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REVIEW

Low-dose aspirin for secondary cardiovascular prevention —
cardiovascular risks alter its perioperative withdrawal versus
bleeding risks with its continuation — review

and meta-analysis

W. BURGER', J.-M. CHEMNITIUS®, G. D. KNEISSL' & G. RUCKER*
From the 'Department of Imtervertional Cardiology. St Georg Hospital, Leipzig; *Cardiologic Practice, Wolferbaittel: and
*Department of KEehabilitative and Preventive Sports Medicine, Medical Clinic, University of Freiburg, Freiburg, Germuamg

A large meta-analysis, including 41 studies in 49 590 patients,
which compared peri-procedural withdrawal vs. bleeding risks of
aspirin, concluded that the risk of bleeding complications with

aspirin therapy was increased by 50%, but that aspirin did not lead

to greater severity of bleeding ::r:+n“||:bli~:a1:iu:::+r"|5.m1 In subjects at risk

of—or with proven—IHD, aspirin non-adherence/withdrawal

tripled the risk of major adverse cardiac events.




_FDISE

PeriOperative ISchemic Evaluation-2 Trial

Aspirin in patients undergoing
noncardiac surgery

PJ Devereaux, Population Health Research Institute,
Hamilton, Canada
on behalf of POISE-2 Investigators

N Engl J Med 2014; 370:1494-1503



[MTbpBUYHM U BTOPUYHU KPaWHU LieNn

1° KpaiHa uen:

CMbpT nnum 351(7.0) 355(7.1) 0.99 (0.86-1.15) 0.92
HedaTtaneH MU

Ha 30-TuA aeH

2° KpaHu uenm:
Cmbpt, MU nnu

WUHCYNT
CmbpTt, MUY,

pesack., BTE, 402 (8.0) 407(8.1) 0.99(0.86-1.14) 0.90
0BT

362(7.2) 370(7.4) 0.98(0.85-1.13) |0.80

* U3knro4veHn nauymeHtn: BMS < 6 ceamuum & DES <1 roguHa npeamn xupyprusita



Bbe3onacHoOCT

fonamo
KbpBeHe 229 (4.6) 187(3.7) 1.23(1.01-1.49) 0.04
HusoTto-
3acCTpallaBallo 87 (1.7) 73 (1.5) 1.19(0.88-1.63) 0.26
KbpBeHe

WUncynt 16 (0.3) 19(0.4) 0.84(0.43-1.64) 0.62



in patients undergoing non-cardiac surgery

Aspirin should be discontinued if the bleeding risk outweighs the po-

121,123-125

tential cardiovascular benefit For patients undergoing
spinal surgery or certain neurosurgical or ophthalmological operations,

it is recommended that aspirin be discontinued for at least seven days.

1 ESC/ESA GUIDELINES

() 2014 ESC/ESA Guidelines on non-cardiac surgery:
cardiovascular assessment and management

The Joint Task Force on non-cardiac surgery: cardiovascular
assessment and management of the European Society of Cardiology
(ESC) and the European Society of Anaesthesiology (ESA)

In conclusion, the use of low-dose aspirin in patients under

non-cardiac surgery should be based| on an individual decision,

which depends on the perioperative bleeding risk, weighed against

the risk of thrombotic complications.




European Heart Journal Advance Access published August 30, 2013

European Heart journal ESC GUIDELINES
EUROPEAN 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

172,333,
501-503

n 01,50,

504,505

SAPT, usually aspirin, is recommended indefinitely. |

DAPT is indicated after BMS for at least | month.
DAPT is indicated for 6 to |2 months after 2nd generation DES.

