AHTMarperaHTHa Tepanusa npu
nauneHTn ¢ OKC 1 3axapeH
anabet nnm 6bOpeYHa

ONCPYHKL NS

O-p bBopucnae bopucos
KnuHuka no kapauonorus

MBAI NMpod. CT. KupkoBuy —
YHuBepcuTeTcKa

Crapa 3aropa



Euro Heart Survey

Okono 37% ot naumeHTnTe ¢ OKC ca c
N3BECTEH N HoBoauarHoctuumpar 3/.

[lo-4yecTO ca:
1. Bb3pacTHu
2. KeHu
3. CAXwunbH

4. CKnoHHM kbM CH u kbpBeHe

Dotevall A, et. al., .Data from the Euro Heart Survey ACS. Diabet Med 2005;22:
1542-1550.



MwnokapaeH MHaPKT 1 3axapeH
nnaoer

Incidence of Ml in Subjects With T2DM
vs the Nondiabetic CAD Population

Fatal/Nonfatal Ml

Mo Diabetes Diabetes
50 - n=1373) (n = 1059) as

40 - P < .001 P < .001

7-Year Incidence Rate of MI
%
I
N

[
i
I T N

MNo Previous FPrevious I Mo Previous Previous NI
hAl* MAL*
*No previcus Ml at baseline,

LIFPILY & e
"::t METABOLIC Haffner SM, et al. N Engl J Med, 1998:339:229.234_ 11 h%l'tw Medscape



31 n kKopoHapHa bonecT - MeTa
aHanus

Is Type 2 Diabetes a Coronary Risk Equivalent?
13 studies involving 45,108 subjects

Study Diabetes alone Pricr K alone Cdds ratio Odds ratio Year
(Mo of ML [Mo. of Pl [95% C1) {555 CI)
Mo, of subjects) Mo, of subjects)

Lee of al, 14171460 59283 ——— 01 (0,30 to LS T) 2004
Evam & ol 11378155 274 1347 s 3 D42 [0.33 te 0L54) 2003
Hadiner ¢ al. 12050 1369 #  1.09[0.58 e 2.04) 1998
Hu FB ot of. 16173705 61/1302 092 [0.62 10 1.25) 2001
Lotufio e ol B9/2317 A5 S506 —— 0L89 [0.39 to 0LUE2) 2001
Eberly ef al. 17170122 177 /658 = 049 (0,39 to 0U62) 2003
Hiu G et al. 159,962 FTRS1308 - 050 (0,40 to 01 0O
Che &t ol 113/ LIRS 364,208 = Du44 (0,35 £e 0.55) 003
WWanmamatkes oF al, 362032 140517 = OUSE [ LS8 to OL59) 2004
H.I‘I:.-'ﬁ.a.rlﬂnl IsfITE 92300 —_— 55 [0O.36 o D.BE] 200E
Vaccaro et ol 1087 4809 1458 4625 -> 0U61 [0.56 to 0UET) 2004
Pajursen et af. 1917525 254559 - 069 [0.54 to OLBR) 2005
Matarajan et of, LIT 62 0TS0 —i— BT (0,54 1o 0.93) 005

Total 260319072 FA2T/LI506 * 056 [ 0.53 to CLED)

! 0.2 0.5 1 1.5 2 E
TZ2DM is not a CHD T2DM is a CHD risk
risk equivalent equivalent
LIFILY & Bulugahapitiva U, et al. (hober Aded. 20009 256:142-148 21 Medse
.- - e | B

C_Q METABOLIC Republished with permission. I-—%-tw sosaarant



3, 6bbpeyvHa ancdyHKUNA U
KOpOHapHa OornecT

Risk of Coronary Events in Subjects With
CKD vs Those With T2DM

30 Myocardial Infarction

25
20
15
10

5

Rates [pr 1000 perion-years)

=]

Diabetes and CED CED [EEFR <60 milf CHabetes Mo diabebes or OKD
min per 1-73 m®

All-cause Mortality

Rt [pir 1000 perion-years)

Diabetes ard CEID CHD (eGFR <&0 milf Diabetes Mo diabsetes or CED

i peer 1-73 mt

P & Tanelli M, et al. Lanrcer. 2012;380:807-814.% .
METABOLIC Republished with permission. h&art., Medscape
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3, 6b0peyHa gncYHKLNA N PUCK
OT CbOOBO 3abofsaBaHe

Risk for Cardiovascular Events Is Greatest
When Both Diabetes and CKD Are Present

“‘2'3 " Mo diabetes/no CKD ® 2.0
M Diabetesfrno CKD
Mo diabetes/CKD
® Diabetes/CKD

1.7

[

s &8 & & 8

ok
=]

Incidence per 100 Patient-Years

=]

CHF AMI CVA/TIA PVD ASVD* Death

*ASVD was defined as the first occurrence of AbMI, COVD/STIA, or PVD.

