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INTERACT3 Trial 

Ma L, Hu X, Song L, Chen X, Ouyang M, Billot L, Li Q, Malavera A, Li X, Muñoz-Venturelli 

P, de Silva A, Thang NH, Wahab KW, Pandian JD, Wasay M, Pontes-Neto OM, Abanto C, 

Arauz A, Shi H, Tang G, Zhu S, She X, Liu L, Sakamoto Y, You S, Han Q, Crutzen B, Cheung 

E, Li Y, Wang X, Chen C, Liu F, Zhao Y, Li H, Liu Y, Jiang Y, Chen L, Wu B, Liu M, Xu J, 

You C, Anderson CS; INTERACT3 Investigators. The third Intensive Care Bundle with Blood 

Pressure Reduction in Acute Cerebral Haemorrhage Trial (INTERACT3): an international, 

stepped wedge cluster randomised controlled trial. Lancet. 2023 May 24:S0140-6736(23)00806-

1. doi: 10.1016/S0140-6736(23)00806-1. Epub ahead of print. 

https://pubmed.ncbi.nlm.nih.gov/37245517/  

 

Guidelines 

Greenberg SM, Ziai WC, Cordonnier C, Dowlatshahi D, Francis B, Goldstein JN, Hemphill JC 

3rd, Johnson R, Keigher KM, Mack WJ, Mocco J, Newton EJ, Ruff IM, Sansing LH, Schulman 

S, Selim MH, Sheth KN, Sprigg N, Sunnerhagen KS; American Heart Association/American 

Stroke Association. 2022 Guideline for the Management of Patients With Spontaneous 

Intracerebral Hemorrhage: A Guideline From the American Heart Association/American Stroke 

Association. Stroke. 2022 Jul;53(7):e282-e361. https://pubmed.ncbi.nlm.nih.gov/35579034/  

 

Statistics 

Hemming K, Taljaard M. Reflection on modern methods: when is a stepped-wedge cluster 

randomized trial a good study design choice? Int J Epidemiol. 2020 Jun 1;49(3):1043-1052. 

https://pubmed.ncbi.nlm.nih.gov/32386407/  
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Billot L, Song L, Hu X, Ma L, Ouyang M, Chen X, You C, Anderson CS; INTERACT3 

Investigators. Statistical Analysis Plan for the INTEnsive Care Bundle with Blood Pressure 

Reduction in Acute Cerebral Hemorrhage Trial: A Stepped-Wedge Cluster Randomized 

Controlled Trial. Cerebrovasc Dis. 2023;52(3):251-254. 

https://pubmed.ncbi.nlm.nih.gov/36063792/  

 

Articles Referenced 

Anderson CS, Huang Y, Wang JG, Arima H, Neal B, Peng B, Heeley E, Skulina C, Parsons 

MW, Kim JS, Tao QL, Li YC, Jiang JD, Tai LW, Zhang JL, Xu E, Cheng Y, Heritier S, 

Morgenstern LB, Chalmers J; INTERACT Investigators. Intensive blood pressure reduction in 

acute cerebral haemorrhage trial (INTERACT): a randomised pilot trial. Lancet Neurol. 2008 

May;7(5):391-9. https://pubmed.ncbi.nlm.nih.gov/18396107/  

Butcher KS, Jeerakathil T, Hill M, Demchuk AM, Dowlatshahi D, Coutts SB, Gould B, McCourt 

R, Asdaghi N, Findlay JM, Emery D, Shuaib A; ICH ADAPT Investigators. The Intracerebral 

Hemorrhage Acutely Decreasing Arterial Pressure Trial. Stroke. 2013 Mar;44(3):620-6. 

https://pubmed.ncbi.nlm.nih.gov/23391776/  

Anderson CS, Heeley E, Huang Y, Wang J, Stapf C, Delcourt C, Lindley R, Robinson T, 

Lavados P, Neal B, Hata J, Arima H, Parsons M, Li Y, Wang J, Heritier S, Li Q, Woodward M, 

Simes RJ, Davis SM, Chalmers J; INTERACT2 Investigators. Rapid blood-pressure lowering in 

patients with acute intracerebral hemorrhage. N Engl J Med. 2013 Jun 20;368(25):2355-65.  

https://pubmed.ncbi.nlm.nih.gov/23713578/  

Qureshi AI, Palesch YY, Barsan WG, Hanley DF, Hsu CY, Martin RL, Moy CS, Silbergleit R, 

Steiner T, Suarez JI, Toyoda K, Wang Y, Yamamoto H, Yoon BW; ATACH-2 Trial 

Investigators and the Neurological Emergency Treatment Trials Network. Intensive Blood-

Pressure Lowering in Patients with Acute Cerebral Hemorrhage. N Engl J Med. 2016 Sep 

15;375(11):1033-43. https://pubmed.ncbi.nlm.nih.gov/27276234/  

Middleton S, McElduff P, Ward J, Grimshaw JM, Dale S, D'Este C, Drury P, Griffiths R, 

Cheung NW, Quinn C, Evans M, Cadilhac D, Levi C; QASC Trialists Group. Implementation of 

evidence-based treatment protocols to manage fever, hyperglycaemia, and swallowing 

dysfunction in acute stroke (QASC): a cluster randomised controlled trial. Lancet. 2011 Nov 

12;378(9804):1699-706. https://pubmed.ncbi.nlm.nih.gov/21996470/  
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Saxena A, Anderson CS, Wang X, Sato S, Arima H, Chan E, Muñoz-Venturelli P, Delcourt C, 

Robinson T, Stapf C, Lavados PM, Wang J, Neal B, Chalmers J, Heeley E; INTERACT2 

Investigators. Prognostic Significance of Hyperglycemia in Acute Intracerebral Hemorrhage: 

The INTERACT2 Study. Stroke. 2016 Mar;47(3):682-8. 

https://pubmed.ncbi.nlm.nih.gov/26814235/  

Ouyang M, Anderson CS, Song L, Jan S, Sun L, Cheng G, Chu H, Hu X, Ma L, Chen X, You C, 

Liu H. Implementing a Goal-Directed Care Bundle after Acute Intracerebral Haemorrhage: 

Process Evaluation for the Third INTEnsive Care Bundle with Blood Pressure Reduction in 

Acute Cerebral Haemorrhage Trial Study in China. Cerebrovasc Dis. 2022;51(3):373-383. 

https://pubmed.ncbi.nlm.nih.gov/34929690/  

Ziai WC, Bower M, Hanley DF. Acute spontaneous intracerebral haemorrhage: does a care 

bundle approach work? Lancet. 2023 May 24:S0140-6736(23)00911-X. doi: 10.1016/S0140-

6736(23)00911-X. Epub ahead of print. https://pubmed.ncbi.nlm.nih.gov/37245518/  

 

Other References 

ESOC 2023 TV – Day 2 Highlights (INTERACT3 discussion starts around minute 14) 

https://www.youtube.com/watch?v=edfCc3X28Go  
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