
Abstract

Background and Objectives

Clopidogrel-aspirin initiated within 72 hours of symptom onset is effective in patients with mild ischemic stroke or

transient ischemic attack (TIA) in the Intensive Statin and Antiplatelet Therapy for Acute High-risk Intracranial or

Extracranial Atherosclerosis (INSPIRES) trial. Uncertainties remain about the duration of the treatment effect. This study

aimed to assess duration of bene�t and risk of clopidogrel-aspirin in these patients.

Methods

The INSPIRES trial was a 2*2 factorial placebo-controlled randomized trial conducted in 222 hospitals in China. The 2

treatments did not interact and were evaluated separately. In this study, we performed secondary analyses based on

antiplatelet treatment. All patients with mild stroke or TIA of presumed atherosclerotic cause within 72 hours of symptom

onset enrolled in the trial were included. Patients were randomly assigned to receive clopidogrel-aspirin on days 1–21

followed by clopidogrel on days 22–90 or aspirin alone for 90 days. The primary ef�cacy outcome was major ischemic event

which included the composite of ischemic stroke and nonhemorrhagic death. The primary safety outcome was moderate-

to-severe bleeding. We estimated the risk difference between the 2 treatments for each strati�ed week.

Results

All 6,100 patients in the trial were included (3,050 in each group). The mean age was 65 years, and 3,915 patients (64.2%)

were men. Compared with aspirin alone, the reduction of major ischemic events by clopidogrel-aspirin mainly occurred in

the �rst week (absolute risk reduction [ARR] 1.42%, 95% CI 0.53%–2.32%) and remained in the second week (ARR 0.49%,

95% CI 0.09%–0.90%) and the third week (ARR 0.29%, 95% CI −0.05% to 0.62%). Numerical higher risk of moderate-to-

severe bleedings in the clopidogrel-aspirin group was observed in the �rst 3 weeks (absolute risk increase 0.05% [95% CI

AAN.COM(HTTPS://WWW.AAN.COM/)  AAN PUBLICATIONS

       

Duration of Bene�t and Risk of Dual Antiplatelet Therapy
up to 72 Hours After Mild Ischemic Stroke and Transient
Ischemic Attack
 VIEW EDITORIAL

Ling Guan, PhD, Shangrong Han, MD, S. Claiborne Johnston, MD, PhD , Philip M. Bath, DSc, FRCP , Pierre Amarenco, MD, PhD , Yingying Yang, MD, PhD ,

Tingting Wang, MD, PhD, … SHOW ALL …, and Yuesong Pan, PhD  AUTHORS INFO & AFFILIATIONS

 CME COURSE  GET ACCESS

RESEARCH ARTICLE September 13, 2024

October 8, 2024 issue 103 (7) https://doi.org/10.1212/WNL.0000000000209845

The most widely read and highly cited

peer-reviewed neurology journal

https://www.aan.com/
https://www.neurology.org/doi/10.1212/WNL.0000000000209907
https://orcid.org/0000-0002-2912-0714
https://orcid.org/0000-0003-2734-5132
https://orcid.org/0000-0002-3842-1236
https://orcid.org/0000-0001-9431-9925
https://orcid.org/0000-0003-3082-6789
https://www.neurology.org/action/addCitationAlert?doi=10.1212%2FWNL.0000000000209845
https://www.neurology.org/personalize/addFavoritePublication?doi=10.1212%2FWNL.0000000000209845
https://s100.copyright.com/AppDispatchServlet?publisherName=WoltersKluwer&publication=wnl&title=Duration+of+Benefit+and+Risk+of+Dual+Antiplatelet+Therapy+up+to+72+Hours+After+Mild+Ischemic+Stroke+and+Transient+Ischemic+Attack&publicationDate=2024-09-13&author=Ling+Guan%2C+Shangrong+Han%2C+S.+Claiborne+Johnston%2C+Philip+M.+Bath%2C+et+al.&contentID=10.1212%2FWNL.0000000000209845&volumeNum=103&issueNum=7&orderBeanReset=true
https://cme.neurology.org/a/43838P3JPjtY
https://doi.org/10.1212/WNL.0000000000209845
https://www.neurology.org/journal/wnl
https://www.neurology.org/journal/wnl


−0.10% to 0.20%], 0.10% [95% CI −0.09% to 0.29%], and 0.18% [95% CI −0.03% to 0.40%] in the �rst, second, and third

weeks, respectively).

