1duasnue Joyiny vd-HIN 1duasnue Joyiny vd-HIN

1duasnue Joyiny vd-HIN

> "% NIH Public Access
Author Manuscript

O
H%

Published in final edited form as:
J Phys Chem B. 2009 October 29; 113(43): 14343-14354. doi:10.1021/jp907375b.

Docking Flexible Peptide to Flexible Protein by Molecular

Dynamics Using Two Implicit-Solvent Models: An Evaluation in

Protein Kinase and Phosphatase Systems

Zunnan Huang and Chung F. Wong*
Department of Chemistry and Biochemistry and Center for Nanoscience, University of Missouri-
Saint Louis, One University Boulevard, St. Louis, Missouri 63121

Abstract

Reliable prediction of protein-ligand docking pose requires proper account of induced fit effects.
Treating both the ligand and the protein as flexible molecules is still challenging because many
degrees of freedom are involved. Peptides are one type of ligands that are particularly difficult to
study because of their extreme flexibility. In this study, we tested a molecular dynamics-based
simulated-annealing cycling protocol in docking peptides to four protein kinases and two
phosphatases using two implicit-solvent models: a distance-dependent dielectric model (g(r)=4r) and
a version of the Generalized Born model termed GBMV. We found that the simpler (r)=4r model
identified docking pose better than the more expensive GBMV model. In addition, rescoring
structures obtained from one implicit-solvent model with the other identified good docking poses for
all six systems studied. Including protein energy in scoring also improved results.
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1. Introduction

Reliable prediction of protein-ligand docking structure remains a challenging problem. Peptide
ligands present one of the more difficult cases because of their high flexibility, requiring
extensive configurational sampling. Even for the rigid-protein model, it is demanding to handle
flexible ligands with over 15-20 rotatable bonds, which is typical even for short peptides. This
difficulty increases when the protein receptor is also flexible and a peptide ligand only binds
to a small subset of the many possible conformations of the protein.

Nevertheless, an increasing number of research groups have employed various strategies to
include protein flexibility in docking. For example, one can dock a ligand to an ensemble of
receptor conformations obtained from molecular dynamics simulation, from normal mode
calculation, from crystal structures with various ligands bound, from NMR structures, and from
structures constructed with different combination of side-chain conformations in the binding
site1=14, One can also “enlarge” the docking pocket in a protein by softening the van der Waals
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(vdw) potential (refl® gives an example) or by offsetting vdw radii (e.g., referencel) to
approximate the effects of protein flexibility.

More realistic approaches directly simulated the coupled structural change of the protein and
the ligand. These approaches allowed protein movement in different ways. For example, the

program FLIPDOCK? used a Flexibility Tree (FT) data structure to choose a small number

of variables to describe the key structural changes required by the protein to accommodate the
ligand. On the other hand, the program FITTED18 employed a genetic algorithm to generate

diverse protein structures.

Molecular dynamics-based methods provide another useful approach. Unlike many docking
potentials solely designed for docking rigid or flexible ligands to rigid proteins, molecular
dynamics-based methods take advantage of force fields already designed for simulating protein
motion. One approach by Mangoni et all® facilitated the docking of a flexible ligand to a
flexible protein by assigning a high temperature to the translational motion of the center-of-
mass of the ligand and only allowed the binding pocket of the protein to move. Another study
by Nakajima et al2% employed the multi-canonical molecular dynamics simulation method to
dock a flexible peptide to the SH3 domain of Abl tyrosine kinase. In their work, they only
allowed the side chains in the ligand-binding pocket to move. On the other hand, our earlier
work permitted full flexibility of every side chain but restrained the o carbons to suitable
experimental reference structures to reduce computational time and to avoid sampling
unphysical structures due to the use of non-optimal force fields21=23, This model have
successfully docked small organic ligands to protein kinases and phosphatases21 =23, This study
further explores its application to the more challenging problem of peptide-protein docking.

