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Abstract
A series of novel flavonoids derivatives containing sulfhydryl groups have been designed, designing for potential 

FAK inhibitors. Docking simulation was performed to position these compounds into the FAK active site to determine 
the probable binding model. Simulation results showed that 5-hydroxy-3-(4-hydroxyphenyl)-7-mercapto-4H-chromen-
4-one(4a),7-mercapto-3-(4-methoxyphenyl)-4H-chromen-4-one(4b) and 5-hydroxy-7-mercapto- 2-phenyl- 4H- chro-
men-4-one(4c) displayed the most potent biological activity. So the three compounds have been synthesized. Antip-
roliferative assay results demonstrated that the three compounds own fairly good antiproliferative activity .Therefore
compounds 4a, 4b and 4c would be potential anticancer agents.
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Introduction
Flavonoids are an extensive group of polyphenolic compounds. 

They are rich in seeds, citrus fruits, olive oil, tea, and red wine [1,2], 
which are low- molecular weight. These different flavonoids have 
been reported to possess a wide range of biological activities, such as 
anxiolytic [3,4], anti-inflammatory [2], phytoalexins [2,5], antiviral [6], 
antioxidant [2], inhibition of monoamine oxidase (MAO) [7-9]. The 
literatures have confirmed that 7-hydroxyl of flavonoids, widespread 
in the flavonoids [5], played a crucial role in its many biological 
activities [10] such as antidepressant [11]. 7-Hydroxyl could improves 
the water-solubility and lipid solubility [12]. Activity of flavonoids 
without 7-hydroxyl was significantly decreased [13]. Sulfhydryl groups 
, a known free radical scavenger, has the similar structure and nature 
of the hydroxyl [14], so we transformed 7-hydroxyl of flavonoids into 
7-sulfydrylflavones , expecting to get new and better anticancer drugs.

Focal adhesion kinase (FAK) is a protein tyrosine kinase that
is localized at contact points between cells and extracellular matrix 
(ECM) and is a point of convergence of a number of signaling pathways 
associated with cell adhesion, invasion, motility, and angiogenesis [15-
18], FAK is found overexpressed in numerous cancers and constitutes 
an important target for the design of antitumor inhibitors [19]. Indeed, 
control of FAK signaling has been suggested as a potential anticancer 
therapy [20]. Compounds that inhibit the kinase activity of FAK are 
of potential interest as new therapeutic antitumor agents [21-24]. 
Flavonoids have many biological activities, however, to our knowledge, 
literatures about the synthesis and FAK activity of 7-sulfydrylflavone 
derivatives have been few reported. So we report the synthesis and 
structure–activity relationships of these 7-sulfydrylflavone derivatives, 
which could be anticancer agents. Biological evaluation indicated that 
some of the synthesized compounds are potent inhibitors of FAK. 
Docking simulations were performed using the X-ray crystallographic 
structure of the FAK in a complex with an inhibitor to explore the 
binding modes of these compounds at the active site. 

Materials and Methods 
General

All chemicals and reagents used in current study were analytical 
grade. All the 1H NMR spectra were recorded on a Bruker DPX 300 
or DRX 500 model Spectrometer in DMSO–d6 and chemical shifts 

were reported in ppm (δ). ESI-MS spectra were recorded on a Mariner 
System 5304 Mass spectrometer. Elemental analyses were performed 
on a CHN-O-Rapid instrument. TLC was performed on the glass-
backed silica gel sheets (silica gel 60Å GF254) and visualized in UV 
light (254 nm). Column chromatography was performed using silica 
gel (200-300 mesh) eluting with ethyl acetate and petroleum ether.

Synthesis

A mixture of flavonoids, dimethylthiocarbamoyl chloride, 
1,4-diazabicyclo[2,2,2]octane, and anhydrous N,N-dimethylformamide 
(30ml) was stirred at room temperature for 2h, then poured into 
5% hydrochloric acid(300ml). The precipitate was crystallized from 
MeOH to afford compound 2. Compound 2 was dissolved in N,N-
dimethylaniline (30ml) and refluxed for 1h, then poured into 10% 
hydrochloric acid(100ml), the precipitate was washed free of acid 
and crystallized from MeOH to obtain substance. Compound 3 was 
refluxed in 10% KOH, then the residue after the solvent evaporated was 
triturated with water and extracted with EtOAc, purified by column 
chromatography, EtOAc/petroleum ether 4:1 (Scheme 1).

