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A series of cytotoxic activities (ED,) in vitro against six human cancers (lung cancer, uterine can-
cer, skin cancer, brain cancer, colon cancer and adenocarcinoma) and their seventeen cell lines of
3,6-bis(2'-pyridyl)pyridazine, 1, 3,6-bis-(6'-methyl-2'-pyridyl)pyridazine, 2 and their transition metal,
Ni(II), Cu(II) and Zn(Il) complexes, 3~6 were measured. Particularly, the results revealed that the
cytotoxic activities against the brain cancer cell line (SNB-19) and the colon cancer cell line (SW62)
of bis-[3,6-bis-(6'-methyl-2'-pyridyl)pyridazine-&*N*,N*|chlorocopper(IDperchlorate, 4 were shown to
be higher than that of the first generation anticancer agent, Cis-platin.
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Fig. 1. Ligand compounds, (1): 3,6-bis(2'-pyridyl)pyridazine, (2):
3,6-bis(6'-methyl-2'-pyridyl)pyridazine and transition metals.
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Fig. 2. Structures of transition metal complexes (3)~(6) with ligand
(1) and (2).
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Table 1. The hydrophobicities of the ligand compounds and
transition metal complexes and their net growth inhibition activities
(EDy,: ppm) in vitro against various human cancer cell lines

No. logP A B C D E
1 2.070 524 4.77 6.05 1.88 3.79
2 2.783 12.26 17.80 13.08 16.44 16.02
3 -0.298 29.73 17.24 26.47 18.84 20.42
4 1.799  <1.25 <1.25 236 <1.25 25.27
5 0.164 17.93 21.07 14.88 17.25 5.26

[=)}

-4.636  >40.00 22.04 26.18 23.77  >40.00
Cp? -0.980 1.24 0.83 0.79 0.88 2.13
A: Lung cancer (A549), B: uterine cancer (SKOV-3), C: skin cancer

(SK-MEL-2), D: brain cancer (XF498), E: colon cancer (HCT15), Cis-
platin.
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Table 2. The net growth inhibition activities (EDy: ppm) in vifro

against various human cancer cell lines of Cis-platin and Cu(Il)
complex (4)”

Cancer cells Cis-platin 4

DLD-11% 323 2.46
SK-MEL-5% 1.16 1.33
SK-MEL-28° 1.94 1.37
LOXIMVI? 0.23 1.00
MALME-3M 1.06 3.28
M14° 1.19 1.48
SNB-199 1.12 0.67
SNB-75% 1.20 2.83
SNB-78% 1.12 1.85
U251 0.99 0.97
SF-2989 0.87 1.60
SW620° 3.26 1.74

“Papent pending (2005), ®Adenocarcinoma, “skin cancer, “brain cancer,
colon cancer.
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