AHTHaArperaHTHM pe:KUMHU IIPU IAIUEHTUTE
TpeTHUpaHu 0e3
peBackyjapusanua B yesiosuara Ha OKC

IIpod. n-p CHexxkana TunieBa,;MH
MY-Il1ieBeH







[leTko e 68 —rognLleH XMNepToHnK, AnabeTnk n
nyLuau.

KbM gaTtaTta Ha npernega npyuema camo mHganamma
CP 25 mg egHoOKpaTHO

[Mpuctura B Cl1O ¢ onnakBaHuUs OT npekopanarnHa
bonka, npoabmkmna 20 muH. n EKI cbe cnegHute
npomeHn: 2mm ST genpecus BbB I, 1ll, aVF, V5 n V6,
AH 150/90 mm Hg

bonkaTta Hamanana n EKI npomeHuTe ce
pegyuupanu cneq npuem Ha ASA, kncnopop v
nitroalvcerin cvonHreanHoO



Troponin T e no3utmeH 0.85

B kapanapguonormyHarta KnnHuka ca
MYy Ha3HadeHn ASA nepopariHo,
clopidogrel, b-6nokep wu iv heparin;
ctatnH n ACEWN.

[lpenopbyaHa My e KOpoHapHa
MHTEBEHLINA, HO NALUMEHTHLT OTKa3Ba.



KakBa ga 6bae aHTuarperaHTHarta
Tepanus nNpu To3u naumeHT ?

ASA 100mg egHoOKpaTHO AHEBHO

ASA 100 mg egHoKpaTHO+
TpoMOoUMTHU P2Y 12 nuxmbmntopu 3a
1 meceU

ASA 100 mg egHokpaTHoO +
TpoMOoUUTEH NHXMbuTop P2Y12
MHXMbuTtop 3a 12 meceua
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Table 9 Doses of antiplatelet co-therapies

| With primary PCI
i Aspirin

Clopidogrel
600 mg
| GPlIb/lla

i inhibitors

[ Signatures\{ Commentsires \|'\l'ignettes\r\signet3

With fibrinolytic treatment
Aspirin

Clopidogrel
: age =75

{ Aspirin
{ Clopidogrel

Without reperfusion therapy
Oral dose of 150-325 mg
Oral dose of 75 mg

Oral dose of 150-325 mg or iv. dose of 250
500 mg if oral ingestion is not possible

Oral loading dose of at least 300 mg, preferably

Abciximab: iv. bolus of 0.25 mg/kg bolus followed
by 0.125 pg/kg per min infusion (maximum
10 pg/min for 12 h)

Oral dose of 150-325 mg or i.v. dose of 250 mg if

oral ingestion is not possible

Loading dose of 300 mg if age <75 years; 75 mg if

) WA w38 » M 233x3043mm O = B o= 4]

antagonists are used). It is recommended to perform the pro-
cedure under activated clotting time (ACT) guidance: heparin
should be given at a dose able to maintain an ACT of 250-350 s

3

at 30 days was 1% lower (P <<0.0047),
occurred more frequently (P <20.001).
bolus of 0.75 mg/kg followed by an ir
titrated to ACT and usually termir
procedure.

Fondaparinux. Fondaparinux, a factor X
pared with heparin or placebo in 12 |
with fibrinolytic agents or PCl, or nt
the PCl subset, fondaparinux was assor
1% higher incidence of death or recu
These findings together with the occt
bosis do not lend support to the use
anticoagulant in patients undergoing pt

Adjunctive devices. Adjunctive devices z
distal embolization have been investig
studies. Formal meta-analyses of thi
geneous results with no overall clinic
rate of distal embolization angiographir
ized study in 1071 patients, aspiration
was associated with improved tissu

MBGs)] and improved st
pared with conven 2760 ge
Table 13.

b. Fibrinolytic treatment
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" AHTUHCXEMUYHO JieueHue: [3-0J10kepHu,
HUTPATH U KaJIIIEeBU aHTaTrOHUCTH

" AHTHMarperaHTHa Tepanu-:

Aspirin + clopidogrel 3a Bcuuku
IaIfieHTH , KOUTO HIMaT
IIPOTUBOIIOKA3aHUA

Anti-GPIIb/IIIa 3a BCUUYKU IaIlMEHTH C
yMepeH UJIN BHCOK PHCK

" PeBackysiapusaiiyd 3a BCUUKH ITAIIUEHTH C
VMEDEH Kl BUCOK PHUCK



" Aspirin 3a BCUUYKHU

e A P2Y12 unxuburtopu 3a 12 Mecelria OCBEH
Te€3U C IOTUBONOKAa3aHUS U PUCK 3a KbpBeHE

« Ticagrelor cwiro, a prasugrel camo npu
mbpBuuHa PCI npu aurica Ha ePEKT OT
KJIOHUJOTPE

= A 0JIOKepHU Ha IIPOTOHHATA IIOMIIA B
komobOuHanusg ¢ DAPT ce nmpenopbuBaT
IIPU PUCK OT KbPBEHE WJIN IIPEIIIECTBAIL]
ermu3on Ha 'Vl KppBeHe



AHTUTPOMOOIIMTHA KOMOMHHUPAHO
JIeUeHHe:

* AcnupuH OpayHO (pa3TBOPUM HJIH 34
I'bBUEHE , HO HE €EHTEPOCOJIBEHTEH)- IA

" Wiu IV no3a acriupuH ako OpaiHo
[IpUEeMaHe He €

OCBHIIECTBHIMO)
" IepopaJiHa /103a Kiaonuaorpea-1B



AaHTHUKOAIyJIaHTH IIPENOPHKHU 3a
JIeYPBIree po SfaCAHT Hipo Mmoo a

aedyenne ciaeq STEMI

o AcrtupuH 3aBuHAaru (75 10 100 MT
THEBHO) IIPU BCUUKH NalleHTH 0€e3

asepruia- IA

e KJIONUAOTPEJI (75 MI THEBHO) B
IIPOb/IKEHIE Ha 12 Mecela IIPY BCUUKH

[IallieHTH HE3aBUCHUMO OT OCTPO JIeUeHHe-
IIa C

o KJIONIUZIOTpE (75 MI' JTHEBHO) IIPU
RCIAUOKIA 119171189177 ¢



" By paureHTE, ehe STEMI cae Ropi@:xeHH Ha

CTeHTUpaHe (MequKaMeHTO3Ha Tepalus
camocTtosiTessHo uiau PTCA 6e3 creHTHpaHe),
JIEUEHUETO C KJIOMHNA0TPENI TPsAOBa Ja IPOABIIKHI
nnoHe 14 auau. (I (B) HoBa nnpennopbKa)

o I'b/ITOCPOYHO MOAABPIKAIIO0 JIeueHHe (Hatp. 1
roJrHa) ¢ Kaonuaorpes (75 Mr Ha ieH OpPajiHo) €
pa3yMHO IIpU nanueHTu ¢cb¢ STEMI He3aBUCUMO OT
aJId Te MpeEMHUHABAT penepdy3usa ¢ puOPUHOJIUTHYHA
Tepanua WiId He oJy4dyaBaT perep@y3nOoHHa TePAIIUsl

(I1a (C)



New Antiplatelets agents

clopidogrel ADP
Prasugrel
C.angrelor ADP P2Y,,
Ticagrelor SCH 530348
TRAZ2P /Tracer

E 5555

GP lIb/llla
(fibrinogen
receptor)

aspirin

adapted from Schafer Al. Am J Med. 1996;101:199-209.
ST Y - The {.
@z UNIVERSITY OF ’ Cardiovascular Center

/ FLORIDA _z;'{,_ at SI_-IANDS Jacksonville
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Benefit per 1000 patients (SE):

Mean months of treatment:

P value:
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36 (5)

27

<0.0001

1345/
9984
(13.5%)

1708/
10 022
(17.0%)

Previous
myocardial

linfarctil infarction

ARR 3.5 % (13.5% vs
17.0%)
NNT 29

BMJ 200Z; 524: 71-00.

