033

709 583 423 285 55  NatRisk
57 58 60 62 62 N with Inappr. Shock
96.7% 95.8% 94.7% 94.6% 942% 93.6% 93.6% % Free from Inappr. Shock

681 551 407 280 56  NatRisk
37 38 38 39 40 N with Inappr. Shock
97.3% 96.9% 96.8% 96.6% 96.6% 96.3% 95.8% % Free from Inappr. Shock

0 6 12

18 24

36 42 48 54 60

Months from Randomization

35% lower risk of an inappropriate shock in
ATP-plus-shock group!
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» ‘ Deaths from any cause were numerically higher in the ATP-plus- Boston
shock arm, however, there was no significant difference in deaths Scientific
between the TV-ICD programming arms (HR: 1.15, p=0.184)'

All-Cause Mortality

100%

90%

80% | = srrdeslshock

70% | :
—o—
—_ 60% !
°\° r + 1
: 05 Favors ! Favors 2
[S 50% - << ATP- HR  Shock- >>
E plus-Shock only
B gox| HROS%CH=115(094- 141) Log-rank P-value = 0.184
Shock-only
30% 11293 1236 1182 1116 1042 910 745 617 449 302 59 NatRisk

0 28 49 75 103 121 140 151 159 165 174 N Deceased
20% | 100%97.8% 96.1% 94.0% 91.6% 89.9% 87.9% 86.5% 85.2% 83.9% 80.9% % Survival

ATP-plus-Shock

10% 11302 1248 1168 1085 1023 865 703 571 422 291 59 NatRisk

0 23 56 89 114 140 162 179 191 193 196 N Deceased
0% 1100%98.2% 95.6% 92.8% 90.6% 88.2% 85.8% 83.5% 81.5% 81.0% 80.0% % Survival

0 6 12 18 24 30 36 42 48 54 60
Months from Randomization

No significant difference between groups'

This finding demonstrates there was no signal that shock-only increased mortality or that ATP

decreased mortality.!
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» ‘ There was no significant difference in the combined endpoint of Boston
time to first all-cause shock or death between the ATP-plus-shock Scientific
arm and shock-only arm (HR: 0.92, p=0.284)'!

Time to First All-Cause Shock or Death

100% -~
90% |

80% -

< 70% ATP-plus-Shock

v X ~ Shock-only

U . —o

‘% 60% - !

o 05 I 2

_§ 50% | < 2’?{5 HR Eﬁ}l',ﬁf >> K | 784
5 plus-Shocl only _ _ —_

Ti 40% HR (95% Cl) = 0.92 (0.78 - 1.07) Log ran P value O 8
Shock-only

3 30% 11293 1201 1124 1035 954 813 655 535 379 254 49  NatRisk

0 64 109 160 204 241 274 288 303 313 322 N Deceased or with Shock
20% | 100%95.0% 91.4% 87.2% 83.4% 80.0% 765% 748% 723% 70.1% 67.0% % Survival without Shock

ATP-plus-Shock

10% 11302 1223 1125 1035 958 804 648 516 374 253 48  NatRisk

0 49 103 148 192 225 248 273 289 294 297 N Deceased or with Shock
0% | 100%96.2% 91.9% 88.1% 84.3% 81.3% 788% 755% 72.6% 714% 70.3% % Survival without Shock

0 6 12 18 24 30 36 42 48 54 60
Months from Randomization

No significant difference between groups'!

The numerically higher deaths in the ATP-plus-shock arm was enough to cancel the benefit of ATP

for the composite endpoint of time to first all cause shock or death.!!
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No significant difference in total all-cause ghoston
shock burden (p=0.38)!

100, Number of Shock Episodes per 100 Subjects:

90{00 58 110 164 223 262 29. 349 390 452 558 Shock-only Flﬂdlﬂg driven
% 80, 00 5.0 .9.5 142 193 227 252  30. 337  39.1 482 ATP-plus-Shock pnmgr”y by po‘hen"‘s
3 Proportional means x2P-value = 0.38 with mul’riple
S 70] .
o L] L]
X . interventions'
o 0 :
S 025 i Shock-only
8 so B G ol
& plus-Shock only ATP-plus-Shock
3 40l HR (95% CI) = 0.86 (0.63 - 1.19) r,J/
0 s
5 30|
o
0
E 20
Z

10

0 | | | | | | | | | |

0 6 12 8 24 30 36 4 48 54 60

Months from Randomization

This finding suggests that even though programming with ATP prolonged time to first shock for patients in the

ATP-plus-shock arm, the total amount of shocks over the duration of follow-up in the two groups was not
significantly different.!!
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The ATP-plus-shock arm was more than twice as likely Sléf’(-zsfi)t?ﬁc
to experience VT/VF storms than the shock-only arm?!