LIPID & S
C_!t‘_) METABOLIC Foley RM, et al. # Am Soc Nephrol, 2005;16:489-495. 141 heart., Medscape



CwumbpTHOCT nNpu 31 n OKC —

MeTadaHaJ113
1997-2006, 62036 nauneHTa

STEMI UAMSTER
30 aHeBHa - 1.1-2.1% n Disbates Disbates
5 4_8 5% Mo digbetes Mo diabetes
14
1r.-3.1-7.2% n 8.1-
13.2%
==
=
=1
=
=
KMo, at Risk
STEMI
Clisbatas Fil 1= = GE0E 2847 2653 2113 110
Mo diabetes 421 IT13E 16685 15274 12276 2351
UAMETER
Cliabatas 2457 3313 223 Z33a 1317 =l
Mo diabetes 12002 11 58 10505 E181 S141 4C0sS

Donahoe S., JAMA, 2007, 298, 765-775



o

31 n no-Bucok puck rnpm OKC

[lo-BMCOKA YecToTa Ha HeXxXernaHu cbonTma —
PURSUIT, ACUITY

[lo-yecTo cbyeTaHne ¢ AX n 6LOpeyHo yBpexaaHe
[To-Bucoka 4YectoTta Ha CH (ocobeHo “anactonHa’)

NHOyKuna Ha npouHdiamaTopHO U MPOTPOMOOTUYHO
CbCTOSIHME C eHOOoTeNTHa OAUCYHKUMA N aKTUBaLUKUA Ha
TpomMbounTnTe

[1pn NHCynMHoBa PE3UCTEHTHOCT CbLLUEeCTBYBa
noBuLLIEHa akTMBHOCT Ha P2Y12 peuenTopa

1. Donahoe SM, et al. Diabetes and mortality following acute
coronary syndromes. JAMA. 2007;298:765-775.



31 n no-BMCOK pUCK crea

peBacKynapusaums
o D O

n=10462), %  (n=3148), % HR (95% Cl) P
CVD/MICYAT 99 146 145 (1.20-1.62)  <0.0001
CVD/MI 9.2 131 1.3901.23-1.56)  <0.0001
g 8.0 107 1.30 (1.14-1.49) 0.0001
il 1.8 3. 213 (1.68-270)  <0.0001
stent thrombosis 14 2.8 195 (147250 <0.0001
Major bleedt 20 2.6 1.28(0.97-1.68) 0.08
Major or minor bleeds 4.2 48 1.15(0.95-1.41) 0,15
D/MI/CVA® /major bleads 119 169 140 (1.26-1.56)  <0.0001

Wiviott S., Circulation. 2008;118:1626-1636



CURE nogaHanus

Mo. of Percentage of
Characteristic Patients Patients with Event

Placebo Clopidoarel

Crearall 12562 11.4 9.3 —ﬁ—
Associatad MI 3283 13.7 11.3
Mo associated W Qz79 10.6 8.6 ——
Mala sex 7728 11.9 9.1 ——
Female sex 4836 10.7 8.5 =
=65 vr old 6354 7.6 5.4 -
=65 vyr old 208 16.3 13.3 _—.—
ST-segment deviation B2Z75 14.2 11.5 —T
Mo ST-segment dawviation G287 8.6 7.0
Enzymes elavatad at entry 31786 13.0 10.7
Enzyvmes not elaevatad at entry Q386 10.9 8.8 —m
0

Diabatas 2840 16.7 14.2 1 5 /0 C/y
Mo diabates o722 9.9 7.9 —— 200/0
Low risk 4187 5.7 5.1 -
Intermediate risk 4185 9.4 5.5 - pe'u'yKL"Mﬂ
High risk 4184 18.0 16.3 -
History of revascularization 2245 14.4 8.4
Mo history of revascularization 10316 10.7 8.5 - —
Rewvascularization after randomization 4577 13.9 11.5 -
Mo revascularization aftar randomization 7a85 10,0 8.1 — -

|

T T T 1
0.4 0.6 0.8 1.0 1.2

Clopidogrel better Placebo better
Relative Risk {95% CI)

Yusuf S et al., N Engl J Med, 2001, Vol. 345, No. 7



[1o3a 3aBucmnM edpekt Ha Knonugorpen npu
3 — Optimus trial

Dominick A., Circulation. 2007;115:708-716, Bknto4yeHu cnep, PCl 40 nayueHTa ot 64
nnm 62.5%

Bl TImg
N 150 g

g

8

8

P2Y,, Reactivity Index (%)




[Tpasyrpen n 3
nogaHann3 Ha TRYTON-TIMI 38

* O1 13608 - 3146 ca cbc 3 (23.1%)
ObxBaHaTu ca naumeHTn ¢ HAI1 cnen
STEMI nnun 3a nbpBmnyHa PTCA 3a STEMI

