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Clopidogrel (Thienopyridine)

75 mg film-coated tablet Clopidogrs

© 238 film-coated vab\ets i
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Absorption: Not affected by food or antacids
Prodrug — converted by liver to active metabolites
Elimination half life: 8 hours

Irreversible binding: biologic effects = platelet life



Prasugrel (Thienopyridine)

&4H759
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Absorption: may be taken with food/antacids, although

absorption decreased after fatty meal
Prodrug: intestinal/liver conversion to active
Elimination half-life: 7hours

Irreversible binding to P2Y12 receptor:
biologic effects = platelet life (5-10days)



Ticagrelor
Cyclopentyltriazolopyrimidine pharmacology

Absorption: not affected by food or antacids

Non-Prodrug: Onset of action within 1-2 hours
Elimination half-life = 8 hours

Reversible binding: biologic t1/2 = 6 hours
clinical effect 3-5 days



Mechanism of action
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TRITON-TIMI 38: Treatment effects on primary
efficacy and key safety endpoints

CV death/Ml/stroke Clopidogrel
12.1
HR 0.81 (0.73-0.90) 1138
P <0.001 events
10— 9.9

Prasugrel is more potent than clopidogrel

Single 60 mg dose with peak effect within 2 hours
and more effective than single 300 mg dose clopidogrel

5 -

TIMI major non-CABG bleeding

HR 1.32 (1.03-1.68) Prasugrel
P =0.03 24 135

Less MI, but more bleeding

O {0) 60 90 180 270 360 450
Time (days)
HR = hazard ratio Wiviott SD et al. N Engl J Med. 2007;357:2001-15.



PLATO Trial (High Risk ACS)
CV Death, Ml or Stroke

124 Clopidodrel
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Cumuative Incidence
of Primary End Point (%)

Months

No. at Risk
icagrelor 9333 8628 8460 B219 6743 5161 4147
Clopidogrel 9291 8521 B362 8124 6650 5096 4047

Reductions in All Cause Mortality,
CV Mortality, MI, Stent Thrombosis

JACC 2010



COUNTRY N ES (95% C1) Weight %
Turkey 51 "‘—;- 0.25 (0.05, 1.18) 0.27
Singapore 64 4 0.47 (0.04, 5.20) 0.34
Greece 4 : 0.57 (0.14, 2.49
Hungary 1267 -‘._ 0.59 (0.40, 0.8¢)

6.81

U.S.Only: Primary Outcome
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Argentina 410 ; 1.02 (0.61, 1.68) 2.20
Israel 636 1.03 (0.59, 1.81) 3.42
Austria 143 /9] 1.04 0,20, 3.7¢) i1 24:00-00
Norway 159 : 1.05 (0.43, 2.59) 0.85
Russia 678 : km 108 (.7, 1.58) 320 DM
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Malaysia 56 : 0.80 (0.28, 2.30) 0.30
Slovakia 336 0.81 (0.43, 1.51) 1.81
Belgium 170 : 0.83 (0.28, 2.46) 0.91
CzechRepublic 1021 , 0.84 (0.55, 1.27) 5.49
Portugal 152 : 0.85 (0.35, 2.04) 0.82
Germany 1156 ’ 0.89 (0.62, 1.28) 6.21
Spain 314 0.90 (0.49, 1.68) 1.69
Romania 397 : 0.91 (0.48, 1.73) 213
Italy 625 : 0.95 (0.52,1.75) 3.36
Sweden 347 ! 0.95 (0.54, 1.67) 1.86
Thailand 0.96 (0.47, 1.97) 0.82
Mexico ! 0.97 (0.4, 2.17) 0.74
South Africa : 0.9 (0.45, 2.16) 0.80
Argentina ; 1.02 (0.61, 1.68) 2.20
Israel : 1.03 (0.59, 1.81) 3.42
Austria 1.04(0.30,3.36)  0.77
Norway e 1.05 (0.43, 2.59) 0.85
Russia EN ' - f X SfA 364
South Korea : C I a ae 0.64
Geoigia 519 1.16 (0.56, 2.37) 2.79