One way to facilitate extensive configurational search is to use implicit- rather than explicit-
solvent models. Researchers have now developed numerous implicit-solvent models, including
simple distance-dependent dielectric models, generalized Born models, and Poisson-
Boltzmann models. (Gilson and Zhou recently provided a good review of these models?4.)
Distance-dependent dielectric and Generalized Born models are cheaper to use and were first
models to consider in this study. The &(r) = r model, where r is the distance between two atoms
inamolecular system, was the first distance-dependent dielectric model employed in molecular
dynamics simulation of proteins. Later on, dielectric function that increased more rapidly with
distance has become popular; &(r) = 4r model is one of them. This and other distance-dependent
dielectric models are now widely used in programs such as CHARMM?Z%, DOCK?26;
FITTED?® and others21=23,27=31,

A more complex model is the Generalized Born model first proposed by Still and co-
workers32, One form of their model calculates the electrostatic contribution to solvation energy

by:
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where ¢p represents the low dielectric constant inside a solute such as a protein, & is the
dielectric constant of water, and g; and gj are the charges of atoms i and j, respectively. There
are various ways of calculating the effective Born radii ; and aj33_42, among them is the
Generalized Born using Molecular Volume (GBMV)39:40 model which we used in this study.
Because Generalized Born models are more expensive than simple distance-dependent
dielectric functions to use, they are still not commonly employed in molecular docking,
especially in larger scale virtual screening. On the other hand, it has been used to refine and

J Phys Chem B. Author manuscript; available in PMC 2010 October 29.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Huang and Wong

Page 3

rescore docking pose. For example, Lee and Sun recently reported? that further optimizing
and rescoring docking poses obtained from the DOCK program could improve the
identification of correct docking pose in a test set of 79 protein-ligand complexes.

In this work, we focused on evaluating the g(r) = 4r and the GBMV models in docking peptides
to protein kinases and phosphatases. We used both models to perform docking directly and to
rescore docking poses obtained from the other model. The main goal was to find out whether
these models or a mixture of them could identify good docking pose for protein-peptide
systems.

Section 2 describes the simulated annealing cycling protocol that we applied successfully to
dock small molecules to protein kinases and phosphatases earlier. It also describes how we set
up the systems and presents several energy models we used to identify docking pose. Section
3 details the results and discusses the performance of different models. Section 4 concludes
with our major findings.

2. Methods

2.1. Simulated annealing cycling protocol

We used a novel simulated annealing cycling protocol described previously for protein-ligand
docking.?1+23 This protocol was found to consume less computational time than regular replica-
exchange and simulated annealing methods if the goal was solely to find good docking pose.
22 Each simulated annealing (SA) cycling simulation was performed as follows:

1. Assigned initial velocities at 500 K.

2. Allowed the system to evolve for 1 ps in the NVT ensemble. We used the Nosé-
Hoover chain method*4 to maintain constant temperature.

3. Atthe end of each 1-ps simulation, we reduced the temperature by half.
4. Looped back to step 3 if the temperature was above 5 K, to step 1 otherwise.

We continued the above loop until a prescribed simulation length was reached. Typically, each
simulated annealing cycle approximately covered the following temperatures: 500 K, 250 K,
125K, 625K, 31.2 K, 15.6 K, 7.8 K, and 3.9 K. The end of each simulated-annealing cycle
identified a structure near a local or the global energy minimum. By performing many such
short simulated annealing cycles in a molecular dynamics simulation, one could identify many
energy minima. If the energy and solvation model was sufficiently realistic, one could identify
the correct docking pose from the lowest-energy structures, which we showed previously to
be the case in docking small organic molecules to protein kinases?2:23 and phosphatases?L. In
the simulation performed here, we ran twenty independent trajectories starting from the same
structure and temperature but initiated atomic velocities with different random number
generating seeds. By using two starting structures, we ran a total of forty trajectories for each
protein-peptide system. We modified the MMTSB Toolkit*® to use with the CHARMM
package?" to perform the simulated annealing docking just described.

2.2. System set up

We chose six protein-peptide test systems in this study: 1) protein tyrosine phosphatase 1B
(PTB1B) and a phosphorylated tetrapeptide Ac-DEpYL--NH,%6; 2) protein tyrosine
phosphatase YopH of Yersinia pestis and a mimic of a phosphorylated hexapeptide Ac-DADE-
FoPmp-L-NH,*7; 3) the activated form of the catalytic domain of the insulin receptor protein
kinase (PTK) and a hexapeptide with the sequence GDYMNM?48; 4) insulin-like growth factor
1 receptor kinase (IGF) and an octapeptide with the sequence GEYVNIEF4?; 5) cyclic AMP-
dependent kinase or protein kinase A (PKA) and a fragment of its peptide inhibitor PKI
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containing residues 14 through 24%9; 6) cyclin dependent protein kinase 2 (CDK2), with cyclin
A bound, and a recruitment 9-mer peptide derived from E2F151, Entries 1PTT46, 1QZ0°2,
1IR3%8, IK3A%9, 1FMO50 and 1H24°1 in the Protein Data Bank provided the co-crystal
structures for these protein-peptide systems.