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
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. I - a7

In patients who are Intolerant to aspirin, clopldogrel Is Indicated as an altarnative to aspirin. I : 143

DAPT with a combination of aspirin and prasugral or asplrinand ticagrelor 1s recommended {over aspirin and

clopidogrel) In patients treated with PCL I : I 1N
nid an oral ADP racaptor antagonist must be contnued for up to |2 manths aftar STEMI, with 2 I
strict minimurn of
M5-147,
* | manth for patlents recelving BM3 I 183
+ & months for patlents recalving DES b
DAPT should be used up to | year In patlents with STEMI wha did not racelve a stent. lla
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mortality rates of up to 20% were reported in relation to perioperative

stent thrombosis when surgery was performed within weeks following
coronary stenting and DAPT was discontinued.'* Therefore, elective
should be postponed for a minimum of 4 weeks and ideally for

up to 3 months after BMS implantation. Importantly, whenever pos-

sible, aspirin should be continued throughout 5urgery.ug




DAPT Duration and Clinical Outcomes at

3 years Following|Endeavor Stent

1414 event- free pts on DAPT at 6 months

6 months mo1n2ths p

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



PRODIGY Study Flow Chart

Intent-to-stent

1444
Balancing
Bandomizatinn

Xience V®

High Late Loss Moderate Late Loss § Mild Late Loss Nolate Loss
Inhibition ~ Inhibition Inhibition Inhibition

I
Primary Endpoint

Overall Death, MI or CVA

CEC adjudicated

I m 24 mo DAPT m 6 mo DAPT I
12
10.1
4 10.0
8 4
a2
41 .
All comers trial,
incl. STEMI
Hazard Ratio: 0.98 (0.74-1.29)
n 4

0 180 360 240 720

Mo. at Risk *
24-Month Clopidogrel 987 8925 284

PRODGY
6-Month Clopidogrel 983 919 281 :



Bleeding Events and RBC Transfusion

%

N W A~ U1 Y NN

|

- CEC adjudicated
:
£24Mo E 6 Mo

6,5

2,6

1,6

Type 5, 3or2 Type5or3 Type3or2 TIMI Major RBC

’ transfusion ,’
Bleeding Academic Research Consortium
PRODIGY



PTIMIZE

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

15- — 3M DAPT | Stable angina, UA, post MI pts |
-— 12M DAPT
Non-inferiority
10- P-value = 0.002

Log-Rank P=0.84
HR 1.03 (0.77 — 1.38)

6.0
5.8

o
]

Cumulative Incidence
of NACCE (%)

Endeavor tharolimus-Eli:;ing Stent

n 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 I
Time After Initial Procedure (Months)

Month L] 1 | 6 12
Ho. at risk 1563 41520 1504 1468 1384
Mo, events 18 25 11 18 21
M. at risk 1556 1514 1497 1466 1381
Ho. events 16 25 11 16 22

P o, % [ Parinerabis mhd e AT (’
tCt # 25 i Hemventing the Fgbge am
el 2 Every fear

EESEAKLEH FOUNUATHON"




Stent Thrombosis vs. Bleeding

ARC Def./Prob.Stent Thrombosis |

PTIMIZE

Any Bleeding’

10 5 10 -
— M DAPT — M DAPT
— 12ZM DAPT m— 12M DAPT
-— P=064 P=0.18 P=0.78 P=0.07
E' HR 0.81 HR 3.97 (0.44-35.49) HR 0.93 HR 0.43 (0.16-1.11)
g : (0.34-1.96) = (0.56-1.54)
]
=
2.0
0.7 0.3 1.9 1.0
£i£'ﬁ_==| 0.1 ~— 0.4
0 04 T T T
0 3 6 9 12 0 3 6 9 12
Time After Initial Procedure (months) Time After Initial Procedure {months)
Month 0 1 3 [ 12 Month 0 1 3 [ 12
Moatrisk 1563 1555 1540 1506 1505 Moatrisk 1563 1538 1516 1482 1439
Mo events 0 [ 3 4 o Moevents 4 15 10 4 2
Moatrisk 1556 1541 1525 15M 1500 Moatrisk 1556 1528 1501 1472 1387
Moevents 5 3 3 1 [} Mo events 11 8 12 6 :

I8 Pavinsrabsy o

tct )