5-hydroxy-3-(4-hydroxyphenyl)-7-mercapto-4H-chromen-4-
one (4a): deltaH(300 MHz, DMSO): 6.81-6.84 (m, 2H), 6.99 (s, 1H), 
7.28 (s, 1H), 7.37-7.40 (m, 2H), 8.46 (s, 1H), 9.60 (s, 1H). ESI-MS: 
287.1(C15H11O4S, [M+H]+). Anal. Calcd for C15H10O4S: C 62.93, H 3.52. 
Found: C 62.71, H 3.49%.

7-mercapto-3-(4-methoxyphenyl)-4H-chromen-4-one (4b): del-
taH(300 MHz, DMSO): 3.79 (s, 3H), 4.18 (s, 1H), 6.86-6.89 (d, J 9.0, 
2H), 6.93-6.96 (m, 1H), 7.06-7.07 (m, 1H), 7.15-7.17(d, J 6.0, 2H), 7.75-
7.78(d, J 6.0, 1H),12.41 (s, 1H). ESI-MS: 285.3(C16H13O3S, [M+H]+). 
Anal. Calcd for C16H12O3S: C 67.59, H 4.25 . Found: C 67.38, H 4.23%.

5-hydroxy-7-mercapto-2-phenyl-4H-chromen-4-one (4c): del-
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taH(300 MHz, DMSO): 6.27-6.30 (m, 1H), 6.81 (s, 1H), 7.08 (s, 1H), 
7.18 (s, 1H), 7.59-7.66 (m, 3H), 8.09-8.10 (d, J 3.0, 2H), 12.73 (s, 1H). 
ESI-MS: 271.1( C15H11O3S, [M+H]+). Anal. Calcd for C15H10O3S: C 
66.65, H 3.73. Found: C 66.43, H 3.71%.

Results and Discussion
Biological activity

All the synthesized compounds 4a-4c were evaluated for their ability 
to antiproliferative activities against B16-F10, U251 and HepG2 cell. The 
results are summarized in (Table 1). As shown in (Table 2), compounds 
4a-4c have shown fairly good inhibitory activity for three cancer 
cell lines and FAK, compound 4a displayed good inhibitory activity 
with IC50 of 8.25±0.58μM for B16-F10, 12.36±0.68μM forU251, and 
19.57±1.02μM for HepG2; Compound 4b, with IC50 of 12.01±0.59μM 
for B16-F10, 18.32±0.85μM for U251, and 22.15±0.98μM for HepG2; 

Compound 4c, with IC50 of 13.56±0.89μM for B16-F10, 21±0.92μM 
for U251, and 25.65±1.05μM for HepG2. Moreover, compounds 4a-
4c also have good inhibitory activity with IC50 of 19.12μM, 20.48μM, 
and 23.27μM for FAK, which was comparable to the positive control 
staurosporine.

The molecular docking study 

 Molecular docking of the most potent inhibitors 4a, 4b,and 
4c into ATP binding site of FAK are depicted in Figure 1~3). The 
binding affinity was evaluated by the hydrogen bonding and binding 
free energies. It can be concluded that H-bond plays an important 
effect in the FAK inhibitory. In the binding model of the interaction 
between compound 4a and FAK (Figure 1), with binding free energy 
(△Gb, kcal/mol) of -6.11kcal/mol and inhibition constant(IC) unit= 
nM, three hydrogen bonds, the hydrogen atom of sulfydryl forms 
hydrogen bond with oxygen atom of LEU504(distance: 2.087Å, angle: 
138.363º); the hydrogen atom of hydroxyl on A-ring forms hydrogen 
bond with oxygen atom of THR503 (distance: 1.839Å, angle:159.866º); 
the hydrogen atom of hydroxyl on B-ring forms hydrogen bond with 
oxygen atom of CYS427 (distance:2.034Å, angle:157.235º). In the 
binding model of the interaction between compound 4b and FAK ( 
Figure 2), △Gb=-4.33kcal/mol, IC unit= nM, two hydrogen bonds, the 
hydrogen atom of sulfydryl forms hydrogen bond with oxygen atom of 
GLU506 (distance: 2.006Å, angle: 147.832º); Oxygen atom of carbonyl 
forms hydrogen bond with the hydrogen atom of SER509 (distance: 
2.164Å, angle: 146.338º). In the binding model of the interaction 
between compound 4c and FAK (Figure 3), △Gb=-8.59kcal/mol, 
IC unit = nM, two hydrogen bonds, the hydrogen atom of sulfydryl 
forms hydrogen bond with oxygen atom of THR503(distance: 2.016Å, 
angle:123.338º); Oxygen atom of carbonyl forms hydrogen bond with 
amino hydrogen of ARG514 (distance:1.819Å, angle:145.442º).