For the YopH-peptide system, we included six residues of the peptide in our simulation
although only four residues could be observed in the crystal structure (in PDB entry 1QZ0).
In addition, we included three crystal water molecules in the binding pocket that facilitate the
interactions between the phosphotyrosine residue of the peptide and the protein. As this study
focused on evaluating whether current force fields and the two solvation models were good
enough for identifying good docking pose, we constrained these water molecules near their
experimental structures during docking to reduce sampling time. In principle, one could allow
these waters to move throughout the docking process but this would require longer simulation
time to find good docking pose, especially when the starting structure was far away from the
best docking pose. For the PTK-peptide system, the hexapeptide GDYMNM in the crystal
structure was used. Its N-terminus was acetylated and its C-terminus was in the N-methyl amide
form. We replaced the ATP analog in the crystal structure by ATP in the simulation. For the
IGF-peptide system, we used the octapeptide GEYVNIEF in the crystal structure and blocked
it similarly as the hexapeptide above. We also replaced the ATP analog by ATP. In addition,
the coordinates of eight missing residues (A1069-A1076) in PDB entry 1K3A were obtained
from the corresponding residues in PDB entry 1IR3 after superposition of their protein
structures. Because three of these eight residues were different in these two protein structures,
we only used the coordinates of the backbone atoms for these three residues from PDB entry
1IR3 and we used CHARMM?Z® to build the side chains. For the PKA-peptide system, we only
used eleven residues, 14 through 24 with the sequence GRTGRRNAIHD, of PKI in the docking
study to reduce computational time, even though the crystal structure contains a longer segment
from residues 5 to 24. In the simulation, we also kept the adenosine in the crystal structure as
it might facilitate protein-ligand recognition. For the CDK2-peptide system, we used the nine-
residue peptide PVKRRLDLE and we only included the B chain of CDK2 from the crystal
structure in the simulation.

During the simulation, we applied RMSD-restraint to keep the proteins, along with the
additional water molecules, adenosine, or ATP, close to their crystal structures, as done
previously?1:22, Only the o carbons of the proteins, the water oxygens in the YopH-peptide
system, the adenosine in the PKA-peptide system, and ATP in the PTK-peptide and IGF-
peptide systems were restrained. These restraints prevented sampling of unrealistic structures
far from experiment - due to the limitation of current force fields and solvation models - and
reduced computational costs. Yet, the weak restraints permitted ample conformational
flexibility of the proteins to accommodate a more diverse set of small organic molecules and
peptides that would have been excluded by rigid-protein docking models.

Prior to each molecular dynamics simulation, we performed 500 steps of steepest descent
energy minimization of a protein-peptide complex to remove bad contacts. During the energy
minimization, the a carbons, the water oxygens, and the heavy atoms of adenosine and ATP
were held fixed. On the other hand, for the IGF-peptide system, we also allowed the a carbons
of the eight residues that we modeled in to relax.

We started each peptide-docking simulation either from the X-ray structure or with the peptide
in the extended conformation on the protein surface near its binding site. We generated the
extended structure of each peptide by the CHARMM program?®. Twenty trajectories of
simulated annealing cycling simulations were performed for each of the two starting structures
so that forty trajectories resulted. Because each trajectory lasted 2 ns, the aggregate simulation
time for each protein-peptide system covered 80 ns. We used a time step of 2 fs in these
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simulations. For the simulations using the GBMV model, we ran each trajectory for only 1 ns
rather than 2 ns because it consumed significantly more computational time.

The simulated annealing cycling docking simulations were conducted with the CHARMM
param27 force field®3:54, In the simulation using the (r) = 4r model, we used a non-bonded
cutoff distance of 14 A, a switching function for the electrostatic interactions that began at 10
A and ended at 12 A, and a shifting function for the Lennard-Jones potential. We also used
this g(r) = 4r model in the energy minimization preceding each molecular dynamics simulation.
In rescoring docking pose with the GBMV32:40 model, we used the GBMV1 parameters of
Chocholousova and Feig*! and we changed the above cutoff distances to 12 A, 8 A and 10 A
respectively.