Every Year

rzinventing IhE Jlure

*Any bleeding according to the combined REPLACE-2 and GUSTO criteria.
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Recommended duration of dual antiplatelet therapy

After percutaneous coronary intervention

o 1 month after BMS implantation in stable angina:”>*"”*

60,94

o 6-12 months after DES implantation in all patients;
o| 1 year in all patients after ACS, irrespective of revascularization

strategy.
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a minimum of 1 (BMS) to 3 (new-generation DES)
months of DAPT might be acceptable, independently of the acute-
ness of coronary disease, in cases when surgery cannot be delayed

foralongerperiod; however,suchsurgical procedures should be per-

formedin haseitals where 24/7 catheterization laboratories are avail-

able, so as to treat patients immediately in case of perioperative

atherothrombotic events.

Independently of the timeframe between

DES implantationand surgery,single anti-platelet therapy (preferably
with aspirin) should be continued.
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Continuation of aspirin, in
patients previously thus treated,
may be considered In the per-
operative period, and should be
based on an Individual decision
that depends on the perl-
operative bleeding risk, welghed
against the risk of thrombotic
complications.

Discontinuation of aspirin
therapy. In patlents previously
treated with It, should ba
considerad In those In whom
haemostasis Is anticipated to be
difficult to control durtng
SUrgery.
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MNMpekpaTtaBaHe npuema Ha Clopidogrel u Ticagrelor 5 gHu,
a Ha Prasugrel 7 gHu npeaun xmpypruyHata MHTepBeHUuUS,
OCBEH aKo MMa BUCOK pUCK OoT Tpombo3a (lla C)

Hama “naeaneH” TecT 3a oueHKa Ha TPOMOOLMTHATA
dyHKUMA, KakTo U “cut-off”’ CTOMHOCT 3a KbpBeHe

NMpu MHOro BUCOK pUCK OT CTeHT-TpoMbo3a: bridging ¢ GP llb/llla
peu. aHTaroHUcT U.B. (No-Kbc nonyxunBoT): Eptifibatide, Tirofiban

Ha ce n3darea bridging c LMWH

Bb3cTtaHoBsABaHe npuema Ha DAPT o 48 u. cnen
UHTepPBEeHLUMUATA, aKO € Bb3MOXHO

Mpu ronamo nepunonepaTUBHO KbpBeHe — TpaHcdy3una Ha PLT
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1. MNpun Bucok puck ot VTE:

- MM c CHA,DS,-VASc 2 4

- MexXaHM4Ha KnanHa npore3a
- KfanHa ouonpoTesa (MMNnaHTUpaHa npes nocnegHute 3 mec.)
- MUTParHa KnanHa peKoHCTpyKuua (npe3 nocneaHuTte 3 mec.)

- enuson Ha VTE npe3 nocneaHuTte 3 mec.

e Heobxoauwm bridging ¢ UFH vnu TepanesTn4yHa gosa (BID s.c.) LMWH

2. VKA ce cnupa 3-5 gHM npegun XmpypruyHata UHTepBeHLU U,
a UFH nnn LMWH ce 3anouBaTt npu INR < 2.0

3. MNocnepHaTta po3a LMWH: He no-kbCHO oT 12 4. npeawu,
a u.B. nHpysusa ¢ UFH go 4 4. npeau nHtepBeHuuaTa

4. 3a 6e3onacHa rpaHuua 3a xupyprua ce npumema INR 1.5
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1. Bb3ctaHoBssBaHe Ha UFH nnun LMWH: noHe 12 4. cnea
UHTepBeHUMATa (cnopea CbCTOAHUETO Ha XxeMmocTa3aTa)

2. NNpnemsuT Ha VKA ce Bb3cTaHoBsiBa 1 - 2 ogHu cnea
UHTepBeHUuATa (cnopea CbLCTOAHUETO Ha XxeMmocTa3aTa)
C npegonepaTuBHUTe noaabpxawm aosm + 50%