FAVOEQ@I:C LOPIDOGREL

USA 1413 : 1.27 (0.92, 1.75) 7.59
Taiwan 92 : ‘ 1.41 (0.45, 4.46) 0.49
Australia 83 ' 4 2.45 (0.48, 12.65) 0.45
Overall (I-squared=0.0%, p=0.941) : 0.87 {0.78, 0.96) 100.00
I : | I
0 ' 2 3
Hazard Ratio

igure 2: Distribution of outcomes in PLATO dependent of participating country.

Mahaffey et al. Circulation. 2011;124:00-00
Serenbruany, V . Thrombosis and Haemostasis 105.5/2011




Circulation Journal ORIGINAL ARTICLE
Official Journal of the Japanese Circulation Society
hetp: //www. j-circ.or.jp Ischemic Heart Disease

Ticagrelor vs. Clopidogrel in Japanese, Korean and
Taiwanese Patients With Acute Coronary Syndrome

— Randomized, Double-Blind, Phase Il PHILO Study —

Shinya Goto. MD, PhD; Chien-Hua Huang, MD, PhD: Seung-Jung Park, MD, PhD;
Hakan Emanuelsson. MD, PhD; Takeshi Kimura, MD, PhD

Background: Few data on the relative efficacy and safety of new P2Y 12 inhibitors such as prasugrel and ticagrelor
in Japanese, Taiwanese and South Korean patients with acute coronary syndromes (ACS) exist.

Methods and Results: The multicenter, double-blind, randomized PHILO trial compared the safety and efficacy of
ticagrelor vs. clopidogrel in 801 patients with ACS (Japanese, n=721; Taiwanese, n=35; South Korean, n=44;
unknown ethnicity, n=1). All were planned to undergo percutaneous coronary intervention and randomized within
24 h of symptom onset. Primary safety and efficacy endpoints were time to first occurrence of any major bleeding
event and to any event from the composite of myocardial infarction, stroke or death from vascular causes, respec-
tively. At 12 months, overall major bleeding occurred in 10.3% of ticagrelor-treated patients and in 6.8% of clopido-
grel-treated patients (hazard ratio (HR), 1.54; 95% confidence interval (Cl): 0.94—2.53); the composite primary
efficacy endpoint occurred in 9.0% and in 6.3% of ticagrelor- and clopidogrel-treated patients, respectively (HR, 1.47;
95% CI: 0.88—-2.44). For both analyses, the difference between groups was not statistically significant.

Conclusions: In ACS patients from Japan, Taiwan and South Korea, event rates of primary safety and efficacy
endpoints were higher, albeit not significantly, in ticagrelor-treated patients compared with clopidogrel-treated
patients. This observation could be explained by the small sample size, imbalance in clinical characteristics and low
number of events in the PHILO population. (Circ J 2015; 79: 2452 —-2460)

Key Words: Acute coronary syndrome; Clopidogrel; East Asia; Japan; Ticagrelor




Tahle 4. Primary and Secondary Efficacy Endpoints

Ticagrelor Clopidogrel
90mg b.i.d. (n=401)  75mg o.d. (n=400)

HR (95% CI)

Primary
Composite of CV death/MI (excluding silent MI)/stroke 36 (9.0) 25(6.3) 1.47(0.88-2.44)
Post-hoc
Composite of CV death/spontaneous M/stroke . 1.39 (0.68-2.85)
Secondary
Composite of all-cause mortality/MI (excluding silent Mi)/stroke . : 1.51(0.91-2.50)
Composite of CV death/total Mi/stroke/RI (including SRI)/TIA/Other ATE : 1.20(0.75-1.93)
MI (excluding silent MI) . : 1.63 (0.85-3.11)
Peri-procedural M| -
Spontaneous MI =
CV death . . 1.28 (0.48-3.45)
Stroke . . 1.50 (0.54-4.23)
All-cause mortality : : 1.42 (0.54-3.74)

Data given as n (%). ATE, arterial thromboembolic event; RI, recurrent cardiac ischemia; SRI, serious recurrent ischemia. Other abbreviations
asin Tables 1,3.

