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Time Course of Ischemic Complications after PCI

Frequency of Composite Endpoint
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Intravenous Antiplatelet Agents:
2023 ESC Guidelines for the Management of ACS

GP lIb/llla receptor antagonists should be considered
if there is evidence of no-reflow or a thrombotic lla C

complication during PCI.
In P2Y ¢, receptor inhibitor-naive patients
undergoing PCl, cangrelor may be considered.”"'>*

Byrne R. et al. Eur Heart ] 2023;44:3720-3826
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Effect of Cangrelor on Periprocedural Outcomes:
A pooled analysis of patient-level data

3 RCTs (N=24,910 - CHAMPION PCI/PLATFORM/PHOENIX)
11.6% STEMI, NSTE-ACS 57.4%, SCAD 31%

Death, M|, Revasc, or ST Stent Thrombosis
at48 hours at 48 hours
51 47% 1.0 =
r f 0-8%
4 3:8% 0-8 -
:g 3_ :g 06_' 0,5%
—
14 —— Clopidogrel 02
Log-rank p value=0.0007 Cangrelor Log-rank p value=0-0008
0 T T T T T T T ] 0 T T T T T T T ]
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Number at risk Number at risk
Cangrelor 12475 12053 12040 12033 12021 12006 12002 11994 11985 Cangrelor 12475 12420 12406 12403 12395 12387 12384 11377 12371
Clopidogrel 12435 11903 11897 11891 11882 11874 11866 11853 11843 Clopidogrel 12435 12327 12319 12318 12308 12306 11304 12297 12291
OR=0.81, 95%CI 0.71-0.91 OR=0.59, 95%CI 0.43-0.80
At 30 days: 5.3% vs. 6.1%, P=0.001 At 30 days: 0.9% vs. 1.3%, P=0.003

Steg et al. Lancet 2013;382:1981-92



Efficacy Outcomes at 2-hours after PCI
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Safety Outcomes with Cangrelor

Cangrelor Clopidogrel

- Y -
Bleeding (N=12,565)  (N=12,542) OR (95% CI)  P-value
GUSTO Severe 28 (0.2%) 23 (0.2%) 1.22 (0.70, 2.11)  0.49
GUSTO Moderate 76 (0.6%) 56 (0.4%) 1.36 (0.96, 1.92) 0.08

GUSTO Severe + Moderate 103 (0.8%) 79 (0.6%) 1.30 (0.97,1.75) 0.08

TIMI Major 32 (0.3%) 28 (0.2%) 1.14(0.69,1.90) 0.61
TIMI Minor 77 (0.6%) 51 (0.4%) 1.51(1.06,2.15) 0.02
TIMI Major + Minor 109 (0.9%) 79 (0.6%) 1.38 (1.03,1.85) 0.03
Any blood transfusion 90 (0.7%) 70 (0.6%) 1.29 (0.94,1.76) 0.1
ACUITY Major 534 (4.2%) 353 (2.8%) 1.53(1.34,1.76) <0.0001

ACUITY w/out hematoma 169 (1.3%) 123 (1.0%) 1.38 (1.09,1.74) 0.007

Steg et al. Lancet 2013;382:1981-92



Prognostic Implications of Ischemic and Bleeding

Complications
Risk of Death Risk of Death
After Myocardial Infarction After Major Bleeding
Adjusted HRs (95% CI) Adjusted HRs (95% CI)
- 2.53 (1.62 to 3.96) —— 2.02 (1.48 t0 2.75)
—— 2.88 (1.74 to 4.77) —— 3.43 (2.49 to 4.74)
—— 3.20 (2.20 to 4.90) —— 3.44 (2.33 to 5.06)
—— 4.14 (3.07 t0 5.59) —= 3.50 (2.30 to 5.40)
—— 4.41 (2.67 t0 7.28) —— 4.02 (2.74 10 5.90)
—— 4.43 (3.24 t0 6.04) —— 5.15 (3.58 to 7.42)
—— 5.06 (3.72 to 6.89) —— 7.96 (5.89 to 10.75)
—— 6.49 (4.63 10 9.10) . —=>  11.10(7.42 10 16.62)
<& 4.10 (3.34 to 5.03) e 4.44 (3.02 t0 6.52)
0.5 1 4 025 1 !
HR4.10 HR 4.44
(95%CI 3.34 to0 5.03) (95%CI 3.02 t0 6.52)

Piccolo R. et al. Eurolntervention 2021;17:1-11
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Periprocedural Myocardial Infarction in Complex PCI
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el PCl Patients: Cangrelor
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Short-Term Antiplatelet Therapy for Complex

Pharmacodynamic effects of cangrelor in elective complex
PCI: insights from the POMPEII Registry
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Rate of HRPR

High residual platelet reactivity (HRPR)
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Inhibition of platelet aggregation at 30 minutes

Platelet Inhibition with
Cangrelor, Tirofiban and Prasugrel
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Transitioning from IV to Oral P2Y12 Inhibitors

Ticagrelor - SWAP-5 Prasugrel - SWAP-6

Noninferiority margin
= Cangrelor - Placebo :
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Transitioning from IV to Oral P2Y12 Inhibitors

Ticagrelor - SWAP-5 Prasugrel - SWAP-6
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Mean PRU value (+95% ClI)

Subcutaneous Antiplalatet Therapies
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Conclusions

Intravenous antiplatelet drugs provide fast and potent inhibition of

platelet activity
Patient selection and coronary anatomy knowldege is key to balance the
efficacy and safety profile of these drugs
There is a gradient in platelet inhibition:
= Cangrelor (++)
= GPI (++++)
Residual uncertainties:
= Do we need 100% IPA?
= Role of Cangrelor in the era of new P2Y12-i
= Optimal transition modality from intravenous to oral antiplatelet

therapy
= Role of subcutaneous antiplatelet drugs



