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a b s t r a c t

Gold(III) compounds have long been investigated for anti-cancer treatment. However, clinical use has
often been hampered by their poor stability in solution. A reduction of gold(III) to gold(I) is usually
the case for most cytotoxic gold(III) compounds. Previously, we made use of planar tetradentate dian-
ionic ligands, including porphyrin, Schiff base and bis(pyridyl)carboxamide ligands, to prepare a series of
monocationic gold(III) compounds. These gold(III) compounds behave as organic lipophilic cations with
a planar structure, are stable under physiological conditions, and possess certain promising anti-cancer
activities. In this review, the synthesis, stability, and anti-cancer properties of these gold(III) compounds
Cytotoxicity
Gold
Porphyrin
T

are presented. We shall detail the in vitro and in vivo anti-cancer efficacy, as well as the anti-cancer
mechanisms of the most potent gold(III) porphyrin compound [AuIII(TPP)]Cl (1a).

© 2009 Elsevier B.V. All rights reserved.
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. Introduction
Gold is known to exist in oxidation states ranging from −I
o +V. Apart from the elemental and colloidal forms of gold(0),
old(I) and gold(III) are the most common forms of gold com-
ounds to exist in aqueous media. As far back as 3500 years

∗ Corresponding author. Tel.: +852 2859 2154; fax: +852 2857 1586.
E-mail address: cmche@hku.hk (C.-M. Che).

010-8545/$ – see front matter © 2009 Elsevier B.V. All rights reserved.
oi:10.1016/j.ccr.2009.02.017
ago, elemental gold was used to ward off disease or “evil spirit”
[1]. In the past century, the medicinal activities of gold com-
pounds have gradually come to be uncovered, starting with
the discovery of K[AuI(CN)2] for the treatment of tuberculosis
by Koch in 1890 [2]. In addition, gold(I) compounds have long

been used as medicinal agents for the treatment of rheuma-
toid arthritis [1,3,4]. Forestier first demonstrated the anti-arthritic
properties of gold(I) compounds in 1935 [5], and this finding
subsequently triggered the discovery of clinically useful gold(I)
thiolate compounds including triethylphosphine(2,3,4,6-tetra-O-

http://www.sciencedirect.com/science/journal/00108545
http://www.elsevier.com/locate/ccr
mailto:cmche@hku.hk
dx.doi.org/10.1016/j.ccr.2009.02.017
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cetyl-ˇ-1-d-thiopyranosato-S)gold(I) (Auranofin), sodium gold(I)
hiomalate (Myochrysin), and gold(I) thioglucose (Solgonal) for
he treatment of rheumatoid arthritis [1,6–8]. Lorber and co-
orkers in 1979 reported that auranofin could inhibit the in

itro proliferation of HeLa cells, which subsequently triggered
xtensive interests in search for novel gold compounds as poten-
ial anti-cancer treatments [9]. A variety of auranofin analogues
nd phosphinogold(I) compounds containing S-donor ligands
ave been developed and shown to possess potent cytotoxic
ctivities [1,10,11]. Berners-Price and co-workers recently demon-
trated that a series of gold(I) compounds with carbene ligands,
hich could be regarded as a class of lipophilic cations, induce

poptotic cell death via interacting with mitochondrial compo-
ents [12,13]. Among the reported cytotoxic gold(I) compounds,
is(diphosphino)gold(I) compounds have been demonstrated to
ave promising in vivo anti-cancer activities [14]. However, these
ompounds also exhibited severe cardiotoxicity in animal stud-
es, rendering them unfavorable for further pre-clinical and clinical
valuations [1,15].

Besides gold(I), gold(III) compounds have long been studied
or anti-cancer treatment. Gold(III) ion forms square-planar com-
ounds, and some of which can be viewed as structural analogues
f the metallointercalator [Pt(terpy)Cl]+ (where terpy = 2,2′:6′,2′′-
erpyridine) [1,16–20]. As early as the 1970s, gold(III) compounds
ere thought to interact with bio-molecules such as DNA and
roteins in a manner similar to that of cisplatin. Bordignon and co-
orkers demonstrated the oxidation of the amino acid methionine

y HAuCl4 in 1973 and again in 1976 [21,22]. By means of UV/Vis
pectrophotometry and NMR spectroscopy, Isab and Sadler demon-
trated the interaction of ribonuclease A and methionine with gold
ons in aqueous solutions [23]. In 1980, Shaw et al. first reported the
xidation of disulfides by gold(III) compounds in aqueous media
24]. In vitro studies by Mirabelli and co-workers revealed that
old(III) ions could induce DNA strand breaks [25]. Hollis and Lip-
ard [26] and Che and co-workers [27] proposed and demonstrated,
espectively, that gold(III) compounds with tridentate terpy ligands
where terpy = 2,2′:6′,2′′-terpyridine) could bind DNA via interca-
ation. Recent reports revealed that gold(III) compounds can bind
o or interact with proteins and small peptides including human
erum albumin (HSA), thioredoxin reductase (TrxR) and glutha-
ione (GSH) in vitro [28–32].

In the early 1980s, Sadler et al. reported that dimethyl-
old(III) compounds possess modest anti-cancer activities with
20% increase in life span (ILS) of mice bearing P388 leukemia

33]. This report was subsequently followed by the discovery
f a variety of gold(III) compounds containing monodentate,
identate, or tridentate ligand(s) exhibiting favorable anti-cancer
roperties comparable to that of cisplatin. Selected examples of
hese compounds are discussed below. In 1996, Parish, Buckley,
lsome and co-workers reported a series of cytotoxic gold(III)
ompounds with tridentate damp ligands (where damp = 2-
(dimethylamino)methyl]phenyl) [34]. Among these compounds,
Au(acetate)2(damp)] and [Au(malonato)(damp)] are moderately
ctive in vivo against human carcinoma xenografts [35]. A
eries of cytotoxic gold(III) compounds with monodentate [e.g.,
richloro(2-pyridylmethanol)gold(III)], bidentate [e.g., dichloro(N-

ethylsalycilaldiminate)gold(III)], and tridentate ligands {e.g.,
Au(terpy)Cl]Cl2} [36–41] have been developed by Orioli, Messori
nd co-workers since 1997. More recently, Messori and co-workers
eveloped a novel class of gold(III) compounds with tridentate
ipyridyl ligands, which are stable in the absence of ascorbate

nd GSH [42–44]. These workers also identified a series of cyto-
oxic dinuclear gold(III) oxo compounds having a common Au2O2

otif [45,46]. Che and co-workers recently prepared 20 examples
f cyclometalated gold(III) compounds [Aum(CN̂Ĉ)mL]n+ (where
= 1–3; n = 0–3; HCN̂ĈH = 2,6-diphenylpyridine) [47]. These com-
istry Reviews 253 (2009) 1682–1691 1683

