This article was downloaded by:

On: 23 January 2011

Access details: Access Details: Free Access

Publisher Taylor & Francis

Informa Ltd Registered in England and Wales Registered Number: 1072954 Registered office: Mortimer House, 37-
41 Mortimer Street, London W1T 3JH, UK

iy ... |Journal of Coordination Chemistry

Journal of

COORDINATION
CHEMISTRY

Publication details, including instructions for authors and subscription information:
http://www.informaworld.com/smpp/title~content=t713455674

An anticancer metallobenzylmalonate: crystal structure and anticancer
activity of a palladium complex of 2,2'-bipyridine and benzylmalonate

Enjun Gao?; Yaguang sun?; Qitao Liu®; Liying Duan®

2 Laboratory of Coordination Chemistry, Shenyang Institute of Chemical Technology, Shenyang
110142, P.R. China ® School of Chemical Science and Engineering, Liaoning University, Shenyang
110036, P.R. China ° School of Pharmacutical Engineering, Shenyang Pharmaceutical University,
Shenyang 110016, P.R. China

To cite this Article Gao, Enjun , sun, Yaguang , Liu, Qitao and Duan, Liying(2006) 'An anticancer metallobenzylmalonate:
crystal structure and anticancer activity of a palladium complex of 2,2"-bipyridine and benzylmalonate', Journal of
Coordination Chemistry, 59: 11, 1295 — 1300

To link to this Article: DOI: 10.1080/00958970500491093
URL: http://dx.doi.org/10.1080/00958970500491093

PLEASE SCROLL DOWN FOR ARTICLE

Full ternms and conditions of use: http://ww.informworld.confterns-and-conditions-of-access. pdf

This article nay be used for research, teaching and private study purposes. Any substantial or
systematic reproduction, re-distribution, re-selling, |loan or sub-licensing, systematic supply or
distribution in any formto anyone is expressly forbidden.

The publisher does not give any warranty express or inplied or make any representation that the contents
will be conplete or accurate or up to date. The accuracy of any instructions, formul ae and drug doses
shoul d be independently verified with prinary sources. The publisher shall not be liable for any |oss,
actions, clainms, proceedings, demand or costs or danmges whatsoever or howsoever caused arising directly
or indirectly in connection with or arising out of the use of this material.



http://www.informaworld.com/smpp/title~content=t713455674
http://dx.doi.org/10.1080/00958970500491093
http://www.informaworld.com/terms-and-conditions-of-access.pdf

12:17 23 January 2011

Downl oaded At:

Journal of Coordination Chemistry e Taylor & Francis
Vol. 59, No. 11, 20 July 2006, 1295-1300 Taylor & Francis Group

An anticancer metallobenzylmalonate: crystal structure
and anticancer activity of a palladium complex
of 2,2'-bipyridine and benzylmalonate

ENJUN GAO*f, YAGUANG SUNT, QITAO LIUf and LIYING DUAN§

ftLaboratory of Coordination Chemistry, Shenyang Institute of Chemical Technology,
Shenyang 110142, P.R. China
}School of Chemical Science and Engineering, Liaoning University,
Shenyang 110036, P.R. China
§School of Pharmacutical Engineering, Shenyang Pharmaceutical University,
Shenyang 110016, P.R. China

(Received in final form 14 September 2005)

The novel metallobenzylmalonate [Pd(bipy)(bmal)]-2H,O (bipy=2.,2"-bipyridyl, bmal=
benzylmalonate) has been synthesized and structurally characterized by element analyses,
electronic spectroscopy, electrophoresis and single-crystal X-ray diffraction. The complex
is orthorhombic, space group Pna2;, with a=7.637(2), b=13.018(4), ¢=20.961(7)A,
V' =2083.8(12) A%, Z=4. Pd(l) is four coordinated by two nitrogen atoms from the bipy
ligand and two oxygen atoms from bmal with square planar geometry. In the lattice, n—x
stacking and hydrogen bonding are the main intermolecular interactions and propitious for
non-covalent insertion into DNA molecules. Electronic spectra confirm that the main reaction
mode of the compound with DNA is non-covalent. Electrophoresis shows the cleavage of both
supercoiled and circular DNA to form small molecular fragments under the action of the
complex. The complex shows excellent anti-cancer activity towards lung cancer AGZY-83a.

