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Benzotriazole is an important synthetic auxiliary for potential clinical applications. A series of benzotriazoles
as potential antiproliferative agents by inhibiting histone deacetylase (HDAC) were recently reported. Three-
dimensional quantitative structure-activity relationship (3D-QSAR), including comparative molecular field
analysis (CoMFA) and comparative molecular similarity indices analysis (CoMSIA), were performed to
elucidate the 3D structural features required for the antiproliferative activity. The results of both ligand-based
CoMFA model (¢*=0.647, *=0.968, r*prea= 0.687) and CoMSIA model (¢*= 0.685, r*=0.928, r*prea= 0.555)
demonstrated the highly statistical significance and good predictive ability. The results generated from CoMFA
and CoMSIA provided important information about the structural characteristics influence inhibitory potency.
In addition, docking analysis was applied to clarify the binding modes between the ligands and the receptor
HDAC. The information obtained from this study could provide some instructions for the further development

of potent antiproliferative agents and HDAC inhibitors.
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Introduction

Cancer is a leading cause of death throughout the world.'
Recently, many classes of compounds showed antiprolife-
rative activity against human cancer cells including dihydro-
1,3,5-triazines,” bis-quinolinium derivatives,’> 4-aminometh-
ylidene derivatives,* aroylacrylic acids,’ efc. were synthesiz-
ed and several compounds showed promising inhibitory
potency in clinical trials. However, the traditional drug dis-
covery only by chemical synthesis remains a labor intensive,
time-consuming and expensive task for researchers. To faci-
litate the drug design process, computer-aided drug design
(CADD) approach as a productive and cost-effective techno-
logy should be used in combination with experimental
practices.® The addition of CADD to the drug discovery
could lead to a reduction of over 50% in the cost of drug
design’. Quantitative structure-activity relationship (QSAR),
especially three-dimensional QSAR (3D-QSAR) including
comparative molecular field analysis (CoMFA) and com-
parative molecular similarity indices analysis (CoMSIA), is
a powerful CADD approach that has been widely employed
in drug discovery to minimize the time and cost of experi-
mental evaluations.®’ Furthermore, molecular docking, which
are beneficial to improve our knowledge about the protein-
ligand interactions at the atomic level, have become an
integral part of many structure-based computational simula-
tions of compounds and are also utilized in current drug
design process.'®!! The in silico study combining structure-
based 3D-QSAR and molecular docking have emerged as a
useful tool to predict the biological activities of compounds

and present a comprehensive feature for the ligand-receptor
interactions. '

Benzotriazole is an important synthetic auxiliary with
versatile applications in organic chemistry. Benzotriazole
derivatives have attracted great attention because of their
diverse biological activities and potential clinical appli-
cations, especially their ability to induce growth inhibition in
cancer cells.'>!® The design and synthesis of benzotriazoles
as anticancer drugs have been widely reported.!”!® Recently,
a series of benzotriazoles were synthesized and their anti-
proliferative activities against human cancer cells were
reported.'” Some of the benzotriazoles showed considerable
activity with the half maximal inhibitory concentration
(ICs0) values being 1.2-2.4 nM. Further investigation indi-
cated the antiprolierative functions of these benzotriazoles
were possibly associated with their significant histone de-
acetylase (HDAC) inhibitory activities. HDAC, predominant-
ly in histones H3 and H4, catalyzes the deacetylation of
lysine (Lys) resides, and abnormal recruitment of HDACs
has been clearly linked to carcinogenesis.?**!

In the present paper, in silico studies of these benzotri-
azoles were carried out by using structure-based QSAR and
molecular docking approaches. 3D-QSAR including CoMFA
and CoMSIA were performed to predict the antiproliferative
activities of these compounds and depict the key structural
elements that might affect the inhibitory activity. The robust-
ness and predictive ability were validated statistically by
several internal and external validation strategies. Meanwhile,
molecular docking was employed to determine the binding
modes of two ligands with much different activities to the
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catalytic core of an archaebacterial HDAC homolog (histone
deacetylase-like protein, HDLP). The objectives of this article
are (1) to offer more insight into understanding the structure-
activity relationship of these benzotriazoles; (2) to elucidate
how their chemical structures influence the inhibitory activity;
and (3) to disclose the detailed interaction mechanisms of
these benzotriazoles with HDLP.

