NOVINKY Z ACC
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PO PCI

PCI u pacientii na antikoagulac¢ni 16Cbé —
prakticky navod
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HBR Patients -
Population at Risk
with Prolonged
DAPT

PCI a vysoké riziko krvaceni

High Bleeding Risk (HBR)
Normal Bleeding Risk (NBR)

» Age > 75 yrs!?

* History of bleeding/stroke®®

* Anemia (severe)’

* Chronic Kidney Disease (CKD)*
* Cancer’

* Other (DAPT intolerance, poor
adherence, Dengue fever)

DAPT = dual antiplatelet therapy

Oral Anticoagulation (OAC) after PCI®
* Planned major surgery <12 months*®

O

20%

®
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Kdy dochazi ke krvacivym komphkamm.
INncidence, Predictors, and Impact 0@*
of Post-Discharge Bleeding After =

Percutaneocous Coronary Intervention

Philippe Généreux, MD.*+i Gennaro Giustino, MD.5 Bernhard Witzenbichler, MD. || Giora Weis=z, NID.*“+9

Thomas D. Stuckey, MD . # Michael J. Rinaldi, MD.** Franz-Josef Neumann, MD.+{ D. Christopher Metzger, MDD, i1
Timothy D. Henry, MD,55|| || David A. Cox, MD, 99 Peter L. Duffy, MD, MMM, ## Ernest Maz=aferri, MD,***
Mayank Yadaw. MD.* Dominic P. Francese, MPH.* Tullio Palmerini. MD.{{{ Ajay J. Kirtane, MD. SIVL.*{

Claire Litherland, MS,.* Roxana Mehran, MD,*5 Gregg W. Stone, MID*{

FIGURE 1 Bleeding Rates After Perautaneous Coronary
Intervention
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Cumulative rates of first post-discharge bleeding event increased
over time in all patients; a similar pattern was seen when patients

were stratified according to requirement for blood transfusion. AD APT— D ES Tr|a|
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FIGURE 2 Site of Post-Discharge Bleeding
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Table5 High-risk features of stent-driven recurrent

ischaemic events

Among 444 patients with bleeding and specified source, gastrointestinal bleeding was the
most predominant cause of post-discharge bleeding. CNS = central nervous system.

* Prior stent thrombosis on adequate antiplatelet therapy

* Stenting of the last remaining patent coronary artery

* Diffuse multivessel disease especially in diabetic patients

* Chronic kidney disease (i.e. creatinine clearance <60 mL/min)

* At least three stents implanted

* At least three lesions treated

* Bifurcation with two stents implanted

* Total stent length >60 mm

* Treatment of a chronic total occlusion

@ESC 2017
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European Society
of Cardiology

4% e

Risk scores validated for dual antiplatelet
therapy duration decision-making
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L m e use

At t e tim e of coron ary s ten tg

DAPT duration
strategies assessed

Short DAPT (3-6 months) vs.
Standard/long DAPT (12-24 months)

Standard DAPT (12 months)vs.
Long DAPT (30 months)

Score calculation

HB 2211511 105 <10
WBC <5 8 10121416 18 220

Il I I 1 I Il
Age <50 60 70 80 =290
CrCl 2100 80 60 40 20 0

| B ===l =l
Prior No | Yes
Bleeding '
Score 0246 81012141618 202224262830
Points | RS P e I 3 S R R R I R I 1 5 L

Age

275 -2 pt

65 to <75 -1 pt

<65 0pt
Cigarette smoking +1 pt
Diabetes mellitus +1 pt
M1 at presentation +1 pt
Prior PA or prior Ml +1 pt
Paclitaxel-eluting stent +1 pt
Stentdiameter <3 mm +1 pt
CHF or LVEF <30% +2 pt
Vein graft stent +2 pt

