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Edoxaban-based versus vitamin K antagonist-based
antithrombotic regimen after successful coronary stenting
in patients with atrial fibrillation (ENTRUST-AF PCl):

a randomised, open-label, phase 3b trial

Pascal Vranckx, Marco Valgimigli, Lars Eckardr, Jan Tijssen, Thorsten Lewal ter, Givseppe Gargivlo, Valerii Batus hkin, Gianluca Campa,
Zoreslova Lysak, lgor Vakalivk, Krzysztof Milewski Petra Laeis, Paul-Egbert Reimitz, Rudiger Smaolnik, Walfgang Ziechut, Andreas Goette

Summary
Background We aimed to assess the safety of edoxaban in combination with P2Y12 inhibition in patients with atrial

fibrillation who had percutaneous coronary intervention (PCI). http://dx.doi.org/10.1016/S0140-6736(19)31872-0

Methods ENTRUST-AF PCl was a randomised, multicentre, open-label, non-inferiority phase 3b rial with masked
outcome evaluation, done at 186 sites in 18 countries. Patients had atrial fibrillation requiring oral anticoagulation,
were aged at least 18 years, and had a successful PCI for stable coronary artery disease or acute coronary syndrome,
Participants were mndomly assigned (1:1) from 4 h to 5 days after PCI using concealed, stmtified, and blocked web-
based central randomisation to either edoxaban (60 mg once daily) plus a P2Y12 inhibitor for 12 months or a vitamin K
antagonist (VKA) in combination with a P2Y12 inhibitor and aspirin (100 mg once daily, for 1-12 months). The
edoxaban dose was reduced to 30 mg per day if one or more factors (creatinine clearance 15-50 mL/min, bodyweight
=60 kg, or concomitant use of specified potent P-glycoprotein inhibitors) were present. The primary endpoint was a
composite of major or clinically relevant non-major (CRN M) bleeding within 12 months. The primary analysis was
done in the intention-to-treat population and safety was assessed in all patients who received at least one dose of their
assigned study drug. This tral is registered with ClinicalTrials gov, NCT02866175, is closed to new participants, and
follow-up is completed.

Findings From Feb 24, 2017, through May 7, 2018, 1506 patients were enrolled and randomly assigned to the edoxaban

regimen (n=751) or VKA regimen (n=755). Median time from PCI to randomisation was 45-1 h (IQR 22-2-76- 2).

Major or CRNM bleeding events occumed in 128 (17%) of 751 patients (annualised event mate 20.7%) with the

edoxaban regimen and 152 (20%) of 755 patients (annualised event rate 25-6%) patients with the VKA regimen; IKE
hazard ratio 0-83 (95% Cl 0-65-1-05; p=0-0010 for non-inferiority, margin hazard ratio 1-20; p=0.1154 for M
superiority).



IV
ENTRUST-AFPCI Study Design

PROBE design: Prospective, Randomized, Open label, Blinded endpoint Evaluation in 1500 AF patients with ACS or stable CAD

Edoxaban 60 mg/day*

R
Inclusion Criteria: A o I
« OAC indication for JRECICIEN P2Y,, inhibitor** =
AF for at least 12 5 days D (without aspirin) :
months
after »l 12
Successful PCI < h): ath o ] 12m
with stent M o .
Ak removal Vitamin K Antagonist***
at least 25% ACS) 4 o
E P2Y,, inhibitor :
aspirin 1 - 12 months**** !
*Edoxaban dose reduction to 30 **Clopidogrel 75mg once-daily *** VKA, target INR 2-3 Prim ary
mg OD or if documented need prasugrel
*if CrCL<50 ml/min 5 or 10mg once-daily or ****aspirin 100mg OD for 1-12 months guided by clinical outcome:
*BW<60 kg ticagrelor 90mg twice-daily . presentation (ACS or stable CAD), CHA,DS-VASc, and ISTH majgr or
scertain P-gp inhibitors Predeclared at randomization HAS_BLED clinica ”y
g relevant non-

ESC Congress World Congress
Paris 2019  of Cardiology major bleeding



ENTRUST-A PCI

Consort Diagram

1506 randomised

h

751 to edoxaban regimen (ITT)

w

186 centres
18 countries

w

755 to VKA regimen (ITT)

746 received study medication
(On-treatment)
147 received the reduced dose

w

L J

740 received study medication
(On-treatment)

