OKC v TpyaHU cuTyauuu B exenHeBHaTa
NPAKTUKaA

OKC v 3axapeH auabeT

Adou. O TpeHaagpunoea
CBAJICC3 " Ce. ExaTtepuHa”



HepuHuumga 3a nogxoaswa KOpoHapHa
peBackyapusaums

KopoHapHaTta pesackynapusauus e
noaxopdalla, Korato ovYaksaHUTe NOoJ3v
KATO NPpexXuBaeMoCcT Unu 3apaseH CTaTyc

( cumnTomaTuka, PyYHKUUOHASHO
cbcTosHUE U/ Unu Ka4yecTso HAa XUBOT)
HaABULWIABAT OYAKBAHUTE HeraTUusHU

NocneAcTBUS OT npoleAaypara.



Knac viHagukauus

8 Appropriate (7-9):

TTpoueaypata e BceobLio npueta U e pasymeH NOoAXoA KaTo UHAMKALUS

1 Uncertain (4-6).
TTpoueaypata moxe Aa e NpUeMnuBa U Moxe Aa 6bae pasymeH NOAXOA
KAaTO HAUMKauUuuAa

TTpoueanypaTta He e BCeobLO NpueTa U He e pasyMeH NoAXOA KaTo
WHAMKaLUA



OcTtbp KOpOHApeH CUHAPOM

UA/NSTEMI — Cardiogenic shock +—

. _aa ' Thrombolytic
Primary therapy
High Risk features Reperfusion S
A ‘// \ .f Evidence of HF, recurrent

X ischemia, or unstable ventricular

<12 hrs =12 hrs arrhythmias present

VAR | B

Severe HF, persistent Asymptomatic; no Asymptomatic; no HF, no recurrent
hemodynamic instability and

ischemia hemnd namic ar ischemic symptoms, and no unstable
: y no electrical instability AR '

electrical instability present / ventricular arrhythmias \
. il

MNaormal LVEF with Depressed LVEF with
1 vessel CAD 3 vessel CAD

Successful _ _
Reperfusion with — Inds Asymptomatic; no HF, no evidence of
ivtic or PCI i I'x . —* recurrent or provocable ischemia or

ospitalization no unstable ventricular arrhythmias

B

Post - Index —»
Hospitalization

Revascularization of
non-culprit vessel(s)

Symptoms of recurrent myocardial ischemia —» Revascularization of
and/or high-risk findings on non-invasive stress non-culprit vessel(s)
testing performed after index hospitalization




Pazsutue - ACS m STEMI

i ACS

New Guidelines
Diagnostic/prognostic testing
Antiplatelet Therapy

Anti Thrombin Therapy
Special groups

i STEMI

New Guidelines
Access to Care
Optimal Therapy
Special groups



2012 Updated Guidelines

2012 ACCF/AHA Focused Update of the Guideline

for the Management of Patients With Unstable Angina/
Non-ST-Elevation Myocardial Infarction (Updating the
2007 Guideline and Replacmg the 2011 Focused Update)

2012 WRITING GROUP MEMBERS*
eid, MD, FACC L airt; Je 9 3 MD
R. Scott Wright, } [ )

!1 mnald E

MFPH [ - .
MD, FACC N& MDD .‘! -.i.t FAHA
4 CAI
European Heart Journal (2012) 33, 2669-2619 -
doi:10.1093/eurheartj/ehs2156 ESC GUIDELINES

ESC Guldeimes for the management of acute myocardsai
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
AmhordT:sk Force Member: l h

»'[!- FACC I.\H.-\.
MD, M < ; « rig MD, FACC, FAHA

- ud van't Ho C
ESC Commlttee Fot Practnce GundellnssﬁCPG)
. ‘eronica De
H
nl M

'European Heart Joumnal (2012) 33, 2669-2619
" doi:10.1093/eurheartj/ehs215

v M.escardio.o"rg.fghidelineé




KnuHUuuYeH anropUutobm
UA/NSTEMI

Ongoing chest pain
Hemodynamic/rhythm instability

"~ NO
yes High-risk
YEV T~ NO
Urgent Early non- Early
cath (|B) emergent cath (|B) conservative

(IIB)
12-24 hrs (IIA)

Anderson et al: JACC 2007 — Wright JACC 2011

SRB TCT 2012




2012 US Updated Guidelines
ACCF/AHA Focused Update

il Hosute npenopbku Bknroueat Ticagrelor( Brilinta, Astra
Zeneca) u Prasugrel ( Effient, Lilly) kato TepanestuyHa onuus B
AonbrHeHue ¢ Clopidogrel.

il Pts, noanoxeHun Ha MHBA3MBHA Npoleaypa Tpabea Aa Nonydaear
ABOUHA GHTUTpOMbOUMTHA Th - aspirin u Apyr aHTUTpomboTUYEH
MeaUKAMEHT.

il Pts, noanoxeHn camo Ha MeAUKAMEeHTO3HO NeveHue Tpabea Aa
nonyyasat Aspirin u Clopidogrel wnu Ticagrelor 3a 12 meceua.

