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Summary 

In this domain of ASCOT ADAPT, participants with COVID-19 admitted to participating hospitals will 

be randomised to receive one of two interventions depending on availability and acceptability: 

• Hyperimmune globulin to SARS-CoV-2 

• No antibody therapy against SARS-CoV-2 

 

 

At this participating site the following interventions are available within this domain: 

☐Hyperimmune globulin to SARS-CoV-2 

☐No antibody therapy against SARS-CoV-2 
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ASCOT ADAPT: Antibody Domain Summary 
Interventions • Hyperimmune globulin to SARS-CoV-2 

• No antibody therapy against SARS-CoV-2 
Unit-of-
analysis and 
Strata 

The unit-of-analysis for this domain is all patients who receive an allocation status in this 
domain. No strata are applied in the model that is used for analysis and specification of 
Response Adaptive Randomization (RAR). RAR is outlined in the Statistical Analysis Appendix. 

Evaluable 
treatment-
by- 
treatment 
Interactions 

No interactions will be evaluated with any other domain. 

Nesting None 
 

Timing of 
Reveal 

Randomisation with immediate reveal 

Inclusions Inclusion criteria are the same as the Platform. See Core Protocol Section 2.2.1 

Domain-
Specific 
Inclusions 

Able to be randomised within 7 days of symptom onset 

Domain-
Specific 
Exclusions 

Patients will be excluded from this domain if they have any of the following: 
• Participant has already received treatment with SARS-CoV-2-specific 

immunoglobulin therapy (convalescent plasma, hyperimmune globulin or 
monoclonal antibody) within 3 months prior to enrolment; 

• Treating team deems enrolment in antibody intervention is not in the best interests 
of the patient; 

• Participant has received a SARS-CoV-2 vaccine within the prior 30 days. 

Intervention-
Specific 
Exclusions 

• Known previous history of serious allergic reaction to blood product transfusion, 
intravenous immunoglobulin or other injectable form of IgG will exclude a patient 
from hyperimmune globulin; 

• Known personal or religious objections to receiving blood products will exclude a 
patient from receiving hyperimmune globulin; 

• Pregnant or breastfeeding female patients will be excluded from hyperimmune 
globulin; 

• Prior history of a thrombotic event (including acute coronary syndromes, 
cerebrovascular syndromes, pulmonary or deep venous thrombosis) within the prior 
30 days of randomisation will exclude a patient from receiving hyperimmune 
globulin; 

• Having a creatinine clearance of less than 50mL/min will exclude a patient from 
receiving hyperimmune globulin. 

Outcome 
measures 

Core ASCOT ADAPT primary outcome: 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 ASCOT ADAPT secondary outcome measures: refer to Core Protocol Section 2.3.2 
 
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) 

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 
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1. ABBREVIATIONS  

ASCOT Australasian COVID-19 Trial 

DAT Direct antiglobulin test 

DSA Domain-Specific Appendix 

DSWG Domain-Specific Working Group 

DSMB Data and Safety Monitoring Board  

FFP Fresh frozen plasma 

HTR Haemolytic transfusion reaction 

ITSC International Trial Steering Committee 

LDH Lactate Dehydrogenase 

mAB Monoclonal antibodies 

RAR Response Adaptive Randomisation 

RCT Randomised Controlled Trial  

RSA Region-Specific Appendix 

SAE Serious Adverse Event  

TRALI Transfusion-Related Acute Lung Injury 
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2. PROTOCOL APPENDIX STRUCTURE 

The structure of this protocol is different to that used for conventional trials because this trial is highly 

adaptive and the description of these adaptations is better understood and specified using a ‘modular’ 

protocol design. While all adaptations are pre-specified, the structure of the protocol is designed to 

allow the trial to evolve over time, for example by the introduction of new domains or interventions 

or both (see Section 1 of the Core Protocol for definitions of these terms) and commencement of the 

trial in new geographical regions. 

The protocol has multiple modules, in brief, comprising a Core Protocol (overview and design features 

of the study), a Statistical Analysis Appendix (details of the current statistical analysis plan and models) 

and Simulations document (details of the current simulations of ASCOT ADAPT), multiple Domain-

Specific Appendices (DSA) (detailing all interventions currently being studied in each domain), and 

multiple Region-Specific Appendices (RSA) (detailing regional management and governance).  