616 completed regular
treatment period as planned

130 did not complete regular
treatment period as planned

w
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580 completed regular
treatment period as planned

160 did not complete regular
treatment period as planned




ENTRUST-

-,  Baseline Demographics

Edoxaban regimen VKA regimen
(N=751) (N=755)
| Age (years), median (Q1; Q3) 69 (63; 77) 70 (64; 77)
Sex, female 154 (25.8) 192 (25.4)
Weight (kg), median (Q1; Q3) B0 (71;93) 83 (72; 94)
Type of AF, n (%)
Paroxysmal 402 (53.5) 358 (47.5)
Persistent 140 (18.6) 146 (19.4)
Long-standing persistent or permanent 209 (27.8) 250 (33.2)
CHA,DS -VASc score, median (Q1; Q3) 4.0 (3; 5) 4.0(3;5)
HAS-BLED score, median (Q1; Q3) 3.0(2; 3) 3.0(2; 3)

CrCL (mL/min), median (Q1; Q3)

71.8 (53.7,91.1)

71.7 (54.0, 90.9)

Clinical presentation, n (%)

ACS 388 (51.7) 389 (51.5)
Stable CAD 363 (48.3) 366 (48.5)
OAC prior to index PCI, n (%) 408 (68.0) 413 (65.1)

Time (hours) between end of PCl and
randomisation, median (Q1; Q3)

45.1(22.3; 75.6)

448 (22.1; 76.5)

Type of P2Y,, antagonist, n (%)

Clopidogrel

696 (92.8)

695 (92.1)

Prasugrel or Ticagrelor

54 (7.2)

60 (7.9)
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ENTRUST-A . PCI

Primary Study Endpoint
ITT Analysis (N=1506), overall study period

Edoxaban VKA Hazard Ratio
regimen regimen (2-sided 95% CI) P-value
Primary outcome of major or CRNM bleeding (ISTH
Intent-to-treat analysis:
Number of patients 751 755
Number of patients with event 128 152
(%) (17) (20)
Annualised event rate Non-inferiority:
(% per year) 20.7 25.6 0.83 P=0.0010
(0.65; 1.05) Superiority:

P=0.1154

Hi hical lure (confi istics):
STEP 1: 1.047 < 1.20 ¥ The edoxaban regimen is non-inferior to the VKA regimen

STEP 2: 1.047 > 1.00 =¥ superiority of edoxaban regimen could not be demonstrated
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ENTRUST-A.PCI

Primary Study Endpoint

ITT Analysis (N=1506), overall study period
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0257 i __Edoxaban regimen
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Main Efficacy Endpoint

ENTRUST-A I PCI | ,
ITT Analysis (N=1506), overall study period

Edoxaban VKA Hazard Ratio
regimen regimen (2-sided 95% Cl)

Main efficacy outcome (composite of CV death, stroke, SEE, Ml or definite stent thrombosis)

Intent-to-treat analysis:

Number of patients 751 755

Number of patients with event 49 46

(%) (7) (6)

Annualised event rate

(% per year) 7.3 6.9 1.06

(0.71; 1.69)

ESC Congress World Congress
Paris 2019 of Cardiology




Meta-analyza studii s NOAC




Krvaceni na DAT/TAT

A ISTH MAJOR OR CLINICALLY RELEVANT NONMAJOR BLEEDING
DAT TAT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ALUGUSTUS 204 2279 367 2277 26.8% 0.56 [0.47, 0.65] -
ENTRUST AF-PCI 128 751 152 755 223% 0.85 [0.68, 1.05]
PIONEER AF-PCI 117 696 178 697 22.7% 0.66 [0.53, 0.81) -
RE-DUAL PCI 305 1744 264 981 282% 0.65 [0.56, 0.75]
Total (95% CD) 5470 4710 100.0% 0.66 [0.56, 0.78]
Total events 754 961

Heterogeneity Tau? = 0.02; Chi’ = 9.65, df = 3 (P = 0.02); I’ = 69%

1 4

001 0.1 1 10

& N

Test for overall effect: Z = 5.03 (P < 0.00001) Favours DAT Favours TAT 100

B ISTH MAJOR BLEEDING
DAT TAT Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