(“boosting’”) 3a ABa nocnepgoBaTenH OHN

3. NpunoxeHnneto Ha UFH nnn LMWH npoabnkaBa
A0 nocturaHe Ha TepaneBTUYHU INR HuBa
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Table 6 Pharmacological features of non-vitamin K antagonist oral anticoagulants

Target

Dabigatran

lla (thrombin)

Rivaroxaban

Xa

Apixaban

Xa

Application

Oral

Hours to C™*

1.25-3

14

3-4

[-2

Pro-drug

Yes

No

No

No

Food interactions

No

No

Ne

No

Bioavailability (%)

6.5

80-100

50

62

Drug interactions

Median half-life (hours)

Renal clearance (%)

P gp inhibitors or
inductors

CYP3a4 inhibitors or
inductors
P gp inhibitors or inductors

T-11 (I1=13 in the elderly)

CYP3a4 inhibitors or
inductors
P gp inhibitors or inductors

P gp inhibitors

Dose regimen

b.id. = bisin diem (twice daily); Crax = maximum concentration; CYP3a4 = cytochrome P3a4 enzyme; P gP = platelet glycoprotein; q.d. = quaque die (once daily).
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Hein Heidbuchel', P

WHTepBeHL MU C BUCOK PUCK OT KbpBEHe

* CnuHanHa unu ennaypanHa aHecTe3us,
AWarHoCTUYHa nymbanHa nyHKuus

* [pbOHa xupyprus

* KopemHa xupyprus

* [onama opToneguyHa MHTepPBEHLUMUA

* YepHoapobHa nnm 6 LopeyHa bmuoncua

* TpaHcypeTparnHa peseKkuus Ha npocTaTarta
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Table § Last intake of drug before elective surgical intervention

Dabigatran Apixaban Edoxaban® Rivaroxaban

No important bleeding risk and/or adequate local haemostasis possible:
perform at trough level (i.e. >12 h or 24 h after last intake)

CrCl =80 ml/min

CrCl 50-80 mU/min =36h >72h >24h >48h =24h =48h
CrCl 30-50 mUmin® >48h >%h >24h =48 h =24 h >48 h
CrCl15-30 mUmin® | Notindicated  Not indicated >36h >48 h , . L}% >36h >48 h

CrCl <15 mU/min No official indication for use

Bold values deviate from the common stopping rule of =24 h low risk, =48 h high risk.

*No EMA approval yet. Needs update after finalisation of SmPC.

®Many of these patients may be on the lower dose of dabigatran (i. 110 mg BID) or apixaban (ie. 2.5 mg BID), or have to be on the lower dose of rivaroxaban (15 mg QD).
Low risk = surgery with low risk of bleeding high risk = surgery with high risk of bleeding. See also Table 10.

CrCl, creatinine clearance.
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. He e Heobxoauma “bridging” Tepanusa npwu
nauveHTv Ha nevyeHue ¢ HOAK, Tb1 kato
npeacKkasyeMmoTo HamansBaHe Ha TeXHUS
aHTUKoarynaHTeH epeKT no3BonsBa ACHO
Aa ce onpepenu uHTepBarn OT Bpeme 3a
KpaTKoTpanHo npekpaTtaBaHe Ha HOAK
npeav XMpypruiyHa UHTepBeHUuS ...
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Dabigatran Apixaban Edoxaban® Rivaroxaban

Plasma peak level 2 h after ingestion 1-4 b after 1-2h after ingestion 2—4 h after ingestion
ingestian

Plasma trough level  12-24 h after ingestion 12-24hafter  12-24 h after ingestion’ 16-24 h after ingestion
ingestion