The Core Protocol contains all information that is generic to the trial, irrespective of the regional 

location in which the trial is conducted and the domains or interventions that are being tested. The 

Core Protocol may be amended but it is anticipated that such amendments will be infrequent. 

The Core Protocol does not contain information about the intervention(s) within each domain, 

because one of the trial adaptations is that domains and interventions will change over time. 

Information about interventions, within each domain, is covered in a DSA. These Appendices are 

anticipated to change over time, with removal and addition of options within an existing domain, at 

one level, and removal and addition of entire domains, at another level. Each modification to a DSA 

will be the subject of a separate ethics application for approval.  

The Core Protocol does not contain detailed information about the statistical analysis or simulations, 

because the analysis model will change overtime in accordance with the domain and intervention trial 

adaptations but this information is contained in the Statistical Analysis Appendix and Simulations 

document. These documents are anticipated to change over time, as trial adaptations occur. Each 

modification will be subject to approval from the International Trial Steering Committee (ITSC) in 

conjunction with advice from the Statistics Working Group and the Data and Safety Monitoring Board 

(DSMB). 

The Core Protocol also does not contain information that is specific to a particular region in which the 

trial is conducted, as the locations that participate in the trial are also anticipated to increase over 
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time. Information that is specific to each region that conducts the trial is contained within a RSA. This 

includes information related to local management, governance, and ethical and regulatory aspects. It 

is planned that, within each region, only that region’s RSA, and any subsequent modifications, will be 

submitted for ethical review in that region. 

The current version of the Core Protocol, DSAs, RSAs, and the Statistical Analysis Appendix is listed on 

the study website (https://www.ascot-trial.edu.au/). 

 

3. ANTIBODY DOMAIN-SPECIFIC APPENDIX VERSION 

The version of the Antibody Domain-Specific Appendix is in this document’s header and on the cover 

page. 

3.1.  Version history  

Version 1: Approved by the Antibody Domain-Specific Working Group (DSWG) on 13th August 2020   

Version 2: Approved by the Antibody Domain-Specific Working Group (DSWG) on 2nd October 2020 

Version 3: Approved by the Antibody Domain-Specific Working Group (DSWG) on 10th November 

2020 

Version 4:  Approved by the Antibody Domain-Specific Working Group (DSWG) on 27th April 2021 

 

4. ANTIBODY DOMAIN GOVERNANCE  

4.1. Domain members 

Chair(s):  Associate Professor Zoe McQuilten and Dr Matthew O’Sullivan 

Members:  A/Prof Steven Tong 

A/Prof Kristina Kairaitis 

Prof Erica Wood  

Dr James Daly 

Prof Iain Gosbell 

https://www.ascot-trial.edu.au/
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Dr Richard Charlewood 

Dr Susan Morpeth 

Dr Veronica Hoad 

Dr Tom Hills 

Dr Aikaj Jindal 

 

4.2. Contact Details 

Chairs:  Associate Professor Zoe McQuilten 

 Monash University 

 553 St Kilda Rd, Melbourne VIC, 3004 

 Australia 

 Phone +61 425 207 735 

 Email zoe.mcquilten@monash.edu    

   Dr Matthew O’Sullivan 

Centre for Infectious Diseases and Microbiology, NSW Health Pathology, 

Marie Bashir Institute for Infectious Diseases and Biosecurity, University of 

Sydney, Westmead Hospital  

Level 3, ICPMR Building, Locked Bag 9001, Westmead NSW, 2145 

Australia 

Phone +61 2 88906238 

Email matthew.osullivan@health.nsw.gov.au  

 

5. ANTIBODY DOMAIN-SPECIFIC WORKING GROUP AUTHORISATION 

The Antibody Domain-Specific Working Group (DSWG) have read the appendix and authorise it as the 

official Antibody Domain-Specific Appendix for the study entitled ASCOT ADAPT. Signed on behalf of 

the committee, 

 
 
Chair  

 

 

  
 
Date 

 
 
27th April 2021  

Zoe McQuilten      

 

mailto:zoe.mcquilten@monash.edu
mailto:matthew.osullivan@health.nsw.gov.au
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6. BACKGROUND AND RATIONALE 

6.1. Domain definition 

This is a domain within ASCOT ADAPT to test the effectiveness of antibody therapies for SARS-CoV-2 

in patients hospitalised, but not currently receiving intensive care level organ support, with COVID-19.  

