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1. Protocol Synopsis 

Title An investigator initiated and conducted, prospective, multicentre, 
randomised, outcome-blinded, study of antiplatelet monotherapy in patients 
with a history of stroke due to intracerebral haemorrhage (ICH) 

Short title Antiplatelet Secondary Prevention International Randomised trial after 
INtracerebral haemorrhage 

Acronym ASPIRING 

Clinical phase III  

Hypothesis 

 

 

Aims 

Survivors of spontaneous (non-traumatic) ICH have vascular disease(s) that 
predispose(s) them to future vaso-occlusive, ischaemic vascular events, 
which can be reduced by prophylactic antiplatelet therapy without increased 
risk of recurrent ICH. 

Scientific aim 

To determine if antiplatelet monotherapy is of overall net benefit in reducing 
the incidence of serious vascular events compared to avoiding antiplatelet 
therapy for adults with a history of spontaneous ICH. 

Procedural aims 

To establish pilot and main phases of the trial. 

Pilot Phase:  120 participants  (approx. 60 in each group) 

Main Phase : 4,148 (approx. 2,074 in each group) 

METHODS  

Design Investigator led, multicentre, prospective, randomised, open-label, blinded 
outcome (PROBE), parallel-group clinical trial 

Setting Patients will be recruited from hospital sites, stroke units, rehabilitation 
wards, and outpatient clinics, in Australia, China, New Zealand and Vietnam, 
and selected other countries.  

Prevalent cases from stroke registries (e.g. Australian Stroke Clinical Registry 
[AuSCR]) and communities will also be sought for screening and enrolment.   

Participants  Inclusion Criteria 

• Men or women, age ≥18 years 

• Symptomatic stroke due to spontaneous (non-traumatic) ICH with all of 
the following: 

o a history from the patient/witness of spontaneous symptom onset 
without preceding head trauma (head trauma occurring subsequent 
to ICH symptom onset is permissible) 

o brain imaging (CT or MRI) appearances consistent with spontaneous 
ICH (which may be accompanied by brain/bone/soft tissue 
appearances of trauma occurring subsequently) 

o thought to be ‘primary’ (an underlying structural cause is not 
suspected by the investigator, or is not detected by further imaging) 
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o time since onset of symptoms of ICH exceeds 24 hours 

• The treating physician is uncertain about whether to start or avoid 
antiplatelet therapy 

• Informed consent obtained 

Exclusion Criteria 

Any of the following:  

• ICH due to head injury, in the opinion of the investigator 

• ICH secondary to structural causes, such as aneurysm, arteriovenous 
malformation, cerebral cavernous malformation, and tumour; or other 
secondary causes such as cerebral vein thrombosis and arteritis 

• ICH due to haemorrhagic transformation of an acute ischaemic stroke, in 
the opinion of the investigator 

• ICH symptom onset was within the last 24 hours 

• Patient is taking an antithrombotic drug (including immobile patients 
anticoagulated for the prevention of venous thromboembolism) or 
traditional Chinese medicine (TCM), herbal or Ayurvedic medicine, with 
antiplatelet or anticoagulant properties (including: ginkgo, Asian 
ginseng/red ginseng, danshan, safflower, turmeric, curcuma, Szechuan, 
cordalls and Chinese motherwort) following ICH, unless the patient, 
doctor and, if possible, prescribing doctor believe it is appropriate to 
discontinue use 

• Not available for follow-up over the next 1-3 years (e.g. no fixed home 
address) 

• Other life-threatening illness (e.g. advanced cancer) that makes it unlikely 
for the patient to survive longer than one year 

• Pregnant, breast-feeding or of child-bearing potential and not using 
contraception 

• Enrolled in another interventional clinical research trial involving another 
investigational product (medicine) or device in which the steering 
committee of the other trial does not permit co-enrolment of patients in 
their trial into another trial (such as ASPIRING). If the other trial permits 
co-enrolment, then the patient can be enrolled also in ASPIRING. 

Screening The purpose of screening is to determine proportions of eligible patients who 
are approached, consent to participate, and are randomised. 

Baseline 
assessment 

Before randomisation the following are recorded:  

Date of birth, gender, ethnicity, marital status, education, employment 
status, living arrangements, independence in activities of daily living (on the 
short modified Rankin scale questionnaire [smRSq] both before the qualifying 
ICH and at the time of randomisation [ie, after the ICH]), date of ICH 
symptom onset, co-morbidities before and after ICH, lifestyle factors, 
pregnancy status, concomitant medications including antiplatelet/ 
anticoagulant use before ICH, blood pressure, height and weight, Montreal 
Cognitive Assessment 5-minute (MoCA 5-min), and health-related quality of 
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life (HRQoL) assessed on the EuroQoL EQ-5D-5L questionnaire.  

