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Dupla Antiagregagéo Plaquetaria }

* Cenario: SCA vs Angioplastia Eletiva

* Qual o tipo de Stent utilizado: plataforma ? droga?
* Qual o grau de complexidade da doenca/lesao

e Qual o grau de complexidade da intervencao

* Qual o risco de sangramento



Qolticao da Terapia de Dupla Antiagregacéo Plaquetaria
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Ticlopidina Ticagrelor

Clopidogrel Prasugrel

Antiplaquetarios com ac¢ao rapida e mais potente
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Clopidogrel no IAM com supra ST
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REGISTRO ACCEPT — N=4.557 pts

Prescricao no IAM com SST

Definicao da SCA
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REGISTRO ACCEPT
Prescricao ao longo do tempo
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Como escolher o inibidor da P2Y12 ?
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Stent thrombosis

Jukema JW et al. Adapted from: Cur Med Res Opin 2012
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Stent Thrombosis With Drug-Eluting
Stents and Bioresorbable Scaffolds

Evidence From a Network Meta-Analysis of 147 Trials
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Medline Embase CENTRAL Online
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Articles after duplication removed (n=2,5186)

Articles excluded (n=2,194)
- Irrelevant subjects, patients, or outcomes (n=1,573)
- Editorials, comments (n=84)
- Review or meta-analysis (n=97)
- Observational studies (n=87)
—®| - Stents other than study stents compared (n=147)
- Substudy of RCT (n=143)
- Pooled analysis of RCTs (n=39)
- Design paper only (n=17)
- Other language (n=1)
- Comparison within the same category (n=6)

Full article obtained (n=322)

Articles excluded (n=53)
- Duplicated (n=6)
- Specific type of DES not defined (n=5)
- Irrelevant outcomes — no clinical events reported (Nn=20)
——» - Observational studies (n=7)
- Stents other than study stents compared (n=4)
- Substudy of RCT (n=9)
- Pooled analysis of RCTs (n=1)
- Retracted due to violation of ethical policy (n=1)

4— Articles included after manual search (n=13)

Articles included (n=283)

Trials included (n=147
( ) J Am Coll Cardiol Intv. Published online June 01, 2016. d0i:10.1016/j.jcin.2016.03.038

Flow Diagram of Systematic Review
The study flow is shown following the Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) statement. DES = drug-eluting stent(s); RCT = randomized controlled trial.
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Network Plot of Included Trials

Each stent is represented by a node. The size of the node is proportional to the sample size randomized to each stent, whereas the thickness of the line connecting the nodes is proportional to the total
randomized sample size in each pairwise treatment comparison. BMS = bare-metal stent(s); BP-BES = biodegradable polymer biolimus-eluting stent(s); BP-EES = biodegradable polymer everolimus-
eluting stent(s); BVS = bioresorbable vascular scaffolds; CoCr-EES = cobalt-chromium everolimus-eluting stent(s); dual DES = sirolimus- and probucol-eluting stent(s); E-ZES = Endeavor zotarolimus-eluting
stent(s); H-SES = hybrid sirolimus-eluting stent(s) (O-SES); PES = paclitaxel-eluting stent(s); PtCr-EES = platinum-chromium everolimus-eluting stent(s); R-ZES = Resolute zotarolimus-eluting stent(s); SES =
sirolimus-eluting stent(s).
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Random sequence generation

Allocation concealment

Blinding (study patient)

Blinding (treating physician)

Blinding of clinical outcome assessment

Incomplete outcome data addressed
Free of selective reporting

Free of other bias

0% 20% 40% ©60% 80% 100%
B Yes (Low risk of bias) DO Unclear mNo (High risk of bias)

A . J Am Coll Cardiol Intv. Published online June 01, 2016. doi:10.1016/].jcin.2016.03.038
Risk of Bias Assessment

Risk of bias of each included trial was assessed with the Cochrane Collaboration’s tool. This risk-of-bias graph illustrates the proportion of studies with each of the judgments for each entry in the tool.
Green represents “yes” (low risk of bias); yellow is “unclear”; red is “no” (high risk of bias).
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Definite or Probable Stent Thrombosis at 1 year
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Stent Thrombosis with DES and BVS:
N rom a Network Meta-Analysis of 147 Trials
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CONCLUSIONS