6.2. Domain-specific background  

6.2.1. Antibody therapy background 

Plasma collected from individuals who have recovered from COVID-19 represents a potential therapy 

that could be used immediately for treatment or prevention of disease. Hypothesised mechanism/s 

of action of passive antibody therapy in SARS-CoV-2 include viral neutralisation (by neutralising 

antibodies), antibody-dependent cellular cytotoxicity and/or phagocytosis (Casadevall and Pirofski, 

2020). Convalescent plasma is the most widely available source of antibodies directed at SARS-CoV-2, 

with hyperimmune globulin preparations and monoclonal antibodies (mAb) also under investigation 

within clinical trials but not yet widely available (Casadevall and Pirofski, 2020). 

There is experience using convalescent plasma and hyperimmune globulin during previous epidemics 

and pandemics. A systematic review published in 2015 identified 32 studies of use of convalescent 

plasma or serum for SARS coronavirus infection and influenza (Mair-Jenkins et al., 2015). An 

exploratory post hoc meta-analysis showed a significant reduction in the pooled odds of mortality 

following convalescent plasma therapy compared with placebo or no therapy (Mair-Jenkins et al., 

2015). However, included studies were of low or very low quality, lacked control groups and were at 

moderate to high risk of bias (Mair-Jenkins et al., 2015). 

In the current SARS-CoV-2 pandemic, convalescent plasma is being investigated for the treatment of 

COVID-19. Small case series were reported in the early stages of the pandemic in China (Duan et al., 

2020). Subsequently, the first open-label, multi-centred randomised controlled trial comparing 

convalescent plasma with standard of care in 103 patients with severe COVID-19 was reported (Li et 

al., 2020), although this study was closed early due to inability to complete recruitment. There have 

now been three completed randomised controlled trials published in the peer-review literature. Two 
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trials in hospitalised patients with moderate COVID-19 found no difference between convalescent 

plasma and standard of care in their primary outcome of progression to severe disease (Simonovich 

et al., 2020, Agarwal et al., 2020). In the larger of these two trials (Agarwal et al., 2020), the majority 

of participants (approx. 80%) in the intervention arm received convalescent plasma with a low titre of 

neutralising antibody (either undetectable or titre of <1:80).   The third trial treated at risk older adults 

very early in the disease course and reported a relative risk reduction in progression to severe 

respiratory disease (defined based on respiratory rate or oxygen saturation on room air) of 

approximately 50% (Libster et al., 2021).  Finally, an analysis of 3082 recipients of convalescent plasma 

reported an association between transfusion of high titre unit compared to a low titre unit with 

reduced risk of death (Joyner et al., 2021).  

There have been three large clinical trials in hospitalised (RECOVERY, CONCOR-1) and critically ill 

patients (REMAP-CAP) that have closed recruitment to convalescent plasma due to interim findings of 

futility. The largest is the RECOVERY trial, which closed recruitment based on an analysis of 10,406 

randomised patients, with a primary endpoint of 28-day mortality reported in 18% in convalescent 

plasma vs. 18% in standard care (risk ratio 1.04 [95% CI 0.95-1.14]). Based on the preliminary results 

of these three trials, convalescent plasma has been removed as an intervention in Version 4 of this 

domain.  

6.2.2. Hyperimmune globulin to SARS-CoV-2 background 

Hyperimmune globulin is a concentrated immune globulin preparation made from a large number of 

plasma donations that contain antibody directed against the pathogen of interest. Hyperimmune 

globulin has several advantages compared to convalescent plasma, including standardised 

concentration of neutralising antibody, viral inactivation, smaller volumes required and lack of other 

plasma proteins, such as coagulation factors.  Although the trials of convalescent plasma in 

hospitalised adults did not show evidence of benefit, one of the main limitations has been the 

variability and low levels of neutralising antibodies in the individual plasma units. This observation, 

combined with data that suggests higher titre units may be more beneficial (Joyner et al., 2021, 

Libster et al., 2021), provide the rationale for testing efficacy of hyperimmune globulin which 

provides a more standardised and higher concentration of neutralising antibody.  

6.2.3. Evidence of efficacy for Hyperimmune globulin to SARS-CoV-2 

Studies investigating the use of hyperimmune globulin for influenza have been contradictory, with 

some trials showing effectiveness (Hung et al., 2013), whereas others showed no benefit (Davey et 
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al., 2019, Beigel et al., 2017, Beigel et al., 2019). There are no completed trials of the use of 

hyperimmune globulin to SARS-CoV-2, although a number are underway. 