AUGUSTUS 65 2279 108 2277 29.6% 0.60 [0.44, 0.81] -

ENTRUST AF-PCI 45 751 48 755 21.2% 0.94 [0.64, 1.40] ——

PIONEER AF-PCI 27 696 48 697 17.0% 0.56 [0.36, 0.89] —

RE-DUAL PCI 92 1744 90 981 322% 0.57[0.43, 0.76] -

Total (95% Ch) 5470 4710 100.0% 0.64 [0.52, 0.80] @

Total events 229 294

Heterogeneity. Tau 0.02, Chi 473, df = 3 (P = 0.19), | 37% b o1 oh ] o 100

Test for overall effect. Z = 3.94 (P < 0.0001)

Gargiulo G, et al. Eur Heart J 2019 (in press)

Favours DAT Favours TAT
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Umrtnost na DAT/TAT

ALL-CAUSE DEATH

Risk Ratio

Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

A
DAT TAT

Study or Subgroup Events Total Events
AUCUSTUS 79 2307 72
ENTRUST AF-PCI 46 751 37
PIONEER AF-PCI 16 694 13
RE-DUAL PCI 85 1744 48
Total (95% CI) 5496

Total events 226 170

Heterogeneity Tau® = 0.00; Chi’ = 0.77, df = 3 (P = 0.86); I = 0%

2307 38.9%

755 21.6%
695 7.3%
981 32.2%
4738 100.0%

1.10[0.80, 1.50]
1.25 [0.82, 1.90]
1.23 [0.60, 2.54)
1.00[0.71, 1.41)

1.10 [0.91, 1.34)

b

-

0.01 0.1 1 10

Test for overall effect: Z = 0. 98 (P = 0.32) Favours DAT Favours TAT 100
B CARDIOVASCULAR DEATH
DAT TAT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AUCUSTUS 58 2307 53 2307 44.:2% 1.09[0.76, 1.58] -
ENTRUST AF-PCI 17 751 16 755 12.1% 1.07 [0.54, 2.10] S —
PIONEER AF-PCI 15 694 11 695 10.1% 1.37[0.63, 2.95] Sy p—
RE-DUAL PCI 58 1744 31 981 325% 105 [0.69, 1.62]
Total (95% CD 5496 4738 100.0% 1.10 [0.86, 1.41)
Total events 148 111
Heterogeneity Tau® = 0.00; Chi? = 0.35, df = 3 (P = 0.95); I? = 0% =0 o1 0#1 { 1¢0 1001‘

Test for overall effect: Z = 0.77 (P = 0.44)

Gargiulo G, et al. Eur Heart J 2019 (in press)

Favours DAT Favours TAT
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Ischemickeé udalosti na DAT/TAT

B MYOCARDIAL INFARCTION
DAT TAT Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

ALGUSTUS 84 2307 68 2307 465% 124090, 169) -

ENTRUST AF-PCI 29 751 23 755 15.9% 1271074, 2.17) -t

PIONEER AF-PCI 19 694 21 695 123% 0.91(0.49, 167) ——

RE-DUAL PCI 70 1744 29 981 25.4% 1.36 [0.89, 2.08) -

Total (95% CH 5496 4738 100.0% 1.22 [0.99, 1.52)

Total events 202 141 r

Heterogeneity Tau® = 0.00, Chi' = 1,18, df = 3 (P = 0.76);, I' = 0% b + 4 {

Test for overall effect. Z = 184 (P = 0.07) 0.01 ?a»llours DAT 1Favours Tll\(l)’ 100
c STENT THROMBOSIS

DAT TAT Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

AJGUSTUS 21 2307 11 2307 38.5% 1.91[0.92, 3.95) -

ENTRUST AF-PCI 8 751 6 755 183% 1.34(0.47, 3.84) ——

PIONEER AF-PCI S 694 4 695 118% 1.25 (0.34, 4. 64) ———

RE-DUAL PCI 22 1744 8 981 314% 1.55 [0.69, 3 46) oy

Total (95% Ch 5496 4738 100.0% 1.59 [1.01, 2.50] <>

Total events 56 29

Heterogeneity. Tau® = 0.00; Chi' = 0,48, df = 3 (P = 0.92), I* = 0% =001 0¢1 l 140 100

Test for overall effect. Z = 2.02 (P = 0.04)

Gargiulo G, et al. Eur Heart J 2019 (in press)

Favours DAT Favours TAT
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Zavery ENTRUST AF PCI