pounds are stable in solution, and some exhibit potent cytotoxicity
and induce apoptosis in nasopharyngeal cancer cells, with IC50
values as low as ∼50 nM. A number of bi- and tri-nuclear
anti-cancer gold(III) compounds containing [Au(CN̂Ĉ)]+ motifs con-
nected by bridging phosphine ligands were prepared by Che and
co-workers. Guo and co-workers reported that some gold(III) com-
pounds with 1,4,7-triazacyclononane and aminoquinoline ligands
are highly cytotoxic [48,49]. Gold(III) dithiocarbamate compounds
were found by Fregona and co-workers to trigger both apop-
totic and necrotic cell death, to induce ROS generation, and to
make cytosolic and mitochondrial thioredoxin reductase inactive
[50–53]. Notably, treatment of MDA-MB-231 breast tumor-bearing
mice with dibromo(N,N-dimethyldithiocarbamato-�S,�S′)gold(III)
resulted in significant inhibition of tumor growth, associated with
proteasome inhibition and massive apoptosis induction in vivo
[54].

Unlike platinum(II) compounds, the development of gold(III)
compounds as clinically useful anti-cancer therapeutics has been
hampered by the relatively poor stability of gold(III) compounds
in solution [1]. This instability is believed to eventually lead to
the gold(I)-associated toxicity in vivo [15]. In the literature, reduc-
tion of gold(III) to gold(I), and/or covalent binding of gold ions
to bio-molecular target(s) have been proposed to account for
the cytotoxic actions of gold(III) compounds. Gold(III) compounds
with strongly chelating tetradentate ligands have previously been
conceived to not be active towards cancer cells, presumably
due to the over-stabilization of gold(III) ions against reduc-
tion and demetalation. This proposition received support from a
report of a gold(III) compound of cyclam (where cyclam = 1,4,8,11-
tetraazacyclotetradecane) with low cytotoxicity towards a series
of cancer cells, having IC50 values of >100 �M [40]. Conse-
quently, although tetradentate ligands have widely been used to
stabilize electrophilic and/or oxidizing metal ions, the cytotoxi-
city of most gold(III) compounds with tetradentate ligands had
remained an unexplored area prior to our report on the promis-
ing anti-cancer activities of gold(III) porphyrin compounds in 2003
[55].

We hypothesized that gold(III) ions would form lipophilic pla-
nar cations in coordination with tetradentate dianionic ligands.
In the literature, planar lipophilic cations have been suggested
as potential anti-cancer drug candidates [56]. The anti-cancer
properties of planar aromatic organic terephthalanilide and its
derivatives have had a long history [57]. Rhodamine 123 (Rh123)
and dequalinium chloride (DECA) can be viewed as examples of
this class of organic cations and have been subjected to substantial
in vitro and in vivo studies [57], and notably, MKT-077, a water-
soluble rhodacyanine, is the first lipophilic cation which had been
advanced to clinical trials [58]. The synthesis and structural modi-
fication of planar �-conjugated organic cations can be a formidable
undertaking. Recently, Berners-Price and co-workers studied
[AuI(dppe)2]+ [where dppe = 1,2-bis(diphenylphosphino)ethane]
and its derivatives as lipophilic cations and found that these
complex cations exhibited potent in vitro and in vivo anti-cancer
activities via the mitochondrial-mediated apoptotic pathway
[12,13].

Coordination of tetradentate dianionic ligand with gold(III) gives
mono-cationic gold(III) compounds having a planar geometry. We
hypothesized that gold(III) compounds with porphyrin, tetraden-
tate Schiff base and bis(pyridyl)carboxamide ligands would behave
similarly to lipophilic organic cations. In this review article, we
summarize our observations on the synthesis, stability analysis and

anti-cancer activities of gold(III) compounds containing dianionic
tetradentate ligands. The in vivo anti-cancer activity and molecu-
lar mechanism for the anti-cancer action of a physiologically stable
gold(III) meso-tetraphenylporphyrin compound ([AuIII(TPP)]Cl, 1a)
are presented.
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Scheme 2. Synthetic routes for the gold(III) porphyrin compounds.
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Scheme 1. Schematic drawings of gold(III) porphyrin compounds.

. Gold(III) compounds with tetradentate dianionic ligands

.1. Synthesis

Gold(III) compounds with porphyrin [55,59–65], Schiff base
66–68] and bis(pyridyl)carboxamide [67,69] ligands are well doc-
mented in the literature, and the groups of Fleischer, Jurisson and
he have contributed to the synthesis of these gold(III) compounds.
old(III) porphyrin compounds (1a–e, Scheme 1) can be prepared

y the treatment of K[AuIIICl4] or nBu4N[AuIIICl4] with the free-base
orphyrin ligand in the presence of NaOAc in acetic acid (Scheme 2,
oute 1) [55,59]. After purification with column chromatography
nd metathesis reaction with LiCl in aqueous acetone, analyti-
ally pure gold(III) porphyrin compounds are obtained as chloride

Scheme 3. Synthetic routes for the gold(III) compounds of Schiff-base (route 3) and
bis(pyridyl)carboxamide (route 4) ligands.

ig. 1. ORTEP drawing of [AuIII(TPP)]+ with atom-numbering scheme. Hydrogen atoms and the perchlorate ion are omitted for clarity. Thermal ellipsoids are drawn at 30%
robability level [Ref. [55]].
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Fig. 2. The ORTEP drawing of [AuIII(salen)]+ with

alts in 60–70% yields. For water-soluble gold(III) porphyrin com-
ounds such as [Au(TMPyP)Cl4]Cl (1f, where [H2TMPyP]4+ = meso-
etrakis(N-methyl-4-pyridyl)porphyrin) and Na4[Au(TPPS)Cl] (1g,
here [H2TPPS]4− = meso-tetrakis(4-sulfonatophenyl)porphyrin),
reported procedure by Harriman and co-workers can be used and

hese two compounds obtained using 10% aqueous pyridine as the
olvent (Scheme 2, route 2) [65].

Gold(III) compounds with tetradentate Schiff base ligands,
ncluding salicylideneimines and dimethylglyoxine, have been
eported [66,68]. Treatment of the free Schiff-base ligands with
[AuIIICl4] in a CH2Cl2/MeOH mixture affords the gold(III) Schiff-
ase compounds in ∼60% yields (Scheme 3, route 3). Reports
f gold(III) compounds with tetradentate bis(pyridyl)carboxamide
igands are relatively sparse in the literature [66–68]. Reac-

ion of K[AuIIICl4] with bis(pyridyl)carboxamide ligands in the
resence of NaOAc in acetic acid or in methanol gave gold(III)
is(pyridyl)carboxamide compounds isolated as chloride salts
Scheme 3, route 4) [67,69].