6.2.4. Potential adverse events of Hyperimmune globulin to SARS-CoV-2 

Few studies have reported on adverse effects from hyperimmune globulin for COVID-19, however 

the safety profile of intravenous immunoglobulin is well characterised. Common adverse events that 

occur include infusion site reactions, headache, fever, arthralgia and myalgia. Less common 

reactions to intravenous immunoglobulin include hypersensitivity reactions, aseptic meningitis, 

acute renal impairment (especially with sucrose containing preparations) and haemolytic reactions. 

(Chai et al., 2020) Very rarely, thrombotic events have been associated with intravenous 

immunoglobulin preparations.   

6.2.5. Need for a clinical trial of hyperimmune globulin 

Immunoglobulin treatment represents a potential therapeutic strategy for patients with COVID-19. 

Convalescent plasma is a therapy that could be immediately implemented within a clinical trial, 

however trials in similar patient populations to those included in this trial have now been closed due 

to futility. Hyperimmune globulin has a number of advantages compared to convalescent plasma, 

including the ability to administer a more consistent dose of neutralising antibodies at higher 

concentration. To date, there have been no completed trials of hyperimmune globulin powered for 

clinical outcomes. Therefore, a randomised controlled trial is required to evaluate this therapy for 

COVID-19. 

 

7. DOMAIN OBJECTIVES 

The objective of this domain is to determine the effectiveness of immunoglobulin therapy for patients 

with COVID-19 requiring admission to hospital. 

We hypothesise that the proportion of participants alive and not having required intensive respiratory 

or vasopressor support at 28 days after enrolment (primary endpoint for ASCOT ADAPT) will differ 

based on the immunoglobulin therapy interventions. The following interventions will be available: 

• Hyperimmune globulin to SARS-CoV-2 

• No antibody therapy against SARS-CoV-2 (no placebo) 
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As other antibody therapies become available, such as other hyperimmune globulin preparations and 

monoclonal antibodies, these may be added to this domain. 

 

8. TRIAL DESIGN 

This domain will be conducted as part of ASCOT ADAPT (see Core Protocol Section 1.5). Treatment 

allocation will be adaptive, as described in the Core Protocol Section 2.8. 

8.1. Population 

ASCOT ADAPT enrols patients with COVID-19 admitted to hospital who are not requiring intensive 

organ support (see Core Protocol Section 2.2). 

8.2. Eligibility criteria 

Patients are eligible for this domain if they meet all of the platform-level inclusion and none of the 

platform-level exclusion criteria (see Core Protocol Section 2.2). Patients eligible for ASCOT ADAPT 

may have conditions that exclude them from the Antibody Domain. 

8.2.1. Domain inclusion criteria 

Patients will be eligible for this domain if they meet the following domain-specific inclusion criteria 

• Participant is able to be randomised within 7 days of symptom onset 

8.2.2. Domain exclusion criteria 

Patients will be excluded from this domain if they have any of the following: 

• Participant has already received treatment with SARS-CoV-2-specific immunoglobulin therapy 

(convalescent plasma, hyperimmune globulin or monoclonal antibody) within 3 months prior 

to enrolment; 

• Treating team deems enrolment in antibody intervention is not in the best interests of the 

patient; 

• Participant has received a SARS-CoV-2 vaccine within the prior 30 days. 

8.2.3. Intervention exclusion criteria  

The following are intervention exclusions: 
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• Known previous history of serious allergic reaction to blood product transfusion, intravenous 

immunoglobulin or other injectable form of IgG will exclude a patient from hyperimmune 

globulin; 

• Known personal or religious objections to receiving blood products will exclude a patient from 

receiving hyperimmune globulin; 

• Pregnant or breastfeeding female patients will be excluded from hyperimmune globulin; 

• Prior history of a thrombotic event (including acute coronary syndromes, cerebrovascular 

syndromes, pulmonary or deep venous thrombosis) within the prior 30 days of randomisation 

will exclude a patient from receiving hyperimmune globulin; 

• Having a creatinine clearance of less than 50mL/min will exclude a patient from receiving 

hyperimmune globulin. 

8.3. Interventions 

8.3.1. Antibody Interventions 

Participants will be randomly assigned to receive one of the following open-label study interventions. 