FT Cannot be used Cannot beused  Prolonged but no known relation with - Prolonged: may indicate excess

bleeding risk™? bleeding risk but local calibration

[ etuil L atal

I IME Cannot be used Cannat be used  Cannot be used Cannat be used

At trough: = 2 ULMN Cannot be used  Prolonged but no known relation with  Cannot be used
suggests excess bleeding bleeding risk”
-1
At trough: =200 ng/ml or Cannot be used  Cannot be used'” Cannot be used
=63 & excess bleeding
risk
Anti-Fxa Mot applicable Mo data yet Quantitative; " no data on threshold  Quantitative; no data on threshold
chromaogenic values for bleeding or thrombosis valuas for bleading or thrombaosis
A55AYS
ECT Attrough =3 = ULM excess Mot affected Mot affectad Mot affectad
bleading risk

“No EMA approval yet. Needs update after finalzation of SmPC.~ KOarynaumMoHHM TecToBe 3a OLeHKa Ha pUCKa OT KbpBeHe

Routine monitoring is not required. Assays need @utiows interpretation for clinicl use in spedal droumstances, as discussed in the text
PT, prothrombin time; aPTT, activated partial thromboplastin time; dTT, dilted thrombin time; INR, international normalized ratio; ULM, upper limit of normal
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Mpouenypu c 6bLp3a U NbLIIHA XeMocTasa:

Bb3cTtaHoBaABaHe Ha HOAK 6-8 yaca cnea nHtepBeHUuATa

lonama xupyprusa:
Bb3cTaHOBAABaHeTO Ha npuema Ha nbnHarta go3a HOAK
B nepuoga ot 48-72 4. cnen UHTEPBEHLUUATA MOXe Aa e

CBbP3aHO C PUCK OT KbpBeHe, npeBuLliaBaLy pucka ot CE

Onepauuu, cBbp3aHM C UMOOUNN3aALIUA:

- LMWH 6-8 yaca cnep uHTepBeHUUATa (Creq nbJfiHa XeMmocTasa)

- HOAK 48-72 yaca cnea nHtepBeHUuATa
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1. Ha Th ¢ VKA — Hucka po3sa (2.5 — 5.0 mg) n.B. unum p.o. vit K
EdekT Ha vit K Bbpxy INR — Hayano cnep 6-12 u.
3a yckopsiBaHe Ha echekta — + M3 vnn PCC

2. Ha n.B. nudpysna c UFH — npekpatsaBaHe Ha uH¢py3unaTa
(koarynaumsita ooMukHoBeHO e HopmarHa cneg 4 4.)
AHTNOOT — U.B. NpoTaMuH cyrndar (go3aTta ce nsumcnsaea cnopen
konu4yectBoTo UFH 3a nocnegHute 2 4.): 1-1.5 mg Ha 100 IU UFH

3. Ha Th c LMWH — obpaTMMoCT Ha aHTUKOarynaHTHUA eekT
B nepuopaa ot 8 4. cnep nocriegHaTta Ao3a (KpatbK NONYy>XMUBOT)
3a yckopeH etheKkT — U.B. npoTamMuH cyndaTt, HO aHTK Xa
aKTUBHOCTTA He ce HeyTpanuaupa HanbiHo (max 50%).



AHTUOOT Ha Dabigatran (ldarucizumab)

O Bw3cTaHOBfABaHe Ha Koarynauudarta

— W3paszeHadunHuter Ha cBbp3BaHe (~ 350 NbTH NO-BUCOK B CPaBHEHWE CBC
cetp3eaHeTo Ha Dabigatran c TpomOuH)

— Hama npo- unu antutpomboTUYeH edekT

HanbnHo xymaHu3upaH
— KpaTteknony:xuneoTt

O JlecHO 1 OBLP30 NpUNOXeHUe
— WHTpaBeHO3HO NpunoxkeHue,
He3abaBHO HAYanNoO Ha AeUCTBUETO

O HWUCBLK pPUCK OT HEeXenaHU peakuuu
— Hece cevpaeac Fc peuentopa
— Hama enporeHHW uenu

Idarucizumab B MoMeHTa e B npouec Ha pa3paboTKa W He e paspelleH 3a ynoTpeba B HUTO eflHa CTpaHa.
MudopMmaynara, npegcTaBeHa TYK, € NpefHa3HaueHa CaMo 3a LeNKTe Ha MegUUMHOKoTO obyueHne

