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A polyamino dizinc() complex, [(N-bisdien)Zn2()Cl2](ClO4)2, (LZn), has been synthesized as a new
nucleobase receptor molecule in aqueous solution at physiological pH, and shows to be highly selective in
recognizing deoxythymidine (dT) and thymidylylthymidine (TpT). The strong acidic Zn() ions in LZn at the
fifth coordination sites interact with a variety of nucleosides. The binding and recognition processes have been
studied by potentiometric titration. The X-ray crystal analysis of LZn shows that the two zinc ions are out
of the basal plane of the macrocycle, favoring the effective recognition of TpT on the single strand of DNA.
In vitro antitumor investigation shows that LZn is a patent inhibitor of tumor cell growth with IC50 values
below 10 micromolar.

Introduction
Small molecules that bind to DNA and RNA have attracted
great interest 1 and continued to be a challenging theme in cur-
rent bioorganic and bioinorganic chemistry.2 These targeting
molecules recognize specific DNA sequences (or base pairs),
alter the local DNA structure, inhibit access of activator or
repressor protein and ultimately affect the gene expression
process.3

A number of clinically useful drugs are obtained from nat-
ural products, like bleomyein,4 distamycin 5 and actinomycin.6

These molecules interact with DNA at multi-interaction sites
through hydrogen-bonding or π-stacking interactions. Great
efforts have been made to synthesize artificial molecules that
interact with DNA in a similar fashion. Macrocyclic com-
pounds have found utility in a number of medical applications.
Investigations have focused on tetraazamacrocycles owing to
their proved ability in binding biologically relevant metal ions.
For example, cyclen and cyclam and their derivatives have been
studied as carriers of metal ions in antitumor and imaging
applications.7 Most recently, a bis(Zn–cyclen) complex (Scheme
1) shows the potential to be a HIV-1 inhibitor due to the
selective recognition on a Uridine-rich sequence of RNA.8

Our interest in macrocycle chemistry motivates us to investi-
gate the macrocyclic dizinc() complex. LZn structurally
resembles bis(Zn–cyclen) due to the contained N4Zn subunits.
Other than the bridged structure of bis(Zn–cyclen), LZn is a
“coupled” bis-Zn–cyclen molecule. The structural flexibility of
LZn is expected to fine-tune the steric properties in recognition
of the base sequence in the DNA chain. It is reasonable to
envision that LZn has the ability to selectively recognize TpT or
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UpU rich sequences. Their binding strength and drug effect
might be improved due to the synergic interaction and host–
guest effects in the interaction with base sequences. Experi-
mental results reveal that LZn can interact with TpT to form a
stable 1 : 1 complex at pH = 7.4 in aqueous solution. This
complex also shows significant anticancer effects in certain cell
lines.

Results and discussion

Structure of [(N-bisdien)-Zn2(II)Cl2](ClO4)2

The X-ray structure of the LZn is shown in Fig. 1a. The mole-
cule consists of a [(N-bisdien)Zn2()Cl2]

2� cation and two per-
chlorate anions. Both Zn() ions are five coordinated and each
bind to four nitrogen atoms of the macrocyclic ligand and one
chloride anion. Each Zn() sit in a square pyramidal geometry
and interacts with Cl� in the axial position. The two chloride
anions bind with each Zn() from the same side with respect to
the plane of the macrocycle (Fig. 1b). N(2)–H, N(3)–H, N(6)–
H and N(7)–H directed to the same side as with Zn()–Cl(1)
and Zn(2)–Cl(2) bonds. The eight Zn()–N bond lengths are
significantly different and fall in the range of 2.045–2.411 Å,
indicating that the pyramidal structure is highly distorted. The
whole molecule geometry can be better described as a coupled
bis-pyramid.