* U pacientu s FS, ktefi prodélali uspésnou PCI, neni
antikoagulacni leCba s plnou davkou edoxabanu s inhibitorem
P2Y12 horsi nez trojkombinace VKA+ASA+P2Y12 z hlediska
vyskytu vetsiho nebo klinicky relevantniho mensiho krvaceni

« Tato dvojkombinace edoxaban-P2Y12 inhibitor nevedla k
vySSimu vyskytu slozeného endpointu (Umrti z KV pricin, CMP,
IM, systémova embolizace nebo trombdza stentu)

* Pozn: vsechny studie s NOAC a PCI ukazuji numericky
zvysSeny pocet IM a trombdzy stentu pri Casném vylouCeni ASA

INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY L
KLINIKA KARDIOLOGIE n II]§F
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Strategie k omezeni krvacivych komplikaci

« Posouzeni rizika ischemicke a krvaciveé prihody se zamerenim na
modifikovatelné faktory

* Trojkombinace co nejkratsi dobu, vzdy zvazit dualni IéCbu (OAC a
clopidogrel)

« Zvazit NOAC proti VKA

U VKA zvazit nizsi hranice INR a maximalizaci Casu v terapeutickém
rozmezi (nad 65 %)

» Clopidogrel je P2Y12 inhibitor [eéCbou volby

« Aspirin v malé davce (do 100 mg dennég)

« Rutinni pouziti PPI

Neumann FJ, et al. Eur Heart J (2019) 40, 87-16 KLINIKA KARDIOLOGIE n HﬁF



DAT vs TAT

Outcome Pooled Risk Ratio, M-H Random, 95% CI
ISTH major or CRNM bleeding 0.66 [0.56-0.78] i
ISTH major bleeding 0.64 [0.52-0.80] -
CRNM bleeding 0.68 [0.56-0.82] B

Intracranial haemorrhage 0.51[0.24-1.11] —fff——t—
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Primary bleeding trial-defined 0.66 [0.56-0.78) - z -
o =4
TIMI major bleeding 0.54 [0.42-0.71) E = 5 @ :
-4 .C
TIMI major or minor bleeding 0.62 [0.45-0.85] —_ g b4 o
K3 "
Allcause death 1.10(0.91-1.34] zH -
=3 K-
zH ¢
Cardiovascular death 1.10(0.86-1.41] - s
Lagl
o
MACE triak-defined 1.08 (0.95-1.23] < B
=
Stroke 1.00 [0.69-1.45] &
~
Myocardial infarction 1.22[0.99-1.52] — i — ot
Stent thrombosis 1.59(1.01-2.50] 7 &
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[ ] TIMI major bleeding (8] TIMI major and minor bleeding

Favors | Favaors
Monreference | Favors Monreference | Favors
Odds ratio (95% Cl) Strategy | Reference DOdds ratio (95% CI) Strategy | Reference
VKA = DAPT (reference) ' VKA « DAPT (reference)
VKA =+ P2Y 15 inhibitor 0.58(0.31-1.08) —'—- WHA + P2Y 13 inhibitor (.49 (0.26-0.92) ——
NOAL = DAPT 0.70(0.38-1.23) e WOAL = DAFT 0.63(0.33-1.17) ———
NOAC # P2Y 17 inhibitor 049 (0.30-0.82) — NOAC # P2Y 1z inhibitor  0.43 (0.25-0.76) ——
0 1 2 3 0 1 2 3
Odds Ratio for TIMI Major Bleeding Odds Ratio for TIMI Major
Meta-analyza 4 studii and Minor Bleeding
Trial-defined primary safety outcome IE Intracranial hemorrhage
Favors Favors
Monreference | Favars MNonreference | Favors
Odds ratio (95% Cl) Strategy | Reference Odds ratio (95% CI) Strategy | Reference
VEA = DAPT (reference) ; VA « DAPT (reference)
WA = P2Y 1z inhibitor 0.45(0.21-0.92) —— WHA + P2Y1z inhibitor 1.44(0.40-5.22) *
NOAC « DAPT 0.64(0.31-1.31) —_—— WOAC = DAPT 0.54(0.15-1.92)
WOAC « P2Y 5 inhibitor  0.47 (0.25-0.85) — WOAC # P2Y¥; inhibitor 0. 26 (0.08-0.79) e
0 1 2 3 0 1 2 3
(dds Ratio for Trial-Defined Odds Ratio for
Primary Safety Outcome Intracranial Hemaorrhage
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