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The Optimal Management of Atrial
Fibrillation and PCI/ACS Differ

combination of aspirin and clopidogrel is not as
effective as warfarin in patients with AF:

AND

aspirin and a thienopyridine is more effective
than warfarin in patients with coronary stents?
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Bewildering Number of Strategies in the
Patient with PCI and Atrial Fibrillation

ASA Dose: None Low High 1+8 =9
ASA Duration (mos): 1 3 6 12 ASA
Thineopyridine: None Clop Ticlid Pras Ticag 1+16 =17
Thienopyridine duration (mos): 1 3 6 12 Thieno
AC: None Warf Dabi Riva Apix Edox 1+10 =11
AC INR/Dose: Low High ACs

Permutations of Single, Dual or Triple Therapy as Early Initial
Therapy (0,1,3,6 mos) following ACS:

Permutations of Single or Dual Therapy Late After Early Therapy
(0,1,3,6 mos) following ACS:

Total Permutations throughout one year:

Slide by C. Michael Gibson, M.S., M.D.

Gibson et al. AHA 2016
Gibson CM, J Am Coll Cardiol 2016



WOEST Trial

573 pts recruited at 15 sites in the Netherlands randomized to Triple vs Clopidogrel and OAC
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Rate of Primary Endpoint Events in RCTs investigating
NOACs vs VKA in Patients With AF undergoing PCI
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B Clopidogrel
I Prasugrel
Ticagrelor 88% 92.6% 92.4%

"‘ tct2019 Cannon et al. N Engl J Med 2017; Gibson et al. N Engl J Med

2016; Lopes et al. N Eng J Med 2019; Vranckx et al. Lancet 2019



Pooled Analysis on ISTH Major or NMCR Bleeding

ISTHEAMAJORED RECLINICALLYERELEVANTENONMAJORBBLEEDING

DAT TAT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
ALGUSTUS 204 2279 AT 2277 26 B% 056 [0.47, 065] =
EMTRUST AF-PCI 128 751 152 755 22.3% 085 [0.68, 1.05] -
PIOMEER AF-PCI 117 &36 178 6487 22.7% 066 [0.%3, 0.8]1] -
RE-CUAL PCI 305 1744 264 981 2B2% 065 [0.56, 0.75] L
Total (95% CI) 5470 4710 100.0% 0.66 [0.56, 0.78] $
Tatal events 7hd a6l
Heterogeneity, Tau® = 0.02; Chi® = 965, df = 3 (P = 0.02); I’ = 639% II:I 01 0’1 ] 1’0 100:

Test for owverall effect; £ = 5.03 (P « Q.00001) Favours DAT Favours TAT

" " Cardiovascular®
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Pooled Analysis on TIMI Major Bleeding

TIMIBMAJORBLEEDING
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 29 2279 S5 2277 35.6% 0.52 [0.24, 0.82] —_—
ENTRUST AF-PCI 15 751 24 F5: 17.%% 063 [0.33, 1.19] —a—
PIOMEER AF-PCI 14 &9 20 637 1% 6% 0.70[0.36, 1.28] —=
EE-CUAL PCI 30 1744 37 981 31.4% .46 [0.28, 0.73] ——
Total (95% CI) 5470 4710 100.0% 0.54 [0.42, 0.71] &
Total events BE 126

i ?_ R o - - T : } i i
Heterogeneity: Tau - Q00 Chic=12% df =3 (F=073);1"=0% o o1 o1 T 5 100
Test for overall effect: £ = 4.50 (F < 0.00001) Favours DAT Favours TAT

" "Ca diovascular®
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Pooled Analysis on ICH

ANTRACRANIALEHAEMORRHAGE

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 10 2279 8 2277 30.6% 1.25 [0.49, 2.18] —l—
EMTRUST AF-PCI 4 751 a4 755 24:2% 0.45 [0.14, 1.44] ——
FIONEER. AF-FCI ER 1 7 B97  20.8% 0.43 [0.11, 1.65] . .
RE-DUAL PCI 4 1744 10 981 24.6% 0.23 [0.07, 0.72] ——
Total (95% CI) 5470 4710 100.0% 0.51 [0.24, 1.11] il
Taotal events 21 34
Heterogeneity, Tau® = ©.29; Chi* = 5.55, df = 3 (P = 0.14); I* = 46% I |

0.01 o1 1 10 100

Test for owverall effect: 2 = 1.69 (P = 0.09) Favours DAT Favours TAT

ANTRACRANIALZHAEMORRHAGE

NOAC_DAT VKA_TAT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ALCUATUS 1 114z 4 1123 9.35% 025 [0.03F, 2.19]
ENMTRELUST AF-PCI 4 751 9 TR OZ25% 0.45 [0.14, 1.44] — T
PIOMEEFR. AF-PiC] 3 ] FoOoRa7  24.6% 043 [0.11, 1.65] —_—
FE-DUAL PCI 4 1744 10 4981 33.5% 023 [0.07, 0.72] ——
Total (95% CI) 4334 31556 100.0% 0.33 [0.17, 0.65] *
Total events 12 20
Heterogeneity Tau® = 0.00 Chi? = 089, df = 3 (P = 0.83); 7 = 0% :O 01 0=1 1:[:' 100=

