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Trvala antikoagulac¢ni Ié€ba a PCI : 2018

Vime, ze:
1. Po PCI je potreba antikoagulacni i protidestiCkova leCba

v v

Nevime, zda:

1. Kyselina acetylsalicylova je nutnou soucCasti kombinace

2. Nové inhibitory P2Y12 jsou bezpecné v kombinaci s (N)OAC
3. ,Dual therapy” je stejne ucinna jako ,triple therapy”
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6-8% PCI ma indikaci k trvalé antikoagulacni terapii
fibrilace sini
mechanicka chlopenni nahrada
Zilni tromboembolicka nemoc

Inhibitor P2Y 12 (clopidogrel) je nezbytny pro prevenci trombozy stentu
. OAC je nezbytny pro prevenci embolizacni prihody (CMP)

. Kyselina acetylsalicylova je nezbytna béhem PCI (umrti, IM)

. Pridani (N)OAC k DAPT zvysSuje riziko vazného krvaceni 3x
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Modifiable bleeding risk factors

Hypertension (especially when systolic blood pressure is >160 mmHg)*<

Labile INR or time in therapeutic range <60%"in patients on vitamin
K antagonists

The HAS-BLED bleeding risk score

Medication predisposing to bleeding, such as antiplatelet drugs and
non-steroidal anti-inflammatory drugs**

Excess alcohol (>8 drinks/week)**
Potentially modifiable bleeding risk factors

Anaemia®“?

Clinical characteristic* Points awarded

Hypertension
Abnormal renal and liver function (1 point each) 1or2

Impaired renal function*<¢

Impaired liver function*®
Elderly (e.g. age > 65 years)

Reduced platelet count or function®
Drugs or alcohol (1 point each) 1.6r:2 P

Non-modifiable bleeding risk factors
Age® (>65 years)* (275 years)><

History of major bleeding*"<

Stroke R EAT
L (ol viaa e ([ el
A

1
1
Bleeding 1
1
1

Previous stroke™”
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PRECISE-DAPT AN

Tabulka 3 - Rizikové skére validovana pro rozhodovani o délce trvani dudinf protidestickové Iécby

Doba uplatnénf V dobé korondrnfho stentingu 0 12 mésicich DAPT bez komplikacf

Hodnocené strategie Kratkodoba DAPT (3-6 mésicti) Standardnf DAPT (12 mesic(i)
délky trvani DAPT oproti standardni/dlouhodobé DAPT oproti

" 6069 | 7079 | >80 |
-I_--\

(12-24 mésich)
Vypodet skére?

WBC
vék
crCl

Predchozl Ne
krvaceni |

Body skére [rirrrrrrer

dlouhodobé DAPT (30 mésic()

Vék

275

65az< 75

<65
Kourenf cigaret
Diabetes mellitus
IM vstupné
Pfedchoz( PCl nebo predchoz( IM
Stent uvolriujici paclitaxel
Prdmér stentu < 3 mm

| CHF nebo EFLK < 30 %

Stent z Zilnftho $tépu

B -

+2

Absent
+3

Rozmezi skére 0 az 100 bod -2 a2 10 bod(

Navrhovana hranicni Skore > 25 — kratkodoba DAPT Skore > 2 — dlouhodobd DAPT
hodnota pro rozhodovani | Skére < 25 — standardni/dlouhodobd DAPT

Skére < 2 — standardnf DAPT

Absent
+2
. -\
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Table 4 Strategies to avoid bleeding complications in
patients treated with oral anticoagulant

* Assess ischaemic and bleeding risks using validated risk predictors 1 . M O d ifi kovat OVI iv N ite | N é

(e.g. CHA,DS;-VASc, ABC, HAS-BLED) with a focus on modifiable

(o factors rizikové faktory krvaceni

+ Keep triple therapy duration as short as possible; dual therapy after
PCI (oral anticoagulant and clopidogrel) to be considered instead of
triple therapy.

* Consider the use of NOAC: instead of VKA.

+ Consider a target INR in the lower part of the recommended target

2. ,Triple therapy” co nejkratsi
P Gl e 3. Preferovat NOAC
range and maximize time in therapeutic range (i.e. > 65-70%) when
VKA is used. , . .
* Consider the lower NOAC regimen tested in approval studies and 4 . OAC n a d OI n I h ra n ICI
5
6

apply other NOAC regimens based on drug-specific criteria for
drug accumulation.®

. Preferovat clopidogrel
. Vzdy PPI

* Clopidogrel is the P2Y; inhibitor of choice.
* Use low-dose (= 100 mg daily) aspirin.

