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Recommendations for Duration of DAPT in Patients With ACS Treated With PCI

RECOMMENDATIONS

In patients with ACS (NSTE-ACS or STEMI) treated with DAPT after BMS or DES implantation, P2Y;; inhibitor therapy
(clopidogrel, prasugrel, or ticagrelor) should be given for at least 12 months (16,50-55,72,96-98).

In patients treated with DAPT, a daily aspirin dose of 81 mg (range, 75 mg to 100 mg) is recommended
(56-60,75-78).

In patients with ACS (NSTE-ACS or STEMI) treated with DAPT after coronary stent implantation, it is reasonable to
use ticagrelor in preference to clopidogrel for maintenance P2Y;, inhibitor therapy (53,72).

In patients with ACS (NSTE-ACS or STEMI) treated with DAPT after coronary stent implantation who are not at high
risk for bleeding complications and who do not have a history of stroke or TIA, it is reasonable to choose prasugrel
over clopidogrel for maintenance P2Y,, inhibitor therapy (54,55).

In patients with ACS (NSTE-ACS or STEMI) treated with coronary stent implantation who have tolerated DAPT
without a bleeding complication and who are not at high bleeding risk (e.g., prior bleeding on DAPT, coagulopathy,
oral anticoagulant use), continuation of DAPT (clopidogrel, prasugrel, or ticagrelor) for longer than 12 months may
be reasonable (16,22-26,28,30,40,41,43,53,54,72).

1lb C-LD

In patients with ACS treated with DAPT after DES implantation who develop a high risk of bleeding (e.g., treatment
with oral anticoagulant therapy), are at high risk of severe bleeding complication (e.g., major intracranial surgery),
or develop significant overt bleeding, discontinuation of P2Y,, inhibitor therapy after 6 months may be reasonable
(17-21,34,36,37). i

Prasugrel should not be administered to patients with a prior history of stroke or TIA (54).
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TAELE 2 Independent Predictors of PDB Within 2 Years

Variable* HR (95% CI) p Value

Age (per yr increase) 1.02 (1.01-1.03) <0.0001
Warfarin, at discharge 2.31 (1.78-2.99) <0.0001
Peripheral artery disease 1.57 (1.25-1.98) 0.0001
Calcified lesion 1.25 (1.05-1.50) 0.01
Bifurcation lesion 1.32 (1.06-1.64) 0.01
Platelet reactivity units 1.01 (1.01-1.02) 0.002

(per 10-unit decrease)
Baseline hemoglobin 1.28 (1.22-1.37) <0.0001

(per g/dl decrease)

*The candidate covariates considered for inclusion in the model were: in-hospital
bleeding, age, male sex, diabetes, hypertension, hyperlipidemia, congestive heart
failure, peripheral arterial disease, creatinine clearance, pervious percutaneous
coronary intervention, ST-segment elevation MI, baseline hemoglobin, warfarin at
discharge, triple vessel disease, left main disease, coronary calcification, bifurca-
tion, chronic total occlusion, number of vessels treated, number of lesion treated,
stents implanted, mechanical closure device used, P2Y,, reactivity units, and
aspirin reactivity units.

(1 - confidence interval; HR — hazard ratio; Ml — myocardial infarction; PDB —
post-discharge bleeding.

JAm Coll Cardiol 2015, 66.: 1036-45
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CENTRAL ILLUSTRATION: PRECISE-DAPT Score and Complex Percutaneous

Coronary Intervention

Risk Difference For

Long vs. Short DAPT

PRECISE-DAPT <25
(Non-High Bleeding Risk)

+012% p = 0.53
+0.28% p = 0.57

+2.61% p = 0.003

PRECISE-DAPT 225 +3.04% p = 0.30
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.E (Non-High Bleeding Risk) -3.86% p = 0.05

)
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Costa, F. et al. J Am Coll Cardiol. 2019;73(7):741-54.

