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Latest in Post-PCl Pharmacology

Latest iIn Genotype-Guided Antiplatelet Therapy

Latest in P2Y ;, Inhibitors Monotherapy
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TAILOR-PCI: Genotype-guic

TAILOR PCI TRIAL DESIGN
Coronary Angiography/PCI
Referrals
| Screen & Consent
l_| RANDOMIZED | l
c(,nve,,,,o,,a, 5,270 patients Prospective
Genotyping Arm

l

| Clopidogrel 75 mg daily | | CYP201:'2 &3 || wrcypacis |

I 12 month/Retrospective genotyping I

12-month follow-up

Ticagrelor Clopidogrel
90 mg BID 75 mg daily

[wrcypacig| | cyp2ci19:28 13|

l

Primary outcomes: non-fatal MI, non-fatal stroke, CV death,
severe recurrent ischemia, stent thrombosis.
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ed Antiplatelet Therapy Post PCl

= Background:

Current clinical guidelines do not recommend testing
patients for the CYP2C19 genetic abnormality before

prescribing clopidogrel.

= Hypothesis:

Guiding the choice of post-PClI DAPT according to
CYP2C19 loss-of-function (LOF) status will improve
outcomes in CYP2C19 LOF carriers versus prescribing

clopidogrel for all.
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TAILOR-PCI: Genotype-guided Antiplatelet Therapy Post PCl

Primary EndPoint

(Composite of CV death, MI, stroke, ST) ~— Conventional therapy
100 - 6 - — Genotype-guided therapy A=1.8% (-0.1, 3.9)
I= 80 - 4 -
o
a
2 60 - 2 - . .
@ Adjusted Hazard Ratio: 0.66 (0.43, 1.02)
E 40 7 0 L) T L] L) T P=[ll-056 L]
‘= 0 45 90 135 180 225 270 315 360
Q20 -
0 -ﬁ ) L} 1 1 1 — 1
0 45 90 135 180 225 270 315 360
Days from Randomization
Conventional therapy 946 9086 898 894 876 867 864 859 604
Genotype-guided therapy 903 875 870 863 854 838 833 824 556
r
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TAILOR-PCI: Genotype-guided Antiplatelet Therapy Post PCl
Safety Endpoint

(TIMI Major or Minor Bleeding)

100 - 2.0 -
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Latest in Post-PCl Pharmacology
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P2Y12 Monotherapy: A New Paradigm

= Many issues with Aspirin (Aspirin resistance, bleeding risk, gastrotoxicity,
etc.).

= Aspirin might abolish or decrease the proposed anti-thrombotic effect of
P2Y12 receptor blockers in vivo that is mediated by the amplification of
anti-platelet effect of inhibitory prostaglandins such as PGl,.

" |n the presence of strong P2Y12 receptor blockade, aspirin provides little
additional inhibition of platelet aggregation.

CARDIOVASCULAR -~
INNOVATIONS 5Tt ( CARDIOVASCULAR




TWILIGHT Trial: Study Design

Randomization Period
12 Months

Observation Period
3 Months

Enrollment Period
3 Months

Ticagrelof + Aspirin Standard of Care

High-Risk PCI Patients
(N=9006)

Not Randomized
[ ° (Ng;agr';l)lze J Standard of Care

Ticagrelor + Aspirin
(Open label)

Ticagrelor + Placebo

8]~

Mehran R et al., NEJM, 2019




TWILIGHT Trial: Results

Key Secondary Endpoint

Primary Endpoint

BARC 2, 3 or 5 bleeding (ITT)

10
= Ticagrelor + Aspirin
8 ——— Ticagrelor + Placebo
? ] o
2 Placebo vs Aspirin 7.1%
8 HR (95%Cl): 0.56 (0.45 to 0.68)
g 97 P <0.001
o
C
= 4.0%
> 47
©
3
E L ARD = -3.08% (-4.15% to -2.01%)
© NNT = 33
O T T T 1
0 & 6 9 12
Months since randomization
No. at risk
Ticagrelor + Aspirin 3564 3454 3357 3277 3213
Ticagrelor + Placebo 3555 3474 3424 3366 3321
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Death, Ml or Stroke (PP)

10
—— Ticagrelor + ASA
8 Ticagrelor + Placebo
;\; _
(0]
g
8 67 Placebo vs Aspirin
i HR (95%Cl): 0.99 (0.78 to 1.25)
P P <0.001 3.9%
g 4 - non-inferiority ~Y- -
8 3.9%
£
3 27
ARD =-0.06% (-0.97% to 0.84%)
O i I I I 1
0 3 6 9 12
Months since randomization
No. at risk
Ticagrelor + Aspirin 3515 3466 3415 3361 3320
Ticagrelor + Placebo 3524 3457 3412 3365 3330

Mehran R et al., NEJM, 2019
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Total Enrolled
9006

Complex Enrolled Non-Complex Enrolled
2956 (32.8%) 6050 (67.2%)

TWILIGHT-Complex PCI: o —
Study Design s

Complex Randomized
2342 (32.9%)

Ticagrelor + Placebo Ticagrelor + Aspirin Ticagrelor + Placebo
1158 (49.4%) 1184 (50.6%) 2397 (50.2%)
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Non-Complex Randomized

4777 (67.1%)

N
Ticagrelor + Aspirin
2380 (49.8%)

