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A Tale of Coronary Artery Disease

and Myocardial Infarction

Elizabeth G. Nabel, M.D., and Eugene Braunwald, M.D.
1958 1962 1976 2009
Coronary  First beta- First Left-ventricular
arteriography blocker HMG CoA assist device as
developed developed reductase destination therapy
Sones Black inhibitor 2007 in advanced heart
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30-Day Mortality: STEMI -- The French

Registries
= 13.7
10 -
6.9
5 4
'D 7 T T 1
1995 2000 2005 2010

USIKI?] USIC-2000"1  FAST-MIl<l  FAST-MI-201019!

a,b: Danchin N et al. Arch Mal Coeur Vaiss. 2005;98:1149-1154. c:
. Danchin Net al. Circulation. 2008;118:268-276; d. NCT01237418 the
@ Thrombosis ; : ’ héart., Medscape
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He3asucumo ot Tna OKC, pUCKBT OT

CMDBbPT HAPAJCTBA C BPeEMETO
CMbpTHOCT cnen nsnucsaHe ot 6oaHuua npu OKC naumeHTn

Peructop GRACE

V—,—’_‘
el
ﬂfj ST depression

Cumulative %

16 26 36 46 56 66 76 86 96 106 116 126 136 146 156 166 176 186

Days from admission

Fox KA, et al. Nat Clin Pract Cardiovasc Med. 2008;5:580-589.



GRACE
5-Year Mortality

M 5 year total no. deaths, n = 736 (20%)
B Index cardiovascular death, n =114 (3%)

B Post-discharge cardiovascular death, n =368 (10%)
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Fox KA, et al. Eur Heart J. 2010;31:2755-2764.[11



PuckbT 3a noBTopeH CC-mHUMAEHT OCTaBa BUCOK

Peructop REACH

4r nporHo3a 64,977 naumeHTHU 2 45 Bb3pacT

 —— CC-cmbpt, MM, Mncymr

21,1
20 1 17,2
9% 16
12,2
12 -
8 _
4 -
0 \_ S
MpekapaHo MNMpekapaHo ATepocknepo3sa PuckoBu
MCXeMUYHO NCXeMUYHO dakTopu camo
cboutne<ir cbbutne >1r

Bhatt et al. JAMA 2010; 304:1350-7



KbcHa npexunsaemoct STEMI vs non-STEMI

B —— STEMI
- Non-STEMI + unstable angina
=
o
2 0.6-

o
=
_g 0.4 4
s
-
G
Hazard ratio 1.026, 95% C10.89, 1.18
D.G 1 | L} 1
0 1000 2000 3000 4000
Time (days)
No. of subjects Event Censored Median survival (95% CI)
STEMI 1403 22% (313) 78% (1090) NA (3569 NA)
Non-STEMI + UA 2020 26% (521) 74% (1499) NA (3611 NA)

Fox KA, et al. Eur HJ 2010; 31:2755-64



GRACE score/ abnarocpoyHa npexxmsBaemoct
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BO/IHU C BUCOK PUCK OT

PEKYPEHTHU UCXEMUYHU CHOUTUA
* Bb3pacTt 2 /57

- 3]
* HepeBackynapusnpaHu

* C YCNOXKHEHO K/IMHMUYHO NPOTUYaHE
+ CJ JIK cuctonHa dyHKUMA

© Texkka UBC

) Pe3|/1,£|,yanHa ncxemma otr HeMHBa3UBHUTE
TecrtoBe
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ACS RISK SCORE 2.0

Calculator

1. INPUT DATA =

Systolic blood pressure ( mmHg )
* Or other necrosis cardiac biomarkers
CHF ( Killip class ) 1 |V

Creatinine ( mg dL™' / pmol L") 1.2-1.59 / 11|V]

‘Renal failure

RESET

CALCULATE
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2. DEATH / DEATH MI RESULTS

Time % Risk (Score) | Histograms
In hospital | 5.1 Mot available
&t months 11 (134) Mot available
1 year 15 GRAPH
3 years 41 GRAPH

Time

1 year

% Risk
21

Histograms

GRAPH

EDIT INPUT

NEW CALCULATION

Load the graph using the
buttons in the table

Area plot: distribution (log scale) of risk based on the e
population of 102,341 patients.

