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Benefit of switching dual antiplatelet
therapy after acute coronary synd -ome:
the TOPIC (timing of plateletir 9§ “ion
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E .t Journal (2017) 38, 3070-3078
Aims MNewver P2Y12 blockers (prasupg- 6 _nstrated significant ischaemic benefit over clopidogrel afrer
acute coronary syndrome (# .ugs are associted with an increase in bleeding complications.
The objective of the pres .ce the benefit of switching dual antiplatelet therapy (DAPT) from
aspirin plus a newaer P~ L/ o elus clapidogrel 1 month after ACS.
Methods amnd We performed ar &\ Jic, and randomized trhial. From March 2014 to April 2016, patients admit-
results ted with ACS - _vention, on aspirin and a newer P27 12 blocker and without adverse event at
1 manth, w o o aspirin and clopidogrel (switched DAPT) or continuation of their drug regi-
rmen (e \ rfirmary outcome was a camposite of cardiovascular death, urgent revascularization,
strok L o <d by the Bleeding Academic Research Consortiorm (BARC) classification =2 at 1 year
P ' \ .od forty six patients were randomized and 645 analysed, comesponding to 322 patients in
.ed 323 in the unchanged DAFPT group. The primary endpoint ocourred in 43 (13.4%) patients
AFT group and in 85 (26.3%) patients in the unchanged DAPT (HR 95%C| 0.48 (0.34-0.68).
F gnificant differences were reported on ischaemic endpoints, while BARC > 2 bleeding occurred in
13 .dents in the switched DAPT and in 48 (14.9%) in the unchanged DAPT group (HR 95%.C1 0.30 (0.18—
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Prasugrelvs. clopidogrel
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Ticagrelor PLATO
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aav-rorvoe  SUrrisque hemorragique apres J30

Ticagrelor (n = 9235), Clopidogrel (n = 9186), Hazard ratio (5% CI) P-value
n (%) n (%)
Non-CABG-related major bleeding
[ First 30 days on study drug 224 (2.47) 199 (2.21) 1.123 (0.928-1.360) 023 |
[__After 30 days on study drug 149 (2.17) 113 (1.65) 1.338 (1.048-1.708) 0.02 |
+ Adineting by hlaading auvante in ficet 0 1379 M N41 -1 29 nny

. Globalement risque relatif 1.4 sotisagrelorvs. clopidogrel

Becker 201EurHeartJ: p 29332944
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A SCA
I Phase initiale < 30 jourssque ischemiqugrédominant
A DAPT agressiv@&itagreloou Prasugrel + Aspirine)

I Phase secondaire > 30 joursque hémorragiqgugrédominant
A DAPT moins agressive (Plavix + Aspirine)
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TOPIC: design

Patients avec SCA traités par PCI
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:T E C H Clinical characteristics and treatment as baseline

eristic All patients (n = 646) Switched DAPT (n= 323) Unchanged DAPT (n = 313) P-value
ier (o, 963 232 (B2%) 261 (B1%) 271 (B49%) 030
5 m £ S0 60.0+10.2 606+ 102 59.6+ 10.3 021
T m £ S0y PR B FrAE L PR e B U3>
J ‘istc:ry. (i, 9&)
ension 313 (48%) 151 (47%) 162 (50%) 039
MA RSE/LLE diabetes 177 (27%) B4 (26%) 93 (29%) 043
3] JANV - -2 FEV 2018daemia 283 (44%) 136 (47%5) 147 (46%5) 038
Current smoker 286 (44%5) 145 (45%5) 141 (44%5) 075
Previous CAD 197 (30%) 100 (31%) 97 (30%%) .80
Treatment, (n, %)
Beta blocker 445 (69%) 213 (66%) 232 (72%) 11
RAS-inhibitors 486 (75%) 236 (73%) 250 (773%) 020
Statin 614 (95%) 302 (93%) 312 (97%) 007
PP 639 (99%) 316 (98%) 323 (100%5) 0.01
Antiplatelet agent, (n, %) 053
Ticagrelor En. ] 276 (43%) 142 (44%5) 134 (42%)
Prasugrel (n, %) 370 (57%) 181 (56%:) 189 (59%)
Presentation 0.06
STEMI (n, %6) 257 (40%) 117 (36%5) 140 (43%5)
UA or NSTEMI (n, %) 389 (60%) 206 (64%5) 183 (57%)
EF (%6 m+ 5D) 56.4+7.7 571+71 55.8+ 82 0.04
Biological parameters
CRP (mg/L; m + 50) 4.5+13.7 38+67 5.3+ 18.1 018
Platelets (G/L; m + 5D) 236.2+68.6 2340+ 630 2382+ 73.7 044
Triglycerides (G/L; m + SD) 14+1.1 14+13 1.4+ 09 094
Cholesterol (G/L; m + 5D) 1.5+0.4 1.5+ 04 1.5+ 04 041
HDL (G/L m + SDY) 0.5+0.1 0.5 +0.1 0.5+ 01 018
LDOL (G m + 50 0.8+0.3 08+03 0.8+ 04 077
Creatinine {pmol/L) 91.3 +50.9 87.3+289 95.1 + 65.4 0.05