Fig. 3. The ORTEP drawing of [AuIII(dcbpb)]+ with ther
al ellipsoids at 30% probability level [Ref. [70]].

2.2. X-ray crystal structures

The X-ray crystal structures of several gold(III) compounds with
dianionic tetradentate ligands have been reported in the literature
[55,60,66]. Previously we have also established the structures of
[Au(TPP)]+ (1a), [Au(salen)]+ (2, where H2salen = N,N-ethylenebis
(salicylideneimine)) and [Au(dcbpb)]+ (3a, where H2dcbpb = 4,5-
dichloro-1,2-bis(2-(4-tert-butylpyridine)carboxamido)benzene)
by X-ray crystallography [70], and their perspective views are
depicted in Figs. 1–3, respectively. Fig. 4 depicts all the bond
distances and angles associated with the gold atom in the com-
pounds 1a, 2 and 3a. For 1a, its structure features a nearly perfect
square-planar geometry with almost four identical N–Au–N
bond angles (89.8–90.1◦) and Au–N bond lengths (2.032–2.033 Å)

(Fig. 5). The robust dianionic porphyrin ligand [Por] is a strong
chelator and provides a rigid scaffold, thus rendering [Au(Por)]+

stable against demetalation and reduction under physiological
conditions.

mal ellipsoids at 30% probability level [Ref. [70]].
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ig. 4. Bond distances and angles associated with the gold atom in the compounds
a, 2 and 3a.

Unlike the gold(III) porphyrin compounds, the gold(III) ions in
oth 2 and 3a have a distorted planar geometry, with the bond
ngles being 84.8–94.6◦ and 81.1–111.6◦, respectively (Fig. 4). The
istortion of the bond angles from 90◦ is attributed to the bite angles
f the coordinated chelating ligands (especially 3a), which cannot
ccommodate gold(III) ion in a perfectly square geometry.

.3. Electrochemistry

The redox properties of the gold(III) porphyrin compounds in
on-aqueous medium (0.1 M nBu4NPF6 in CH3CN) were studied by
yclic voltammetry with glassy carbon and platinum as the working
nd counter electrodes, respectively. The cyclic voltammogram of

◦
a is characterized by the reversible reduction waves at E = −1.34 V
nd −1.97 V vs. NHE (Fig. 6) [55]. The highly reversible redox couples
eveals that no demetalation reaction of gold(III) porphyrin takes
lace upon electrochemical reduction. The electrochemical data of
he other gold(III) porphyrin compounds are listed in Table 1. Both

Fig. 5. Different perspective views of the crystal structure of 1a [Ref. [77]]. Y
Fig. 6. Cyclic voltammogram of 1a in CH3CN [V vs. 0.1 M Ag/AgNO3 in CH3CN] at a
scan rate of 100 mV s−1.

of these two reduction couples show modest sensitivity (±40 mV)
to the para-substituent (MeO, Me, H, Br and Cl) of the meso-aryl
groups. Electron-donating groups (MeO and Me) shift the reduc-
tion potentials negatively, and inversely with electron-withdrawing
substituents (Br and Cl). Compared to the large E◦ value (1.36 V)
for the reduction of free gold(III) ion to gold(I) ion, the coordina-
tion of gold(III) ion with a porphyrinato ligand markedly stabilizes
the gold(III) ion against reduction, as manifested by the large and
negative reduction potentials of [Au(Por)]+/0 couple.

The nature of the two reduction waves for gold(III) por-
phyrins remains a matter of controversy. With reference to
previous work by Jamin and Iwamoto on the electrochemistry
of [AuIII(TPP)]Cl (1a), the reduction waves are assigned as com-
ing from a stepwise reduction of the porphyrin ring leading to
�-anion radicals [61]. Similar conclusions were also reached by
Harriman and co-workers, based on their electrochemical stud-
ies of [AuIII(TMPyP)]Cl5 and Na4[AuIII(TPPS)]Cl in aqueous medium
[65]. Recently Kadish et al. reported that [meso-tetrakis(3,5-di-tert-
butylphenyl)porphyrinato]gold(III) hexafluorophosphate under-
went reduction to give a gold(II) porphyrin based on the results of
spectroelectrochemical and electron spin resonance studies [63].

The electrochemical properties of the non-porphyrin gold(III)
complexes 2 and 3a have also been examined by cyclic voltamme-
try. Both 2 and 3a undergo irreversible reduction at −0.41 V and
−0.39 V vs. Cp2Fe+/0, respectively. The electrochemical reaction
likely involves a reduction of gold(III) to gold(0), as indicated by the
deposition of gold metal at the surface of the platinum electrode
[70].
2.4. Stability in solution

Gold(III) porphyrin compounds (1a–g) are stable in dimethyl
sulfoxide (DMSO) and acetonitrile (CH3CN) as well as in phosphate-

Table 1
Reduction potentials of [AuIII(para-Y-TPP)]Cl in CH3CN [V vs. NHE] at a scan rate of
100 mV s−1).

Compound Y Couple Ia/V Couple IIa/V

1e Cl −1.36 −1.84
1d Br −1.37 −1.85
1a H −1.40 −1.88
1b Me −1.41 −1.89
1c MeO −1.42 −1.91

a Couple I and couple II are the first and the second reduction couples of [AuIII(para-
-TPP)]Cl, respectively.
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ig. 7. UV–visible absorption spectra of 1a in GSH (2 mM) TBS/CH3CN (19:1) at (a)
ime = 0 h and (b) time = 48 h [Ref. [55]].

uffered saline (PBS) and Tris-buffered saline (TBS) containing 5%
MSO [55]. By UV–visible spectrophotometry, there was a less than
% change in absorbance of the solution of each of these gold(III)
ompounds upon standing for 48 h. The solution stability of 1a in
he presence of the biological reductant glutathione (GSH) was also
xamined. No significant spectroscopic shift and formation of new
bsorption bands, including that of the free-base porphyrin (H2TPP,
max = 514, 548, 590 and 640 nm) were found, and thus demeta-

ation was excluded (Fig. 7). The 1a/GSH mixture in D2O/CD3CN
ixture (9:1 v/v) was also examined by 1H NMR spectroscopy. No

ignificant spectroscopic change was observed over a period of 48 h
t room temperature, revealing that reduction of gold(III) to gold(I)
r gold(0) by GSH is untenable under this condition. Similarly, the
ater-soluble gold(III) porphyrin 1f was also stable in GSH solution,

s its UV–visible absorption spectrum did not exhibit any significant
hanges over 48 h.

