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() | 2013 ESC guidelines on the management
of stable coronary artery disease

The Task Force on the management of stable coronary artery disease
of the European Society of Cardiology

Recommendations Class® Level ® Ref.

DES is recommended in SCAD patients undergoing stenting if there is no contraindication to prolonged DAPT. | 172
Aspirin is recommended for elective stenting. 172
Clopidogrel is recommended for elective stenting. 172
Prasugrel or ticagrelor should be considered in patients with stent thrombosis en clopidogre! without treatment Ila

Interruption.

GP lIbllla antagonists should be considered for bailout situation only. lla 172
Platelet function testing or genetic testing may be considered in specific or high risk situations (e.g. prior history of

stent thrombosis; compliance issue; suspicion of resistance; high bleeding risk) if results may change the treatment lb

strategy.

Prasugrel or ticagrelor may be considered in specific high risk situations of elective stenting (e.g. left main stenting; high m

risk of stent thrombosis; diabetes).




European Heart Journal Advance Access published August 30, 2013

European Heart journal ESC GUIDELINES
eurorean  doi10.1093/eurheartj/eht296

Q 2013 ESC guidelines on the management

of stable coronary artery disease

The Task Force on the management of stable coronary artery disease
of the European Society of Cardiology

Antiplatelet therapy

SAPT, usually aspirin, is recommended indefinitely. | LEEE];
DAPT is indicated after BMS for at least | month, | 501502,
DAPT is indicated for 6 to |2 months after 2nd generation DES. | 504,505
DAPT may be used for more than | year in patients at high ischaemic risk (e.g. stent thrombosis, recurrent ACS on b 334 504,
DAPT, post Mildiffuse CAD) and low bleeding risk. 505
DAPT for | to 3 months may be used in patients at high bleeding risk or with undeferrable surgery or concomitant b

anticoagulant treatment.
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@) ESC Guidelines for the management of acute
coronary syndromes in patients presenting
without persistent ST-segment elevation

The Task Force for the management of acute coronary syndromes
(ACS) in patients presenting without persistent ST-segment
elevation of the European Society of Cardiology (ESC)

Recommendations for oral antiplatelet agents

Aspirin should be given to all patients without contraindications at an initial lading dese of 150-300 mg,and at a
maintenance dose of 75-100 mg daily long-term regardless of treatment stratagy.

APIY  inhibitor should be added to aspirin as soon as possible and maintained over 12 months, unless there are
contraindications such as excessive risk of blaeding.

Ticagrelor (180-mg loading dose, 90 mg twice daily) is recommended for all patients at moderate-to-high risk of
ischaemic events (e.g. elevated troponins) , regardless of initial treatment strategy and including these pre-treated with
clopidogrel {which should be discontinued when ticagrelor is commenced).

Recommendations | Class* | Level® | Ref*

107, 108

110,130,
132

Prasugral (60-mg loading dose, |0-mg daily dose) is recommendad for PLY, -inhibitor-naive patients (especially
diabetics) in wham coronary anatomy is known and whe are proceeding to PClunless there is a high risk of life-
threatening bleading or other contraindications.”

Clopidogrel (300-mg loading dose, 75-mg daily dose) is recommended for patients who cannot receive ticagrelor or
prasugrel.

Aspinin Continue life long

Continue for 12 months (unless at high risk of

P2Y , inhibitor bleeding)

132




European Heart Journal (2012) 33, 2569-2619 ESC GUIDELINES
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¢) ESC Guidelines for the management of acute
myocardial infarction in patients presenting
[with ST-segment elevation |

The Task Force on the management of ST-segment elevation acute
myocardial infarction of the European Society of Cardiology (ESC)

Table 22 Routine therapies in the acute, subacute and long term phase of ST-segment elevation myocardial infarction

Antiphtelet therapy with low dose aspirin (75100 mg) 1s Indicated Indafinitaly aftar STEMI.

In patients who are Intolerant to aspirin, clopldogrel Is Indicated as an altarnative to aspirin.