Contemporary DES, including second-generation
biocompatible DP-DES, BP-DES, and polymer-free
DES, showed excellent safety profiles in terms of
definite or probable ST at 1 year. In contrast, BVS was
associated with significantly increased risk of device
thrombosis compared with CoCr-EES, PtCr-EES, and
H-SES. Results from studies with extended follow-up
are anticipated to fully appreciate the long-term
safety of contemporary coronary devices.
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6-Month Versus 12-Month
Dual-Antiplatelet Therapy
Following Long Everolimus-Eluting
Stent Implantation

The IVUS-XPL Randomized Clinical Trial
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13372 Patients underwent coronary angiography during the study inclusion period

= 11972 Excluded=

Y

1400 Randomized

' J[ '
699 Randomized to receive 6-month DAPT 701 Randomized to receive 12-month DAPT
61 Received clopidogrel more than 6 month 16 Discontinued clopidogrel during follow-up
18 Physicians’ discretion 14 Physicians’ discretion
4 Repeat PCI 9 Occurrence of bleeding
2 Occurrence of stroke 2 Need of high-bleeding-risk
2 Left ventricular thrombus procedure/surgery
8 Complex lesion characteristics 1 Need of anticoagulation
2 Discretion of high-risk for 2 Discretion of high-risk for
ischemic events bleeding events
35 Failure to monitoring 2 Patients’ willing to discontinue
8 Patients’ willing to maintain clopidogrel
clopidogrel
3 Withdrew consent 4 Withdrew consent
33 Lostto follow-up 37 Lostto follow-up
699 Included in primary analysisP 701 Included in primary analysis®
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Primary endpoint (A) and 6-month landmark analysis for the primary endpoint (B). Cl = confidence interval; HR = hazard ratio; other abbreviation as in Figure 1.
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after drug-eluting stent implantation: conceptual
evolution based on emerging evidence

Tullio Palmerini' and Gregg W. Stone?*

' Dipartimento Cardio-Toraco-Vascolre, University of Bologra, Bologna, Italy; and *Columbia University Medical Center/Mew York-Presbyterian Hospital, The Cardiovascular
Research Foundation, 111 E. 59th Street, 11th Floor, Mew York, MY 10022, USA

Received 30 fuly 2015; revised 27 Movember 2015; accepted 4 Decernber 2015



Interaction analysis in the dual antiplatelet therapy trial for the risk of (i) definite or probable stent thrombosis, (ii)
major adverse cardiac and cerebrovascular events (death, myocardial infarction, or stroke), and (iii) major bleeding
between the type of drug-eluting stent and dual antiplatelet therapy duration.

Extended Short HR (95% CI) P-value for
DAPT DAPT interaction
STENT Thrombosis | 0.76
SES 0/577 (0.0%) 4/541 (0.8%) NA
7ZES 2/642 (0.3%) 5/622 (0.8%) ® ' 0.39 (0.08-2.00)
PES 10/1,350 (0.8%) 38/1,316 (3.0%) » i 0.25 (0.13-0.51)
CoCr-EES 6/2,345 (0.3%) 16/2,358 (0.7%) = 0.38 (0.15-0.97)
MACCE E 0.048
SES 23/577 (4.2%) 35/541 (6.8%) —— 0.54 (0.31-0.93)
ZES 25/642 (4.0%) 33/622 (5.3%) — e — 0.76 (0.44-1.30)
PES 59/1,350 (4.5%) 108/1,316 (8.4%) SR 0.52 (0.37-0.71)
CoCr-EES 97/2,345 (4.3%) 103/2,385 (4.5%) —— 0.89 (0.67-1.18)
GUSTO Bleeding 0.46
SES 18/577 (3.3%) 10/541 (2.0%) o 2.00 (0.90-4.46)
ZES 12/642 (1.9%) 13/622 (2.2%) 1.00 (0.45-2.24)
PES 28/1,350 (2.1%) 17/1,316 (1.3%) o 1.54 (0.84-2.84)
CoCr-EES 57/2,345 (2.5%) 30/2,385 (1.3%) —— 1.7911.21-2.16)
[ | 1 J
0.01 0.1 1 10

Extended DAPT better Short DAPT better

Tullio Palmerini, and Gregg W. Stone Eur Heart J 2016;37:353-364

European
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Estimates of risk in the intention to treat population in the meta-analysis by Palmerini et al. for
(A) all-cause mortality and (B) cardiac mortality between shorter and longer dual antiplatelet therapy.