Test for owverall effect: £ = 2.22 (P = 0.001) Favaurs NOAC DAT“Favuurs VKA TAT

" "Ca diovascular®
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Pooled Analysis on Ischemic Coronary Events

MYOCARDIALANFARCTION

DAT TAT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ANGUETUS 84 2307 BE 2307 46.5% 1.24 [0.90, 1.69] =
EMTEUST AF-PCI 29 751 23 TE5 15 9% 1.27[0.74, 2.17] —T
FlOMEER, AF-PCI 13 6ad 21 5495% 12.3% 091 (045, 1.67] —
RE-DIAL PCI 70 1744 29 981 25.4% 1.26 [0.89, 2.08] T
Total (95% CI) 5496 4738 100.0% 1.22 [0.99, 1.52] l’
Total events 202 141
Heterogeneity, Tau? = 0.00; Chi® = 1,18, df = 3 (P = 0.76); I* = 0% ; } } !
Test for overall effect: 2 = 1.84 (P = 0.07) 0.01 gairuurs DATlFauours Tigtj' 100

BTENTTHROMBOSIS

DAT TAl Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ANGUETUS 21 2307 11 23207  385%% 1.91 [0.592, 3.95] T——
EMTREUST AF-PCI g 751 [P 18.3% 1.24 [0.47, 2.84] — T
FlOMEER. AF-PCI 5 Bead 4 595 11.8% 1.25 [0.24, 4.64] I o —
FEE-DUAL PiCI 22 1744 85 981 3I1.4% 1.55 [0.63, 2.46] -1
Total (95% CI) 5496 4738 100.0% 1.59 [1.01, 2.50] -‘-
Total events 56 29
Heterogeneity, Tau? = 0.00; Chi? = 0.48, df = 3 (P = 0,921, > = 0% IO 51 Oll T 1I0 100:

Test for overall effect: 2 = 2.02 (P = 0.04)

% tct2o19
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Patient Allocation
4614 patients (492 sites, 33 countries)

« ~

ACS Randomization stratified by Elective PCI
61.2% ACS vs. elective PCI 38.8%
(n=2811) (n=1784)
ACS ACS Patients with ACS
: were managed
Medical PCI medically or with
39.0% 61.0% PCI according to
(n=1097) (n=1714) local practice

19 pts with missing information about ACS and PCI

"\ tCt2019 “ Duke Clinical Research Institute




Primary Endpoint: ISTH and CRNM Bleeding

Apixaban vs VKA

ACS Medical
N=1097

ACS PCI
N=1714

Elective PCI
N=1784

P for Interaction (ACS Medical, ACS PCI, Elective PCI) = 0.052

20% 4

s - JR—

Cumulative incidence of event

HR 0.44 (95% CI1 0.28-0.68)

VKA

Apixaban

X L L 120 150
Days since start of intervention

HR 0.68 (95% CI 0.52—-0.89)

VKA

""" Apixaban
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Primary Endpoint: ISTH and CRNM Bleeding
Aspirin vs Placebo

ACS Medical ACS PCI Elective PCI
N=1097 N=1714 N=1784

P for Interaction (ACS Medical, ACS PCI, Elective PCI) = 0.479

§ | HR1.49 (95% Cl 0.98-2.26) HR 2.02 (95% CI 1.53-2.67) HR 1.91 (95% Cl 1.48-2.47)
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Ischemic Outcomes—Aspirin vs Placebo

Aspirin Placebo Hazard Interaction
Outcome n/N (%) n/N (%) Ratio 95% CI P-Value
Death or hospitalization 0.787
ACS and no PCI 123 /547 (22.5%) 108/550 (19.6%) 1.16 0.90, 1.51 i
ACS and PCI 237 /844 (28.1%) 234/870 (26.8%) 1.06 0.88,1.27 o
Elective PCI 239 /902 (26.5%) 226/882 (25.6%) 105 087,1.25 (|
Death or ischemic event 0.710
ACS and no PCI 42 | 547 (7.7%) 42 /550 (7.6%) 101 0866, 1.55 s
ACS and PCI 63 / 844 (7.5%) 721870 (8.3%) 091 065,127 ——i
Elective PCI 44 1 902 (4.9%) 54 /882 (6.1%) 079 053,118 ——
Death 0.847
ACS and no PCI 22 | 547 (4.0%) 22 /550 (4.0%) 1.01 056, 1.82 P
ACS and PCI 25 /844 (3.0%) 27 1870 (3.1%) 096 0.56,1.66 e
Elective PCI 25 /902 (2.8%) 30/ 882 (3.4%) 081 048,138 e
ARC definite or probable stent thrombosis -
ACS and no PCI 0 /547 (0.0%) 2 /550 (0.4%) - -
ACS and PCI 71844 (0.8%) 11 /870 (1.3%) 066 026,170 I - {
Elective PCI 4 /902 (0.4%) 8/882 (0.9%) 049 0.15,1.61 < > {
1 L] 1] T ]
0.25 0.5 1 2 4
Aspirin Aspirin Placebo

% tct2o19
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Ischemic Outcomes—Aspirin vs Placebo (cont.)