Experimental

Data Set. The structures and the antiproliferative activities
of 21 benzotriazoles were taken from the previous literature.'’
The antiproliferative activity against one kind of human
cancer cell, oral epidermoid carcinoma KB cell, was tested
taking doxorubicin as the positive control. The antiprolife-
rative activity in terms of ICsyp (nM) was calculated and
converted to the corresponding pICsy (-log ICs¢) and used as
dependent variable in CoMFA and CoMSIA model. The
whole data set was divided into training set (containing 17
compounds) for 3D-QSAR model generation and test set
(containing 4 compounds) for model validation, respective-
ly. Their structures and activity values are displayed in Tables
1 and 2.

The 3D-structures of benzotriazoles were initially built in
Sybyl 7.3 molecular modeling package (Tripos Inc, St. Louis,
MO, USA). Structural energy minimization was performed
using Powell gradient algorithm and the Tripos force field*
with a convergence criterion of 0.001 kcal/mol'A and a
maximum of 1000 iterations. Partial atomic charges were

Table 1. Structures of the selected compounds

Structure Compound Substituent
R R' A
1 H H H
2¢ H OH H
3 OH H H
4 OH OH H
o 0. MNsy 5 H OCHj3; H
N 6 OCHj; H H
7 OCH3 OCH3 H
R R 8¢ H H OCH3
A 144 9 H OH OCH3
10 OH H OCH3
11 OH OH OCH3
12 H OCH3 OCH3
13¢ OCH3 H OCH3
14 OCH3 OCH3 OCH3
R R'
NN 15 H H
o M 16 H OH
17 OH H
18 OH OH
R R 19 H OCH3
R 15-21 20 OCH3 H
21 OCH3 OCH3

“Compounds in the test set.
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Table 2. Observed and predicted pICs of the selected compounds

Obs. CoMFA CoMSIA
Compound

pICso Pred. Resid. Pred. Resid.
1 -2.02 -1.94 -0.08 -2.06 0.04
2¢ -1.94 -1.83 -0.11 -1.68 -0.26

3 -1.85 -1.69 -0.16 -1.85 0
4 -1.26 -1.39 0.13 -1.27 0.01
5 -1.63 -1.38 -0.25 -1.69 0.06
6 -1.57 -1.40 -0.17 -1.07 -0.50
7 -0.08 -0.24 0.16 -0.15 0.07
8¢ -2.32 -2.50 0.18 -2.51 0.19
9 -2.17 -2.28 0.11 -1.99 -0.18
10 -2.18 -2.25 0.07 -2.34 0.16
11 -1.91 -2.02 0.11 -1.85 -0.06
12 -1.99 -2.04 0.05 -2.13 0.14
13¢ -1.54 -1.94 0.40 -1.58 0.04
14 -1.04 -0.93 -0.11 -0.90 -0.14
15 -2.82 -2.77 -0.05 -2.81 -0.01
16 -2.76 -2.71 -0.05 -2.78 0.02
17¢ -2.76 -2.63 -0.13 -2.62 -0.14
18 -2.59 -2.56 -0.03 -2.57 -0.02
19 -2.70 -2.74 0.04 -2.74 0.04
20 -2.64 -2.71 0.07 -2.58 -0.06
21 -2.46 -2.50 0.04 -2.45 -0.01

“Compounds in the test set.

calculated by the Gasteiger-Hiickel method.

3D-QSAR Analysis.

Molecular Alignment. Molecular alignment is consider-
ed as a crucial step for 3D-QSAR study.” In order to develop
possible accurate and reliable CoOMFA and CoMSIA model,
three different alignment rules were adopted. The first rule
was ligand-based alignment (alignment I). During this pro-
cess, the most potent compound 7 was chosen as template
and the remaining compounds were aligned based on an
atom-by-atom fitting principle. Figure 1(a) shows the com-
mon substructure chosen in the template, which is marked
by asterisks. Figure 1(b) depicts the result of alignment 1.
The second rule was the receptor-based alignment (align-
ment II). In this approach, the bioactive conformation of
each compound obtained from molecular docking were
aligned automatically and imported directly into a molecular
database for COMFA and CoMSIA researches. The align-
ment result based on alignment II is shown in Figure 1(c).
Alignment III was similar to alignment I, but all the mole-
cular conformations aligned to compound 7 were gained
from molecular docking. The resulted alignment model is
described in Figure 1(d).