Increase in serum uric acid from baseline to end of treatment (umol/L)
Any uric acid adverse eventt

Goto S et al Circulation J 2015



Current Pharmaceutical Design, 2017, 23, 1-13
REVIEW ARTICLE

Did Prasugrel and Ticagrelor Offer the Same Benefit in Patients with Acute Coro-
nary Syndromes after Percutaneous Coronary Interventions Compared to Clopi-
dogrel? Insights from Randomized Clinical Trials, Registries and Meta-analysis

Alfredo E. Rodriguez*, Alfredo M. Rodriguez-Granillo, Sergio D. Ascarrunz, Francisco Peralta-Bazan and
Mi Young Cho

Cardiac Unit Otamendi Hospital, Buenos Aires School of Medicine Cardiovascular Research Center (CECI) Buenos Aires Argentina

Abstract: Background: According to ACC/ AHA guidelines, a minimum of 1 year of dual anti- platelet therapy
(DAPT) consisting of aspirin and a platelet ADP-receptor antagonist (P2Y12 inhibitor) is recommended for pa-
tients presenting acute coronary syndromes (ACS), regardless of which type of revascularization 1s performed
during the acute event.

Methods: The purpose of this presentation was to review the present data either from a direct randomized com-
parison among the three compounds and also large prospective observational registries and meta-analysis were
analyzed in detail. With this aim, we performed an extensive large search from PubMed/Medline Journals identi-
fying studies comparing fashion the new P2Y12 inhibitors in patients with ACS including ST elevation myocar-

Received: November 24, 2017 dial infarction (STEMI) in direct and indirect manner.
Accepted: January 1, 2018

ARTICLEHISTORY

Resulfs: Pivotal large randomized clinical trials (RCT) in patients with ACS including STEMI, comparing clopi-
dogrel. a first generation P2Y12 inhibitor against the newer prasugrel and ticagrelor showed major efficacy ad-
vantages of the latters although both drugs had more bleeding risk than clopidogrel. Direct comparisons of pra-
sugrel and ticagrelor from large RCT are not yet available, however, several observational registries and meta-
analysis reported results from an indirect comparison between both compounds. Major findings and limitations of
each of these studies were identified, highlighted and discussed.

DOI:
10.2174/1381612824666180108121834

Conclusion: Prasugrel and ticagrelor are both more effective than clopidogrel to prevent adverse cardiac events
in patients with ACS. Compared to ticagrelor, prasugrel appears to be more effective in patients with STEML,
although lack of randomized data didn’t allow to draw definitive conclusions.

Keywords: Prasugrel, ticagrelol, clopidogrel, dual antiplatelet therapy, stent thrombosis.




Mean Inhibition of platelet aggregation (IPA) after
2PY12 inhibitors loading dose in healthy voluntaries

-~ Clopidogrel-600 mg

~i—Prasugrel-60 mg

Ticagrelor-180 mg
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Mean Inhibition of Platelet aggregation (IPA) and percentage of
high residual platelet reactivity (HRPR) following single oral
dose of 60 mg Prasugrel and 180 mg Ticagrelor (STEMI).

