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Abstract

Baicalein, a major component
present in the root of Scutellaria
baicalensis GEORGI, has been reported
previously to inhibit the cell growth rate
on human hepatoma cell Ilines
(PLC/PRF-/5 and Hep-G2), human liver
cell and human pancreatic cancer line.
Furthermore, baicalein was found to
suppress proliferation not only on
vascular smooth muscle cells but also
on T-lymphoid leukemia cells through
reducing the protein tyrosine kinase
activity and protein kinase C activity
induced by PMA. In our previous study,
it was found that baicalein possessed
antioxidative ability and antitumor
promotion induced by TPA in CD-1
mice skin. In this study, to clarify the
working mechanism of baicalein, we
investigate the wupstream signaling
pathways which lead to the gene
expression during the baicalein-
protected tumor promotion in mouse
skin. We examine the expression of
PKCa, c-Raf, MEK-1, ERK1/ERK2, c-
Fos, c-Jun and c¢-Myc. The results
showed that mice skin pretreated with
three different concentrations of
baicalein (0.4 mM, 0.8 mM and 1.0 mM)
result in the reduction of the expression
of PKCa, c—Raf, MEK-1, ERK1/ERK2,
c-Jun and c-Myc by a dose-dependent
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manner.  More  mitogen-activated
proteins and early gene products will be
mvestigated. In conclusion, our results
show that the inhibitory effect of
baicalein on tumor promotion may
involve the suppression of the MAPKs.
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Table | Inhibitory effect of topical application of baicalein on TPA-induced edema of mouse ears

Group Treatmenta Weight/punch/mg inhibition / %b
1 Acetone 150 % 314 -
2 TPA 1662 * 270 -
3 Baicatein (0.08 nmol)+ TPA 1317 £ 1.85% 38
4 Baicalein (0.16 nmol)+ TPA 1237 £ 2.21* 47
5 Baicalein (0.2 nmol)+ TPA 1175 & 2.05* 53

2 Mouse ears were treated with acetone (20 /1), TPA (0.5 nmol) in acetone (20 1) or TPA (0.5 nmol) together with
baicalein in acetone (20 g 1). Five hours later, the animals were killed and ear putiches (diameter 6 mm) were weighed. The
data represent the mean * 5D from 6 mice/group.

¥+ < 0.001. Statistically different from TPA group, r-test.

b Percentage of inhibition (%) = [Group 2 - Group 3 (or 4, or 5)] / [Group 2 - Group 1] X 100%.

‘Table 2 Inhibitory effect of topical application of baicalein on the TPA-induced morphological changes in epidermis

Grouﬁ "'I“re.a-tllm;,ntﬂ No. of epidermal Epidermal thickness Leukocyte Intercellular
layers (pm) infiltrationb edema®
I A;Jme S 2_3 o —-—1-5,_63i5.12 0 0
2 TPA 4-7 70.00+16.58 ++ +
3 TPA + Baicalein (0.08 nmol)  3-6 53.75%17.85* ++ 0
4 TPA + Batcalein (0.16 nmol)  3-5 484315 14% ++ 0
5 TPA + Baicalein (0.2 nmol) 24 45751847+ + 0

a Mice were treated topically with acetone (200 g 1), TPA (5 nmol) in acetone (200 g1}, or TPA (5 nmol) together with
baicalein in acetone (200 {1} twice a day for four days. The animals were killed 18 h after the last dose and skins
were processed for histological tests. Dala are expressed as the mean = SD from 6 mice/group.

* P <001, ** P <0.001. Statistically different from TPA group, /-test.

b Leukocyte infiltration that was slight (+) or serve (+-+) was characterized by diffuse infiltration of mononuclear
infiitratory celis in the denmis when compared with the acetone controls.

¢ Intracellular edema was scored as present (+) or absent ().



Fig. 1 Western blotting examination of the effect of Baicalein on TPA-induced
the expression of MAP cascade kinases
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Fig.2 Western blotting examination of the effect of Baicalein on TPA-induced
nuclear-protocogenes protein
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Fig.3 Western blotting examination of the effect of Baicalein on TPA-induced
the expression of PKC-a and phosphotyrosine protein
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