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ARE: euro
Sk e, What are the essential results? PCR
“HBR
consensus major criterion minor criterion
HBR = In isolation, confers: In isolation confers
increased bleeding risk,
BARC 3 or 5 bleeding 1) BARC3 or 5 bleeding bt
risk of > 4% risk :
and/or SO of 2 4% at one year and risk of BARC3 or 5
risk of intracranial d bleeding of <4% at one
hemorrhage (ICH) > 1% and/ or year
2 ) risk of ICH of > 1% and
within 1 year after PCI at one year

risk of ICH < 1%

-~

HBR status conferred if: @ 1 majorcriterion  or *® 2 minorcriteria

)
- =4




APPAG
Who are these High Bleeding Risk Patients (HBR)?
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HBR data published

Trial Design DAPT Primary endpoint Results
LEADERS FREE® 2 i :
Double-Blind RCT co prlmary endpoints BioFreedom™ significantly safer (MI) and more
Safety: Composite CD, MI, def/prob ST
(1 and 2 years BioFreedom™ vs 30 days 2t 12 mo’nths’ efficacious (id-TLR) than the Gazelle BMS at 12 and
published) Gazelle™ Efficacy: id-TLR at 12 moths 24 months with one-month ultra-short DAPT

Synergy™ significantly reduced MACCE at 12
months with a significant reduction in id-TLR

3
SENIOR Single-Blind RCT | .
(1and 2 years Synergy™ vs Y MACCE at 12 months
published) Omega™ / Rebel™ months At 2 years: Synergy™ do not reduce MACCE
compared to BMS.

Resolute Onyx™ was non-inferior for the Composite
endpoint of CD, MI def/prob ST vs BioFreedom™ at

ONYX ONE4 Slngle-Bllnd RCT 12 months
Synergy™ vs Composite: CD, Ml, def/prob ST at 24 o ]
(2 Years yONYg)‘ZTM / 30 days P months /p At 2 years: similar outcomes for the primary safety
presented?) BioFreedom™ endpoint (CD,MI, ST) and for the key secondary
efficacy endpoint (TLF). All death Resolute Onyx™

significantly more frequent Vs. BioFreedom™

*all-cause death, M, stroke, Bleeding 3-5. **all-causedeath, M, stroke. ***composite of type 2, 3 and 5 BARC bleeding events CD= Cardiac Death, MI= Myocardial Infarction, ST= Stent Thrombosis id-TLR=ischemia
driven Target Lesion Revascularization 1. Polymer-free Drug-Coated Coronary Stents in Patients at High Bleeding Risk. Urban p. et al. N EnglJ Med. 2015;373(21):2038-47 2. 2-Year Outcomes of High Bleeding Risk
Patients After Polymer-Free Drug-Coated Stents. Garot P et al. JACC VOL.6 9, NO.2, 2017 3. Drug-eluting stents in elderly patients with coronary artery disease (SENIOR): a randomised single-blind trial. Varenne O

et al. LANCET 2018 Jan 6;391(10115):41-50 4. Polymer-based or Polymer-free Stents in Patients at High Bleeding Risk Windecker S, et al. N Engl J Med. 12th February 2020; 1-11 5. Final Two-year Results From the

Randomized Onyx ONE Trial in High Bleeding Risk Patients Treated With 1-month DAPT, presented at ACC 2021 S.Windecker




LEADERS FREE

Primary Endpoints at 1 Year

Prospective, double-blind randomized (1:1) trial
2466 High bleeding risk (HBR) PCI patients

BioFreedom™

DCS

DAPT mandated for 1 month only,
followed by long-term SAPT

7

7
%

BioFreedom™ maintains a significantly improvement
in safety and efficacy in HBR patient’s vs BMS
with 1-month ultra-short DAPT in the long term

*Cardiac Death, Myocardial Infarction, Definite Probable Stent Thrombosis

Primary safety endpoint: Composite* at 1 year
(non-inferiority then superiority)

b
¥ s 12.7% R 4
i e 4
§ o
9.2%
s
HR 0.80 (95%C1 0.64-0.99)
p=0039
0!
0 180 388 848 730 Days
Namber at Risk