DAPT with a combination of aspirin and prasugral or asplrinand ticagrelor 1s recommended {over aspirin and
clopidogrel) In patients treated with PCL

DAPT with aspirin and an oral ADP receptor antagonist must be contnued for up to 12 months afier STEMI, with a
strict minimurn of

* | manth for patlents recelving BM3

+ & months for patlents recalving DES

DAPT should be used up to | year In patlents with STEMI wha did not racelve a stent.
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Guidelines on myocardial revascularization

The Task Force on Myocardial Revascularization of the European
Society of Cardiology (ESC) and the European Association for
Cardio-Thoracic Surgery (EACTS)

Recommended duration of dual antiplatelet therapy

After percutaneous coronary intervention
e 1 month after BMS implantation in stable angina;
o 6—12 months after DES implantation in all patients;
o| 1 yearin all patients after ACS, irrespective of revascularization

55,60,94
60,94

strategy.
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ORIGINAL ARTICLE

A Randomized Comparison of Antiplatelet and Anticoagulant

YecToTa Ha CbpAeYHU U HECBHPAEYHU CHLOUTUSA B ABETE NPOYYBaHU rPynu:
Ha aHTukoarynaHrT (i.v. Heparin.VKA) vs DAPT (ASA + Ticlopidine)

ardiac Everts

Antiplat=ket therapy

Schomig A et al. N Engl J Med 1996;334:1084-1089



American

e
CREDO Trial: YecTtoTa Ha cMbpT / MU / nHcynT heaetion

Ha 1-ta roguHa (cnea nnaHoBa MKW)

122 (11.5%) ASA
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89 (8.5%) | Clo+ASA
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3 6 9
Months from Randomization

o. at Risk
Placebo 929 910 881
Clopidogrel 931 920 909

CurHndpmkaHTHa peayKUumMsa Ha KOMOMHUPAHUA KpaeH nokKa3saTten
Mexnay 29-tna aeH m 1-ta rogunHa

Chhatriwalla AK and Bhatt DL. Circ Cardiovasc Interv. 2008;1:217-225




CHARISMA Trial: MbpBuyHa kpauHa uen (MA / uncynt / CC cMbpT) B
usanarta koxopta (cbc CC3 unn P®D) n B nogrpynata BUCOKOPUCKOBU
nauyueHTu ¢ npeawecteaw MU / nucynt unu cnmntomatmnyHa PAD:

KOHCepBaTUBHO noeeaneHue

CHARISMA: No benefit from dual
antiplatelet therapy in the overall
cohort of stable patients studied...

Primary end point rate (%)

10

N=15,603

Placebo
+ aspirin

—-—'J_'—rr'_.

——

S _a y Elopidogrel
=] + aspirin
Relative risk reduction 7%
2= 2>

12 18 249 30
Months

.--but possible benefit in subgroup with
prior MI, stroke, or symptomatic PAD

Primary end point rate (%)

10

N=9,478 8.8%

Placebo -
+ aspirin o Tas
AJ‘A'_'_ﬁ

g Clopidogrel
+ aspirin

Relative risk reduction 17%6
P = _01
—
12 18 30
Months

Bakhru MR and Bhatt DL. Cleveland Clinic Journal of Medicine 2008;75:289-295



MpoaobnmxutenHoct Ha DAPT cnep OKC

What are we treating?

Theor the stent?



CURE
Primary Endpoint—MI/Stroke/CV Death

0.14 -
P=0.00009

0.12 - N=12,562
5 20% RRR
z Hlg NSTEMI
E b Clopidogrel
= + ASA*
> 0.06 -
il
L
£ 0.04 -
a The primary outcome occurred in 9.3% of

0.02 - pts in the clopidogrel + ASA group and

11.4% in the placebo + ASA group.
0.00 25

0 3 6 9 ‘12)

Months of Follow-Up

*Other standard therapies were used as appropriate.
Yusuf S et al. N Engl J Med. 2001;345:494-502.




be3onacHOCT Ha NpoAbIMKUTENHUSA
npuem Ha DAPT cneg OKC

CURE

Bleeding Results

NSTEMI
Placebo Clopidogrel

] + ASA* + ASA*

End Point N = 6303 N = 6259
Major bleeding 2.7%
Life-threatening bleeding 1.8%
Non-life-threatening bleeding 0.9%
| Minor bleeding | 2.4%

* In comhbination with standard therapy

=p=-nontTP=Ns T P=00020% 2 <0001

The CURE Trial Investigators. N Eng! J Med. 2001, 345:494-202.