» During the follow-up period, there
was a significant increased risk of all
VT/VF storm events for the ATP-plus-
shock arm (p=0.006)."

« VT/VF storm events possibly occurred
because reprogramming was
allowed after the patient
experienced a shock.!

« Important to note'!: This does not
prove ATP causes more VT/VF storm
events, but the association is
interesting and will be evaluated
further in future publications.

10.0 -

Number of VT/VF Storms per 100 Subjects

Number of VT/VF Storms per 100 Subjects:

7.5

5.0

0.0 06 .1 1.8 2.3 24 3.3 3.8 4.1 44 5.1 ATP-plus-Shock
00 02 0.5 0.7 1.0 1.0 1.4 l.6 1.7 1.9 2.1  Shock-only
Proportional means x2 P-value = 0.006
|
0'I25 Favors ; Favors ‘:'
< . HR ock- >>
plus_sﬁ*;"fk i*r"ly k ATP-plus-Shock
HR (95% Cl) =2.39 (1.29 - 4.44 —
( ) ( ) R

o | Shock-only

6 12 18 24 30 36 42

Months from Randomization

48 54 60
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¥ | Importance of Shared Decision Making gBostone..

* Primary prevention patients eligible
for an S-ICD should know the
lifetime risks as well as the benefits VS
of the transvenous ICD.!1.1215

« The benefit of ATP should also be Absolute Risks
compared to the lifetime risk of shock reduction per year of lead in the heart

having a lead in the heart with a
TV-ICD.1%15
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¥ | Conclusions and Summary' SeOS

A single burst of ATP prior to shock in the VT zone (200-249 bpm) resulted in a relative risk reduction in
time to first all-cause shock by 28% (HR 0.72, C1 0.57-0.92, p=0.005), representing an absolute reduction
of 1% per year for the study population.

« No significant interactions between any prespecified patient subgroup and the primary endpoint were
found, implying that all PP patients responded similarly to their assigned study arm.

« The total shock burden per 100 subjects was not statistically different (HR 0.86, C1 0.63-1.19, p=0.38).

« The risk of VI/VF storm events was significantly greater in the ATP-plus-shock arm (HR 2.39, Cl 1.29-4.44,
P=0.006).

« Although nof statistically significant, there were numerically more deaths in the ATP-plus-shock arm and
the composite endpoint of all-cause shocks and death was non-significant.

« These results should be carefully considered in the shared decision-making of selecting ICD
technologies in PP populations.

Summary: Across five years of follow up, data demonstrated a statistically significant, but small absolute first all-cause

shock reduction in only 1% of patients per year. Shock burden, or the number of shocks experienced by a patient, was not
significantly different between the two arms, and the majority of patients did not require ATP therapy.!8
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P | MCRM™ System* — designed for the Sorsrific
future of personalized patient care

Upon the EMPOWER™ Leadless Pacemaker* and mCRM system receiving FDA approval,
EMPOWER will be the first and only LP designed to be a standalone VVIR pacemaker** that is
compatible with all existing EMBLEM™ S-ICD devices as part of the mCRM system.1¢

*  Will provide an upgrade pathway to patients with
an EMBLEM S-ICD who develop a need for ATP or .
VVIR pacing.' EMBLEM™ S-ICD %5

A209 and A219 Systems

_Boston,.
Seientific

* Designed to deliver painless intracardiac ATP
and/or brady pacing.é1”

» Designed to provide upgrade pathways :_, EMPOWER™
regCIrdleSS if the EMBLEM S-ICD or EMPOWER LP is P8 Leadless Pacemaker
implanted first.1¢

* Caution: Investigational Device. Limited by US law fo investigational use only. Not available for sale.
** Rate-response results will be reported in a future publication.
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¥ | Practical implications of MODULAR & gBostone
APPRAISE ATP Trials'8

“Together, dafa from the MODULAR ATP and APPRAISE ATP ftrials reinforce
the promise of the groundbreaking mCRM System, illustrating a clear path
forward for physicians to offer therapies that prevent sudden cardiac death
and deliver ATP for the small number of patients who benefit from it.”

“Instead of subjecting all patients to the risks of more invasive approaches,
such as placing leads in the heart or tunneling them under the sternum to
provide therapies they might not require, these data indicafte physicians
may have the opportunity to tailor therapy to the patient’s individual needs

and health.”
- Ken Stein MD, Global Chief Medical Officer BSC
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CAUTION:

The law restricts these devices to sale by or on the order of a physician. Indications, contraindications, warnings, and instructions for use can be found in the
product labelling supplied with each device or at www.IFU-BSCl.com Products shown for INFORMATION purposes only and may not be approved or for sale in
certain countries. This material not infended for use in France.
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