* Routine use of PPls.

European Heart Journal (2017) 0, 148

doi:10.1093/eurheartj/ehx419



Délka trojite IéCby (,triple therapy, TT")

Delsi Kratsi nebo DT

Table 5 High-risk features of stent-driven recurrent Table 6 Unfavourable patient profile for a combina-
ischaemic events tion of oral anticoagulant and antiplatelet therapy

* Prior stent thrombosis on adequate antiplatelet therapy Short life expectancy

. . * Ongoing malignanc
» Stenting of the last remaining patent coronary artery going Malgnancy

) ; , . ; ) * Poor expected adherence
* Diffuse multivessel disease especially in diabetic patients
— . - — — * Poor mental status

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

* End stage renal failure
* At least three stents implanted

+ Advanced age
* At least three lesions treated : - : : :

* Prior major bleeding/prior haemorrhagic stroke
* Bifurcation with two stents implanted _

P + Chronic alcohol abuse

* Total stent length >60 mm A .
* Anaemia

* Treatment of a chronic total occlusion * Clinically significant bleeding on dual antithrombotic therapy

European Heart Journal (2017) 0, 148
doi:10.1093/eurheartj/ehx419
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Concerns about

ischaemic risk’ Concerns about bleeding risk® prevailing
prevailing

Time from n

treatment o

initiation
Al AlCE
I mo. Triple Therapy | mo. Triple Therapy
Class lla B Class lla B

N

Alc

OAC alone

Class lla B

EI = Aspirin @ = Clopidogrel E = Oral anticoagulation

European Heart Journal (2017) 0, 148
doi:10.1093/eurheartj/ehx419




WOEST: dual therapy vs triple therapy

Inclusion criteria: Exclusion criteria:

1/ Indication for OAC for at least 1 1/ History of intracranial bleeding
year 2/ Cardiogenic shock during

hospitalisation
3/ Peptic ulcer in the previous 6 months

2/ One coronary lesion eligible for
PCI

3/ Age over 18 4/ TIMI major bleeding in the previous

year
— OAC

— Clopidogrel

5/ Contra-indication for aspirin or
clopidogrel

6/ Thrombocytopenia (platelet count — Aspirin

less than 50,000 per ml)

7/ Pregnancy —— | , | S — |
8/ Age >80 0 30 60 90 120 180 365 0 30 60 90 120 180

sTQNTONIV Days Days

Lancet. 2013 Mar 30,381(9872):1107-13.
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n at risk:

WOEST: dual therapy vs triple therapy

— Triple therapy group
— Double therapy group

Cumulative incidence

p<0.001

HR=0.36 95%CI[0.26-0.50]

284 210 194 186 181 n at risk:
279 253 244 241 241 sTQNTONIUS

Lancet. 2013 Mar 30,381(9872):1107-13.

| = Triple therapy group
— Double therapy group

p=0.025

HR=0.60 95%CI[0.38-0.94]

284 272 270 266 261
279 276 273 270 266

sTQNToNIUS




WOEST: dual therapy vs triple therapy

Inclusion criteria: Exclusion criteria:

1/ Indication for OAC for at least 1 1/ History of intracranial bleeding

year 2/ Cardiogenic shock during Dual therapy with clopidogrel 75 mg/day

2/ One coronary lesion eligible for hospitalisation and OAC should be considered as an alter-

PCl 3/ Peptic ulcer in the previous 6 months . . . .
. _ o - native to 1-month triple antithrombotic
3/ Age over 18 4/ TIMI major bleeding in the previous
fa year therapy in patients in whom the bleeding
193

5/ Contra-indication for aspirin or risk outweighs the ischaemic risk. 1?1

clopidogrel

6/ Thrombocytopenia (platelet count
less than 50,000 per ml)
7/ Pregnancy
8/ Age >80
stTantonius

European Heart Journal (2017) 0, 1-48

S72)1107-15.
AL doi:10.1093/eurheartj/ehx419




Vstupni indikace:
PCI pri fibrilace sini

VylucCujici kriterium:
e anamnéza CMP/TIA
e krvaceni GIT
* anémie
* CrCl <30 mL/min

Randomizace 3 dny po PCI*

PIONEER AF

*CrCl 30-49 mi/min: 10 mg OD; *first dose 72-96 hours after she

*plati pro studijni skupinu 1, # prevazné clopidogrel —93 % pacient

Rivaroxaban 15 mg OD* plus P2Y 12 inhibitor*

"y

Rivaroxaban 2.5 mg BIDT
plus DAPTS

Rivaroxaban 15 mg OD~*

\,Uf'IKA |INR :O_Qo J'T
plus DAPT?