DCs 1221 1904 1082 1006 620
BMS ”n 1067 1010 a3 s87

Primary efficacy endpoint: Cd TLR at 1 year

(superiority)

20
g 15
E 12.0°
£ v

LU

; 6.8%

s

4.9% MR O.54(96%5C1=0.41.0.72)
. <2.0001
] 180 kL 545 730 Days

DCs 1221 1128 1061 1013 626
BMS 121 1074 o9 945 561
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LEADERS FREE ©

Selected Safety Endpoints at 2 Years

12 -
DCS 16
- e 10.1 "OCS  "BMS
10 14
. 7.4 12
e &9 .
“
-
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s 21 23 .
RS ) v ST (def  prob) ’ Al daxh  Noncard death m S’_ub S"—wrym
pr 085 prO04 p=0 N A

BioFreedom™ maintains a significant reduction in Ml at 2 years with VLST of 0.1%
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Ensemble, imaginons la cardiologie de demain

LEADERS FREE-14 published data sets

BARC 3-5 bleeding at

No. of patients Superiority* in Efficacy | Superiority* in Safety” e
1
LEADERS FREE 2 466 v v 72%
2-year follow-up?
3
ACS subgroup 659 v v 9.1%
2-year follow-up*
Re peatabi I |ty Elderly subgroup® 1564 v v 7.7&
T A ;
Reproducibility OAC subgroup 47 v ] 8 8%
2-year follow-up?
Diabetics subgroup? 805 v v 10.2%
Vascular Access subgroup?® 40% Radial Access Two year benefits of the BioFreedom™ over the BMS remain and were broadly
similar whether radial or femoral access were chosen
“ Japanese population1® 140 v - 5.0%
‘ Complex PCI subgroup?! 667 v v 9.8%
non-Cardiac Surgery subgroup’? 278 v - 8.8%

The LEADERS FREE Economic Evaluation found that using BioFreedom in patients at increased risk of bleeding was consistently

iccl3
Health Economics cost-saving and event-reducing in all 6 countries studies

LEADERS FREE /14 1203 v v 7.2%

p<0.05 or less *(Composite endpoint) Cardiac Death, Myocardial Infarction, Stent Thrombosis - non-inferiority was met study was powered for non inferiority ** IDDM

Polymer-free Drug-Coated Coronary Stents in Patients at High Bleeding Risk. Urban p. et al. N Engl J Med. 2015;373(21):2038-47 2-Year Outcomes of High Bleeding Risk Patients After Polymer-Free Drug-Coated Stents. Garot P et al. JACC VOL.6 9, NO.2 , 2017 3. Biolimus-A9 polymer-free coated stent in high bleeding risk
patients with acute coronary syndrome: a Leaders Free ACS sub-study. Naber C et al. Eur Heart J 2016;38:961-969 4. Two-year outcomes of high bleeding risk patients with acute coronary syndrome after Biolimus A9 polymer-free drug-coated stents: a LEADERS FREE substudy. Jensen C. Eurolntervention 2018;13:1946-194 5.
Drug-coated versus bare-metal stents for elderly patients: A predefined sub-study of the LEADERS FREE trial Morice M-C. et al. Int. J. Cardiol. 243 (2017) 110-115 6. Biolimus A9 coated versus bare metal stents in patients requiring oral anticoagulation. A pre-specified subgroup analysis of the LEADERS FREE trial. Carrié D. et al.
JACC Volume 68, Issue 18 Supplement, November 2016. 7. Safety and Efficacy of Polymer-Free Biolimus A9-Coated Versus Bare-Metal Stents in Orally Anticoagulated Patients: 2-Year Results of the LEADERS FREE Oral Anticoagulation Substudy. Carrie D. et al. JACC Cardiovasc Interv. 2017 Aug 28;10(16):1633-1642 8.
Polymer-free drug-coated coronary stents in diabetic patients at high bleeding risk: a pre-specified sub-study of the LEADERS FREE trial. Richardt G. et al. Clinical Research in Cardiology volume 108, pages31-38(2019) 9 Impact of vascular access on outcome after PCl in patients at high bleeding risk: a pre-specified sub-analysis
of the LEADERS FREE trial. Diaz V. Revista Espanola de Cardiologia Available online 10 March 2020 10. S.Saito. LEADERS FREE Japan study (single BioFreedom DCS arm with 1-month DAPT, compared to BMS arm of LEADERS FREE). ePoster EuroPCR 2017. 11. Biolimus A9 polymer-free coated stents in high bleeding risk
patients undergoing complex PCI: evidence from the LEADERS FREE randomised clinical trial. Lipiecki1 J. Eurolntervention 2018;14th May 2018) 12. Polymer-free drug-coated vs. bare-metal coronary stents in patients undergoing non-cardiac surgery: a subgroup analysis of the LEADERS FREE trial. Richardt G. et al. Clinical
Research in Cardiology - May 2020 13. Polymer-free drug-coated coronary stents are cost-effective in patients at high bleeding risk: economic evaluation of the LEADERS FREE trial. Filipovic-Pierucci A. Eurolntervention 2018;14:1688-1695 Global Approach to High Bleeding Risk Patients With Polymer-Free Drug-Coated Coronary
Stents: The LF Il Study. M.W. Krucoff. Circ Cardiovasc Interv. 2020 Apr;13
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Primary Endpoints at 1 Year