• Hyperimmune globulin to SARS-CoV-2 

• No antibody therapy against SARS-CoV-2 (no placebo) 

8.3.2. Hyperimmune globulin to SARS-CoV-2 

8.3.2.1. Hyperimmune globulin to SARS-CoV-2 preparation/s 

Hyperimmune globulin to SARS-CoV-2 will be supplied by Intas Pharmaceuticals Limited (COVID-19 

Hyper-Immuneglobulin (Human)).  This product is manufactured from plasma collections from donors 

who have recovered from COVID-19. 

8.3.2.2. Dose of hyperimmune globulin to SARS-CoV-2 

Two doses of 30mL (3 x 10mL vials) of COVID-19 Hyper-Immuneglobulin (Human) will be administered 

over 2 days within 48 hours of randomisation. Each vial (10mL) has an average of 350 arbitrary unit 

(AU)/mL (=3500 AU) neutralising antibodies to SARS-CoV-2. Three vials will have approximately 10500 

AU of neutralising antibodies, which is equivalent to approximately 200mL of convalescent plasma 

with a neutralising antibody titer of 1:640.  



ASCOT ADAPT Antibody Domain-Specific Appendix Version 4.0 dated 27 April 2021 

CONFIDENTIAL  Page 16 of 28 

 

8.3.2.3. Timing of initiation and administration of hyperimmune globulin to SARS-CoV-2 

Those receiving hyperimmune globulin to SARS-CoV-2 will receive 30mL of COVID-19 Hyper-

Immuneglobulin (Human) on day 1.  If the hyperimmune globulin is not available on day 1, it can be 

commenced on day 2. If the participant has no serious adverse reactions to the infusion, the second 

dose of 30mL of COVID-19 Hyper-Immuneglobulin (Human) will be given. There must be a minimum 

of 12 hours between infusions to allow appropriate assessment of adverse reactions to the initial 

infusion. Both doses should be given within 48 hours from randomisation. 

COVID-19 Hyper-immuneglobulin (Human) is administered as an intravenous injection at a rate of not 

more than 0.5ml/kg/hr. 

Details on the study intervention preparation, dispensing, handling and storage will be outlined in 

the Antibody manual as appropriate. 

8.3.2.4. Discontinuation of hyperimmune globulin to SARS-CoV-2 

If a participant has an infusion-related reaction or serious allergic reaction, they should discontinue 

the hyperimmune globulin and not receive any further doses.  

8.4. Concomitant care 

All that is not specified by assignment within the platform will be determined by the treating clinician.  

8.5. Endpoints 

8.5.1. Primary outcome 

The primary outcome for this domain is the ASCOT ADAPT primary outcome (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) as specified in Core Protocol 

Section 2.3.1. 

8.5.2. Secondary outcomes 

All secondary outcomes as specified in the Core Protocol Section 2.3.2. 

The domain-specific secondary outcome measures will be: 

1. Serious treatment-related adverse events within 24 hours of treatment, including: 
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a. Serious allergic reaction or anaphylaxis 

b. Transfusion-related acute lung injury (TRALI) 

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 

Definitions of secondary outcomes are provided in Appendix 2 and Appendix 3. 

If participants have been discharged from hospital prior to day 28, a history of arterial or venous 

thrombosis will be sought from the participant, person responsible, or supervising medical 

practitioner. Confirmation of a diagnosis will be required from hospital medical records, radiological 

reports, or a supervising medical practitioner. 

9. TRIAL CONDUCT 

9.1. Domain-specific data collection 

9.1.1. Microbiology 

No specific microbiological testing is required for this domain.  

9.1.2. Clinical data and sample collection 

Additional domain-specific data will be collected as outlined below and in Table 1. 

• Administration of immunoglobulin therapies 

• Serology for HIV, Hepatitis B and Hepatitis C 

• Neutralising antibody titer of trial immunoglobulin therapies (where available) 

• Neutralising antibody titer of participant at baseline, day 3 and day 14 or day of discharge if 

discharged before day 14  

9.1.3. Domain-specific study timeline 

Table 1: Domain-specific schedule of visits, data collection and follow-up. 