Line: risk of death or death/MI



Octpa pyntypa Ha nnaka OKC
(HAM/MMW-cve ST-enesauus/6e3 ST-enesauus)

KINHUYHO

CYOKANHUYHO

—

S

MHOKECTBO KOPOHAPHM
nNaKm v A 4
CbaoBoO
MepcnUCcTeHTHO
Bb3naseHue

XUNEePPEAKTUBHM

TpombouuTh

OKC=0cTbp KopoHapeH cuHapom; HAM=HecTabuaHa aHrMHa nekTopuc; MU=munokapaeH nHbapKT
Goldstein JA. J Am Coll Cardiol 2002;3%:1464-1467.




CCR1, chemokine (CC motif) receptor 1; sCD40L, soluble CDA40L;
IL-1B, interleukin-1[3; GPIba, glycoprotein Iba; JAM-3, junctional
adhesion molecule 3; Mac-1, macrophage 1 antigen; PSGL-1,
P-selectin glycoprotein ligand 1; RANTES, regulated on activation,
normal T cell expressed and secreted; SDF-1, stroma cell-derived
factor-1; TLR, toll-like receptor; TP, thromboxane A2 receptor;
T}(Az, thromboxane AZ.

Adapted from Fuentes QOE et al. Platelets 2013;24(4):255-2562;
Gawaz M. Eur Heart J Suppl 2008;10(Suppl 1)-14-17.

EHAOreHHU
JnraHau

TLRs

—— 0,,,B3/FIBRINOGEN
GPlba OR JAM-3

v P-SELECTIN—

¥
sCD40L  RANTES
— Mac-1

TbKAaHEeH (I)aKTOp NEUTROPHILS

v
CCR1— v
npo-
MHPNAMaATOPHM
—>
MONOCYTE/MACROPHAGES KNETKK
T CELLS
i DENDRITIC CELLS



CD, cluster of differentiation; POGF, platelet-derived growth
factor; PF4, platelet factor 4; RANTES, regulated upon
activation, nermal T cell expressed and secreted; TGF,
transforming growth factor.

Libby P et al. Circulation 2001;103:1718-1720; van
Hundelshausen P etal Circulation 2001;103:1772-1777;
Wever RMF efal Circulation 1998;97:108-112; Hermann A
et al. Platelets 2001;12:74-1282; Robbie L, Libby F. Ann N Y
Acad Sci 2001;%47:167-177.




CtpaHu

basza gaHHu

[etannun

Medicare

Demographics
and health
insurance claims

Linked to death
registry

- Age >65 years
n=53,9091

HealthCore

Demographics
and health
insurance claims
Commercially
insured

- 50-64 years2

n=13,4922

Benukobputanusa

A4

CPRD, MINAP,
HES

* Three linked

datasets
Longitudinal data

Primary and
secondary care
Disease and
death registry

n=72381

*This differs from the N in the 4-country analysis1 due to harmonisation of the data.

CPRD, Clinical Practice Research Datalink; EGB, Echantillon Généraliste des Bénéficiaires; HES: hospital episode statistics; MINAP, Myocardial Ischaemia

National Audit Project; PMSI, Programme de Médicalisation du Systeme d'Information.
1. Rapsomaniki E et al. ESC Late Breaking Registry abstract 2014: In press; 2. Mellstrom C et al. Value in Health 2014;17:A106—A107 (Abstract);
3. Rapsomaniki E et al. Eur Heart J 2014;35(Suppl 1):363 (Abstract P2077); 4. Jernberg, T. et al. Eur Heart J 2015: doi:10.1093/eurheartj/ehu505
5. Blin P et al. Eur Heart J 2014;35(Suppl 1):150 (Abstract P790).

LLIBeuus

Y

National
registries

Nationwide
Longitudinal data
Hospital
discharge data
linked to
prescribed data
register and death
registry
n=77,9761
n=76,6873*

dpaHyms

EGB
PMSI

Sample of
national
healthcare
insurance data

Hospital

discharge data
linked to death

registry
n=17571
n=17644*




[Monynauns nauneHTmn
cnen npexussaH MU

S HELICON (LUBeuwns)1

M3KknouBaHe npu:
MW, cmbpT B
pamkuTe Ha 1
roguHa cneg MW

[Monynaunsa 6e3
MHUMAEeHT 1 rognHa
cnen npexmesH M

AHanNn3 Ha gaHHuTe

oT 4-Te cTpaHu4d
n=140,887

HORUS
(PpaHumA)3

HELICON (LUBeuus)1
n=76,687



Adjusted* 3-year incidence of death,
MI or stroke (%)