Primary Safety Endpoint: Composite of cardiac death and M Primary Efficacy Endpoint: Clinically-driven TLR at 1 year
at 1 year (non-inferiority then superiority) (superiority)
Risk Difference: % Difference:
% [ * -3.7% (95% CI -6.6% to -1.4%) 15 » -3.2% (95% Cl = -5.5% to -0.7%)
15 * HR 0.67(95% Cl=0.51-0.
B QS0 SR D-51=9.99) * HR 0.63 (95% CI = 0.45 — 0.87)
s 10
R 8.6% 3
% § 6.1%
(8] = ’_,_/-/_/—/_/_’—'-’
|~ <0, =0.
.':.m;{::",.‘::::,.";"" , = p = 0.0111 (superiority)
- 0 20 180 270 385 0 90 180 270 365
(Days)
BMS .21 .17 1,066 1080 1093 BMS .21 1.1 1071 1030 o7
Bl o 1124 1,086 1059 59 Eln - 1,147 1,004 1,035 res

BioFreedom again safer and more efficacious than BMS in HBR patients treated with 1-month DAPT

*Cardiac Death, Myocardial Infarction, Definite Probable Stent Thrombosis

Global Approach to High Bleeding Risk Patients With Polymer-Free Drug-Coated Coronary Stents: The LF Il Study. M.W. Krucoff. Circ
Cardiovasc Interv. 2020 Apr;13
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Main outcomes at 1 Year

— &T:;:,', The new thin-strut drug coated CoCr

Primary safety endpoint® 31 (8.0%) 110 (9.2%) 151 (12.7%) stent was noninferior to the stainless
ST 14 (3.7%) 49 (4.1%) 61 (5.1%) steel DCS stent in safety and superior
Myocardial Infarction 17 (4.4%) 70( 5.9%) 103 (8.7%) to the BMS in efficacy.

Def/Prob. Stent thrombosis 4 (1.0%) 24 (2.0%) 26(2.2%) The results confirm the good
CRnicaty-ariven TLE-S 1614.2%) 57(4.9%) 107 (9.3%) outcome of HBR patients treated
BARC 3-5 21 (5.4%) 85 (7.2%) 85 (7.2%) with a CoCr DCS followed by a 1-

All Death 25 (6.4%) 91 ( 7.5%) 105 (8.7%) month DAPT regime.

** p-value for superiority versus BMS LF I: < 0.0001
* p-value for non-inferiority versus DCS LF I: 0.0006 (non-inferiority margin: 3.9%)

* Single Arm Trial, 400 all-comers HBR patients, 1-month DAPT for all patients

* Double primary endpoint with historical comparison to the BMS / StS DCS arms of LEADERS FREE:
» Safety: Composite of Cardiac Death — MI — ST (non-inferiority)
» Efficacy: cd-TLR (superiority)

BioLimus-A9™ coated thin strut stents in High Bleeding Risk patients Oral abstract presentation Eberli R PCR e-course 2020
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SENIOR? trial.