Score range

0 to 100 points

-2 to 10 points

Decision making
cut-off suggested

Score 225 = Short DAPT
Score <25 = Standard/long DAPT

Score 22 = Long DAPT
Score <2 = Standard DAPT

Calculator

www.precisedaptscore.com

www.daptstudy.org

www.escardio.org/guidelines

2017 ESC Focused Updata on DAPT in Coronary Artary Disease, davalopad in collaboration with EACTS

{European Heart Journal 2017 - d0i:10.1093 faurheartjfahx419)
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CHADS2 - VASc Score
Congestive Heart Failure
Hypertension (>140/90 mmHg)
Age > /5
Diabetes Mellitus
Prior TIA or stroke
Vascular disease (M, aortic plaque etc)
Age 65-/4
Sc | Sex category (Female = 1 pt)
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\?J?\ E 28%e  Riziko krvacivych komplikaci ’“‘*
u pacientii s FIS

HAS-BLED

S
<
73 TAS N\Eo

H Hypertension 1
A Abnormal Liver or Renal Function 1or2
S Stroke 1
B Bleeding 1
L Labile INR 1
E Elderly (age > 65) 1
D Drugs or Alcohol 1or2

Maximum Score 9



Measures to minimize bleeding while @ESC
on dual antiplatelet therapy i

of Cardiology

Recommendations

Radial over femoral access is recommended for coronary
angiography and PCl if performed by an expert radial
operator.

In patients treated with DAPT, a daily aspirin dose of
75-100 mg is recommended.

A PPl in combination with DAPTJis recommended.

Routine platelet function testing to adjust antiplatelet therapy |
before or after elective stenting is not recommended.

www.escardio.org/guidelines 2017 ESC Focused Updata on DAPT in Coronary Artary Disease, davalopad in collaboration with EACTS 13
{European Heart Journal 2017 - d0i:10.1093 faurheartj/ehx419)
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revaskularizace myokardu 20187
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Completeness of revascularization
prioritized, when considering CABG
vs PCI

NOAC preferred over VKA in patients
with non-valvular AF requiring
anticoaqulation and antiplatelet
treatment

No-touch vein technique, if open vein
harvesting for CABG

Annual operator volume for left main
PCl of at least 25 cases per year

Pre- and post-hydration with isotonic
saline in patients with moderate or
severe CKD if the expected contrast

volume is >100 mL
Class lla
Class Il

Class |

Class IIb

PCl as alternative to CABG
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Patients with an indication for oral anticoaqulation’
undergoing PCI?

Time from
Fr?qtment
initiation 0
1 month Triple Therapy 1 month Triple Therapy Dual Therapy
Class lla B Class lla B up to 12 months
Tmonth ... ocooooos Class lla A
3 months ceecfcmmmana- 0 0 0
Triple Therapy Dual Therapy
up to 6 months up to 12 months
Class llaB Class lla A
6 months ccoofacaaaaa-
Dual Therapy up to 12 months
Classlla A
12 months sesafseaammans
Beyond
12 months OAC monotherapy
ClassllaB
A

= Aspirin . = Clopidogrel E = Oral anticoagulation

©ESC 2018
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Studie RE-DUAL

C Secondary Efficacy End Point in Dual-Therapy Groups (Combined)

vs. Triple-Therapy Group

57 Hazard ratio, 1.04 (95% C1, 0.84-129)
304 P=0.005 for noninferiority
25 Dual therapy (combined)
100‘ 20_ \-
90 Yl
g | B el
S 704 10d Triple therapy
‘o R
Ee: 60_ 5_ =
‘§§ 50+ 0 -
S 40 T | T | T \ | 1
s% 0 90 180 270 360 450 540 630 720
20 30-
3 0 P
10
0 | | | 1 | | | |
0 90 180 270 360 450 540 630 720
Days to First Event
No. at Risk
Dual therapy 1744 1660 1561 1257 1003 720 481 295 161
(combined)

Triple therapy 981 921

84 700 548 383 259 16l 81

N Engl | Med 2017; 377:1513-1524

A. Dabigatran 110 Dual-therapy versus Warfarin Triple-therapy

35 4
30
25
20 1
151
10 +

Cumulative Incidence
of Event (%)