—4—Prasugrel 60 mg
~—Ticagrelor 180 mg
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Original Studies

“Real-World” Comparison of Prasugrel With Ticagrelor
in Patients With Acute Coronary Syndrome
Treated With Percutaneous Coronary Intervention
in the United States

Cynthia Larmore,’ msn, Mark B. Effron,” mp, Cliff Molife,’ pho, Mitch DeKoven,? mMHsa,
Yajun Zhu,' Jingsong Lu,? ms, Swapna Karkare,? ms, Hsiao D. Lieu,' mp,
Won Chan Lee,? pho, and George W. Vetrovec,® mp

Objectives: The 30-day clinical outcomes with prasugrel or ticagrelor were compared
using a US payer database in patients with acute coronary syndrome (ACS) undergoing
percutaneous coronary intervention (PCI). Background: Prasugrel and ticagrelor dem-
onstrated superior efficacy with increased non-coronary artery bypass graft major
bleeding compared with clopidogrel in randomized clinical trials. No direct randomized
or observational studies have compared clinical outcomes between prasugrel and tica-
grelor. Methods: Patients hospitalized for ACS-PCIl between August 1, 2011 and April
30, 2013 and prescribed prasugrel or ticagrelor were selected. Drug treatment cohorts
were propensity matched based upon demographic and clinical characteristics. The
primary objective compared 30-day net adverse clinical events (NACE) in prasugrel-
and ticagrelor-treated patients using a prespecified 20% noninferiority margin. Second-
ary objectives included comparisons of major adverse cardiovascular events (MACE)
and major bleeding. Results: Data were available for 16,098 patients (prasugrel,
n=13,134; ticagrelor, n=2,964). In unmatched cohorts, prasugrel-treated patients
were younger with fewer comorbidities than ticagrelor-treated patients, and 30-day
NACE rates were 5.6 and 9.3%, respectively (P<0.001). Following propensity matching,
NACE was noninferior (P<0.001) and 22% lower in prasugrel-treated than in ticagrelor-
treated patients (RR, 0.78; 95% CI, 0.64-0.94). A 30-day adjusted MACE (RR, 0.80; 95%
Cl, 0.64-0.98) and major bleeding (RR, 0.65; 95% CI, 0.45-0.95) were also lower in
prasugrel-treated patients compared with ticagrelor-treated patients. Conclusions: In
this “real-world,” retrospective, observational study, physicians appear to preferentially
use prasugrel in younger patients with lower risk of bleeding or comorbidities

Larmore C et al. Catheter Cardiovasc Interv. 2015 Nov 18.




DAPT duration — “Real world” Ticagrelor vs Prasugrel

Unmatched Matched

Prasugrel; Ticagrelor; Prasugrel; Ticagrelor;
Variable N=13,134 N=2.964 P value N=2,661 N=2,661 P value

Age, years (mean £ 5D) 586+ 10.8 641124 <0001 625115 624117 0761
Female gender (%) 26.7 33.4 <0001 324 320 0792
Hospital type (%) <0001 (0833
Teaching 42.6 4.2 54.1 539
MNon-teaching 46.5 38.3 394 392
Index ACS event (%) <0001 0707
STEMI 38.6 39.6 0.313 40.6 393 0327
NSTEMI 36.4 37.2 0471 359 369 (0425
UA 21.6 18.5 <0001 19.0 189 0916
Unspecified ACS 34 4.8 NE 4.5 49 NE
Prior history/comorbidities (%)
Anemia 8.9 <0001 11.4 12.1 (0443
Cerebrovascular disease 4.8 < (0001 8.2 33 (0.842
CHF 6.9 <0001 9.4 96 (0852
CED 8.4 <0001 108 11.7 (259
COPD 12.9 <0001 16.7 153 (0.156
Diabetes 373 (0.149 355 359 0375
Dyslipidemia 77.9 <0001 74.3 744 (0950
Dyspnea 8.3 <0001 99 10.1 (1.749
Hypertension 354 <0001 39.2 396 (0.736
Ischemic heart disease < (001 285 286 0.952
Peripheral vascular disease < (.01 149 14.7 0787
Prior CABG i 0.700 1.8 1.8 100
Prior MI . ' 0.220 8.3 8.1 0327
Prior PCI . (.666 98 0819
Prior TIA or stroke . 3. < (001 4.2 4.6 0547
Pre-Index medication use (%)
ACE inhibitor 5. <0001 18.4 (1.545
ADP receptor inhibitor . 0.023 . 17.0 (1.856
Diabetes medication . < (0001 143 0.608
(CCI score (mean) " . <2 (001 . 1.7 0703

Larmore C et al. Catheter Cardiovasc Interv. 2015 Nov 18.




