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The Effect of Alarelin on the Sex Steroid Receptors of Entopic and Ectopia Endometrium in Experimental En-
dometriosis in Rats ZHENG Cheng-yu, XIE Mei-ging, Y ANG Dongzhi, CHEN Xue-huang, CAI Xue-ying. (Department
of Obstetrics and Gynecology, Sun Yat-sen Memorial Hospital, Sun Yat-sen University of Medical Sciences, Guangz hou 510120,
China)

Abstract [Objective] To study the effect of alarelin on experimental endometriosis in rats measure the changes of the sex
stewid receplors in entopic and ectopic endometrium for exploring the mechanism of the effect of alarelin on endometriosis. [ Meth-
0ds) 27 rat models of endometriosis were divided into 2 groups (at random), model group and non-treatment group alarelin group
with alarelin 30 g (kg°d) ' injected subcutaneously for 4 weeks. After treatment, the immunoperoxidase staining method was
adopted to measure the changes of sex steroid receptors in entopic and ectopia endome trium. [ Results] The entopic endometrium and
the ectopia cyst w ere suppressed and atrophied dramatically in alarelin treated rats profound suppression of explant volume w as also
occurred. The rate of inhibition in alarelin treated rats was(68 £44)%. Estradiol receptor (ER) was obviously depressed within en-
topic endometrium in alarelin treated rats and a negative correlation between ER in entopic endometrium epithelial cells and the inhi-
bition rate was found. How ever alarelin failed to result in obvious change neither in ectopia endometrial ER nor in entopic and ectopia
endometral PR. [Conclusion] The alarelin causes dramatic atrophy and suppression of endometriosis and the supressive effect on en-
topic endometrium in rat may be mediated by ER, while the mechanism involved in its inhibitory effect on endometrial implants may
not be related to ER or PR. Measurement the changes of ER in entopic endometrium epithelial cells may do a favor in doping out cu-
rative effect on endometriosis.

Key words: disease model animal; alarelin; endometriosis; receptors estwgen; receptors, progesterwne

( ) . (GnRH-a) 20
) ) 90 )
. , GnRH-a ., 20
(ER). (PR) 90 .
) GnRH-a SD
:2001— 09— 23
(991019); (A1999170)

(19747,



2 SD 115
=+ .
Pearson
1 #MHE5F& 2 %
1.1 2.1
. SD 42 60 ~
80 d, 200 ~ 300 g. ) s Wilcoxon ,
s (P<<0.01), s
1.2 , 1.
( )9 CnRH*a ’ ’
, 150 Hg, R ;
1.3