Keywords: Palladium; Bipyridyl; Benzylmalonate; Crystal structure; DNA  binding;
Electrophoresis; Anti-cancer activity

1. Introduction

Platinum complexes such as cis-DDP (cis-diaminedichloroplatinum(Il) or cis-platin)
are subject to intense research as therapeutic agents [1, 2]. Because of the similar
coordination modes and chemical properties of palladium(II) and platinum(II), the
anticancer activity of palladium complexes has also drawn broad attention. In some
systems, palladium complexes have greater activity than platinum analogues [3, 4].
More recently, research on the inhibition of lung cancer cell AGZY-83a and interaction
of DNA with palladium(II) complexes has been reported [5-9]. We are interested not
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only in the interaction mechanism with DNA but also in designing new molecules
as efficient drugs. We report herein the syntheses and crystal structure of a novel
palladium complex containing benzylmalonate and 2,2’-bipyridine, its interaction
with DNA and its activity towards AGZY-83a. To the best of our knowledge, the
bioactivity of palladium complexes that contain benzylmalonate as a ligand has
not yet been described.

2. Experimental

2.1. Reagents and methods

PdCl, and 2.2'-bipyridine (bpy) were of reagent grade and used without further
purification. The benzylmalonic acid (bmal) used was a biochemical reagent. Elemental
analyses (C,H,N) were performed on a Perkin-Elmer2400 CHN instrument. Pd was
determined using a Leaman ICP spectrometer.

2.2. Synthesis of [ Pd(bipy)(bmal)]-2H,0 (1)

Aqueous solutions of PdCl,, benzylmalonic acid and 2,2’-bipyridine in ethanol were
mixed ata 1:1: 1 mol ratio and pH kept at 6.7 with stirring for 2 h at room temperature.
After filtering, the clear solution was left to stand at room temperature (about 20°C).
Seven days later, the yellow crystals that had formed were collected (yield: 27%, based
on Pd). Anal. Calcd for C50H»1N>O¢ 50Pd(%): C, 48.1; H, 4.2; N, 5.6; Pd, 21.3. Found:
C, 479; H, 4.3; N, 5.4; Pd, 21.6.

2.3. X-ray crystallography

The crystal structure of 1 was determined by single-crystal X-ray diffraction. A suitable
single crystal of dimensions 0.24 x 0.22 x 0.20mm® was mounted in a glass fibre
capillary. Data were collected on a Bruker Smart 100 CCD X-ray single-crystal
diffractometer with Mo-Ka radiation (A=0.71073 A) at 293(2)K in the range of
1.84 < 0 <26.42° with the w-scan technique. The structure was solved by direct
methods using SHELXL 97 [10, 11] and refined by full-matrix least-squares methods
on F2. All non-hydrogen atoms were refined anisotropically. Hydrogen atoms were
located from different Fourier maps. Structure solution and refinement based on 3796
independent reflections with 7> 20(/) and 281 parameters gave R;=0.0527,
wR,=0.0990. Crystal data and structure refinement details are summarized in the
table 1 and selected bond lengths and angles are given in table 2.

3. Result and discussion

3.1. Crystal structure of [ Pd(bipy)(bmal)]-2H,0 (1)

Complex 1 contains one crystallographically independent palladium atom, as shown
in figure 1. Pd(1) is four coordinated by two nitrogen atoms from the bipy ligand and
two oxygen atoms from the bmal ligand, with square planar geometry. As usual, the
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Table 1. Summary of crystallographic data for 1.

Empirical formula CyoH, 1 N,Og 50Pd
Formula weight 499.79
Crystal system, space group Orthorhombic, Pna2,
Unit cell dimensions (A) a=7.6372)

b=13.018(4)

c¢=20.961(7)
V,Z 2083.8(12) A%, 4
Crystal size (mm?) 0.24 x 0.22 x 0.20
0 range for data collection (°) 1.84 < 0 <2642
Limiting indices —-9<h<6, -13<k<16, =26</<20
Reflections collected/unique 9272/3796 [R(int) = 0.0641]
Completeness 99.7%
Data/restraints/parameters 3796/1/281
Goodness-of-fit on F> 1.003
Final R indices [I > 20(1)] R;=0.0527, wR,=10.0990
R indices (all data) i R;=0.0942, wR,=0.1118
Largest diff. peak and hole (e A™) 0.796 and —0.480

Table 2. Selected bond lengths (A) and angles (°).

Pd(1)-O(1) 1.986(5) Pd(1)-N(1) 1.992(7)
Pd(1)-N(2) 1.997(6) Pd(1)-0(3) 1.997(6)
O(1)-C(19) 1.298(10) 0(2)-C(19) 1.219(8)
0(3)-C(20) 1.288(9) 0(4)-C(20) 1.226(9)
N(1)-C(1) 1.340(11) N(1)-C(5) 1.354(10)
N(2)-C(10) 1.307(13) N(2)-C(6) 1.355(10)
O(1)-Pd(1)-N(1) 93.0(3) O(1)-Pd(1)-N(2) 173.1(3)
N(1)-Pd(1)-N(2) 80.6(3) O(1)-Pd(1)-0(3) 91.5(2)
N(1)-Pd(1)-0(3) 174.3(2) N(2)-Pd(1)-0(3) 94.7(2)
C(19)-O(1)-Pd(1) 120.1(5) C(20)-O(3)-Pd(1) 120.4(5)
C(1)-N(1)-Pd(1) 123.7(6) C(5)-N(1)-Pd(1) 115.5(5)
C(10)-N(2)-Pd(1) 126.7(8) C(6)-N(2)-Pd(1) 114.8(5)

