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Summary:

The authors performed a subgroup analysis of the Cilostazol Stroke Prevention Study for Antiplatelet Combination (CSPS.com) trial, a
randomized controlled trial in high-risk Japanese patients with ischemic stroke aiming to compare the efficacy and safety of dual
antiplatelet therapy (DAPT) with cilostazol and clopidogrel or aspirin to those of single antiplatelet therapy (SAPT) with clopidogrel or
aspirin in patients with intracranial symptomatic or asymptomatic arterial stenosis (ICAS) of at least 50%".

Patients were allocated to receive either DAPT (n=275) or SAPT (n=272) The risks of ischemic stroke (hazard ratio [HR], 0.47; 95% Cl, 0.23-
0.95); and composite of stroke, myocardial infarction, and vascular death (HR, 0.48; 95% Cl, 0.26-0.91) were lower in DAPT than SAPT,
whereas the risk of severe or life-threatening bleeding (HR, 0.72; 95% Cl, 0.12-4.30) did not differ between the 2 treatment groups.

DAPT using cilostazol was superior to SAPT (either clopidogrel or aspirin) for the prevention of recurrent stroke and vascular events
without increasing bleeding risk among patients with intracranial arterial stenosis after stroke.

Commentary:

DAPT after ischemic stroke or transient ischemic attack may reduce recurrent stroke but also increase severe bleeding compared with
SAPT.

The CSPS.com trial Investigators reported that, among 1879 Japanese patients with high-risk noncardioembolic ischemic stroke in the
previous 8 to 180 days, adding cilostazol to single antiplatelet therapy with aspirin or clopidogrel reduced the annual incidence of
recurrent ischemic stroke by half compared with monotherapy (2.2% dual therapy with cilostazol versus 4.5% monotherapy, hazard ratio,
0.49 [95% Cl, 0.31-0.76]), without increasing the annual risk of severe or life-threatening bleeding (0.6% dual versus 0.9% monotherapy,
hazard ratio, 0.66 [0.27-1.60])2.

Neurologists are always looking for new possibilities to improve stroke prevention, so can these results affect our usual clinical
treatment strategy?

Hankey GJ? analysed the results of the CSPS.com trial regarding bias (detection bias, performance bias, attrition bias), precision,
plausibility, consistency and generalizability. Most important points were regarding precision and generalizability. The precision analysis
showed wide range of recruitment (13-62 days, median 26 days), with short follow-up period (median 1.4 years), quite small total number
of primary outcome events (recurrent ischemic stroke) in each group (29 [3%] for DAPT and 64 [7%] for SAPT), wide 95% Cl of the hazard
ratio of recurrent ischemic stroke with DAPT vs SAPT (0.31-0.76).Also, the estimate of the hazard ratio of severe or life-threatening
bleeding was imprecise, ranging from a 73% reduction to a 60% increase with DAPT vs SAPT. Regaring generalizability, all of the RCTs of
cilostazol in patients with ischemic stroke have been conducted in Asian countries and it remains uncertain whether the results of these
trials are generalizable to other populations in other continents.

The recent review on the American Heart Association/American Stroke Association Guidelines 20212 concluded that DAPT (aspirin plus
clopidogrel) was more effective than SAPT for prevention of secondary ischemic stroke when initiated early after the onset of minor
stroke/high-risk transient ischemic attack and treatment duration was <90 days. When the treatment duration was longer and initiated
later after stroke or transient ischemic attack onset, DAPT was not more effective than SAPT for ischemic stroke prevention and it
increased the risk of bleeding?. However, trials regarding intracranial stenosis/use of cilostazol were not included in this meta-analysis
due to insufficient/heterogenous data*.

Another recent review and meta-analysis aimed to determine the efficacy and safety of cilostazol for secondary stroke prevention3. It
included 18 randomised trials with 11429 participants. There were 3 studies comprising 755 patients that included only patients with
symptomatic ICAS. For most outcomes, there was no significant difference between the symptomatic ICAS and mixed/other stroke
subgroup. In the ICAS subgroup, cilostazol administration was associated with an insignificant increase in risk of MACE (RR=1.38, 95% Cl
0.67 to 2.85, p=0.38), compared with a statistically significant decrease in MACE risk in studies which did not exclusively recruit patients
with symptomatic ICAS. There was no significant decrease in risk of ICAS progression or worsening (RR=0.63, 95% Cl 0.25 to 1.58, p=0.33)
after cilostazol administration®.


http://csps.com/

may be as, or more important, than any antiplatelet properties.

A nation-wide cohort study by Lee TH et al.° compared the long-term efficacy and safety between cilostazol and clopidogrel in chronic
ischemic stroke and showed a trend of lower frequency of recurrent acute ischemic stroke or major bleeding in patients with a history of
hypertension or gastrointestinal bleeding in the cilostazol group.

A recent subgroup analysis of the PICASSO Trial” compared the efficacy and safety of cilostazol vs aspirin in ischemic stroke patients
with high-risk cerebral hemorrhage and found that hemorrhagic stroke was less frequent in the cilostazol than in the aspirin group in
patients with multiple microbleeds, concluding that Cilostazol may be more beneficial for ischemic stroke patients with multiple
cerebral microbleeds and before white matter changes are extensive.

Conclusion: Although DAPT with cilostazol has shown efficacy and safety in secondary stroke prevention in patients with intracranial
stenosis, further randomized clinical trials conducted outside Asia are needed to increase the generalizability to populations with a

different ethnic background (or non-Asiatic populations).
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1. WHAT DID YOU SET OUT TO STUDY?