Ml Aspirin - 81 mr AHeBHa NoaAbpXala AO3a Ce NpeAnoYuTa npea
NO-BUCOKUTE [AHEBHU A03W.

l TTpu xocnutanmsupaHu naumeHTn ¢ HATT unu NSTEMI ce
NpenopbYBa UHCYSIMHOB peXuM 3a AOCTUTaHe Ha AHeBHU HUBA Ha
Kp. 3axap noa 180 mg/dl u usbareaHe Ha xunornukemums.



2012 US Updated Guidelines
ACCF/AHA Focused Update

ll ViHBa3uBHaTa cTpaterns e pasymHa npu feka (2 ) u ymepeHa (3)
ct. XbH

Nma HepocTaTbyHU AGHHU 3@ MOJ13aTa U PUCKa OT uHBA3sUBHATA

ctpaterus npu Pts ¢ HATT unu NSTEMI u HanpeaHana (4-5)
cteneH XbH

ll PasymHo e Aaa ce NpUCTBNU KbM CbpAeyHa KaTeTepusaums u
Bb3MOXHA peBacKysiapusaums B nbpsute 12-24 4 ot npuema npu

N bpPBOHAYANHO cTabunusmnpaHu ¢ Bucok puck pts ¢ HATT unu
NSEMI

il TecToBe 3a U3cneaBaHe Ha TPOMBOLIUTHATA P-LiMg MOXe Aa 6bae
obcbxaaHa Npu cenektupaHa rpyna pts ¢ HATT unu NSEMI
KOUTO ca Ha nedveHue ¢ P2Y12 peuenTopHU aHTAroHUCTU U

KOraTto pe3yntTatute OT TeCToBeTe MOoraTt Aa npomeHaTt
eYyeHuneTo.



STEMI - TepanesTuuyeH anropuTbm

Prehospital and in-hospital management,
and reperfusion strategies within 24 h of FMC

STEMI diagnosis®

Primary-PCl capable center EMS or non primary-PCl capable center

Bl PCI possible < 120 min?
Immediate transfer
to PCI center

Primary-PCI - [ Yes | [ No |

Y Preferably |—SJ

=90 Pref I
Rescue PCI (= Eajn;;?n in early presenters) sr:“oe:r?iaf
Immediately g Immediate transfer
N ) s to PCI center 2 2 .
%- SICLEES (TR WVEEN <— immediate fibrnolysis
e

Preferably 3-24 h 1 "

Coronary angiography

# The time point the diagnosis is confirmed with patient history and ECG ideally within 10 min from the first medical contact (FMC)
All delays are related to FMC (first medical contact)

Cath = catheterization |aboratory, EMS = emergency medical system; FMC = first madical contact, PCl= parcutansous coronary iniervention
STEMI = ST-segment elevation myocardial infarc ion

an Heart Joumal (2012) 33, 2569-2619

- - — doi:10.1093/eurheartj/lehs215
www.escardio.org/guidelines -




PenepgysuoHHa Tepanus- nporHosa

Impact of STEMI Care on
Patient Outcomes

Reperfusion therapy in STEMI patients

OPPCI OThrombolysis ¥ No reperfusion
61

)
-
c
2
-
©
[=5
=
w
=
w
—
o
°
3=

Impact of STEMI Care on
; ; ; Patient Outcomes

1995

Early/Rescue PCI: 9.9%
Any PCI after lysis: 15%

Evolution of 30-day mortality according to
use and type of reperfusion therapy

Puymirat JAMA. 2012;308(10):1-8. doi:10.1001/2012 jama.11348
SRB TCT 2(

11995 ©I2000 2005 ®2010

No reperfusion Lysis PPCI
Adj. OR (2010 vs 1995) Adj. OR (2010 vs 1995) Adj. OR (2010 vs 1995)
0.47 0.29 0.29
95% Cl, 0.32-0.70 95% Cl, 0.11-0.76 95% Cl, 0.15-0.58

Puymirat JAMA. 2012;308(10):1-8. doi:10.1001/2012 jama.11348
SRB TCT 2012



PenepgysuoHHa Tepanus- nporHosa

ST-Segment Resolution as a Predictor of
Death and MACE after Primary PCl in
STEMI: The HORIZONS-AMI Trial