In order to show contrast effects, we simulated forty compounds 
of similar structures by Auto-Dock 4.0[26], docking results of twen-
ty compounds among them are enumerated. 7-sulfydrylapigenin, 
△Gb=-3.76kcal/mol, IC unit=μM, ARG514 N-H...S(distance:1.705Å, 
angle:148.855º), ARG426 N-H...O(distance:1.615Å, angle:140.207º); 
7-sulfydrylluteolin, △Gb=-3.45kcal/mol, IC unit=μM, GLN438 N-
H...S(distance:2.093Å,angle:139.34º), ARG514 N-H...O(distance:1.
839Å,angle:147.23º); 7-sulfydrylkaempferide, △Gb=-3.43kcal/mol, 
IC unit=mM, ARG514 N-H...S(distance:1.884Å, angle:165.689º); 
7-sulfydrylquercetin, △Gb=-3.83kcal/mol, IC unit=mM, GLY505 N-
H...S(distance:2.141Å, angle:143.775º), ARG426 N-H...O(distance:
1.642Å,angle:160.878º); 7-sulfydrylhesperetin, △Gb=-2.52kcal/mol, 
IC unit=mM, ARG514 N-H...S(distance:1.774Å, angle:135.691º), 
ARG514 N-H...S(distance:2.019Å, angle:143.034º); 7-sulfydrylcat-
echin, △Gb=-3.74kcal/mol, IC unit=mM, ARG514 N-H...S(distance
:1.940Å,angle:148.702º), GLN438 N-H...O(distance:1.956Å,angle:14
4.438º); 7-sulfydrylliquirtigeninl, △Gb=-4.28kcal/mol, IC unit=mM, 
GLY505 N-H...S(distance:1.969Å, angle:144.883º); 7-sulfydryldaidzein, 
△Gb=-3.09kcal/mol, IC unit=mM, ARG514 N-H...S(distance:2.21Å, 
angle:161.302º); 7-sulfydrylleucocyanidin, △Gb=-3.68kcal/mol, IC 
unit=mM, GLY505 N-H...S( distance: 2.109Å, angle:162.375º), ARG426 
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Scheme 1: General synthesis of 7-sulfydrylflavones (4a-4c).
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Table 1: Structures of 7-sulfydrylflavones (4a-4c).

Compound B16-F10
IC50 ± SD(μM)

U251
IC50 ± SD(μM)

HepG2
IC50 ± SD(μM)

FAK inhibition
IC50(μM)

4a 8.25±0.58 12.36±0.68 19.57±1.02 19.12
4b 12.01±0.59 18.32±0.85 22.15±0.98 20.48
4c 13.56±0.89 21±0.92 25.65±1.05 23.27
staurosporine - - - 11.32