Stability constants and species distribution of the 1 : 2
bisdien–Zn(II) complex system

The titration curve for the N-bisdien�8HBr (Fig. 2) indicates
a buffered region between a values, a = 0 to 4 and a = 4 to 8 by
a break with the remainder of the curve buffered at high
pH. The first buffer region corresponds to the deprotonation
of N-bisdien�8HBr to the tetra-protonated state N-bisdien�
4HBr. The following buffer region is the formation of totally
deprotonated states of the free ligand. The protonation con-
stants of N-bisdien have been reported previously.9 They were
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Fig. 1 (a) Perspective view of [(N-Bisdien)Zn2()Cl2](ClO4)2. Selected
bond lengths (Å): Zn(1)–N(3) 2.045(4), Zn(1)–N(1) 2.070(4), Zn(1)–
N(2) 2.128(4), Zn(1)–N(4) 2.411(3), Zn(1)–Cl(1) 2.2034(13), Zn(2)–
N(5) 2.068(4), Zn(2)–N(7) 2.071(5), Zn(2)–N(6) 2.157(4), Zn(2)–N(8)
2.388(4), Zn(2)–Cl(2) 2.2169(14). Selected bond angles (�) N(3)–Zn(1)–
N(1) 114.19(17), N(3)–Zn(1)–N(2) 86.36(17), N(3)–Zn(1)–Cl(1)
121.62(13), N(1)–Zn(1)–Cl(1) 123.58(12), N(5)–Zn(2)–N(7) 114.87(17),
N(5)–Zn(2)–N(6) 83.77(17), N(5)–Zn(2)–Cl(2) 118.31(13), N(7)–
Zn(2)–Cl(2) 126.24(13). (b) Side view of LZn showing the different
N–H bond directions.

Fig. 2 Potentiometric equilibrium curves for N-bisdien, and N-bisdien–
Zn() in 1 : 1 and 1 : 2 ratios. ([N-bisdien] = 0.10 M, µ = 0.100 M KCl,
t = 25 �C).

re-determined using the experimental conditions employed in
this work (Table 1). The potentiometric titrations for 1 : 1 and
2 : 1 ratios of Zn() to N-bisdien were conducted and the
species distribution curves for the 2 : 1 system are shown in
Fig. 3. It was found that the di-hydrolyzed species exist only in
the basic region pH 8.0–12.0. The tetra-coordinated dizinc
species reaches 82.0 % at physiological pH 7.40.

Interaction of LZn with dT and dG groups in dinucleotides

We initially tested the pH change of ZnL upon interaction
with 2�-deoxynucleosides (Fig. 4a). To an unbuffered solution
(pH = 7.41) of 0.50 mM LZn at 25 �C with I = 0.10 (KCl), was
added two equimolar amounts of dT. The pH drops to 7.27. In
this process, the recognition occurs through the coordination
bonds between the deprotonated imide N(3)H groups of two
dT with LZn to form a LZn–(dT�)2 complex (Scheme 2). The
complementary hydrogen bonds between the imide oxygens and
NH groups of the macrocycle may also be involved.

When 2 equivalents of 2�-deoxyguanosine (dG) were added
to 0.50 mM of LZn, the pH increased to 7.46. On interacting
with dG (Scheme 3), no proton was released and the suggested
binding model of the guanine groups (G) with the Zn() com-
plex was derived from the X-ray crystal analysis of a cyclen–
Zn() complex.10 On the other hand, 2� deoxycytidine (dC) and
2�-deoxyadenosine (dA) showed negligible pH changes (drop to

Fig. 3 Species distribution diagram for N-Bisdien–Zn() system in
1 : 2 ratio. (µ = 0.100 M KCl, t = 25 �C, TL = 0.001 M, TZn = 0.002 M).

Table 1 Logarithms of the protonation constants of N-bisdien
and the stability constants of its dinuclear Zn() complexes (t = 25 �C,
µ = 0.100 M KCl, L = N-bisdien, M = Zn)

Protonation constants

Symbol Equilibrium quotient LogKH
i

KH
8 [H8L]/[H7L][H] 1.98

KH
7 [H7L]/[H6L][H] 2.87

KH
6 [H6L]/[H5L][H] 3.84

KH
5 [H5L]/[H4L][H] 5.03

KH
4 [H4L]/[H3L][H] 8.35

KH
3 [H3L]/[H2L][H] 9.03

KH
2 [H2L]/[HL][H] 9.58

KH
1 [HL]/[L][H] 10.02

ΣKH
i [H8]/[L][H]8 50.70

Stability constants

Symbol Equilibrium quotient LogKH
i

K1 [LM2H2]/[H]2[M2L] 13.74
K2 [M2L]/[M][ML] 17.34
K3 [M2(OH)L][H]/[M2L] �1.08
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7.36 and 7.38 respectively), reflecting their weaker association
with LZn.