38

(5)
:

<0.0001

1007/
9658
(10.4%)

1370/
9644
(14.2%)

Ac

ute

myocardial

36

(6)

29

<0.0001

2045/
11 493
(17.8%)

2464/
11527
(21.4%)

Previous
stroke/
transient
ischaemic
attack

9 (3)

0.7

0.0009

22 (3)

22

<0.0001

7] Antiplatelet therapy

ARR 3.8 (10.4% vs
14.2%)
NNT 26

. Control
1670/ | 1858/ 1638/ | 2102/
20418 | 20 403 | [20858 | 20 543
{8.2%) | (9.1%) (8.19%) |(10.2%)
Acute Other
stroke high risk
© 2011 - TIGC




Odds ratio (CI) % Odds

_ No of trials Antiplatelet ; control reduction

Category of trial with data (SE)
Aspirin alone (mg daily): :
500-1500 14 . 19.(3)
160-325 19 26 (3)
75-150 12 32 (6)
<T5 3 — 13 (8)
Any aspirin* 65 T 93 (2)

i

0 0.5 1.0 15 2.0
Antiplatelet better Antiplatelet worse

Treatment effect P<0.0001 © 2011 - TIGC
ATTC, BMJ 2002;324:71-86



OnTuMa/JIHUTE 03U ASpirin npu

BTOPUYHA NpodUJIaKTHKA 75 Mg — 325 mg
IIbpPpBUYHA

OKC 162.5 mg — 325 mg



Clopidogrel 75 mg o.d.
+ standard therapyt
(n=6259)

Clopidogrel 300 mg
loading dose Day 1 12 months

Patients with ACS R

(unstable angina or Day 0

NQMI without ST elevation) o
Day 1 12 months

Placebo 1 tab o.d.
+ standard therapyt
(n=6303)

Placebo
loading dose

R=Randomization, occurred within 24 hours of symptom onset

tStandard therapy always included ASA, and could also include heparin, LMWH, GP lIb/llla inhibitors post-randomization, beta-
blockers,

ACE-inhibitors, lipid-lowering agents, and/or other therapies or interventions (e.g. PTCA, CABG) at physician’s discretion.

VIR ANYAY2 I8 PSSR DS ) PG QT - JIS | R N | AN s = NN /= =) S| NSRRIy (G- T EN =7\ WA N TR N0 VRGP VIVGUIQIN | R - [N ) SRy NN : PRGE | PR SO /= W AN =) /=N Mg SNy
LIVIVV T, IUWSIHHvicuuial =welyliu ricpalliil, 9r, yiyLuUpIuULCIH I, I 1A, pTivuldiicuus udlisiuliiial vuilvlialy aliyivpiasiy, W AD\O, Lvululialy

artery bypass graft

CURE Study Investigators. Eur Heart J 2000; 21:2033-2041. The CURE Investigators. N Eng J Med



RR 0.79
! $ 95% CI 0.67-0.92
i Sra =

Placebo

@
©
= 0.10-
©
© 0.08 Clopidogrel
N -
T >30d — End of Study
= RR 0.82
2 0.06- 95% Cl 0.70-0.95
©
-
- 0.04 - P<0.00° End of Study
3 ) RR 0.82
O 95%Cl 0.67-0.92
ARR 2.1
0.024
0.00 T T T ]
0 3 6 9 12

Months of Follow-up

© 2011 - TIGC

NEJM 2001; 345: 494-502.



CURE trial s
| ‘ 13.9 | ] Clopidogrel

12 11.4 11.5

9.3 10.0

9 8.1

6

3

0

Overall Revascularized  Medically managed
Y Canadian Cardiovascular Société canadienne
Society de cardiologie

NEJM 2001; 345: 494-502.



Ha ASA

Placebo*

Clopidogrel*

_ 4.9
C
2 4.0 @
(1}
2 3.0 3P
E
g a
@ ) 2.3
2.0
1.0
0.0
<100 mg 100-200 mg > 200 mg

ASA dose 75-325 mg

*In addition to standard therapy (including ASA).