* OT TaX 776 Ha UHCYNKH
* KpanHu To4Ku:

- MbPBUYHU — CbPOEYHO-CBbA0BA
CMbpPTHOCT, MU, nHcynt

- BTOPUYHM — obuwa cmbpTHOCT, M,
nHeynt, TIMI ronamo KbpBeHe

Wiviott S., Circulation. 2008;118:1626-1636



Pe3yntaTtiu

No DM

HR D.86 {0.76-0.98), P = 0.02

Clopidogrel 10.6

Prasugrel 9.2

o N & O

o 50 150 200 250 300 350 400 450

Days

100

P interaction — 0.09

A DM
HR 0.70 {0.58-0.85), P<0.001
18+ Clopidogrel 17.0
16
= 14
£ 12
£ Lo
E o] Prasugrel 12.2
=
E o
=1y
2
o3 50 100 150 200 250 300 350 400 450
Days
B DM
HR 0.60 {(0.48-0.76), P<0.001
18+
16
14-] Clopidogrel 13.2
12
3 10
= 8
6 Prasugrel 8.2
a
2
3 50 100 150 200 250 300 350 400 450
Days

No DM

HR 0.82 (0.72-0.95), P = 0.006
18

16
14
12
10 Clopidogrel 8.7

Prasugrel 7.2

o N & @& @

[=F

50 100 200 250

Days

150 300 2350 400 450



0

Stent Thrombosis (%)

)

TIMI Major Bleeding (%)

Pe3yntaTtiu

DM No DM
5 HR 0.52 (0.33-0.84), P = 0.007 5- HR 0.45 (0.31-0.65), P < 0.001
4.5 4.5
4 Clopidogrel 3.6 4
3.5 = 3.5
3 3
2 2.5] Clopidogrel 2.0
2 — 24 Yo
L r Prasugrel 2.0 1'5(’/—’_7
1 14
0.5 0.5
f’ Prasugrel D.9
c T w T L) T T L} L} T 1 c L T L T T T T T T 1
L] 50 100 150 200 250 300 350 400 450 o] 50 100 150 200 250 300 350 400 450
Davys _ Days
P interaction = 0.63
DM No DM
54 HR 1.06 (0.66-1.69), P =0.81 5+ HR 1.43 (1.07-1.91), P = D.02
4 4
] Clopid | 2.6 ]
= opidogre 5
] Prasugrel 2.4
2': Prasugrel 2.5 2‘:
14 1- Clopidogrel 1.6
o] ; ' ; : ' ‘ ; | | ol 1 | : . 1 ; : :
] 50 100 150 200 250 300 350 400 4a50 o 50 100 150 200 250 300 350 400 450
Days Days
P interaction = 0.29



m

Net Benefit (%)

P Ve S S T . |
AN K R

h:l-hﬂ'l'?

50

HR 0.74 (0.62-0.89), P = 0.001

100

Pe3yntaTtiu

DM No DM

HR 0.92 (0.82-1.03), P=0.16
Clopidogrel 19.2 20

Clopidogrel 12.3
Prasugrel 14.6

Prasugrel 11.5

150 200 250 300 350 400 450 0 50 100 150 200 250 300 350 400 450

Days Days
P interaction = 0.05



STEMI

UAINSTEMI

CrCl >= g0
CrCl < 60

No GPI
G

BMS
DES

Age < E5
Age B5.74

Age >=785

Women

Men

Pe3yntaTtiu

Reduction in risk {%)

Prasugre| Better

ra A

29
30

31
32

28
31

34
26

34
18
36

15
36

NNT 13 Ha nHcynuH,
26 6e3 UHCYIUH,
71 6e3 guabet

P = NS

interaction

Clopidogrel Better



Tukarpenop n 3[4
nogaHann3 Ha PLATO

* OT 18624 naumeHTa ¢ OKC 4662 ca cbC
30 (25%), Tnn 2 - 96%

* OT 1ax 1036 Ha MHCYNWH
* [lo-4yecTo ca ¢ OKC 6e3 ST-eneBauus
* KpanHu To4ku

- MbPBUYHU — CbPAEYHOCHLOO0BA
cMbpTHOCT, M, nHCYnNT

- BTOPUYHU — CMBPTHOCT, FONSIMO
KbpBEHE

James S, et al., EHJ (2010) 31, 3006-3016



3 n puck npn OKC

2

Prmery endpoint
2

Diabaves

Mo diabetes

o 120 ey 240 300 E
Danrs after randomizaticn
208 1o v sam e =
2o S reaoa a32s P
e szsz saa3 e F 19
sazna =as =153 soaa Ee— Foam
-
= Clabees
b2
= o
=
=
o 5
=
T . Mo diabenes
= i,
ES o
z =
'
o r y
o = 1 TEo 240 F00 B
Doy = after ramdommization
1o 2sa =a 13 ross
z1a2 2s3 ] ross
srrm s - n: FFre
a1z I