Konec lééby
(12 mésicu)

sheath removal; *clopidogrel (75 mg daily) (93 % of patients)
it 15 SASA (75-100 mg daily) plus clopidogrel (756 mg daily)

y dile] Shit




A Primary Safety End Point
100

Cumulative Incidence of Clinically
Significant Bleeding (

No. at Risk

Group 1 696
Group 2 706
Group 3

Hazard ratio for group 1 vs. group 3,
(95% Cl, 0.47-0.76)
1

Hazard ratio for group 2 vs. group 3,

80)

628 606 585
600 579
355 521

PIONEER AF

B Secondary Efficacy End Point

Group 3

Group 2

Group 1

Cardiovascular Event (%)
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No. at Risk
Group 1
Group 2
Group 3

100

694

Hazard ratio for group 1 vs. group 3,
1.08 (95% CI, 0.69-1.68)
P=0.75

Hazard ratio for group 2 vs. group 3,
0.93 (95% Cl, 0.59-1.48)
P=0.76

648 633 621
662 640 628
635 607 579

Group 3

AN

Group 1

Group 2




PIONEER AF

Participants assigned to DAPT for 1 mo — no.

Major adverse cardiovascular event . . 1.17 (0.36-3.84)
Death from cardiovascular causes . . 0.96 (0.13-6.80)
Myocardial infarction . . 2.93 (0.30-28.16)
Stroke . . 0.65 (0.11-3.91)

Stent thrombosis . . 1.97 (0.18-21.74)

(

Major adverse cardiovascular event or . . 1.17 (0.36-3.84)
stent thrombosis

Participants assigned to DAPT for 6 mo — no.

Major adverse cardiovascular event . . 1.72 (0.76-3.88)
Death from cardiovascular causes . . 1.45 (0.41-5.12)
Myocardial infarction
Stroke

Stent thrombosis . . 3.91 (0.44-35.02) 0.19

Major adverse cardiovascular event or . 1.72 (0.76-3.40)  0.19
stent thrombosis

Participants assigned to DAPT for 12 mo — no.

Major adverse cardiovascular event ' . 0.57 (0.29-1.11
0.33-3.55
0.18-1.10
0.08-2.51

Death from cardiovascular causes . . 1.08

Myocardial infarction . . 0.44

(
(
(
(

)
)
)
Stroke . . 0.46 )

Stent thrombosis

Major adverse cardiovascular event or 14 (4.5) . 0.57 (0.29-1.11)
stent thrombosis




RE-DUAL

Vstupni indikace :
PCI pri fibrilaci sini (ACS/stable)

Dabigatran 150 mg BID + P2Y¥12 inhibitor’

Patients
with AI_: Dabigatran 110 mg BID + P2Y12 inhibitor’
undergoing
v s . . PCI with
VylucCujici kriteria : stenting
7 Warfarin (INR 2.0-3.0) + P2Y12 inhibitor + ASA*
anamnéza CMP/TIA (1m)
, , Randomization 6-month minimum treatment duration with visits
krva cenli G IT ( 1 m ) <120 hr every 3 months for the first year, then visits
post-PCI* and telephone contact alternating every
4 . 3 months and a 1-month posttreatment visit
anemie
. M3 Follow-up
CrCl <30 mL/min Dabigaian  Datigaan
or R o
dual-therapy P2Y12 inhibitor
ASA
. o Warfarin
Randomizace :5 dnu PO PCI Warfarin P2Y12 inhibitor

triple-therapy {(BMS)
(DES
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A Primary End Point in Dual-Therapy Group (110 mg) vs. Triple-Therapy Group B Primary End Point in Dual-Therapy Group (150 mg) vs. Triple-Therapy Group

1004 Hazard ratio, 0.52 (95% Cl, 0.42—0.63) 1009 | 127ard ratio, 0.72 (95% Cl, 0.58-0.88)
90-] P<0.001 for noninferiority 909 p<0.001 for noninferiority
80 80

70 70

60 60
50 50

40 Triple therapy 40 Corresponding triple therapy
30 30
20 20

of Event (%)

Cumulative Incidence
Cumulative Incidence

10 10

0
180 270 360 450 270 360 450 540 630

Days to First Event Days to First Event

No. at Risk No. at Risk
Dual therapy 931 298 834 671 538 384 Dual therapy 763 694 640 514 404 278 182 113 65

(110 mg) (150 mg)

Triple therapy 981 800 719 580 453 302 Corresponding 764 630 562 446 349 222 152 88 47
triple therapy

N Engl | Med 2017; 377:1513
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Table 2. Safety End Points.*