30 -

19,8 s Adjusted risk (%)
= 18,2 30 J Sweden 19.8 (19.4-20.2)
16.7 25 USA18.2 (17.6-18.9)
. J —UK 21.3 (18.2-24.2)
0 ‘ —France 16.7 (14.3-19.2)
10 A
10 15 20
2 J Follow-up (years)
Sweden UK France us
(n=77,976) (n=7238) (n=1757) (n=53,909)
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Ob6obweHue

HaHHnTe oT APOLLO couvar, ye naymneHTtute c npexknsaH MW ca ¢ BUCOK PUCK OT
NOBTOPHO cbbuUTMe npe3 1-Bata rognHa cneng MU

MpnbnnsutenHo 1 otr 5 naymMeHTn e Nonyyun
oTHoBO MW, nucynt nam CC-cmbpT Nnpe3 1-earta
roamHa cnen nHaekcHua MW (APOLLO-HELICON)

PUCKbBT NpoabarXKaBa M OCTaBa BUCOK 3a nauneHTuTte cnepn 1-sata rogmHa cneg MU

NpnbnunsmntenHo 1 ot 5 naumeHTn 6e3 nosTOpPEH
CC-mHumnpeHT cnen npexmnead MU npes nbvpBaTa
rogunHa, we nonyym otHoso MW, nueynt nan CC-
CMBPT B PaMKUTE Ha cneaBawmute 3 roguHu
(APOLLO obw aHanu3, APOLLO-HELICON, APOLLO-
CALIBER)

Blin P et al. Eur Heart J 2014;35(Suppl 1):150 (Abstract P790); Jernberg, T. et al. Eur Heart ) 2015: doi:10.1093/eurheartj/ehu505. Rapsomaniki E et al. ESC Late Breaking Registry abstract 2014a;
Rapsomaniki E et al. Eur Heart J 2014b;35(Suppl 1):363 (Abstract P2077) Blin, P. et al. ESC poster 2014. In press; Rapsomaniki, E et al. ESC poster 2014: In press



3aKn4YeHue

[lpn naumeHTUTE C Npeawecrteawl MU ce
3anas3Ba 3Ha4YnTeIHa AbAroCPOYHa
3a601€eBaeMoCT M CMBbPTHOCT

Mma HeobXxoaAMMOCT OT HaMaABaHE Ha
OBTOCPOYHMA PUCK OT 3aD01€BAEMOCT U
CMBPTHOCT MPU JIEYEHNETO HA NaUUEHTUTE C
npeawecrtsaw, MW

ONTUMU3UPAHETO N OCHLLECTBABAHETO Ha
cTpaTeruu 3a TepanesBTUYHO U KIMHUYHO
noseaeHMe Mox<e Aa AonpuHece 3a

MW, mnoKkapaeH MHPapPKT.



Time-to-Event Curves for Major Adverse Cardiovascular Events after Successful,

PROSPECT
HeycnoxHeHa PCl npn 697 6onHmn ¢ OKC
npocneneHun 3r

100+

25+
20- All events 20.4%

g 80—

g __ 154

b X Cl-related events 17 go4

5 £ ot o 11.6%

L 60 104 .

g E a L NCL-related events

EE‘ 54 A : Indeterminat nt

g é g eterminate events _,

=

1] “-‘E 40+ 0 T T T T T T 7T T T T T T T T T T T

2.2

25 0 1 2 3

g0

O 20

T T T T T T T T T 1
2 3
Years

No. at Risk
All patients 697 557 506 480
Patients with CL-related events 697 590 543 518
Patients with NCL-related events 697 595 553 521
Patients with indeterminate events 697 634 604 583

Stone GW et al. N Engl J Med 2011;364:226-235



AHTUTPpOMbOOUUTHA Tepanua cnen
OKC

* ACNUPUH + Knonnaurpen
* AcnnpuH + npasyrpen

* ACNUPUH + TUKarpenop



BynHepabuneH nauyuneHT vs By IHepabunHa

BynHepa6mneH'1"aKa° BynHepabunHa

ArpechisiigI€HT - NokannBi&tenne
MeAMKaMEHTO3HO CrenT

neyeHue

BTopunyHa

npeseHUMA chen
1BaTa rogmMHa

OueHKa Ha puUCKa oT
KbpBeHe



Duration of Dual Antiplatelet Therapy
After Coronary Stenting

A Review of the Evidence

Gilles Montalescot, MD, PuD,* David Brieger, MBBS, MMep, PuD,t Anthony 1. Dalby, MB, CuB,?
Seung-Jung Park, MD, PuD, Roxana Mehran, MD

