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Document Actions To verify the use of flexible anchoring parties, we used a set of 87 retroviral actions with inhibitors. These proteins have an active tunnel-shaped site that envelops a peptidomimetic inhibitor. The arginine-aspart salt bridge is formed at each end of the tunnel, bridging two sub-units. In
enclosures with large inhibitors, these arginines move to make room, while they adopt a more closed position in compounds with small inhibitors. In previous work, we have shown that a sterile collision with these arginines prevents the docking of large inhibitors to proteins in a more closed conformation.
Using a distributed computing environment, we performed a large cross-docking experiment, taking inhibitors from 87 crystallographic structures and docking them to the protein conformations from these structures. We performed two parallel experiments, one with a rigid protein target, and one modeling
two ARG8 amino acids as flexible. The results are shown in Ise 2. Parameters were selected that correspond to a typical computational effort for a personal docking experiment, with 25,000,000 estimates and 50 anchored adjustments. Tormenting degrees of freedom in Ligand were limited to 10, with an
extra 6 degrees of freedom for two arginine sidechains in flexible sidechain tests. The 2nd letter compound is arranged to emphasize the structural properties of the complex. The complex is arranged from top to bottom based on the suppressor size, with small inhibitors on top and large inhibitors at the
bottom. Cyclic urea inhibitors and similar inhibitors designed to root out structural water 301 separated at the bottom, also ordered the smaller to grow. The protease structures are arranged in the same order from left to right, so the lachson is suitable for retries. Note that the large block in the lower left
corner corresponds to cyclic urea inhibitors anchoring protease structures that include water 301, so we don't expect them to dock properly. The large block in the upper right corner features petidomatic inhibitors that anchored to a protease structure that do not include water 301, so we may expect some
loss of specificity in anchoring, though this has not been observed. As you can see in the letter 2A, flexible docking improves docking in enclosures that are expected to benefit from fraud. The white band under the center is suitable for large inhibitors that require protease structures that have been solved
with small inhibitors. These enclosures show the most positive change in docking energy with flexible docking, as negative entimes with calm ARG8 resididiveness. Looking at the RMSD results in Illustration 2B, See that hard docking fails in several types of complex. The large block of cyclic urea
inhibitors in the lower left corner show poor RMSD values, as expected. Roughly 2/3 of small inhibitors were successfully docked, and the medium-sized ones were very successful. The horizontal block just below the center (inhibitors 1hvk through1hvj) are cases where large inhibitors anchor to active
sites with ARG8 in a not permissive state, so these are the complex ones where we expect improvement with a flexible protease model. These results underscore the fact that in this experiment, larger inhibitors are actually an easier problem, for two reasons. First, the space conducted in each experiment
includes the active site and a small area outside the protein. In some cases, small ligands find completely incorrect matches outside the active site, but larger ligands are forced to be at least partially within the active site, due to their size. Second, several degrees of torsion of freedom are frozen in the
correct orientation in the large inhibitores, and this tends to favor the crystalline conformation. The results of cyclic urea inhibitors follow a similar trend. The block in the lower left corner are results in docking urea inhibitors cyclically into protease structures that include the structural water, so it's not
surprising that the experiments don't find the right answer. The block in the lower right corner shows a docking of urea inhibitors cyclically with protease structures without the structural water. This shows a similar trend of large inhibitors docking more consistently than smaller inhibitors. The block in the
upper right corner shows docking of other inhibitors for protes without the structural water. These experiments perform similarly to experiments in the structural waters. When we add flexibility to both ARG8 at the ends of the active site tunnel, we achieve the desired result with large inhibitors that join
contact with this residibility. AutoDock4 successfully anchors the large inhibitors in cases where docking fails with hard receivers (Figure 2C). Unfortunately, the experiments with flexible sidechains showed significantly worse results for small inhibitors and failed in more than half of cases. This highlights
an additional limitation of using flexible sides. They increase the area of conformation to be searched - in these cases, magnifying it from an AutoDock-accessible problem to a problem with too many degrees of freedom. Page 2th is a covalent docking(a) using a Geusian map fixated on serine OG. The
crystalline structure is displayed in a large ag and the best anchored match is shown in a thinner ag. The blue ball surrounds the area of the most positive energy on the Geosic map. (b) Use of a Geuse map located in serine CB. (c) Use of two Goussian maps. (d) Use a flexible side chain to model the
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developments of the AutoDock program system. Please make all checks for donations: Scripps Research Institute c/o Prof. Arthur J. Olson and send them: Prof. Arthur J. Olson Department of Molecular Biology, MB-5 Scripps La Jola Research Institute, CA 92037 USA Thank you very much! Select the
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