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Figure S1. Comparison of Test Compound Activity in Murine
Bone Marrow Leukocytes Versus Isolated Murine
Neutrophils
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Cells were treated with a range of test compounds, and ROS production was measured
to determine AC;, values for each of the 56 hit compounds in murine bone marrow
leukocytes and purified murine neutrophils. A line indicating the best-fit linear regression
is shown (excluding the outlier point for compound 3). Compound numbers are shown
for the 26 lead compounds selected for further analysis.



Figure S2. Representative Example of Human Neutrophil
Chemotactic Response to a Test Compound
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Human neutrophil chemotaxis towards the indicated concentrations of compound 26
was determined, as described under Materials and Methods. Note that higher
concentrations of test compounds resulted in inhibition of chemotaxis. However, we
did not include these data points due to potential for non-specific effects and issues of
compound solubility. A representative experiment from three independent
experiments is shown.
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PMN, polymorphonuclear leukocytes; M¢$, macrophages; ACE, angiotensin converting enzyme; COX, cyclooxy%enase; LPO,

lipoxygenase; PLC, phospholipase C. %Assays were performed on COS-7 cells transfected with the C5a receptor.

performed on RBL cells transfected with the C3a receptor. References (Ref.) are listed below in this Supplement.

Assays were




Table S2. Effect of t-Butyl-benzene Derivatives (n=42) on ROS Production in Bone

Marrow Leukocytes and Isolated Murine and Human Neutrophils.
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Compound activation of ROS production is indicated for bone marrow leukocytes (BM), murine

neutrophils (M PMN), and human neutrophils (H PMN). NA indicates cell activation was <50%

of control level over a concentration range of 0-40 uM.




Table S3. Effect of Thiophene-2-amide-3-carboxylic Ester Derivatives (n=47) on ROS Production in

Bone Marrow Leukocytes and Isolated Murine Neutrophils.
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Compound activation of ROS production is indicated for bone marrow leukocytes (BM) and murine neutrophils (PMN). NA

indicates cell activation was <50% of control level over a concentration range of 0-20 uM.
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