Unlike the gold(III) porphyrins, compounds 2 and 3a in
BS/CH3CN (19:1) solutions showed approximately a 10% decrease
n absorbance at 345 and 402 nm, respectively, after standing for
h [67]. The addition of glutathione to solutions of 2 and 3a in
BS/CH3CN (19:1) resulted in spontaneous spectroscopic changes
ith dramatic decrease in absorbance at �max and concomitant

and broadening. FAB-MS analysis of the precipitates revealed
olecular ions of the free H2salen (m/z = 267) for 2 and H2dcbpb

m/z = 498) for 3a. And yet, ESI-MS analysis of the remaining solu-
ions did not reveal the molecular ions of 2 (m/z = 463) and 3a
m/z = 694). These observations suggest that both 2 and 3 in solu-
ions undergo extensive demetalation and reduction of gold(III)
pon treatment with GSH.

.5. In vitro anti-cancer properties

By means of MTT assay [71], 1a displayed promising anti-
ancer activities toward a panel of human cancer cell lines
ncluding nasopharyngeal carcinoma (SUNE1, CNE1, CNE2 and
666-1), promyelocytic leukemia (HL-60), hepatocellular carci-
oma (HepG2), cervical epithelioid carcinoma (HeLa) and oral
pidermoid carcinoma (KB-3-1 and KB-V1) [55,72,73]. Its IC50
alues (concentration causing 50% inhibition of cellular growth)
anged between 0.11 and 0.73 �M. Importantly, 1a is equally cyto-
oxic to cisplatin-resistant nasopharyngeal cancer cell lines CNE1,

NE2 and C666-1 with IC50 values being 0.17, 0.14 and 0.11 �M,
hich correspond to ca. 240-, 640- and 1680-fold higher potency

han cisplatin, respectively.
Compound 1a also shows significant cytotoxicity against KB-3-1

nd its multi-drug resistant (KB-V1) variant. The latter possesses a
T

Fig. 8. Cytotoxic profiles of 1a toward nasopharyngeal carcinoma (SUNE1) and nor-
mal peripheral blood mononuclear cells (PBMCs) [Ref. [72]].

high level of membrane P-glycoproteins, which exclude drugs such
as vinblastine and doxorubincin [74]. The lack of cross-resistance
to 1a suggests that the P-glycoproteins are ineffective towards 1a.

To investigate the cytotoxic effect of 1a on normal/non-
cancerous cells, the cytotoxicity of 1a toward peripheral blood
mononuclear cells (PBMCs) from healthy individuals and CCD-19Lu
cells (a fibroblast cell line derived from normal lung) were exam-
ined. Results by MTT assay revealed that 1a exhibits at least 10-fold
higher cytotoxicity to cancer cells than normal cells (Fig. 8), sug-
gesting a reasonable safety concentration window of 0.1–1 �M for
1a to efficiently kill tumor cells while preserving the survival of
most of the normal or non-cancerous cells.

The presence of gold(III) ions is critical for the observed in vitro
anti-cancer properties, since [ZnII(TPP)] is at least 100-fold less
cytotoxic (IC50 > 50 �M) than [AuIII(TPP)]Cl under the same con-
ditions. Yet the porphyrin ligand is essential for the anti-cancer
activities, as KAuCl4 and nBu4N[AuIIICl4] are ca. 30–90 times less
effective than 1a in killing cancer cells. The gold(III) ion is unstable
under physiological conditions as it undergoes reduction to col-
loidal gold. The porphyrin ligand stabilizes the gold(III) ion and we
propose that [Au(TPP)]+ acts as a stable lipophilic planar cation for
binding to bio-molecular target(s) through non-covalent interac-
tions.

The anti-cancer activities of certain metal-based drugs, includ-
ing cisplatin, are diminished in the presence of serum proteins
[75,76]. We found that the cytotoxicity of cisplatin was significantly
reduced by increasing the concentration of fetal bovine serum (FBS)
from 0 to 10% in the solution, while the cytotoxicity of 1a was unaf-
fected [77]. The difference in plasma protein binding may have a
profound effect on both the disposition and activity of metal-based
drugs, especially cisplatin, which can covalently bind serum pro-
teins. This might be one of the reasons to account for the higher
cytotoxic activity of 1a than cisplatin in vitro.

Since porphyrin and its metal compounds have long been sought
for use in photodynamic therapy (PDT) [78,79], the cytotoxicity of
1a in the presence of light was examined. We found that the cyto-
toxicity of 1a did not change under exposure to different doses of
light, while the cytotoxicity of hypericin, a known PDT agent, was
enhanced with an increasing dose of light exposure. This result indi-
cated that the cytotoxic effect of gold(III) porphyrin 1a does not

correlate with photosensitizing activity.

A comparison of the IC50 values of a series of [AuIII(para-Y-
PP)]Cl (Y = H, Me, OMe, Br and Cl, 1a–e, respectively) compounds

showed the para-substituent of the meso-phenyl rings has little
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lowered, indicating that 1a did not inflict damage of normal liver
cells and tissues.

The single dose acute toxicology of 1a was investigated by using
a nude mouse model [16]. After single dose injection of 1a (3.0,
Scheme 4. Schematic drawings of the gold(III) co

ffect on the cytotoxicity [55]. Nevertheless, gold(III) porphyrin
ompounds containing polar ionizable functional groups such as
Au(TMPyP)]Cl5 (1f) and [Na4AuIII(TPPS)]Cl (1g) are relatively non-
ytotoxic (IC50 > 50 �M) [70]. This may be attributed to the polar
nd hydrophilic nature of the compounds, which induces them to
nteract differently with biomolecules within cells as compared to
ther cytotoxic [AuIII(para-Y-TPP)]+ compounds.

The cytotoxic properties of gold(III) compounds contain-
ng Schiff base (2) and bis(pyridyl)carboxamide (3a) ligands

ere also evaluated by MTT assay, revealing that they exhibit
omparable cytotoxicity to cisplatin (10–30 �M) [70]. Com-
ounds 2 and 3a show similar potency to the following cytotoxic
old(III) compounds reported in the literature: [AuIII(en)2]Cl3
here en = 1,2-ethylenediamine [IC50 (human ovarian car-

inoma A2780, 48 h) = 8.4 �M] [40]; [AuIII(esal)]Cl2 where
sal = N-ethylsalicylaldiminate [IC50 (human ovarian carcinoma
2780, 72 h) = 2.1 �M] [37]; [AuIIICl2(damp)] where damp = 2-

(dimethylamino)methyl)phenyl [IC50 (human colon carcinoma
W620, 72 h) = 50 �M] [35], and Na[AuIIICl4] [IC50 (human ovarian
arcinoma A2780, 72 h) = 11 �M] [34].