Study design

Randomized (1:1), single blind trial
1,200 patients aged 75 years and above

Tailored DAPT: 1 mo in stable and 6 mo in ACS pts ‘
Prespecified by the investigator prior to randomization

Primary End Point 1y: all-cause mortality, non-fatal Ml, stroke, IDTLR
Secondary End Points 1y: Bleeding BARC 2-5/3-5, stent thrombosis

¢ ,

Inclusion criteria: patients aged = 75 years old and presence of 21 stenosis (270%) in any coronary (or LM
250%) and stable angina or silent ischemia or ACS.

Exclusion criteria: unable to comply with DAPT for: at least 1 month (stable angina or silent ischemia) or at
least 6 months (ACS); planned surgery within one month; prior hemorrhagic stroke*; indication for surgical
myocardial revascularization; known allergy

1. Varenne O. et al. Eurolntervention. 2017;12(13):1614-22
*These patients were included in LEADERS FREE
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SENIOR? trial.

Main results at 1 Year Qafety Endiolite
5 Log k -
og ran 164 /
P=0.016 , ]()11 ,‘ P=0.68
REBEL™ BMS ‘ v
ks 50 P=0.86
3 11.6 e 4
& @
g SYNERGY™ BP Stent 2
E 3 iy © P=0.13
o [ o )
2
) 1
,. N - m
10( 0 - ; BARC 2-5 BARC 3-5 ST (def+prob)
Days

Among elderly patients who have PCI, a DES and a short duration of DAPT are better than BMS and a
similar duration of DAPT with respect to the occurrence of all cause of mortality, MlI, stroke and
ischemia-driven TLR.

The secondary safety endpoints were numerically better for the DES but no statistically significant.

Based on the ARC-HBR definition, the SENIOR trial shouldn’t be considered as a HBR patient study.

1. Varenne O. et al. Eurolntervention. 2017;12(13):1614-22




SENIOR? trial.

Main

Patients (%)

15

10

3

results at 2 years

All patients

Fa037

COMPONENTS OF MACCE

P=0N

' Pt
’ Pe020
MACCE All.cause Ml Strokp 018
Mortabey

. SYNERGY™ 82-0€5

B reeeens oz

N

Primary EP (%)

25

=

w

o

1month DAPT discontinuation cohort

B srvencrar-083 w0
B ez aus e

Pe037

COMPONENTS OF MACCE

Pellls
Pc<O
Peld
F=04
MACCE Al-cause ‘] Stroke 168

Mortality

Among elderly patients who have PCI, a DES and a short duration of DAPT is associated with a
reduction in revascularization up to 2 years compared with BMS.

2. Lafont A, Sinnaeve PR, Cuisset T,et al. Two-year outcomes after percutaneous coronary intervention with drug-eluting stents or bare-metal stents in elderly patients with coronary artery disease.

Catheter Cardiovasc Interv. 2021;97:E607—E613. https://doi.org/10.1002/ccd.29159

https://www.bostonscientific.com/en-US/products/stents--coronary/bioabsorbable-polymer-stent/studying-dapt/senior-trial.html



https://doi.org/10.1002/ccd.29159
https://www.bostonscientific.com/en-US/products/stents--coronary/bioabsorbable-polymer-stent/studying-dapt/senior-trial.html
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EVOLVE SHORT DAPT trial.

Study design & main outcomes

PROSPECTIVE, SINGLE-ARM, MULTICENTER, GLOBAL

‘Study Design SYNERGY 3-Month DAPT Cohort (N=1487) Co-Primary Endpoints (3-15 Months)
Patients at high bleedingrisk % patients meeting HBR criteria ' Death/M!
(“'m, '
Theoenbocytopensa | 2.0 SYNERGY 3-month
| - DAPT - B
PCI with the SYNERGY stent

Propensity-adjusted

DES 212-month DAPT | 15.7%

l Major blecedng'

DAPT for 3 months (aspirin Renal sy pncy 95% C1: -1.87%, 1.63%

optional if on anticoagulants) P eersrty™0.0016
I History of stroke Stent thrombosis (study stent-related)
CB Aspirinonly” (N=1487) Ovcakec S, nl
1 aeticoagulants "&"", . 0.2% vs 1.0% PG
75 :
@ Final 15-month follow-up Age 275 yeans! < 95% C1; 0.04%, 0.63%

p=0.0005

Potarts free hiomm virohe. M1 revasOsaritstin avd 17 betwaes 6§ menths ofigbie 1o Srcontomm FIV1L WAL "Severe/tle Wveptewng (miderste GULT0 biweding wihn 1 yeer
‘with bleeding ik cutwwighing berefit of »3 montha DT, PO paricrmance gool