TOPIC

‘:line procedural characteristics
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MARSEILLE All patients (n = 646) Switched DAPT (n = 323) Unchanged DAPT (n = 323) P-value
31 JANY7F72EEV20!8 0.11
Femoral 28 (4%) 17 (5%) 11 (3%)
| Radial 618 (96%) 306 (95%) 312 (97%)
Culprit lesion, n (25): 0.15
LMS 24 (4%) 7 (2%) 17 (5%)
LAD 299 (46%) 155 (48%) 144 (45%)
LCx 118 (18%) 65 (20%) 53 (16%)
RCA 202 (31%5) 95 (29%) 107 (33%)
Venous graft 3 (1%8) 1 (0%8) 2 (1%)
MNumber of vessel treated, n (%): 0.19
1 548 (85%) 266 (82%) 282 (87%)
[ 2 84 (1325) 48 (15%) 36 (11%)
3 14 (2%) 9 (3%) 5 (29)
Stent type, n (%) 0.10
| DEs 585 (91%) 297 (92%) 288 (89%)
BVS 21 (3%) 13 (4%) 8 (3%)
BMS 24 (4%) 8 (3%) 16 (5%)
None 16 (3%) 5 (2%) 11 (3%)
|Number‘ of stent (m + 5D) 1.4+ 0.7 1.4+ 0.7 14+0.7 0.39
Stent diameter, mm (m % SD) 28106 28+06 28405 043
| Stent length, mm (m + 5D) 26,4+ 164 269 169 264+ 15.8 0.64
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Table 3 Endpoints at 1 year

Switched DAPT Unchanged DAPT HR (252:1C) P-value
Net clinical benefit 43 (13.4%) 85 (26.3%) 0.48 (0.34-0.68) <0.01
Any ischaemic event 30 (9.3%) 37 (11.5%) 0.48 (0.34-0.68) 0.36
Cardiovascular death 1(0.3%) 4 (1.2%) 0.30 (0.05-1.73) 0.18
Unplanned revascularization 28 (8.7%) 30 (9.3%5) 093 (056-1.55) 0.78
Stroke 1 (0.3%) 3 (0.9%) 0.37 (0.05-2.60) 0.32
IAll bleedings 30 (2.3%) 76 (23.5%) 0.39 (0.27-0.57) <0.01
IBleeding BARC = 2 13 (4.0%) 48 (14.9%) 0.30 (0.18-0.50) =0.01
TIMI me:jor 1(0.3%) 4 (1.29%) 0.30 (0.05—-1.73) 0.18
ITIMI minor 9 (2.8%) 26 (8.0%) 0.37 (0.19-0.71) =0.01
TIMI minimal 20 (6.2%) 46 (14.29) 0.44 (0.27-071) <0.01

Percentages are calculated from the Kaplan—Meier curve.
BARC, Bleeding Academic Research Consortium criteria; TIMI, thrombosis in myocardial infarction; DAPT, dual antiplatelet therapy.

CuisseEurHeartJ2017 p 307Q3078
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i Réduction du risque hémorragique
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Déces CV, revascularisations urgentes , AVC, saignements BA
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A Le bénéfice de la stratégie de Switch est plus
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Summary

Background Current guidelines recommend potent platelet inhibition with prasugrel or ticagrelor for 12 months after
an acute coronary syndrome managed with percutaneous coronary intervention (PCI). However, the greatest anti-
ischaemic benefit of potent antiplatelet drugs over the less potent clopidogrel occurs early, while most excess bleeding
events arise during chronic treatrment. Hence, a stage-adapted treatment with potent platelet inhibition in the acute
phase and de-escalation to clopidogrel in the maintenance phase could be an alternative approach. We aimed to
investigate the safety and efficacy of early de-escalation of antiplatelet treatrnent from prasugrel to dlopidogrel guided
by platelet function testing (PFT).

Methods In this investigator-initiated, randomised, open-label, assessor-blinded, multicentre trial (TROPICAL-ACS)
done at 33 sites in Europe, patients were enrolled if they had biomarker-positive acute coronary syndrome with
successful PCI and a planned duration of dual antiplatelet treatment of 12 months. Enrolled patients were randomly
assigned (1:1) using an internet-based randomisation procedure with a computer-generated block randomisation with
stratification across study sites to either standard treatrment with prasugrel for 12 months {control group) or a step-
down regimen (1 week prasugrel followed by 1 week clopidogrel and PFT-guided maintenance therapy with clopidogrel
or prasugrel from day 14 after hospital discharge; guided de-escalation group). The assessors were masked to the
treatment allocation. The primary endpoint was net dinical benefit [cardiovascular death, myocardial infarction,
stroke or bleeding grade 2 or higher according to Bleeding Academic Research Consortium [BARC]) criteria) 1 year
after randomisation (non-inferiority hypothesis; margin of 30%). Analysis was intention to treat. This study is
registered with ClinicalTrials.gov, number NCT01959451, and EudraCT, 2013-001636-22.

Findings Between Dec 2, 2013, and May 20, 2016, 2610 patients were assigned to study groups; 1304 to the guided de-
escalation group and 1306 to the control group. The primary endpoint occurred in 95 patients (7%) in the guided de-
escalation group and in 118 patients (9%) in the control group (p.., ..., =0-0004; hazard ratio [HR] 0-81 [95% CI
0-62-1-06], p.......,=0-12). Despite early de-escalation, there was no increase in the combined risk of cardiovascular
death, myocardial infarction, or stroke in the de-escalation group (32 patients [3%]) versus in the control group
(42 patients [3%6]; p,.,.—ie=0-0115). There were 64 BARC 2 or higher bleeding events (5%) in the de-escalation group
versus 79 events (6%6) in the control group (HR 0-82 [95% CI 0-59-1-13]; p=0-23).

Interpretation Guided de-escalation of antiplatelet treatment was non-inferior to standard treatment with prasugrel at
1 year after PCI in terms of net clinical benefit. Our trial shows that early de-escalation of antiplatelet treatment can
be considered as an alternative approach in patients with acute coronary syndrome managed with PCIL.