2,484 pts with interpretable baseline and 60-minute post-PCI ECGs

ST resolution at 60’

Complete (>70%)
1,258 (50.5%)
Partial (30%-70%)
712 (28.7%)

Absent (<30%)
514 (20.7%)

o — ST-segment resolution > 70%
=== ST-segment resolution 30-70%

ST-segment resolution < 30%
25

Death (%)
o =]

—
=i

5 P=0.03
0 llllllllllllllllll
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Time in Months
Number at Risk
>T0% 255 1213 203 1188 1173 1167 1154 1129 1119 7
30-70% T2 690 682 678 669 665 650 645 641 445
<30% 514 480 483 4300 4G5 46l 457 A5 M3 37

Farkouh ME et al from Stone 2012.
SRB TCT 2012

TTonobpsasaHe
Ha BpemeHarta

Pain to balloon
time

Door to
balloon time



STEMI Outcomes Penepgy3unoHHa
Impact of Stent Design Tepanua- NporHosa

STEMI Due to Stent Thrombosis:
J Am Coll Cardiol. 2012;60(5):381-387. doi:10.1016/j_jacc.2012.01.073 I n c reas i n g i n H ig h -R i s k P ati e nts

9.7
Y % 4
| I
007-08

2003-04 2005-06 2

Year

Frequency of STEMI Resulting From Stent Thrombosis as a Percentage of all STEMI
Patients Treated With Primary Percutaneous Coronary Intervention From 2003 Through
2010. (n 2,086 pts)

(N J Am Coll Cardiol. 2012-()-. doi-10.1016/ijacc.2012.07.043 SRRB TCT 2012




2012 ESC Guidelines
Focused Update

Important delays and treatment goals in the
management of acute STEMI

Preferred for FMC to ECG and diagnosis
Preferred for FMC to fibrinolysis (‘FMC to needle’)

Preferred for FMC to primary PCI (*door to balloon’)
<60 min

in primary PCl hospitals
<90 min

Preferred for FMC to primary PCI (<60 min if early presenter with
large area at risk)

<120 min
(=90 min if early presenter with

Acceptable for primary PCl rather than fibrinolysis | large area at risk)
if this target cannot be met,
consider fibrinolysis.

FMC = first medical contact; PCl = percutaneous coronary intervention.

r - . . EUROPEAN
www.escardio.org/guidelines SOCIETY OF
CARDILOGY *

S

Procedural aspects of primary PCI

If performed by an experienced radial operator,
radial access should be preferred over femoral
access.

If the patient has no contraindications to prolonged

DAPT (indication for oral anticoagulation, or
estimated high longterm bleeding risk) and is likely to
be compliant, DES should be preferred over BMS.

Routine thrombus aspiration should be considered.

v i 5 = EUROPEAN
www.escardio.org/guidelines SOCIETY OF
CARDIOLOGY*®




2012 ESC Guidelines
Focused Update

Cardiac arrest

Recommendations

All medical and paramedical personnel caring for a patient with
suspected myocardial infarction must have access to defibrillation
equipment and be trained in cardiac life support.

Therapeutic hypothermia is indicated early after
resuscitation of cardiac arrest patients who are
comatose or in deep sedation.

Immediate angiography with a view to primary
PCl is recommended in patients with
resuscitated cardiac arrest whose ECG shows

STEMI.

r " o = EUROPEAN
www.escardio.org/guidelines SOCIETY OF
CARDIOLOGY

An ADP-receptor blocker is recommended in addition to aspirin.
Opticns are:




2012 ESC Guidelines
Focused Update

Use of Glycoprotein lIb/Illa Receptor
Antagonists in STEMI

It is reasonable to start treatment with glycoprotein

llb/Illa receptor antagonists at the time of primary B
PCI (with or without stenting) in selected patients
" : ()
| ma o m  With STEML ; 5D L
Anticoagulation in primary PCI
I abciximab

I lia lib M Bivalirudin (with use of GP IIb/llla blocker
E;! I restricted to bailout) is recommended over
— unfractionated heparin and a GP llb/llla blocker.

tirofiban and eptifibatide

ACC/AHA 2009 Joint STEMUPCI Guidelines Focused Update

Enoxaparin (with or without routine GP Ilb/llla blocker) may be
preferred over unfractionated heparin.

