Chapter V

Discussion

MCF-7

The classical estrogenic response (Wang et. al., 1996) to estradiol was

in Fi : entra 10 . 1070 M), the proliferative effect
was showed with the maxi um gmﬁcant proliferation at 10" M.

At high concentration

C otox1c effect) was showed at
the concentration of lated as this experiment was

aimed to find ou ant extracts and estradiol

combination.
P. mirifica extr : ] ect at the low concentrations and
antiproliferative efft coticentrati i effect) on ER” breast cancer

 that of phytoestrogen such as
al., ang and Kruzer, 1997; Zawa and
Duwe, 1997; Constantlnousgtmlk% 3, Shav.er. al., 2000). Therefore the results
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from the experimelif could confirm that

The effects cEP. miri
effect of the extracts Qn CF 7 were fouag to be depended on the concentration of

the extractﬂ % m % &I %@Wﬁzq ﬂijonstantmous et. al.,

1998). The pioliferative effect at low concentration might depend on the presence of
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estrogen receptor of MCF-7, two pathw:lys were suggested in the marked inhibition

ilar tﬁhat of phytoestrogens as the

of cellular proliferation at high doses phytoestrogens. One group suggested that the
inhibitory effect was ER independent because the antiproliferative effect was showed
in both ER" and ER" cells. (Wang et. al., 1996; Shao et. al., 2000). It was related to
the inhibition of DNA topoisomerase II, tyrosine kinase activity of growth factor
(Markovits et. al., 1989: Osborne, 1999: This et. al., 2001). But the other showed
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that the growth inhibitory effects of high extract concentrations were much higher in

the presence of estradiol (Shao et.al., 2000). This indicating that the extract might act
" in ER" cell the ER pathway.

P. lobata, which was reported to contain high amount of puerarin as well as
daidzein (Kaufman et. al., 1997: Gurerry et. al., 2000) but showed no proliferative

effect. It might result from the absent of miroestrol and its derivative which was

MCF-7 cells might deri 1cal constitute contained the
of phytosterols such as

95; Awad, Downie, and

: ;

on MCF-7 cell line. The strong: ve effect might derive from quercertin
and hopeaphenol( utt@ara‘ﬁﬁﬁﬁé't" al.; 2001). . Thetwo chemicals exhibited low ICso
in cancer cell ling LM CE= r,:‘:__‘:___;_r:_-_- ad-Ketigei '97;Oyama et. al., 1999)

The increments of 1ight directly increase the

aemy i act-
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antlprohferatlve response. At 1 ug/ml, P. mirificasexpressed the highest proliferative
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respo%sive difference might be due to the difference in chemical ingredient of the

cytotoxic effect. (

tested plant extracts themselves.
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P. mirifica extract showed high estrogenic and high cytotoxic. At cytotoxic
dose (high dose), the combination of the plant extract with estradiol showed the
increment of cytotoxicity. In the presence of estradiol, phytoestrogens behaved as a
competitive inhibitor with low affinity for the binding of ER and thus decreasing the
proliferation effect of the eatradiol (This e. al., 2001)

P.lobata extract showed weak estrogenic effect as well as weak cytotoxic

effect. Thus the combination of the extract with estradiol showed non-significant
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d n‘ pr(ﬁ-tffect at low concentration but

content in B. superba were

response on both cellular prolif

B. superba e)&e

cytotoxic effect at

found to be in these@tegof? . t id anc avon oid glycoside (Raksilapa, 1995
Yavada and Redd Y. n 00 ) hich were not classified as
the group of phytoe o y antiproliferative effect because
the chemical constit ols' which were proved to be anticancer

agents (Awad, Dow ndfFink; : ( : Awa , Fink and Kim, 2000; Awad,
Williams and Fink, 24 \38iidmgs, cstraioNdid not therefore influence the
response of MCF-7 to B. sup i § t possible to develop B. superba
into an anti-breast cancer g_rpﬂimT D\?’ > fact that the EDs value is greater than
100 pg/ml, the f&luctml t not suit: €

of purified phytoeh

M. collettii extragt,showed no estragenic effect but high cytotoxic effect. The

combinaidpfi g &/ e i e forement o ot

The additiofilof low dose estradlg,l might also add up the estro%e‘r'nc effect of high

p:% ﬁTﬁﬁ:ﬂ ﬁw ﬂ‘wdﬂ Wﬁ‘ﬂfﬁfﬁ of the treated

ant extract.
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HeLa

The classical biphasic effect of estradiol did not express in HeLa cell line due

to the fact that HeLa was an ER" cell line

)

P. mirifica extract showed no proliferative effect on the growth of HeLa cell
line as HeLa was an ER" cell line. At high concentration, P. mirifica extract showed

markedly inhibition of the cellular proliferation This effect is similar to that happen

in MCF-7 and was probably. rélate inhibition of tyrosine kinase activity of

P. lobata ex Wed no proliferative effeCt and antiproliferative effect. It
might derived fro jact that/ P, ’ ntamed 10w content of phytoestrogens
(Kaufman et. al., 1897: @u ¢ Ve ; ) ) as ed with of P. mirifica. Thus
P. lobata did not shof the hihfantiprolifer

B. superba ‘at high ico @ '_J' and, | 000 pg/ml) showed markedly

inhibition of the celldlar proli aw out from the experiment that

B. superba extract exhibifed” 2 agent as it contained phytosterol

(B-sitosterol, stigmastero ich were the group of anti-cancer

, 2000; Awad, Downie,
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plant chemicalsyRaksilapa,

Fink and Kim, 2 .w‘

M. collettii sHowed markedl g(‘ohferatlve ﬁeci because it contained

qucertn ﬂ bbgesphend! (W ithetipbab #) dL 20

compound( yama et. al., 1999)4Thus, the antarohferatlve effect,of M. collettii on
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ich were very toxic
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The comparisons of the four types of extracts on HeLa cell line at the same
concentration showed no different proliferative effect. P. lobata extract showed the
lowest antiproliferative effect as its chemical constituents contained low amount of
the high potential phytoestrogen such as genistein. M. collettii extract showed the
highest antiproliferative effect as it contained the high cytotoxic compounds, qucertin

and hopeaphenol. (Ohyama et al., 1999: Roengsamran et. al., 2000)

MCF-7 versus HeLa

The results from.this stud ‘-! providedsthe evidence that P. mirifica inhibition
of the ER * cell, MC

showed antiprolife

aot.occur through ER as the extract

l? :{\&"f:\} ThlS study and others had
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demonstrated that

\ similarly in ER" and ER"
human breast can gﬂ& 06 \~ o a . arzer, 1997: Constantinous et.
al., 1998: Shao et. .jBut the gro l' m 1h - itory effects of the high extract

i ‘ il \ tradlol. It should indicated that
v : \\\ act act in ER" cell. So the
rogens fare stil wot clear and the study in the

molecular level will help'to éxpléin the mechanism of this effect.
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