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[ Abstract ] Objective: To observe the effects of Platycodonis Radix combined with Cnidii Fructus-
Psoraleae Fructus on C-X-C chemokine ligand 12 ( CXCL12) -C-X-C chemokine receptor 4 ( CXCR4) axis in
nude mice with bone metastasis of breast cancer. Method: The model of bone metastasis of breast cancer in nude
mice were established by left ventricle injection of MDA-MB-231BO cells. The modeled mice were treated with

traditional Chinese medicine decoction ‘Cnidii Fructus 1.28 g -Psoraleae Fructus 1.28 ¢’ , ‘Cnidii Fructus 1.28 g-
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Psoraleae Fructus 1.28 g -Platycodonis Radix 0.32 ¢’ and ‘ Cnidii Fructus 1.28 g -Psoraleae Fructus 1.28 g-
Cyathulae Radix 0.32 ¢’ . After the interventions, the nude mice models were observed for the effects of the
treatment methods on upper limb and lower limb bone metastasis damages and degree of bone metastases, CXCL12
and CXCR4 mRNA expressions and protein expressions in bone metastasis lesions of upper and lower limbs were
detected by RT-PCR and Western blot. Result: Cnidii Fructus-Psoraleae Fructus had certain inhibitory effects on
bone metastasis degree, bone damage degree of upper limb and lower limb, as well as CXCL12 and CXCR4 gene
expressions in bone metastases tissues (P < 0.05). The upward medicinal guide drug Platycodonis Radix can
enhance the inhibitory effect of Cnidii Fructus-Psoraleae Fructus on bone metastasis degree, bone damage degree of
upper limb, as well as mRNA and protein expressions of CXCL12 and CXCR4 in bone metastasis tissues (P <
0.05). The downward medicinal guide drug Achyranthes had no obvious effects on the above indexes.
Conclusion; Platycodonis Radix can enhance the therapeutic effect of Cnidii Fructus-Psoraleae Fructuson in nude

mice with bone metastasis of breast cancer, and the mechanism may be associated with the enhancing effect of

Cnidii Fructus-Psoraleae Fructus on down-regulating the mRNA and protein expressions of CXCL12 and CXCR4 in

bone metastasis lesions of upper limb.
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bone metastasis of breast cancer; C-X-C chemokine ligand 12-C-X-C chemokine receptor 4

axis; Cnidii Fructus-Psoraleae Fructus; medicinal guide drug; Platycodonis Radix
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Table 1 Comparison of bone metastasis degree of mice in each
group(x +s,n=8) %
o o Ji g2 4 45
AL 2157 FiilRi R /i 2
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Fig. 1 Pathological changes in bone metastasis of upper limb

(HE, x400)
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Fig. 2 Pathological changes in bone metastasis of lower limb

(HE, x400)
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*x2 MEKF-HBEERMASIZLGWITEHEB /IR CXCL12,CXCR4
mRNA X RIZEH I (x +5,n=8)

Table 2  Effects of Cnidii Fructus-Psoraleae Fructus on CXCR4,
CXCL12 mRNA expressions in mice with bone metastasis (x * s,

n=8)

. o CXCL12/ CXCR4/

Wi 4 e GAPDH GAPDH

FR B - 1.56 £0.57 0.97 +0.36
M BERR 0.2 mg-kg™! 1.48 £0.35 0.94 +0.31
2 %} 0.40 g/ 1 1.06 £0.34"  0.90 +0.22"
HXF + R 0.45 ¢/ 1 1.03 £0.35"  0.88 +0.26"

iR + REAE 0.45 ¢/ H 0.75 £0.20%3% 0. 68 +0. 19734
TR AEAL - 1.50 £0.71 1.09 £0.25

MORBERR 0.2 mg-kg™!  1.54 £0.34 1.07 +0.23

25 5% 0.40 g/H  0.102+0.26"  0.87 +0.26"
ZiNE + R 0.45 o/ H

i) + HEAE 0.45 g/ R

0.96 £0.31"”  0.82+0.16"

0.98 £0.34"  0.84 +0.20"
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THHE B
A BRI B 250U C 20 + AL D 250 + AR B MR
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mRNA 3% #) 5 1h
Fig.3 Effects of Cnidii Fructus-Psoraleae Fructus on CXCR4 and
CXCL12 mRNA expressions in each group

4 250 + K5 EEZH CXCL12,CXCR4 # AR X ik
TwFEER. WK 4,E3,

CXCL12 S e s ssew ¢ 6 1 Da
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Fig.4 Effects of Cnidii Fructus-Psoraleae Fructus on CXCR4 and

CXCL12 protein expressions in mice with bone metastasis
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Table 3  Effects of Cnidii Fructus-Psoraleae Fructus on CXCR4,
CXCL12 protein expressions in mice with bone metastasis (x + s,

n=8)

N N CXCL12/ CXCR4/
A 215 Fiilh==s . .
B-actin B-actin
R fEAL - 0.73 £0.27 0.69 +£0.25

WA B TR 0.2 mg-kg™' 0.70 £0.17 0.67 +0.22

2y %t 0.40 ¢/H  0.50+0.16"  0.64 =0.15"

%+ 4 0.45 ¢/ 0.48+0.17"  0.63 +0. 18"

2%t + A5 0.45 ¢/ 2 0.35£0.10%°% 0.49 +0. 1323
TR BEA - 0.71 £0.34 0.71 0. 17

MR BERR 0.2 mgr-kg™' 0.7320.16 0.70 £0. 15

2 %} 0.40 g¢/H  0.48+0.12"  0.57 +0.17Y

2%+ 0.45 ¢/H 0.46 £0.15"  0.54 x0.11"

5% + K5 0.45 ¢/ 0.47 £0.16"  0.55 £0. 13"
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