ey =e13 sars

i ot £

Day s after randomizaticmn

e P
EECE Ensa
i sazr

ssax s2Te

=] 120 1=o 240

Mo diabetes

C.-c. CMBpPTHOCT,
MW, nucynt

O6Owa cMbpTHOCT

FonaMo KbpBeHe



NNMbpBUYEH NpocregsiBaH nokasaren 3a

edmkacHocT (%/roauLuHo) (n=2,326) | (n=2,336)
CC cmbpT/MUt/MHCYNT 14.1 16.2 0'83 8%)76_
BTopuyeH npocneasaBaH nokKa3sarersn 3a _ _
edpmkacHocT (%/roguLLHoO) (n=2,326) | (n=2,336)
CMBPT MO BCAKakBa npuynHa 7.0 8.7 O'Bf 801-)66-
0.92 (0.75-
MiAT 8.4 9.1 1.13)
LOednHuTBHA CTEHT TpombO3a 1.6 2.4 O'Gf 207')36_
[TbpBUEH NpocnennBal nokasaten 3a 5 305) | (n=2,316)



Puck cnopen HbA1c

Primary endpoint

HibATc 64

C.-C. CMBbpTHOCT,
MW, nHcynT

3557
3537
I42 4
L]

T
240

120 180

Days after randomizatlon
asiz 3IFS3 2|25
ITE= 3409 2|28
£ 1] 3291 2661
a2 1229 2614

2205
2 20

1918

Is0
1797
1750

1584
1552

fonamo
KbpBeHe

HbAlc <6

o
(4]
Mo mbar at risk
Tcagrelor 3912
Clopidogre| IaTAa
Ticagrelon IGGE
Clopidogrel 3594
15
10 -
=
-
=
(.
[u}
0
Number at risk
Ticagredior 3012
Chopidagrel 3978
Ticagredor EL1
Clopidogeel 3594

T T
120 180 240
Drays afler randomization
284 4 2715 2149
2935 2813 2235
2788 L S S 2073
2817 2730 2170

1625
1583
Taag
14592

60

aD4

534

asa

1353



Table <4 O utcorme in relaton to diabetes status and glucose Mmetabolic control

n O werall Ticagrelor Clopidogrel HR (95% CI) P-value (interaction)