Favorable rates of ischemic outcomes were observed among selected HBR patients undergoing PClI
with the Synergy™ stent who tolerated 3 months of DAPT and then discontinued it, supporting the
safety of abbreviated DAPT with this stent platform.

1. Kirtane AJ. et al. Circulation: Cardiovascular Interventions. 2021;14:e010144
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ONYX ONE" trial.

Study design

Prospective, Multicenter, Single-blind Randomized Trial

High Bleeding Risk patients undergoing PCI
(no lesion, vessel limitations)

Resolute Onyx ™ ZES 11 undommﬂone BioFreedom™ DCS
with 1 Month DAPT 84 gicbal sites with 1 Month DAPT
(N=1000) Enroliment Nov 2017 « Sep 2018 (N=1000)

Chnacal Follow -ug

Primary safety endpoint: Cardiac death, M or stent thrombosis (def/prob) at 1 year
2° EMmcacy endpoint (powered). Target Lasion Fallure (TLF. cardiac death, TV-MIor ¢a-TLR) 22 1 yoar

Othet secondary endpoints Lesion, device and procedure success tates, BARC Diseding,
INdiVidudl components of primary endpoints

1. Windecker S, Latib A, Kedhi E, et al. Polymer-based or Polymer-free Stents in Patients at High Bleeding Risk. N Engl J Med. March 26, 2020;382(13):1208-1218.




ONYX ONE" trial.

Main results at 1 Year

Primary Safety Endpoint: Cardiac Death, MI, or ST

30% 7 = Resolute Onyx 2ES

— 2=
.-;f. [ D08 HR 1.02, 95% CI [0.83, 1.27)
- ‘ P-value 0.84
S 20% 17.3%
= e 17.3%,
£
:
8 10% -
Q
s
®
s |
0% 4 - v v v

0 1 2 4 ) 8 10 12
T Months after PCI
1) 103 ) '™ =
(L8} ") AL "o "~

APPAG

Powered Secondary Effectiveness Endpoint: TLF

30% 1 == Resolute Onyx ZES
— BioFreedom OCS

g HR 1.02, 95% CI [0.83, 1.26])
g ' P-value 0.84
H 20% 1 18.0%
‘g ’ 17.9%
H |
- 10%1
e
g
-

0% 4 v Y ' , y v :

0 1 2 4 6 8 10 12
Months after PCI

e o T
an L2 L [ -
s " - LAN) m

Among complex HBR patients treated with 1-month DAPT after PCl, the CoCr Resolute
Onyx™ was non inferior to the StS BioFreedom™

1. Windecker S, Latib A, Kedhi E, et al. Polymer-based or Polymer-free Stents in Patients at High Bleeding Risk. N Engl J Med. March 26, 2020;382(13):1208-1218.
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ONYX ONE? trial.

Main results at 2 Years

Primary Safety Endpoint Continued to 2 Years
Cardiac Death, MI, ST

%)  —— Resolute Onyx ZES
Log Rank Pvalue = 0.71
—— BioFreedom DCS o TaRvae

§ 0% 17.3% T 20, T%,

17.0%

§ - Clinical Outcomes at 2 Years

8 Resodute Omyu”™ 75 8 (rhe0)

o% -
° M M M 12 5 8 BoFmedom ™ DCS i)
- NMosths after PO
L L e -
o W) " ™ lan A1) Moar Lo i M0.01% ~on .20 013 M0 338

169

Event Rates (%)

58S

Final Two-year Results From the Randomized Onyx ONE Trial in
High Bleeding Risk Patients Treated With 1-month DAPT,
presented at ACC 2021 S.Windecker

M assessed by the 3" Universal Definision of Myocardial infarction

ST & defined as ARC definite or probable stent thrombosis
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STOPDAPT-2 XIENCE