Visit Day Day 
0 (-3 to 0) 

Day 
1 

Day 
2 

Day 
3 

Day 
4 

Day 
14 

Day 28 

Check eligibility X       
Informed consent  X      
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Visit Day Day 
0 (-3 to 0) 

Day 
1 

Day 
2 

Day 
3 

Day 
4 

Day 
14 

Day 28 

Randomise  X      
Serum sample1  X  X  X  
Viral serology (HIV, Hepatitis B and C)2 X       
Hyperimmune globulin to SARS-CoV-2 
administration2 

 X3 X     

Monitoring for domain specific serious 
adverse events4 

 X X X X   

Monitoring for domain specific 
secondary outcomes (confirmed arterial 
or venous thrombosis). 

      X 

1 Collect serum tube (e.g., 1x9mL SST tube) from all domain participants. Instructions on processing, transport 
and storage provided in study manual. For Day 1, 3, and 14 (or at discharge, whichever is earlier). If only one 
transfusion was given the post-transfusion samples should still be collected. 

2If allocated to hyperimmune globulin to SARS-CoV-2 

3 If unavailable on day 1 this can be administered on day 2  

4 Monitoring for Transfusion-Related Acute Lung Injury (TRALI), acute allergic reactions, acute haemolytic 
transfusion reactions until 24 hours after last convalescent plasma infusion (or day 4 if allocated to standard of 
care), and haemolysis in the 72 hours post last transfusion. Monitoring for these events will be as clinically 
determined (i.e., investigations outside of usual clinical care are not required).  

9.1.4. Domain-specific study visit day details 

All core study visit details are specified in the Core Protocol (Section 2.4.5). Additional domain-specific 

study procedures are outlined below. It is possible that Day 0 and Day 1 activities may be undertaken 

on the same day. 

9.1.4.1. Day 0/ Screening 

In addition to the screening procedures outlined in the Core Protocol (Section 2.4.5.1), additional 

domain-specific screening procedures will occur as per the eligibility criteria outlined in Section 8.2. 

9.1.4.2. Day 1 

In addition to the activities outlined in the Core Protocol (Section 2.4.5.2) additional domain-specific 

activities will be conducted, including: 

• Collect serum sample (e.g., 1x9mL SST tube) for neutralising antibody testing in all participants. 

Instructions on processing, transport and storage provided in study manual;  

• Once available, administer first dose of hyperimmune globulin to SARS-CoV-2 (Section 8.3.2). 

Note: if the first unit does not arrive on day 1 it can be administered on day 2;  
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• Monitor for serious adverse events (see Appendix 2). This includes participants allocated to 

standard of care.  

9.1.4.3. Day 2  

Core activities on Day 2 till discharge are outlined in the Core Protocol (Section 2.4.5.3).  

Additional domain-specific activities will be conducted on Day 2, including: 

• Administer second dose of hyperimmune globulin to SARS-CoV-2 (if no serious adverse 

reactions occurred following initial transfusion) as outlined in Section 8.3.2. Note: if first dose 

was not administered until day 2, this may be done on day 3; 

• Monitor for serious adverse events (see Appendix 2). This includes participants allocated to 

standard of care. 

9.1.4.4. Day 3 

In addition to the activities outlined in the Core Protocol (Section 2.4.5.3), domain-specific activities 

to be conducted on Day 3 include: 

• Collect serum sample (e.g., 1x9mL SST tube) for neutralising antibody testing in all 

participants. If for any reason the second infusion had not been given, the second SST sample 

should still be taken. Instructions on processing, transport and storage provided in study 

manual; 

• Monitor for serious adverse events (see Appendix 2). This includes participants allocated to 

standard of care. 

9.1.4.5. Day 4 

In addition to the activities outlined in the Core Protocol (Section 2.4.5.3), domain-specific activities 

to be conducted on Day 4 include: 

• Monitor for serious adverse events (see Appendix 2). This includes participants allocated to 

standard of care. 

9.1.4.6. Day 14 

In addition to the activities outlined in the Core Protocol (Section 2.4.5.3), domain-specific activities 

to be conducted on Day 14 include: 
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• Collect serum sample (e.g., 1x9mL SST tube) for neutralising antibody testing in all 

participants. If patient is discharged from hospital before day 14, collect on day of hospital 

discharge;   

9.1.4.7. Day 28 

In addition to the activities outlined in the Core Protocol (Section 2.4.5.4), domain-specific activities 

to be conducted include: 

• Monitor for secondary outcomes of arterial and venous thrombosis (as outlined in Section 

8.5.2. and defined in Appendix 2 and 3). If a participant has been discharged from hospital 

prior to day 28, information will be sought from the participant, person responsible, or 

supervising medical practitioner. Confirmation of a diagnosis will be required from hospital 

medical records, radiological reports, or a supervising medical practitioner. 