1.3.1 AFEERaE I ANNA

b

(i

3/0

27
’ ; 30 tg/
kga 1 4
1.3.2 74538 AR 3 42 ot 6948 )
(V=1°b"h),

1.3.3 E4{z5 F 43R 49 ER.PR W &
ER. PR SP
ER.PR ;ER. PRSP ,

+ (<25%) .+ 6% ~
50%) A+ (51% ~ 75%) . +++ & 75%) 4
1.3.4 E4shb H45 NGy ER 232 5 F43 R B
B ABFE P AT

100%; ER
+.+ At 4 , 1.2.3.4
ER

1.4

1
Table 1  The growth of the ectopia cyst after treatment ( x F=5)

Before treatment  After treatment

G n

roup (mm’) (mm”)
M odel 12 1254101 73451
Alarelin 15 163+121 28+22 P

1) vs before treatment, P<_0. 01

2.2 ER, PR
2~ 5 2
ER
(P <0.05),
ER. PR
CP>0.05).
2.3 ER
(68 +44) %,
ER
(r=-—0.407, P<<0.05);
ER,
ER

(P>
0.05).
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2 4 SD ER

Table 2 The effect of alarelin on the ER of entopic endometrium in rats

Endometrium epithelial cellsC n ) Stroma cells( n ) Glandular epithelial cellsC n )
Gwoup n
+ + + =+ + +H + + +H A
Model 12 5 3 2 2 4 2 4 2 5 3 3 1
Alarelin 15 12 2 1 10 3 2 12 2 1
vs model group, P<0. 05
3 4 SD PR
Table 3 The effect of alarelin on the PR of entopic endometrium in rats
Endometrium epithelial cells( 5 ) Stroma cells( ) Glandular epithelial cellsC 7 )
Gwoup n
+ + At =+ + + A + + A
M odel 12 5 3 2 2 2 4 5 1 4 2 5 1
Alarelin 15 7 5 1 2 2 4 7 2 5 6 2 2

vs model group, P=> 0. 05

4 4 SD ER
Table 4 The effect of alarelin on the ER of ectopia endometrium in rats

Endometrium epithelial cellsC n ) Stroma cells( n)
Group n
=+ + ++ =+ =+ + ++ =+
Model 12 7 2 2 1 6 3 3
Alarelin 15 9 3 3 10 3 1 1
vs model group, p=> 0. 05
5 4 SD PR

Table 5 The effect of alarelin on the PR of ectopia endometrium in rats

Endometrium epithelial cells( n ) Stroma cellsC n)
Group n
+ + ++ - + + ++ -
Model 12 3 3 2 4 6 5 1
Alarelin 15 6 6 2 1 7 7 1
vs model group, P> 0. 05
303 it L ‘ + fak
mar ’ °
3.1 3.2 SD
SD ,
s .
’ N ’
s , 3 s
s
s . s
. 42 .
s 27 ) ) ,



SD

117

ER.PR

ER.PR
PR

ER.

ER

]
PR

ER . Lessay PR

ER

b

4]
; Brandenberger[ ]

5]
ERB

M atsuzaki
ER-a

ER
; Fujimoto

(e ER-a

[2

ER
ER
| D)

20%

3
ERESSV '

b

[7 ER

Georgiou

Misao

o

L8

A

(4

(PR-A) B (PR-B) mRNA
PR-B mRNA

PR-B mRNA s

[6

ER ER

[7

ER
GnRH-a E

[8

Ex
ER

ER

E ER

ER.
PR

ER.PR
ER.PR

ER.PR

ER.

ER
ER.PR
ER

[J. , 2001, 22(2): 106.
Rajkum ar K, Schott P W, Simpson C W, etal. The ratas an ani-
mal model for endometriosis to examine recurrence of ectopic en-
domtrial tissue after regression| J| . Fertil Steril, 1990, 53(5). 921.
Lessay B A, Metzger D A, Haney A F,

tochemocal analysis of estrogen and progesterone recepters in en-

et al. Immumohis-
dometriosis; comparison w ith normal endometrium during the men-
strual cycle and the effect of medical therapy[ J] . Fertil Sterl

1989, 51(3) 409.

Brandenberger A W, Lebovic D I, Tee M K, et al. Oestrogen re-
ceptor ( ER)-alpha and ER-beta isoforms in nomal endometrial
and endometriosis-derived stromal cells[ J] . Mol Hum Reprod,

1999, 5(7): 651.

Matsuzaki S, FukayaT, Uehara S, et al. Characterization of mes-
senger RNA expression of estrogen receptor-alpha and -beta in pa-
tients with ovarian endometriosis[ J] . Fertil Sterik 2000, 73(6).

1219.

Fujimoto J, Hirse R, Sakaguchi H, ef al. Expression of oestro-
gen receptor-alpha and -beta in ovarian endometriomatal J] . M ol
Hum Reprod, 1999, 5(8): 742.

Georgiou I, Syrrou M, Bouba I, ef al. Association of estrogen re-
ceptor gene polymorphisms with endometriosis[ J] . Fertil Steril

1999, 72(1): 164.

Misao R, Iwagaki S, Fujimoto J, ef al. Dominant expression of
progesterone receptor form B m RNA in ovarian endometriosig J] .

Horm Res, 1999, 52(1); 30.



