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COMBO Dual Therapy Stent
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CV Death or MI at Various Intervals
RRR 31% 32% 34% 21%

L]
L]

8,8

*P=0002 Mehta SR et al. Lance



Study Chairmen:
Prof. Giuseppe De Luca
Prof. Harry Suryapranata

ClinicalTrials.gov NCT02118870



Background

« Short-term DAPT reduces bleeding rates, without increasing thrombotic
complications (1-2). Therefore, recent guidelines recommend 6-12 months DAPT
for patients with stable angina treated with new generation DES )

* The optimal duration of DAPT in ACS patients treated with DES is still unclear,

especially in the era of new anticoagulants/antiplatelet agents

« The COMBO Dual Therapy Stent, which combines abluminal release of
sirolimus (to prevent neointima formation) and capture of endothelial progenitor cells
(to enhance stent re-endothelialization) () may be attractive in the context of ACS

1. Navarese et al. BMJ 2015;350:h1618

2. Palmerini et al. Lancet 2015; 385: 2371-82

3. Windecker et.al. Eurintervention 2015;10:1024-9

4. Granada et al. Circ Cardiovasc Interv 2010;3:257-266
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Methods

Design: Investigator-initiated prospective, multicenter, randomized study with
two randomization groups (3 versus 12 months DAPT) (NCT02118870)

Objective: To evaluate the non-inferiority of a combined safety and efficacy
endpoint of a short-term 3 months DAPT, compared to standard 12-month
DAPT strategy, in ACS patients treated with the COMBO stent

Key inclusion criteria:
ACS patients undergoing successful COMBO stent implantation

Key exclusion criteria:
Recent major bleeding, contraindication to DAPT, revascularization with other
stent type, need for permanent DAPT due to comorbidities
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Methods

* Primary Endpoint:
Composite of all cause death, MI, ST, stroke, TVR or bleeding (BARC II, IlI, V)

» Secondary Endpoints:
- Pre-specified Landmark analysis of Primary Endpoint from 3 to 12 month
- Individual components of the composite endpoint

Sample Size: The calculation was based on a non-inferiority design, with a 1-

sided test for differences in independent binomial proportions at the 2.5%

significance level, a power of 80%, and a non-inferiority margin of 5% (assuming a
counterbalance between thrombotic and bleeding complications)

Principal Investigators:
Harry Suryapranata (Radboud University Medical Center, Nijmegen, Netherlands)
Giuseppe De Luca (Eastern Piedmont University, Novara, Italy)

CRO: Diagram BV, Zwolle, Netherlands
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Results: Flow Chart
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Results: Baseline

Baseline Characteristics Angiographic Characteristics

3 month DAPT 12 month DAPT 3 month DAPT 12 month DAPT
n =751 n =734 n =751 n=734

61.2+11.6 60.5 +12.0 761 76.9
17.4 22.7 36.1 33.8

49.3 45.2 48.0 44.2
21.6 19.5 31.2 33.0

42.1 42.7 19.5 22.0
46.3 44.9 46.6 49.0
50.7 50.7 12.5 13.6
35.0 36.0 255+128 2521127
12.5 11.8 99.3 99.7
11.7 9.8 20.3 21.9




M Results: DAPT Duration

3 months DAPT

3 month DAPT
n=751

DAPT duration 91.0
(days, median, Q1-Q3) (89.0-96.0)

P2Y,, type (%):

Prasugrel 1.1
Ticagrelor 47.9
Clopidogrel
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o 30
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Primary Study Endpoint

Time-Point KM Est (95% CI)

360 ays

DAPT <
Logrank P value: O. 8768

90

91.7 (89.8-93.8%)

723 L 7s 709 703 698

24

719

16 710

120 150 180 210 240 270 300

. 3 month DAPT Risk Upper bound of 1 o . .
Analysis set n=729 n=734 difference sided 97.5% ClI OR (95% CI) P non-inferiority
Intention to treat 8.2 -0.002 0.027 0.97 (0.67-1.41) <0.001

Confirmed by PP and AT analyses, and after adjustment for gender (adjusted OR (95% Cl) = 0.95 (0.66—1.38), p=0.81)