DAPT duration — “Real world” Ticagrelor vs Prasugrel

205 p=value

Fargin 1':;-'3 l?:’zfg:ﬂ
T -5
30 Day (a) |
Primary- - | <0.001
0% p-valua
Label- margin 20% margin
30 Day | (1-aided)
o Primary- (h) I <0.001
90 Day . ry —— | .
Primary -
Label - | <0.001
|
Label-
- | -
Core nﬂ.rilw_
Cora- 20 Day - — mal:gin T{Eﬁ;"
Primary 30 Day (C)
: Frimary 1 " <0.001
0.4 0.l Label-
0.013
1 ’ 0.012
30- and 90-da | I

0.009

0.008

30' and 90'day . 0.010

T T

0.4 05 ©0& 07 08 09 1 1.2 1.5

Felative Risk
e Pragugrel  Ticagrolor ——3

Event Rate Lower  Event Rabe Lower

30-day matched comparisons: Bleeding.
Larmore C et al. Catheter Cardiovasc Interv. 2015 Nov 18.




JACC: CARDIOVASCULAR INTERVENTIONS VOL. 9, NO. 10, 2016
@ 2016 BY THE AMERICAN COLLEGE OF CARDIOLOGY FOUNDATION ISSN 1936-8798/$36.00
PUBLISHED BY ELSEVIER doi.org/10.1016/j.jcin.2016.02.013

Optimal P2Y,5 Inhibitor in Patients
With ST-Segment Elevation Myocardial

INnfarction | Inderaoina Primarwv

F CONCLUSIONS
y.

This network meta-analysis suggests that in STEMI
patients undergoing PPCI, prasugrel is associated
with better clinical outcomes than standard or
high-dose clopidogrel at both 1-month and 1-year
follow-up; ticagrelor is associated with better out-
comes than standard or high-dose clopidogrel at
1-year; and prasugrel appears superior to standard
ticagrelor at both 1 month and 1 year. Prasugrel is

particularly more effective in patients receiving
bivalirudin and DES.

with prasugrel in studies where patients received bivalirudin, drug-eluting stents, and but not glycoprotein IIb/llla inhibitor.

CONCLUSIONS In STEMI patients undergoing PPCI, prasugrel and ticagrelor are more efficacious than clopidogrel;
in addition, prasugrel was superior to ticagrelor particularly in conjunction with bivalirudin and drug-eluting stents.
(J Am Coll Cardiol Intv 2016;9:1036-46) © 2016 by the American College of Cardiology Foundation.




Pooled OR and Cl comparing prasugrel with other P2Y12 inhibitors

A MACE (1-month) MACE (1-year)
(22 studies) (10 studies)

Prasugrel vs Rx 1:

Clopidogrel (S)

Clopidogrel (H)

Clopidogrel (U)

Ticagrelor (S)

-
-

0.59 (0.50-0.69)

0.60 (0.51-0.71)

0.79 (0.66-0.94)

0.69 (0.56-0.84)

Clopidogrel (S)

Clopidogrel (H)

Clopidogrel (U)

1 month and 1 year MACE

OR (95 % Cl)

0.62(0.53-0.73)

0.59 (0.50-0.68)

0.85(0.71-1.02)

Ticagrelor (S) 0.77(0.61-0.97)

Ticagrelor (U) 0.72 (0.50-1.05)

0.1 . 10.0

0.1 . 10.0

Favors Prasugrel FavorsRx 1

Favors Prasugrel FavorsRx 1

All cause of mortality (1-month) D
(21 studies)

