La DAPT au centre des débats de
la cardiologie interventionnelle

Peut on se permettre d’étre flexible avec la nécessité
de la DAPT ?
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The Dual Therapy Stent:
Traditional DES with biological therapy

COMB®+-
: : : Sirolimus eluted from
Luminal (Biological therapy) bioabsorbable polymer
Immobilized CD34 antibodies enable
active capture of EPCs for fast A Su yrfece g

endothelial coverage Ab\Um\“/'

Abluminal (Traditional DES)
Bioabsorbable polymer matrix
combined with Sirolimus for control of
neo-intimal proliferation

Stent (Traditional DES)
Highly conformable stent with excellent
radial strength

Anti-CD34
Antibody Coating
for EPC Capture

BIOLOGICAL
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Coronary blood flow

STEP 1: IMPLANT STEP 2: CAPTURE STEP 3: DIFFERENTIATE &
MATURE

Immobilized anti-CD34 Circulating endothelial EPCs attached to the surface of
antibodies on the stent progenitor cells (EPC) are the stent differentiate and
surface captures by antibody mature into functional

endothelial cells



Step 3: EPC differentiation and maturation

...and mature into functional endothelial cells

Data shows confluence within weeks
and maturation within 6 to 9 months

Not to scale




1 Proven healing concept

Evidence:

e Porcine study
* Better coverage at 14 days

* Rabbit model study
» Better endothelialization vs EES at 28 days

* EGO COMBO

* Progression of coverage
» regression of neointima 9 => 24 mo

« HARMONEE OCT sub-study

. Superior coverage with healthy neointima at 12 months
* More homogeneous neointima vs EES
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Quantification of stent strut coverage showed a significantly improved endothelialisation of the COMBO stent
compared to the EES (E). *: p<0.05
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e Approaching 70% coverage at 50
days;
near 100% by 150 days
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Combo Stent Everolimus Elutlng Stent

FELTGT foa : I

Baseline

Combo EES
(69/61) (64/60)

91.56 74.82
[88.98, 94.13] [70.02, 79.62]

Number of lesion/patients

(Mean %) [95% CI]

*FFR >.80 with strut level coverage >40 microns

Combo EES

Number of lesion/patients (69/61) (64/60)

Homogenous NIT 81.2% 68.8%

Courtesy Dr. Akiko Maehara, CRF OCT Core Laboratory



2 COMBO non-inferior to modern DES

Evidence:

e REMEDEE Registry
* COMBO at 3 years

e MASCOT Registry ™
« HARMONEE RCT ™
« RECOVERY RCT ™



COMBO Dual Therapy Stent

Clinical Trial Program

REMEDEE

N =183

RCT FIM

5-Year
completed

[l Primary endpoint completed

REMEDEE
OCT
N =60

RCT, OCT
Single Substudy

All-comers
Center OCT

Registry

36-Month 12-Month 36-Month
completed  completed completed
clinical FUP
ongoing

REDUCE

N =1500

RCT with
Reduced
DAPT in
ACS
Patients

RCT for
Japan and
U.S.
Approval

Enrolliment
completed

Enroliment
completed

[l Enrollment completed

MASCOT

N = 2500

Worldwide
All-comers
Registry

Enroliment
completed

RCT for
China
Approval

Enroliment
completed



Long-term results from the REMEDEE Registry
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Three Year Clinical Performance of the Dual-Therapy COMBO stent: am@
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1 Year Clinical Outcome, 2643 patients
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Cumulative Frequency Distribution of In-Segment LL
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Conclusions

The primary endpoint has been met. In the Combo group, in-
segment late loss was 0.29 + 0.46 mm, which was non-inferior to
that of Nano group with in-segment late loss of 0.30 + 0.47 mm.

The safety of Combo stent has been confirmed, its efficacy has
been proven again with adequately statistical power by
angiographic follow-up.

The clinical outcome of Combo is comparable to Nano with an
overall low rate of clinical events in both stent groups.

No ARC definite or probable stent thrombosis was reported for
both groups.

1.0 1.5 2.0
In-segment Late Lumen Loss (mm)



3 Proven clinical performance in ACS

Evidence:
e Singapore STEMI Registry (117 STEMI patients)
e REDUCE (1500 ACS patients)



The COMBO dual therapy stent in patients presenting with
acute ST-elevation myocardial infarction: a one-year follow-up

1 month | 6 months | 12 months study

Table 3. Clinical outcomes at 30 days, 6 months, and 12 months.