When adding dinucleotides TpT (0.50 mM), GpT (0.50 mM),
CpT (0.50 mM) or ApT (0.50 mM) to an unbuffered solution
of LZn (0.50 mM) under the same conditions as used for
2�-deoxynucleosides, the extent of the pH decrease by TpT
(to 7.13) was larger than that by dT (7.27) (Fig. 4b), suggest-
ing a cooperative binding of the two thymidine N(3)H
groups to LZn. With CpT and ApT, the pH values decreased
less than that by dT and TpT, further indicating that LZn
bound to a thymine group stronger than to dC or dA in CpT
or ApT respectively. With 0.50 mM GpT, the pH decrease (to
7.35) was less extensive, suggesting that one Zn() site bound
with G.

Fig. 4 pH changes of the unbuffered solution containing LZn
(0.5 mM, pH = 7.40 at 25 �C with I = 0.10 (KCl)) upon addition of
2�-deoxynucleosides (1.0 mM) and oligonucleotides (all containing
1.0 mM dT or T).

Among thymine nucleosides and nucleotides, dT (1.00 mM),
TpT (0.50 mM) and TpTpT (0.33 mM) (i.e., [T]total = 1.00 mM),
TpT brought the biggest pH drop (Fig. 4c), leading to a sugges-
tion that LZn most favorably bound to the two consecutive
thymidine bases in TpT, due to the synergic effect in forming a
LZn–T�pT� complex. The multipoint binding model was pro-
posed as shown in Scheme 4, in which the assigned H-bonding
with the N(3)H and N(7)H groups were suggested by the crystal
structure analysis of LZn.

Potentiometric titration of L–Zn with dT and TpT

The synergistic effect in the interaction of TpT with LZn was
quantitatively assessed by potentiometric titration of the tern-
ary systems (N-bisdien : Zn() : TpT = 1 : 2 : 1). In this study,
the deprotonation constant being used for dT is 9.45.11 The two
imide deprotonation constants for TpT are 9.55 and 10.25.12

For comparison, the titration curves for N-bisdien–Zn()–dT
systems in 1 : 2 : 1 and 1 : 2 : 2 ratios were also shown in Fig. 5.
The buffer pH region of the LZn system dropped significantly
in the presence of TpT, suggesting the successive deproton-
ation from two thymidylimide N(3)H on complexation with
LZn. The neutralization break at a = 8 was sharper, indicating
that TpT formed a stable complex with LZn. The stability
constants obtained by analyzing the complexation equilibria
are listed in Table 2. The complexation constant for log-
K[LZn(T�pT�)]/[LZn][TpT] was estimated to be 32.80, which is higher
than that of logK[LZn(dT�)2]/[LZn][dT] (29.01), indicating the strong
cooperative binding with TpT.

The species distribution curves for 1 : 2 : 2 N-bisdien–Zn()–
dT and 1 : 2 : 1 N-bisdien–Zn()–TpT systems are shown in
Fig. 6 and Fig. 7. The synergistic binding of LZn to TpT was
well illustrated by analyzing the species distribution diagrams.
The stable ternary complex LZn(T�pT�) formed between pH
7.0–11.0, reaching 50.2% at pH = 7.4. However only 12.0%
LZn(dT�)2 complex formed at physiological pH.

Fig. 5 Potentiometric equilibrium curves for N-bisdien–Zn()–TpT
(1 : 2 : 1) and N-bisdien–Zn()–dT (1 : 2 : 1 and 1 : 2 : 2) systems
([N-bisdien] = 0.10 M, µ = 0.100 M KCl, t = 25 �C).

Table 2 Complexation constants for N-bisdien–Zn()–dT and
N-bisdien–Zn()–TpT systems (µ = 0.10 M KCl, 25 �C, [LZn] = [dT]/
2 = [TpT] = 0.001 M, L = N-bisdien)

Stoichiometry

Quotient K LogKcomL Zn dT TpT

1 2 2  [LZn(dT�)2]/[LZn][dT]2 29.01
1 2 1  [LZn(dT�)]/[LZn][dT] 24.00
1 2  1 [LZn(T�pT�)]/[LZn][TpT] 32.80
1 2  1 [LZn(TpT�)]/[LZn][TpT] 26.10
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Scheme 2

Scheme 3

In vitro antitumor activity

The antitumor activities of the cationic dinuclear complex were
measured on P388, A549/ATCC and MCF7 cell lines. As
shown in Table 3, the complex possessed significant activity
against the p388 leukemia cell line when administered in water.
The percentage inhibition was 98.0% and 29.6% at 10�5 and
10�6 M respectively, with an IC50 value of 5.2 µM observed
(Table 4). Relatively low activities were displayed when the
complex was treated to A549/ATCC and MCF7 cell lines, with

Fig. 6 Species distribution diagram for N-bisdien–Zn()–dT in 1 : 2 : 2
ratio. (µ = 0.100 M KCl, t = 25 �C, TLZn = 0.001 M, TdT = 0.002 M).