0

Treatment
- Dabigatran 110 dual-therapy

— Warfarin triple-therapy
HR, 1.13; 95% Cl, 0.90 to 1.43; P=0.30

54
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B. Dabigatran 150 Dual-therapy versus Warfarin Triple-therapy

LS N e ]
= on

Cumulative Incidence
of Event (%)
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1 Treatment
4 -—=- Dabigatran 150 dual-therapy

—— Warfarin triple-therapy*

HR, 0.89: 95% Cl, 0.67 to 1.19; P=0.44
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Studie AUGUSTUS

Krvaceni a Umrti/hospitalizace
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A Primary Outcome — Apixaban vs. Vitamin K Antagonist A Death or Hospitalization — Apixaban vs. Vitamin K Antagonist
— 1004 209 Hazard ratio for apixaban vs. vitamin K — 100+
X 904 antagonist, 0.69 (95% Cl, 0.58-0.81) Vitamin K antagonist & 90
- 15- P<0.001 (noninferiority) T Hazard ratio for apixaban vs. vitamin K
5 s0] P<0.001 (superiority) 2 antagonist, 0.83 (95% Cl, 0.74-0.93)
w704 W 704 P=0.002
] 10 Apixaban s
§ 60 pixaba g 60
3 504 5 Event rate per 100 patient-yr: 3 S04 Event rate per 100 patient-yr:
T Vitamin K antagonist, 35.8 S J Vitamin K antagonist, 69.2
S 40 Pstre 5 £ 40 Apixaban, 57.2
E 304 o4 : : = ’ pixaban, 24. ® 304 Vitamin K antagonist pIauan, /s
2 30 60 90 120 150 k]
< 204 < 204 Apixaban
E 104 E 104
T T T T T 1 T T T T T 1
0 30 60 90 120 150 180 0 30 60 90 120 150 180
Days since Start of Intervention Days since Randomization
No. at Risk No. at Risk
Vitamin K antagonist 2259 1984 1861 1795 1736 1686 1079 Vitamin K antagonist 2308 2035 1885 1805 1732 1673 1001
Apixaban 2290 2110 2019 1957 1902 1858 1037 Apixaban 2306 2090 1965 1881 1821 1772 947
B Primary Outcome — Aspirin vs. Placebo B Death or Hospitalization — Aspirin vs. Placebo
20 g -
— 100+ Hazard ratio for aspirin vs. placebo, . — 100+
I 1.89 (95% Cl, 1.59-2.24) Aspiiin & o
= 154 P<0.001 2 Hazard ratio for aspirin vs. placebo,
g 80 g 804 1.08 (95% Cl, 0.96-1.21)
w w
£ 20 10 s 707
- @ -
§ o0 Placebo e €9
3 504 5 Event rate per 100 patient-yr: 3 504 Event rate per 100 patient-yr:
T 404 Aspirin, 40.5 2 404 Aspirin, 65.7
= Placebo, 21.0 = B Placebo, 60.6
2 309 0 T T T T T 2 304 Aspirin
k- u 30 60 90 120 150 k-] d
E 104 E 104
o 04—= G ol
T T T T T 1 T T T T T 1
0 30 60 90 120 150 180 0 30 60 90 120 150 180
Days since Start of Intervention Days since Randomization
No. at Risk No. at Risk
Aspirin 2277 2003 1863 1789 1717 1674 962 Aspirin 2307 2042 1909 1822 1752 1699 951
Placebo 2279 2095 2006 1941 1880 1824 1079 Placebo 2307 2083 1941 1864 1801 1746 997
C Primary O According to Inter bi C Death or Hospitalization, According to Intervention Combination
— 1004 3 1004
ES 90 < 904
€ &
g 80 Event rate per 100 patient-yr: g 804 Event rate per 100 patient-yr:
& 704 — Vitamin K antagonist o =g — Vitamin K antagonist
'?) and aspirin, 49.1 g and aspirin, 69.5
g 60 — Apixaban and aspirin, 33.6 g 601 — Apixaban and aspirin, 62.0
504 ~ Vitamin K antagonist E 50+ ~ Vitamin K antagonist
g 404 and placebo, 26.7 T 404 and placebo, 68.9
= Apixaban and placebo, 16.8 = Apixaban and placebo, 52.7
g 304 T T T 2 304
3 s
3 2l 30 60 90 120 150 £ 20 - ~ =
3 2 -
£ 10 //’— 5 9 /’—
o — o :
T T T T T 1 T T T T T 1
0 30 60 90 120 150 180 0 30 60 90 120 150 180
Days since Start of Intervention Days since Randomization
No. at Risk No. at Risk
Vitamin K antagonist 1123 962 881 838 800 776 467 Vitamin K antagonist 1154 1016 939 899 864 836 492
and aspirin and aspirin
Apixaban and aspirin 1145 1036 975 937 903 880 485 Apixaban and aspirin 1153 1026 970 923 888 863 459
Vitamin K antagonist 1126 1007 947 917 883 851 528 Vitamin K antagonist 1154 1019 946 906 868 837 509
and placebo and placebo
Apixaban and placebo 1143 1075 1044 1007 975 947 536 Apixaban and placebo 1153 1064 995 958 933 909 488