Dual Therapy Dual Therapy  Corresponding
with Dabigatran, Triple Therapy with Dabigatran, Triple Therapy
110 mg with Warfarin Hazard Ratio 150 mg with Warfarin Hazard Ratio
End Point (N =981) (N =981) (95% Cl) P Valuej (N=763) (N =764) (95% Cl) P Valuey

no. (%) no. (%)

Primary end point: ISTH major or clin- 151 (15.4) 264 (26.9) 0.52 (0.42-0.63) <0.001 154 (20.2) 196 (25.7) 0.72 (0.58-0.88) 0.002
ically relevant nonmajor bleeding (<0.001 for (<0.001 for
noninferiority) noninferiority)

ISTH major bleeding 49 (5.0) 90 (9.2) 0.52 (0.37-0.74) <0.001 43 (5.6) 64 (8.4) 0.64 (0.43-0.94 0.02

Total bleeding 266 (27.1) 421 (42.9) 0.54 (0.46-0.63) <0.001 254 (33.3) 316 (41.4) 0.72 (0.61-0.84 <0.001

Intracranial hemorrhage 3(0.3) 10 (1.0) 0.30 (0.08-1.07) 0.06 1(0.1) 8 (1.0) 0.12 (0.02-0.98 0.047

TIMI major bleeding 14 (1.4) 37 (3.8) 0.37 (0.20-0.68) 0.002 16 (2.1) 30 (3.9) 0.51 (0.28-0.93 0.03
)

‘ TIMI major or minor bleeding 29 (3.0) 69 (7.0) 0.41 (0.26-0.63) 27 (3.5 48 (6.3) 0.53 (0.33-0.85

Dabigatran 110 Warfarin Dabigatran 150 Warfarin
Dual-therapy Triple-therapy Dual-therapy Triple-therapy
Characteristic (n=981) (n=981) (n=763) (n=764)§

e AR
n (%)*

CHA,DS,-VASC score, n
(%) N Engl ] Med 2017; 377:1513-1524
<2 230 (23.4) 193 (19.7) 247 (32.4) 184 (24.1)
>2 751 (76.6) 788 (80.3) 516 (67.6) 580 (75.9)
HAS-BLED
score, n (%)
<3 326 (33.2) 288 (29.4) 309 (40.5) 257 (33.6)
23 655 (66.8) 693 (70.6) 454 (59.5) 507 (66.4)
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A. Dabigatran 110 Dual-therapy versus Warfarin Triple-therapy

357 Treatment
C Secondary Efficacy End Point in Dual-Therapy Groups (Combined) 30 Dabigatran 110 dual-therapy
vs. Triple-Therapy Group

354 Hazard ratio, 1.04 (95% Cl, 0.84-1.29)
304 P=0.005 for noninferiority

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

25+ Dual therapy (combined)

20+ \_

15+

Cumulative Incidence
of Event (%)

Triple therapy

I I I I I I
90 180 270 360 450 540 630

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

| T T | | | 1
180 270 360 450 540 630 720

Q
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Treatment

-——- Dabigatran 150 dual-therapy

T T | | | 1 i .
270 360 450 540 630 720 Warfarin triple-therapy
Days to First Event HR, 0.89; 95% ClI, 0.67 to 1.19; P=0.44

No. at Risk
Dual therapy 1744 1660 1561 1257 1003 720

(combined)
Triple therapy 981 921 854 700 548 383

Cumulative Incidence
of Event (%)

T | T T
N Engl | Med 2017; 377:1513- 180 270 360 450 540 630

Time to First Event (Days)




Table 3. Efficacy End Points.*

End Point

Composite efficacy end point:
thromboembolic events,
death, or unplanned revas-

cularization

Thromboembalic events or

death
Death
Myocardial infarction

Stroke

Definite stent thrombosis

RE-DUAL

Dual Therapy with Dabigatran (Combined) vs.

Triple Therapy with Warfarin

Combined
Dual- Triple-
Therapy  Therapy Hazard
Groups Group Ratio P
(N=1744) (N=981) (95% Cl) Valuet

no. (%)

239 (13.7) 131 (13.4) 1.04 0.74
(0.84-1.29)

168 (9.6) 83 (8.5) 117 0.25
(0.90-1.53)

{0.005 for
noninferiority)

(0.11 for
noninferiority)

Dual Therapy with Dabigatran (110 mg) vs.
Triple Therapy with Warfarin

110-mg
Dual- Triple-
Therapy  Therapy
Group Group
(N=981) (N=981)

no. (%)

149 (15.2) 131 (13.4)