Conclusions

Among patients with mild ischemic stroke or high-risk TIA of presumed atherosclerotic cause, the net bene�t of clopidogrel-

aspirin initiated within 72 hours of symptom onset was pronounced in the �rst week and continued to a lesser degree in the

following 2 weeks, outweighing the low, but ongoing hemorrhagic risk.

Trial Registration Information

ClinicalTrials.gov Identi�er: NCT03635749.

Classi�cation of Evidence

This study provides Class II evidence that among patients with mild ischemic stroke or high-risk TIA of presumed

atherosclerotic cause, the net bene�t of clopidogrel-aspirin initiated within 72 hours of symptom onset was pronounced in

the �rst week and continued to a lesser degree in the following 2 weeks, outweighing the low but ongoing hemorrhagic risk.

Get full access to this article

View all available purchase options and get full access to this article.

 GET ACCESS

ALREADY A SUBSCRIBER? SIGN IN AS AN INDIVIDUAL OR VIA YOUR INSTITUTION

Supplementary Material

File (eappendix.pdf)

DOWNLOAD 857.18 KB

File (esap 1.pdf)

DOWNLOAD 4.69 MB

References

1. Amarenco P, Lavallée PC, Labreuche J, et al. One-year risk of stroke after transient ischemic attack or minor stroke. N Engl J Med. 2016;374(16):1533-1542.

Crossref | PubMed | Google Scholar

2. Shahjouei S, Sadighi A, Chaudhary D, et al. A 5-decade analysis of incidence trends of ischemic stroke after transient ischemic attack: a systematic review and

meta-analysis. JAMA Neurol. 2021;78(1):77-87.

Crossref | PubMed | Google Scholar

3. Pan Y, Elm JJ, Li H, et al. Outcomes associated with clopidogrel-aspirin use in minor stroke or transient ischemic attack: a pooled analysis of clopidogrel in

high-risk patients with acute non-disabling cerebrovascular events (CHANCE) and platelet-oriented inhibition in new TIA and minor ischemic stroke (POINT)

Trials. JAMA Neurol. 2019;76(12):1466-1473.

Crossref | PubMed | Google Scholar

4. Wang Y, Wang Y, Zhao X, et al. Clopidogrel with aspirin in acute minor stroke or transient ischemic attack. N Engl J Med. 2013;369(1):11-19.