In the simulation using the GBMV3%~41 model, we also used a non-bonded cutoff distance of
12 A and a switching function applied between 8 A and 10 A. However, subsequent rescoring
with the (r) = 4r model changed these cutoff distances back to 14 A, 10 A and 12 A
respectively.

Different simulation models required different CPU times on a dual core-dual processor cluster
node with 2.8GHz Intel Xeon EM64T processors. Table | compares the CPU time of the two
simulation models for the six protein-peptide systems studied. The flexible-protein/GBMV
model was about an order of magnitude more expensive than the flexible-protein/e(r) = 4r
model, even though the length of the former simulation was only half of the latter. It took more
than six months using twenty CPUs to perform the GBMV simulations for the six protein-
peptide systems studied here.

2.3 Energy models

We tested several energy models for selecting good docking pose:
1. Energy Model I: total energy of the whole system.

2. Energy Model Il: total energy minus the protein (including additional waters, adenine,
or ATP, if present) energy.

3. Energy Model I1I: Energy of whole system minus energy of protein (together with
additional waters, adenine, or ATP if present) and peptide.

3. Results and Discussions

Table Il shows the closest structures to experiment sampled by the simulated annealing cycling
simulations using the £(r) = 4r model. Obviously, simulations staring from the X-ray structure
sampled more structures near the crystal structures (within about 1.5 A) than simulations
starting from the extended conformation of the peptide on the protein surface. Nevertheless,
four out of the six systems (the YopH-peptide, PTK-peptide, IGF-peptide, and PKA-peptide
systems) found structures closer to ~2.14 A (RMSD of all heavy atoms: RMSDheavy) of
experiment when the simulations were started from the protein surface. The other two systems
- PTP-peptide and CDK-peptide —found structures up to only about 4 A from experiment.
Therefore, it will take longer simulation time to find good docking poses if one starts
simulations with the extended conformation of the peptides on the protein surface.

Table I11 shows the best peptide-protein docking poses obtained with the GBMV maodel. In
this case, only two out of the six systems, PTK-peptide and IGF-peptide, found docking poses
within about 1.6 A (RMSDheayy) of experiment if the simulations were started from the
extended form of the peptides on the protein surface. The other four systems failed to find
docking poses within 3 A (RMSDpeayy) of experiment within the duration of the 40-ns
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simulation. Because this study focused on examining whether the CHARMM force field along
with two implicit-solvent models could properly identify the experimental co-crystal
structures, we started half of the trajectories from the crystal structures, instead of from the
extended conformation on the protein surface - to ensure that we sampled the region near the
experimental structures well without running much longer simulation.

Figures 1al to 1a6 plot RMSDyeayy Versus energy for the six protein-peptide systems using
the ¢(r) = 4r model and Energy Model | (total energy). We only used structures near local
energy minima obtained below 5 K in the plots. These plots show that this energy model
identified good docking poses within ~3 A of experiment for five of the six systems. The
structures with the lowest energy were within 3.13 A, 1.57 A, 3.38 A, 2.78 Aand 2.42 A
(RMSDpeayy) of experiment for the PTP-, YopH-, PTK-, IGF-, and PKA-peptide systems
respectively. On the other hand, this energy model failed to identify good docking pose for the
CDK-peptide system; the lowest-energy structure was 6.30 A (RMSDpeayy) away from
experiment.

Figures 1b1 to 1b6 show similar results when we re-scored the structures with Energy Model
I1, which included only the peptide energy and the protein-peptide interaction energy but not
the protein energy. Although we previously found this model to work well for selecting good
docking poses for small organic ligands22=23, it did not work well for peptide ligands. The
lowest-energy poses for the PTP-, PTK-, IGF-, PTK-, and CDK-peptide systems deviated
significantly from their corresponding crystal structures - with RMSDheqyy equaled to 7.35 A,
8.29 A, 7.35 A, 8.93 A and 8.41 A, respectively. The YopH-peptide worked a bit better but
the lowest-energy pose still deviated from the crystal structure by 4.04 A. Further excluding
the ligand energy (Energy Model I11) did not work either (the plots resembled Figures 1b1 to
1b6 and are not shown). Therefore, it seems important to include protein energy in scoring
protein-peptide structures.

