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Expert testimony to inform NICE guideline development 

Section A: Developer to complete 

Name: Dr Claire Steves 

Role: Expert Witness – Academic  

Senior Clinical Lecturer  

Institution/Organisation 
(where applicable): 

King’s College London  

 

Guideline title: Managing the long-term effects of COVID-19: update 

Guideline Committee: Expert Advisory Panel for the update of NG188  

Subject of expert 
testimony: 

Post-vaccination SARS-CoV-2 infection: risk factors and 
illness profile 

Evidence gaps or 
uncertainties: 

What pharmacological and non-pharmacological 
interventions (including but not limited to vaccines, 
olfactory training and breathing techniques) improve the 
ongoing physical or mental health symptoms and 
problems of functioning and disability (as defined by the 
World Health Organization’s International classification 
of functioning, disability and health) following acute 
COVID-19?  

The specific evidence gap within this review question was whether there was any 
effect on the long-term effects of COVID-19 experienced by people who have SARS-
CoV-2 infection after 2 doses of vaccination. These are academic in confidence 
findings. 
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Section B: Expert to complete 

Summary testimony:  

COVID symptom study - Academic in confidence  

Study details: 

A prospective, observational, case-control study using data from the ZOE app. 
Investigating risk factors for post-vaccination injection and symptoms of post-
vaccination infection. Participants age 19+. 

Comparisons: 

Comparing people who tested positive >14 days after 1st dose, before 2nd (n=6,030) 
or tested positive >7 days after second vaccine dose (n=2,370) with: 

a) vaccinated individuals reporting negative test at least fourteen (first dose) or seven 
(second dose) days post-vaccination to identify risk factors for post-vaccination 
infection OR 

b) unvaccinated participants reporting a positive SARS-CoV-2 test to compare illness 
profile pre- and post-vaccination. 

 

People who had had COVID-19 in the past, or who had post-COVID-19 syndrome 
were excluded. 

 

Analysis: 

Univariate logistic regression models (adjusted for age, BMI, and sex) to analyse 
associations between risk factors and post-vaccination infection; and associations of 
individual symptoms, overall illness duration, and disease severity, with vaccination 
status. 

 

Results: 

Risk factors for post-vaccination infection: 

• Post-vaccination infection after 1 vaccination is more likely in those who are 
over 60 and frail, compared with younger groups. 

• Post-vaccination infection after 1 vaccination is more likely in those living in 
more deprived areas with a high index of multiple deprivation, compared with 
those living in less deprived areas. 

Illness profile pre- and post-vaccination: 

• The risk of hospitalisation reduced with vaccination (and especially with a 
second vaccination) – this was consistent across vaccine manufacturers. 

• There was a lower risk of having symptoms lasting more than 28 days in 
those vaccinated with 2 doses compared with unvaccinated participants (no 
effect for single dose of vaccination). 

• Symptom profile: there was a reduction in most symptoms of acute COVID-19 
for those vaccinated with either 1 or 2 doses compared with unvaccinated 
participants, with the exception of sneezing. 

 

Strengths and limitations: 

The study had a large sample size with matched participants (to reduce effect of 
changing contextual factors), and prospective symptom reporting. Although 
participants were volunteers, the case control design may mitigate for bias by 
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volunteer factors.  

Results were consistent even when tested in scenario of everyone being vaccinated, 
indicating that results may be consistent even as the proportion of people vaccinated 
increases. 

 

Questions from panel members 

Q: Is there longer-term follow-up data available (12+ weeks)? 

A: Not yet – this will be coming in the next few months. Other studies have found 
similar symptom profiles (numbers of those experiencing symptoms reducing but 
proportions similar) between time points (4, 8 and 12 weeks), indicating that these 
results may be reflected in 12+ week data. 

 

Q: Neutralising antibodies wane with time – do we know whether this potential 
protective effect of COVID-19 vaccines will also wane with time? 

A: Data is not yet indicating a drop-off but more time is required to investigate this. 
There is some suggestion that antibodies are better sustained after the second dose 
of a vaccine than after the first dose. 

 

Q: What are the limitations of the ZOE app data? 

A: If you don’t log symptoms daily for more than 28 days, you cannot be included in 
the analysis. Those who report for more than 28 days are included, whether they 
stopped logging with or without symptoms. 

People who are not well enough to log on won’t provide data – therefore it is possible 
that people with more severe symptoms are under-represented in this data. If those 
people are distributed differently between vaccinated and unvaccinated groups, this 
could result in bias. There is an indication that this might affect people who are 
unvaccinated more than those who are vaccinated, therefore causing these results to 
underestimate the benefit of the vaccine – however, this is still an assumption. 

 

Q: This data is adjusted for age, BMI and sex. In a pre-print of earlier data covering 
people with a single vaccine dose only (a subset of the data presented by this 
testimony), additional adjustments for frailty and comorbidity made results less 
precise. Would that be the case with this data? 

A: Data including the additional adjustments will be available in supplementary 
information. The direction of effect is the same with the additional adjustments – 
uncertain about significance. 

 

Q: What does this data mean for older people and symptom recognition? 

A: Other evidence suggests that the earliest symptoms of COVID-19 are different in 
older people compared with younger people – for example, loss of smell is reported 
less frequently in older groups. There is a reduction in symptom reporting with age 
(regardless of illness) which is important to note. This study shows that symptoms of 
acute COVID-19 are reduced in older people, as well as in younger groups. 

References to other work or publications to support your testimony’ (if 
applicable): 

Antonelli, Michela; Penfold, Rose; Merino, Jordi et al., Post-vaccination SARS-CoV-2 
infection: risk factors and illness profile in a prospective, observational community-
based case-control study; 2021. 
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Disclosure: 
Please disclose any past or current, direct or indirect links to, or funding from, the 
tobacco industry. 

I confirm I have no past or present links of any kind to the Tobacco industry. 

Declaration of interests: Please complete NICE’s declaration of interests (DOI) 
form and return it with this form. 

 

Note: If giving expert testimony on behalf of an organisation, please ensure you 
use the DOI form to declare your own interests and also those of the organisation – 
this includes any financial interest the organisation has in the technology or 
comparator product; funding received from the manufacturer of the technology or 
comparator product; or any published position on the matter under review. The 
declaration should cover the preceding 12 months and will be available to the 
advisory committee. For further details, see the NICE policy on declaring and 
managing interests for advisory committees and supporting FAQs. 

 

Expert testimony papers are posted on the NICE website with other sources of 

evidence when the draft guideline is published. Any content that is academic in 

confidence should be highlighted and will be removed before publication if the status 

remains at this point in time.  
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