Besides 3a, the cytotoxicity of other gold(III) bis(pyridyl)
arboxamide analogues (Scheme 4) were also examined. Among
he gold(III) compounds (3b–3d), only 3c shows a significant cyto-
oxicity towards SUNE1 (IC50 = 21.1 �M), which is 3-fold higher
han that in normal CCD-19Lu cells (IC50 = 64.9 �M). For 3b and
d, their cytotoxicities towards cancer cells (HeLa and SUNE1)
IC50 = 9.6–16.2 �M) and normal CCD-19Lu cells [IC50 = 19.9 �M
3b); 10.1 �M (3d)] are similar.

.6. In vivo anti-cancer properties

Although the in vitro anti-cancer activities of gold(III) com-
ounds have been documented for more than three decades,
ery few demonstrate promising in vivo anti-cancer activities.
mong the gold(III) compounds in the literature, both [Au(acetato)2
damp)] and [Au(malonato)(damp)] (where damp = 2-[(dimethyl-
mino)methyl]phenyl) give ∼40% reduction of tumor volume under
n vivo conditions [35]. Recently, Dou and Fregona reported that

gold(III) dithiocarbamate compound inhibited ∼50% growth of
reast cancer 29 days after the first injection [54]. Apart from in
nds containing bis(pyridyl)carboxamide ligands.

vitro activities, [AuIII(TPP)]Cl (1a) also shows promising in vivo anti-
cancer activity. We have recently confirmed the in vivo efficacy
of 1a against various types of nasopharyngeal carcinoma (NPC)
cells including that of cisplatin-resistant CNE2 and C666-1 cells
[72]. Intraperitoneal injection of 1a (3 mg/(kg week)) effectively
suppressed tumor growth in NPC-implanted nude mice without
observable side-effects. Tumor growth resumed upon termination
of the 1a-treatment after 4 weeks (Fig. 9). Regular body-weight
measurement showed that the mice receiving 1.5 or 3 mg/(kg week)
1a had no significant weight loss (less than 5%). Using cisplatin
as a control, we found that only ∼35% inhibition of SUNE1 tumor
growth was achieved, and no apparent inhibitory effect (less than
5% growth inhibition) was found for the cisplatin-resistant CNE2
and C666-1 cells under the same conditions.

In addition to NPC, 1a also exhibited prominent anti-cancer
activity toward hepatocellular carcinoma (HCC). Using an ortho-
topic rat HCC model, 1a significantly prolonged the survival of
HCC-bearing rats (Fig. 10) [80]. Noteworthy is the fact that the body
weight of the 1a-treated rats was not appreciably affected after
treatment for 14 days until the death of the rats. Liver biochem-
istry revealed that the plasma AST level in the 1a-treated mice was
Fig. 9. In vivo anti-cancer activity of 1a toward NPC[Ref. [72]].
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Fig. 10. In vivo anti-cancer activity of 1a toward HCC [Ref. [80]].

.2, 4.0, 5.0 or 6.25 mg/kg), the mice were sacrificed and dissected
mmediately after death or on day 14 after treatment. In this exper-
ment, the LD50 (a dose at which 50% of subjects will die) of 1a was
etermined to be 4.4 mg kg−1, and no observable damage was found

n the kidney, lung, heart, reproductive organs and brain, revealing
hat 1a does not impose evident toxicity on these major organs.

. Cellular mechanism of gold(III) porphyrin [AuIII(TPP)]Cl
1a)-induced cell death

.1. Induction of apoptosis in NPC cells

Apoptosis, which was designated by Kerr, Wyllie and Currie
n 1972, is characterized by an ordered series of biochemical and
iophysical reactions that are regulated by various genes [81]. In
ontrast to necrosis, another form of cell death, apoptosis does not
rigger inflammatory tissue reactions, and thus is advantageous
or cytotoxic chemotherapeutic agents able to induce apoptotic
ell death [82,83]. Compound 1a-induced cytotoxicity in NPC cells
ia an apoptotic pathway. By means of confocal imaging, typi-
al apoptotic morphological changes were detected, including the
ormation of apoptotic bodies, chromatin condensation and DNA
ragmentation [55,73]. Flow cytometric analysis revealed that the
ercentage of apoptotic cells after 1a treatment for 24 h was dra-
atically higher than that found in a control experiment. The

a-induced apoptosis was also confirmed by the oligonucleosomic
egradation of cellular DNA, as this type of chromatin degradation

s characteristic of apoptosis [84]. Furthermore, 1a caused prote-
lytic cleavage of poly(ADP-ribose)polymerase-1 (PARP-1) between
sp216 and Gly217, and in turn cleaved this 116-kDa native enzyme

nto 89- and 36-kDa fragments [85]. Taken these altogether, all of
hese experiments confirmed that 1a-induced apoptotic cell death
n NPC cells.

Apart from apoptosis, a previous study has shown that cisplatin
an induce senescence-like growth arrest in NPC cells [86]. Never-
heless, this mechanism is insignificant in the 1a-induced cancer
ell death, since senescence-associated �-galactosidase activity
as not observed in 1a-treated NPC cells [72].

.2. Mitochondria-mediated apoptotic pathway

Functional proteomic studies revealed an alteration in the
xpression of several cytoplasmic proteins in NPC cells after 1a
reatment (Fig. 11). The altered proteins include those participating
n energy production (e.g., 3-phosphoglycerate dehydrogenase) and
n cellular redox balance (e.g., thioredoxin peroxidase) [73,87]. Sev-

ral clusters of proteins, including stress-related chaperones (e.g.,
eroxiredoxin 1) and proteins that mediate cell proliferation or
ifferentiation (e.g., Ras-related nuclear protein), were also been

dentified. Alteration of these protein expressions indicated that
itochondria may play a pivotal role in the 1a-induced apoptosis.
Fig. 11. (a) Representative 2-D gel images for 1a-treated NPC cells. Areas where sig-
nificant and consistent alterations of protein expression were identified are circled.
(b) Detailed alterations of selected proteins in 1a- and cisplatin-treated NPC cells
[Ref [87]].

Further examination including flow cytometric analysis
revealed that there was a quick reduction of mitochondrial mem-
brane potential (� m) after 1a-treatment [73]. This attenuation of
� m was observed within 3 h, consistent with the hypothesis that
the mitochondrion is affected early in the apoptotic process. West-
ern blot analysis revealed that bcl-2 expression was suppressed
shortly after 1a-treatment, suggesting that this suppression may
facilitate the attenuation of� m. The loss of� m was associated
with the release of cytochrome c and apoptosis-inducing factor
(AIF) from mitochondria into the cytoplasm, and both of these
signaling proteins hence trigger 1a-induced caspase-dependent

(activation of caspase 3 and caspase 9) and caspase-independent
(nuclear translocation of AIF) apoptosis.