CoMFA and CoMSIA Field Calculations: To derive the
CoMFA and CoMSIA fields, a 3D cubic lattice with grid
spacing of 2.0 A in all directions was created to encompass
the aligned molecules. In CoMFA analysis, the steric and
electrostatic fields were calculated by an sp® carbon probe
atom with charge of +1.0 and van der Waals radius of 1.52
A. To minimize the influence of noise, the fields generated
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Figure 1. The alignments of compounds in the data set. (a) The
chemical structure of template compound 7, of which common
substructure is marked by asterisks. (b-d) The superimpositions
from the alignments from I, II, and III, respectively.

were scaled with default cut-off energy of 30 kcal/mol. In
CoMSIA, a Gaussian-type function was used to evaluate the
distance between the probe atom and the molecule atoms.>*
Besides steric and electrostatic fields, three other different
fields are calculated: hydrophobic, hydrogen bond donor,
and hydrogen bond acceptor. The default value of 0.3 was
used as the attenuation factor.

3D-QSAR Model Generation: In 3D-QSAR, partial least
squares (PLS) method® was adopted to analyze the training
set, with the CoMFA/CoMSIA descriptors as independent
variables and biological activity as the dependent variable.
First, leave-one-out (LOO) cross-validation analysis with a
minimum sigma (column filtering) of 2.0 kcal/mol was con-
ducted to determine the optimum number of components
(ONC) and cross-validation correlation coefficient (¢%). Second,
a non-cross-validation analysis was performed using the
ONC, which were determined by the first cross-validation
stage, to generate a predictive 3D-QSAR model. The ¢*is a
statistical parameter of the predictive ability of the model,
and it is calculated by the following equation:

n

2
Z (Ypredicted_ Yobserved)

=1

2 i
g =1-—
2
; (Yobserved_ Ymean)

(1

where n is the number of compounds, Ypredicted, Yobserved and
Ymean are the predicted, observed and mean values of the
target activity (pICso), respectively. The non-cross-validation
correlation coefficient (%), the standard error of estimate
(SEE), and F' value were computed to evaluate the statistical
significance of the non-cross-validation results.

3D-QSAR Model Validation: To further assess the ro-
bustness and statistical significance of the derived models,
some internal validation strategies were performed. In addi-

Bull. Korean Chem. Soc. 2013, Vol. 34, No. 8 2389

tion to the LOO cross-validation, the leave-many-out (LMO)
cross-validation using 2 groups (LMO,) and 5 groups
(LMOs)* repeated 25 times was also performed to further
assess the internal predictive ability. To measure the bias of
the original calculation, bootstrap analysis®’ for 100 runs
was conducted. To eliminate the possibility of chance
correlation and ensure the robustness of 3D-QSAR models,
Y-randomization®® was performed for 10 times.

External validation is the most acceptable validation
method to test the predictive ability of a QSAR model. The
activities of the compounds in the test set, which were not
used in the model generation, were predicted using the
model generated from training set. A predicted 7> (rﬁred)
was then obtained according to:

» _|_PRESS
rprt:dA_ - SD

@

where SD represents the sum of squared deviations between
the experimental activities of the compounds in the test set
and the average activity of the compounds in the training set,
PRESS represents the sum of squared deviations between
experimental and predicted activity values.

Molecular Docking. In order to identify the probable
bioactive conformations and investigate the detailed binding
modes between HDLP and benzotriazoles, molecular dock-
ing analysis was performed by the Surflex-dock module® in
Sybyl 7.3 in this study. The crystal structure of HDLP was
obtained from the RCSB Protein Data Bank (PDB code:
1C3R). Prior to docking, all cocrystallized ligands (Tricho-
statin A) and water molecules were removed and polar
hydrogen atoms were added in standard geometry using the
Biopolymer modulator. Then, the ligands were docked into
the obtained binding site of HDLP with an empirical scoring
function and a patented search engine in Surflex-Dock.

During the docking process, automatic-based approach
was applied to generate protomol. In this process, two para-
meters, protomol bloat and protomol threshold, which
determine the volume and extent of the protomol, were
specified default values of 0 and 0.50, respectively. With
other parameters setting default, all of the compounds were
docked into the binding pocket, and top 10 options of bind-
ing conformation ranked by total scores were obtained for
each compound. The highest-scored conformation based on
the Surflex-Dock scoring function for each ligand, was
selected as the most likely bioactive conformation and used
for receptor-based CoOMFA and CoMSIA researches.*

Before docking analysis, in order to straightforward evalu-
ate the accuracy of molecular docking, the cocrystallized
ligand Trichostatin A was redock into the binding pocket of
receptor. The docking method is rational if the root mean
square deviation (RMSD) value between the basic skeleton

of the best-scored and the crystal conformation is less than
20A3

Results and Discussion

3D-QSAR Statistical Results. The statistic results of the
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Table 3. Statistical results of CoOMFA and CoMSIA models

Xiaolin Li et al.