0.19

0.97

0.14

0.83

X Complex PCI
- 3 stent implanted
- =3 lesions treated
- 3 coronary vessels treated
- bifurcation with 2 stents implantation
- total stent length >60mm, and/or
- treatment of a CTO

=HBREH |
complex PCIZ &V %
HBR»Z2Z&E7 %




ACS - Complex PCI¢ % short DAPTAYAE]gE  ACS 58 %

A ) B
5 P2Y,, monotherapy vs. DAPT in complex PGI: HR 0.92 (95% CI 0.38-2.21) 5- P2Y,, monotherapy vs. DAPT in complex PCL: HR 0.58 (95% C10.19-1.77)
P2Y,, monatherapy vs. DAPT in non-complex PCI: HR 1.27 (95% Cl 0.76-2.14) P2Y,, monatherapy vs. DAPT in non-complex PCl: HR 0.57 (95% Cl 0.34-0.96) 20 -
Interaction P = 0.483 oy Interaction P = 0.904
J - £ g
e
J'J cl
< 3 — D ]
< I g3 15 1
o (&) —_
2 ol < 5 R
= il — @
£ —| e
1- 8 1 | 2104
==} <
3
- 4 =
0 I I ! T n 1 I 1 ! n-
0 120 240 360 0 120 240 360
Days after initial procedure Days after initial procedure B
Number at risk Number at risk
Complex PCI/P2Y,, monotherapy Complex PCI/P2Y,, monotherapy
260 249 245 201 260 248 243 199
238 232 226 178 238 232 226 176 0 a
Non-complex PCI/P2Y,, monotherapy Non-complex PCI/P2Y,, monotherapy . , . .
1235 " 1194 1164 995 1235 h 1190 1163 993 3vessel = 3stents = 3 lesions Bifurcation with Total stent
Non-complex PCI/DAPT Non-complex PCI/DAPT ; - =
1260 1237 1215 1036 1260 1223 1189 1015 treated |mplanted treated > 2 stents |3|'Igth > 60 mm

Figure 3. Cumulative incidence of events at 1 year after randomization according to randomization group (dual
antiplatelet therapy [DAPT] vs. P2Y,, monotherapy) in subjects with and without complex percutaneous coronary . .
interventions (PCl); A. Major adverse cardiovascular and cerebrovascular events (MACCE); B. Bleeding Academic Intervention components.
Research Consortium (BARC) types 2-5; Cl — confidence interval; HR — hazard ratio.
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Figure 1. Prevalence of complex percutaneous coronary
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TABLE 1 Baseline Characteristics

XIENCE 90

XIENCE 28

3-Month DAPT
(n = 1,693)

12-Month DAPT
(n = 1,280)

1-Month DAPT
(n =1,392)

6-Month DAPT
(n =141)

HBR criteria
Age =75y
Chronic anticoagulant therapy
Anemia*
History of stroke
Renal insufficiencyt
Thrombocytopenia#
History of major bleeding
Number of HBR criteria

Clinical characteristics
Age,y
Female
Race
American Indian or Alaskan Native
Asian

1,125/1,693 (66.5)
705/1,693 (41.6)
254/1,693 (15.0)
181/1,693 (10.7)

1311,693 (7.7)

48/1,693 (2.8)

49/1,693 (2.9)
1.5+07

75.25 +9.29
596/1,693 (35.2)

11/1,683 (0.6)
37/1,693 (2.2)

I
Black or African American
Native Hawaiian or Pacific Islander
White
Hispanic or Latino ethnicity

Hypertension

Dyslipidemia

Diabetes mellitus

Chronic kidney diseases

Prior PCI

Prior CABG

Prior MI

Multivessel disease

Clinical presentation

Chronic coronary syndrome

<yndrome

96/1,693 (5.7)
5/1,693 (0.3)
1,496/1,693 (88.4)
45/1,689 (2.7)
1,516/1,693 (89.5)
1,401/1,693 (82.8)
663/1,692 (39.2)
677/1,682 (40.2)
520/1,693 (30.7)
205/1,693 (12.1)
264/1,669 (15.8)
779/1,693 (46.0)