Mitogen-activated protein kinases (MAPKs), including the ERK,
p38MAPK, and JNK, are important intermediates that convert extra-
celluar signals into intracellular responses [88]. Prior exposure of
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PC cells to a p38MAPK inhibitor abrogated 1a-induced apoptosis,
s indicated by the inhibition of� m depletion as well as the acti-
ation of caspase 3, caspase 9 and PARP-1 [73,89]. Meanwhile, 1a
id not activate p38MAPK in mitochondrial-DNA deficient (Rho0)
ONE1 cells. In contrast, JNK and transient activation of ERK were

hown not to affect the cytotoxicity of 1a. Taken together, activa-
ion of p38MAPK, but not that of ERK and JNK, is imperative for the
ytotoxicity of the gold(III) porphyrin 1a.

.3. Role of reactive oxygen species

Accumulation of reactive oxygen species (ROS) is often asso-
iated with the loss of � m. The action mechanism of 1a had
reviously been examined by evaluating the effects of 1a-induced
epletion of � m in the presence of agents which can regulate
he ROS level and mitochondrial permeability transition (MPT). The
esults showed that the 1a-induced � m depletion is mediated,
t least in part, by cellular H2O2 and/or thiol oxidation [73]. In
ddition, NPC cells pretreated with MPT inhibitors such as triflu-
perazine partially prevented the 1a-induced� m depletion. This
esult suggests that the 1a-induced mitochondrial permeabiliza-
ion is not directly mediated by its production of ROS, but that a
eduction of intracellular ROS did at least partially decrease mito-
hondrial permeabilization, thus in turn affecting the cytotoxicity
f 1a.

.4. Molecular mechanism of 1a-mediated apoptosis in HCC cells

The molecular mechanism of 1a-induced apoptosis in HCC cells
as evaluated and cDNA microarray was employed to identify

enes differentially expressed in response to 1a [80]. In general, 1a
pregulated genes that induce apoptosis, stabilize p53 and inhibit
roliferation, while downregulating genes that play roles in angio-
enesis, invasion and metabolism. Two genes, Gadd34 and Gadd153
rom the Gadd gene family, were upregulated in response to 1a at
he mRNA level, reflecting their roles in the molecular pathways of
a-induced growth arrest or apoptosis. Moreover, the 1a-induced
ell death and apoptosis were greatly reduced after siRNA suppres-
ion of either Gadd34 or Gadd153, suggesting that the 1a-induced
ytotoxicity was achieved at least in part through the up-regulation
f these two genes.
. Summary

In summary, gold(III) porphyrin compounds are stable under
hysiological conditions. Notably, [AuIII(TPP)]Cl (1a) exhibits

ig. 12. Proposed model for the cellular mechanism of 1a-induced apoptosis in NPC
ell.
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prominent stability in solution even in the presence of biological
reductants such as glutathione and ascorbic acid. In vivo, 1a inhib-
ited tumor growth in NPC-bearing mice and prolonged survival
in HCC-bearing rats. In vitro, 1a exhibited prominent cytotoxicity
towards a panel of cancer cell lines and to 1680-fold higher potency
than the clinically used cisplatin against NPC cells. Based on the
results obtained, a model for the cellular mechanism of gold(III) por-
phyrin 1a in NPC cells is proposed (Fig. 12). Compound 1a activates
p38MAPK phosphorylation and causes depletion of mitochondrial
membrane potential (� m) shortly after the cellular uptake of 1a
along with suppression of the Bcl-2 anti-apoptotic protein. Loss of
� m triggers the release of cytochrome c (Cyt c) and AIF from mito-
chondria. Cyt c activates the caspase cascade, and AIF activates the
process of nuclear condensation, hence the activation of apoptosis.

Acknowledgements

We acknowledge support from the University Development
Fund of The University of Hong Kong, the Hong Kong Research
Grants Council, and the University Grants Committee of the Hong
Kong SAR of China (Areas of Excellence Scheme, AoE/P-10/01). We
thank Dr. C.-N. Lok for his helpful discussion. Pacific Edit reviewed
the manuscript prior to submission.

References

[1] C.F. Shaw III, Chem. Rev. 99 (1999) 2589.
[2] R. Koch, Dtsch. Med. Wochenstr. 16 (1890) 756.
[3] D.H. Brown, W.E. Smith, Chem. Soc. Rev. 9 (1980) 217.
[4] C.F. Shaw III, in: N.P. Farrell (Ed.), Uses of Inorganic Chemistry in Medicine, Royal

Society of Chemistry, Great Britain, 1999, p. 26.
[5] J.J. Forestier, J. Lab. Clin. Med. 20 (1935) 827.
[6] H.J. Williams, J.R. Ward, J.C. Reading, R.H. Brooks, D.O. Clegg, J.L. Skosey, M.H.

Weisman, R.F. Willkens, J.Z. Singer, G.S. Alarcon, E.H. Field, P.J. Clements, I.J.
Russell, R.F. Hochman, D.T. Boumpas, D.A. Marble, Arthritis Rheum. 35 (1992)
259.

[7] R.H. Freyberg, W.D. Block, S. Levey, Ann. Rheum. Dis. 3 (1942) 77.
[8] J.W. Sigler, G.B. Bluhm, H. Duncan, J.T. Sharp, D.C. Ensign, McCrum S W.R., Ann.

Intern. Med. 80 (1974) 21.
[9] T.M. Simon, D.H. Kunishima, G.J. Vibert, A. Lorber, Cancer 44 (1979) 1965.

[10] E.R.T. Tiekink, Crit. Rev. Oncol. Hematol. 42 (2002) 225.
[11] P.J. Sadler, Adv. Inorg. Chem. 36 (1991) 1.
12] P.J. Barnard, S.J. Berners-Price, Coord. Chem. Rev. 251 (2007) 1889.

[13] M.J. McKeage, L. Maharaj, S.J. Berners-Price, Coord. Chem. Rev. 232 (2002) 127.
[14] S.J. BernersPrice, C.K. Mirabelli, R.K. Johnson, M.R. Mattern, F.L. Mccabe, L.F.

Faucette, C.M. Sung, S.M. Mong, P.J. Sadler, S.T. Crooke, Cancer Res. 46 (1986)
5486.

[15] G.D. Hoke, R.A. Macia, P.C. Meunier, P.J. Bugelski, C.K. Mirabelli, G.F. Rush, W.D.
Matthews, Toxicol. Appl. Pharmacol. 100 (1989) 293.