To test whether rescoring results from the g(r) = 4r model with the GBMYV model could improve
results, we plotted RMSDheqyy Versus energy for the six protein-peptide systems using GBMV
Energy Model | (Figures 2al to 2a6). These plots show that rescoring with the GBMV model
significantly improved the identification of good docking poses. The lowest-energy docking
poses were within 2.76 A, 1.34 A, 1.27 A, 1.66 A, 1.48 A and 1.28 A of experiment for the
PTP-, YopH-, PTK-, IGF-, PKA-, and CDK-peptide systems respectively. On the other hand,
rescoring with GBMV Energy Model 1l also notably improved the identification of
experimental docking poses than the original (r) = 4r Energy Model Il but it did not work as
well as rescoring with GBMV Energy Model I (Figures 2b1 to 2b6); we obtained good docking
poses for only four out of the six systems: YopH-, PTK-, IGF-, and PKA-peptide systems with
RMSDpeavy equaled 1.70 A, 1.92 A, 1.63 A, and 2.45 A respectively for their lowest energy
structures. In contrast, the lowest-energy poses for the PTP-peptide and the CDK-peptide
deviated significantly from their corresponding crystal structures - with RMSDpeqyy reaching
6.42 A and 6.14 A respectively.

We performed similar studies by running the simulated annealing cycling simulation with the
GBMYV model instead of the &(r)=4r model. Figures 3al to 3a6 plot RMSDyeayy Versus energy
for the six systems using Energy Model I. These plots show that the GBMV model could
identify good docking poses for the PTP-peptide and IGF-peptide systems to within 2.72 A
(RMSDpeayy) and 2.10 A of the crystal structures respectively. It worked a bit less well for the
PKA-peptide and CDK-peptide systems, with the lowest-energy structures deviated from
experiment by 3.09 A and 3.96 A (RMSDpeayy) respectively. And it failed to identity docking
poses closer than 8 A for the other two systems: YopH-peptide and PTK-peptide. Interestingly,
rescoring the structures from the GBMYV simulation with the £(r)=4r model managed to identify
good docking poses for all the six systems (Figures 3b1 to 3b6). The lowest-energy rescoring
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poses were within 1.98 A, 1.21 A, 2.42 A, 1.19 A, 1.62 A and 1.47 A of experiment
(RMSDreavy) for the PTP-, YopH-, PTK-, IGF-, PKA- and CDK-peptide systems respectively.

We further examined excluding the protein energy in the GBMV model (Energy Model I1) for
scoring but obtained even poorer results. Figures 4al to 4a6 show that this energy model failed
to identify good docking pose except for the IGF-peptide system, whose lowest-energy docking
structure was within 2.37 A (RMSDpeayy) of experiment. On the other hand, GBMV Energy
Model 11 could identify docking poses to 3.79 A (RMSDpeayy) at best for the PTP-peptide
system, 5.76 A for the CDK-peptide system, and more than 8 A for the remaining 3 systems.
However, rescoring these structures using the other solvation model, £(r)=4r (Energy Model
I1), again could identify good docking poses for all six systems (Figures 4b1 to 4b6). The
lowest-energy rescoring poses were within 2.36 A, 1.73 A, 1.76 A, 2.04 A, 2.66 and 3.17 A
of experiment (RMSDheayy) for the PTP-, YopH-, PTK-, IGF-, PKA- and CDK-peptide
systems respectively.

The above results show that the g(r)=4r model performed better than the GBMV maodel for
peptide-protein docking when each model was used alone. In addition, Energy Model | (total
energy) performed the best. Interestingly, no matter which solvation model was used in running
the simulated annealing cycling simulation, rescoring structures with the other solvation model
always yielded better results, with good docking poses identified for all the six systems studied
here. Table IV summarizes the results for the six protein-peptide systems using the g(r)=4r
model for docking and several energy models for scoring. It is clear that scoring the structures
obtained from g(r)=4r simulated annealing cycling simulation with the GBMV model always
gave good docking poses for Energy Model I. Table V shows that scoring structures obtained
from the GBMV simulations with the (r)=4r model also identified good docking poses for all
six systems if Energy Model | and Energy Model 11 were used. These results suggest the
following practical strategy to identify good docking pose in protein-peptide docking: First
use the cheaper £(r)=4r model to dock a peptide to a protein kinase or phosphatase and then
score the resulting structures with the GBMV model to identify docking pose using Energy
Model I, i.e., total energy of the system.