Unfractionated heparin with or without routine
GP llb/llla blocker must be used in patients not
receiving bivalirudin or enoxaparin.

e USe O NOrIOTy SIS Derore pranimed Primary ™ r e 1S oL

recommended.

v . - - . EUROPEAN
www.escardio.org/guidelines SOCIETY OF
CARDIOLOGY*

‘—*’ —




OKC v 3axapeH auabeT




ATepockrnepo3a U 3axapeH Auaber
TTaTogpusmonoruuHu cvobpaxeHus

d A6HOpMHa TpOoM6OLMUTHA -LMA
1 aKTMBALMA U aaxe3usa B OTrosop Ha shear stress
t expression Ha GpIIb/IIIa receptors> t arperauuvs

il TTo-AaupysHa kopoHapHa 6onecT

- YBpeneH kopoHapeH flow reserve-> HamaneH TonepaHc
KbMm embonusaumm

! npeeanupaHe Ha 6oratu Ha nUNUAU NNAKU->
npeApa3snonoXxeHU KbMm PpynTypupaHe

- YBpefieHa BBb3MOXHOCT 3a pasBuTUe Ha Konarepanu-> no-
ronsm MI

il TTosuweH oTroeop KbM CbAOBA yBpeAa

1 YeCTOTa Ha pe-CcTeHO3a U pe-oknysua cnea PTCA u
BMS



BnuaHue Ha 30 BbpXYy KpAaTKOCPOYHATA U
AbArocpoyHaTa nporHosa cnep PCT

Predictors of TLR (n=6186) 1-year mortality (n=6534)

i
| Diabetes

Ref. Diam - = = ' No Diabetes
( per mm)

Lesion length 5
(per 5 mm)

Diabetes

Current —_——
Smoker

Prior Ml ——

0 50 100 150 200 250 300 350

0 1 2

Cutlip DE et al. JACC 2002;40:2082-9 Bhatt et al. JACC 2000;35:922-8



Bpb3ka M/y pe-cTeHO3a U CMBPTHOCT Mpu
naymeHTun cbe 34

1 513 diabetic pts underwent 6
month f/u angio and long-term
clincal f/u

1 10-yr survival
- No restenosis: 24%
- Non-occlusive: 35%
- Occlusive: 59%

Adjusted RR = 2.38 1 Occlusive (but not non-

(95% C11.48-3.85) occlusive) restenosis associated
with strong, independent risk of
10-year mortality (RR 2.4)

O No Restenosis
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A Non-Occlusive Restenosis
A Occlusive Restenosis

Van Belle E et al. Circulation 001;103:1218-24



ACS Mortality in Diabetes vs. No Diabetes:
Esonrouus

E  diabetes
E Ml no diabetes
Pre CCU era
(<1962)

CCU era
(1962-1984)

Thrombolysis
(1984-1996)

W
=

20

Primary PCI
(since 1996)
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Bradiley et al. Soler et al. Barbash et al. Kagawa et al
Am J Med 1956 Lancet 1974 JACC 1993 Am J Cardiol 2007




Bcuuku nauymeHTu cbe 30 v OKC
TpabBa Aa NONyYaT CHUWOTO SNevyeHue
KaTto Te3u 6e3 30 .......

C HAKOU Pa3SINKu



OntumusmpaHe Ha PCI pe3yntatute npu
AnabeTnum

1 Drug-eluting stents- kou cteHT 3a KOU naumeHT?
1 Kakbe e onTUManHus aHTUTPOMbBOTUYEH pexum?
1 Cenekuua Ha nauueHtute : PCI vs. CABG ?

1 BONHUYHO NeyeHUe U BTOPUYHA NPOPUNAKTUKG ?



OntumusmpaHe Ha PCI pe3yntatute npu
AnabeTnum

i Pab6oTaT Nu nNpu nauueHTu ¢
Anabet?

- PasnuyHu egextu npu
U3T vs. MH3T ?

1 NuabeTdbT BCE Ole Nu e

DPUQ-EIUTng g“cg‘e’g ‘l’;:;op 3a pecTeHo3a
Stents 1 Cenekuus

- Uma nu npeanouuraH
DES 3a aunabetuuHu
nayueHTun?

- Tlornepn kbm peructpurte
U CpaBHUTenHuTe
Npoy4saHUs
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Pooled TAXUS Trials (IT, IV, VI)
Overall Diabetic Subset: Angiographic Restenosis

50%

40%

o - -
7 -

10%

37,5%

S

In-stent restenosis In-segment restenosis

0%



SIRIUS - Reduced Efficacy in IDDM

In-Segment Restenosis

20,7% 20,0%

35,0%
31,2%

12,3%
L

Non-diabetic DM-Oral Agent DM- Insulin

Simlimus _ontrol



CYPHER Trials-- Excluding SIRTIUS

In-Segment Restenosis

72,7%

52.2%
~8 42.0°%

. 12,5%
4,7% i)

Non-diabetic DM-Oral Agent DM- Insulin

Simlimus _ontrol
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Onmmmmpan—le Ha PCI pesyntatute
" npu anabeTuum

