trypsin inhibitors

Analyzing the inhibitors described in (Renatus, et a!., 1998).
The docking solutions have very high RMSD (> 5 A).
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B11/1k1j 0.021 uyM -10.5 kcal/mol
docked AG predicted: -10.4, AG 5" ranked: -8.4
Positive vdw interaction to His57 without poloar interactions.



B12/1kl1i 0.66 uM -8.4 kcal/mol
docked AG predicted: -9.4, AG 5% ranked: -8.9
Negative vdw interaction to Ser195.



[

B08/1k1n 0.42 uM -8.7 kcal/mol
docked AG bind elec predicted: -7.2, AG 5% ranked: -11.2

Negative vdw interaction to Ser195 like in B12, but the carboxy group has a positive vdw/elec
influence to GIn192.
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B10/1k11 0.12 uM -9.4 kcal/mol
docked AG bind elec predicted: -8.9, AG 5" ranked: -9.1
Negative elec interaction of N of piperazine to His57.



B09/Tklm  0.045uM  -10.0 kcal/mol
docked/predicted: AG bind elec: -8.4, AG 5" ranked: -9.4

The negative elec interaction of unsubstituted N of piperazine (B10) is avoided by conjugated
C=0.
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B14/1f0u 0.07 uM -9.8 kcal/mol
docked/predicted: AG bind elec: -10.5, AG 5" ranked: -10.7
Positive elec interaction to Asn97 and positive vdw/elec interaction to Gln192.



BIS/If0t  1puM -8.1 keal/mol
docked/predicted: AG bind elec: -9.7, AG 5" ranked: -9.8
Positive vdw (and elec) interaction to Trp215 but negative vdw to Ser195. (Similar to B16)

B16/1eb2 1 uM -8.1 kcal/mo
docked/predicted: AG bind elec: -7.8, AG 5" ranked: -7.2
Positive vdw interaction to Trp215 but negative vdw to Ser195. (similar to B15)




B18/1bjv 3uM -7.5 kcal/mol
docked/predicted: AG bind elec: -9.4, AG 5" ranked: -10.7
Positive vdw interaction to His57 but negative vdw to Ser195.

4 L /1 | FL TR NS
B19/1bju 16 uM -6.5 kcal/mol .
docked/predicted: AG bind elec: -8.6, AG 5" ranked: -8.5,RMSD ~35 A

Positive vdw interaction to His57 but negative vdw to Ser195. (similar to B18)

Cl



BO6/lppc 0.7 uM -8.4 kcal/mol
docked/predicted: AG bind elec: -10.0, AG 5" ranked: -9.9

Positive vdw interaction to His57 and Trp215 but negative vdw to Ser195. Positive elec to
Gly216.

O/ ph 0.7 —  1 camo
docked/predicted: AG bind elec: -8.7, AG 5" ranked: -9.0
Positive elec to Gly216.
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