W death, myocardial infarcticon, or strolkoe

Mo diabetes 13 251 I3 [(T219) 8.4 (555) 102 (664) D83 (0.74—0.23) D43
Diabetes 4552 15.2 (&659) 141 (F02) 16.2 (350) o.es (0.7s—1.03)
Glucose = 6.8 mmoliL Tel4 8.9 (&630) 8.0 (284) 9.7 (346) D.83 (0.71—0.98) .52
Glucose = 6.8 mmoliL TEd4s 128 (925) 117 [(428) 140 (497 .85 (0.74 —0.96)
Hb2A e = 6.0% F260 8.a6 (593) 8.2 (288) 2.0 (305) D23 (079 —1.09) 024
HbA e = 609 Fex0n 128 (247 1.4 [(419) 142 (528) D.80 (0.70—091)
Aldl-cause death
Mo diabetes 13 951 4.3 (5&4) T (245) 5.0 (318) Q77 (065 —091) D&s
Diabetes 4562 F.9 (341) F.0 ([153) 8.7 (188) Q.82 (0.66—1.01)
Glucose =< 6.8 mmolL T4 3.6 (252) 3.1 (1710 <1 (T42) Q.72 (De2—1.01) Q.38
Glucose = 6.8 mmolil TEds 6.9 (492) &0 (218) F.8 (274 D72 (DLes —0.949)
HbAAc == &.0%: F260 3.8 (256) 34 (114 4.2 (142) O.7F9 (062 —1.01) O 71
Hb e = 602 FEe0 6.5 (475) 5.6 (20a8) T4 (26T D78 (065 —0.93)
Myrocardial infarcoicm
Mo diabetes 13 951 5.6 (F31) 5.0 (329 6.2 (402) Q.81 (070 —0.949) .32
Diabetes Rl =1=0 B.7 (366) 8.4 (175) 2.1 (1271) D92 (0.75—1.13)
Glucose =< 6.8 mmoliL Fel4 59 (415) 5.5 (192) 6.2 (223) D87 (0.72—1.06) .84
Glucose = 6.8 mmollL TEds F.2 (500 6.4 (227 F.9 (2T 3F) D2 (068 —0.97)
HbAdc = &.0%: F260 5.4 (369 5.1 (179) 5.8 (1920) D92 (075 —1.13) 047
Hb e = 6.0% Fax0 .5 (540) 6.8 (2<41) 8.2 (299) .81 (D68 —0.246)
Drefinite stent thirombosis
Mo diabetes 8766 1.5 (130) 1.3 (53) 1.8 (F7) D68 (D48 —0237) 089
Diabetes 2518 2.0 (47 1.6 (18) 2.4 (29 D65 (0.36—1.17)
Glucose = 6.8 mmoliL 4383 1.1 (48] 1.2 (25) 1.0 (23) 107 (061 —1.89) .45
Glucose = 6.8 mmoliL 4882 1.9 (8] 1.5 (F3F) 24 (5&) Qa0 (039 —0.93)
HbAdc = 6.0% 4592 1.4 ([(62) 1.4 (300 1.4 (32) .21 (0.55—1.50) 0.51
HbA e = 609 4536 17T (F4) 1.3 (28) 2.0 (4&) D62 (0.39 —1.00)
Major bleeding, PLATO defined
Mo diabetes 13 798 104 ([ 1298) 10E (&74) 100 (&24) 1.08 (O.97 —1.200) .21
Diabetes 4521 144 (5592 141 (287) 14.8 (305) Q.95 (0.81—1.12)
Glucose =< 6.8 mmolL T4 107 [(731) 110 [370) 104 ([ 36<4) 1.0 (00— 1,200 Q.35
Glucose = 6.8 mmolil TEds 115 [(7940) 120 (4712) 11.1 (37TE) 1.09 (094 —1.25)
HbAAc == &.0%: F260 9.8 (&47) 109 (F57) a8 (290) 1.22 (1.05—-1.43) D08
Hb e = 602 FEe0 124 [(874) 123 (428) 126 (446) Q.28 (086 —1.12)
oA BG arelated major bleeding, PLAT O defined
Mo diabetes 13 798 3.8 (4a1) 4.1 [(253) 3.4 (208) 122 (101 —1.485) a9
Diabetes 4621 5.2 (207) 5.5 (109) 4.2 (28] 113 (086 —1.4F)
Glucose == 6.8 mmol/L a4 3.7 (243) 3.9 (126) 3.4 (117) 110 (086 —1.42) Q.97
Glucose = 6.8 mmollL TEds 4.4 (29T 4.2 [1&8) 3.9 (129 120 (1.03 —1.64)
HbAdc = &.0%: F260 3.5 (228) 4.2 (132) 2.9 (26) 1.36 (1.05—1.77) 047
Hb e = 6.0% Fax0 <+.5 (307) 4.8 (1&63) 4.2 (1<) 116 (023 —1.446)
CABG-related major bleeding, PLATO defined
Mo diabetes 13 798 F.0 (87 1) 6.8 (430) T (<441) 097 (0.85—1.11) 0.51
Diabetes 4621 99 (402 L3 183) 104 (21 3) QU0 (074 — 1050
Glucose = 6.8 mmoliL Tel4 T4 (5100 T4 [(252) T4 (258) 100 (084 —1.15) .32
Glucose = 6.8 mmol/L TEds T.6 (515) 7.5 (254) T.F(261) Q.97 (0.81—-1.15)
HbAdc = 6.0% F260 &6 (436) 6.2 (230) 6.3 (206) 110 (021 —1.33) 0.3

Continued



Tukarpenop n 3[4
nogaHanun3 Ha PLATO

[Non3nte ca Npu BCUYKM NOATPYIN:

1.

2.

He3asucumo OKC ¢ ST-eneBauunga nnu
be3 ST-eneBauus

He3aBMUCUMO OT cTpaTerndata —
MHBa3MWBHa UM HEMHABa3MBHa

He3aBmncmmo OT cTeneHTa Ha 6bOpeyHo
yBpeXxaaHe

He3aBUCMMO OT NeYeHNEeTOo C UHCYNUH
He3aBucumo oT TMna Ha gnabeTa



Tukarpenop n 3[4
nogaHanun3 Ha PLATO

CTaTtuctmnyecka 3Ha4MMoCT Npu HUBA Ha
HbAc>6% 3a:

1. TlbpBMYHaTa KpanHa Tou4Ka ¢ 2.8%
(2.1%) n RRR ¢ 30% (23%).

2. Obwa cmbpTHOCT € 1.8% 1 RRR ¢ 24%.
3. M c 1.8% n RRR ¢ 22%.



@ European Heart Journal (2011) 32, 29993054 ESC GUIDELINES
EUROPEAN dai: 10,1093/ /eur jfehr23e

5
CARDNOLOHGY &

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)

[Ton3nte oT NPUNOXEHNETO Ha MOLLHUTE
P2Y 12 uHxnoutopm (npasyrpen nnm Tuka-
rpenop cnpsiMo Knonmaorpern) ca Chb-
LLIECTBEHN N YBENUYEHU NPU NALUUNEHTN
CbC 3axapeH gnaber.



