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Comparison of Reduced-Dose Prasugrel and
Standard-Dose Clopidogrel in Elderly Patients
With Acute Coronary Syndromes Undergoing Early
Percutaneous Revascularization

Savonitto S, et al. Circulation. 2018

BACKGROUND:

Elderly patients are at elevated risk of both ischemic and bleeding complications after an acute coronary
syndrome and display higher on-clopidogrel platelet reactivity compared with younger patients. Prasugrel
5 mg provides more predictable platelet inhibition compared with clopidogrel in the elderly, suggesting the
possibility of reducing ischemic events without increasing bleeding.

METHODS:

In a multicenter, randomized, open-label, blinded end point trial, we compared a once-daily maintenance
dose of prasugrel 5 mg with the standard clopidogrel 75 mg in patients >74 years of age with acute
coronary syndrome undergoing percutaneous coronary intervention. The primary end point was the
composite of mortality, myocardial infarction, disabling stroke, and rehospitalization for cardiovascular
causes or bleeding within 1 year. The study was designed to demonstrate superiority of prasugrel 5 mg
over clopidogrel 75 mg.

RESULTS:

Enrollment was interrupted, according to prespecified criteria, after a planned interim analysis, when 1443
patients (40% women; mean age, 80 years) had been enrolled with a median follow-up of 12 months,
because of futility for efficacy. The primary end point occurred in 121 patients (17%) with prasugrel
and 121 (16.6%) with clopidogrel (hazard ratio, 1.007; 95% confidence interval, 0.78—1.30; P=0.955).
Definite/ probable stent thrombosis rates were 0.7% with prasugrel versus 1.9% with clopidogrel (odds
ratio, 0.36; 95% confidence interval, 0.13—1.00; P=0.06). Bleeding Academic Research Consortium types 2
and greater rates were 4.1% with prasugrel versus 2.7% with clopidogrel (odds ratio, 1.52; 95% confidence
interval, 0.85-3.16; P=0.18).

CONCLUSIONS:

The present study in elderly patients with acute coronary syndromes showed no difference in the primary
end point between reduced-dose prasugrel and standard-dose clopidogrel. However, the study should be
interpreted in light of the premature termination of the trial.
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Figure 2. Kaplan-Meier estimate of the survival function for the primary composite end point of all-cause mortal-
ity, myocardial infarction, disabling stroke, and rehospitalization for cardiovascular causes or severe bleeding up to
12 months after inclusion.

Intention-to-treat population, adjudicated events.

AfE—



2% £330 (I11)

Baseline characteristics N HR (95% CI) Numbers of events P value
Overall 1455 1.00 (0.78-1.30) 242 0.96
Age

<median (80y) 784 1.06 (0.73-1.54) 112 0.74

> median 659 0.96 (0.68-1.36) 130 0.83
Sex

women 576 1.01 (0.69-1.50) 101 0.94

men 867 0.99 (0.71-1.38) 141 0.97
Diabetes

no 1024 0.89 (0.64-1.23) 147 0.36

yes 419 1.20 (0.80-1.81) 96 0.91
Type of ACS
STEMI 594 1.00 (0.68-1.47) 101 0.99
NSTEMI 849 1.01 (0.72-1.40) 141 0.94
Prior Myocardial Infarction

no 1165 0.96 (0.72-1.29) 176 0.80

yes 274 1.11 (0.68-1.81) 64 0.68
Type of stent
DES 1071 1.06 (0.79-1.44) 169 0.69
BMS 255 0.99 (0.57-1.73) 50 0.98

0.5 2
prasugrel better clopidogrel better

Figure 3. Cumulative primary event rates in subgroups.
ACS indicates acute coronary syndrome; BMS, bare metal stents; Cl, confidence interval; DES, drug-eluting stents; HR, hazard
ratio; NSTEMI, non-ST-segment—elevation myocardial infarction; and STEMI, ST-segment—elevation myocardial infarction.
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Table 1. Baseline Clinical Characteristics Table 2. Characteristics of Index ACS Event
Prasugrel Clopidogrel Prasugrel Clopidogrel
(n=713) (n=730) (n=713) (n=730)

Age, median (interquartile range), y 80 (77-84) 80 (77-84) Type of ACS

Sex STEMI, n (%) 298 (42) 297 (41)
Female, n (%) 294 (41) 282 (39) NSTEMI, n (%) 344 (48) 350 (47)
Male, n (%) 419 (59) 448 (61) Unstable angina, n (%) 71(10) 83(12)

Body weight, kg (interquartile range) 72 (65-80) 72 (65-80) Time from symptoms to PCl

Body mass index, kg/m? (interquartile range) | 26 (24-28) 26 (24-28) STEMI, h (SD) 4.8(4.4) 4.8 (4.6)

Medical history NSTEMI, h (SD) 29(17) 29(17)
Family history of cardiovascular 97 (14) 118 (16) Killip class
disease, n (%) I, n (%) 573 (83) 601 (85)
Diabetes mellitus, n (%) 215 (30) 204 (28) Il n (%) 88 (12) 81(11)
Hypertension, n (%) 554 (78) 566 (78) I 1 (%) 26 @) 210)
Hypercholesterolemia, n (%) 332 (47) 313 (43) IV, n (%) 5(1) 701
Current smoker, n (%) 620) 69 ©) Left ventricular ejection fraction, % (SD) 49 (10) 48 (10)
Chronic respiratory failure, n (%) 43 (6) 44 (6) ComnayanslaEEy
Liver disease, n (%) 1004 142 Radial access, n (%) 537 (76) 572 (79)

eGFR* at admission, mL/min, mean (SD) 55 (19) 57 (21) 1-Vessel disease, n (%) 289 (41) 288 (40)