T




TWILIGHT-Complex PCl: BARC 2, 3, or 5 Bleeding

Intention-To-Treat Cohort

Ticagrelor + Ticagrelor +

o 0

— Placebo Aspirin HR (95% CI) Pint
o) © Complex PCI 4.2% 7.7% 0.54 (0.38-0.76)
— 0.79
(@) Non-complex PCI 3.9% 6.8% 0.57 (0.44-0.73) !
™
N 1o
2 S -
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]
O
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| | I I | | |
0 60 120 180 240 300 360
Ticagrelor + Aspinn — Complex PCI Ticagrelor + Aspirin — Non-complex PCI
— — — — — Ticagrelor + Placebo — Complex PCI  — — — — — Ticagrelor + Placebo — Non-complex PCI
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TWILIGHT-Complex PCl: Death, MlI, or Stroke

Per-Protocol Cohort

1) o
4 — Ticagrelor + Ticagrelor +
g o Placebo Aspirin HR (95% Cl) Pint
n
= Complex PCI 3.8% 4.9% 0.77 (0.52-1.15)
© 0.13
§ Non-complex PCI 3.9% 3.5% 1.13 (0.84-1.53)
< S
e A ]
® _l—'_'_'_'_
o o
§e
O
N
>
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= Q|
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< | | | | T | |
0 60 120 180 240 300 360
Days after randomization
Ticagrelor + Aspirnn — Complex PCI Ticagrelor + Aspirin — Non-complex PCI
— — — — — Ticagrelor + Placebo — Complex PCI  — — — — — Ticagrelor + Placebo — Non-complex PCI
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wemm | WILIGHT-Diabetes Mellitus:
2620 6% Study Design

Ticagrelor + Placebo

Ticagrelor + Aspirin
1319 (50.3%)

1301 (49.7%)

Non-insulin Insulin Non-insulin
984 (74.6%) 374 (28.7%) 927 (71.3%)

11 withdrew consent 9 withdrew consent
13 lost to follow-up ( 17 lost to follow-up
1 physician withdrew

Includes 17 deaths Month 15 Follow-up Month 15 Follow-up

: Includes 27 deaths
1274 (97.9%)

1295 (98.2%)
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TWILIGHT-DM: BARC 2, 3, or 5 Bleeding

Intention-To-Treat Cohort

S10 ] T!cagrelor + Aspirin
S Ticagrelor + Placebo
B _
Q 8 HR [95%ClI]: 0.65 [0.47 — 0.91] 6.7%
) p =0.01
O _
'c 6
£
(O] _|
= 4 4.5%
)
3 —]
= 2
>
O O | T T T T T T T
0 60 120 180 240 300 360
_ Days after randomization
~ Number at risk
Ticagrelor plus Aspirin 1301 1274 1250 1223 1200 1184 1169
Ticagrelor plus Placebo 1319 1297 1285 1270 1246 1233 1221
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TWILIGHT-DM: Death, MI, or Stroke

Per-Protocol Cohort

Ticagrelor + Aspirin
Ticagrelor + Placebo

=
o
|

oo
l

HR [95%ClI]: 0.77 [0.55 — 1.09]
p=0.14 5.9%

N
|

4.6%

N
l

Cumulative incidence (%)
(@)]
|

o
|

120 180 240 300 360

o_
(©))
o

_ Days after randomization
~ Number at risk
Ticagrelor plus Aspirin 1285 1269 1252 1235 1219 1204 1190
Ticagrelor plus Placebo 1308 1288 1273 1261 1242 1234 1223
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Ticagrelor Monotherapy Vs DAPT in Patients with ACS:
TICO Randomized Trial

ACS patients undergoing BP-SES (n=3,056)
\ __ - Primary endpoint; Net clinical adverse events @ 12M
1:1 Randomization : TIMI-major bleeding + MACCE (All death, MI, ST,

Stratified by DM and STEMI stroke, and TVR)

Ticagrelor monotherapy Ticagrelor-based
after 3-month DAPT 12-month DAPT

Clinical visits | Day 0 2 3 months 6 months 9 months 12 months >

|
PCI & Randomization

“Ticagrelor monotherapy"

3-month DAPT
Aspirin )| Aspirin discontinuation Ticagrelor-monotherapy
Ticagrelor )

“Conventional treatment" 12-month DAPT

Aspirin

Ticagrelor

Kim BK et al., ACC, 2020



E Primary outcome of the net adverse clinical event

Cumulative incidence, %

[ ]
7 °
HR, 0.66 (95% CI, 0.48-0.92) TICO Tria I - Resu Its
P=.01
E .
Ticagrelor-based 12-mo DAPT

5 .

No. of patients with event

(% cumulative incidence)®
4+ Ticagrelor monotherapy Ticagrelor-based

after 3-mo DAPT 12-mo DAPT Absolute difference, % Hazard ratio

Outcomes (n=1527) (n=1529) (95%Cl) (95% C1) P value®
34 ) Major adverse cardiac 35(2.3) 51(3.4) -1.05(-2.23100.13) 0.69 (0.45 to 1.06) 09
Ticagrelor monotherapy after 3-mo DAPT and cerebrovascular event®
5 TIMI
Major bleeding 25(L.7) 45(3.0) -1.33(-2.40t0-0.27) 0.56(0.34t0 0.91) .02
1- Major or miner bleeding 53(3.6) 83(5.5) -2.06 (-3.52 to-0.60) 0.64 (0.45 to 0.90) 01
D T T T T T T T T T T T 1
0 30 60 90 120 150 180 210 240 270 300 330 360
Days after PCI

Kim BK et al., JAMA, 2020



Take-Home Messages

= A genotype-guided strategy was NOT superior at reducing adverse
cardiovascular events compared with standard therapy after PCI.

= P2Y12 Inhibitor Monotherapy after a short course of DAPT reduces
risk of bleeding without compromising ischemic protection in
different subsets of high-risk patients who have undergone PCI.
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Thank You!
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