We mentioned above that the GBMV model had more difficulty finding the correct docking
pose when we started simulations with the extended conformations of the peptides on the
protein surface. To analyze this in more detail, we compared the range of peptide structures
sampled by the GBMV and the g(r)=4r models. Table VI shows that for all the six systems,
the GBMV simulations sampled structures further away from the crystal structures in
comparison to the g(r)=4r model. (Note that only the first 1 ns of the trajectories in the e(r)=4r
model was used for comparison because the GBMV trajectories lasted only 1 ns, instead of 2
ns.) This is consistent with earlier studies that protein-peptide structures were less stable in
molecular dynamics simulations using Generalized Born models=C.

4. Conclusions

Previously, we applied a molecular dynamics-based simulated annealing cycling protocol to
dock small organic molecules to flexible models of protein kinases and phosphatases. In this
work, we extended this approach to docking peptides to similar proteins. We ran simulations
with the CHARMM force field using either the g(r)=4r or the GBMV implicit-solvent model
but we scored the structures with several energy models: total energy (Energy Model 1), total
minus protein energy (Energy Model I1), and protein-peptide interaction energy only (Energy
Model I11) within the same solvation model and with the other solvation model. We obtained
the best results by running docking simulation with one solvation model and scoring the
structures with the other solvation model using the total energy of the system (Energy Model
). This strategy worked for all six systems studied here. If one used only one solvation energy

J Phys Chem B. Author manuscript; available in PMC 2010 October 29.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Huang and Wong

Page 8

model in running the simulated annealing cycling docking simulation and in scoring, the
cheaper g(r)=4r model performed better than the GBMV model and it was better to use the
total energy of the system. In addition, using one solvation energy model alone could not
identify the correct docking pose for all six systems.

Therefore, taking computational efforts into account, the best model tested here involved
running docking simulation with the cheaper (r)=4r model and scoring the resulting structures
with the GBMV maodel using the total energy of the system (Energy Model I).
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Figure 1.

Plots of RMSD from experiment for the peptide heavy atoms versus energy for 40 2-ns
simulated annealing cycling simulations using the e(r)=4r model. Half of the trajectories were
started from the crystal structure and half from the extended conformation on the protein
surface. These plots include only structures near local energy minima obtained below 5 K. al
to a6 are the results for the PTP-peptide, YopH-peptide, PTK-peptide, IGF-peptide, PKA-
peptide, and CDK-peptide systems respectively using Energy Model 1. b1 to b6 are similar
except using Energy Model Il to score the structures. (Energy Model | used the total energy of
the whole system; Energy Model 1l excluded the energy of the protein.)
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Figure 2.

Rescoring results in Figure 1 with the GBMV model. al to a6 used GBMV Energy Model |

and bl to b6 used GBMV Energy Model II.

J Phys Chem B. Author manuscript; available in PMC 2010 October 29.




1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Huang and Wong Page 13

24 24
€20 €20
2 o
£16 £16
o <)
<12 S12
8 8 8 8
Z 4 z 4 o
K3
0 0 :
-12150 -12050 -11950 -11850 -11750 -420 -360 -300 -240 -180 -120
GBMV Energy Model I (kcal/mol) Energy Model I (kcal/mol)
(al) PTP-Peptide (b1) PTP-Peptide
24 24
S 20 g 20
» 16 w 16 -
o <)
< 12 g 12
8 8 é 8
z ¢ z ¢
0 0 ‘
-12220 -12120 -12020 -11920 -11820 -660 -600 -540 -480 -420 -360
GBMYV Energy Model | (kcal/mol) Energy Model I (kcal/mol)
(a2) YopH-Peptide (b2) YopH-Peptide
24 v ees
0 — ‘ : )
-12850 -12750 -12650 -12550 -12450 -12350 -230 -170 -110 -50 10 70
GBMV Energy Model | (kcal/mol) Energy Model I (kcal/mol)
(a3) PTK-Peptide (b3) PTK-Peptide

J Phys Chem B. Author manuscript; available in PMC 2010 October 29.