Results: Secondary Study Endpoints

3 Months DAPT 12 Months DAPT

All cause mortality Myocardial infarction Stroke

No difference in any secondary endpoint

Bleeding
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Results

Secondary Endpoint: Pre-Specified Landmark Analysis
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Time-Point KM Est (95% CI)
3 months DAPT 360 95.0 (93.5-96.7%)
12 months DAPT 360 O6.2 (94 .8-97.6%)

Logrank P-value: 0.2857
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Days
Patients-at-Risk
700 697 = 692 690

696

3 months DAPT - 18 c 705 0 :
12 months DAPT e 20 718 715 707 699

No difference in Pre-Specified Landmark Analysis of Composite Endpoint from 3 to 12 months follow-up
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Results: Subgroup Analysis

3 Months DAPT 12 Months DAPT
Subgroup Events/N (%) Events/N (%) OR (95% ClI) P Value*

All 60/ 729 (8.2) 62/ 734 (8.4) 0.97 (0.67 - 1.41)
Age

275 (yrs) 16/ 100 (16.0) 10/ 97 (10.3) 1.66 (0.71 - 3.86)

<75 (yrs) 44/ 629 (7.0) 52/ 637 (8.2) 0.85 (0.56 - 1.28)
Gender

Female 9/127 (7.1) 10/ 166 (6.0) 1.19 (0.47 - 3.02)

Male 51/ 602 (8.5) 52/ 567 (9.2) 0.92 (0.61 - 1.37)
Diagnosis

Non-STEMI 36/ 372 (9.7) 39/400 (9.8) 0.99 (0.62 - 1.60)

STEMI 24/ 357 (6.7) 22/ 333 (6.6) 1.02 (0.56 - 1.85)
Geographic region

Asian site 15/ 222 (6.8) 15/ 225 (6.7) 1.01 (0.48 - 2.13)

European site 45/ 507 (8.9) 47/509 (9.2) 0.96 (0.62 - 1.47)
Diabetes

Yes 18/ 158 (11.4) 15/ 144 (10.4) 1.11 (0.54 - 2.28)

\[e} 42/ 570 (7.4) 46/ 589 (7.8) 0.94 (0.61 - 1.45)
Vessel Disease

Multi 32/ 264 (12.1) 28/ 249 (11.2) 1.09 (0.63 - 1.87)

Single 28/ 464 (6.0) 34/ 485 (7.0) 0.85 (0.51 - 1.43)
Zwolle Risk Score

<3 40/ 527 (7.6) 43/ 527 (8.2) 0.92 (0.59 - 1.45)

>3 10/ 80 (12.5) 5/ 89 (5.6) 2.40 (0.78 - 7.35)

0.25 0.5

* P-Value is the test of interaction between treatment and each subgroup unadjusted for multiplicity. «—3 Months Better 12 Months Better.

Consistent results across all subgroups, without any significant statistical interaction




Limitations

1. Smits et al. Lancet 2013; 381: 651-660
2. Stone et al. J Am Coll Cardiol 2011; 57: 1700-1708



Conclusion




Case 1

70 years male

» Risk factors: Diabetes mellitus (HbAlc
10% at admission).

e Medication at admission: None

» Hospital admission: Chest pain with
dyspnea (Troponin I 2,5ng/ml).

* Chest x-ray showed bilateral pleural
effusion.

« ECG: LBBB.
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Randomized to 3 months DAPT

Received NOAc — ASA- Clopidogrel

At 1 year FU

He was asymptomatic (no event)

Improvement in ejection fraction (from 15% to 40%



Case 2

* 45 years male.

* Risk factors: Diabetes mellitus ,
Hypertension, Smoker (3 packs/day).

 Medications: Atenolol, Isosorbide,
Glibenclamide, Metformin.

* Hospital admission: Chest pain at rest

* ECG: Anterior STEMI (V3-V5) with
spontaneous complete ST segment
regression.,






























Randomized to 3 months DAPT

Received — ASA- Ticagrelor

At 1 year FU

He was asymptomatic (no event)

Normal ECHO






