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The Action Mechanism of Tamoxifen Via Estrogen Receptor on Uterine Leimyoma
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Objectives: To investigate the distribution of ERo,, ERB, c-fos and c-jun in the uterine myoma and
myometrium in oder to know how the tamoxifen cause the growth of myoma.

Methods: Myoma and myometrial tissue were obtained from the postmenopausal women treated
with tamoxifen in the patients with breast cancer and in the premenopausal patients, who were undergoing
myoma of uterus from 1998 through 2000. The espression of each gene was quantitated with quantitative
RT-PCR.

Results: The expression of ERo. was slightly increased in the myoma than the myometrium in the
proliferative phase, and was slightly decreased in the myometrium than the myoma in the secretory
phase. However it was not significant statistically. In the postmemopausal women treated with tamoxifen,
ERa was expressed in all myoma and myometrial tissues and the expression was not statistically
significant. The expression of ERB was slightly increased in the myometrium than the leiomyoma in the
proliferative and secretory phase, but it was not significant statistically. In the postmemopausal women
treated with tamoxifen, the expression of ERB was significantly incresed in the myometrium than the
leiomyoma. The expression of c-fos was significantly increased in the myometrium than the leiomyoma
in the proliferative and secretory phase. In the postmemopausal women treated with tamoxifen, the
expression of c-fos was slightly increased in the leiomyoma than the myometrium, however, it was not
statistically significant.

Conclusion: Tamoxifen may cause the growth of leiomyoma by ERa with AP-1 pathway reducing .
the counteraction of ER(} to ERa.
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Total RNAE RNase™ kit (Qiagen®)E 0] 48} ¥
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column®ll A AIZ! thd, RW1 buffer2 &9, RPE
buffer® FH Al gt} 7)o RNase7t §lE 7/
450 ulE 2AAHA A78EE 10,000 pmol A 1
B A48t RNAE 4&3u 1, OA] 57
50 WE 3 o &7l 18] oligo dTE ©]
439 mRNAE FZ3t} #2318 RNAY 5=9
%2 spectrophotometerS ©]-8-3}o] ARt}

3. Semiquantitative RT-PCR
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PCR ZA|9] 10 ulE, ethidium bromide”} 1= TBE
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Figure 1. Relative ERot mRNA levels in human myo-
metrium (PM) in proliferative phase, leiomyoma (PL) in
proliferative phase and in human myometrium (SM) in
secretory phase, leiomyoma (PL) tissue in secretory ph-
ase and in human tamoxifen treated myometrium (TM)
and Tamoxifen treated leiomyoma (TM) tissue. The bars
represent Mean=XSE. To allow comparison of data obta-
ined from samples from different patients and generated
in different experiments. The quantitation of the myome-
trium was normalized to 1.
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Figure 2. Relative mRNA levels Relative ERf mRNA
levels in human myometrium (PM) in proliferative ph-
ase, leiomyoma (PL) in proliferative phase and in human
myometrium (SM) in secretory phase, leiomyoma (PL)
tissue in secretory phase and in human tamoxifen treated
myometrium (TM) and Tamoxifen treated leiomyoma
(TL) tissue. The bars represent MeantSE. To allow
comparison of data obtained from samples from different
patients and generated in different experiments. The qu-
antitation of the myometrium was normalized to 1. *p<
0.05

oA AFHBEZRT} 9.5% Do) T Yoot
FAAoE ool gidrt (Figure 1).
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A A BUTH (p<0.05) (Figure 2). 0]+ olnlg &
Al FoJA] AFF2Fo)A ERBY HH L A A
7)1 E}EAl o] 2 ERaE B4 agonistic action.
2 32T AR 7jdez A4e 4 9o

-340-

PLPM PLPMSLSMTMTLTM TL TM TL

c-fos

160
140
120
100
80
60
40
20
0

213

§
§
N\
L

PM PL SM SL TM TL

Figure 3. Relative c-fos mRNA levels in human myo-
metrium (PM) in proliferative phase, leiomyoma (PL) in
proliferative phase and in human myometrium (SM) in
secretory phase, leiomyoma (PL) tissue in secretory ph-
ase and in human tamoxifen treated myometrium (TM)
and Tamoxifen treated leiomyoma (TL) tissue. The bars
represent Mean®SE. To allow comparison of data obta-
ined from samples from different patients and generated
in different experiments. The quantitation of the myome-
trium was normalized to 1. * p<0.05
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Figure 4. Relative c-jun mRNA levels in human myo-
metrium (PM) in proliferative phase, leiomyoma (PL) in
proliferative phase and in human myometrium (SM) in
secretory phase, leiomyoma (PL) tissue in secretory ph-
ase and in human tamoxifen treated myometrium (TM)
and Tamoxifen treated leiomyoma (TL) tissue. The bars
represent Mean+SE. To allow comparison of data obta-
ined from samples from different patients and generated
in different experiments. The quantitation of the myome-
trium was normalized to 1.

A AEFRY cjun AR o] 1] 2]29]
Al 24T (p<0.05) (Figure 4).
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