1,105/1,693 (65.3)
588/]1 593 (

NSTEMI
Unstable angina
PARIS bleeding risk score
Mean + SD
Median (IQR)
PRECISE-DAPT bleeding risk score
Mean + SD
Median (IQR)

120/1,693 (7.1)
486/1,693 (28.7)

6.0 +23
6.0 (4.0-8.0)

26.1£115
25.0 (19.0-32.0)

708/1,280 (55.3)
160/1,280 (12.5)
209/1,280 (16.3)
155/1,280 (12.1)
383,280 (29.9)
20/1,280 (1.6)
341,280 (2.7)
13+ 0.6

72.70 + 10.26
524/1,280 (40.9)

9/1,280 (0.7)
17/1,280 (1.3)
110/1,280 (8.6)
4/1,280 (0.3)
1,101/1,280 (86.0)
41/1,280 (3.2)
1,167/1,272 (91.7)
1,140/1,257 (S0.7)
546/1,273 (42.9)
532/1,202 (44.3)
477/1,230 (38.8)
174/1,230 (14.1)
353/1,174 (30.1)
4731,280 (37.0)

790/1,195 (66.1)

113/1,089 (10.4)
257/1,190 (21.6)

52x22
5.0 (3.0-6.0)

254 +£10.9
26.0 (18.0-32.0)

950/1,392 (68.2)
617/1,392 (44.3)
201/1,392 (14.4)
145/1,392 (10.4)
116/1,392 (8.3)
55/1,392 (4.0)
46/1,392 (3.3)
1.5+07

75.97 + 8.37
453/1,392 (32.5)

2/1,392 (0.1)
126/1,392 (9.1)
36/1,392 (2.6)
0/1,392 (0.0)

807/1,392 (58.0)
138/1,392 (9.9)
1,179/1,392 (84.7)
939/1,392 (67.5)
512/1,382 (37.0)
631/1,330 (47.4)
390/1,392 (28.0)
112/1,392 (8.0)
2271,382 (16.4)
573/1,393 (41.2)

917/1,392 (65.9)

245/1,392 (17.6)
230/1,392 (16.5)

6.1+23
6.0 (4.0-8.0)

277 £ 1.3
27.0 (20.0-34.0)

775/1,411 (54.9)
184/1,411 (13.0)
229/1,411 (16.2)
176/1,411 (12.5)
420/1,411 (29.8)
25/1,411 (1.8)
371,411 (2.6)
13+ 06

72.56 +10.42
576/1,411 (40.8)

11/1,411 (0.8)
19/1,411 (1.3)
115/1,411 (8.2)
41,411 (0.3)
1,224/1,411 (86.7)
421,411 (3.0)
1,283/1,402 (91.5)
1,254/1,383 (90.7)
594/1,404 (42.3)
584/1,327 (44.0)
514/1,355 (37.9)
201/1,355 (14.8)
393/1,295 (30.3)
535,411 (37.9)

846/1,318 (64.2)

138/1,195 (11.5)
287/1,311 (21.9)

52+22
5.0 (3.0-7.0)

253 +109
25.0 (18.0-32.0)

FIGURE 1 Study Design

37 deaths

44 missed 3-month visit

43 withdrawn by patient or site/physician

2047 patients enrolled in
XIENCE 90

1605 patients enrolled in
XIENCE 28

230 (12%) ineligible*:
54 adverse events
109 DAPT non-compliance

1 withdrawn by patient

73 continued P2Y |, inh. after 3 months

11 deaths
35 withdrawn by patient or site/physician

1923 assessed for eligibility

1546 assessed for eligibility

12 missed 1-month visit
1 duplicate subject enrollment

154 (10%) ineligible*:
25 adverse events

to discontinue DAPT at 3 to discontinue DAPT at 1
months month
1392 eligible

1693 eligible ‘

18 lostto follow up/
missed visit
20 withdrawn by patient
or site/physician

18 lostto follow up/
missed visit

22 withdrawn by patient
or site/physician

k.