Table 2: The antiproliferative effects of the compounds of 4a-4c.
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N-H...O(distance:2.117Å, angle:142.262º); 7-sulfydrylaureusidin, 
△Gb=-3.39kcal/mol, IC unit=mM, ARG514 N-H...O(distance:1.268Å, 
angle:146.19º); 7-sulfydrylmorin,△Gb=-2.99kcal/mol, IC unit=mM, 
GLY505 N-H...S(distance:2.013Å, angle:148.201º), ARG426 N-
H...O(distance:1.309Å, angle:139.44º); 7-sulfydrylgalangin, △Gb=-
3.69kcal/mol, IC unit=mM, GLY505 N-H...O(distance:2.221Å, 
angle:123.543º); 7-sulfydrylnaringenin, △Gb=-3.93kcal/mol, IC 
unit=mM, CYS502 N-H...O(distance:1.906Å, angle:152.983º); 7-sul-
fydrylisorhamnetin, △Gb=-2.84kcal/mol, IC unit=mM, GLY429 N-
H...S(distance:2.214Å, angle:153.781º), ARG508 N-H...O(distance: 
2.006Å, angle: 126.227º); 7-sulfydrylacacetin, △Gb=-3.58kcal/mol, IC 
unit=mM, GLY429 N-H...S(distance: 1.888Å, angle:144.556º), ARG550 
N-H...O(distance:1.162Å,angle:123.321º), ARG550 N-H...O(distance: 
2.119Å, angle:130.431º); 7-sulfydrylalpinetinl, △Gb=-2.61kcal/mol, IC 
unit=mM, GLN438 N-H...S(distance:2.19Å, angle:139.468º), ARG426 
N-H...O(distance:1.668Å; angle:124.665º); 7-sulfydryltaxifolin, 
△Gb=-1.87kcal/mol, IC unit=mM, GLY429 N-H...S(distance:2.195Å, 
angle:136.735º); 7-sulfydrylermanine, △Gb=-3.25kcal/mol, IC 

unit=mM, GLY505 N-H...S (distance:2.167Å, angle:174.156º), GLU506 
O...H (distance:1.974Å, angle:140.118º); 7-sulfydrylhyperin, 7-sulfy-
drylisoquercitrin have no effect on FAK.

FAK inhibitory assay

Nighteen 1,3,4-thiadiazole derivatives containing 1,4-benzodioxan 
were tested in a search for small molecule inhibitors of FAK. In a typical 
study, human recombinant full-length FAK was incubated in kinase 
buffer containing ATP and the substrate for 4 h at room temperature 
with or without the presence of the thiadiazole derivatives, the final 
concentration of drug as 60, 20, 6.67, 2.22, 0.74, 0.25 and 0.082 μg/
mL. The remaining ATP in solution was then quantified utilizing the 
Kinase-Glo-luminescence kit (Promega).

Antiproliferative activities assay

The antiproliferative activities of compounds 4a-4c were 
determined using a standard (MTT)-based colorimetric assay (Sigma). 
Briefly, cell lines were seeded at a density of 7×10 cells/well in 96-well 
microtiter plates (Costar). After 24 h, exponentially growing cells were 
exposed to the indicated compounds at final concentrations ranging 
from 0.1 to 40 mg/mL. After 48 h, cell survival was determined by the 
addition of an MTT solution (20 uL of 5 mg/mL MTT in PBS). After 
6 h, 100 mL of 10% SDS in 0.01 N HCl was added, and the plates were 
incubated at 37℃ for a further 4 h; optical absorbance was measured 
at 570 nm on an LX300 Epson Diagnostic microplate reader. Survival 
ratios are expressed in percentages with respect to untreated cells. IC50 
values were determined from replicates of 6 wells from at least two 
independent experiments.

Molecular docking modeling

The automated docking studies were carried out using AutoDock 
version 4.0. First, AutoGrid component of the program precalculates 
a three-dimensional grid of interaction energies based on the 
macromolecular target using the AMBER force field. The cubic grid 
box of 60 Å size (x, y, z) with a spacing of 0.375Å and grid maps were 

Figure 1: The binding model of compound 4a and FAK (Carbon atoms are 
green, nitrogen atoms are dark blue, hydrogen atoms are light blue and sulfur 
atoms are yellow. The H-bond is displayed as green dotted line).

Figure 2: The binding model of compound 4b and FAK (Carbon atoms are 
green, nitrogen atoms are dark blue, hydrogen atoms are light blue and sulfur 
atoms are yellow. The H-bond is displayed as green dotted line).