All cause of mortality (1-year)
(10 studies)

Prasugrel vs Rx 1:

1 month and 1 year death OR (95 %

Clopidogrel (S) 0.59 (0.50-0.69)

Clopidogrel (S) 0.51(0.39-0.66)

Clopidogrel (H) 0.60(0.51-0.71)

Clopidogrel (H) 0.48(0.38-0.60)

Clopidogrel (U) 0.79 (0.66-0.94)

Clopidogrel (V) 0.70(0.53-0.92)

Ticagrelor (S) 0.69 (0.56-0.84)

Ticagrelor (U) 0.72 (0.50-1.05) Ticagrelor (S) 0.63(0.46-0.87)

0.1 . 10.0 0.1 . 10.0

Favors Prasugrel FavorsRx 1 Favors Prasugrel FavorsRx 1




Pooled OR and Cl comparing prasugrel with other P2Y12 inhibitors

A ST (1-month)
(13 studies)

Prasugrel vs Rx 1:

1 month and 1 year ST

OR (95 % Cl)

Clopidogrel (S) —a— 0.48 (0.30-0.78)
Clopidogrel (H) |—.—-—| 0.62(0.34-1.186)
Clopidogrel (U) |-—.-—| 0.52(0.29-0.95)
Ticagrelor (S) [ | 1.32(0.31-3.14)
Ticagrelor (U) [ = 0.75(0.14-3.15)
0.1 1.0 10.0
Favors Prasugrel FavorsRx 1

ST (1-year)

(6 studies)
Prasugrel vs Rx 1 OR(95%Cl)
Clopidogrel (S) —— | 0.57 (0.35-0.89)
Clopidogrel (H) —— 0.75 (0.48-1.14)
Clopidogrel (U) —— 0.46 (0.24-0.85)
Ticagrelor (S) i 0.78 (0.46-1.36)
0.1 1.0 10.0
Favors Prasugrel FavorsRx 1

1 month and 1 year I\/Ianr bleeding

Prasugrel vs Rx 1: OR (95 % Cl)

Clopidogrel (S) 0.70(0.53-1.02)
Clopidogrel (H) |—.-| 0.88 (0.66-1.16)
Ticagrelor (S) I—I—‘-I 0.76(0.57-1.05)
Ticagrelor (U) I—I—| 1.07(0.48-2.44)
0.1 1.:0 10.0
Favors Prasugrel FavorsRx 1

Clopidogrel (9) . - | 1.18 (0.41-2.84)
Clopidogrel (H) —a— 0.79 (0.56-1.05)
Ticagrelor (S) —— 1.29(0.82-2.13)
0.1 1.0 10.0
Favors Prasugrel FavorsRx 1




Unadjusted Comparison between P2Y12 inhibitors in 12 contemporary European
Registries on STEMI patients (AAPCI/ADAPT AMIS-Plus ATACS DIOCLES FAST-MI
2010 MULTIPRAC SCAAR SPUM :84299

B Prasugrel
B Ticagrelor

Clopidogrel

1.6

ml

In-Hospital overall death 1-year overall death 1-year cardiovascular Major bleeding
death

P value [chi2)
Event Prasugrel vs Ticagrelor Prasugrel vs Clopidogrel Ticagrelorvs Clopidogrel
In-Hospital overall death <0.001 <0.001 <0.01
1-year overall death <0.001 <0.001 <0.001
1-year cardiovascular death <0.001 <0.001 0.98
Major bleeding 0.71 <0.002 <0.001

Rodriguez AE et al. Curr Pharm Des. 2018




30-day STEMI mortality comparing
different P2Y12 inhibitors from meta-
analysis (10 RCT,1 Registry 26658 pts)

OR=0.63 OR=0.93
[Cl=0.46 to 0.86; p = 0.03] [Cl=0.76to 1.17; p = 0.58]