9.2. Criteria for discontinuation  

Refer to Core Protocol Section 2.4.7 for criteria for discontinuation of participation in the ASCOT trial. 

9.3. Blinding  

9.3.1. Blinding 

Hyperimmune globulin to SARS-CoV-2 will be administered on an open-label basis.  

9.3.2. Unblinding  

Not relevant.  

10. STATISTICAL CONSIDERATIONS 

10.1. Domain-specific stopping rules 

If a Platform Conclusion of equivalence or futility in the primary endpoint is demonstrated the DSMB 

and the ITSC may consider continuation of randomisation if clinically relevant differences in secondary 

endpoints have not been demonstrated and it is considered plausible that clinically relevant 

differences in one or more secondary endpoints may be capable of being demonstrated. In all other 

respects the stopping rules for this domain are those outlined in the Statistical Analysis Appendix.  
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10.2. Unit-of-analysis and strata 

The unit-of-analysis for this domain is all patients who receive an allocation status in this domain. No 

strata are applied in the model that is used for analysis and specification of Response Adaptive 

Randomisation (RAR). RAR is outlined in the Statistical Analysis Appendix. 

10.3. Timing of revealing of randomisation status 

The timing of the revealing of allocation status and administration of interventions is specified to be 

randomisation with immediate reveal (see Section 2.8 in Core Protocol). 

10.4. Interactions with interventions in other domains 

An a priori interaction with the Antiviral Domain is not considered likely and will not be incorporated 

into the statistical models used to analyse this domain. 

An a priori interaction with the Anticoagulation Domain is not considered likely and will not be 

incorporated into the statistical models used to analyse this domain.  

10.5. Nesting of interventions 

Nesting is not applicable to this domain 

10.6. Threshold odds ratio delta for equivalence 

The threshold odds ratio for equivalence in this domain is that specified in the Statistical Analysis 

Appendix.  

10.7. Post-trial Sub-groups 

Pre-specified subgroups are outlined in the Core Protocol and Statistical Analysis Appendix. Domain-

specific post-hoc sub-groups will be used in analysis following the conclusion of one or more 

interventions in the domain. The a priori patient sub-groups of interest are: 

• Patient neutralising antibody titer quartile at baseline 

• Iatrogenic immunosuppression at randomisation 

• Prior vaccination to SARS-CoV-2 

• Time from symptom onset to enrolment of less than 72 hours 
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• Time from symptom onset to enrolment of greater than 72 hours 

 

11.  ETHICAL CONSIDERATIONS 

11.1. Data Safety and Monitoring Board  

The DSMB should be aware that the superiority, inferiority, or equivalence of different interventions 

with respect to the primary endpoint is possible, and if equivalence is demonstrated, determination 

of the optimal intervention may be based on secondary endpoints, such as all-cause mortality at day 

28. 

11.2. Potential domain-specific adverse events 

The following possible treatment-related serious adverse events should be reported in all patients in 

this domain, irrespective of intervention allocation. In addition, site staff are responsible for reporting 

all transfusion-related adverse events to their national or regional hemovigilance system.  

For the definition of these adverse events, please see appendix 2. Study specific investigations are not 

required (e.g., do not need to obtain repeated haemoglobin levels to assess for haemolysis). 

Investigation for potential adverse events will be as clinically indicated and determined by the treating 

clinical team. Site research staff will liaise with the treating clinical team to assess whether any adverse 

events meet the definitions for the below conditions and as defined in appendix 2. 

• Severe allergic reaction or anaphylaxis 

• Transfusion-associated Acute Lung Injury (TRALI) 

• Haemolysis within 72 hours of last transfusion 

Other SAEs should be reported only where, in the opinion of the site investigator, the event might 

reasonably have occurred as a consequence of a study intervention or study participation (see Core 

protocol Section 2.12). Serious adverse reactions occurring within 28 days of randomization must be 

recorded and reported to the sponsor in accordance with the Safety Reporting SOP. 

11.3. Domain-specific consent issues 

Nil 
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12. GOVERNANCE ISSUES 

12.1. Funding of domain 

Funding sources for ASCOT are specified in the Core Protocol. This domain has received additional 

funding from the Australian Medical Research Future Fund.  