https://www.neurology.org/action/showLogin?redirectUri=/doi/10.1212/WNL.0000000000209845
https://www.neurology.org/action/ssostart?uri=/doi/10.1212/WNL.0000000000209845
https://www.neurology.org/doi/suppl/10.1212/WNL.0000000000209845/suppl_file/eappendix%20.pdf
https://www.neurology.org/doi/suppl/10.1212/WNL.0000000000209845/suppl_file/esap%201.pdf
https://doi.org/10.1056/NEJMoa1412981
https://pubmed.ncbi.nlm.nih.gov/27096581/
https://scholar.google.com/scholar_lookup?title=One-year+risk+of+stroke+after+transient+ischemic+attack+or+minor+stroke&author=P+Amarenco&author=PC+Lavall%C3%A9e&author=J+Labreuche&publication_year=2016&journal=N+Engl+J+Med.&pages=1533-1542&doi=10.1056%2FNEJMoa1412981&pmid=27096581
https://doi.org/10.1001/jamaneurol.2020.3627
https://pubmed.ncbi.nlm.nih.gov/33044505/
https://scholar.google.com/scholar_lookup?title=A+5-decade+analysis+of+incidence+trends+of+ischemic+stroke+after+transient+ischemic+attack%3A+a+systematic+review+and+meta-analysis&author=S+Shahjouei&author=A+Sadighi&author=D+Chaudhary&publication_year=2021&journal=JAMA+Neurol.&pages=77-87&doi=10.1001%2Fjamaneurol.2020.3627&pmid=33044505
https://doi.org/10.1001/jamaneurol.2019.2531
https://pubmed.ncbi.nlm.nih.gov/31424481/
https://scholar.google.com/scholar_lookup?title=Outcomes+associated+with+clopidogrel-aspirin+use+in+minor+stroke+or+transient+ischemic+attack%3A+a+pooled+analysis+of+clopidogrel+in+high-risk+patients+with+acute+non-disabling+cerebrovascular+events+%28CHANCE%29+and+platelet-oriented+inhibition+in+new+TIA+and+minor+ischemic+stroke+%28POINT%29+Trials&author=Y+Pan&author=JJ+Elm&author=H+Li&publication_year=2019&journal=JAMA+Neurol.&pages=1466-1473&doi=10.1001%2Fjamaneurol.2019.2531&pmid=31424481


SHOW ALL REFERENCES

Volume 103 | Number 7

October 08, 2024

Open Review Pilot Project
Explore peer reviews, author responses, and editor comments on selected articles.

LEARN MORE

Letters to the Editor
The Letters section represents an opportunity for ongoing author debate and post-publication peer review. View our submission guidelines

for Letters to the Editor before submitting your comment.

SUBMIT A LETTER FOR THIS ARTICLE

Crossref | PubMed | Google Scholar

https://www.neurology.org/toc/wnl/103/7
https://www.neurology.org/toc/wnl/103/7
https://www.neurology.org/toc/wnl/103/7
https://www.neurology.org/toc/wnl/103/7
https://www.neurology.org/toc/wnl/103/7
https://www.neurology.org/journal/wnl/open-peer-review
https://www.neurology.org/neurology-journals-author-center#letters
https://neurology.msubmit.net/
https://doi.org/10.1056/NEJMoa1215340
https://pubmed.ncbi.nlm.nih.gov/23803136/
https://scholar.google.com/scholar_lookup?title=Clopidogrel+with+aspirin+in+acute+minor+stroke+or+transient+ischemic+attack&author=Y+Wang&author=Y+Wang&author=X+Zhao&publication_year=2013&journal=N+Engl+J+Med.&pages=11-19&doi=10.1056%2FNEJMoa1215340&pmid=23803136


Recommended

Topics
Cerebrovascular Disease/Stroke Class II Level of Evidence Classi�cation Stroke prevention

View full text | Download PDF

Neurology

EDITORIAL | 13 SEP 2024

Duration of Dual Antiplatelet Therapy in Acute Transient Ischemic Attack or Mild Ischemic Stroke: Are We Settled With 21
Days?

Linxin Li

®

Neurology

ARTICLES | 28 AUG 2015

Dual antiplatelet therapy in stroke and ICAS: Subgroup analysis of CHANCE

Liping Liu,  Ka Sing Lawrence Wong,  Xinyi Leng,  [...], Tingchen Tian

®

Neurology

RESEARCH ARTICLE | 18 APR 2022 |

Time Course for Bene�t and Risk of Ticagrelor and Aspirin in Acute Ischemic Stroke or Transient Ischemic Attack

Yongjun Wang,  Yuesong Pan,  Hao Li,  [...], S. Claiborne Johnston

®

Neurology

ARTICLE | 26 JAN 2018 |

Early time course of major bleeding on antiplatelet therapy after TIA or ischemic stroke

Nina A. Hilkens,  Ale Algra,  L. Jaap Kappelle,  [...], Jacoba P. Greving

®

Neurology

EDITORIAL | 2 JUN 2022

Bleeding From Antiplatelet Agents in Patients With Stroke and Transient Ischemic Attack: How Important Is It?

