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Antithrombotic treatment for high-risk stroke patients

Joon-Tae Kim, MD, PhD

Chonnam National University Hospital, Gwangju-Jeonnam Regional Cerebrovascular Center

» Acute DAPT trials

» DAPT with aspirin+clopidogrel

> High vs Low risk stroke patients » FASTER
L 4
» Other antiplatelets M/ DS
P > CHANCE Ischemic risk highest in acute period,

» aspirin+cilostazol » POINT ereas bleeding risk is constant over time.

» Ticagrelor/prasugrel T
> Treatment should be initiated as soon as possible
> Long-term treatment (>3 months) associated with negative
benefit-risk

JAMA Neurology | Originalnvestigaion

Dual Antiplatelet Therapy in Transient Ischemic Attack
and Minor Stroke With Different Infarction Patterns
Subgroup Analysis of the CHANCE Randomized Clinical Trial

Q. Same treatment? Yiong Wang, MO, 10

Are the efficacy and safety of C+A

¥ High risk of recurrent stroke ? ¥ Low risk of recut consistent in different infarction patterns after TIA or minor stroke?

-Acute and Minor... - Acute and Minol

1) Multiple risk factors 1) Less risk factors

2) Prior aspirin users 2) No vascular diseases
3) Old age 3) Youngage

4) .. 4) ..

226 CHEtMIZDErS] 2019 K38} FAStathz] - 22l -



e DT A0 A

Dual antiplatelet therapy in stroke and
ICAS

Outcome
Stroke

18.8%
19.6%
18.8%

10.1% 0.50 (0.3-0.96)
0.50 (0.3-0.92)

0.50 (0.3-0.96)

/04 v Objective: investigate whether the efficacy and safety of clopidogrel + ASA vs ASA alone were consistent

- between patients with and without intracranial arterial stenosis (ICAS).
Combined outcome

10.1%
10.1%

0.03
Ischemic stroke 0.01 ¥ 1089 patients with MRA images available in CHANCE
v 608 patients (55.8%) with ICAS and 481 (44.
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Is DAPT with A+C Enoug|
patients?

for early treatment in high risk

» 2 main limitations

Aspirin vs Ticagrelor

Aspirin+Ticagrelor
» Non-minor stroke

» Higher risk vs lower risk

Clopidogrel
Inactive prodrug

No biotransformation required

two-step oxidation by the

hepatic CYP450 system to

generate its active

compound

No (active drug)

hydrolysis Patelet

Metabolism

Elimination
Half-life

Dosage Form
Daily Maintenance Dose

ADP receptor
€, 30 min-1 hour

Hepatic (CYP2C19)

Urine 50%, feces 46%

~6 hours (clopidogrel); ~30
min (active metabolite)

75-,300-mg tablets
75mg
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Hepatic (primarily CYP3A4 and
CYP286)

Urine 68%, feces 27%

~7 hours (active metabolite;
range = 2-15 hours)
5-,10-mg tablets

10mg

ADP receptor

€, 1.5 hours (ticagrelor), 25
hours (active metabolite)
Hepatic (CYP3A4) e

oxidation

!

Urine 26%, feces 58%

~7 hours (ticagrelor); ~9 hours
(active metabolite)

90-mg tablets
90 mg twice daily

1= -
=

of compound

4% cypaso.

19, CYP3A4/5, CYP1A2,
CYP28B6, and CYP2C9
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SOCRATES 3
Is short-term A+C Enough for 27 prevention?
Efficacy was greater in patients with ipsilateral extra-or intracranial steno:
» DAPT for prevention of recurrent stroke in
high-risk stroke patients
al infarcton, or death (8)Ischem
Aspirin SAMMPRIS trial

» Still high risk of recurrent stroke, even h
in acute phase

4

» High risk of bleeding for long-term
prevention

Cumalsive Probbiiy of the Primary
Erd Pt

¥ More potent in acute phase.... fropai
v Less bleeding, but still potent in subacute to

chronic phase...

A tschemic stoke.

Dual anti therapy using cilostazol for secondar
9
b i hichsick ischaermEsticke] . . . s ’
J"a’:;’:_":"’" npa e"‘::;'rfrlagg, il “ ® Comparison of prasugrel and clopidogrel in patients with
iR - 5 R F— 2 non-cardioembolic ischaemic stroke: a phase 3, randomised,

1 4 non-inferiority trial (PRASTRO-I)

AeiraOgous, T Tok kevkoNagoo, HicshiYamagar,
TaumiNagae, StinsukeNanto, Ken Abe, Vosuoleda PRASTRO tudy Group

of stroke, M1, and vascular death
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PRASTRO-I

[ ———
——— » Summary

smuren Empace > DAPT with A+C: may be a choice for early secondary
o el prevention

» Highrisk stroke patients
emomas Although the cumulative incidence of IS, MI, and death from g P

other vascular causes was similar between the 3.75 mg/day of More intense antiplatelet effect
prasugrel and 75 mg/day of clopidogrel groups, non-inferiority + Less bleeding risk
could not be confirmed in Japanese patients with non-CE stroke. » Acute minor stroke

= ] ; Acute periods
Of note, the incidence of bleeding events, which was assessed as » Arterialstenoioacianion »

: ey _aspirin+clopidgorel
B Sse iR allation; was not .G _ ongoing trial for aspirin+ticagrelor
between groups. » Multiple infarcts
; subacute-to-chronic periods
_ clopidogrel, aspirin mono in general
_ aspirinscilostazol in high ri
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228 CHEtMIZDErS] 2019 K38} FAStathz] - 22l -