12.2. Funding of domain interventions and outcome measures 

Hyperimmune globulin to SARS-CoV-2 is being supplied by Intas Pharmaceuticals Ltd for participants 

in India (see also Region Specific Appendix).  

12.3. Domain-specific declarations of interest 

All investigators involved in ASCOT ADAPT maintain a registry of interests on the ASCOT ADAPT 

website. These are updated periodically and publicly accessible on the study website.
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14.  APPENDICES 

14.1. Appendix 1: Definition of domain-specific serious adverse events 

(including transfusion reactions) 

Type of SAE Diagnostic criteria Where should cases should be 
reported 

Allergic Acute Transfusion 
Reaction 

 

Severe 

Bronchospasm, stridor, angioedema 
or circulatory problems which 
require urgent medical intervention 
AND/OR, directly result in or 
prolong hospital stay, or 
Anaphylaxis (severe, life-
threatening, generalized or systemic 
hypersensitivity reaction with 
rapidly developing airway AND/OR 
breathing AND/OR 

circulation problems, usually 
associated with skin and mucosal 
changes) 

Must be reported on the ASCOT 
ADAPT trial SAE form 

AND 

Must be reported to the hospital 
blood bank/transfusion service 
with details of the patient’s trial 
number 

 

Transfusion-Related Acute Lung 
Injury (TRALI) 

Acute dyspnea with hypoxia and 
bilateral pulmonary infiltrates 
during or within twenty-four hours 
of transfusion, not due to circulatory 
overload or other likely causes 

Suspected TRALI should be 
reported – further investigations 
are required to confirm cases 

 

Must be reported on the ASCOT 
ADAPT trial SAE form 

 

AND 

 

Must be reported to the hospital 
blood bank/transfusion service 
with details of the patient’s trial 
number. These will be reported 
to blood service as per usual 
practice. 

Acute haemolytic transfusion 
reaction within 24 hours of 
transfusion 

Acute HTRs are defined as fever and 
other symptoms/signs of 
haemolysis within 24 hours of 

Must be reported on the ASCOT 
ADAPT trial SAE form 
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Type of SAE Diagnostic criteria Where should cases should be 
reported 

transfusion; confirmed by one or 
more of the following: 

• Fall of haemoglobin 
• Rise in LDH 
• Rise in bilirubin 
• Positive DAT 
• Positive crossmatch 

 

AND 

 

Must be reported to the hospital 
blood bank/transfusion service 
with details of the patient’s trial 
number 

Haemolysis within 72 hours of 
last transfusion 

Haemolysis is defined as fever and 
other symptoms/signs of 
haemolysis confirmed by one or 
more of the following: 

• Fall of haemoglobin 
• Rise in LDH 
• Rise in bilirubin 
• Positive DAT 
• Positive crossmatch 

Must be reported on the ASCOT 
ADAPT trial SAE form 
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14.2. Appendix 2: Definitions of arterial and venous thrombosis 

Outcome Definition 

Deep vein thrombosis Symptoms and/or signs of deep vein thrombosis AND evidence of new deep vein 

thrombosis on ultrasound (noncompressible venous segment thrombosis) 

Pulmonary embolism  Diagnosed in clinically suspected patients (using widely accepted clinical criteria) 

AND either high-probability V-Q scan, positive CT pulmonary angiogram (CTPA) 

(i.e. demonstrated intraluminal filling defect) or pulmonary angiogram 

demonstrating emboli  

Acute myocardial 

infarction 

1Detection of a typical rise and/or fall of troponin with at least one of the 

following: 

• Symptoms of acute myocardial ischemia; 

• New ischemic electrocardiographic (ECG) changes; 

• Development of pathological Q waves; 

• Imaging evidence of new loss of viable myocardium or new regional 

wall motion abnormality in a pattern consistent with an ischemic 

etiology; 

• Identification of a coronary thrombus by angiography including 

intracoronary imaging or by autopsy 

Acute ischemic stroke 2Rapidly developing clinical signs of focal (or global) disturbance of cerebral 

function lasting more than 24 hours (unless interrupted by surgery or death) with 

no apparent cause other than of vascular origin. Distinction between an ischemic 

cause rather than haemorrhagic will be based on imaging results. 

1 Based on Fourth Universal Definition of Myocardial Infarction from American College of Cardiology 

2 Based on World Health Organization definition of stroke 
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