Endpoint (%)
o

300 mr H — 75 mr/nn
Clopidogrel

‘ CV Death / Ml / Stroke “_._,....---""

4
',-" ¥
...'F
wet?

e Ll

Prasugrel

60 mvr HI — 10 mr/an
6-15 mecena

TIMI Major
NonCABG Bleeds

Prasugrel

Clopidogrel

270
Days

0 30 60 90 180 360

] 138

events
121 HR0.81
0.73-0.90
P=0.0004
99

t 35

events
24 HR1.32
1.8 (1.03-1.68)

P=0.03

@FNNH =167 |




PLATO - lNbspBMYHa KpauHa uen:
(CC cMmbpT, MU nun nHcynT)

13

. Clopidogrel
—_ 11.7
2 114
o 10-
3 9.8
c 91 i
S g Ticagrelor
0 74 ARR=1.87%
c
= 5l NNT= 54
(]
2 54
= A HR=0.84
= % (0.77-0.92)
£ 3- ACS: NSTEMI / STEMI
o 2 RRR=16%
1 —
0- P=0.001
| | | | | |
0 60 120 180 240 300
No. at risk Days after randomization
Ticagrelor 9333 8628 8460 8219 6743 5161 4147
Clopidogrel 9291 8521 836 8124 6743 5096 4047

K-M = Kaplan-Meier; HR = hazard ratio; Cl = confidence interval



PLATO: Safety of Long -Term DAPT

15, 5.5% at the

1st month Ticagrelor 11 6%

= ’ P=NS
E’% 10 Clopidogrel 11,2%
32
S| s ACS: NSTEMI / STEMI
;e
=3

o P=0,43

HR: 1,04 [ IC 95%, 0,95-1,13)
0

0 60 120 180 240 300 360

Days after 15t dose

Ticagrelor 9.235 7.246 6.826 6.545 5.129 3.783 3.433
Clopidogrel 9.186 7.305 6.930 6.670 5.209 3.841 3.479

Wallentin L, et al. N Engl J Med. 2009;361:1045-1057.



THIEJEY TRILOGY ACS Study Design

ITT Population
N = 9326

Primary Population
Age <75

N =7243

Triaged after " Trigaged without
Angiography* Angiography”

N = 3085 (43%)

Randomized Randomized to
to Prasugrel Clopidogrel

N = 1524 N = 1561

Primary Efficacy Endpoint: CV Death, MI, Stroke



TRILOGY Primary Efficacy Endpoint and

ARR TIMI Major Bleeding Through 30 Months
: (Age < 75 years, N = 7243)

20

= Prasugrel — Clopidogrel
Primary Efficacy Endpoint: CV Death, MI, Stroke 16.0% Primary
15 Efficacy
13.9% Endpoint
9 HR (95% CI):
= 0.91 (0.79, 1.05)
E 10 P=021
o
[+
g+
L
HR (95% CI):
: 1.31 (0.81,2.11)
P =027 TiMi
21%  pajor
1.5% Bleeding
0 - : : :
0 180 360 540 720 900

Days

Roe MT NEJM 2072



20% -

5% -

0%

(Age < 75 years) — prasugrel

' Primary Efficacy Endpoint: CV Death, MI, Stroke

10.7% vs 14.9%

HR (95% CI):
0.77 {0.61,0.98)

0 180 360 540 720 900
Days

Angio 20% -
N=3085

P = 0.031 5% -

0% - - . -
0 180 360 540 720 900

P interaction = 0.08

TIHHIBBEY Primary Efficacy Endpoint to 30 Months

= Clopidogrel

No Angio
N=4158

16.3% vs 16.7 %
P =0.954

HR (95% CI):
1.01 (0.84, 1.20)

EVE




MpoaobnmxutenHoct Ha DAPT cnep OKC

What are we treating?

The patient or th



PCI-CURE

Overall Long-Term Results

Composite of cardiovascular death or Ml from randomization to end of follow-up

0.15 -
12.6%
3 months Placebo

+ASA*

0.10 - 8.8%

Clopidogrel
+ASA*

0.05 -

Cumulative Hazard Rate

31% RRR
P=0.002
N = 2658

n,ﬂ; 100 200 300 400
DAPT prevented 22CV events/1000 Pts during the 12 months
20% (11CV events/1000) in the first 30 days
90% of the benefit ocurred from 1 month to 12 months
9 of the 11 prevented CV events ocurred between 1 & 3 months