lIb-Illa nhxnomntopm — ACUITY trial

(abciximab unu eptifibatide, OKC 6e3 STEMI, cmbpTHOCT, MU nnu

HenraHoBa peBackynapusauuns Ha 30-Tu OeH)
Stone G., JAMA, February 14, 2007—Vol 297, No. 6

Compasite Echamia, %
I 1 Favors Dafemed | Favors Routing

Defamed Gp  Upstream Gp Salectve Gp | Upstraam Go Relative Risk P valus for
Group Mo, libAlla Inhicitor NEalla Inhitor IEiE nhicior | 1Eia Inhichor [E595 CI) Interaction
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lIb-llla nhxnbuTopm — EARLY ACS

eptifibatide npu OKC 6e3 ST eneBauyua, cmbpTHOCT, M, HENnaHyBaHa

peBacCKyJiapnu3aunA Robert P. et al., N Engl J Med 2009;360:2176-90

Total No. Early Delayed Odds Ratio for Early
Subgroup of Patients Eptifibatide  Eptifibatide Eptifibatide (95% CI)
i
Overall 5406 9.3 10.0 -
Sex !
Male 6431 2.1 9.8 —*——
Fernale 2975 a.7 10.4 —_—
Age E
=T5yr 7026 36 2.5 —
=75yr 2377 11.4 11.4 .
Troponin 1
Positive 7650 95 10.5 —
Megative 1463 7.7 6.8 i »
Diabetes i
Yes 2880 5.9 10.8 —_—e—
Mo 6546 2.5 2.8 —:-.{—
Early clopidegrel intended 1
Yes 7057 3.8 9.5 —‘——
M 2348 10.8 11.5 _— lm—
Time to randomization i
=4 hr 3134 5.9 10.5 —_—
=4 hr 6271 9.5 2.8 —.-.1—
TIMI risk score 1
High (5-7) 3258 10.4 10.9 —-
Intermediate (3—4) 4415 9.4 101 — -
Low (0-2) 1521 6.3 3.0 —
Heparin use H
Unfractionated only 3237 9.1 11.0 . e S
Low-molecular-weight anly 4973 9.5 9.9 ——
Type of hospital care i
Primary 1770 2.0 9.7 o
Tertiary 7636 9.4 10.1 —*——
Region of the world 1
North America 2888 103 10.5 — -
Western Europe 3750 7.3 3.6 — m
Eastern Europe 1013 112 11.2 :
Middle East, Africa, or Asia—Pacific 1710 109 11.5 In
U.ISU 0.:50 CI_I'.-'U U.IBU 0.&) 1.00 Z.lIfJU
Early Eptifibatide Delayed Eptifibatide
Better Better
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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

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

A P2Y ., inhibitor should be added to aspirin as soon as possible and maintained
over 12 months, unless there are contraindications such as excessive risk of
bleeding.

A proton pump inhibitor (preferably not omeprazole) in combination with DAPT is
recommended in patients with a history of gastrointestinal haemorrhage or peptic

ulcer, and appropriate for patients with multiple other risk factors (H. elicobacter
pyloriinfection, age = 65 years, concurrent use of anticoagulants or steroids).

Prolonged or permanent withdrawal of P2Y,, inhibitors within 12 months after
the index eventis discouraged unless clinically indicated.

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),
regardiess of initial treatment strategy and including those pre-treated with
clopidogrel (which should be discontinued when ticagreloris commenced).

Prasugrel (60 mg loading dose, 10 mg daily dose) is recommended for
P2Y,,-inhibitor-naive patients (especially diabetics) in whom coronary anatomy
is known and who are proceeding to PCl unless there is a high risk of life-
threatening bleeding or other contraindications.
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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)

Recommendations Level |
Antiplatel ettherapy

Aspirin oral or i.v. (if unable to swallow) is recommended

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

* Prasugrel in clopidogrel-naive patients, if no history of prior stroke/TIA,
age <79 years.

* Ticagrelor.

* Clopidogrel, preferably when prasugrel or ticagrelor are either notavailable or
contraindicated.
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ESC Guidelines for the mnmanagsemrment of acute
coronary syndromes in patients presenting
withhout persistent ST -segrment elevation

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

Recommendations Class | Level
GP llb/llla inhibitors should be considered for bailout therapy if there is

angiographic evidence of massive thrombus, slow or no-reflow or lla

a thrombotic complication.

Routine use of a GP lIb/llla inhibitor as an adjunct to primary PCI

performed with unfractionated heparin may be considered in patients b

without contraindications.

Upstream use of a GP llb/llla inhibitor (vs. in-lab use) may be considered b

in high-risk patients undergoing transfer for primary PCI.