Table 3 Percentage of growth inhibition against three cancer cell lines.
(The 1 : 2 N-bisdien–Zn() complex utilized was buffered at pH = 7.4)

Drug Conc. /�M 10.0 8.0 6.0 4.0 2.0 1.0 0.1
P388 98.0 83.4 57.3 46.2 38.5 29.6 1.6
A549/ATCC 54.0 44.2 37.2 28.6 17.1 10.1 0
MCF7 78.7 67.2 45.6 35.7 24.0 12.6 0

IC50 values of 8.8 and 6.7 µM, respectively. In comparison to
the dinuclear complex, cyclen–Zn had no effect on the tested
three cell lines at lower than 20 µM. In contrast to the majority
of antitumor azacrown metal complexes 7a–c LZn is the most
effective with the potential to become a tumor cell growth
inhibitor. The promised antitumor effects might be ascribed to
the selective recognition of the TpT-rich element on cell-DNA
molecules. Further biological applications of these compounds
are currently under investigation.

Fig. 7 Species distribution diagram for N-bisdien–Zn()–TpT in
1 : 2 : 1 ratio. (µ = 0.100 M KCl, t = 25 �C, TLZn = TTpT = 0.001 M).

Table 4 IC50 (µM) of LZn and cyclen–Zn on growth of three cancer
cell lines. (IC50 is defined as the concentration of drug where the growth
of the cell is one-half that of the control experiment)

Compound P388 A549/ATCC MCF7

LZn 5.2 8.8 6.7
Cyclen-Zn >20 >20 >20
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Experimental

Materials

All of the metal stock solutions for potentiometric studies are
reagent grade chloride salts prepared with doubly distilled
water and standardized by EDTA. CO2-free dilute-it ampules
of KOH were obtained from J. T. Baker Inc. KOH solutions
(about 0.1 M) were prepared with doubly distilled water and
standardized. The extent of carbonate accumulation (<1.8%)
was checked periodically by titration with a standard HCl solu-
tion. Thymidylylthymidine (TpT), 2�-deoxyguanylylthymidine
(GpT), 2-deoxyadenylylthymidine (ApT), 2�-deoxycytidylyl-
thymidine (CpT) and thymidylylthymidylylthymidine (TpTpT)
were prepared as their sodium salts by the literature methods 13

and were characterized by elemental analysis and 1H NMR.

Potentiometric equipment

A Corning 250 digital pH meter, fitted with Fisher full-range
blue-glass and Fisher calomel reference electrodes, was used for
potentiometric titrations. A Metrohm l0 mL capacity piston
buret was used for precise delivery of standard KOH. The solu-
tion to be studied was contained in a 75 mL jacketed glass cell
thermostated at 25.00 ± 0.05 �C by a circulating constant-
temperature water bath.

Potentiometric determinations

All pH calibrations were performed with standardized HCl
aqueous solutions to measure hydrogen ion concentrations
directly (p[H] = �log [H�]). The ionic strength was adjusted to
0.100 M with KCl. Titrations of the ligand in the presence of
metal ions in aqueous solution were conducted in the manner
described by Martell and Motekaitis.14 Cell solutions (in
general, 50.00 mL) were purged with a purified argon stream.
Standard base was introduced into the sample solutions with
a Metrohm piston buret. Experimenta1 runs were carried out
by adding increments of standard base to a solution containing
N-bisdien�8HBr plus other components such as KCl solution
and metal solution. The concentrations of the sample solu-
tions were l × l0�3 M for N-bisdien�8HBr. The titrations of
N-bisdien–Zn() in a 1: 2 ratio were carried out to investigate
the pH distribution of the complex. The pH range for accurate
measurements was considered to be 2–12. The pKw for the
aqueous system, defined as �log([H][OH]) at the ionic strength
employed was found to be 13.78.