CURE Trial Investigators. N Engl J Med 2001;345(7):494-

—mnnN

© 2011 -TIGC



Clopidogrel + Aspirin

Clopidogrel mompunacs 3a edpekta Ha aspirin

CURE, HpOf/"—IBaHeTO pu octbp MU, mokassa, ye
clopidogrel yBesimuaBa mpuHoca Ha aspirin 3a
penyknusa Ha CCcpOUTHSA, HO yBeJInuaBa IroJisiMOTO
KbpPBEHE

COMMIT/CCS-2, pannoMu3upaHo IIpoyuYBaHe
npu OMU B Kutan gokassaino, ge clopidogrel
kbM aspirin HamassaBa CCC u obiarta cMbPTHOCT ,
HO He yBeJInuaBa KbpPBEHETO.



2010Treatment with clopidogrel in combination with low-dose aspirin should

be continued for|12 months

after the most recent acute episode of

non-ST-segment-elevation acute coronary syndrome. Thereafter,

standard care, including treatment with low-dose aspirin alone, is

recommended unless there are other indications to continue dual

antiplatelet therapy.

After an ST-segment-elevation MI, patients treated with a combination

of aspirin and clopidogrel during the first 24 hours after the Ml should

continue this treatment for

at least 4 weeks.

Thereafter, standard

treatment including low-dose aspirin should be given, unless there are

other indications to continue dual antiplatelet therapy.



rate in the control

group

Placebo + aspirin

Mo Treatment
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HoBuTe areHTH:
Clopidogrel
Prasugrel
Ticagrelor

bbp3o gencreue
obpatumocTt

Puck ot xemoparus
KnnHn4yeH edekT

Clopidogrel

Prasugrel

Ti |
IKCagretor o
g o. /
2
= f"\-—f
oy @ LI 0
| r
et
L
5 M =
k/ N
| N
M = r
N

4
Moin vive

; bietransfarmation

CYP-dependent

F
axcidation
3 CYP3A4/5
Ticagrelor ] CYP2BE i .
I ! ot F':c_ L I'-F Binding
il Hydrolysis '-"pm — T
| by esterase AT CYR2DE —
Prasugrel - > > o > Platelet
: " @ @ o —>
g _
/—\ / P2YV12
Clopidegrel ¥ = — > )
CYP-dependent S e CY P-dependent
oxidation | § * oxidation
@ Active compound CrP1Az A CYP2C19
: ) CYPIEE (8 CYP3IA4S
) Intermediate metabalite cYPac1a CYP2EE
o) Prodrig

Albert Schoming Editorial NEJM 2009, 361,11, 1108



Clopidogrel-treated or -naive;
randomised within 24 hours of index event
\_ (N=18,624) )

Ticagrelor
180 mg loading dose, then

90 mg bid maintenance,;

l Frimary end point: CV death + MT + Stroke I



15
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K-M estimated rate (% per year)

3
o
(o) 60 120 180 240
No. at risk Days after randomization
Ticagrelor 6,732 6,236 6,134 5,972 4,889
Clopidogrel 6,676 6,129 6,034 5,881 4,815

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

Clopidogrel
S 10.65

9.02

Ticagrelor

HR: 0.84 (95% CI = 0.75—0.94), p=0.0025

300 360
3,735 3,048
3,680 2,965



Primary safety event: Major

bleeding*

K-M estimated rate (% per ye

No. at risk
Ticagrelor

Clopidogrel 6,585

* PLATO definitions

[y
=)

)

o
o

6,651

60

3,235
9,215

Clopidogrel

11.6
Ticagrelor 11.5

HR 0.99 (95% CI = 0.89—1.10), p=0.88

120 180 240 300 360

Days after randomization

4,947 4,755 3,726 2,741 2,503
4,984 4,786 3,753 2,754 2,496



composi :
stroke)



_ee ng

Primary safety
event




Time to non-procedure-related

Major bleeding

Complateness of follow-up 99.97% = five patients lost to follow-up




[1o- edoukaceH ot clopidogrel npwu
nauneHTn ¢ PCIl B TRITON TIMI-38, HO
yBeNnnM4yaBa pucka OT KbpBEHE

[Tpn HMHBa3uBHa cTpaTerns 3a OKC He e
Npoy4eH

© 2011 - TIGC



Clopidogrel 75 mg
oD

Indefinite Therapy
(Class I1a, Level B)

Medically
managed

Clopidogrel 75 mg OD (Class I, Level A) or
ticagrelor* 90 mg BID (Class I, Level B) in
addition to ASA 75-162 mg daily for at least

1 month (Class I, Level A) and up to 12
months in the absence of an excessive risk
of bleeding (Class I, Level B).