[16] R.W.-Y. Sun, E.L.-M. Wong, D.-L. Ma, C.-M. Che, Dalton Trans. (2007) 4884.
[17] C.X. Zhang, S.J. Lippard, Curr. Opin. Chem. Biol. 7 (2003) 481.
[18] V. Milacic, D. Fregona, Q.P. Dou, Histol. Histopathol. 23 (2008) 101.
[19] X. Wang, Z. Guo, Dalton Trans. (2008) 1521.
20] I. Kostova, Anti-Cancer Agents Med. Chem. 6 (2006) 19.
21] E. Bordignon, L. Cattalini, G. Natile, A. Scatturi, J. Chem. Soc., Chem. Commun.

(1973) 878.
22] G. Natile, E. Bordignon, L. Cattalini, Inorg. Chem. 15 (1976) 246.
23] A.A. Isab, P.J. Sadler, Biochim. Biophy. Acta 492 (1977) 322.
24] C.F. Shaw III, M.P. Cancro, P.L. Witkiewicz, J.E. Eldridge, Inorg. Chem. 19 (1980)

3198.
25] C.K. Mirabelli, J.P. Zimmerman, H.R. Bartus, C.-M. Sung, S.T. Crooke, Biochem.

Pharmacol. 35 (1986) 1435.
26] L.S. Hollis, S.J. Lippard, J. Am. Chem. Soc. 105 (1983) 4293.
27] H.-Q. Liu, T.-C. Cheung, S.-M. Peng, C.-M. Che, J. Chem. Soc., Chem. Commun.

(1995) 1787.
28] M. Wienken, B. Lippert, E. Zangrando, L. Randaccio, Inorg. Chem. 31 (1992) 1985.
29] R.V. Parish, J. Mack, L. Hargreaves, J.P. Wright, R.G. Buckley, A.M. Elsome, S.P.

Fricker, B.R.C. Theobald, J. Chem. Soc., Dalton Trans. (1996) 69.
30] S.L. Best, T.K. Chattopadhyay, M.I. Djuran, R.A. Palmer, P.J. Sadler, I. Sovago, K.

Varnagy, J. Chem. Soc., Dalton Trans. (1997) 2587.
31] G. Marcon, L. Messori, P. Orioli, M.A. Cinellu, G. Minghetti, Eur. J. Biochem. 270

(2003) 4655.
32] M.P. Rigobello, L. Messori, G. Marcon, M.A. Cinellu, M. Bragadin, A. Folda, G.
Scutari, A. Bindoli, J. Inorg. Biochem. 98 (2004) 1634.
33] P.J. Sadler, M. Nasr, V.L. Narayanan, in: M.P. Hacker, E.B. Douple, I.H. Krakoff

(Eds.), Platinum Coordination Complexes in Cancer Chemotherapy, Martinus
Nijhoff Publishing, Boston, 1984, p. 290.

34] R.V. Parish, B.P. Howe, J.P. Wright, J. Mack, R.G. Pritchard, Inorg. Chem. 35 (1996)
1659.



Chem

[

[

[

[

[

[

[

[

[

[

[

[

[
[

[
[

[

[

[

[

[

[

[
[

[

[
[
[

[

[

[

[

[
[
[
[
[
[

[

[

[

[

[

[
[
[

[
[
[

[
[

R.W.-Y. Sun, C.-M. Che / Coordination

35] R.G. Buckley, A.M. Elsome, S.P. Fricker, G.R. Henderson, B.R.C. Theobald, R.V.
Parish, B.P. Howe, L.R. Kelland, J. Med. Chem. 39 (1996) 5208.

36] P. Calamai, S. Carotti, A. Guerri, L. Messori, E. Mini, P. Orioli, G.P. Speroni, J. Inorg.
Biochem. 66 (1997) 103.

37] S. Carotti, A. Guerri, T. Mazzei, L. Messori, E. Mini, P. Orioli, Inorg. Chim. Acta
281 (1998) 90.

38] P. Calamai, A. Guerri, L. Messori, P. Orioli, G.P. Speroni, Inorg. Chim. Acta 285
(1999) 309.

39] F. Abbate, P. Orioli, B. Bruni, G. Marcon, L. Messori, Inorg. Chim. Acta 311 (2000)
1.

40] L. Messori, F. Abbate, G. Marcon, P. Orioli, M. Fontani, E. Mini, T. Mazzei, S. Carotti,
T. O’Connell, P. Zanello, J. Med. Chem. 43 (2000) 3541.

41] G. Marcon, S. Carotti, M. Coronnello, L. Messori, E. Mini, P. Orioli, T. Mazzel, M.A.
Cinellu, G. Minghetti, J. Med. Chem. 45 (2002) 1672.

42] L. Messori, G. Marcon, M.A. Cinellu, M. Coronnello, E. Mini, C. Gabbiani, P. Orioli,
Bioorg. Med. Chem. 12 (2004) 6039.

43] M. Coronnello, E. Mini, B. Caciagli, M.A. Cinellu, A. Bindoli, C. Gabbiani, L. Mes-
sori, J. Med. Chem. 48 (2005) 6761.

44] A. Casini, C. Hartinger, C. Gabbiani, E. Mini, P.J. Dyson, B.K. Keppler, L. Messori,
J. Inorg. Biochem. 102 (2008) 564.

45] A. Casini, M.A. Cinellu, G. Minghetti, C. Gabbiani, M. Coronnello, E. Mini, L.
Messori, J. Med. Chem. 49 (2006) 5524.

46] C. Gabbiani, A. Casini, L. Messori, A. Guerri, M.A. Cinellu, G. Minghetti, M. Corsini,
C. Rosani, P. Zanello, M. Arca, Inorg. Chem. 47 (2008) 2368.

47] C.K.-L. Li, R.W.-Y. Sun, S.C.-F. Kui, N. Zhu, C.-M. Che, Chem. Eur. J. 12 (2006) 5253.
48] T. Yang, C. Tu, J. Zhang, L. Lin, X. Zhang, Q. Liu, J. Ding, Q. Xu, Z. Guo, Dalton Trans.

(2003) 3419.
49] P. Shi, Q. Jiang, J. Lin, Y. Zhao, L. Lin, Z. Guo, J. Inorg. Biochem. 100 (2006) 939.
50] L. Ronconi, L. Giovagnini, C. Marzano, F. Bettio, R. Graziani, G. Pilloni, D. Fregona,

Inorg. Chem. 44 (2005) 1867.
51] L. Giovagnini, L. Ronconi, D. Aldinucci, D. Lorenzon, S. Sitran, D. Fregona, J. Med.

Chem. 48 (2005) 1588.
52] L. Ronconi, C. Marzano, P. Zanello, M. Corsini, G. Miolo, C. Macca, A. Trevisan, D.