Computations

Protonation constants and stability constants from the direct
titrations were calculated from the potentiometric data with the
program BEST. Species distribution diagrams were computed
from the measured equilibrium constants with SPE and plotted
with SPEPLOT.14

Preparation of [(N-bisdien)Zn2(II)Cl2](ClO4)2

The macrocyclic ligand N-bisdien was synthesized according to
a literature method.15 To a aqueous solution containing 0.10

Scheme 4

mmol of N-bisdien�8HBr was added 0.30 mmol of Et3N
(pH∼9.0), 0.20 mmol of Zn(ClO4)2�6H2O and 0.6 mmol of KCl.
After stirring for 2 h, colorless micro-crystals formed. Yield
78%; mp > 298 �C. Anal calc. for C16H40Cl4Zn2N8O8, C, 25.79;
H, 5.41; N, 15.04. Found, C, 25.45; H, 5.52; N, 15.17%.

In vitro antitumor studies

The tumor cell lines p388, A549 and MCF7 were grown as
suspension cultures in RPMJ 1640 medium containing 15%
fetal calf serum and 1% glutamine.16 The drug was dissolved in
water, with a maximum solvent concentration of 0.5%. The
growth inhibition was tested in log-phase cells after 48 h in the
presence of drug or solvent.

Crystallography

Single crystals suitable for X-ray analysis were obtained by
re-crystallization of [(N-bisdien)Zn2()Cl2](ClO4)2 from H2O–
MeOH solution at pH = 7.50. The X-ray structure was solved
by direct methods and subsequent Fourier difference tech-
niques, and refined anisotropically by full matrix least-squares
on F 2. Nonhydrogen atoms were refined with anisotropic ther-
mal parameters. Hydrogen atoms were included in calculated
positions refined with isotropic thermal parameters riding on
those of the parent atoms.

Crystal data. Crystal dimensions: 0.3 × 0.3 × 0.03 mm3,
C16H40Cl4Zn2N8O8, M = 745.10, orthorhombic, space group
Pna2(1), a = 25.6379(12) Å, b = 9.2441(4) Å, c = 12.2274(6) Å,
α = 90.0�, β = 90.0�, γ = 90.0�, V = 2897.9(2) Å3, Z = 4, Dc = 1.708
cm�3, F(000) = 1536, T = 110(2) K, Mo–Kα radiation, λ =
0.71073 Å. A total of 6838 (R(int) = 0.0480) independent reflec-
tions. Full-matrix least-squares refinement on F 2 converged to
R1 = 0.0498, �R2 = 0.1255 (I > 2α (I )), goodness of fit F 2 =
1.140.‡

Acknowledgements

This work was supported by a grant A-0259 from the Robert A.
Welch Foundation.

References
1 (a) Molecular basis of Specificity in Nucleic Acid-Drug Interactions,

eds B. Pullman and J. Jortnery, Klumer Academic, London, 1990;
(b) Bioorganic Chemistry: Nucleic Acids, ed. S. M. Hecht, Oxford
University Press, Oxford, 1996; (c) B. H. Geierstanger and D. E.
Wemmer, Annu. Rev. Biophys. Biomol. Struct., 1995, 24, 436–493;
(d ) E. T. Kool, Chem. Rev., 1997, 97, 1473; (e) C. S. Chow and F. M.
Bogdan, Chem. Rev., 1997, 97, 1489.

2 (a) B. L. Iverson, K. Shrender, V. Karl, P. Sansom, V. Lynch and J. L.
Sessler, J. Am. Chem. Soc., 1996, 118, 1608–1616; (b) D. L. Boger,
D. L. Hertzog, B. Bollinger, D. S. Hohnson, H. Cai, J. Goldberg and
P. Turnbull, J. Am Chem. Soc., 1997, 119, 4977–4986; (c) Z. Guo,
P. J. Sadler and E. Zang, Chem. Commun., 1997, 27–28.

3 (a) C. Zimmer and U. Wahnert, Prog. Biophys. Mol. Biol., 1986, 47,
31–112; (b) C. Denison and T. Kodadek, Chem. Biol., 1998, 5, 129–
145.

4 (a) R. A. Manderville, J. F. Ellena and S. M. Hecht, J. Am Chem.
Soc., 1995, 117, 7891–7903; (b) J. Stubbe and J. W. Kozarich,
Chem. Rev., 1987, 87, 1107–1136; (c) A. M. Calafat, H. Won and
L. G. Marzilli, J. Am. Chem. Soc., 1997, 119, 3656–3664.