Glund 5 et al, AHA 2013; abstr 17765; van Ryn ], AHA 2012; presentation 9928; van Ryn J et al, Circulation 2012;126:A9928
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MNaon
life-th reatening
bleeding

Direct thrombin inhibitors (dabigatran)

Inquire last intake + dosing regimen
Estimate normalization of haemostasis:
MNarmal renal function: 12-24 h
CrCl 50-80 mlimin: 24-36 h
CrCl 30-50 mlimin: 36-48 h

CrZl <30 mlimin: =48 h

Maintain diuresis

Local haemostatic measures

Fluid replacement (coloids if needed)

RBC substtution if necessary

Platelet substitution (in case of thrombocytopenia
<80 = 10°L or thrombopathy)

Fresh frozen plasma as plasma expander
(not as_rewversal apent)

Trane<amic acid can be considered as adjuvans
Desmopressin can be considered in special cases
(coagulopathy or thrombopathy)

FXa inhibitors (apixaban, edoxaban, rivaroxaban)

Inquire st intake + dosing regimen
Mormalization of haemaostasis: 12-24 h

Local haemostatic measures

Fluid replacement (coloids if needed)

RBC substitution if necessary

Platelet substitution (in case of thrombocytopenia
<60 % 10°L ar thrombapathy)

Fresh frozen plasma as plasma expander
(not a5 reversal agent)

Tranexamic acid can be considered as adjuvans

Desmopressin can be considered in special cases
(coagulopathy or thrombopathy)

Consider dialysis (preliminary evidence: -65% after 4 h :|-1:'!
Charcoal haemoperfusion not recommended (no data)

All of the above
Prothrombin complex concentrate (PCC) 25 Uikg
(may be repeated once or twice) (but no clinical evidence)

Life-threatening All of the above
bleeding Prothrombin complex concentrate (PCC) 25 Ulkg
{(may be repeated once or twice) (but no clinical
evidenoe)

Activated PCC 50 |Efkg max 200 |Ekg/day): no strong data
about additional benefit over PCLC. Can be considered
before PCC if availble

Activated factor VI (/F¥lla 90 wphg) no data about
additional benefit + expensive (only animal evidence)

Activated PCC 50 |BEkg masx 200 Ekg/day): mo strong
data about additional benefit over PCC. Can be considered
before PCC if availble

Activated factor VI (rPYlla 90 pghg) no data about
additional benefit + expensive (only animal evidence)

RBC, red blood cells; CrCll, areatinine clearance; PCC, prothrombin complex concentrate.
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UHTepBeHUUN, NPU KOUTO HE € 3aAbINKUTENHO
Aa ce npekpatn OAK

* OcdTanMoONorMyHn MHTEPBEHLUMN:

— KaTtapakTta
— naykoma

* EHpockonua 6e3 xupyprus

* “MNoBbpxHOCTHA” XUpyprusa (Hanp. UHUN3NA Ha
abcuec, Manku oepmMmaTtosiorm4yHm eKCunsum ...)



"Sure, 1t's a great invention, but does it
comply with all government guidelines?"







NMOCIAHUA

. MpoabvmxutenHocTtTa Ha AT cneg NMKU
npu ctabunHa cteHoKapausa ce onpepens
OCHOBHO OT BUJa Ha CTeHTa:

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

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

. Uen Ha npoabmxutenHaTta AT cnen
nnaHoBa [NKM ¢ umnnanTnpaHe Ha DES:
npepoTBpaTABaHe Ha KbCHa CTEHT-TPOMOO3a



MOCIAHUA

3. lpu BCUYKMN NaLUNEeHTH C:
(1) NSTEMI / STEMI + DES / BMS
(2) OKC 6e3 cteHT (lla C)

|
1 rognHa OAT:

4. Llen Ha npoabmxutenHaTta OAT cnepn OKC:

- npodpunakTnka Ha CC cbouTus

- npegoTBpaTaABaHe Ha KbCHAa CTEHT-TPOMOO3a



Table 1: Risk factors for stent thrombosis,

Procedural Lesion related

Stent underexpansion ~ Necrotic cores
Stent malapposition  Bifurcation lesions
Stent length Instent restenosis

Chronic total

Maultiple stents

occlusion
Geographic miss Diffuse disease
Positive remodeling ~ Small vessel disease
Persistent slow flow

Residual stenosis

Dissections

Patient related

Acute MI
Acute coronary sgfndrmne

Diabetes mellitus
Renal fatlure

Low ejection fraction
Younger age

Smoking

Stent related

DAPT related

Antiproliferative agent  Premature discontinuation

Coating technologies

Interruption

Polymer biocompatibility - CYP2C19 polymorphisms

Stout/polymer thickness

Stent structure

Drug dosage

Platelet reactivity

Antiplatelet drug type

Duration of therapy




NO-HOB U MOLLEH TUEHOMUPUOVH:
HamangBa YectoTaTta Ha HedaTtanHute MV
npun PCIl nauneHTw

€ acouMmpaH ¢ > BnaronpusTHO CLOTHOLIEHUE

Ha TIMI cepno3Ho u nonsa/ puck 3a

cdaTanHo |

> TpsabBa pa ce
npunara ¢ BHUMaHue

npu Bb3pacTHU N HUCBK PUCK OT KbpBEHe

naumeHTM (> 75r.) m
Terno < 60 kg (6e3 nHcynTt n XbH)

WivioMcCabe CH, et al. Prasugrel versus clopidogrel in patients with acute coronary syndrome3.7N EnglJ

MAAM F9OAN"T. O 7. O9NAN1 1A 22 CN Doucmessmsasresld



Ticagrelor - paznn4yuuaTt aHTnarperaHT (PLATO)

1. Mo-0bLpP30 HaYano Ha AeucTBMe N No-3HAa4YUMO UHXNOUpaHe
Ha TpombouuTHaTa arperaumua (UTA) cnpamo Clopidogrel

2. OvpekTHO gencteue Bbpxy Thr peuentop P2Y12 (He 4ypes
MeTabonutn) — CBbLP3BA Ce C APYr aKTUBEH LEeHTbP Ha
peuenTtopa, pa3nuyeH ot To3u 3a ADP

3. O6paTnmo cBbLp3BaHe C peuenTopuTe - crieg aucounaumsa Ha
Ticagrelor peuenTopbT OCcTaBa akKTUBEH

4. MNo-6bp30 Bb3cTaHOBsSIBaHe Ha TpoMbouuTHaTa PyHKLMUA:

UTA Ha 3-Tua geH cnepn nocnepgHarta go3a Ticagrelor e
cpaBHuMma c Ta3u Ha Clopidogrel Ha 5-ua geH

5. MNMo-wunpok TepaneBTUYeH ’nposopen’” cnpsamo Clopidogrel



European Heart Journal Advance Access published August 30, 2013

European Heart journal ESC GUIDELINES
EUROPEAN 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. | n LEEE];
DAPT is indicated after BMS for at least | month, | L 50] 502
DAPT is indicated for 6 to |2 months after 2nd generation DES. | B 504,505
DAPT may be used for more than | year in patients at high ischaemic risk (e.g. stent thrombosis, recurrent ACS on b 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.



[lpeaonepaTUBHU XapaKTepPUCTUKHU

XapaKTepUCTukKu Acnupun TELEErE
PAKTEP (N=4998) (N=5012)

Bb3pacT — (cp. roa,.) 68.6 68.6

Mbxe (%) 52.0 53.6

A3BeCTHO CbA0BO 32.7 32.6

3abosisBaHe

[lpegwectsawa NKU 4.7 4.7

* U3knrwoyeHn naumeHTn: BMS <6 cegmuum & DES <1 roguHa
npeau xmpypruara
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