 Only 2 CV events/1000 pts were prevented between 3 & 12
months

« That works out to a NNT of 500 for the time period 3-12 months



Optimal Duration of Anti-platelet
Therapy Post DES Still Unclear

AHA/ACC/SCAI
CURE Cypher Stent® Updated Guidelines
(PCI-CURE) Launch 2005
2001' e (TAXUS stent 6 months post PCI)
1year (Cypher stent 3 months post PCI)

. |
_ BMSEra

| | |

T

AHA/ACC TAXUS® ESC PCI Latest FDA,
Guidelines Express?™Stent  Updated Guidelines ACC/AHA/SCAI
2001 Launch 2005 Recommendations
(9-12 months post PCI) 2004 (6-12 months post PCY 2006

(1 year post PCI in
pts at low risk of
bleeding




Drug-Eluting Stents....
the good, the bad and the ugly|
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NEW APPROACHES:|STENT THROMBOSIS

Study % of events Hazard Ratio
Standard New Drug / Approach [95% confidence interval]

TRITON-TIMI 38 24 1.1 L 0.48 [0.36 - 0.64]
1 52%

PLATO 3,0 2.2 " 0.73 [0.57 - 0,94]

| 127% |

CURRENT-OASIS 7 2.3 1.6 ol 0.69 [0.56 - 0,87]

05 1 15
New Drug / Approach Standard Clopidogrel
Befter Befter

Ferreiro JL, Angiolilio DJ. Circ Cardiovasc Interv 2012



CTeHT-TpOMOO3a 1 npekbcBaHe Ha DAPT

Curnulatrve mcrdenos ‘1 st Generatiﬂn D‘Es

of stent thrombsosis (%)

¢™% patients who discontinued DAPT

T . 1
L] 4

YVears after procedure

My =5 [Tl
. keprd 1 I
O oo ] W £y ] 115

Figure 4 Cumulative incidence of stent thrombosis in patients
who continued (black) and those who discontinued dopidogrel
therapy (red). Patients switched from one group to the other

as soon as they stopped taking clopidogrel.

Schultz S, et al., EHJ 2009



SPIRIT I, 1ll, IV and COMPARE trials

Pooled database analysis (n=6,789
Stent thrombosis|(ARC def/prob)

4 - Taxus (PES) mXience V (EES)
29
g 3 0.34 (0.19-0.62) P=0.0002
'E P=0.0002
° - 1.8
=
=
S\
N O

Stable angina ACS

Planer D et al. JACC Cardiovasc Interv. 2011:4:1104-15



DAPT Duration and Clinical Outcomes at

3 years|Following|Endeavor Stent

1414 event- free pts on DAPT at 6 months

6 months 12 p
months

on DAPT on DAPT Value
Death 2.7% 2.2% 0.48
M 0.3% 1.1% 0.24
Stroke 1.0% 0.8% 0.42
Stent Thrombosis 0.3% 0 0.19
Death/MI/ Stroke 3.9% 3.9% 0.75

Kandzari D et al, JACC Intv 2011;4:1119 -28



EXCELLENT Trial

1443 Patients Matching Stable angina, UA,
Enroliment Criteria post MI, silent ischemia

DANF 6 MoRthSs DAT 12 months

N=T27 N=721
factorial design
SES EES SEE
N=182 N=539 N=182

Co-primary angiographic

endpoint evaluation

Am Heart J 2009 May;157:811-817.e1
Gwon HC et al ACC 2011

Clinical

Angiographic



EXCELLENT Trial
Target Vessel Failure

— 6-mo DAT
— 12-mo DAT

Non-inferiority 4.7%

p=0.0031

Cumulative incidence rate (%)

Months after initial procedure

Patient Number at Risks
6-month 722 707 701 697 681
12-month 721 710 699 698 680

Am Heart J 2009 May;157:811-817.e1
Gwon HC et al ACC 2011



EXCELLENT trial:

MoarpynoB aHanM3 HAa NbPBUYHATa KpanHa Ler

6-mo 12-mo
DAPT DAPT HR (95% CI) P value
n (%) n (%)

Interaction
P value

19 (5.1) 12 (3.2) 1.61 (0.78-3.31)
15 (4.5) 18 (5.5) 0.83 (0.42-1.65)

21 (6.03) 13 (3.82) 1.61 (0.8-3.21)
13 (3.65) 17 (4.69)  0.78(0.38-1.60)

10 (2.27) 22 (5.08) 0.44 (0.21-0.94)
24 (9.09) 8 (2.96) 3.16 (1.42-7.03)