5 (a) M. L. Kopka, C. Yoon, D. Goodsell, P. Pjura and R. E.
Dickerson, J. Mol. Biol., 1985, 183, 553–563; (b) M. Coll, C. A.
Frederich, A. H. J. Wang and A. Rich, Proc. Natl. Acad. Sci. USA,
1987, 84, 8395–8389; (c) J. G. Pelton and D. E. Wemmer, J. Am.
Chem. Soc., 1990, 112, 1393–1399; (d ) E. L. Fish, M. J. Lane and
J. N. Vournakis, Biochemistry, 1983, 27, 6026–6032.

6 (a) S. Kamitori and F. Takusagawa, J. Mol. Biol., 1992, 225, 445–
456; (b) C. Lian, H. Robinson and A. H. J. Wang, J. Am. Chem. Soc.,
1996, 118, 8791–8801.

‡ CCDC reference number 209806. See http://www.rsc.org/suppdata/
ob/b3/b308358f/ for crystallographic data in CIF or other electronic
format.

4246 O r g .  B i o m o l .  C h e m . , 2 0 0 3 , 1,  4 2 4 2 – 4 2 4 7



7 (a) R. J. Motekaitis, B. E. Rogers, D. E. Reichert, A. E. Martell
and M. J. Welch, Inorg. Chem., 1996, 35, 3821; (b) J. M. Connett,
C. J. Anderson, L. Guo, S. W. Schwarz, K. R. Zinn, B. E. Rogers,
B. A. Siegel, G. W. Philpott and M. J. Welch, Proc. Natl. Acad.
Sci.USA, 1996, 93, 6814; (c) Y. H. Jang, M. Blanco, S. Dasgupta,
D. A. Keire, J. E. Shively and W. A. Goddard, J. Am. Chem. Soc.,
1999, 121, 6142; (d ) E. Brucher and A. D. Sherry, in The Chemistry
of Constrast Agents in Medical Magnetic Resonance Imaging,
ed. A. E. Merbach and E. Toth, John Wiley, New York, 2001, ch. 6;
(e) C. S. Cutler, M. Wuest, C. J. Anderson, D. E. Reichert, Y. Sun,
A. E. Martell and M. J. Welch, Nucl. Med. Biol., 2000, 27,
375.

8 E. Kikuta, S. Aoki and E. Kimura, J. Am. Chem. Soc., 2001, 123,
7911–7912.

9 J. Gao and A. E. Martell, Inorg. Chim. Acta, 2003, 343, 343–
346.

10 M. Shionoya, T. Ikeda, E. Kimura and M. Shiro, J. Am. Chem. Soc.,
1994, 116, 3848–3859.

11 A. E. Martell,R. M. Smith and R. J. Motekaitis, NIST Critically
Selected Stability Constants of Metal Complexes, Gaithersburg,
MD 20899, USA, 2001.

12 E. Kimura, M. Kikuchi, H. Kitamura and T. Koike, Chem. Eur. J.,
1999, 5, 3113–3123.

13 (a) T. Murata, T. Iwai and E. Ohtsuka, Nucleic Acids Res., 1990, 18,
7179–7286; (b) N. D. Sinha, J. Biernat, J. McManus and H. Koster,
Nucleic Acids Res., 1984, 12, 4539–4558; (c) Methods in Molecular
Biology, Protocols for Oligonucleotide Conjugates, ed. S. Agrawal,
Humana Press, Towata, vol. 29,1994.

14 A. E. Martell and R. J. Motekaitis, Determination and Use of
Stability Constants, 2nd edn., VCH, New York, 1992.

15 A. Bianchi, S. Mangani, M. Micheloni, V. Nanini, P. Orioli,
P. Paoletti and B. Seghi, Inorg. Chem., 1985, 24, 1182–1187.

16 (a) M. C. Ally, D. A. Scudiero, P. A. Monks, M. L. Hursey, M. J.
Czerwinski, D. L. Fine, B. J. Abbott, J. G. Mayo, R. H. Shoemaker
and M. R. Boyd, Cancer Res., 1988, 48, 589; (b) M. R. Boyd and
K. D. Paull, Drug Dev. Res., 1995, 34, 91.

4247O r g .  B i o m o l .  C h e m . , 2 0 0 3 , 1,  4 2 4 2 – 4 2 4 7


