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[ Abstract | Objective: To investigate the pharmacodynamics and mechanism of Chaijin Sanjie prescription
(CJSJP) on rat mammary gland hyperplasia, in order to provide experimental basis for the research and
development of new Chinese medicine. Method: SD rat model of mammary gland hyperplasia was established
through exogenous intramuscular injection with estrogen and progesterone. After successful establishment of the
model, the rats were randomly divided into normal group, model group, and low, medium and high-dose CJSJP
groups (3.13, 6.26, 12.52 g-kg ') and Rupixiao (0.517 g-kg™') group, with 9 rats in each group. After 28
days of administration, estradiol ( E, ), progesterone ( P ) and rolactin ( PRL ) were measured by
radioimmunoassay, uterus and ovary coefficients were calculated; nipple diameter and breast histopathology were
observed, estrogen receptor-a ( ER-a) expression in mammary gland was measured by immunohistochemistry, and

gonadotropin-releasing hormone ( GnRH ) and gonadotropin-releasing hormone receptor ( GnRH-R) mRNA
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expressions in hypothalamus, pituitary were measured by Real-time PCR. ICR mice were randomly divided into
normal group, low, medium and high-dose CJSJP groups (5.2, 10.4, 20.8 g-kg ') and Luotongding group
(0.038 6 g-kg ') according to their body weight. Twelve mice in each group were given drugs for 7 days, and
0.6% acetic acid was injected intraperitoneally for 30 minutes after the last administration. The writhing times were
observed within 15 minutes. Result; Compared with the normal group, the diameter of nipple was widened, serum
E, was significantly increased (P <0.01), breast tissue proliferation and ER-a expression were increased in model
group. compared with model group, the diameter of nipple was significantly decreased in high dose group of CJSJP
(P<0.05), E, was decreased in all dose groups of CJSJP, pathological score of breast hyperplasia was decreased
in middle and high dose groups of CJSJP, GnRH mRNA in hypothalamus was decreased in all dose groups of
CJSJP. The writhing times of mice in high dose group of CJSJP was decreased (P <0.05). Conclusion: Chaijin

Sanjie prescription can improve the lesions of breast hyperplasia. The therapeutic mechanism may be related to the

regulation of GnRH gene expression in hypothalamus and the decrease of estrogen receptor expression.
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Table 2 Effect of Chaijin Sanjie prescription( CJSJP) on nipple’s diameter in SD rats with hyperplasia of mammary glands(x +s,n=9) mm
3 i A A 2
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R KSHEFINIBEBEXRTFEPERBOZMW (2 =5,
n=9)
Table 3 Effect of CJSJP on uterine and ovary organ coefficient in

SD rats with hyperplasia of mammary glands(x +s,n=9) mg-g~'

2 53 /g kg™ TERH IR
B - 2.81 +1.26 0.44 +0. 10
LAY - 7.05 +3.67" 0.34 £0.09"
S A LA T 3.13 2.45 +1.37% 0.39 0. 14

6.26 2.65 +0. 82 0.41 0. 04
12.52 2.20 £0.55% 0.36 0. 05
FLIREIH 0.517 2.64 +1.41% 0.39 0. 10

HHIERARED P <0.05,2P<0.01; 5884 D P <
0.05,P<0.01(£4~8M),

T4 LEHEFNABREEARDFTRRNZM(x£5,n=9)
Table 4  Effect of CJSJP on serum hormone in SD rats with

hyperplasia of mammary glands(x +s,n=9)

w9 ) E, P PRL
: Jgkg™' /mgel”! /pg-L”! JmU-L"" ATEFEAL B AL, C ~ B 58 4 155 I 6 b 85 R 0201 F. SLIE DY
, (2 [7)
i - 15.42+14.97  12.64 +3.38 100.7 +28.39 o B )
Bl Le¥EAFXNABREEARIIBALFTEEZNZ MW (HE, x
[ - 54,07 £22.13% 13.09 +4.31 87.89 +35.03 200)
e WA T 3.13 13.20+£9.58%)  15.62 +4.33  79.02 +£29.77 Fig.1 Effect of CJSJP on pathology in SD rats with hyperplasia of
6.26 12.61+3.82  12.30+2.60 82.05 +28. 13 mammary glands(HE, x200)
12.52 11.12+3.54%  13.62 +6.62 107.98 +26. 63 ) B )
* * * RS LEeHEAVABREEXRIABRFERIHIZMWM(z+s,n=9)
FLRE 0.517 9.38+2.77% 14.40 £7.25 119.94 +24.49 Table 5 Effect of CJSJP on breast pathological score in SD rats
(x+s,n=9)
MRS VA T AL G S R 5 5 R AL B, S e B e Fil/g ke AR
8 A 2 LA B LR O 2 LA A AR LI AR R 1E - 0
TR D, 2 B0 R FUME /s ik 7 X 1 6 R e ok o - 4.33£2.65"
> IR EL R BRI A ] B, 5 0E S 313 4332158
WA H A WA 2 LB B A i (P <0.05) 3 6.26 3.67 £2.92
IR 2 LA, S8 4 4G O vh ) i 4 DL R LR v AL L 12.52 4.00 +3.35
JiR s BERR A B AR B . LR 1,35, FLE 0.517 3.67 £2.92