Alignment | Alignment II Alignment 111
CoMFA CoMSIA CoMFA CoMSIA CoMFA CoMSIA
PLS statistics
ONC 3 5 2 3 6 6
7 0.647 0.685 -0.089 -0.257 0.213 0.033
I 0.968 0.928 0.831 0.930 0.999 0.998
SEE 0.143 0.232 0.316 0.212 0.025 0.039
F 131.544 25.511 34.380 57.257 2129.273 926.977
Field contribution%*”
S 62.7 18.2 42.0 19.0 48.2 13.2
E 373 353 58.0 37.1 51.8 34.4
H NA 17.1 NA 233 NA 28.0
D NA 14.7 NA 10.8 NA 15.8
A NA 14.7 NA 9.8 NA 8.5

“Abbreviations: S: steric field, E: electrostatic field. H: hydrophobic field. D: hydrogen bond donor field, A: hydrogen bond accept field, and NA, not

applicable.

CoMFA and CoMSIA models using three different align-
ment rules are summarized in Table 3. Since the CoOMFA and
CoMSIA models are alignment sensitive, different alignment
rules may lead to the differences of quality and predictive
ability for the models. As shown in Table 3, both CoMFA
and CoMSIA models based on alignment I exhibit better
statistic results than those obtained from alignment II and
II. Thus, the alignment I models were focused on in the
following discussion. In the alignment I models, the cross-
validation analysis of COMFA and CoMSIA yielded a ¢° of
0.647 and 0.685, respectively. The non-cross-validation ana-
lysis sequentially gave an 7* of 0.968 (with SEE of 0.143)
and 0.928 (with SEE of 0.232), respectively. For the CoMFA
model, the steric contribution was nearly twice of the elec-
trostatic contribution. For the CoMSIA model, the intro-
duction of hydrophobic interaction, hydrogen bond donor,
and hydrogen bond acceptor reduced the contribution of
steric interaction.

In addition to the LOO cross-validation, based on two
groups and five groups, the LMO cross-validation was also
carried out for 25 times. The mean ¢* of LMO, and LMOs
for CoMFA were 0.576 and 0.643, respectively. For COMSIA,
the corresponding mean ¢* values were 0.576 and 0.659,
respectively. The bootstrap validation for 100 runs was per-
formed. The s and SEExs values were 0.972 and 0.129 for
CoMFA as well as 0.978 and 0.134 for CoMSIA, respec-
tively. These results suggested that the models were robust-
ness and have high internal predictive ability.

To further eliminate the possibility of chance correlation,
the Y vector (pICsy values) were randomized for 10 times.
As aresult, the ¢* and 7* values of COMFA were in the ranges
of —0.387 to 0.251 and 0.256 to 0.648, respectively. For
CoMSIA, the ¢*and * obtained were in the ranges of —0.263
t0 0.179 and 0.164 to 0.613, respectively. The low values of
¢ and #* indicated that the results from both the COMFA and
CoMSIA models were not due to chance correlations.

External validation was also performed to further assess
the external predictive ability of the CoOMFA and CoMSIA

models. This validation was performed using an external test
set including 4 compounds not included in the development
of the 3D-QSAR model. The corresponding 77 yred Were 0.687
and 0.555 for COMFA and CoMSIA models, respectively.
The predicted pICso values for the training set and the test set
are listed in Table 2, and the correlations between predicted
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Figure 2. Plots of predicted pICsy values versus the corresponding

observed values for compounds in the training and test set. (a)
CoFMA model, and (b) CoMSIA model.
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Figure 3. COMFA contour maps with the combination of compound
7. (a) Steric contour map, and (b) Electrostatic contour map.

and observed plCsy values are shown in Figure 2. The pre-
dicted pICsy values were in good consistency with the observed
values, indicating the strong predictive ability of the obtain-
ed model,

3D-QSAR Contour Maps. One of the most attractive
features of CoMFA and CoMSIA is visualization of the results.
The visualization of the 3D-QSAR model was represented
by field contour maps, where the coefficients were generated
using the field type “Stdev*Coeff” (the standard deviation
and the coefficient) with default values of 80% favored and
20% disfavored contributions. To aid in visualization, the
most potent compound 7 is shown in the contour maps.