Options for GP llb/llla inhibitors are (with LoE for each agent):

= Abciximab

» Eptifibatide (with double bolus)

« Tirofiban (with a high bolus dose)
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Relation Between Renal Function and Outcomes
in Patients With Non-ST-Segment Elevation Acute
Coronary Syndrome

Real-World Data From the European Public Health Outcome
Research and Indicators Collection Project

Ilan Goldenberg, MD; Isaac Subirana, MA; Valentina Boyko, MA; Joan Vila, MA; Roberto Elosua, MD, PhD;
Gaieta Permanyer-Miralda, MD); Ignacio Ferreira- Gonzdlez, MD: Michal Benderly, PhD; Victor Guetta, MD;
Shlomo Behar, MD; Jaume Marrugat, MD, PhD, FESC

EUPHORIC Project database

Arch Intern Med. 2010:170(10):8588-895
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6bLOpeyHa ANCPYHKLNA
* BkntouweHn 13141 nauymeHTa ot 3 pe-

rmctepa (ot 2000 r. go 2006 r. ) ¢ AaHHM
3a [ ®<60 ml/min/1.73 m2 no MDRD

* AHanunanpaHun ca bornHn4yHaTa CMbPTHOCT
n 30-gHeBHaTa CMbPTHOCT

Table 1. Patients With Available Renal Function (eGFR) Data Included in the Study

University eGFR
Consecutive Hospitals, Hospitals, Country Patients, NSTE-ACS, Available,
Study Country Year Patients No. U Representative Total No. No. No.
MASCARA study  Spain 2005 Yes 32 75 Yes 7251 4081 3110
EHS-ACS | Europe 2000 No 84 63 Mo 10180 5936 5545
EHS-ACS I Europe 2005 No 180 54 Mo 5160 2647 2275
ACSIS 2004 lsragl 2004 Yes 25 70 Yes 2004 1121 1088

ACSIS 2008 |srael 2006 Yes 25 70 s 2077 1136 1122
Total 26762 14931 13141
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Figure 1. In-hospital and 30-day mortality rates in patients with and without
kidnev disease (K D.
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Table 4. Multivariate Analysis: Adjusted ORs for In-hospital and 30-Day Case Fatalify®

In-hospital Gase Fatality 30-d Case Fatality
(n = 9214) (n = 8528)
| 0OR (95% Cl) FUaIueI | OR (95% Cl) F'\"EI“IEI
KD (sGFR, <60 mL/minA.73 m#) vs no KD (eGFR, =60 211 (1.48-3.00) <0 1.95 (1.46-2.61) <
mL/min/1.73 mé|
Moderate HE (BGFR, 30-59 mL/min1.73 mf) 1.7 (1.17-2.49) 05 1.46 (1.07-2.00] 01
W no KD

Severs KD (eGFR, <30 mL/minA.73 mé) v no kpP 4,11 (2.53-6.68) < (01 4.84 (3.27-7.16) < 001
Afe 1.05 (1.04-1.07) <. 1.06 (1.05-1.08) <
Female sax 0.70(0.47-1.04) 8 (.83 (0.60-1.14) 25
Hypertension 0.78 (0.55-1.13] 14 (.80 {0.58-1.07) 13
Diabates mellitus 1.20(0.56-1.69) .28 1.25 (0.95-1.66) 1
History of GAD 0.90(0.58-1.37) il (.98 (0.69-1.38) A0
Gurrent smiking 1.01 {0.69-1.49] 5 1.10(0.80-1.50] a7
Killip class =II° 42.2 (30.15-58.08) <. 17.99 (13.51-23.96) <.
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Table 5. Multivariate Analysis: Adjusted ORs of In-hospital and 30-Day Case Fatality for Goronary Angiography by the Presence and
Severity of Kidney Disease’

In-hospital Mortality 30-d Mortality

Model | OR (95% CI) F‘.falml | OR (95% CI) FUaIueI
Model 1: effect in the total population

Angiography (vesma) 0.53 (0.37-0.75) < 0 (.53 (0.40-0.72) <.
Model 2: effect bythe presence of kidney diseass

Angiography in those with eGFR =60 mL/minA.73 m* 0.45 (0.26-0.78) (05 (.52 (0.34-0.79) Q01

Angiography in those with eGFR <60 mL/min/A.73 m? 0.64 (0.41-1.00) (5 (.60 (0.41-0.87) <.

|nteraction eGFR <60 mL/minf.73 m® angiography (yes/no) 41 B3
Madel 3: effact in kidney disease subgroups

Angiography in those with eGFR =60 mL/min/A.73 m* 0.46 (0.26-0.79) 05 0.53 (0.34-0.81) 00

Angiography inthose with eGFR of 30-59 mL/minA.73 m? 0.52 {0.30-0.88) 01 (.54 (0.34-0.85) <001

Angiography in those with eGFR <30 mL/min/A.73 m? 1.31(0.56-2.94) i1l (.80 (0.41-1.54) A7

|nteraction eGFR in 3 cateqories: angiography (yesmo) 9 2
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Original Article

doi: 10.1111/j.1365-2796.2009.02204.x

Relation between renal function, presentation, use of
therapies and in-hospital complications in acute coronary
syndrome: data from the SWEDEHEART register