Non-cardiac death
HR Weight Events. Events.
A (85% Cl) (%) Group1 Group2
Weight Events, Events,
Study (%) Group1 Group2
, DAPT 047 (0.29,.0.76) 34.27
ARCTIC Interruption 3540 524841 SvS020
DAPT DES LATE 0.68(0.34,1.37) 16.38 X 1569  19/2514  28/2531
DES LATE
B o EXCELLENT 0.50(0.09,2.74) 273 2722 4721 ‘ el e s
3 265 5912 3810
::L":‘“E ITALIC 0.76(0.17,3.30) 362 3012 4910 JgP S T s
OPTIMIZE OPTIMIZE : 1.07 (0.50,2.28] 1382 14/1583 13/1558 56) 1814 25781 21750
PRODIGY 1.86 211069 410538
b PRODIGY ' 0.90 (049, 165} 2168 20/7561 227560
281 5662 T
SECURITY RESET 0.73 (0.16, 3.26) 350 31059  4/1068 A7) 10000 13913144 150/13263
-V (19=0.0%, p=0.93); p-value for ES=0.02
DeL: p-valie for ES=0.02 SECURITY . 060 (0.15,2.42) 411  3/%82 8717 1%
IV (17=0.0%; p=0.71); p-value for E5=0.006 0.67 (0.51,0.88) 100,00 8013144 11913263
-1 DeL: p-value for ES=0.006 0.67 (0.51,0.88) 100.00
Shorter DAP

T

A . 2 3
Shorter DAPT better Longer DAPT better

European
Heart Journal



Interaction analysis from the meta-analysis by Giustino et al. between the type of drug-eluting stent and dual
antiplatelet therapy duration on the risk of definite or probable stent thrombosis.

STENT THROMBOSIS

Second Generation DES

DAPT 2.64 (117, 5.98)
ITALIC ! L - 1 7.01(0.36,135.86)
SECURITY =~ : 0.70 (0.12, 4.20)
PRODIGY ! —— | 0.25 (0.03, 2.25)
EXCELLENT [ . i 3.01 (0.31, 28.99)
OPTIMIZE l—-—-! 1.08 (0.49, 2.37)
Subtotal Heterogeneity; p = 0.21 JCL 1.54 (0.96, 2.47)

P for Interaction = 0.008
First Generation DES

1
1
1
1
1
1
1
i
DAPT |:—-—| 4.44 (2.22,8.87)

PRODIGY — 2.30 (0.70, 7.56)
EXCELLENT == o 712 (0.37, 138.77)

Overall 2.33(1.63, 3.34)

Subtotal Heterogeneity; p = 0.59 < 3.94 (2.20, 7.05)
i
1
1
1
1
1

Tullio Palmerini, and Gregg W. Stone Eur Heart J 2016;37:353-364

European
Heart Journal



Comprehensive evaluation of bleeding and ischaemic risk factors related to dual antiplatelet therapy duration after
drug-eluting stent implantation.

\ v v v

LOW INTERMEDIATE
ISCHEMIC RISK ISCHEMIC RISK

Clinically significant bleeding on Stable CAD = Troponin positive ACS = High-risk ACS

DAPT Troponin negative ACS Recurrent ischemic events on
Bleeding diathesis Single vessel disease DAPT

Prior bleeding Simple stenting Peripheral vascular disease
Female gender (single, short, large Prior Ml

Elderly stent) Diabetes

Liver disease Chronic renal dysfunction
Chronic renal dysfunction Complex/multivessel CAD
Anemia or thrombocytopenia Stent-related factors

Chronic anticoagulation therapy (multiple stents, overlapping stents,
Diabetes long stents, small-sized stents,
Second generation DES double stents in bifurcations)

+ First generation DES
| J 1 1

Favors 3-or 6-month DAPT Favors 1-year DAPT Favors >1-year DAPT

Tullio Palmerini, and Gregg W. Stone Eur Heart J 2016;37:353-364

European
Heart Journal
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Meta-analysis reporting the benefit and risk of pre-treatment with P2Y12 antagonists in NSTE-ACS, irrespective of
the revascularization strategy.