CoMFA Contour Maps: The steric and electrostatic field
contour maps from the CoOMFA model are shown in Figure
3. In the CoMFA steric contour (Figure 3(a)), the steric inter-
actions are represented by green and yellow contours, where
sterically bulky substituents close to the green regions would
increase the activity but they are unfavorable when near the
yellow regions. A large green contour was found cover the
4-position of benzene ring, suggesting that compounds with
bulkier groups at the position should be more active than
those with no or smaller groups. This was in line with the
higher activity of compound 19 (pICso=—2.70), which have
a bulky group (-OCHs), than the activities of compound 16
(pICsp=—2.76) and compound 15 (pICso=—2.82), which have
the —OH group and H atom at this position, respectively. In
addition, a large yellow contour map was appeared around
the 3-position of the benzotriazole ring, indicating that its
preference for the steric moderate and less crowded sub-
stituents here. This may explained why the compounds 1-7
with H atom at 3-position of the benzotriazole ring exhibited
higher activities than compounds 8-14, which have the
substituents -OCHj3, excepted compounds 6 and 13 showed
similar activities. Besides, a large region of yellow contour
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was seen near the carbonyl, which denoted that add bulk
substituents to this position may decrease the activity.

The electrostatic contour map is depicted in Figure 3(b),
where the blue regions represent the electropositive groups
near these regions is favorable to the activity and the red
regions indicate that the electronegative groups close to
these regions may increase the activity. A mid-sized blue
region was found near to 2-position of benzotriazole ring,
demonstrated that a relatively more electropositive group at
this position are favorable for enhancing activity. The large
blue contour was located at the 6-position of benzotriazole
ring, implying an electropositive substituent at this position
would increase activity. This may explain why the pICso of
compounds 4 and 7 was almost 4.5 and 10 times greater than
that of compounds 11 and 14, respectively. Moreover, there
were both blue and red contours around the 5-position of
benzene ring. These observations indicated that a careful
selection of groups is required.’” Besides, a mid-sized red
contour was found near the 4-position of benzene ring,
suggesting that the presence of electronegative groups herein
was helpful for the increase of activity. This was why
compound 21 with —OCH3 at this position present larger
potency than compound 20 with H atom. And it was the
same case for the different activities between compounds 4
and 3. In addition, the small red region located on 1-position
of benzotriazole ring demonstrated that electronegative sub-
stituents were desirable at this position for the improvement
of activity.

CoMSIA Contour Maps: The CoMSIA steric, electro-
static, hydrophobic, hydrogen bond donor, and hydrogen
bond acceptor field contour maps are shown in Figure 4. The
steric and electrostatic field contour maps of CoMSIA were
found to be similar to those of CoOMFA except for several
slight differences. Therefore only the hydrophobic, hydrogen
bond donor, and hydrogen bond acceptor field contour maps
were discussed here.

In the CoMSIA hydrophobic contour map (Figure 4(c)),
the white contour is hydrophilic-favorable, while the yellow
contour is hydrophobic-favorable. As can be seen, a mid-
sized white contour was surrounded with the 4-position of
benzene ring, implying that hydrophilic groups at this
position may be beneficial to the activity. This may explain
why compounds 2 and 18 showed higher activities than
compounds 1 and 17, respectively. However, it can be noted
that above the white contour there was also a yellow-colored
contour. Thus a careful selection of group at this position

Figure 4. CoMSIA contour maps with the combination of compound 7. (a) Steric contour map, (b) Electrostatic contour map, (c)
hydrophobic contour map, (d) hydrogen bond donor contour map, and (e) hydrogen bond donor accept contour map.
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was necessary. This could be illustrated by the example that
compound 21 exhibited higher potency than compound 20.
The experimental result that compound 5 had higher ability
than compound 2 was also such a case. In addition, it can be
recognized that the benzotriazole ring had been encompass-
ed by a large yellow contour. Therefore it can be reasonably
assumed that the benzotriazole ring core with hydrophobic
substituent could increase activity.

The hydrogen bond donor and acceptor contour maps are
depicted in Figure 4(d) and Figure 4(e). The cyan and purple
contours represent regions where hydrogen bond donor group
would be favorable and unfavorable to the activity, respec-
tively. While the favored hydrogen bond acceptor regions
are shown in magenta and disfavored regions in red, respec-
tively. The small cyan contour near 4-position of benzene
ring demonstrated that add hydrogen bond donor group at
this position may increase the potency. This result could be
supported by the comparison of compounds 7 and 6, as well
as compounds 21 and 19. However, a large magenta contour
was also found located at this position, indicating that a
hydrogen bond acceptor group at this position may improve
the activity. The appearance of both hydrogen bond donor
and acceptor contours at the same position revealed that the
group at this position may take part in the formation of
hydrogen bond with receptor and influence the potential
activity. Moreover, near 5-position of benzene ring, a cyan
region and a purple region were located. So at this position, a
careful selection of groups with electron-withdrawing or
electron-donating ability was required. The large red region
surrounded the 3-position of benzene ring depicted its dis-
favor for the hydrogen bond acceptor group. This was why
compounds 4 and 16 (with low hydrogen bond acceptor
group) exhibited larger potency than their counterparts,
compounds 5 and 15, respectively.