RD Lopes et al. N Engl J Med 2019;380:1509-1524.
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e (ANnticoagulants for Reduction in Stroke: Observational Pooled "~

Analysis on Health Outcomes and Experience of Patients)
US retrospektivni observacni studie s ,,matched* populacis FIS

« 285.292 pacientu - 6 skupin: 57 929 apixaban-warfarin, 26 838 dabigatran-
warfarin, 83 007 rivaroxaban-warfarin, 27 096 apixaban-dabigatran, 62 619
apixaban-rivaroxaban, and 27 538 dabigatran-rivaroxaban

 Riziko CMP/SE oproti warfarinu: apixaban (hazard ratio [HR],
0.61; 95% ClI, 0.54-0.69), dabigatran (HR, 0.80; 95% CI, 0.68-
0.94), and rivaroxaban (HR, 0.75; 95% ClI, 0.69-0.82)

» Velké krvaceni oproti warfarinu: apixaban (HR, 0.58; 95% Cl,
0.54-0.62) a dabigatran (HR, 0.73; 95% CI, 0.66-0.81),
rivaroxaban (HR, 1.07; 95% Cl,1.02-1.13)

Lip G. Stroke. 2018;49:2933-2944
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DES se zkracenou dobou DAPT



LEADERS FREE Trial Design

Prospektivni, dvojité slepa randomizovana studie (1:1)
2466 pacientl s vysokym rizikem krvaceni a PCI
(High bleeding risk — HBR)

BioFreedom™

DAPT vzdy pouze 1 mesic, poté dlouhodoba SAPT

* Primarni bezpeénostni ukazatel:
Kombinovany — kardialni umrti, IM, trombdza stentu
(potvrzena/pravdépodobna) béhem 1 roku

* Primarni ukazatel ucinnosti:
Klinicky vynucena TLR behem 1 roku (superiorita)

otcto1s LEADERSEqeE



Primarni ukazatel ucinnosti:
Klinicky vynucena TLR béhem 1 roku
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0 90 180 270 390 Days
Number at Risk
DCS 1221 1167 1130 1098 1053
1211 1131 1072 1034 984

390 days chosen for assessing primary EP to capture potential evens driven by the 360 day FU contact

otcto1s LEADERSEqeE




Primarni bezpecnostni ukazatel.:
Kombinovany — kardialni umrti, IM, tromboza stentu
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0 90 180 270 390 Days