LV ejection fraction

=50% 1097 26 (4.91) 24 (4.42) 1.12 (0.64-1.95)

<50% 124 2 (3.08) 4 (7.41) 0.41 (0.07-2.23)

Bifurcation
27 (4.41) 22 (3.65) 1.22 (0.69-2.14)
7 (7.61) 8 (7.96) 0.97 (0.35-2.67)

Type of stent

EES 1079 25 (4.72) 26 (4.94) 0.96 (0.55-1.66)
SES 364 9 (5.14) 4 (2.27) 2.31(0.71-7.5)
Multi-stent

14 (3.18) 12 (2.91) 1.1 (0.51-2.38)
20 (7.68) 18 (6.2) 1.25 (0.66-2.37)

] T T 1
0.125 0.25 ; 4 8

Favors 6-month DAPT Favors 12-month DAPT

Gwon H et al. Circulation 2012;125:505-513




1:1:1:1
High Late Loss Moderate Late Loss # Mild Late Loss No late Loss

PRODIGY Study Flow Chart
saoncns | 753

Intent-to-stent
Taxus® Endeavor® BMS
3° Gen Thin Strut

1° Endpoint Randomizatj

SHOKC AP

| Aspirin| Clopidogrel | Aspirin) Clopidogrel
6 mos 6 mos 6 mos
|
P All comers trial, [E_— S
incl. STEMI
18 mos 18 mos 18 mos
24mosx\ 24mos\

*: <6 months clopidogrel was allowed in BMS pts with stable CAD at the time of PCI

Self-Assessment M B.Q@mg



Primary Endpoint

Overall Death, MI or CVA

CEC adjudicated

" 24 mo DAPT M 6 mo DAPT

12
10.1
F 10.0
81
X
4+
Hazard Ratio: 0.98 (0.74-1.29)
0+ : : : !
0 180 360 540 720
No. at Risk
24-Month Clopidogrel 987 925 884

6-Month Clopidogrel 983 919 881

>

PRODIGY



Bleeding Events and RBC Transfusion

%

N W R~ U1 Y N O

|

- CEC adjudicated
:

6,5

2,6

1,6

Type 5, 3or2 Type5or3 Type 3 or 2 | TIMI Major RBC

transfusion *
Bleeding Academic Research Consortium
PRODIGY



CLINICAL RESEARCH

Interventional cardiology

@ European Heart Journal (2013) 34, 509-919

doir10.1093/eurheartj/ehs460

Should duration of dual antiplatelet therapy
depend on the type and/or potency of implanted
stent? A pre-specified analysis from the
PROlonging Dual antiplatelet treatment after
Grading stent-induced Intimal hyperplasia studY
(PRODIGY)

Marco Valgimigli’'?*, Marco Borghesil!, Matteo Tebaldil, Pascal Vranckx?,
Giovanni Parrinello?, and Roberto Ferrari'®?, for the PROlonging Dual antiplatelet
treatment after Grading stent-induced Intimal hyperplasia studY (PRODIGY)
Investigators

LOG HAZARD RATIO [95% Cl)

HAZARD RATIO (95% C1) P-VALUES

Superiority  Interaction

I Death/MI/CVA I

EM3

ENDEAVOR SPRINT

TAXUS
XIENCE V

BMS
ENDEAVOR SPRINT

TAXUS
XIENCE V

BMS

ENDEAVOR SPRINT
TAXUS

XIENCE V

—.._

10

1

0.1

0.89 (0.54-1.45)
2.85 (1.49-5.45)
0.74 (0.43-1.25)
0.63 (0.33-1.21)

0.82 {0.48-1.39)
2.31 (1.18-4.49)

0.70 (0.41-1.20)
0.65 (0.33-1.27)

0.29 (0.54-1.45)
1.95 (0.94-3.03)
0.74 (0.43-1.25)
0.63 (0.33-1.21)

0.64

0.26
0.17

are shown, with hazard

24-month DAPT hetter I 6-month DAPT better I
Figure | Stent analysd

e ey |mplications: Optimal duration of dual antiplatelet therapy may be

(CVA), death or Mi, anJRESE LS
therapy. The P-value for

rebrovascular accident
24-month clopidogrel
atment effect.