Figure 1. The structure of [Pd(bipy)(bmal)]- 2H,O showing the atom numbering scheme.
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Figure 2. View of the 1D chain formed through 7—7 stacking interactions and the packing arrangement of
[Pd(bipy)(bmal)] - 2H,0O along the b axis.

carboxy group of bmal adopts a unidentate coordination mode. Pd—O bond lengths are
1.986 and 1.997 A, and the Pd-N distances are 1.992 and 1.997 A. The N-Pd-N(O)
bond angles are in the range 80.6—174.3°.

The structurally interesting feature of complex 1 is the 7— stacking mode as shown
in figure 2. The bipy ligand often adopts 7—x stacking modes for structural stabilization
[12-17]. Because the aromatic rings of bipy and bmal are nearly orthogonal, bmal does
not participate in the stacking. Stacking of bipy ligands of adjacent molecules forms a
distorted 1D and bmal ligands form a helical arrangement along the 2, axis. Adjacent
1D chains are not parallel, as shown as figure 2. Furthermore, there are strong
hydrogen bonds arising from O atoms of bmal and water molecules (O2---O5 2.752 A,
03.--07 2.692A, 06---05 2.650A, 06---07 2.747A; 05, 06 and O7 are from
water molecules). Hydrogen bonds connect the 1D chains into a 3D framework.
The connection of n—m stacking and hydrogen bonding may be propitious for
non-covalent insertion into DNA.

3.2. Electronic spectra

Figure 3 shows the electronic spectrum of solution involving reaction of 1 and sperm
DNA. The absorbance maximum of the complex is at 258 nm (r — 7*). A hypochromic
red shift of the absorption maximum occurs with increasing DNA concentration.
This is similar to the case of the reaction of related Pd bipy complexes and calf thymus
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Figure 3. Electronic spectra of DNA and 1 at a: Cy=68x10""molL™"; b: Cpna=12x
107*mol L™ +a; ¢: Cpna=2.4x 10"*molL™" +a; d: Cpna=23.6x 10" *mol L' +a.

DNA [14]. The main reaction mode of the compound with DNA is thought to be
non-covalent insertion.

3.3. Electrophoresis

Electrophoresis runs of pBR322 plasmid DNA incubated with different concentrations
of 1 for 1h are shown in figure 4. Pure pBR322 plasmid DNA gives two bands
corresponding to supercoiled form (I) and nicked circular form (II) (lane 1) in which
form (I) predominates [15]. When the concentration of the complex was further
increased, the two DNA bands become narrow and the band intensity is found to
decrease gradually (lanes 2-4). This is considered to be due to cleavage of both
supercoiled and circular DNA to form small molecular fragments. When the
concentration is low, electrophoretic mobility of the bands is found to decrease slightly
with increasing concentration of complex, believed to be due to the intercalation of the
complex with DNA, thus increasing its molecular mass.

3.4. Anti-cancer activity

Tumor inhibition of the compound towards the lung cancer cell line AGZY-83a at
concentrations 6.1, 12.2, 24.4, 48.8 and 97.6 ug mL~'is 5.9, 11.7, 21.1, 53.1 and 88.9%,
respectively. There is a linear relation between the concentration and the extent
of tumor-inhibition with an ICs, calculated by least-squares method of 55.4 pugmL™".
The complex has strong anti-cancer activity.
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Figure 4. Electrophoresis runs showing photoactivated cleavage of pBR322 DNA in the presence of the
complex. Lane 1: Cpna = 1.23 x 107*ugmL"; lane 2: Cpna=1.23 x 107 * ugmL ' +1=3.0 x 10 > mol L ';
lane 3: Cpna=123x10"*pgmL™'+1=15x 10 molL™"; lane 4: Cpna=123x10"*pugmL™"+
1=7.5%x10"*molL™"; lane 5: Cpna =123 x 10 pgmL ™" +1=3.75x 10" *mol L.

Supplementary data

Crystallographic data (excluding structure factors) for the structure have been
deposited with Cambridge Crystallographic Data Centre as supplementary publication
CCDC 252835. Copies of the data can be obtained, free of charge, on application to
CCDC, 12 Union Road, Cambridge CB2 1EZ, UK (Fax: +44 1223 336033 or E-mail:
deposit@ccdc.cam.ac.uk).
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