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ASCOT ADAPT Trial Synopsis 

Title Australasian COVID-19 Trial: An Adaptive Platform Trial (ASCOT-ADAPT). A multi-centre 
randomised adaptive platform clinical trial to assess clinical, virological, and 
immunological outcomes in patients with SARS-CoV-2 infection (COVID-19) 

Background The SARS-CoV-2 virus has caused over 1,000,000 deaths globally due to COVID-19 since 
its initial recognition in December 2019. The global response is working to accelerate 
diagnostics, vaccines, and therapeutics. While remdesivir has been shown to accelerate 
time to recovery, and low-dose dexamethasone to decrease mortality, more effective 
therapies are needed. 

Core primary outcome 
measure 

Death from any cause or requirement of new intensive respiratory support (invasive or 
non-invasive ventilation) or vasopressor/inotropic support in the 28 days after 
randomisation.  

Core secondary outcome 
measures 

1. Time to clinical recovery during the first 28 days after randomisation 
2. WHO 8-point ordinal outcome scale at day 28 post randomisation 
3. All-cause mortality at 28- and 90-days post randomisation 
4. Days alive and free of hospital by 28 days post randomisation 
5. Days alive and free of ventilation by 28 days post randomisation 
6. Presence of patient reported outcome of shortness of breath at days 28 and 90 

post randomisation 
7. Quality of life as measured by EQ5D5L questionnaire at days 28 and 90 post 

randomisation 

Study Domains 

 
 

1. Antiviral domain 

2. Therapeutic antibody domain 

3. Anticoagulation domain 

Platform inclusion criteria 1. Age ≥ 18 years 
2. Admitted to an acute-care hospital  
3. Confirmed SARS-CoV-2 by nucleic acid testing in the 14 days prior to randomisation 
4. Able to be randomised within 14 days of symptom onset 
5. At least one symptom or sign attributable to SARS-CoV-2 infection 

Platform exclusion criteria 1. Currently receiving acute intensive respiratory support (invasive or non-invasive 
ventilation) or vasopressor/inotropic support 

2. Previous participation in the trial 
3. Treating team deems enrolment in the study is not in the best interest of the 

patient 
4. Death is deemed to be imminent and inevitable within the next 24 hours 
5. Either the patient or their primary treating clinician is not committed to active 

treatment 

Blinding This will be an open-label study. 
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Figure 2: Overview of trial design 
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ASCOT ADAPT: Antiviral Domain Summary  

Interventions • Standard of care   

• Standard of care + nafamostat 

Domain-specific 
secondary 
outcome 
measures 

• Viral clearance. Proportion of patients with negative SARS-CoV-2 RT-PCR at day 3 (post 
randomisation) and day 7 from upper or lower respiratory tract samples, for those with 
results available. 

• Viral load. Changes in cycle threshold value in RT-PCR for SARS-CoV-2 from baseline to day 3 
and from baseline to day 7, for those with results available from the same respiratory tract 
sample type.   

• Safety – while admitted to hospital (censored at day of discharge):  
➢ Elevation of Alanine Transaminase (ALT) or Aspartate Transaminase (AST) to >5x 

upper limit of normal 
➢ Elevation of serum potassium to >5.5 mmol/L 
➢ Decrease of serum sodium to <125 mmol/L 
➢ Major bleeding as defined by the International Society on Thrombosis and 

Haemostasis (ISTH). 
➢ Thrombophlebitis/vasculitis at IV line site.  

• Serious Adverse Reactions (SAR) as defined in Core Protocol 

Intervention 
administration 

Nafamostat administered by constant intravenous infusion at a fixed dose based on total body weight 
(0.2mg/kg/hr) for 7 days, or until hospital discharge, whichever is sooner. No adjustment in dose is 
needed for renal impairment. Administration via a dedicated line is recommended but is not mandated 
if a continuous infusion is achievable with a single IV access. Either a peripheral IV line, a peripherally 
inserted central cannula or a central line is acceptable. 