PaboTar v npy naumeHT ¢
Avaber?
HJJJJ/J IHU e@eKi npu
ISI) vs. EVISHZ2

JabeTbT: Bce olle Jiv e
,)/J,“ B :pu;a‘rop 30l pecieHo3a

J 2 J'JI)‘/,,L',J'JJJ/JJ',&J—J
”'/J,U/J'/J Il

I I orJief KbM perucTpure
| CpasHUTESTHUTE
NpoyYBaHUs




Independent Predictors of TVR after
DES: RESEARCH and T-SEARCH Results

Angio. Restenosis (n=238)

ISR rx

Ostial lesion

Diabetes

Stent length
(per 10 mm)

Ref. diam
(per mm)

N

LAD ——

1-year MACE (n=1084)

0.1

10

Lemos PA et al. Circulation 2004;109:1366-70

Female

Multivessel Dz

Diabetes

Bifurcation stenting

Cardiogenic Shock ——
——
——
Left main stenting —_—lG
—.—
10

0.1

Ong ATL, et al. JACC 2005;45:1135-41




OnTMMmmpcu—le Ha PCI pesynTatuTe
npu ama6emuv|

IS S
s / PaboTar v npy naumeHT ¢
! Avaber?
w4 vl
J)JJJJ/J IR EQERITNI IpU
S S IS vs. HVIST2

llnabeTHT BCe Olle nu e
PUCKOB (PAKTOP) 3 pecTeHo3d

Drug-Elutiing

C-I ’) § -I )
DS
- / I NPEANOSIAn
S DES 3a avabeTmuHn

/ oSS AlVEeHTINZ

TIJU A KbM\| pErUCTpUTe
] CI)JJrJ/JJ'/J'JrJ/JJ’/
IPOYYBAHMS




Study Protocol

Patients with Diabetes Mellitus
(n = 250)

TAXUS™
(n = 125)
|

1° EP: Late lumen loss at 6 months (in-segment analysis)

2° EP: Angiographic restenosis at 6 months = 50% diameter
stenosis (in-segment analysis)

Target lesion revascularization at 6 months




Angiographic Outcomes

Late Loss (mm) In-Segment Restenosis
0,80 25,0%
P<0.001
MCYPHER mTAXUS |
20,0%
0,60
P<0.001
15,0%
0,40
10,0%
0,20
5,0%
0,00 0,0%

In-Stent In-Segment



9-Month Clinical Outcomes

20%
M CYPHER H TAXUS

15%

10%

5%

0%
Death Ml TLR



Are the ISAR-Diabetes Findings Real?
Comparison with STRTUS and TAXUS

Placebo-Contirol
Iirials
CYPHER | TAXUS

In-stent LL (mm) 0.26 0,36 N 046

In-segmenii LL 0.52 0.2 43 0.67
‘mm)
In-stent: 2./ /6 0.2 /o

o) 1)9/>': 7 /IU/
D.J /0 /.‘ °)

0.6/70 0.075




Are the ISAR-Diabetes Findings Real?
Comparison with REALITY

Odds Ratio 95% CI

Overall | R e FP=0.31
- . P=0.64

Female =0,
Diabetes | ! P=0.44
' 5 ] 06
[ ! P=015
Single L e Ly P=019
Multiple o NQO | P=0.84
Single diahe 1 P=023
Multi cic P=0.82
Large Ves i P=0.20
Small Vessel (<2.5mm) | i P=064
Long Lesion (=20mm = 1 P=0.99
Short Lesion (<20mm) | 1 P=022
True Bifurcation| — ———— e = P=0.48

0.0 0.5 1.0 1.5 2.0 2.5

CYPHER® Better

TAXUS ™ Better



O6obuweHue : DES npu 31

Il Sirolimus- u Paclitaxel-eluting stents 3Hauumo
peAyuUMpaT GHrUMOrpPagPCKaTa U KIMHUYHA pecTeHo3a
B cpaBHeHue ¢ BMS.

i Hesasucumo ot tosa , DES He enumuHupar
NOBULLEHUAT PUCK OT pecTeHO3a nNpu auabetuum c/y
He-AauabeTuum.

Il Head to head trials He cvoTBeTCcTBAT HANBAHO > 2
- 3 trials npeanonarar npeAUMCTBO Ha
pecteHo3ata cbc Cypher, HO UCTUHCKUAT pasmep
HaQ KAMHUYHATAG NOM3a BepOATHO Ce HaAleHsBa.