1duasnue Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Huang and Wong

Page 14

20 20
§ 16 E 16
s =
(2] 7]
212 § 12
< <,
[a] 8 o
2 2 4
z ¢ :
0 0
-12660 -12560 -12460 -12360 240 -200 -160 -120 -80  -40
GBMV Energy Model I (kcal/mol) Energy Model | (kcal/mol)
(a4) IGF-Peptide (b4) IGF-Peptide
24 24
g 20 g 20
® v 16
G 16 %
é 12 & 12
e 8 g 8
z 4 Z 4
0 0

-13620 -13520 -13420 -13320 -13220
GBMV Energy Model | (kcal/mol)

(a5) PKA-Peptide

-340 -300 -260 -220 -180 -140 -100
Energy Model | (kcal/mol)

(b5) PKA-Peptide

= N N
[N

RMSD (Angstrom)
o » I:; (o))

-8060 -8000 -7940 -7880 -7820 -7760
GBMV Energy Model | (kcal/mol)

(a6) CDK-Peptide

RMSD (Angstrom)

= N
o

-
o h 0N O

N
~

-190 -130 -70 -10 50 110
Energy Model | (kcal/mol)

(a6) CDK-Peptide

Figure 3.

Plots of RMSD from experiment for the peptide heavy atoms versus energy for 40 1-ns

simulated annealing simulations using the GBMV model. al to a6 are the results for the PTP-
peptide, YopH-peptide, PTK-peptide, IGF-peptide, PKA-peptide, and CDK-peptide systems
respectively, using GBMV Energy Model 1. b1 to b6 are for rescoring the results with the (r)

=4r model using Energy Model I.
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Repeat Figure 3 by using Energy Model 11, i.e., excluding protein energy in scoring.
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Table |

CPU hours for six protein-peptide docking using two implicit-solvent models.

Model

System e(r)=4r Forty 2-ns trajectories GBMYV Forty 1-ns traiectoriegl
PTP-phosphorylated peptide 1255.02 14738.52

Y opH-phosphorylated peptide mimic|1142.88 13311.20

PTK-peptide 1203.75 15061.04

|GFE-peptide 1208.44 14980.75

PKA-peptide 1497.91 17653.82

CDK-peptide 1097.17 13163.07
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Table Il

Best docking poses from six protein-peptide docking simulations with the g(r)=4r model.

Property

Simulation Smallest peptide RMSDy .., (A)]Smallest peptide RMSDy, 00 (A)fSmallest peptide RMSD oro (A)
PTP-Peptide X.rav* 1.16 0.77 0.75
Extended |3.75 1.05 3.13
Y opH-PeptidelX-ray 0.60 0.31 0.32
Extended |1.30 0.56 1.06
PTK-Peptide |X-ray 1.00 0.77
Extended |1.53 0.98
IGF-Peptide |X-ray 0.95 0.61
Extended |1.47 0.80
PKA-Peptide [X-ray 0.98 0.78
Extended |2.14 1.43
CDK-Peptide |X-ray 1.05 0.68
Extended }4.09 2.96

*
Simulations starting from the X-ray structure

N
Simulations starting with the peptide ligand on the protein surface and with an extended conformation

#RMSDbackbone+pTyri RMSD calculated by the backbone atoms of the peptide and the heavy atoms of the phosphotyrosine residue.

Bold: RMSD >3 A.
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Table Il
Best docking poses from six protein-peptide docking simulations using the GBMV model.
Property
Simulation Smallest peptide RMSDy .., (A)]Smallest peptide RMSDy, 00 (A)fSmallest peptide RMSD oro (A)
PTP-Peptide X-rav* 1.35 0.74 0.60
Extended [6.31 2.32 6.93
Y opH-PeptidelX-ray 0.73 0.57 0.48
Extended 6.49 2.74 6.43
PTK-Peptide |X-ray 0.88 0.49
Extended |1.58 0.92
IGF-Peptide |X-ray 0.91 0.44
Extended |1.65 0.76
PKA-Peptide [X-ray 1.15 0.73
Extended |3.78 2.15
CDK-Peptide |X-ray 1.18 0.64
Extended W.37 2.59

*
Simulations starting from the X-ray structure

N
Simulations starting with the peptide ligand on the protein surface and with an extended conformation

#RMSDbackbone+pTyri RMSD calculated by the backbone atoms of the peptide and the heavy atoms of the phosphotyrosine residue.

Bold: RMSD >3 A.
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