108 (11.0) 83 (8.5)

55 (5.6) 48 (4.9)
29 (3.0)
13 (1.3)

8 (0.8)

Hazard
Ratio P
(95% Cl)  Valuet

1.13
(0.90-1.43)

1.30
(0.98-1.73)

1.12
(0.76-1.65)

1.51
(0.94-2.41)

1.30
(0.63-2.67)

1.86
(0.79-4.40)

N Engl | Med 2017; 377:1513-1524

Dual Therapy with Dabigatran (150 mg) vs.
Triple Therapy with Warfarin

150-mg
Dual- Corresponding
Therapy  Triple-Therapy Hazard
Group Group Ratio P
(N=763) (N =764) (95% Cl)  Valuet

no. (%)

90 (11.8) 98 (12.8) 0.89

(0.67-1.19)

60 (7.9) 0.97
(0.68-1.39)

35 (4.6) 0.83
(0.51-1,34)

22 (2.9) 1.16
(0.66-2.04)

8 (1.0) 1.09
(0.42-2.83)

7 (0.9) 0.99
(0.35-2.81)
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= Previous Article Volume 378, No. 9809, 27, 17 Dacember 2011
Correspondence

A new victory for Greek philosophy

Nicolas Danchin= -:, Etienne Puymirat, Tabassome Simaon

# Plum¥ Metrics (D

We found 149 trials that met our selection criteria (webappendix), 19 of which showed a significant
reduction in total mortality: ARISTOTLE, PLATO, ADVANCE-BP, CARE-HF, COMET, COMMIT-clopidogrel,
COPERNICUS, CREATE-ECLA-Reviparin, EMPHASIS, EPHESUS, GISSI-HF-PUFA, HOPE-ramipril, HPS-
simvastatin, JUPITER, MADIT-2, OASIS-6, RAFT, SCD-Heft-ICD, and TAPAS. Overall, 100% of Groek
philosopher trials showed a significant reduction in all-cause mortality, compared with 17 (12%) of

147 trials with any other kind of acronym (p=0-016, Fisher's exact test).
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AUGUSTUS ENTRUST-AF

. . . - . Am HeartJ. 2 2b; 196:105-112. doi: 10.1018/j.ahj.2017_10.009. Epub 2017 Oct 23.
Apixaban Versus Warfarin in Patients with AF and — | | S
i Evaluation of the safety and efficacy of an edoxaban-based antithrombotic regimen in patients
ACS andlor PCl The AUGUSTUS Tr|a| with atrial fibrillation following successful percutaneous coronary intervention (PCI) with stent
placement: Rationale and design of the ENTRUST-AF PCI trial.
Inclusion Randomize Exclusion Vrancky P, Ley WP, Tisee °ES, Eckardt L3 \
AF (prior, persistent/permanent, paroxysmal) n =4,600 patients Contraindication to DAPT
Physician decision that oral anticoagulation is i Other reason for warfarin
indicated (mechanical valve, mod/sev MS)
ACS and/or PCI with planned P2Y12 inhibitor
for at least 6 months

Apixaban Warfarin b - Interventional (Clinical Trial)
P2Y12 inhibitor for all \ nrollment € - 1500 participants

patients x 6 months
Alloc

Aspirin for all on the day of ACS )
ASA Placebo and/or PCI until randomization ASA Placeho Intervention Mod

Aspirin versus placebo after
randomization

Treatment
Primary outcome: major/clinically relevant non-major bleeding (through 6 months)
Secondary objective: Death, M, stroke, stent thrombosis, urgent revascularization, hospitalization

Evaluation of the Safety and Efficacy of an Edoxaban

Placement

Actual | t @ June 4, 2015

February 24, 2017
Estimated P Warch 2019

March 2019
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Vime, ze:
1. Po PCI je potreba antikoagulacni i protidestiCkova leCba

v v s

Nevime, zda:

1. Kyselina acetylsalicylova je nutnou soucasti kombinace (AUGUSTUS)
2. Nové inhibitory P2Y12 jsou bezpecné v kombinaci s (N)OAC

3. ,Dual therapy” je stejne ucinna jako ,triple therapy® (metaanalyza?)
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Concerns about

ischaemic risk’ Concerns about bleeding risk® prevailing
prevailing

Time from ‘_l—\_, _,—l_

treatment

initiation EE

o NG o

I mo. Triple Therapy I mo. Triple Therapy
 mo.

OAC alone
Class lla B

@ = Aspirin @ = Clopidogrel E = Oral anticoagulation

European Heart Journal (2017) 0, 148
doi:10.1093/eurheartj/ehx419
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