Figure 3: The binding model of compound 4c and FAK (Carbon atoms are 
green, nitrogen atoms are dark blue, hydrogen atoms are light blue and sulfur 
atoms are yellow. The H-bond is displayed as green dotted line).
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created representing 17 the catalytic active target site region where the 
native ligand was embedded. Then automated docking studies were 
carried out to evaluate the binding free energy of the inhibitors within 
the macromolecules.

The three-dimensional structures of the aforementioned 
compounds were constructed using Chem 3D ultra 11.0 software 
[Chemical Structure Drawing Standard; Cambridge Soft corporation, 
USA (2009)], then they were energeticallyminimized by using MOPAC 
with 100 iterations and minimum RMS gradient of 0.10. The crystal 
structures of FAK complex were retrieved from the RCSB Protein Data 
Bank (http://www.rcsb.org/pdb/home/home.do). All bound waters 
and ligands were eliminated from the protein and the polar hydrogens 
and the Kollman-united charges were added to the proteins.

Conclusions
7-Sulfydrylflavone derivatives may function as inhibitors of FAK.

The three synthesized compounds also displayed good FAK inhibitory 
and their biological activities were also evaluated as potent anticancer 
inhibitors. Compounds 4a-4c demonstrated the most potent inhibitory 
activity that inhibited the growth of B16-F10, U251,and Hep G2 cells.

Furthermore, the intermolecular hydrogen bonds of compounds 
4a-4c were also investigated in order to find useful information for 
drug design. This molecular docking result, along with the biological 
assay data, suggesting that compounds 4a-4c are potential inhibitors 
of FAK. Sulfydrylflavones, or the series of compounds with similar 
structures, have pretty good inhibitory activity of FAK.

Acknowledgements 

This work was supported by Jiangsu National Science Foundation (No. 
BK2009239).

References

1. Aherne SA, O’Brien NM (2002) Dietary flavonols: chemistry, food content, and 
metabolism. Nutrition 18: 75-81.

2. Middleton E Jr, Kandaswami C, Theoharides TC (2000) The effects of plant 
flavonoids on mammalian cells: implications for inflammation, heart disease, 
and cancer. Pharmacol Rev 52: 673-751.

3. Chimenti F, Fioravanti R, Bolasco A, Chimenti P, Secci D, et al. (2010) A 
new series of flavones, thioflavones, and flavanones as selective monoamine 
oxidase-B inhibitors. Bioorg Med Chem 18: 1273-1279.

4. Marder M, Paladini AC (2002) GABA(A)-receptor ligands of flavonoid structure. 
Curr Top Med Chem 2: 853-867.

5. Kim YW, Hackett JC, Brueggemeier RW (2004) Synthesis and aromatase 
inhibitory activity of novel pyridine-containing isoflavones. J Med Chem 47: 
4032-4040.

6. Manthey JA, Grohmann K, Guthrie N (2001) Biological properties of citrus 
flavonoids pertaining to cancer and inflammation. Curr Med Chem 8: 135-153.

7. Singh A, Naidu PS, Kulkarni SK (2003) Quercetin Potentiates L-Dopa 
Reversal of Drug-Induced Catalepsy in Rats: Possible COMT/MAO Inhibition. 
Pharmacology 68: 81-88.

8. Lee SJ, Chung HY, Lee IK, Oh SU, Yoo ID (2000) Phenolics with Inhibitory 
Activity on Mouse Brain Monoamine Oxidase (MAO) from Whole Parts of 
Artemisia vulgaris L (Mugwort). Food Sci Biotechnol 9: 179-182.

9. Brahmachari G, Gorai D (2006) Progress in the research on naturally occurring 
flavones and flavonols: An overview. Curr Org Chem 10: 873-898.

10.	Chilin A, Battistutta R, Bortolato A, Cozza G, Zanatta S, et al. (2008) Coumarin 
as Attractive Casein Kinase 2 (CK2) Inhibitor Scaffold: An Integrate Approach 
To Elucidate the Putative Binding Motif and Explain Structure–Activity 
Relationships. J Med Chem 51: 752-759.

11. Liu X, Chan CB, Jang SW, Pradoldej S, Huang J, et al. (2010) A Synthetic 

7,8-Dihydroxyflavone Derivative Promotes Neurogenesis and Exhibits Potent 
Antidepressant Effect. J Med Chem 53: 8274-8286.