Molecular Docking. The control re-docking using the
parameters specified in Surflex-Dock produced a confor-
mation of Trichostatin A with a RMSD of 0.83 A from the
crystal structure. Then, all compounds in the data set were
docked into the active site of HDLP. In order to illustrate the
interaction mechanism between the ligand and the protein,
the attention has been focused on ligand-protein interactions
of the most active compound 7 and the least active
compound 15. The binding modes of compounds 7 and 15
are shown in Figure 5.

As illustrated in Figure 5(a), compound 7 was anchored in
the binding site via hydrophobic and hydrogen bond inter-
actions. The benzene ring was accommodated into the
basically hydrophobic pocket that was composed of residues
Tryl2, Glyl3, Tryl7, Val28, and Ala98. The benzotriazole
ring formed hydrophobic contacts with another hydrophobic
center formed among Prol26, Alal27, Glyl28, Metl30,
Phel41, and Gly293. This observation reached good agree-
ment with the result of CoMSIA hydrophobic contour map.
In addition, the aromatic ring of Tyrl2 was capable of
making m-7 interactions with aromatic ring of compound 7,
which helped to control the conformation of the ligand at the
binding pocket. Besides the important effect of hydrophobic
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Figure 5. The binding modes between ligands and receptor. (a)
Compound 7, and (b) Compound 15.

interactions, three hydrogen bonds playing crucial roles in
anchoring the ligand at the binding pocket were also observed.
The —NH of residue Arg27 formed two hydrogen bonds with
two nitrogen atoms at 2-position and 3-position of the
benzotriazole ring, with the bond angles of 120.8° and
145.5°, and the bond lengths of 2.5 A and 1.9 A, respective-
ly. Additional, a hydrogen bond was also formed between
the Try17 and carbonyl of the ligand with the bond angle and
length of 166.4° and 3.1 A, respectively.

The probable binding mode of compound 15 is displayed
in Figure 5(b). It can be seen that many residues (Alal27,
Gly128, Metl130, Gly293, and Gly294) were capable of
forming hydrophobic interactions that could potently control
the conformation of benzene ring. Furthermore, the benzo-
triazole ring of compound 15 may form hydrophobic inter-
actions with Tyr17, Lys24, 1le25, Pro26, and Phel141 of the
receptor. In addition, altogether two hydrogen bonds were
observed to stabilize the conformation of compound 15.
Specifically, the nitrogen atom at 2-position of the benzo-
triazole ring participated into a hydrogen bond with the
backbone NH group of residue Arg27 with the bond angle of
146.1° and the bond length of 3.1 A. Besides, another
important hydrogen bond was observed between nitrogen
atom at 3-position of the benzotriazole ring and Val28 with
an angle of 130.6° and a length of 2.9 A.

The above analysis showed that hydrophobic interactions
and hydrogen bonds played an important role in the binding
of ligand to receptor. Comparing compound 7 with compound
15, the hydrophobic interactions were different in the bind-
ing pocket, and compound 15 could not form hydrogen bond
with Try17 to fix its place. These differences in the ligand-
receptor binding modes were mainly responsible for the
different activities of the two compounds.

Conclusion

In this study, 3D-QSAR and molecular docking analysis
were applied to characterize a set of recently synthesized
antiproliferative agents. The optimal ligand-based CoMFA
and CoMSIA models were generated, and both models
exhibited good statistical significances and predictive abilities
according to the statistical parameters, such as ¢* %, and
Ppred, from both internal and external validations. The result-
ing contour maps derived from the CoMFA and CoMSIA
models visualized the regions of structural features influence
the antiproliferative activities of benzotriazoles. Furthermore,
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the docking studies indicated that the hydrophobic inter-
actions with residues in the hydrophobic pocket and hydro-
gen bonds with residues such as Tryl7, Arg27, and Val28
primarily resulted in the difference for activities. These results
would be helpful in the rational design of novel benzotri-
azoles with more potent antiproliferative activities.
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