STOPDAPT-2 HER: Study Flow

Enrolled and randomized

N=3045
Stratified by Center
i i
1-month DAPT arm 12-month DAPT arm
N=1523 N=1522
23 withdrew consent 4 + 13 withdrew consent

ITT population ITT population
N=1500 N=1509

. I
Non-HBR patients HBR patients Non-HBR patients HBR patients
in 1-month DAPT group in 1-month DAPT group in 12-month DAPT group in 12-month DAPT group
N=1004 (66.9%) N=496 (33.1%) N=951 (63.0%) N=558 (37.0%)
H Wtasde T30FDWT o0 MY

——— = r——— — e et (% g sem




Primary outcome:
CV death/M1/ST/Stroke/TIMI major/minor bleeding

10%
HBR; Log-rank P=0.06, and HR 0.57 (95%CI: 0.32-1.03)

Non-HBR; Log-rank P=0.43, and HR 0.78 (95%C1: 0.42-1.45)

#

Weeeerees ] B% 1-month DAPT non-HBR

Cumulative Incidence
3

0%
0 ¥ & 120 180 240 300 0
I Wetnashe STOFDAFT & NI 0T 30
Pl cw M o wah v BBt st v w8 P e - - - e - -——— 8 e . w e . e T A S caet ' B -, -~ * R T =
C w e e ead o —— W - 9 e gt b Ty v———- e - g bt - Bmfhe b e wmBew e cmar v  we dar P e bt g cw e e ———b . M
- — - - LI T T - p [ BT e W e s P5 w wg et oY B M s e w S D e A Y
- et s bt wl g v wn o (M Ve, vy eer

JAMA 2019;321:2414-2427
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XIENCE 90/28

1
Lence

Trial Design & orrt]

Stop P2Y,; inh. if Primary EP
Enroliment ovent-free’ End of study
Baselne IM 12M
\J

Primary analysis period:
from 3 to 12 months

Stop P2Y; inh. ¥ Primary EP
event-free! Follow-up Follow-up

\i A \i 130
P2Y,; inhibitor |
+ ASA"

open-label, non-randomized trial

g
C
Q
Q
=
.
=
¢
P
2
g
w
)
£
Q
2
w
e
Q.
<

Primary analysis period;
from 1 to 6 months

gl et aved Peves S DRTRIBUTION sndside of e UL OMLY Owh B repuisl oy faba of e deven » prren afeve (1 smabing 4 sl e fepdatine » heie
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XIENCE 90/28

XIENCE 28: All Death or MI XIENCE 90: All Death or Mi
Between 1 and 6 Months Between 3 and 12 Months

PS Stratified Mean Non-inferiority Analysis PS Stratified Mean Non-inferiority Analysis

=
&

One-sided 97.5% One-sided 97.5%

UCL: 2.23%
= 0.0063

*
#
=3
P 3

& @

Mean rate across 5 quintiles (%)
.‘3

Mean rate across 5 quintiles (%)

1
b

XIENCE 28 XIENCE V USA - XIENCE 980 XIENCE V USA
(N =1392) (N =1411) Non-inferiory tested with o stratied Farington-Manning method (N = 1693) (N = 1280)

BARC 3-5 Bleeding Y R B AT /T

XIENCE 28
Between 3 and 12 Months Between 1 and 6 Months

Py < 0.0001 z Pisaacinn ™ 0.0156

XIENCE 90 XIENCE V USA XIENCE 28 XIENCE V USA
( 80) (N = 1392) (N=1411)

Propensity Score Stratied Mean (%)
Propensity Score Stratded Meal

3 was 0o

MESSEESER Presented at TCT, unpublished data.

