Ml KZEZEH(OE F KD
J Sichuan Univ (Med Sci Edi)

AN [B) 7 2 A 4K 9 2= 2K 0l 3ot B 48 Rl BT =
EREZRHNEZEHR"

2017, 48(4):549 — 555

B, TRE, H #°

DY TR 244 04 B2 B 9 AL AR Ok 61004 1)

CAE] B W5 SOM230 ., Bl Ak > 5 B 14 4 4 Bel-7402 JH-95 20 B 0 75 . 43 B 097 3402 55 I PT RE 1Y)
HlLbl. Ak RAAFRME (1X10 1 ~1X10° mol/L)SOM230 ., ¥ iy ik F1 22 H ik 4b 3 Bel-7402 A9 40 It . 1
24 h,48 h 172 hif, % CCK8 46 I 240 Mg 384 58 ; % 1 1 X 107° mol/L ¥ BEY 3 Fh 25 4 b BEAH g 24 h.48 h 172 h,
Annexin V-FITC/PT XL e &k Ao ) 40 fd 4 1= 5 ¢ 56 % 5t PCR & I 25 9 4 T 6iT 5 40 i 26 4 910 R 32 4k (SSTRO K3k i1y 748
b, #s7 Bel-7402 40 H#R BB AR A, T 2043 31T SOM230., B il Bk L 22 B Bk 100 pg/ (kg « ), X BR 20 T [ 4k
FRUAETIER K ES A ZY 6 A (2 FiEgh) . %6 & PCR M Western blot 46 Il i i3 20 21 b SSTR AYJE N J 2 11 3 ik
Ak, BR3P TG Bel-7402 41 M ) 34 5 AR B TC AL HE LI TS, FE AR . SSTR1.SSTR4 #E 45 41
6] 110 %5 15 B 35 R B I ] % A2 A8 A s 5 % BR ALt 5% . SSTR2 78 T W 4L b 19 3 15 & 359 35 B0 4 W T 0 isF 1] 4 4 17 ik 2>
(P<C0.05) i SSTRS5 76T Hi 21 H1 (1 3% 1k £ 349 22 I 4 B T 190 6 I 28 K 5838 hin )5 i 2 (P<C0. 05) . 3 Fh 2 iy ¥y vl 42
1o A 98 R BT 2B A T R A AR B, FEAR N K OF-, SSTRI SE B 78 SOM230 41 3% ik 1t 45 Bl A | 2% 5 AR B ) R 41 3%
Js SSTR2 JEPAITE 3 AT Hil 4 i i 2R3k i F0 FEAH 36 T s SSTRS He A fE SOM230 21 J 22 Hii IR 21 i (i 3R A s 30
it R 2H % ) B ZEL 3 s bR 25 R HL S84 3 L (P<C0. 05), Western blot M FI/KFIIE T ERSE R . &it 1&
—E WL A R AT X SSTR2 F1 SSTRS BA i 284 1 19 A K30 3R 2R U4 (SSTA) K ¥R 97 T 400 1 1T Js 41 i
A,

(@AY AERKME MW Bel-7402 488 BAHIE

Differences of Therapeutic Efficacy Between Different Kinds of Somatostatin Analogue for Primary Hepatocellular
Carcinoma LU Xiu-he, WANG Chun-hui , XIE Yan”. Department of Gastroenterology, West China Hospital ,
Sichuan University , Chengdu 610041, China
/\ Corresponding author, E-mail: xier917(@126. com

[Abstract]  Objective To explore the effects of SOM230, octreotide and lanreotide on hepatocellular
carcinoma cell line Bel-7402 in wivo and in witro, and to analyze the differences of their therapeutic efficacy with
relevant mechanisms. Methods At different time points (24, 48, 72 h), the cell counting kit-8 (CCK8) was used
to evaluate cell proliferation (drug concentration 1X10 -1 X10"° mol/L) and the Annexin V-FITC/PI staining
was used to assess cell apoptosis (drug concentration 1 X 107° mol/L), while the real-time quantitative PCR was
used to detect cellular SSTR expression changes before and after interventions. A transplanted tumor model was set
up, and the tumor-bearing nude mice were treated by three drugs with a common dose of 100 pg/(kg + d) or same
volume of normal saline, respectively. After a treatment period of 6 weeks, real-time quantitative PCR and Western
blot test were performed to detect the expression changes of SSTR in tumor tissues from the level of gene and
protein. Results  All three drugs could inhibit the cell proliferation of Bel-7402. However, they were unable to
promote the cell apoptosis. In vitro, the expressions of SSTR1, SSTR4 genes did not change over time in each
group. The expressions of SSTR2 gene were decreased in three intervention groups while the expressions of SSTR5
gene were increased first and then decreased. Compared with the control group, all differences have statistical
significance (P<C0.05). All three drugs could improve the survival rate and quality of life for nude mice bearing
hepatoma. In vivo, the expression of SSTR1 gene in SOM230 group was increased when compared with that of the
other groups; the expressions of SSTR2 gene in three intervention groups were increased when compared with that
of the control group; the expressions of SSTR5 gene in SOM230 group and lanreotide group were increased when

compared with that of the octreotide group and the control group, and all differences have statistical significance
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(P<C0.05). The Western blot test confirmed these results from the protein level. Conclusion

In a certain

concentration range, the long-term treatment of SSTA with high affinities to SSTR2 and SSTR5 could inhibit the

growth of HCC.
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Table 1 Basic characteristics of primer sequences

Gene Sequence (5'-3") Pr()S;Ct/

SSTR1 F.GGGCTATCTGCCTGTGCTAC 186
R:GCTCAGCAAACACGTTGACC

SSTR2 F.:ACCTCAATGGCTCTGTGGTG 161
R:CTTGGCATAGCGGAGGATGA

SSTR3 F:AGAACCTGAGAATGCCTCCTC 176
R:GCCGCAGGACCACATAGATG

SSTR4 F:GGTCGTCTTTGTGCTCTGCT 175
R:CTGGAAGAATCGGCGGAAG

SSTR5 F.TGTTTGCGGGATGTTGGCT 124
R:CTGTTGGCGTAGGAGAGGA

B-actin F. TCATGAAGTGTGACGTGGACATC 156

R:CAGGAGGAGCAATGATCTTGATCT
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Fig 1 Effect on cell proliferation in different groups based on in vitro experiment

% P<C0.05, vs. octreotide and lanreotide groups at the same time point. Drug concentrations ranged from 1 X 107° mol/L to 1 X

1071 mol/L
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Fig 2 Relative expression of SSTR genes in different groups based on in vitro experiment (274ACt)

S: SOM230 group; O: Octreotide group; L.
SOM230 group

Lanreotide group; C: Control group. * P<C0. 05, vs.

control group; # P<C0. 05, vs.
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Fig 3 Relative expression of SSTR genes in different groups based on in vivo experiment for 6 weeks (27AACt)

S: SOM230 group; O: Octreotide group; L.

octreotide and control groups
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Lanreotide group; C: Control group.

* P<C0. 05, vs. control group; # P<C0. 05, vs.
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Fig 4 Relative expression of SSTR proteins in different groups based on in vivo treatment for 6 weeks (Western blot)

S: SOM230 group; O: Octreotide group; L: Lanreotide group; C: Control group. * P<C0. 05, vs. control group; # P<C0. 05, vs.

octreotide and control groups
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