12.	Akama T, Ishida H, Kimura U, Gomi K, Saito H (1998) Structure-Activity 
Relationships of the 7-Substituents of 5, 4‘-Diamino-6,8,3‘-trifluoroflavone, a 
Potent Antitumor Agent. J Med Chem 41: 2056-2067.

13.	Costantino L, Rastelli G, Gamberini MC, Vinson JA, Bose P, et al. (1999) 
1-Benzopyran-4-one Antioxidants as Aldose Reductase Inhibitors. J Med 
Chem 42: 1881-1893.

14.	Zhao H, Neamati N, Sunder S, Hong H, Wang S, et al. (1997) Hydrazide-
Containing Inhibitors of HIV-1 Integrase. J Med Chem 40: 937-941.

15.	Kurenova EV, Hunt DL, He D, Magis AT, Ostrov DA, et al. (2009) Small 
Molecule Chloropyramine Hydrochloride (C4) Targets the Binding Site of Focal 
Adhesion Kinase and Vascular Endothelial Growth Factor Receptor 3 and 
Suppresses Breast Cancer Growth in Vivo. J Med Chem 52: 4716-4724.

16.	Cox BD, Natarajan M, Stettner MR, Gladson CL (2006) New concepts 
regarding focal adhesion kinase promotion of cell migration and proliferation. J 
Cell Biochem 99: 35-52.

17.	Frisch SM, Vuori K, Ruoslahti E, Chan-Hui PY (1996) Control of adhesion-
dependent cell survival by focal adhesion kinase. J Cell Biol 134: 793-799.

18.	Schlaepfer DD, Mitra SK, Ilic D (2004) Control of motile and invasive cell 
phenotypes by focal adhesion kinase. Biochim Biophys Act 1692: 77-102.

19.	Lietha D, Cai X, Ceccarelli DF, Li Y, Schaller MD, et al. (2007) Structural Basis 
for the Autoinhibition of Focal Adhesion Kinase. Cell 129: 1177-1187.

20.	McLean GW, Carragher NO, Avizienyte E, Evans J, Brunton VG, et al. (2005) 
The role of focal-adhesion kinase in cancer - a new therapeutic opportunity. Nat 
Rev Cancer 5: 505-515.

21.	Shi Q, Hjelmeland AB, Keir ST, Song L, Wickman S, et al. (2007) A novel low-
molecular weight inhibitor of focal adhesion kinase, TAE226, inhibits glioma 
growth. Mol Carcinog 46: 488-496.

22.	Slack-Davis JK, Martin KH, Tilghman RW, Iwanicki M, Ung EJ, et al. (2007) 
Cellular Characterization of a Novel Focal Adhesion Kinase Inhibitor. J Biol 
Chem 282: 14845-14852.

23.	Roberts WG, Ung E, Whalen P, Cooper B, Hulford C, et al. (2008) Antitumor 
Activity and Pharmacology of a Selective Focal Adhesion Kinase Inhibitor, PF-
562,271. Cancer Res 68: 1935-1944.

24.	Huey R, Morris GM, Olson AJ, Goodsell DS (2007) A semiempirical free energy 
force field with charge-based desolvation. J Comput Chem 28: 1145-1152.

