Supplemental Figure 1: Adjuvant effect on IFN-γ production in conjunction with low anti-CD3/CD28 mAb stimulation. Samples were stimulated with low concentration anti-CD3/CD28 mAb with and without either anti-PD-1 mAb (nivolumab; NIVO) or IL-7. Low anti-CD3/CD28 (Low CD3) increased IFN-γ SFU (upper panels), SS (upper-middle panels) and TWI (lower-middle panels) in samples from both Healthy donors (left, n=46) and Septic patients (right, n=63) as compared to unstimulated (spontaneous; SPON) production. NIVO did not increase Low CD3 induced IFNγ SFU, SS, or TWI, while IL-7 did increase CD3 induced IFNγ SFU, SS, and TWI. SFU (Top panels) were normalized to the number of lymphocytes plated in the ELISpot well (Bottom panels, n=34 healthy and n=59 septic). Lymphocyte number per well was determined by multiplying the draw specific ALC (K/cumm) by 1000 (converting K/cumm to cells/cumm) then by the volume of blood added to the well (5 µL). Pairwise statistical relationships of SFU/Lymphocyte remain largely the same as SFU. Red bars represent Median with IQR. *p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 as determined by Friedman Test with multiple comparisons.
Supplemental Figure 2: Septic patient samples produce greater IFN-γ SFU, TWI, and SFU/Lymphocyte than Healthy donor samples with Low anti-CD3/CD28 mAb stimulation. Comparison between Healthy donor (n=46) and Septic patient (n=63) whole blood samples shows septic blood samples have higher IFN-γ  SFU (top row) than healthy donor samples in response to low anti-CD3/CD28 mAb (CD3) alone (left), low CD3+anti-PD-1 mAb (nivolumab; NIVO; middle), and low CD3+IL-7 (right). To account for high variability in cell counts among septic patients and between septic and healthy samples, SFU were normalized to number of lymphocytes plated in ELISpot wells (bottom row, n=34 healthy and n=59 septic). When SFU were normalized to lymphocyte numbers, the differences between septic patient and healthy donor IFN-γ production became even more apparent. As no significant differences were discerned between Low CD3 treated samples and Low CD3+NIVO treated samples, the differences displayed in the “CD3+NIVO” column between healthy and septic are a consequence of the greater responsiveness of septic samples to Low CD3 treatment. Red bars represent Median with IQR. *p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 as determined by Mann-Whitney test.
Supplemental Figure 3: Difference in relative IFN-γ response to IL-7 between healthy donors and septic patients when normalized against Low anti-CD3/CD28 mAb stimulation alone. IL-7 fold-changes were calculated for SFU, SS, and TWI for all samples; Low anti-CD3/CD28 mAb (Low CD3)+IL-7 values were divided by Low CD3 alone to yield fold-change. Unlike with regular CD3 stimulation, there was no difference in responsiveness to IL-7 in the SFU (Left), SS (Middle) or TWI (Right) measurements, based on fold-change, between healthy donors and septic patients. N=46 healthy, n=63 septic. Red bars represent Median with IQR. *p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 as determined by Mann-Whitney test.
[bookmark: _GoBack][bookmark: OLE_LINK28]Supplemental Figure 4: Comparison of TNF-α production between healthy and septic samples. Samples from healthy donors (n=46) and septic patients (n=63) similarly produced TNF-α when unstimulated (spontaneous; SPON; Left Side). They also produced TNF-α similarly in response to R848 (Middle) and LPS (Right). Red bars represent Median with IQR. *p<0.05, **p<0.01, ****p<0.0001 as determined by Mann-Whitney test.