Domain-specific 
data collection 

• Results from upper or lower respiratory tract sampling for SARS-CoV-2 RT-PCR testing 

• Cumulative duration of nafamostat infusion for calendar day 

• D-Dimer at baseline if available 

• Major bleeding events 

• AST, ALT, and electrolyte abnormalities   

• Thrombophlebitis/vasculitis at IV line site 

Domain-specific 
safety 

Hyperkalaemia and hyponatraemia may occur due to effects of nafamostat on the renal tubule. Others 
include thrombocytopenia, leukopenia, jaundice, LFT rise, bleeding tendency (but easily treatable by 
discontinuing the infusion because the half-life is so short) and phlebitis or pain/redness at site of 
infusion (but very low).  
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ASCOT ADAPT: Antibody Domain Summary 

Interventions • Standard of care   

• Standard of care + convalescent plasma 

Domain-specific 
secondary 
outcome 
measures 

1. Serious treatment-related adverse events within 24 hours of treatment, including: 
a. Serious allergic reaction or anaphylaxis 
b. Transfusion-related acute lung injury (TRALI) 
c. Transfusion-associated circulatory overload (TACO) 
d. Acute haemolytic transfusion reaction 

2. Haemolysis within 72 hours of last transfusion 
3. Confirmed arterial thrombosis (acute myocardial infarction, ischemic cerebrovascular event, other) 

up to day 28 
4. Confirmed venous thrombosis (deep vein thrombosis, pulmonary embolus, other) up to day 28 

Intervention 
administration 

Those receiving plasma will receive a unit of ABO compatible convalescent plasma on the first day of the 
study. If the plasma is not available on day 1, it can be commenced on day 2. If the participant has no 
serious adverse reactions to the transfusion, the second unit of convalescent plasma will be given. There 
must be a minimum of 12 hours between transfusions to allow appropriate assessment of adverse 
reactions to the initial transfusion. Both transfusions should be given within 48 hours from 
randomisation. Administration of convalescent plasma should be according to local guidelines for 
administration of blood products. 

Domain-specific 
data collection 

• Administration of immunoglobulin therapies 

• Recipient serum at baseline, day 3 and day 14 (or day of discharge) 

Domain-specific 
safety 

• Haemolysis within 72 hours of last transfusion 

• Serious allergic reaction or anaphylaxis 

• Transfusion-related acute lung injury (TRALI) 

• Transfusion-associated circulatory overload (TACO) 

• Acute haemolytic transfusion reaction 
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ASCOT ADAPT: Anticoagulation Domain Summary 

Interventions •  Standard dose thromboprophylaxis  

•  Intermediate dose thromboprophylaxis 

• Standard dose thromboprophylaxis + aspirin 

Secondary 
Domain-Specific 
Outcome 
measures 
(censored at 28 
days after 
randomisation) 

1. Confirmed deep venous thrombosis 
2. Confirmed pulmonary embolus 
3. Confirmed acute myocardial infarction 
4. Confirmed ischemic cerebrovascular event 
5. Major bleeding 
6. Clinically relevant non-major bleeding 
7. Heparin-induced thrombocytopenia 

Intervention 
administration 

Standard dose thromboprophylaxis 
Patients will be administered low molecular weight heparin (LMWH), choice of agent according to 
availability and local practice at the participating site. See Table 1. 
 
Intermediate dose thromboprophylaxis 
Patients will be administered LMWH, choice of agent according to availability and local practice at 
the participating site. See Table 1. 
 
Standard dose thromboprophylaxis plus aspirin 
Patients will be administered standard prophylactic dose LMWH, choice of agent according to 
availability and local practice at the participating site. See Table 1. In addition, patients will receive 
100mg aspirin daily. 
 
The intervention will continue until hospital discharge, admission to intensive care unit (ICU) or for 
a maximum of 28 days from randomisation. If the patient remains an inpatient after 28 days, 
ongoing thromboprophylaxis will be according to usual local practice. 

Domain-specific 
data collection 

• Whether on aspirin already at time of enrolment 

• D-dimer at baseline if available 

• Coagulation profile at baseline (at least one of APTT, INR, Fibrinogen or PT) 

• Number of RBC units transfused if major bleeding has occurred 

• Daily administration of trial agents 

Domain-specific 
safety 

• Major bleeding (as defined by ISTH definition) 

• Heparin-induced thrombocytopenia (HIT) 

*Table 1 dosing of LMWH 

 Weight Standard 
Prophylactic 

Intermediate Intermediate daily 
alternative dosing* 

Enoxaparin <50kg 20mg q24h 40mg q24h   

50-120kg 40mg q24h 40mg q12h  80mg q24h 

>120kg 60mg q24h 60mg q12h  120mg q24h 

Tinzaparin <40kg 75IU/kg q24h 125IU/kg/day  

40-120kg 

>120kg 

Dalteparin <40kg 2500IU q24h 5000IU q24h  

40-120kg 5000IU q24h 5000IU q12h 10,000IU q24h 

>120kg 7500IU q24h 7500IU q12h 15,000IU q24h 

*If there is a need to minimise dosing frequency, 24-hourly dosing can be considered, as provided in the 
alternative dosing. 
Note: q24h = Every 24 hours 