W AS g reered. VA" X nen
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HBR trials ongoing

Trial Design DAPT Primary endpoint Status/Preliminary results
BIOFLOW-
%PA(CJI' MACE (cardiac death, MI and definite/probable
Orsiro Vs. Onyx 1 month ST) Recruitment
Orsiro

Preliminary results presented

Reg @EuroPCR 2018.
POEM3 _ Resistry MACE (cardiac death, M| and definite/probable 1-year results presented
Single arm vs OPC 1 month
Synergy ST) @EuroPCR 2021 showed low
parameters . . . .
risk of ischemic/bleeding
events.
Non inferiority: NACE (all-cause death, Ml
MASTER Sinele arm stroke and bleeding events BARC 3-5) and
4 g 1 month vs | MACCE (all-cause death, Ml and stroke) .
DAPT Open label L . o Submitted
i 6-12 month | Superiority: Major or clinically relevant non-
Ultimaster major bleeding (MCB) defined as a composite of

type 2, 3 and 5 BARC bleeding events

1.Valgimigli M, et al. TCT Connect 2020 — XIENCE 28. 2.Mehran R, et al. TCT Connect 2020 — XIENCE 90. 3. https://media.pcronline.com/diapos/EuroPCR2018/218 20180524 1245 4.
https://www.clinicaltrials.gov/ct2/show/NCT03023020



https://media.pcronline.com/diapos/EuroPCR2018/218%2020180524_1245

BIOFLOW-DAPT

Design, objectif et critére primaire

Design de I'étude

Ctude randomisée 1:1, de non-miériorte, prospective, multicentrigue, ot
Internationale. 1548 patierts HBR & Inclure dort 315 en France (35 patients par
certre)

Objectif de I'étude

o Evaluer & sdcurtd dy stent Orsro Mission chel des patients & haut risgue
hémonragigue ayant sull une angltplastic coronatie suivie de 30 jours de DAPT,

Critére d'évaluation primaire

»  Critere CoOmposte dot O8CEs Cardagues, des infarctus du myotarde et des
thvombases O Stents Certaines ou probables & 12 mais

Centres ot investigateur coordonnateur France
* 20 pays, 100 cantres dont ® en France
o P Guilaume CAYLA, CHU de Nimes

Dates clés
o Démarrage ow Nétude - septeamibes 2020
*  Duree des Inciusions @ 2 ans

BIOFLOW-DAPT

INOMM&WWW'
d'une ou plusieurs artéres coronares

Randomsation 1:1 Orsiro Masion ou
Rescolute Onyx
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DAPT ESC Guidelines — Last online update 2018

Dual antiplatelet th duration in hish blsed! « Selon la société européenne
ual antiplateiet therapy auration in Rign Diceding @ESC de cardiologie, une bithérapie
risk patients with stable coronary artery disease cevensecty | de plus d’un an est envisageable
treated with percutaneous coronary intervention B, en cas de haut risque
ischémique (dont antécédent de
Recommendations Class | Level
- . : - T thrombose de stent,
In patients with stable CAD considered at high bleeding risk artériopathie périphérique) avec
(e.g. PRECISE-DAPT >25), DAPT for 3 months should be la (N: =riopathie peripherique)
considered®. tolérance aux 2 AAPs (aspirine
In patients with stable CAD in whom 3-month DAPT poses et ticagrelor) (classe llb niveau C
safety concerns, DAPT for 1 month may be considered?. ou B). Dans tous les cas,
L The evidence supporting this recommendation comes from two studies where zotarolimus-eluting I’interru ptiOn de Ia DAPT avant 1
Endeavour sprint stent has been investigated in conjunction with a 3.-month DAPT regimen mois n’est pas recommandée
1.month DAPT alter implantation of zotarolimus-eluting Endeavour sprint stent or drug coated méme en cas de Chirurgie non
Biotreadom stent reduced risks of reintervention, myocardial infarction and inconsistontly of stent . 7
thrombosis compared to bare-metal stent under similar DAPT duration cd rdla ue programmee ou de
It is unclear if this evidence applies to other contemporary DES Complication hémorragigue
(classe Il niveau B). » 3
waw.escardio.org/guidelines 2017 £3€ Focused Update on DAPT in Coronary Artery Disease, developed in collaboration with EACTS ®
(Eurcpesn Heart Journal 2017 - $04: 10,1093 /eurhearty/ ehad 19)

3-Rapport d'évaluation technologique Date de validation par la Commission nationale d’évaluation des dispositifs médicaux et des technologies de santé (CNEDIMTS) : mai 2018
https://www.has-sante.fr/upload/docs/application/pdf/2018-05/rapports_devaluation_endoprotheses_stents_coronaires_2018-05-18 16-37-11_73.pdf
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Les recommandations HAS

