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Supplemental Figure 1: Batch Correction of Mean Fluorescent Intensities. Coefficients of

variation before batch correction.

Supplemental Figure 2: Batch Correction of Mean Fluorescent Intensities. Coefficients of

variation after batch correction.

Supplemental Figure 3: Changes in Biomarker Concentration with Changing OSI. A scatter plot
of change in plasma biomarker concentration (ng/mL) and change in oxygenation saturation
index (OSI) (OSI = mean airway pressure x fraction of inspired oxygen (FiO2)/oxygen
saturation). Both R and p values are denoted with 95% confidence interval (Cl) denoted by gray

shaded area. All biomarkers were significantly and positively correlated with worsening lung

injury except RAGE, IL6, IL8, IFNy, and MMP-9. (A) Receptor For Advanced Glycation End

Products (RAGE). (B) Tumor Necrosis Factor Alpha (TNFa). (C) Interleukin-6 (IL6). (D)
Interleukin-8 (IL8). (E) Interleukin-10 (IL10). (F) Angiopoietin-2 (ANG2). (G) Interferon-y (IFNy).
(H) Interleukin-17 (IL17). (1) Granzyme B (GrB). (J) Soluble Intercellular Adhesion Molecule-1
(sICAM1). (K) Surfactant Protein D (SPD). (L) TNF Receptor Soluble Factor 1A (TNFRSF1A).
(M) Interleukin-18 (IL18). (N) Matrix Metalloproteinase 9 (MMP-9). (O) Plasminogen Activator

Inhibitor-1 (PAI1). (P) Myeloperoxidase (MPO).

Supplemental Figure 4: Sensitivity Analysis of Change in Biomarker Concentration with
Changing OSI. A scatter plot of change in plasma biomarker concentration (ng/mL) and change
in oxygenation saturation index (OSI) (OSI = mean airway pressure x fraction of inspired oxygen
(FiO2)/oxygen saturation). Both R and p values are denoted with 95% confidence interval (Cl)

denoted by gray shaded area. All biomarkers were significantly and positively correlated with

worsening lung injury except RAGE, IL6, IL8, IFNy, and MMP-9. (A) Receptor For Advanced



Glycation End Products (RAGE). (B) Tumor Necrosis Factor Alpha (TNFa). (C) Interleukin-6
(ILB). (D) Interleukin-8 (IL8). (E) Interleukin-10 (IL10). (F) Angiopoietin-2 (ANG2). (G) Interferon-
y (IFNy). (H) Interleukin-17 (IL17). (I) Granzyme B (GrB). (J) Soluble Intercellular Adhesion
Molecule-1 (sICAM1). (K) Surfactant Protein D (SPD). (L) TNF Receptor Soluble Factor 1A
(TNFRSF1A). (M) Interleukin-18 (IL18). (N) Matrix Metalloproteinase 9 (MMP-9). (O)

Plasminogen Activator Inhibitor-1 (PAI1). (P) Myeloperoxidase (MPO).

Supplemental Figure 5: Day 1 plasma biomarker levels in PARDS (n = 50) and non PARDS (n =
13) subjects. Eight of the sixteen biomarkers tested were significantly higher in PARDS patients
compared to non-PARDS patients while one biomarker (MMP9) was significantly higher in non-
PARDS patients. Biomarker concentrations are in ng/ml and P-values are noted in plots. (A)
Receptor For Advanced Glycation End Products (RAGE). (B) Tumor Necrosis Factor Alpha
(TNFa). (C) Interleukin-6 (IL6). (D) Interleukin-8 (IL8). (E) Interleukin-10 (IL10). (F) Angiopoietin-
2 (ANG2). (G) Interferon-y (IFNy). (H) Interleukin-17 (IL17). (I) Granzyme B (GrB). (J) Soluble
Intercellular Adhesion Molecule-1 (sICAM1). (K) Surfactant Protein D (SPD). (L) TNF Receptor
Soluble Factor 1A (TNFRSF1A). (M) Interleukin-18 (IL18). (N) Matrix Metalloproteinase 9

(MMP-9). (O) Plasminogen Activator Inhibitor-1 (PAI1). (P) Myeloperoxidase (MPO).

Supplemental Figure 6: Sensitivity analysis of Day 1 plasma biomarker levels in PARDS (n =
50) and non PARDS (n = 13) subjects. Eight of the sixteen biomarkers tested were significantly
higher in PARDS patients compared to non-PARDS patients while one biomarker (MMP9) was
significantly higher in non-PARDS patients. Biomarker concentrations are in ng/ml and P-values
are noted in plots. (A) Receptor For Advanced Glycation End Products (RAGE). (B) Tumor
Necrosis Factor Alpha (TNFa). (C) Interleukin-6 (IL6). (D) Interleukin-8 (IL8). (E) Interleukin-10

(IL10). (F) Angiopoietin-2 (ANG2). (G) Interferon-y (IFNy). (H) Interleukin-17 (IL17). (1)



Granzyme B (GrB). (J) Soluble Intercellular Adhesion Molecule-1 (sICAM1). (K) Surfactant
Protein D (SPD). (L) TNF Receptor Soluble Factor 1A (TNFRSF1A). (M) Interleukin-18 (IL18).
(N) Matrix Metalloproteinase 9 (MMP-9). (O) Plasminogen Activator Inhibitor-1 (PAI1). (P)

Myeloperoxidase (MPO).