236 completed 12-month
follow-up or died **

35 DAPT non-compliance
134 physician’s concem
6 continued P2Y,, inh. after | month

10 missed visit
6 withdrawn by patient # 8 withdrawn by patient

1 other or site/physician

1 missed visit

1653 completed 12-month
follow-up or died

1375 completed 6-month
follow-up or died

}

}

1693 included in primary
analysis population

1392 included in primary

analysis population

145 completed 6-month
follow-up or died

Patients were eligible to discontinue dual-antiplatelet therapy (DAPT) at 1 or 3 month if they had been adherent to treatment (ie, without interruption of either aspirin
and/or P2Yy; inhibitor (inh.) for more than 7 consecutive d) and free from myocardial infarction, repeat coronary revascularization, stroke, or stent thrombosis.
*Reasons for ineligibility to discontinue DAPT at 1 or 3 months are not mutually exclusive. **Patients who missed the 3-months visit but completed the 12-months visit

were included in the ineligible group.

Continued on the next page
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CENTRAL ILLUSTRATION 3-or 1-Month DAPT in HBR Patients Undergoing PCI

Study Design of the XIENCE Short DAPT Program

XIENCE 90 XIENCE 28
101 U.S. sites 110 sites in U.S., Europe and Asia
N = 2,047 HBR patients N = 1,605 HBR patients
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STOPDAPT-2 ACS ACS 100%

Prospective multicenter open-label randomized trial comparing
1-month versus 12-month DAPT after CoCr-EES implantation for patients with ACS
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Baseline Clinical Characteristics
H%, HMMmEY 27 I3ED ——
DM - severe CKDIZEaR & V) 475Uy N=2058

Age, years 67.011.9 66.6 =11.9

Men 79% 79%

STEMI; NSTEMI; UA
Killip 4 3.4% 3.1%

ECMO; Impella; IABP 0.3%; 0.1%; 4.1% 0.3%; 0.1%; 3.1%
Diabetes 30% 30%

Severe CKD (eGFR<30ml/min/m?) 3% 3%

Prior Ml 6% 5%

Prior PCI 1% 10%
CREDO-Kyoto thrombotic risk score

High; Intermediate; Low 4%: 17%:; 79% 5%:; 16%; 79%
CREDO-Kyoto bleeding risk score
High; Intermediate; Low 4%; 20%; 77% 3%; 19%; 78%




Procedural Characteristics and Medications
Optimal therapyld 57 T - 7- [

Staged Procedure 14% 15%
Radial approach only 85% 86%

N of target lesions 1.27 =0.60 1.28 £0.59
Minimal stent diameter, mm 3.01+0.51 3.02+0.50
Total stent length, mm 34.3+£22.6 34.6 £23.5
Target of LMCA 3% 3%
Two or more target vessels 17% 19%
IVUS or OCT 97% 98%
ASA; 100mg/d 99.9%; 98.6% 99.9%; 98.4%
Clopidogrel 52% 53%
Prasugrel (3.75mg/day) 48% 47%

Statin; High-intensity statin 96%:; 35% 97%:; 34%

PPI 91% 93%




Primary Endpoint ARy P FEERHEL
CV death/MI/ST/Stroke/TIMI major/minor bleeding FE& & I3EEFA S T
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| Days after index PCI
No. at risk

12-month DAPT 2078 2070 2055 2048 2036 2021 2010 1581
1-month DAPT 2058 2047 2028 2021 2007 1993 1982 1606



Major Secondary CV Endpoint ¢ 3 | stz piE L

CV death/MI/ST/Stroke

100% - 10%
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o. 8%
80% HR 1.50, (95%Cl, 0.99-2.26)

6%
60%

4%

Cumulative Incidence

- ‘/—/__‘/_/_,_,_a—"'—’_’_r‘—/ L0
20% o

0 360 120 180 240 300 360
0%, e ——
0 30 60 120 180 240 300 360
| Days after index PCI
No. at risk