ASA 75-162 mg

If ASA oD

intolerant

Indefinite Therapy
(Class I, Level A)

Increased
risk of stent Percutaneous
thrombosis Intervention

Clopidogrel 75 mg OD (Class I, Level A) or
ticagrelor* 90 mg BID (ass L, Level B) in
addition to ASA 75-162 mg daily for 12
months. Continuation of combined therapy
beyond 12 months may be considered in
pateints with a high risk of thrombosis and
a low risk of bleeding (Class IIb, Level C).

Prasugrel 10 mg daily may be
considered in the absence of:

« increased bleeding risk

» likely to undergo CABG within 7 days

» history of stroke or transient

ischemic attack (TIA)

= age > 75 years

» weight < 60 kg

(Class I1a, Level B)



an acute coronary syndrome

1. 3a nanmueHT ¢ OKC u MmeguKaMeHTO3HO
JeueHue cJieJ u3nucBaHe, Trepanua ¢ ASA (75-
162 mg naeBHO) (Class 1, Level A). 3a manmueHTH
HeToJIepupaniu ASA, repanus c clopidogrel 75
mg gHeBHO (Class I1a, Level B).

2. 3a manueHT ¢ NSTEMMHM KoUTO ca JieKyBaHU
MeJUuKaMeHTO3HO , clopidogrel 75 mg nHeBHO
zaegHo ¢ ASA 75-162 mg nueBHO(Class I, Level
A) efUH Mecell 1 0 12 Mecella aKoO HIMa PUCK
ot kbpBeHe (Class I, Level B).



an acute coronary syndrome

3. ITamumenTHu cbe STEMI kouTo ca
MeAUKaAMEHTO3HO JIEKYBaHH , ce IMpenopbuBa
clopidogrel 75 mg naeBHO 3aeaH0 ¢ ASA 75-162
mg AHeBHO 3aciaeasaniure 14 xau (Class 1,
Level B) 1 mo:kxe 10 12 Mecena ako HaMa
nporuBonokazanvsa u KepseHe (Class IIb,
Level C).

4. 3anamueHTHu ¢ OKC, ticagrelor 9o mg
ABYKPaTHO JHEBHO MOzKega ce J00aBu KbM ASA
75-162 mg nHeBHO 12 Mmecena (Class I, Level B).



Adjunctive Antiplatelet Therapy

With Fibrinolysis

| lla

lib 1lI

| lla

lib 1l

| lla

it

lib IlI

In patients with STEMI who receive fibrinolytic therapy:

aspirin should be continued indefinitely and

clopidogrel (75 mg daily) for at least 14 days

> and up to 1 year



Adjunctive Antiplatelet Therapy

With Fibrinolysis

| llallb 1l

It is reasonable to use aspirin 81 mg per day in preference to
higher maintenance doses after fibrinolytic therapy.
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Hawunat naymeHT ¢ HeycrnoxHeH NSTEMI Ha
MeANKaMEHTO3HO JiedeHue Le NnpoBeae NeYeHneTo Cu C:

CtatuH, ACEW n Beta 6nokep.

HeroBaTta aHTuarperaHTHa Tepanus Lie obae:

ASA 100 mg gHeBHO

Clopidogrel 75 mg gHEBHO, ako HAMA YCITOXHEHUS 0
1 roguHa :

Ho Moxe oa 6bae npekpaTteHa yrnotpebaTta my Ha
Kpas Ha 1 meceLl, ako Ma PUCK OT KbPBEHE .

AKO MMa BUCOK PUCK OT TpoMb03a U HUCBK PUCK OT
KbpBEHE MOXE JIeYEHNETO U C Knonuaorpen ga

e RN W  Peew PSR A pe— ey Pem S B B N Sy, WEEEE 4w gy Peew B A B —
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