Hemoglobin at admission, g/dL 2-Vessel disease, n (%) 194 (27) 229 (32)
Men, mean (SD) 138016) 138015 3-Vessel disease or greater, n (%) 224 (31) 208 (29)
Women, mean (SD) 12.7 (1.4) 12.8(1.5) Left main. n (%) 56 (4) 430)

Neurological disorders, n (%) 20(3) 26 (3) TIMI flow (culprit vessel)

Malignancies, n (%) 22 (3) 24 (3) 0, n (%) 340 (25) 331 24)

Previous cardiovascular events 1.1 (%) 74.(5) 86 (6)
M, n (%) 137 (19) 137 (19) 2.1 (%) 178 (13) 170 (12)
ie(r;u)taneous coronary interventions, 145 (20) 119 (16) 3, n (%) 789 (57) 792 (57)
Coronary artery bypass grafting, n (%) 59 (8) 69 (10) FEparamel w7 07 (CE) 125 E2)
Peripheral vascular disease, n (%) 59 (8) 66 (9) Total treated lesions, n 18 953
Atrial fibrillation. n (%) 32 (5) 24.3) Treated lesions per patient, mean (SD) | 1.34 (0.64) 1.35(0.63)

O e e e e et et e Mean stents per patient, mean (SD) 1.60 (0.92) 1.61(0.87)
Aspirin, n (%) 366 (62) 350 (59) Stenting 849 (93) 896 (94)
Clopidogrel, n (%) 105 (18) 109 (18) Drug-eluting balloons, n (%) 24 (3) 19(2)
p-Blockers, n (%) 247 (42) 247 (42) Plain balloon angioplasty, n (%) 44 (5) 37 (4)
Calcium antagonists, n (%) 171 29) 178 (30) Drug-eluting stents implanted, n (%) 630 (74) 686 (76)
ACE inhibitors or ARBs, n (%) 399 (56) 391 (54) Bare metal stents implanted, n (%) 151 (18) 166 (18.5)
Diuretics, n (%) 198 (34) 224 (38) Procedural success, n (%) 682 (97) 705 (97)
Nitrates, n (%) 107 (18) 104 (18) A:IE’E:
Statins, n (%) 267 (45) 262 (44)
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Table 3. Drug Therapy During Admission and at

Discharge
Prasugrel Clopidogrel
(n=713), n (%) | (n=730), n (%)
Periprocedural medications
Aspirin 682 (96) 681 (95)
Clopidogrel before randomization 348 (49) 398 (55)
Glycoprotein lib/llla antagonists 121 (17) 114 (16)
Unfractionated heparin 564 (80) 582 (81)
Low-molecular-weight heparin 137 (19) 139 (19)
Bivalirudin 54 (8) 70 (10)
Medications at discharge
Aspirin 690 (99) 709 (99)
Proton pump inhibitors 646 (93) 661 (92)
f3-Blockers 543 (78) 562 (78)
Calcium antagonists 151 (22) 114 (20)
ACE inhibitors or ARBs 578 (83) 595 (83)
Diuretics 283 (41) 276 (38)
Nitrates 87(12) 96 (13)
Statins 662 (95) 682 (95)
A=
Table 4. End Points up to 12-Month Follow-Up
Prasugrel Clopidogrel
(n=713) (n=730) HR (95% CI) P Value
Primary end point*, n (%) 121 (17.0) 121 (16.6) 1.01(0.78-1.30) 0.96
All-cause deatht, n (%) 36 (5.0) 28(3.8)
MIt, n (%) 14 (2.0) 19(2.6)
Disabling stroket 1(0.1) 6 (0.8)
Rehospitalization for cardiovascular causest 55(7.7) 57 (7.8)
Rehospitalization for bleedingt 15(2.1) 11(1.5)
Key secondary end points: 60 (8.4) 60 (8.2) 1.02 (0.71-1.45) 0.93
all-cause death and MI, n (%)
Cardiovascular death, n (%) 26 (3.6) 31(4.2) 0.85(0.51-1.4) 0.55
Strokes, n (%) 7(1.0) 13(1.8) 0.55(0.22-1.37) 0.20
Definite/probable stent thrombosis, n (%) 5(0.7) 14 (1.9) 0.36 (0.13-1.00)% 0.068§
Acute, n 1 1
Subacute, n 4 12
Late, n — 1
Bleeding leading to new hospitalization BARC 2, n (%) 8(1.1) 7(0.9)
BARC 3, n (%) 9(1.2) 9(1.2)
BARC 2, 3, n (%) 17 (2.3) 16 (2.1)
All bleedings BARC 2, n (%) 16 (2.2) 8(1.1) 1.52 (0.85-3.16)% 0.18§
BARC 3, n (%) 12 (1.6) 12 (1.6)
BARC 5, n (%) 1(0.1) 0
BARC 2, 3,5, n (%) 29(4.1) 20(2.7)
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