Prasugrel Clopidogrel Ticagrelor

Rodriguez AE et al. Curr Pharm Des. 2018



ORIGINAL RESEARCH ARTICLE

Association of different antiplatelet therapies with
mortality after primary percutaneous
coronary intervention

Table 2 Results of multivariate logistic regression models

O utcorme Cohort OR (95% CI) P value

CONCLUSIONS

In a cohort of just over 89 000 patients undergoing primary PCI

tor STEMII in clinical practice in the UK, prasugrel is associated
with a lower 30-dav and 1-vear mortality than clopidogrel and
ticagrelor. Give that it is unlikely that an adequatelv powered

randomised trial will be undertaken to compare them in the
future, these data mav have implications for routine clinical care.

S0-Day Prasugrel wversus O0.870 (0. F 77 to O.97F3) o012
mortal ity clopidogrel
Ticagrelor versus 10742 (0.954 to 1.208) O.237
clopidogrel
Ticagrelor versus 1.216 (1.031 to 1.435) 0.020
prasugrel
Prasugrel wversus 0.891 (0.815 to Q.9749) .01 1
clopidogrel
Ticagrelor versus 1.058 (0.962 to 1.163) 0.24a7
clopidogrel

Ticagrelor versus 1.188 (1.042 to 1.3549) .01 0
prasugrel

ORs, Cls (in brackets) and P wvalues represent the pooled results over 10 multiple
imputed dataset instances.
MACE, major adverse cardiovascular events.




Real-world comparison of clopidogrel, prasugrel and
ticagrelor in patients undergoing primary
percutaneous coronary intervention Arvindra

* Atotal of 1648 (44.5%) patients received clopidogrel, 1244
(33.6%) patients received prasugrel and 811 (21.9%) patients

received ticagrelor as their P2Y12-receptor inhibitor.

* PRASUGREL TICAGRELOR
(n=1244) (n=811)

30-d 40 (3.2)* *P value<0.05 56 (6.9)

1-Y 26(3.2) 47 (3.8)

Krishnamurthy et al. Open Heart 2019



The NEW ENGLAND JOURNAL of MEDICINE

BACKGROUND
The relative merits of ticagrelor as compared with prasugrel in patients with acute
coronary syndromes for whom invasive evaluation is planned are uncertain.

METHODS
In this multicenter, randomized, open-label trial, we randomly assigned patients
who presented with acute coronary syndromes and for whom invasive evaluation was
planned to receive either ticagrelor or prasugrel. The primary end point was the com-
posite of death, myocardial infarction, or stroke at 1 year. A major secondary end point
(the safety end point) was bleeding.

RESULTS
A total of 4018 patients underwent randomization. A primary-end point event occurred
in 184 of 2012 patients (9.3%) in the ticagrelor group and in 137 of 2006 patients
(6.9%) in the prasugrel group (hazard ratio, 1.36; 95% confidence interval [CI], 1.09
to 1.70; P=0.006). The respective incidences of the individual components of the
primary end point in the ticagrelor group and the prasugrel group were as follows:
death, 4.5% and 3.7%; myocardial infarction, 4.8£% and 3.0%; and stroke, 1.1% and
1.0%. Definite or probable stent thrombosis occurred in 1.3% of patients assigned to
ticagrelor and 1.0% of patients assigned to prasugrel, and definite stent thrombosis
occurred in 1.1% and 0.6%, respectively. Major bleeding (as defined by the Bleed-
ing Academic Research Consortium scale) was observed in 5.4% of patients in the

ticagrelor group and in 4.8% of patients in the prasugrel group (hazard ratio, 1.12;
95% CI, 0.83 to 1.51; P=0.46).