http://210.73.128.90/XMSB/All_JBXX.jsp?XMBH=SBK200921656&DJXH=20095177
http://www.ncbi.nlm.nih.gov/pubmed/11827770
http://www.ncbi.nlm.nih.gov/pubmed/11827770
http://www.ncbi.nlm.nih.gov/pubmed/11121513
http://www.ncbi.nlm.nih.gov/pubmed/11121513
http://www.ncbi.nlm.nih.gov/pubmed/11121513
http://www.ncbi.nlm.nih.gov/pubmed/20045650
http://www.ncbi.nlm.nih.gov/pubmed/20045650
http://www.ncbi.nlm.nih.gov/pubmed/20045650
http://www.ncbi.nlm.nih.gov/pubmed/12171576
http://www.ncbi.nlm.nih.gov/pubmed/12171576
http://www.ncbi.nlm.nih.gov/pubmed/15267241
http://www.ncbi.nlm.nih.gov/pubmed/15267241
http://www.ncbi.nlm.nih.gov/pubmed/15267241
http://www.ncbi.nlm.nih.gov/pubmed/11172671
http://www.ncbi.nlm.nih.gov/pubmed/11172671
http://www.ncbi.nlm.nih.gov/pubmed/12711835
http://www.ncbi.nlm.nih.gov/pubmed/12711835
http://www.ncbi.nlm.nih.gov/pubmed/12711835
http://immunobiotics.com/pdf/autism/luteolinMAOinhibiton.pdf
http://immunobiotics.com/pdf/autism/luteolinMAOinhibiton.pdf
http://immunobiotics.com/pdf/autism/luteolinMAOinhibiton.pdf
http://www.ingentaconnect.com/content/ben/coc/2006/00000010/00000008/art00004
http://www.ingentaconnect.com/content/ben/coc/2006/00000010/00000008/art00004
http://www.ncbi.nlm.nih.gov/pubmed/18251491
http://www.ncbi.nlm.nih.gov/pubmed/18251491
http://www.ncbi.nlm.nih.gov/pubmed/18251491
http://www.ncbi.nlm.nih.gov/pubmed/18251491
http://pubs.acs.org/doi/abs/10.1021/jm101206p
http://pubs.acs.org/doi/abs/10.1021/jm101206p
http://pubs.acs.org/doi/abs/10.1021/jm101206p
http://www.ncbi.nlm.nih.gov/pubmed/9622547
http://www.ncbi.nlm.nih.gov/pubmed/9622547
http://www.ncbi.nlm.nih.gov/pubmed/9622547
http://www.ncbi.nlm.nih.gov/pubmed/10354396
http://www.ncbi.nlm.nih.gov/pubmed/10354396
http://www.ncbi.nlm.nih.gov/pubmed/10354396
http://www.ncbi.nlm.nih.gov/pubmed/9083482
http://www.ncbi.nlm.nih.gov/pubmed/9083482
http://www.ncbi.nlm.nih.gov/pubmed/19610651
http://www.ncbi.nlm.nih.gov/pubmed/19610651
http://www.ncbi.nlm.nih.gov/pubmed/19610651
http://www.ncbi.nlm.nih.gov/pubmed/19610651
http://www.ncbi.nlm.nih.gov/pubmed/16823799
http://www.ncbi.nlm.nih.gov/pubmed/16823799
http://www.ncbi.nlm.nih.gov/pubmed/16823799
http://www.ncbi.nlm.nih.gov/pubmed/8707856
http://www.ncbi.nlm.nih.gov/pubmed/8707856
http://www.ncbi.nlm.nih.gov/pubmed/15246681
http://www.ncbi.nlm.nih.gov/pubmed/15246681
http://www.ncbi.nlm.nih.gov/pubmed/17574028
http://www.ncbi.nlm.nih.gov/pubmed/17574028
http://www.ncbi.nlm.nih.gov/pubmed/16069815
http://www.ncbi.nlm.nih.gov/pubmed/16069815
http://www.ncbi.nlm.nih.gov/pubmed/16069815
http://www.ncbi.nlm.nih.gov/pubmed/17395594
http://www.ncbi.nlm.nih.gov/pubmed/17395594
http://www.ncbi.nlm.nih.gov/pubmed/17395594
http://www.ncbi.nlm.nih.gov/pubmed/18339875
http://www.ncbi.nlm.nih.gov/pubmed/18339875
http://www.ncbi.nlm.nih.gov/pubmed/18339875
http://www.ncbi.nlm.nih.gov/pubmed/17274016
http://www.ncbi.nlm.nih.gov/pubmed/17274016

	Title
	Corresponding author
	Abstract
	Keywords
	Introduction
	Materials and Methods 
	General
	Synthesis

	Results and Discussion
	Biological activity
	The molecular docking study 
	FAK inhibitory assay
	Antiproliferative activities assay
	Molecular docking modeling

	Conclusions
	Acknowledgements
	References
	Scheme 1
	Table 1
	Table 2
	Figure 1
	Figure 2
	Figure 3