European Society of UK. National Institute for

Patient Subpopulation US. Guidelines Cardiology Guidelines Health and Care Excellence Australian Guidelines
Stent (BMS or DES) in At least 12 months (COR |, LOE: B). Longer durations may Up to 12 months (COR 1, Up to 12 months® 12 months (COR |, LOE: B)t
patients with ACS be considered in patients with DES (COR llb, LOE: C) LOE: &)
BMS in non-ACS At least 1 month (minimum 2 weeks if increased bleeding At least 1 month (COR I, According to device-specific  Endorses U.5. quideline®
risk, ideally up to 12 menths) (COR |, LOE: B) LOE: A) instructions*
DES in non-ACS At lgast 12 months (COR |, LOE: B) 6 months (COR |, LOE: B) At least 12 months® Endarses 1.5. quideline®
Secondary prevention  May be considered (COR |Ib, LOE: B) Selected patients athigh  Not recommended beyond  Consider in patients with
risk of ischemic events® 12 months*® recurrent ischemic

events®




CENTRAL ILLUSTRATION Decision-Making After the Mandatory DAPT Period

Drug-eluting coronary stent implantation

Y

Mandatory period of DAPT

Comprehensive clinical evaluation
UNFAVORABLE PROFILE BLEEDING RISK OUTWEIGHS ISCHEMIC RISK ISCHEMIC RISK OUTWEIGHS BLEEDING RISK

Clinical considerations: Patient presentation: Patient presentation:

= Short life = Clinically significant * Anemia and/or = Recurrent ischemic » Clopidogrel
expectancy bleeding on DAPT thrombocytopenia event on DAPT nonresponsiveness

» Poor socio- » Advanced age * Uncontrolled hypertension » Stent-related complications  » Prior myocardial infarction
economic status « Female » Bleeding diathesis = Acute coronary syndrome » Lesion complexity

» Poor expected « Liver disease + Prior major bleeding/ - Male » Incomplete stent apposition
DAPT adherence rior hemorrhagic stroke Diabet Wi « Stent undersizina/

. « Peptic ulcer disease p g » Diabetes mellitus ent undersizing
Poor mental status . _ « Atrial fibrillation/chronic « Left ventricular underexpansion

= Malignancy » Chronic oral nonsteroidal anticoagulation therapy Rt + Residual edge dissection

« End staqe anti-inflammatory drug ) - o _ - .

g (NSAID) thera » High bleeding risk score » Chronic kidney disease » Stent deployment in

renal failure Py « Peripheral vascular disease necrotic core

= » Prior ischemic stroke SRR

Y Y Y

0 STOP DAPT AFTER MANDATORY PERIOD 0 CONTINUE WITH DAPT

Montalescot, G. et al. J Am Coll Cardiol. 2015; 66(7):832-47.




BapnaHTK 33 BTOPUYHA NpeBeHUUnA
OT NCXEMUYHU CHOUTUA

* MOHOaHTUTPOMbBOLUTHA Tepanus
- DAPT — acnupuH/P2Y12 nuxmubutop ?
* ACNUPUH N/MNun Knonuaurpen n sopanakcap ?

- DAPT — AcnunpuH + Knonnaorpen + HUCKa A03a
aHTMKOArynaHT ?



BepoATHOCT 38 KbpBeHe

banaHc mexay ncxemmyeH PUCK u
— MIAMCILI NT 10 nque

- 9727 NnayneHTn C
MeONKaMeHTUN3/1b4Ball CTEHT
0.25 -
43% OoT npocneneHunTe
nayneHTn ca ¢ OKC
0.20 -
[MpocnepnasaHe: cpenHo 4,1
rog.
015 - 0
97% OT NaumeHTuTe Cca C no-
BUCOK NCXEMNYHEH PUCK
cnpsamo pncCKa OT KbpBEHE
0.10 -
0.05 -
- lnarpama Ha pa3cenBaHe: UHONBUAYAJTHA
NPOrHOCTUYHUN BEPOSITHOCTU 33 HAaCTbMNBAHE Ha
y : . 5 NCXEMUYHN CBOUTUA 1 CBONTUA C KbpBEHE.
0.00 ol - : . : : - YepHa NMHUSA - NOEHTUYEH NUCXEMUYEH PUCK U
: 0.00 0.05 010 0.5 0.20 0.25 ”UpMCK OT KbpBEHE Npu NHMBUAYaNeH cybekT.

= 97% OT TOYKUTE Ca NnoA YepHaTa JIMHNA => Mo-
BepoatHoCT 3a MCXeMUYHO chiuThe BUCOK MCXEMUYEH PUCK CAPSAMO PUCK OT KbpBeEHeE.
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