No of events/patients

Study Pretreatment No pretreatment Odds ratio Weight Odds ratio 12 value (%)
(95% CI) (%) (95% C1) (p value)

Analysis of all patients
All deaths (7—30 days)
Clopidogrel

CREDO 0/900 4/915 2 - < 0.7 0.11 (0.01-2.09) 50 (p=0.16)

CURE* 359/6259 390/6303 : i = 93.0 0.92 (0.80-1.07)
Subtotal 359/7159 394/7218 - . 2 93.7 0.54 (0.09-3.26)
Prasugrel . . ®

ACCOAST 8/2037 10/1996 6.3 0.78 (0.31—-1.99)
Total 367/9196 404/9214 I | 100 0.90 (0.71-1.14) 5 (p=0.35)
Major adverse cardiovascular events (7—30 days) L
Clopidogrel

CREDO 61/900 76/915 19.1 0.80 (0.57-1.14) 0 (p=0.94)

CURE* 275/6259 346/6303 e 44.6 0.79 (0.67—0.93)
Subtotal 336/7159 422/7218 = 63.7 0.79 (0.68-0.92)
Prasugrel |.§|

ACCOAST 203/2037 195/1996 ; 36.3 1.02 (0.83—1.26)
Total 539/9196 617/9214 H__' 100 0.87 (0.73—1.04) 48 (p=0.13)
Major bleeding (7—30 days) rH
Clopidogrel 1.34 (0.87—2.07) 0 (p=0.97)

CREDO 50/1053 38/1063 22.7% 1.33 (1.02-1.74)

CURE* 125/6259 95/6303 58.2% 1.34 (1.06—-1.68)
Subtotal 175/7312 133/7366 H— 80.9%
Prasugrel e 1.91 (1.20-3.05)

ACCOAST 52/2037 27/1996 H" 19.1 1.43 (1.16-1.76) 0 (p=0.40)
Total 227/9349 160/9362 100

i
e
T T 1
0.01 0.1 1.0 10
Pre-treatment better No pre-treatment better
*Endpoint at 9 months Bellemain-Appaix et al. BMJ 2014;349:g6269

Gilles Montalescot, and Marc S. Sabatine Eur Heart J 2016;37:344-352

European
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The benefit and risk of pre-treatment depends on the clinical presentation of the patient and the time to angiography.

| . |
| | E—
STEMI short
NSTEMI
UA
SCAD
Asymptomatic
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Results of the five studies which tested stronger antiplatelet therapy beyond 1 year vs. standard of care, in patients
with proven coronary artery disease (prior myocardial infarction or angiographically proven coronary artery

disease).
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The proposed algorithm for the decisions concerning the use and duration of dual antiplatelet therapy in acute
coronary syndrome patients, irrespective of the use of stents.

> 12-month DAPT

A Documented
| obstructive CAD
3-month DAPT A Dociriented No excess bleeding risk
obstructive CAD No bleeding event
SAPT only ‘ BDocumented Bleeding risk factors during 1st year of DAPT
Sbetructive CAD (age, gender, anaemia...)
No Q-wave Recent/prior bleeding
No prior stent Scheduled surgery
No prior CABG Oral anticoagulation
needed

No coronary angio
No CT scan
Negative troponin

High bleeding risk
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Primary Efficacy Endpoint (Clinically-Driven TLR)

U4
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Cumulative Percentage with Event
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5.1%
3
0 p for superiority < 0.001
0 90 180 270 390 Days
Number at Risk
DCS 1221 1167 1130 1098 1053

1211 1131 1072 1034 984

390 days chosen for assessing primary EP to capture potential evens driven by the 360 day FU contact
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Cumulative Incidence (%)
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ﬁ Conclusoes
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mantida por até 6 meses

* DAPT de longa duracao pode ser razoavel em pacientes com baixo risco de
sangramento e que tolerem bem os farmacos

* Para pacientes pos SCA DAPT prolongada traz beneficio e portanto é razoavel
ser mantida enquanto a terapia for bem tolerada

* O ideal é que a terapia seja individualizada e que o risco vs beneficio seja
reavaliado periodicamente