doi10.1093/eurheartj/ehs460 Interventional cardiology

@ Eurcpean Heart Journal (2013) 34, 509-919 CLINICAL RESEARCH

Should duration of dual antiplatelet therapy
depend on the type and/or potency of implanted
stent? A pre-specified analysis from the
PROlonging Dual antiplatelet treatment after
Grading stent-induced Intimal hyperplasia studY
(PRODIGY)

Marco Valgimigli’'?*, Marco Borghesil!, Matteo Tebaldil, Pascal Vranckx?,
Giovanni Parrinello?, and Roberto Ferrari'®?, for the PROlonging Dual antiplatelet
treatment after Grading stent-induced Intimal hyperplasia studY (PRODIGY)
Investigators

LOG HAZARD RATIO [95% CI)

s-month Landmark Definite ST _HAZARD RATIO (95% Cl) P-VALUES
I superiority  Interaction

BMS i B 1.97 (0.18-21.50) 0.60

ENDEAVOR SPRINT Mok estimable 2 events in long vs. O in short arm
TAXUS Mat estimable 0 eventsin long vs. 5 in short arm

KIENCE V B .98 (0.06-15.69) 0.9

I 6-month Landmark Definite or Probable ST

BMS E 1.31 (0.30-5.83)
EMDEAVOR SPRINT Mot estimable 2 evants ln long vs. 0 in short 3 T

[ Taxus B 0.12 (0.02-1.00)
XIENCE V 0.98 (0.06-15.87)
6-month Landmark Definite, Probable or Possible ST

BMS = 0.66 (0.23-1.82)

ENDEAVOR SPRINT ' 1.03 (0.36-2.91)
TAXUS 0.25 (0.07-0.38)

XIENCE V 1.31 (0,29-5.79)

10 1 0.1

[ 23-morth DAPT better] 6-month DAPT better

Figure 4 Stent a3 : . . - - h hazard ratios and 95%
Implications: Optimal duration of dual antiplatelet therapy may be = stent thrombosis (ST)
stent specific. ppresents the likelihood

confidence interva
among patients ra
of interaction betw




F Fere s and coauthors for the OPTIMIZE

Trial Investigators

Three vs Twelve Mo f‘ fI: IA tiplatelat
Thera apYy After Zot ‘ir:‘l-ll s-Elu 0 Stents:
The OPTIMIZE Rando l—":!T |

FPublished online October 31, 2013

OPTIMIZE:
A Prospective, Randomized Trial
of|3 Months Versus 12 Months |
of Dual Antiplatelet Therapy with the
| Endeavor Zotarolimus-Eluting Stent |

Fausto Feres, MD, PhD
On behalf of the OPTIMIZE Trial Investigators

Instituto Dante Pazzanese de Cardiologia
Sao Paulo, Brazil



( PTIMIZE

Primary Endpoint: NACCE at 1 Year
(All-Cause Death, MI, Stroke, Major Bleeding)

159 == 3MDAPT | Stable angina, UA, post MI pts |
— 12M DAPT
8 Non-inferiority
=
% a? 10- P-value = 0.002
e w Log-Rank P = 0.84
v ‘9: HR 1.03 (0.77 - 1.38) 6.0
= = 5.8
2 &
2o
=
&)
n 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 ] 12
Time After Initial Procedure (Months)
Month i} 1 3 & 12
Mo. at risk 1563 1520 1504 1468 1384
Ho. events 18 25 11 18 21
MHo. at risk 1556 1514 1497 1466 1381
MHo. events 16 25 11 16 22

f G Ty [ Parioeabi st e ATC (—_
b e ETEr!" Tear MR S ML AT



( PTIMIZE
Stent Thrombosis vs. Bleeding

ARC Def./Prob.Stent Thrombosis | Any Bleeding’
10 5 10 5
— 3M DAPT — M DAPT
m— 12M DAPT m— 12M DAPT
= P=0.64 P=0.18 P=078 P=0.07
< HR 0.81 HR 3.97 (0.44-35.49) HR 0.93 HR 0.43 (0.16-1.11)
g .| 0341.56) . |10-56-159
3
£
2.0
0.7 0.3 1.9 1.0
uﬂ==, 0.1 & = 0.4
0 3 6 9 12 0 3 6 9 12
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With Resolute Stent, Interrupting DAPT After One
Month Showed No Increased Risk

AL T3 presentation fealures unprecedented dala on nearly 5,000 palients, including "all Bl =4 2
comers,” from giobal RESOLUTE ciinical program Megiroric’s Resolts

Infegrify Drug-Elufing Sfenf

Resolute™ zotarolimus-eluting stent
March 4, 2013 5:06 PM ET

Interruption or Discontinuation After One Month Following Implant Procedure Posed ‘Low and No Increased Risk’
of Stent Thrombosis at One Year in Clinical Studies

MINNEAPOLIS — March 4, 2013 — Of relevance to the clinical practice of mterventional cardiology, Medtronic, Inc.

