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Figure S1: B-tryptase inhibitors used in the current study.
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Figure S2: Selectivity of B-tryptase inhibitors over closely related proteases and the murine homolog, mMCP6.
Apparent IC50s for compounds 1a, 1b, 2a, 2b and nafamostat with select serine proteases assayed at 1nM.
Fold-selectivity for tryptase is indicated.



la
PDB ID 4MPW
Cell dimensions a=b, ¢ (A) 173542220
Resolution (A)* (2382119955)
Rsym* 0.088 (0.439)
Average l/ol 21.4 (3.5)
Completeness (%) 100 (100)
Redundancy 5.4 (5.5)
Resolution (A) 1.95
No. reflections$ 40961
Rfactor , Riree 0.164 (0.206)
Protein atoms 3828
Water molecules 421
Compound atoms 57
rmsd bond lengths (A) 0.018
rmsd bond angles (°) 2.03

Table S1: X-ray data collection and refinement statistics. "The highest resolution shells are shown in
parentheses. *Rgym = X |li - <I>| / Iy where |; is the intensity of a measurement and <I> is the average intensity
for that reflection. 30f these reflections, 5% are used for the Ryee calculation.



Fold ICs Shift
Component at 1nM
Tryptase
3% BSA 0.55
5% BSA 0.49
1mg/ml aGP1 1.67
8mM Glucose 0.94
100uM Sorbitol 1.15
10mM L-Glutathione 1.06
10% Human Plasma 1.57
20% Human Plasma 2.56
10% Mouse Plasma 3.52
20% Mouse Plasma 7.76

Table S2: Compound 1a IC50 shifts in the presence of plasma components. Dose response curves and
resultant IC50s were compared for shifts in potency against Bovine serum albumin (BSA), a1-glycoprotein
(aGP1), glucose, sorbitol, L-glutathione and human and mouse plasma. To inhibit proteolytic activity of
enzymes present in plasma, protease inhibitors demonstrating no inhibitory actions against tryptase, were
added to the assay buffer. Ratios of the IC50s between no additives and additives are presented.