Supplemental Figure 7: Heatmap of each PARDS subject and biomarker concentration in ng/mL
on day 1. PARDS subject 29 had very elevated levels of most biomarkers however most other
subjects had no consistent pattern. Biomarkers included: Receptor For Advanced Glycation End
Products (RAGE), Tumor Necrosis Factor Alpha (TNFa), Interleukin-6 (IL6), Interleukin-8 (IL8),
Interleukin-10 (IL10), Angiopoietin-2 (ANGZ2), Interferon-y (IFNy), Interleukin-17 (IL17),
Granzyme B (GrB), Soluble Intercellular Adhesion Molecule-1 (sICAM1), Surfactant Protein D
(SPD), TNF Receptor Soluble Factor 1A (TNFRSF1A), Interleukin-18 (IL18), Matrix
Metalloproteinase 9 (MMP-9), Plasminogen Activator Inhibitor-1 (PAI1), and Myeloperoxidase

(MPO).

Supplemental Figure 8: The concentration of matrix metalloproteinase 9 (MMP-9) in PARDS (n
= 50) and critically ill subjects without PARDS (n = 13) on day 1, day 3 (n = 33 PARDS and n =
5 non PARDS), day 7 (n = 25 PARDS and n = 3 non PARDS), and day 14 (n = 13 PARDS and
n =0 non PARDS). MMP-9 was more elevated in the plasma of the non-PARDS subjects on
days 1, 3, and 7. This difference was only statistically significant on day 1. Only PARDS
subjects were available for sample collection on day 14 as most non PARDS subjects had

discharged home. Concentrations are in ng/mL and p values are noted in the graph.

Supplemental Figure 9: The concentration of soluble intercellular adhesion molecule 1 (sICAM1)

in PARDS and critically ill subjects without PARDS on day 1 (n = 50 PARDS and n = 13 non



PARDS), day 3 (n = 33 PARDS and n = 5 non PARDS), day 7 (n = 25 PARDS and n = 3 non
PARDS), and day 14 (n = 13 PARDS and n = 0 non PARDS). sICAM1 was more elevated in the
plasma of PARDS subjects on days 1, 3, and 7, and was statistically significant. Only PARDS
subjects were available for sample collection on day 14 as most non PARDS subjects had

discharged home. Concentrations are in ng/mL and p values are noted in the graph.

Supplemental Figure 10: The correlation between day 1 plasma biomarker concentration and
day 1 PARDS severity in PARDS (n = 50) subjects. There was no statistically significant
correlation between biomarker concentration and severity for any of the biomarkers we tested.
(A) Receptor For Advanced Glycation End Products (RAGE). (B) Tumor Necrosis Factor Alpha
(TNFa). (C) Interleukin-6 (IL6). (D) Interleukin-8 (IL8). (E) Interleukin-10 (IL10). (F) Angiopoietin-
2 (ANG2). (G) Interferon-y (IFNy). (H) Interleukin-17 (IL17). (I) Granzyme B (GrB). (J) Soluble
Intercellular Adhesion Molecule-1 (sICAM1). (K) Surfactant Protein D (SPD). (L) TNF Receptor
Soluble Factor 1A (TNFRSF1A). (M) Interleukin-18 (IL18). (N) Matrix Metalloproteinase 9

(MMP-9). (O) Plasminogen Activator Inhibitor-1 (PAI1). (P) Myeloperoxidase (MPO).

Supplemental Figure 11: Sensitivity analysis of the correlation between day 1 biomarker level
and day 1 PARDS severity in PARDS (n = 50) subjects. There was no correlation between
biomarkers concentration and PARDS severity. (A) Receptor For Advanced Glycation End
Products (RAGE). (B) Tumor Necrosis Factor Alpha (TNFa). (C) Interleukin-6 (IL6). (D)
Interleukin-8 (IL8). (E) Interleukin-10 (IL10). (F) Angiopoietin-2 (ANG2). (G) Interferon-y (IFNy).
(H) Interleukin-17 (IL17). (I) Granzyme B (GrB). (J) Soluble Intercellular Adhesion Molecule-1
(sICAM1). (K) Surfactant Protein D (SPD). (L) TNF Receptor Soluble Factor 1A (TNFRSF1A).
(M) Interleukin-18 (IL18). (N) Matrix Metalloproteinase 9 (MMP-9). (O) Plasminogen Activator

Inhibitor-1 (PAI1). (P) Myeloperoxidase (MPO).



Supplemental Figure 12: Concentrations of granzyme B (GrB), myeloperoxidase (MPO), and
matrix metalloproteinase 9 (MMP-9) in PARDS patients with sepsis and without sepsis across
all study time points. There was no difference in any of the three biomarkers between groups.

Biomarker concentrations are in ng/ml and p values are noted on the plots.