(NYSE: MDT) announced today tha[lit has recetved regulatory approval to update the CE (Conformité Européenne) mark
labeling for the Resolute Inteprity drug-elutmg stent with new mformation on one month of dual antiplatelet therapy (DAPT). the

shortest minimum duration referenced on the label for any device of 1ts kind.

The updated labeling states: “One vear data from the RESOLUTE Clinical Program indicates low stent thrombosis rates
for those who interrupted or discontinued DAPT any time after one month. While physicians should continue to adhere to
current ESC or ACC/AHA/SCAI guidelines for PCI, patients who interrupt or discontinie DAPT medication one month
or more afer stent implantation are considered at low risk and showed no increased risk for stent thrombosis.”
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European Heart Journal Advance Access published May 6] 2010

Eurcpean Heart Journal REVIEW
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Novel therapeutic concepts

Antithrombotic management of atrial fibrillation
patients presenting with acute coronary
syndrome and/or undergoing coronary stenting:
executive summary—-a Consensus Document of
the European Society of Cardiology VVorking
Group on Thrombosis, endorsed by the European
Heart Rhythm Association (EHRA) and the
European Association of Percutaneous
Cardiovascular Interventions (EAPCI)

Gregory Y.H. Lip'*, Kurt Huber?, Felicita Andreotti?, Harald Arnesen?,
Juhani K. Airaksinen®, Thomas Cuisset®, Paulus Kirchhof?, and Francisco Marin?8
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Knunuuka | CTteHT NMpenopbku (Experts, level C)
* 24 cegm: TAT — OAK (INR 2.0-2.5) +
1. EETHOBa Sl ASA 100 mg + clopidogrel 75 mg
 3a usan xmBot: OAK (INR 2.0-3.0)
CaMOCTOSITENTHO
- OAK (INR 2.0 -2.5) +
2. OKC BMS ASA 100 mg + clopidogrel 75 mg

o 12 mec: AT - OAK (INR 2.0-2.5)
+ clopidogrel 75 mg (nnn ASA 100 mg)

* 3a usn xuBot: OAK (INR 2.0-3.0)
CaMOCTOATEJIHO

Thromb Haemost 2010;103:13-28




WOEST

Primary Endpoint: Total number of TIMI bleeding events

0% = Triple therapy group (ASA/clop/VKA)

— Double therapy group (Clop/VKA) 44.9%

Inclusion criteria:
1/ Indication for OAC for at least 1
year

2/ One coronary lesion eligible for

PCI
0
3/ Age over 18 19.5%

Cumulative incidence of bleeding
&
&
|

10% p<0.001
1 month minimum after BMS
HRE=0.36 95%CI[0.26-0.50
1 year after DES oCll ]
0% -~
] | ] | ] ] | [
0 30 60 90 120 180 270 365
Days
natrisk: 284 210 194 186 181 173 158 140

279 253 244 241 241 236 226 208



Secondary Endpoint

H Double
therapy group

M Triple therapy
group

TVR Stroke ST

Mi=any myocardial infarction; TVR= target vessel revascularisation (PCI + CABG); ST= stent thrombosis STaNToNIUS



MOCJIAHUA

. MpoabvmxutenHoctTa Ha OAT cnea INKU
npun ctaburnHa cteHokapAana ce onpepens
OCHOBHO OT BUJa Ha CTeHTa:

(1) BMS: noHe 1 mecey (I A)
(2) DES 2-pa reH.: 6-12 meceua (I B)

Endeavor (ZES) - 3 mec. AT ?
Resolute™ (ZES) - 1 mec. AT ?