(n=1 1 7) f Pl Rajiv Ananthakrishna, MD, DM; William Kristanto, MBBS; Li Liu, MD;
¢ f’,‘ Ml Poay Huan Loh, MB, BCh; Edgar L. Tay, MBBS; Koo Hui Chan, BM, MD;

(n=117) (n=117)

‘/ Mark Y. Chan, MBBS, MHS; Chi-Hang Lee, MBBS, MD; Adrian F. Low, MBBS;

Death 438.4%) | 4E.4%) 6 (5.1%) AR
Cardiac death 4 (3.4%) 4 (3.4%) 5 (4.3%)
Ml 2 (1.7%) 3 (2.6%) 4 (3.4%)
TVMI 2 (1.7%) 3 (2.6%) 3 (2.6%)
Definite ST 2 (1.7%) 3 (2.6%) 3 (2.6%)
Definite/probable ST 4 (3.4%) 5 (4.3%) 5 (4.3%)
TLR 2 (1.7%) 4 (3.4%) 4 (3.4%)
TVR 2 (1.7%) 4 (3.4%) 4 (3.4%)
TLF 6 (5.1%) 8 (6.8%) 9(7.7%)
MACE 6 (5.1%) 8 (6.8%) 11 (9.4%)
Values are n (%). MACE: major adverse cardiac events; MI: myocardial
infarction; TLF: target lesion failure; TLR: target lesion revascularisation;
TVMI: target vessel myocardial infarction; TVR: target vessel
revascularisation; ST: stent thrombosis




REDu... Results: Primary Study Endpoint
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Time-Point KM Est (95% CI)
3 months DAPT 360 days 91.7 (89.8-93.8%)
12 months DAPT 360 days 91.5 (89.5-93.69%)
Logrank P-value: 0.8768

30 60 90 120 150 180 210 240 270 300 330 360
735 73‘! 723 71 7 709 703 698 694 688 684 677 539
35 73 2 S

RS Féallss: FA1le, 30 56

3 month DAPT 12 month DAPT Risk Upper bound of 1

] P
h =729 n=734 difference  sided 97.5% CI OR(35% Cl) P non-inferiority

Analysis set

Intention to treat . . . . 0.97 (0.67-1.41)




4 DAPT flexibility where needed

Evidence:
« REMEDEE Registry
« REDUCE
« MASCOT



Table 2 Reason for DAPT cessation

DAPT: dual antiplatelet therapy, VKA: vitamin K antagonist, NOACs: novel oral anticoagulants,

AF: atrial fibrillation.

30 days follow-up 180 days follow-up

Events at 1 year

Reason for DAPT cessation N= N=
patient taking VKA, warfarine
or NOACs 27 40
for AF 17 23
for LV thrombus in apex 3 3
allergy 2 3
bleeding 3 <
planned surgery 0 2
non-adherence 2 8
physician advice 1 5
unknown 10 16
Total 48 78

e —————
. e
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CAD presentation

1452 ACS pat’s

40% 4600
35% 34.60% 56.1% ACS

30%

23.10%

25%

20% 17.40%

15.60%
15%

10%

5%

0%

"‘tct2017 "‘Cardmvascular

Research Foundation
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i M Disruption

| 5=

Types of DAPT cessation over 1-year follow-up

“ Any cessation ’

24.8%

M Discontinuation

21.7%

Interruption

w

1-5% 0.7% 0.7% .19 0.9%

30 days 6 months 12 months

Awaiting subgroup analysis
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1 Year Clinical Outcome, 2643 patients
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Sudy B4 Area 1 NCT# [ Satusz Completi~ Study Device _| Manufacturer| _ Qomparator v Fbptlatiml DAPT duration [ NE
STOPDAPT Japan NCT01659034 |completed Oct-14 Xience Abbott none All comer 3 months 1525
LEADERS FREE EU, Asia NCT01623180 [completed | May-15 BioFreedom BioSensors BMS HBR 1mo 2456
SENIOR EU NCT02099617 |ongoing May-17 Synergy Il Boston Scientific BMS Elderly (>75) lsmn?o(?lséso)) 1200

¢ COMBO has randomized data 3 vs 12 mo DAPT
DAPT STEMI EU NCT014 6vs12 mo 1100
e Others have:
REDUCE BJ,Asia |NCT021 H 3vs12mo 1500
' * No data available yet ..., or
POEM EU NCT031 * NO compa rato r, 1mo 1023
e BMS comparator,
LEADERS FREE Il USA NCT028 1 mo 1200
EVOLVE EU, UBSr’a Jap, NCT02605447 |ongoing Apr-19 Synergy Boston Scientific none HBR (SCAD) 3mo 2250
e-Ultimaster 0-Us NCT02188355 (ongoing Sep-19 Ultimaster Terumo none All comer study;::rl—f:‘)g:‘;;:ance 37000
MASTER DAPT EU, Asia, ME |NCT03023020 |ongoing Oct-19 ;J 'r:om;it:; Terumo 13'::23;;'} HBR 1 mo vs 12 mo 4300
XIENCE Short DAPT us NCT03218787 |ongoing Jun-20 Xience Abbott none HBR 3 mo 2000
LEADERS FREE IlI EU NCT03118895 |planned tbd BioFreedom BioSensors none HBR 1 mo 370




Summary

* Proven healing concept
* non-inferior to modern DES (all comers)
* Proven clinical performance in ACS (n=3597)

« COMBOQ'’s safety profile allows individualized DAPT duration in
high risk patients: REDUCE study
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