Randomized Comparison of Zotarolimus-
Eluting Stent versus Sirolimus-Eluting Stent
Implantation for De Novo Coronary Artery
DisEase in Patients with DIABETES Mellitus

i ¢ Primary Endpoint:
eSSt I:)W?'E-I-E"In-Segment Late Loss at 9 month

Late loss was calculated using maximal regional late loss|

Gyung-Min Park, Seung-Whan Lee, Seong-Wook |

Jung-Min Ahn, Jong-Young Lee, Won-Jang Kim - R-ZES : 0.35+0.31 mm P = 0.0018 (iog-rank test)
Soo-Jin Kang, Young—Hak Kim, Cheol Whan Lee < 100
on behalf of the ESSENCE-DIABETES Il stu s g PP =n /& (0.50-0.86) |
Asan Medical Center, g‘ = B804 SES : 0.38%(
— 5 =
University of Ulsan College of Medicine, S g £ Everolimus Paclitaxel
== 60 — : ( ° ) = - batiop p value for interaction
2 = P for non-in No D 59 @aaosn a
&K a0 P for superi 53 (0.34.0.85)
< = Men 0. 0. .00)
§ g 20 . . A1)
6 (=) ACs 0. 0. 0.87)
Single Ve 0 o
2 o — : R eI
= -1.0 -0.5 0.0 o.s 1.0 1.5 .
. Restenosis B . .20)
Late Luminal Loss (m De novo i : -89)

No acute MI . . .97)
Acute MI 0. 0. 0.87)

No proximal LA

Proximal LAD SPIRIT V Diabetic RCT: Primary Endpoint:
on length XIENCE V is Supe r to TAXUS Liberté in In-stent Late Loss

on length

Baseline Patient Characteristics

Variable, % S
Age, years (mean % SD) 644 £10.9 64.2 £ 10.8
Men

labetes m us

treated

Arterial hypertension
Hyperlipidemia
Current smoker
Premature CAD in first degree relative
Prior myocardial infarction
Prior percutaneous coronary intervention 31.8%

Non-Inferiority: < 0.0001
Superiority: 0.0001

Percent of Lesions

Prior coronary artery bypass grafting 10.0% s r

Stable angina 33.5%

Unstable angin: 19.4
cardial infarction

In —Stent Late—Loss (mm)

‘-—. ZTO—Day KIENCE V " 270—Day TAXUS

Serruys P, et al. PCR 2010 Angiographic follow-up at 270-days: XIENCE V: 88% TAXUS: 86%

LENDEAVOR IV Diabetes
N =477

Serruys P, et al. PCR 2010

SPIRIT V Diabetic RCT: Design

tudy performed i
lle 1 Endeavor
ospective N = 241
Primary endpoint: Angio F/U (8 mo)
In-stent late loss at 42/52
- P Prof Eberhard Grube, Siegburg, Germany 270 days
- Co-PI: Dr Upendra Kaul, New Delhi, India
- Dr G G G . italy, Dr B Ci . Massy, France,
Dr ¥ Dzavik, Toronto, Canada, Dr P Smits, Rotterdam, The Netherlands Clinical F/U
- ic Core Lab: i Leiden, The (36 mo)
All Events. by CEC to (ARC) 234/241 218/236
- RCT 06 October 2008 % Y

- SAS Enroliment Complete: 21 November 2007 (1 Year clinical data presented al EURO PCR 2009)

* TAXUS Liberié Coronary Stent System i o
- ed trademark of Boston Scientific or 3




OntumusmpaHe Ha PCI pe3yntatute npu
AnabeTnum

1 Drug-eluting stents- kou cteHT 3a KOU NauueHT?
I KakbB e onTUManHuS aHTUTPOMOBOTUYEH peXxum?
i Cenekuma Ha nauueHTUute : PCI vs. CABG

1 BONHUYHO NeyeHue U BTOPUYHAG NPOPUNAKTUKA



XemaTonornyHu HapylweHus npu auabet

il TToBuweHa TpomboUUTHA aaxe3na U aKTUBALIUS B
oTroBop Ha shear stress (1P-selectin, 1 Fibrinogen
binding capacity)

Il Up-reqgulation of GpIIb/IIIa receptors cBbp3aHa C
XUnepriamKkemmaTa, BoAella A0 3acuseHa
TpombouuTHa arperauus

i HamaneH kanauuTteT Ha eHAOreHHaTa Tpombonusa

i Hanvyve Ha eHpoOTenHa AUCKPYHKUUA > HaMareH
TONepaHc Kbm in-situ Tpombo3u n AncTasnHa
embonusaums



Mortality Benefit of Abciximab in Diabetic

Pts

Diabetic/Placebo

+ — - — Diabetic/Abcix
Non-diabetic/placebo
Non-diabetic/ABcix

Days from randomization

* Pooled analysis of 1-year

mortality from EPIC, EPILOG,
and EPISTENT databases

- Among patients with diabetes

(n=1420), abciximab reduced
1-year mortality by 45% (20
lives saved per 1000 pts;
p=0.03)

* Mortality benefits particularly

striking among diabetic patients
with:
- IDDM (4.2°/o VS. 8.10/0, p:OO7)

* Multivessel PCI (0.9% vs. 7.7 %;
p=0.02)

Bhatt DL et al. JaCC 2000;35:922-8
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Mma nu BCe owe nonsa ot Gpr/3a Inhibitors B
eparta Ha Bucokata go3a Clopidogrel ?