Number at Risk

DCS 1221 1146 1105 1081 1045
1211 1115 1066 1037 1000

390 days chosen for assessing primary EP to capture potential events driven by the 360 day FU contact

otcto1s LEADERSEqeE




Studie MASTER-DAPT - design

Patient selection 4300 patients from >100 international sites

M « Site
SRE‘T *  History of MI
« OAC
- 1 month 5 Primary
mandatory DAPT* ® endpoints
€
S -« NACE
&% -  MACCE
- MCB
Eligibility after index
procedure
*  High bleeding risk
* All lesions treated
with Ultimaster Eligibility at 30 days randomisation visit
* Nofurther PCI « High bleeding risk at baseline or actionable non-access
planned site-related bleeding episode post-PCI

*  Free from MI, symptomatic restenosis, stroke, and any
revascularisation
*  No active bleeding within 7 days before randomisation
« Patient stable on DAPT for at least 7 days before
randomisation
*DAPT duration is counted from the day of the last implanted stent; staging has to be pre-specified at the time of screening and cannot be planned later than
2 months after index PCI. tPatients receiving OAC can stop DAPT 2 months after confirmed randomisation.
ASA, acetylsalicylic acid; DAPT, dual antiplatelet therapy; MACCE, major adverse cardiac and cerebral events; MCB, major or clinically relevant non-major bleeding;
MI, myocardial infarction; NACE, net adverse clinical endpoints; OAC, oral anticoagulant therapy; PCI, percutaneous coronary intervention; SAPT, single antiplatelet therapy.

Terumo. Ultimaster Drug Eluting Stent Instructions for Use, version 0.1-2018; MASTER DAPT trial. Available at https://clinicaltrials.gov/ct2/show/NCT03023020?term=master+dapt&rank=1
(accessed April 2018).



() £ st Pacient na (N)OAC k/s PCI

%4 J BRNO
Zakladni otazky
1. Zakladni klinické scénare pri prijeti pacienta
1. AKS s klinickou nutnosti katetrizace ithned — do 24hod
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2. AKS s klinickou moznosti odlozeni katetrizace o >24hod

3. Stabilni ICHS
2. Typ antikokagulace
1. Warfarin (ponechani, INR 2-3 p7i radialnim pristupu)

2. NOAK - apixaban, dabigatran, edoxaban, rivaroxaban
(vysazeni NOAK minim. 24-48hod)

3. Hospitalizace + propusténi
1. NOAK preferencné (antidotum?)
2. Dualni vs triple terapie

4. Pri prijeti a v prubéhu hospitalizace

1. Baseline stanoveni rizika ischemie/krvaceni + opakovan¢ v
pripad¢ zavazné zmény (krvaceni, relM, trombo6za)



, X: [ e STRATEGIE 93*“
" k prevenci krvaceni/ishemie u pacientu s PCI na OAK

« Zhodnotit (piehodnotit) ischemické a krvacivé riziko pomoci ovérenych
skorovacich systémti (tzn. CHA,DS,-VASc, HAS-BLED) a PRECISE-
DAPT a hodnoceni v ¢ase (obecné doporuceni monoth (N)OAK po 12
m¢s.) a compliance pacienta véetné komorbidit.

« Ponechat triple terapii minimalné po dobu nezbytné nutnou 5-7 dnt;
dualni terapie po PCl — (N)OAK a clopidogrel by méla byt zvaZena misto
triple terapie.

 Je tfeba zvazit pouziti NOAK misto warfarinu (davka NOAK ke snizeni
rizika CMP/SE, v piipadé warfarinu INR 2-2,5).



ﬁ») STRATEGIE
k prevenm krvaceni/ishemie u pacientu s PCI na OAK
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» Clopidogrel je P2Y ,, inhibitor volby.
* PouZivat nizkou (100 mg denn¢) davku ASA.

* Rutinné PPI po dobu kombinované 1&¢by, pii PCI radialni pristup,
funkéni revaskularizace (snizeni poctu stentii), DES se zkracenou dobou
DAPT.

« SPOLUPRACE osettujicich 1ékatt s nezastupitelnou roli invazivniho
kardiologa, optimalizace individualizované 1écby.
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