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The original sample size consideration assumed a nested case-control design, defining in-hospital deaths as cases and using 3 survivors per
case as matching controls. The recruitment of 2,475 children would result in 99 in-hospital deaths and more than 80% power to detect a
standardized difference between cases and controls of 0.45 standard deviations using a Bonferroni correction that allowed this difference to
be tested simultaneously for 13 biomarkers at a two-sided alpha of 0.0038 (0.05/13). The difference of 0.45 standard deviation units would
correspond to a 40% difference in mean values of Ang-2, between a mean of 11,000 pg/mL in survivors and 15,600 pg/mL in children who
died in-hospital, with a common standard deviation of 9,600 pg/mL.1 The current analysis reflects the original prospective cohort design
rather than a nested case-control design, using in-hospital mortality from any cause up to 7 days as pre-specified primary outcome.

Forty-two children were excluded from all analyses of biomarkers as no plasma sample was available (1.7%). An additional 376 children were
excluded from comparative performance analyses of the 11 biomarkers (15.0%) as they had absconded or were transferred before or after 7
days (as shown in the flow chart in Fig.1).

Children enrolled up to Oct 31, 2012 were prospectively considered as part of the derivation cohort and children included after this date as
part of the validation cohort. In addition, sTREM-1 analysis was validated in the derivation cohort based on 500 bootstrap samples with
replacement (internal validation, as described in the main manuscript methods).

This was a prospective cohort study in children aged 2 months to 5 years presenting to the emergency department with a history of fever in
the past 48-hours or an axillary temperature >37.5ºC, and admitted to the Jinja Regional Hospital in Uganda between February 15, 2012 and
August 29, 2013 according to the treating physician’s judgement. As described above, children enrolled up to Oct 31, 2012 were prospectively
considered as part of the derivation cohort and children included after this date as part of the validation cohort (Steyerberg, E.W. Clinical
Prediction Models: A Practical Approach to Development, Validation, and Updating, (Springer, New York, NY, 2009)

This was a prospective cohort study which enrolled children consecutively presenting to the emergency department to the Jinja Regional
Hospital in Uganda. Blinding was not relevant to the design of the prospective.