This was a subgroup analysis of the CSPS.com trial, which was a randomized controlled trial to compare dual antiplatelet therapy (DAPT)
with cilostazol and aspirin or clopidogrel to single antiplatelet therapy (SAPT) with aspirin or clopidogrel in high-risk Japanese patients
with non-cardioembolic ischemic stroke in order to investigate superiority of DAPT to SAPT for the long-term prevention of recurrent
stroke among patients with intracranial arterial stenosis (ICAS).

2. WHY THIS TOPIC?

Long-term benefit of DAPT over SAPT for the prevention of recurrent stroke has not been established in patients with ICAS. Based on the
results of WASID and SAMPRIS trials, the 2021 version of ASA/AHA guidelines recommend short-term DAPT plus aggressive risk factor
management in patients with severe ICAS in the vascular territory of ischemic stroke or TIA. However, according to a meta-analysis of
aspirin plus clopidogrel versus aspirin alone for the prevention of recurrent stroke in patients with minor ischemic stroke or high-risk
TIA, including the CHANCE and POINT trials, risk of recurrent stroke was reduced by DAPT only for a few weeks, and risk of bleeding
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comparable between both groups. Based on this background, we conducted a subgroup analysis of ICAS in patients recruited in the
CSPS.com trial to compare DAPT with cilostazol and aspirin or clopidogrel and SAPT with aspirin or clopidogrel in high-risk patients with

ischemic stroke.

3. WHAT WERE THE KEY FINDINGS?

Dual antiplatelet therapy with cilostazol was superior to aspirin or clopidogrel alone for the long-term prevention of recurrent stroke
and vascular events without increasing bleeding risk in patients with ischemic stroke and ICAS.

4. HOW MIGHT THESE RESULTS IMPACT CLINICAL PRACTICE?

This was the first evidence to support that DAPT with cilostazol can be a therapeutic option for the long-term prevention of recurrent
stroke and vascular events without increased bleeding in patients with symptomatic or asymptomatic ICAS of at least 50% after ischemic
stroke.

5. WHAT SURPRISED YOU MOST?

It was unclear that DAPT with cilostazol is superior to aspirin or clopidogrel alone since the risk of recurrent stroke is still high despite
adherence to the current guidelines including DAPT with aspirin and clopidogrel plus intensive risk factor management in patients with
symptomatic ICAS. In this CSPS.com subgroup analysis, the risk of stroke, ischemic stroke, and vascular events were less than half in
DAPT with cilostazol than aspirin or clopidogrel alone, whereas the bleeding risk did not differ.

6.  WHAT'S NEXT FOR THIS RESEARCH?

This study has some limitations. First, the sample size was relatively small and the evidence level was limited because of a subgroup
analysis. Second, it remains uncertain whether the present results can be generalized to other ethnicities than Japanese. Third, one
cannot tell from these data whether DAPT is preventing recurrent stroke related to ICAS or just preventing stroke in any territory related
to other mechanisms of stroke in patients with asymptomatic ICAS. Therefore, a large randomized controlled trial of DAPT with cilostazol
versus aspirin or clopidogrel alone for the long-term prevention of recurrent stroke is required in multiethnic patients with symptomatic
ICAS.

7. IS THERE ANYTHING YOU'D LIKE TO ADD?

The CSPS.com trial did not include patients within 7 days after stroke. Another subgroup analysis of the CSPS.com trial suggests that
long-term dual antiplatelet therapy using cilostazol was more effective for secondary stroke prevention than monotherapy in patients
initiating the medication at 15 days or later. Therefore, DAPT with aspirin and clopidogrel within a few weeks after stroke, followed by
DAPT with cilostazol and aspirin or clopidogrel thereafter, could be a strategy for the short-term to long-term prevention of recurrent
stroke without increasing bleeding risk in ICAS patients.

WorldStrokeAcademy

@WorldStrokeEd.

#New WSA Paper Of The Month - #November edition! A new feature highlighting original research in the field of neurology, selected by
WSA Associate Commissioning Editor, @arsovska_anita.


https://www.world-stroke-academy.org/
https://twitter.com/intent/tweet?in_reply_to=1455157682546094084&related=WorldStrokeEd
https://twitter.com/intent/retweet?tweet_id=1455157682546094084&related=WorldStrokeEd
https://twitter.com/intent/like?tweet_id=1455157682546094084&related=WorldStrokeEd
https://twitter.com/WorldStrokeEd
https://twitter.com/hashtag/November
https://twitter.com/arsovska_anita
https://twitter.com/WorldStrokeEd
javascript:void(0);

WSA Aims and Scope
Contact Us

Privacy Policy

Terms of Use

World Stroke Organization

Yy O f @ A Top

© Copyright World Stroke Organization 2021

Website by Optima

We use cookies on our website to give you the most relevant experience by remembering your preferences and repeat visits. By clicking
“Accept”, you consent to the use of ALL the cookies.

Cookie settings ACCEPT


https://www.world-stroke-academy.org/
https://www.world-stroke-academy.org/wsa-information/aims-scope/
https://www.world-stroke-academy.org/contact-us/
https://www.world-stroke-academy.org/privacy-policy/
https://www.world-stroke-academy.org/terms-of-use/
https://www.world-stroke.org/
https://twitter.com/WorldStrokeOrg
https://www.youtube.com/user/WorldStrokeCampaign/
https://www.facebook.com/worldstrokecampaign/
https://www.linkedin.com/showcase/world-stroke-academy-wsa/
https://www.optimadesign.co.uk/