Joshua Zebadiah Willey and Seemant Chaturvedi

®

ARTICLES

ABOUT

AUTHORS AND REVIEWERS

https://www.neurology.org/topic/subjects/cerebrovascular-disease-stroke
https://www.neurology.org/topic/subjects/class-ii
https://www.neurology.org/topic/subjects/level-of-evidence-classification
https://www.neurology.org/topic/subjects/stroke-prevention
https://www.neurology.org/doi/full/10.1212/WNL.0000000000209845
https://www.neurology.org/doi/pdfdirect/10.1212/WNL.0000000000209845
https://www.neurology.org/journal/wnl
https://www.neurology.org/journal/wnl
https://www.neurology.org/doi/full/10.1212/WNL.0000000000209907
https://www.neurology.org/doi/full/10.1212/WNL.0000000000209907
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Li%2C+Linxin
https://www.neurology.org/journal/wnl
https://www.neurology.org/journal/wnl
https://www.neurology.org/doi/full/10.1212/WNL.0000000000001972
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Liu%2C+Liping
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Wong%2C+Ka+Sing+Lawrence
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Leng%2C+Xinyi
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Tian%2C+Tingchen
https://www.neurology.org/journal/wnl
https://www.neurology.org/journal/wnl
https://www.neurology.org/doi/full/10.1212/WNL.0000000000200355
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Wang%2C+Yongjun
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Pan%2C+Yuesong
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Li%2C+Hao
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Johnston%2C+S+Claiborne
https://www.neurology.org/journal/wnl
https://www.neurology.org/journal/wnl
https://www.neurology.org/doi/full/10.1212/WNL.0000000000004997
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Hilkens%2C+Nina+A
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Algra%2C+Ale
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Kappelle%2C+L+Jaap
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Greving%2C+Jacoba+P
https://www.neurology.org/journal/wnl
https://www.neurology.org/journal/wnl
https://www.neurology.org/doi/full/10.1212/WNL.0000000000200863
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Willey%2C+Joshua+Zebadiah
https://www.neurology.org/action/doSearch?ContribAuthorRaw=Chaturvedi%2C+Seemant
https://www.neurology.org/journal/nxi
https://www.neurology.org/journal/wnl
https://www.neurology.org/journal/cpj
https://www.neurology.org/journal/ne9
https://www.neurology.org/journal/nxg
https://www.neurology.org/journal/nxi


SUBSCRIBERS

FOLLOW US

    

AAN.COM | CONTINUUM | BRAIN & LIFE | NEUROLOGY TODAY

© 2024 American Academy of Neurology

Manage Cookie Preferences

Advertise Privacy Policy Your California Privacy Choices 

https://www.facebook.com/NeurologyJournal
https://www.neurology.org/rss
https://x.com/GreenJournal
https://www.youtube.com/@neurology
mailto:journal@neurology.org
https://www.aan.com/
http://journals.lww.com/continuum
https://www.brainandlife.org/
http://journals.lww.com/neurotodayonline
https://www.neurology.org/advertise
https://lww.com/_layouts/15/oaks.journals/privacy.aspx?_gl=1*yht5w0*_ga*MTQ1MjAwMTc4Ni4xNjkxMDgwMDgw*_ga_06C5KXFQTP*MTY5NjAxNDQ2NC4xOTMuMS4xNjk2MDE2MjMzLjAuMC4w
https://privacyportal-de.onetrust.com/webform/2217e117-526b-4696-8a98-8c402f8f2b81/5b049ba3-0106-4b77-a7da-5d12238c90a4
https://privacyportal-de.onetrust.com/webform/2217e117-526b-4696-8a98-8c402f8f2b81/5b049ba3-0106-4b77-a7da-5d12238c90a4

