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• A total of 19 alkyne diaryl phosphonates and 12 ABPs have been successfully synthesized and screened on uPA and tryptase. Modifications on the P1 position to target specificity for
Chymotrypsin-, Elastase-, Trypsin-like serine proteases have been studied.

• The guanidine benzyl analogues are the most potent among all the available diaryl phosphonates, also more potent than the natural amino acids analogues.

• The ABPs will be used for target identification on different pathologies were serine proteases are involved.
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# UAMC code R1 R2
Tryptase uPA

IC50 (M)

1 3572 H >10 >10

2 3567 H >10 >10

3 3671 H >10 >10

4 3672 H 3.7 4.8

5 3570 H 4.0 5.3

6 3573 NHCOMe 0.7 2.4

10 624 H 0.6 0.004

11 883 NHCOMe 0.05 0.005

12 3595 Cl 0.07 0.005

14 3569 H >10 >10

16 3571 H 0.9 1.8

18 3576 H 8.4 >10

19 3596 Pro-Lys H 3.0 2.5

#
UAMC 
code

Tag R1 R2
Tryptase uPA

IC50 (M)

1 3461 B H >10 >10

2 3472 D H >10 >10

3 3473 D H >10 >10

4 3465 B H N.D. N.D.

5 3495 B H 2.1 3.5

6 3494 D H 2.5 4.6

7 3563 D NHCOMe 1.1 6.7

8 3464 B H 0.9 0.04

9 3498 D H 0.4 0.02

10 3511 D NHCOMe 0.07 0.01

11 3510 B NHCOMe 0.08 0.01

12 3562 D Cl 0.1 0.006
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• DED is a disease of the ocular surface accompanied ocular surface inflammation and
tissue damage; while IBS is a gastrointestinal disorder, characterized by abdominal
pain.1,2 We hypothesized that serine proteases play an important role DED and IBS.

• Serine proteases are involved in several physiological processes, including immune
response, cell death and tissue healing.3

• UAMC-00050 showed a reduction of both tissue damage and of inflammatory
parameters in an eye of a dry eye rat animal model and, a decrease in visceral
hypersensitivity in a rat model of post-inflammatory visceral hypersensitivity 4,5.

• Activity-based protein profiling is the method chosen to identify the possible
upregulated serine proteases in the different pathologies.
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