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Sample size was dictated by the logistics of recruiting acutely exposed (1-5 days post symptom onset in the index) individuals within an
unfolding pandemic, during the first and second wave of SARS-CoV-2 in the UK (to ensure a truly naive cohort). To enter a household, our
nursing teams required full PPE and adherence to stringent infection control measures. As such each participant recruited represents a
considerable number of person-hours to ensure the safe generation of a globally unique set of samples from previously unexposed individuals
so early on in their primary SARS-CoV-2 exposure.

With n=26 PCR positive and n=26 PCR negative individuals, an effect size calculation indicated that we would have 80% power to detect an
effect size equivalent to a 2 fold difference in the means of cross-reactive T cell responses at baseline between the two groups (as calculated
in R using the pwr package). The effect size we have observed is equivalent to a 3-fold difference in mean frequency of cross-reactive T cells
between the two groups.

Our analyses were restricted to COVID-19 contacts who were seronegative at baseline and where household transmission has occurred (ie for
every PCR negative contact, there is at least one PCR positive contact of the same index). Individuals who were PCR negative but
seroconverted during follow up were excluded as having an unclear outcome (n=1). These are described in the manuscript.

Direct replication of fluorospot T cell assays on the PBMC samples was no possible due to restricted cell numbers. However, fluorospot
analyses were performed in duplicate in a demonstrably reproducible assay (CVs consistently <10%) which includes a countable positive
control (25,000 PBMC are stimulated with anti-CD3 and anti-CD28 to activate T cells); this acts as a calibrator for the accuracy of counting out
the cells and sample quality across the different time points for the assay, supporting subsequent interpretation of the data. Control samples
with known frequencies of antigen-specific T cells were also run alongside the test samples to ensure the validity of the assay run. DABA assay
reproducibility data is cited in the manuscript (Tedder, R. S. et al. Detection and Quantification of Antibody to SARS- CoV-2 Receptor Binding
Domain Provides Enhanced Sensitivity, Specificity and Utility. SSRN Electron. J. (2021) doi:10.2139/ssrn.3739821.). GIven the limited amount
of serum and volume demands from other workstreams, the DABA was not repeated within this cohort.

Randomization did not occur for this prospective observational cohort study. All potential participants in the recruitment area whose index
case had a symptom onset within 3 days who could be contacted with the available nursing staff were contacted for potential participation. In
addition to the demographic skew associated with the geographical issues with sampling individuals, the nature of the household visits mean
there is likely a significant degree of self-selection in those who would be willing to participate.

Nurses collecting and storing participant information were blinded to infection outcome during the initial visit, given the prospective nature of
the sampling. Technicians running PCR, antibody and T cell fluorospot assays were blinded to results from the other assays and the
symptomatic status of the participants, as well as all demographic factors. Data analysis could not be blinded due to the limited available of
individuals to perform the work and the need to apply exclusion criteria.