. Uen Ha npoabvmxutenHaTta AT cnen
nnaHoBa MK ¢ umnnantnpaHe Ha DES:
npenorBpaTsABaHe Ha KbCHa CTeHT-TPOMOO3a



MOCIAHUA

3. lMpn BCUYKM NaLMNEHTHU C:
(1) NSTEMI / STEMI + DES / BMS
(2) OKC 6e3 cTeHT (lla C)

l
1 roguHa OAT:

4. Llen Ha npoabmxutenHaTta OAT cnepn OKC:

- npodumnakTuka Ha CC cbouTusa

- npegoTBpaTABaHe Ha KbCHAa CTEHT-TPOMOO3a









%As’% Trial Schema

TIMI 54

Stable pts with history of Ml 1-3 yrs prior
N ~ 21,000 + >1 additional atherothrombosis risk factor*

* Age >65 yrs, diabetes, 2™ prior MI, multivessel CAD,
or chronic non-end stage renal dysfunction

RANDOMIZE
DOUBLE BLIND Planned treatment with ASA 75 - 150 mg &
Standard background care

Ticagrelor Ticagrelor
90 mg bid 60 mg bid

Placebo

Follow-up Visits
Q4 mos for 15t yr, then Q6 mos

Min 12 mos and median 26 mos follow-up
Event-driven trial

Primary Efficacy Endpoint: CV Death, MI, or Stroke
Primary Safety Endpoint: TIMI Major Bleeding
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KnuHuka

CTteHT

NMpenopbku (Experts, level C)

1. MnaHoBa
PCI

BMS

* 1 mec.: TAT - OAK (INR 2.0-2.5) +

ASA 100 mg + clopidogrel 75 mg

» 3a uan xmBoT: OAK (INR 2.0-3.0)
CaMOCTOSITESTHO

DES

* 3 (sirolimus) u 6 (paclitaxel) meceua:
TAT - OAK (INR 2.0-2.5) + ASA 100 mg +
clopidogrel 75 mg

« lo 12 mec: OAT - OAK (INR 2.0-2.5) +
clopidogrel 75 mg (nnu ASA 100 mg)

* 3a usan xuBoT: OAK (INR 2.0-3.0)
CaMOCTOSTENTHO

2. OKC

BMS / DES

- OAK (INR 2.0-2.5) +
ASA 100 mg + clopidogrel 75 mg

0o 12 mec: OAT - OAK (INR 2.0-2.5)
+ clopidogrel 75 mg (nnn ASA 100 mg)

3a usan xmBoT: OAK (INR 2.0-3.0)
CaMoOCTOATEeJTHO

Thromb Haemost 2010;103:13-28




North American Consensus Statement Regarding Antithrombotic

Therapy in Atrial Fibrillation Requiring a Stent

* Low dose aspirin (<100 mg per day)

* Clopidogrel is preferred in combination with
aspirin and warfarin.

°| Prasugrel and ticagrelor cannot be
recommended

* Warfarin dose adjusted INR between 2 and
2.5.

°* Not unreasonable to use dabigatran in place
of warfarin based on the PETRO trial
(dabigatran 50, 150, 300 mg BID with or
without aspirin vs warfarin)

PERFUSE '%;:: ::mumnm- I-luuplﬂﬂﬂ.:wdmlm
.- Faxson D, Thrombosis & Hemostazsizs 2071; 106{3):522-




‘ Cumulative incidence of D / Ml / CVA (%) ‘

Stenting for ISR: PRODIGY Substudy

—
- short DAPT regimen (n=114) —
0.85 long DAPT regimen (n=110)
0.90
0.95
I ‘ P=0.034 ‘
1.00 |
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Time (days)

Campo et al. JACC 2013



LO
TIHHH E‘ TIMI Major Bleeding — Prasugrel — Clopidogrel
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4%

3%

2%

1%
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27w vs 1.4%
P=0.074

HR (95% CI):
1.84 (0.93, 3.63)
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P interaction = 0.16

[ No Angio }

1.6% vs 1.5%
P = 0.851

7 HR {95% CI):

0.92 (0.47,1.83)
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Meta-analysis: Clinical Impact of Extended DAPT
After PCIl in the DES Era

4 RCTs (8,231 patients){comparing extended (50.2%;median 16.8
months) or control (49.8% 1 median 6.2 months)durations of DAPT.

Clinical Outcomes:

Extended vs. Control DAPT ORASYG) GHAlNE
All-cause Death 1.15 (0.85-1.54) 0.36
Stent Thrombosis 0.88 (0.43-1.81) 0.73
TIMI Major Bleeding 2.64 (1.31-5.30) 0.006

Cassese S, et al. Eur Heart J. EXCELLENT
2012:Epub ahead of print. PRODIGY
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