CONCLUSIONS
Among patients who presented with acute coronary syndromes with or without
ST-segment elevation, the incidence of death, myocardial infarction, or stroke was
significantly lower among those who received prasugrel than among those who re-
ceived ticagrelor, and the incidence of major bleeding was not significantly different
between the two groups. '




Hazard ratio, 1.12 (9526 CI, 0.83—-1.51)
P=0.46

Ticagrelor

Prasugrel

Cumulative Incidence (%)

6 a2
Months since Randomization

No. at Risk
Ticagrelor 1989 1441 1399 1356 1319 1296
Prasugrel 1773 1465 1427 1397 1357 1333

Figure 3. Cumulative Incidence of the Safety End Point at 1 Year.

The Kaplan—Meier curves show the cumulative incidence of the safety end
point, which was the incidence of BARC type 3, 4, or 5 bleeding at 1 year.
The analysis was performed in a modified intention-to-treat population,
which included all patients who received at least one dose of the randomly
assigned trial drug and were assessed for bleeding events up to 7 days af-
ter discontinuation of the trial drug. The inset shows the same data on an
enlarged y axis.




ISAR REACT 5

Ticagrelor Prasugrel HR [95% CI]
(n=2012) (n=2006)

Death 90 (4.5) . 1.23 [0.91-1.68]
—  Cardiovascular 63 (3.2)
— Non-cardiovascular

Myocardial infarction 1.63 [1.18-2.25]
—  STEMI

Stroke 1.17 [0.63-2.15]
— lschemic

—  Hemorrhagic
Definite or probable stent thrombosis 1.30 [0.72-2.33]

Definite stent thrombosis
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Uso de drogas inhibidoras de P2Y¥Y 12, clopidogrel, prasugrel
vy ticagrelor, en pacientes sometidos a intervenciones
coronarias percutaneas en el mundo real en la Argentina.
Resultados de los Registros ERACI IV v WALTZ

Frasugrel 100%

Clopidogrel 97 5%

Ticagrelor 95 3%

Prasugrel: 90 0%
Clopidogrel 90 8%
Ticagrelor 88, 7%
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obstructiva cronica: SS: sistema de salud privado: DAPT: doble antiaareaacion plaauetaria previamente: SCA: sindrome coronario aaudo: SCACEST: SCA con elevacion del seamento ST-T.
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Switching from ticagrelor to prasugrel: A warning’ @Cmsm

Guido Parodi *, Benedetta Bellandi, David Antoniucci

Department of Heart and Vesseks, Careggi University Hospital Florence, Italy

dication to prasugrel). However, the Switching AntiPlatelet-2 (SWAP-
2) trial suggested a pharmacodynamic interaction when switching
from ticagrelor to prasugrel that is only partially mitigated when a
prasugrel loading dose was used. In fact, during the early switching
phase and up to 7 days of the new treatment, prasugrel was associated
with significantly higher platelet reactivity as compared with ticagrelor,
with a peak after 48 h [4], just the time after switching at which sudden
death for a probable ST occurred in our patient. It is possible that occu-

from the receptor. Ticagrelor may also induce a change in receptor con-
formation that temporarily precludes prasugrel active metabolite bind-
ng. It s easy to anticipate a greater increase in platelet reactivity when
switching from ticagrelor to clopidogrel, since the later is able to induce
a lower active metabolite production as compared with rel. More




1) Both prasugrel and ticagrelor provide a significant reduction of adverse events
compared to clopidogrel in patients with ACS, at expense of a significant
Increase of bleeding risk.

2) In patients with STEMI undergoing PCI, indirect data from multicenter
registries and meta-analysis, prasugrel and ticagrelor show that both are
superior to clopidogrel in reducing cardiac adverse events, however, prasugrel
was also more effective in reduced MACE, overall mortality and
cardiovascular death at 1-month and one year compared to ticagrelor.

: o
now we would like to make a statement about the superiority of prasugrel over
ticagrelor, we would only be able to use two of them, making it clearly
scientific inappropriate.

Rodriguez AE et al. Curr Pharm Des. Jan 2018, 24 (4)
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