Fregona, J. Med. Chem. 49 (2006) 1648.
53] D. Saggioro, M.P. Rigobello, L. Paloschi, A. Folda, S.A. Moggach, S. Parsons, L.

Ronconi, D. Fregona, A. Bindoli, Chem. Biol. 14 (2007) 1128.
54] V. Milacic, D. Chen, L. Ronconi, K.R. Landis-Piwowar, D. Fregona, Q.P. Dou, Cancer

Res. 66 (2006) 10478.
55] C.-M. Che, R.W.-Y. Sun, W.-Y. Yu, C.-B. Ko, N. Zhu, H. Sun, Chem. Commun. (2003)

1718.

56] V.R. Fantin, M.J. Berardi, L. Scorrano, S.J. Korsmeyer, P. Leder, Cancer Cell 2 (2002)

29.
57] J.S. Modica-Napolitano, J.R. Aprille, Adv. Drug Deliv. Rev. 49 (2001) 63.
58] K. Koya, Y. Li, H. Wang, T. Ukai, N. Tatsuta, M. Kawakami, T. Shishido, L.B. Chen,

Cancer Res. 56 (1996) 538.
59] E.B. Fleischer, A. Laszlo, Inorg. Nucl. Chem. Lett. 5 (1969) 373.

[

[
[
[

istry Reviews 253 (2009) 1682–1691 1691

60] R. Timkovich, A. Tulinsky, Inorg. Chem. 16 (1977) 962.
61] M.E. Jamin, R.T. Iwamoto, Inorg. Chim. Acta 27 (1978) 135.
62] A. Antipas, D. Dolphin, M. Gouterman, E.C. Johnson, J. Am. Chem. Soc. 100 (1978)

7705.
63] K.M. Kadish, W.E.Z. Ou, J. Shao, P.J. Sintic, K. Ohkubo, S. Fukuzumi, M.J. Crossley,

Chem. Commun. (2002) 356.
64] Z. Ou, K.M. Kadish, W.E.J. Shao, P.J. Sintic, K. Ohkubo, S. Fukuzumi, M.J. Crossley,

Inorg. Chem. 43 (2004) 2078.
65] Z. Abou-Gamra, A. Harriman, P. Neta, J. Chem. Soc., Faraday Trans. 2 82 (1986)

2337.
66] S.L. Barnholtz, J.D. Lydon, G. Huang, M. Venkatesh, C.L. Barnes, A.R. Ketring, S.S.

Jurisson, Inorg. Chem. 40 (2001) 972.
67] R.W.-Y. Sun, W.-Y. Yu, H. Sun, C.-M. Che, Chem. Bio. Chem. 5 (2004) 1293.
68] V.K.-Y. Lo, Y. Liu, M.-K. Wong, C.-M. Che, Org. Lett. 8 (2006) 1529.
69] T.-C. Cheung, T.-F. Lai, C.-M. Che, Polyhedron 13 (1994) 2073.
70] R.W.-Y. Sun, Ph.D. Thesis, The University of Hong Kong, 2004.
71] T. Mosmann, J. Immunol. Methods 65 (1983) 55.
72] Y.F. To, R.W.-Y. Sun, Y. Chen, V.S.-F. Chan, W.-Y. Yu, P.K.-H. Tam, C.-M. Che, C.-L.S.

Lin, Int. J. Cancer 124 (2009) 1971.
73] Y. Wang, Q.-Y. He, R.W.-Y. Sun, C.-M. Che, J.-F. Chiu, Cancer Res. 65 (2005)

11553.
74] D.W. Shen, C. Cardarelli, J. Hwang, M. Cornwell, N. Richert, S. Ishii, I. Pastan,

M.M. Gottesman, J. Biol. Chem. 261 (1986) 7762.
75] C.L. Litterst, V.G. Schweitzer, Res. Commun. Chem. Pathol. Pharmacol. 61 (1988)

35.
76] A.F. Aubry, N. Markoglou, M.H. Adams, J. Longstreth, I.W. Wainer, J. Pharm.

Pharmacol. 47 (1995) 937.
77] Y. Wang, Q.-Y. He, R.W.-Y. Sun, C.-M. Che, J.-F. Chiu, Eur. J. Pharmacol. 554 (2007)

113.
78] H.I. Pass, J. Nat. Cancer Inst. 85 (1993) 443.
79] D.E.J.G.J. Dolmans, D. Fukumura, R.K. Jain, Nat. Rev. Cancer 3 (2003) 380.
80] C.T. Lum, Z.F. Yang, H.Y. Li, R.W.-Y. Sun, S.T. Fan, R.T.P. Poon, M.C.M. Lin, C.-M.

Che, H.F. Kung, Int. J. Cancer 118 (2006) 1527.
81] J.F.R. Kerr, A.H. Wyllie, A.R. Currie, Brit. J. Cancer 26 (1972) 239.
82] D.W. Nicholson, Nature 407 (2000) 810.
83] C.G. Ferreira, M. Epping, F.A.E. Kruyt, G. Giaccone, Clin. Cancer Res. 8 (2002)

2024.
84] K. Fukuda, M. Kojiro, J.F. Chiu, Hepatology 18 (1993) 945.
85] E.B. Affar, M. Germain, E. Winstall, M. Vodenicharov, R.G. Shah, G.S. Salvesen,

G.G. Poirier, J. Biol. Chem. 276 (2001) 2935.

86] X. Wang, S.C.H. Wong, J. Pan, S.W. Tsao, K.H.Y. Fung, D.L.W. Kwong, J.S.T. Sham,

J.M. Nicholls, Cancer Res. 58 (1998) 5019.
87] Y. Wang, Q.-Y. He, C.-M. Che, J.-F. Chiu, Proteomics 6 (2006) 131.
88] E.R. Lee, Y.J. Kang, J.H. Kim, H.T. Lee, S.G. Cho, J. Biol. Chem. 280 (2005) 31498.
89] Y. Wang, Q.-Y. He, C.-M. Che, S.W. Tsao, R.W.-Y. Sun, J.-F. Chiu, Biochem. Phar-

macol. 75 (2008) 1282.


	The anti-cancer properties of gold(III) compounds with dianionic porphyrin and tetradentate ligands
	Introduction
	Gold(III) compounds with tetradentate dianionic ligands
	Synthesis
	X-ray crystal structures
	Electrochemistry
	Stability in solution
	In vitro anti-cancer properties
	In vivo anti-cancer properties

	Cellular mechanism of gold(III) porphyrin [AuIII(TPP)]Cl (1a)-induced cell death
	Induction of apoptosis in NPC cells
	Mitochondria-mediated apoptotic pathway
	Role of reactive oxygen species
	Molecular mechanism of 1a-mediated apoptosis in HCC cells

	Summary
	Acknowledgements
	References


