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Key RCTs in COVID-19 

• RECOVERY 

– UK 

– Hydroxychloroquine (no 

benefit), Lopinavir-ritonavir 

(no benefit), Dexamethasone 

(selective mortality benefit) 
 

– Recently stopped 

azithromycin 
 

– Now testing tocilizumab, 

convalescent plasma, 

monoclonal antibodies, 

colchicine, aspirin 

 



Key RCTs in COVID-19 
• Solidarity 

– WHO 

– Remdesivir, Interferon, 

Lopinavir-ritonavir, 

Hydroxychloroquine  (all no 

benefit) 

– What next? 
 

• ACTT-1 

– USA/NIH 

– Remdesivir (reduced time to 

recovery, no mortality 

benefit) 



Key RCTs in COVID-19 

• PlasmAr 
– Argentina 
– 228 patients got high-

titre convalescent 
plasma; 105 placebo 

– No difference in ordinal 
scale outcome or 
mortality 

• RECOVERY  
– expected to report 

soon,  
– >4000 patients 



Key RCTs in COVID-19 

• REMAP-CAP 
– Global platform 

trial 

– ICU-level patients 

– Pre-dates COVID-
19 pandemic 

– Includes NZ 

– Findings: 
• Hydrocortisone 

effective 

• Lopinavir-ritonavir 
not effective 

• Tocilizumab 
effective 



Establishing COVID-19 clinical trials in NZ 

• HRC call March 2020 

– ASCOT (RCT of hospitalised patients) 

– REMAP-CAP (RCT of ICU level patients) 

– Prevention (RCT in HCW) 

– COHESION (cohort study) 
• aims to determine local relevant predictors of death or ICU 

admission from COVID-19 



Australasian COVID-19 Trial: ASCOT 

• Initial protocol frequentist  

• Now adaptive platform: ASCOT ADAPT  

• Hospitalised patients, not ICU level care 

• Protocol development, HRC grant application, HDEC 

submission, SCOTT submission, local governance 

• Initially hydroxychloroquine (HCQ) & lopinavir-ritonavir (LPV/r) 

• Convalescent plasma added, HCQ & LPV/r stopped 

• India joined Australia & NZ 

 

 



ASCOT ADAPT 

• Adaptive platform trial, Bayesian analysis, 
response-adaptive randomisation 

• Core protocol 

– Antiviral domain 

– Antibody domain 

– Anticoagulant domain 





Bayesian adaptive designs 

“An adaptive design is a clinical study design that uses 
accumulating data to decide how to modify aspects of the 
study as it continues, without undermining the validity 
and integrity of the trial.” 

 Food & Drug 
Administration and 
European Medicines 
Agency have guidelines for 
conduct of such studies 





ASCOT ADAPT: Key clinical questions 

• Looking for regimens that are safe and 
effective in reducing morbidity and mortality 
among hospitalised patients with COVID-19 

 

• Core 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 

 



ASCOT ADAPT Antiviral domain 

• Standard supportive care 

– Including steroids where appropriate 

• Hydroxychloroquine 

• Lopinavir-ritonavir 

• Interferon-beta-1a 

• Interferon + ribavirin 

• Nafamostat 

 



Nafamostat 

Shrimp et al, ACS Pharmacol. Transl. Sci. 2020 

• TMPRSS2 has an extracellular protease domain that cleaves the spike 
protein to initiate membrane fusion. 

• Nafamostat is a TMPRSS inhibitor 



Potency of Nafamostat 

Ko et al, J Med Virol. 2020 

Calu-3 = human lung cell line 
Vero = African green monkey kidney cell line 
 
Short t1/2 = Constant IV infusion 



ASCOT ADAPT 
Antibody domain 

• Convalescent plasma 

– Does neutralising antibody titre matter? 



ASCOT ADAPT Anticoagulation domain 

• Standard dose thromboprophylaxis  

• Intermediate dose thromboprophylaxis 

• Standard dose thromboprophylaxis + aspirin 



REMAP-CAP 

• Randomised embedded multifactorial adaptive 
platform study of severe community-acquired 
pneumonia 

• Large international study in NZ, Australia, UK, 
Europe, Saudi Arabia, US and Canada, led by 
ANZICS group 

• Running for 3 years already prior to SARS-CoV-2 
pandemic 

• Despite platform already being open, still takes 
too long to add domains during a pandemic 



REMAP-CAP in NZ 

• Antiviral domain 
– On hold 

• Antibody domain 
– Convalescent plasma vs SOC 

• Immune modulation domain  
–  Tocilizumab (IL-6 receptor antagonist) vs Anakinra (IL-

1 receptor antagonist) vs SOC  

• Anticoagulation domain 
– prophylactic vs therapeutic anticoagulation with 

heparin 

 

 



Challenging environment 

• Pressured environment during pandemic 

• Same bureaucratic hurdles to get through 

• Politics and social media 

• Retracted HCQ article 

• Trials reporting by press release, then pre-print of 
non-peer-reviewed paper, then publication 

• Need for a cohesive national approach to COVID 
research as seen in the UK 



Future developments 

• Nafamostat/camostat? 

• New antiviral agents? 

• Monoclonal antibodies? 

• Vaccines… 
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