3.2 XU/PRBURMENRE MR 5 IEW AR, S e

=g | =N S 2 S5 e B 1A A2
’Fﬁl?nm:rﬂ%?ﬂ‘%?ﬁiméﬁd\ﬁﬁﬂﬁi{)\%ﬁlﬁ]@?ﬁ?f& R6 Lo ICR/IAREBERNESM(+s,n=12)

(P<0.05,P<0.01), W36, Table 6  Effect of CJSJP on times of ICR mouse body torsion

3.3 XARRAMT ER-a ARSI T i F (vxsn=12)

&7 GnRH,GnRH-R mRNA k15200 20 51 Ak /g kg ™! AR EL R

3.3.1 XM RBILBAL P ER-o R IE MW W EH# - 15.33 £9.74
S5EWHILK BHEAHAR ER-a EHRLHEE; B 4 B L5 Ty 5.2 14.67 +8.23

SRR L, & 45 25 4 ER-o 3R 1 3K N R 72 B 10. 4 13.83 £7.94

TR T A TR, WA 2, 20.8 9.33 +3.89"

3.3.2 X KRBF Bk, &N GnRH, GnRH-R
mRNA FEWEm  5IEW A R, BRI T 5K

B i 0.038 6 6.08 +4.23%
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B2 (eBEAMNABEEARILBALR T ER-a EARENFH
fig (THC, x200)

Fig.2 Effect of CJSJP on ER-a expression in SD rats’ breast with
hyperplasia of mammary glands( THC, x200)

P GnRH mRNA 3547 3 ks #; 5B AL 41 HL 4,
S WA UL LRI A A TRk, Hp
S S WA TR R AL R R R A T, R
Giit*# 225 ; R GnRH-R mRNA 3 ik it A8 fh #a
AR, WERT,

#7 EEHEHWARTERM. EMEH GnRH,GNRH-R mRNA %
B (¥ £5,n=4)

Table 7 Effect of CJSJP on GnRH and GnRH-R mRNA

expressions in SD rats’ hypothalamus and hypophysis with

hyperplasia of mammary glands(x £s,n=4)

20 5 H /g kg ! GnRH GnRH-R
IEF - 0.72 +0. 64 1.00 £0.20
H TR - 2.99 +2.28 0.51 +0. 37
?:Aﬁ 3.13 0.94 +0. 80 0.56 +0.45

6.26 2.69 +1.91 0.41 £0.28

12.52 0.44 +0.49 0.54 +0. 41

FLIR Y 0.517 0.38 0. 11 1.07 £0.23
4 iTig
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.94.
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BEL 5 BH P 8 EA  BA 00 L 245 25 o AR JH 38 458 o A 2 LA
R NI B IR A B
B 9 M 2%, AR AT, T A S
e, AN B2 VR0 vl 3% T AR AR B
F RN 5 A8 4 3 v I, R VART (I 022, REAT RERK,
[ A3 Ly, 35 0% L L AT AR T AR
HAFIRI7 M Z k. & BRI, g AT
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o M ELZE Z Dy, Bl b S AR < 5 BLRTH R Z D)
PEA T B WEAZAT SRS L0 5 3 2 S T i 45
T iR AT A 5 X8 DAY A A AR R L A T AR SRR T AL
AT R 5 B B T T g g BT 22
2%, 407 S22 TE AR AR 4%, 16 AR I R Z D

A S 6 7 W A W R 7 ) RE Al b, T 58 < 2
Tr AT T Z MR E IS O A 2y ke e L X
Ff Y7 FUR S A B HL ) BEAT IR 5T, 275 2 M T 4L
Tk R 12 J5 i BV R B A AR DL
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