® K.Szummer', P. Lundman?, S. H. Jacobson®, $. Schin?, ). Lindbzdck®, U. Stenestrand®, L. Wallentin® & T_Jernberg’,

for SWEDEHEART 57477 naunenta ¢ OMW 2003-2006 r.
4D —_
S a5  —+ STEMILEBE (n=23433) .
Z a0  —k— NSTEMI in=32403) ' -
E 25_
5 -h
E 20- : — 707 :
E —s—Kilip IV (n=1050)
.g 15 - y" o] —A—Kilipll (n=2576) pa—
2 10- -~ _ Killip Il (= 7013) -
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0 : . : . - E 40 w00,
eGFR =00 6050 30-59 1520 <i5idialysis E
(n=120@8) (n=25325) (n=15454) (n=2253) (n=7a5) 8 20, / 25.5%
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Fig. 3 Unadjusted in-hospital mortalily according to eGFR = 07% ————“"Tg--;.gq-
and ECG onadmission. 104 po_ ; 1.5'2}{:
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(= 38185) (n=15934) (n=3125)

Fig. 4 Unadusted mortalily according to eGFR and Kidlip
class onadmission.



Pesyntatn ob6o6LeHune

B exxegHeBHaTa npakTuka okosro 1/3 oT na-
uneHTuTe ¢ OKC 6e3 ST eneBauuda ca c b/l

B[] e He3aBMcM nNokasaTten 3a YeTUPUKpPaTHO
NO-BUCOK pUCK 3a borHnyHa n 30-aHeBHa
CMBbPTHOCT

IHBa3nBHaTa cTpaTerusa Ha nedyeHue Ha 00n-
HUTe ¢ B[] e cbC 3HAaYNMO MO-HUCHK PUCK, HO
OTHOBO MNO-BUCOK OT Te3un 6e3 b/l

[ TpsibBa ga ce U3nonaBa 3a OUeHKa Ha pUcC-
ka npu nauneHTn ¢ OKC 6e3 ST eneBauus



Eurcpean Heart Journal (2011} 32, 29993054 ESC GUIDELINES
doit10.1093/feurheartjfehr2 36

L]
gc
fn
rl
b
ar
%2

ESC Guidelines for the management of acute
coronary syndromes in patients presenting
without persistent ST-segment elevation

T he 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)
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o infoorrmacicem in pacientcs with remal o sfamccicem.

Mo darse adjusomeaenc necessary. inchadimg im
Fatemos wich end-scages disease.

o dose reduccicn reguired; mo inforrmacicen imn
dialysis padaemocs.

Chosse reduccicn oo | rmefleg once daily im ohee
cass of sewers renal mibars OO =30 LS nj.
Camsider rmaemitsrinmg of amci-2im secoiv sy

Comorairnedicaced im sewers renal failure

e =220 rml i) Krruag of cheoice im paciernmcs
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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 18 Initial dosing of antithrombotic agents in
patients with chronic kidney disease {(estirmatced
creatinine clearamnce &0 rmLyrmin)

Aspirin Mo dose adjusomenc.
Clopidogr=I] Mo dose adjustrment.
Prasugrel Mo dose adjustument. Mo experience with end-stage

remal diseasefdiakysis.

Ticagrelor Mo dose adjustumentc. Mo experience with end-stage
remal diseasefdiakysis.

Ermcecaparin Mo adjuscrment of Bolus dose. Following thrombolysis,
im patients wich creatinine clearance <30 mLimin, the
s.c. doses are given once every 24 h.

LUinfracrionatbed Mo adjustrment of baolus dose.
heparin

Fondaparinue: Mo dose adjusomenc.
Mo experience in patients wich end-scage renal
disease or dialysis patients.

Bivalirudin = In patients with moderace remal imsufficiency ((GFR
F0—5%9 mlLfimin) a lower initial infusion race of 1.4
migfkaih should be given. The bBolus dose showld noc
be changed.

= Imn patients with sewvere renal insufficiency [(GFR
<30 mlfmin)d and in dialysis-dependent pacients
bivalirudin is conoraindicated.

Abciximak Mo specific recommendarcion. Careful consideracion
of blesding risk.

Epdfibatide = lm patients withh mMmoderate remal insufficiemcy (GFR
=30 o <50 mLlfmin}. an iv. bolus of B0 pg should
be administered followed by a continucus infusicn
dose of 1.0 pgflcgdmin for dhe duraticon of cherapy.

= Im patents with severs remal insufficiency [((GFR
=30 mLfmin]) eprifibatide is containdicaved.

Tirafian In  patients withh severe renal insufficiency  (GFR
=30 mlfmin)d the infusion dose showld be reduced
oo SO0
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