12-month DAPT 2078 2073 2059 2054 2046 2038 2028 1597
1-month DAPT 2058 2049 2031 2024 2015 2002 1991 1614

40% 2.16%



Bleeding Endpoint  HilA ~ kI
TIMI major/minor bleeding  1MDAPTTHh4%EEICIET
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B oo 8%
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0 30 60 120 180 240 300 360
0%

0 30 60 120 180 240 300 360
No. at ri Days after index PCI
0. at risk

12-month DAPT 2078 2073 2060 2054 2045 2033 2027 1603
1-month DAPT 2058 2052 2041 2038 2030 2023 2015 1642



Clinical Outcomes at 1 year

B 1-month DAPT m 12-month DAPT

3 % .
. Hazard ratio (95%Cl)
o 1.49 1.01 1.91 1.53 2.29 1.38 0.41
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MASTER DAPT ACS #950%

Study design

Abbrevlated DAPT _, Primary endpoints
1) NET adverse clinical
SAPT_1 1 months endpoints (NACE)
2) Major adverse cardiac and

Stratification

- Site Trial

« Prior M population
+ OAC

Prolonged DAPT cerebral events (MACCE)
ASA 11 monthS + P2Y1z Inhibitor —| 3) Major or dlinically relevant
for >5 months+ non major bleeding (MCB)
Eligibility after Index Eligibility at 30 days randomization visit

procedure « HBR at baseline or actionable non-access site

related bleeding episode post-PCl
¢ Pat'en.t at HBR . sFree from MI, symptomatic restenosis, stent
. A_” lesions treated with thrombosis, stroke and any revascularization
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MASTER DAPT Baseline cahacteristics

E76.05 F1469.3%
HBREFI1%£36.4%0AC, 33.6%DM. 19.1%CKD, 18.9%CHF&#5<

OACAHBR (%) 37.0 35.9
A R{E (B) 34 193
sAEFILER (%) 53.9 18.7
Stable angina (%) 40.2 40.6
Silent ischemia(%) 10.7 12.0
STEMI (%) 11.9 11.6
NSTEMI(%) 25.9 24.4

Unstable angina(%) 11.3 11.4



@ﬂﬁﬁﬁﬁ%gg(éﬂ':, MI, stroke, major bleeding®#E &)

A Net Adverse Clinical Events
10— Difference in cumulative incidence,
100+ -0.23 percentage points (95% Cl, -1.80 to 1.33)
90 - P<0.001 for noninferiority 7.7
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Days since Randomization
Mo. at Risk
Standard DAPT 2230 2203 2188 2169 2155 2137 2118 2102 2081 2068 2052 2041
Abbreviated DAPT 2204 2184 2173 2153 2138 2144 2101 2091 2070 2056 2044 2027
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@Eg’t‘ﬂﬁ . ﬂﬁmgg;;g(éﬂts MI. strokeD$ES)

B Major Adverse Cardiac or Cerebral Events
10— Difference in curmnulative incidence,
100+ 0.11 percentage points (95% Cl, -1.29 to 1.51)
90 - P=0.001 for noninferiority
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Days since Randomization
No. at Risk
Standard DAPT 2230 2218 2207 2192 2176 2165 2149 2134 2113 2102 2080 2081
Abbreviated DAPT 2204 2186 2177 2164 2153 2135 2123 2114 2099 2086 2076 2058

6.19% vs 5.9% SRt [ ZiEERE TR LIEL &
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C Maijor or Clinically Relevant Nonmajor Bleeding

10— Difference in cumulative incidence,

o

100+ -2.82 percentage points (95% Cl, -4.40 to -1.24)
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Days since Randomization

Mo. at Risk

Standard DAPT 2284 22720 2186 2166 2147 2122 2094 2077 2060 2035 2015 1999
Abbreviated DAPT 2295 2269 2249 22323 2202 2173 2161 2150 2130 2117 2102 2078
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