First diagnostic CT brain scan evidence of the qualifying ICH side and location, 
(lobar, non-lobar); and presence or absence of finger-like projections, 
subarachnoid haemorrhage, cerebral atrophy, previous vascular lesions 
(lacunes), and periventricular lucencies (leukoaraiosis). 

MRI brain scan (performed between ICH and randomisation) evidence, if 
available, of cerebral microbleed presence, number and location, and 
superficial siderosis.  

Informed 
consent 

It is the primary responsibility of the investigator at each participating site to 
obtain informed consent from participants to participate in the ASPIRING trial 
using one of the approved methods. 

Randomisation Randomisation is by means of a password-protected, computerised, central 
randomisation service available 24 hours a day, using a minimisation 
algorithm to optimise balance between the two allocated treatment groups 
(start or avoid antiplatelet therapy) for key prognostic variables. 

Interventions Participants are randomly assigned to the following groups: 

• Start antiplatelet monotherapy (only one of aspirin, clopidogrel, or 
cilostazol [Asia only], as chosen by the investigator).                       
Note: if cilostazol is to be chosen (Asia only), the onset of the 
qualifying ICH must be at least 6 months before randomisation. 

• Avoid antiplatelet therapy (no placebo is involved). 

Follow-up   Site follow-up: at the time of discharge from hospital or one month (±7 days) 
after randomisation, whichever is earliest (see appendix 14.6). 

Central follow-up: 3, 6, 12, 18, 24, 30, 36, 42, 48 months (±14 days) after 
randomisation by phone or post or face-to-face visit (see appendix 14.9). 

Adherence Participants are asked to keep a record of their use of antiplatelet therapy 
and are encouraged to adhere to the allocated treatment. 

Adverse effects The potential adverse effects and drug interactions of the antiplatelet 
medications used in this trial are well documented.  Usual clinical 
management will apply. 

Outcomes Primary outcome  

• The composite of all serious vascular events (non-fatal stroke [including 
ICH], non-fatal myocardial infarction, or death from a vascular cause). 

Secondary outcomes 

• Haemorrhagic events  

o Intracerebral (haemorrhagic stroke) 

o Intracranial (but extracerebral; eg extradural, subdural, 
subarachnoid or primary intraventricular haemorrhage) 

o Extracranial (needing transfusion/endoscopy/surgery) 

• Vaso-occlusive events 

o Arterial 
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➢ Ischaemic stroke 

➢ Retinal artery occlusion (ie. Monocular visual loss >24 
hours)  

➢ Acute coronary syndrome (confirmed on ECG and/or  
troponin) 

➢ Peripheral vascular ischaemic event (including 
interventions for PAD) 

➢ Mesenteric ischaemic event (eg bowel 
infarction/ischaemic colitis) 

o Venous 

➢ Deep vein thrombosis (confirmed on imaging) 

➢ Pulmonary embolus (confirmed on imaging/autopsy) 

• Events of uncertain pathological type 

o Stroke of uncertain pathological type 

• Death 

o All-cause mortality 

o Vascular cause 

o Non-vascular cause 

• Adherence to antiplatelet monotherapy 

• Incident atrial fibrillation 

• Montreal Cognitive Assessment (MoCA) 5-minute 

• Simplified modified Rankin scale (smRSq) 

• Health-related quality of life (HRQoL) 

• Short Informant Questionnaire on Cognitive Decline in the Elderly  
(short IQCODE) 

Sample size  This event-driven trial requires a total sample size of 4148 participants (2,074 
per group) to identify 947 primary outcome events, which will provide 90% 
power to detect a 19% reduction in the relative risk of the primary outcome 
(risk ratio 0.81, 95% confidence interval [CI] 0.75–0.87) assuming an 11.7% 
annual primary outcome event rate, linear survival distribution, four years 
recruitment, annual follow-up between 1 year (for the last recruit) and 4 
years (for the first recruit), and 5% dropout. 

Blinding/Adjudication 

Outcome event adjudicators will be unaware (blinded) to which arm of the 
trial (treat with antiplatelet monotherapy or avoid antiplatelet therapy) the 
participant is randomised to. 

Analysis Cox proportional hazards regression analysis will be used to calculate hazard 
ratios (HR) and their corresponding 95% CIs for the primary outcome, initially 
with an unadjusted model and subsequently with a second model that will be 
adjusted for all covariates included in the minimisation algorithm.  

The primary analysis will be the adjusted Cox regression analysis of the 
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primary outcome. 

Trial duration 2021 – 2026 

Pilot:  2021 - 2022 

Main: 2022 - 2026 

  


