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Activity against Omicron  

provided a pharmakinetic overview of tixagevimab and cilgavimab in the 
context of in vitro neutralising activity against Omicron (and subvariants). A 
detailed statement is available in Appendix 2. 

The following key points were raised: 
• The properties of tixagevimab and cilgavimab with regards to 

recruitment of effector function and direct neutralisation activity were 
discussed. 

• Published in-vitro data has demonstrated significantly compromised 
activity against the BA.1 subvariant of Omicron, i.e. a >100-fold 
decrease in neutralisation. 

• The neutralisation activity of cilgavimab against BA.2 was restored 
to levels comparable to that against pre-Omicron variants. However, 
the activity of tixagevimab remained compromised. 

• The ef f icacy of tixagevimab and cilgavimab has been reported to be 
augmented by the synergistic activity between the two antibodies. In 
the case of BA.2, the product works as a monoprophylactic agent 
(on the basis of reduced neutralisation activity by tixagevimab). 
Therefore reduced neutralisation activity overall should be expected 
for the combination.  

• All neutralising monoclonal antibodies (nMABs) have been 
progressed as combinations due to the resistance risk (with 
exception of sotrovimab due to its high epitope conservation) 

• The activity profile against other Omicron sublineages is unknown 
as yet. 

• The concluding impression was: it is a reasonable assumption that 
doubling the licensed dose of tixagevimab and cilgavimab will 
produce comparable neutralising activities against the BA.2 
subvariant but that it would be driven by one antibody rather than 
two as studied in PROVENT. This would effectively represent 
monoprophylaxis with cilgavimab, which may have implications for 
the development of resistant/escape variants. 
 

The group highlighted the following: 
• There is no evidence that definitively indicates that tixagevimab and 

cilgavimab will be ineffective against BA.2 but there is also no 
def initive evidence that it will be effective against BA.2. 

• Knowledge of emerging variants will be important in anticipating 
potential impacts of these variants on the neutralisation activities of 
nMABs. 
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Cost-effectiveness analysis  

presented DHSC analysis on cost effectiveness. Key points included: 
• The outcome of interest in the cost-effectiveness analysis by the 

DHSC was based on hospitalisation rather than development of 
symptomatic COVID-19 which was the primary endpoint in the 
PROVENT trial. 

• This outcome depends on the attack rate in the population of rates 
and their vulnerability. 
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Role of antibody testing 
It was discussed that serology may be of benefit in group B in the IAG report 
due to the variability of vaccine response in this group. 
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Conclusions: 
The group discussed all the relevant issues at length. A vote was then held 
in the Microsoft Teams chat facility and the majority (all members bar one), 
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concluded that there was insufficient evidence at present to progress a 
clinical policy, and new academic research in the UK setting was strongly 
needed. In summary: 
• In the absence of clinical data, in-vitro data is insufficient to provide 

guidance towards deployment decisions. 
• There is at present insufficient evidence and significant scientific 

uncertainty such that it is not possible to progress to the development of 
a clinical policy for access to tixagevimab and cilgavimab. 

• An NIHR-sponsored research study of PrEP with tixagevimab and 
cilgavimab in the cohorts outlined in the IAG report is the most 
appropriate course of action. 

• Variables studied may include: dosing, combination versus 
monotherapy, pharmacokinetic and pharmacodynamic outcomes 

• Such an academic study should ideally be a randomised controlled trial 
rather than an observational study.  

• Any research study should be designed such that its outcomes are 
generalisable and applicable towards all new/emerging variants i.e. 
future-proofing the research platform and approach against the 
changing pandemic context as best as possible.  
 

 

Next steps and close 
• Minutes will be developed and circulated for comment.  
• A report and recommendation will be prepared for the CMO.  
• Next steps to be discussed with DHSC.  

 

 
 

Action Actionee 
Develop minutes from this meeting  
Discussion with DHSC AK 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 