72

1-Year Dyicomes ISAR-SWEET Trial

12%
IDDM
VL -3 r~r~- J
RPUTUKU KBM ISAR-SWEE
4 BKITFOYEHW CAMO) HUCKO-PUCKOBY MAUMEHTW ¢ AnabeT ig%
Observed 1-yr D/MI 87 vs. 147 expecied i
jrel 600
o B/ [IpOyYBaHeTo) e noglieHeHa olieHKkara Ha KnnHnuHoe)  Cl
SHAUVMMUTE PA3NINEV MPU UCXEMUYHIN Y CITOXHEHNS V.

(iA . .

Death Ml Death or MI

I * Primary Endpoint: 1-year D/MI

Mehilli J et al. Circulation 2004;110:3627-35



1-year mortality - subgroups

Results consistent across subgroups

Bivalirudin better Heparin + GPI better H+GP Bival

All patients e 2.5% 1.9%

Eptifibatide ———— 2.2% 1.7%

Abciximab ——r— 2.7% 2.1%

Age <75 e e 1.7% 1.6%

Age >75 e 6.9% 3.6%

- Male gender o 2.1% 1.7%
Female gender ® 3.5% 2.5%

Diabetes ® 3.9% 2.3%

No diabetes ——— 1.9% 1.7%

Prior MI, PCl or CABG B —— 2.9% 2.1%
No prior MI, PCl or CABG e 1.8% 1.6%
Unstable angina <48h o 2.1% 1.2%
Unstable angina >48h ® 3.6% 1.5%

=N

0,1 10
Odds ratio +95% CI for death at 12 months



TRITON: Diabetes Subgroup - Prasugrel

n=3146 ACS (STEMI or NSTE ACS) & Planned PCI

Endpoint (%)
(0 0]

(@)
I

CV Death / MI /

Stroke

TIMI Major
Non CABG Bleeds

CLOPIDOGREL
PRASUGREL

0.70
p <0.001

CLOPIDOGREL

PRASUGREL

0

30 60 90

17.0%

30%

12.2%

NNT
21

2.6%
2.5%

450

ACS = Acute Coronary Syndrome; STEMI = ST-elevation Myocardial Infarction; NSTE ACS = Non-ST-elevation Acute coronary Syndrome;
PCI = Percutaneous Coronary Intervention; LD = Loading Dose; MD = Maintenance Dose; NNT = Number Needed to Treat; CV = Cardiovascular

Modified from Wiviott SD et al. Circulation 10-14-2008;118:1626-1636



Cumulative incidence (%)

PLATO Study: Ticagrelor vs. Clopidogrel

12 -
114

-
o
1

11.7%

CV Death / MI / Stroke

9.8%

TICAGRELOR
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3a peAyKuUUa Ha NOCneABaLlY UCXEMUYHU CBOUTUS



OntumusmpaHe Ha PCI pe3yntatute npu
AnabeTnum

1 Drug-eluting stents- kou cteHT 3a KOU NauueHT?
1 Kakbe e onTUManHus aHTUTPOMbBOTUYEH pexum?
i Cenekuua Ha nauuveHtute : PCI vs. CABG

1 BONHUYHO NeyeHue U BTOPUYHAG NPOPUNAKTUKA



BARI: Impact of Diabetes on

Survival

BART Subgroups

* Treated diabetic pts
| only subgroup to
Diabetic subgroup show significant

(p=0.006) survival advantage
with CABG

- 5 year survival
- CABG 817%
- PTCA 657

.__l:l

0=
o
—
=
—
=
—
-
|

- II--.

— CABG
- - PTCA

Years after Bandommization

NEJM 1996;335:217-25



TTo-Bucoka nu e cmbpTHOCTTA NpU AnabetTuum
cnen MHOrOKNOHOBO CTeHTUpaHe ?

Study (yrs f/u) Type of N Adjusted
Study Hazard Ratio
BARI (8 RCT 353 1.87 *

bbb T — .
NNE (2) Obs 2766 1.49*
ARTS (3) RCT 210 (0
SOS (1) RCT 142 =T

Yellow = Stent vs. CABG *P<0.05



PCI w 3axapeH auaber ...

