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Sample size and experimental design were determined primarily by availability / enrollment of subjects with each desired phenotype (eg, all
subjects we had enrolled with COVID-19 were included), the time-sensitive nature of research into COVID-19, and limited by available
emergency funding to perform sequencing experiments.

For signature derivation enrolled subjects were excluded if they had proven co-infections due to multiple pathogens, as this study was not
designed or powered to analyze this subset.

Given the absence of availability of publicly available peripheral blood bulk RNA sequencing datasets at the time of submission, reproducibility
was evaluated at the level of statistical modeling through leave-one-out cross validation (LOOCV).

Experimental groups were determined by phenotype. Model validations were performed with LOOCV where samples are selected at random
from the experimental dataset.

Subjects were enrolled with known diagnoses, and the purpose of the study was to directly compare subjects with known infections to other
known infection types.

Only flow cytometry associated antibodies were used. See relevant information below.

See below.

Subject demographics and population characteristics are defined in the manuscript in Table s1 and Table s2 in the
supplementary material.

Subjects were identified through active surveillance of hospital admissions and outpatient clinic / emergency room visits for
suspected COVID-19 or other acute respiratory illness. All subjects admitted to Duke University Medical Center with the
relevant diagnoses (COVID-19, influenza, etc) during the timeframe of the study were approached for potential enrollment.

The relevant protocols were approved by the Institutional Review Boards of Duke University Medical Center and the Durham
Veterans Affairs Medical Center.