« En France, la durée actuelle recommandée est plus courte en cas d’implantation de stents nus qu’en cas
d’implantation de stents actifs (au maximum 12 mois pour un stent actif vs 1 a 3 mois pour un stent nu dont la ré-
endothélialisation est plus rapide que celle d’un actif donc a moindre risque thrombotique. Apres un SCA, la durée
est d’1 an compte tenu du risque thrombotique élevé, et ce quelle que soit la méthode de revascularisation9 .
Ainsi, I'arrét de la bithérapie est envisageable plus tot apres la pose d’un stent nu qu’apres celle d’un stent actif et
ce gquelle que soit la forme clinique de la maladie coronaire (coronaropathie stable ou SCA). » 1

+ Modalités de Prescription et d’utilisation propre a chaque stent
MODALITES DE PRESCRIPTION ET DUTILISATION :

Le nombre maximal d'unités prises en charge est de 1 stent par patient sauf en cas de dissection occlusive aigué (3 unités par patient peuvent étre prises en charge au maximum). Dans
les lésions plunitronculaires, la prise en charge est au maximum de 3 stents par patient.

La durée recommandée de la bithérapie antiplaquettaire aprés pose d'un stent actif est comprise entre 6 et 12 mo1s. En cas de risque hémorragique élevé, la durée de la bithérapie peut étre
ramenée a 1 mois aprés prise en compte du risque de saignement par rapport au risque ischémique.

Fa catcan Aa la adracedta Aa 1a hithdrnaia antinlamnattacea inticit thicanantiama dac ctante antife act carnnan cane ricarcra ma lae randitiane cnirrantac cArtant cacnantiac -

Biosensors reste la seule société disposant d’'une modalité de prescription spécifique ou il est indiqué que la durée
de DAPT peut étre ramenée a 1 mois si patient est HBR. (p1022 https://www.ameli.fr/professionnel-de-la-
|pp/exercice-professionnel/facturation/liste-des-produits-et-prestations-lpp/liste-produits-prestations-lpp

1- Rapport d'évaluation technologique Date de validation par la Commission nationale d’évaluation des dispositifs médicaux et des technologies de santé (CNEDIMTS) : mai 2018
https://www.has-sante.fr/upload/docs/application/pdf/2018-05/rapports_devaluation_endoprotheses_stents_coronaires_2018-05-18 16-37-11_73.pdf



https://www.ameli.fr/professionnel-de-la-lpp/exercice-professionnel/facturation/liste-des-produits-et-prestations-lpp/liste-produits-prestations-lpp
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Sources 1 month DAPT CE Mark

1) XIENCE: April 6th, 2021.

* https://abbott.mediaroom.com/2021-04-06-Abbotts-XIENCE-TM-Stent-Receives-European-Approval-for-
One-Month-Dual-Anti-Platelet-Therapy-DAPT-for-High-Bleeding-Risk-Patients.

1) Resolute ONYX: June 5th, 2020

e https://newsroom.medtronic.com/news-releases/news-release-details/medtronic-resolute-onyxtm-des-
receives-first-and-only-one-month/.

1) SYNERGY: https://endovascular.kz/images/aktau 2019/15 synergy.pdf



https://abbott.mediaroom.com/2021-04-06-Abbotts-XIENCE-TM-Stent-Receives-European-Approval-for-One-Month-Dual-Anti-Platelet-Therapy-DAPT-for-High-Bleeding-Risk-Patients
https://newsroom.medtronic.com/news-releases/news-release-details/medtronic-resolute-onyxtm-des-receives-first-and-only-one-month/
https://endovascular.kz/images/aktau_2019/15_synergy.pdf
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Conclusion: Tous les Stents sont ils Egaux?

* Eviter une DAPT>1 mois chez le HBR (identifier, et suivre la DAPT)
* ARC HBR (App)
* Plusieurs stents ont le CE Mark HBR (DAPT 1 mois)

* Les stents ne sont pas tous égaux (études/recommandations)
* Biofreedom/Onyx

* Onyx (2018) est non inférieur au Biofreedom (2012)

* Données des registres et autres études non comparatives
* DAPT 1 mois minimum

* Pas de données sur SAPT chez les HBR