I Mucnu aea nbvth (ocobeHo npwu
MHOTroOKfIoHoBa 6onecT)

1 Msnonsean DES (drug-eluting stents)

1 Msnonsear Gp 2b/3a inhibitor (npu
Bb3MOXHOCT Dbivalirudin)

1 MakcumanHa BTOpUYHAG KOpOHApHA npeseHLUs,
AOPU U B KPATKU CpOKOBe

- OnTumaneH ravMkemuueH KOHTpOn
- ArpecuBHa ctatuHoBa Tepanusa (? LDL<80)
- ACE-inhibition



Acute Coronary Syndrome Checlist

v SCREEN 3a 3[]1 pts ¢ OKC

v Msnonsea aHTU-TpombouutHa Th , prasugrel
unu ticagrelor, Bmecto clopidogrel npu pts cbe
30 nopnexawm Ha PCI (percutaneous coronary
intervention)

v N36arear u asete hyper- u hypoglycemia npu pts
cbec 3 npuetu ¢ OKC



["nukemuyeH koHTpon npu Pts ¢ OKC

1 Xuneprnukemusa no speme Ha Nbpeute 24-48
yaca cnep npuemaHe =2 1 paHHa CMbpTHOCT
npu pts ¢ OKC

1 Pts c octbp MW, KpbBHA 3aXap Npu npuema >
11 mmon/n > c BepoaTHa nonsa npwu
ctouHocTtu 7.0-10.0 mmol/I
N3uckeat neyeHue c Insulin
TTonsa oT HANUYHU NPOTOKONU



3aknroyeHue

1. Pts c OKC TtpsbBa aa 6bAAT ckeHUpaHU 3a
AvabeT Ypes u3cneaBaHe Ha Kp. 3axap Ha
rnagHo, A1C unu 75 gram OGTT npeau
AeXOCMUTANU3AUUATA. [6rade D consensus |

2. Benukn pts cbe anaber u OKC Tpabea aa
nNonyyaT CbLWOTO fledYeHue, KOeTo ce
npenopbyea 3a pts ¢ OKC 6e3 anaber
nopaau eAHAaKBUTE MOJI3U [Grade D, consensus],



3.

3aKnroYyeHue

Pts ¢ amaber u OKC noanexawm Ha PCI tpsabea aa
nony4art aHTU-TpombouutHa Th. ¢ Prasugrel (terno >65
KIr U NUMnNca Ha aHamHesa 3a UHcynT) [6rade A, Level 1]
unu Ticagrelor [Grade B, Level 1], Bmecto Clopidogrel, 3a
peAykuua Ha 6baelwm UcxeMUdHU UHLMAECHTW.

Pts ¢ Ouaber u non-STE ACS u nokasatenu 3a BUCOK
puck , Tpabea Aa Nony4yar paHHa UHBA3UBHA CTpaterus, a
He u3bupatenHo uHBA3UBeH NOAXOA 3G peBACKynapusauus,
30 HamanseaHe HA NOBTAPALWM Ce KOPOHAPHU UHLUAEHTU,
OCBeH aKO Uma npoTusonokasaHusa. [Grade B Level 2].



3aknroyeHue

5. BonHU4HOTO neveHue Ha auabetuumte ¢ OKC Tpabea aa
BKITFOUBA CTpaTerus 3a usbareaHe KaKkTo Ha xunep-, Taka
U Ha XUNOrNUMKeMUaTa:

- Kp. 3axap Tpabesa aa 6bae usmepsaHa Npu npuema m
MOHUTOpPUPAHA NO BpemMe Ha nponexasaHeto [Grade D,

Consensus]

- Pts c octbp MI u kp.3axap npu npuema >11 mmol/L
Tpabea Aa Nony4yaBaTr rA. KOHTPON B rpaHULUTE Ha
7.0 to 10.0 mmol/L nocneasaHo ot ctpaterus 3a
AOCTUIraHe Ha NpenopbyUTenHUTe TapreTHU CTOUHOCTU B
AvbnrocpoveH nepuoa.[Grade C, Level 2]



BropuuHa npopunaktuka npu 34

Intervention

Evidence

High-intensity statin

1HPS: 27% | in CHD death or MT among
DM subgroup (20% ¢ in CHD death,
p=0.02)

ACE-Inhibitor

1HOPE diabetic substudy: 25% ¢ in CV-
death/MI/stroke (p<0.001); 37% | in CV-
death over 5 yr follow-up (p=0.001)

Intensive glycemic
control

1Clearcut benefits on microvascular
complications (UKPDS trial)

1 Observational studies suggest improved
CV outcomes and less restenosis
associated with lower HbAlc

17 Specific benefit of glitazones
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