Aspirin Placebo Hazard Interaction

Outcome n/N (%) n/N (%) Ratio 95% CI P-Value

Stroke -

ACS and no PCI 5 /547 (0.9%) 8 /550 (1.5%) 063 021,192 < - i

ACS and PCI 10 / 844 (1.2%) 7 1870 (0.8%) 149 057,393 ' - i

Elective PCI 5/902 (0.6%) 4 /882 (0.5%) - -

Hospitalization 0.893

ACS and no PCI 115/547 (21.0%) 102 /550 (18.5%) 1.15 0.88, 1.51 e

ACS and PCI 230 /844 (27.3%) 219/870 (25.2%) 1.10 091,132 e

Elective PCI 235/902(26.1%) 218/882 (24.7%) 107 089, 1.28 )

Myocardial infarction 0.071

ACS and no PCI 21 /547 (3.8%) 14/ 550 (2.5%) 152 077,298 Py

ACS and PCI 32 /844 (3.8%) 42/ 870 (4.8%) 079 050,125 e

Elective PCI 157902 (1.7%) 28882 (3.2%) 052 028,097 L

Urgent revascularization 0.421

ACS and no PCI 6 /547 (1.1%) 9 /550 (1.6%) 067 024,189 < . {

ACS and PCI 17 /1 844 (2.0%) 27 /870 (3.1%) 065 035 1.19 P

Elective PCI 14 /902 (1.6%) 11/882 (1.2%) 124 056,272 } - {

1 ] Ll 1 1

025 05 1 2 4
Aspirin Aspirin Placebo
Better Better
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Event rate

1 — VKA + Aspirin (%)

ACS Medical

ISTH/CRNM Bleeding

Apixaban + Placebo vs. VKA + Aspirin:
10% absolute risk reduction (NNT=10)
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Event rate
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Death/Hospitalization

Apixaban + Placebo vs. VKA + Aspirin:
10% absolute risk reduction (NNT=10)
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Event rate

| — VKA + Placebo (%)

ACS PCI

ISTH/CRNM Bleeding

Apixaban + Placebo vs. VKA + Aspirin:
12% absolute risk reduction (NNT=8)

— VKA + Aspirin (%)

— Apixaban + Aspirin (%) S~
— Apixaban + Placebo (%) e O .
g it &4
| A_’-"_‘ — -3
” — . . o~
,/ e ./—"',’,"' et
’4/:4 £ o - - - =
- i

Time from earliest treatment start date (days)

».

% tct2o19

Event rate

4 -
e R
e it
4 S ——— —
s . -
- 7 g » g
4 -’J »f_r":’ _— e -
r:/;"" -
5 /‘r//?‘r/; ol Spaer
i S — VKA + Aspirin (%)

-~ — VKA + Placebo (%)

Death/Hospitalization

Apixaban + Placebo vs. VKA + Aspirin:
3.5% absolute risk reduction (NNT=29)
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Elective PCI

ISTH/CRNM Bleeding Death/Hospitalization

Apixaban + Placebo vs. VKA + Aspirin: Apixaban + Placebo vs. VKA + Aspirin:
11% absolute risk reduction (NNT=9) 3.9% absolute risk reduction (NNT=26)
— VKA + Aspirin (%) . 1 — VKA + Aspirin (%)
— VKA + Placebo (%) o —— w4 — VKA + Placebo (%) "
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Understanding and Managing the Trade Off
NNT vs NNB across the entire spectrum of ischemic
and bleeding risks

orange: equipoise with -10 +10
light red: slight benefit -10 to -100
light blue: slight harm 10 to 100
dark blue: relevant harm > 100
dark red: relevant benefit <-100

Intermediate
101 5[ER. OER. SEB. OEB. 5. O . 5. O, 50Hb. 06, 5. O . SEB. 0. SE9.0®. 58.0.0
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Conclusions

NOAC should be prioritized over VKA in all patients with AF
undergoing PCIl without contra-indications

The optimal timing for the transition from triple to dual AT (i.e.
dropping ASA) should be probably individualized given the clear
trade-off between bleeding benefit and ischemic risk.

VKA is dead...after the WOEST...PIONEER AF PCI, RE-DUAL....

ASA duration is short in ACS patients. Unknown is duration of
P2Y12 vs switch back to ASA

“ Cardiovascular®
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VKA
Aspirin Dabigatran
Clopidogrel Rivaroxaban
Prasugrel Apixaban
Ticagrelor Edoxaban
N
Stent Thrombosis TIA/Stroke
DAPT > OAC OAC > DAPT
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