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Abstract: Objective To investigate the effects and possible mechanisms of Octreotide on the drug sensitivity
of Docetaxel resistant DU145 cells in vitro. Methods The inhibitory effects of Docetaxel, Octreotide and
Octreotide (100nM) combined with Docetaxel at different concentrations on DU145 cell were tested by MTT
assay. The following-up experiments were divided into four groups, control group, OCT(100nM) group,
DTX(10nM)/OCT(100nM) group and DTX(10nM) group. The mRNA levels of Homo sapiens vascular
endothelial growth factor A (VEGFA). apoptosis-related cysteine peptidase (Caspase9). caspase 3, apoptosis-
related cysteine peptidase (Caspase3) and ATP-binding cassette, sub-family B (MDR/TAP), member 1 (ABCB1)
in human prostate cancer cell line DU145 were detected by RT-PCR; The migration ability of cells in each
group was detected by scratch test. Results The proliferation inhibitory rate of DU145 cell in DTX(10nM)/
OCT(100nM) group[ (55.70+0.08)% Jwas higher than that in Docetaxel [(26.2340.03)% Jor Octreotide
group[(24.77+0.04)%],(P < 0.01). Octreotide increased the drug sensitivity of DU145 cells against Docetaxel,
with /Cs, value decreasing significantly[(24.55+0.36) vs. (11.85+0.25) nM, P <0.01]. The gene expression
of Caspase3 and Caspase9 in the drug combination group were higher than those in other groups, while the
expression of VEGFA decreased in the drug combination group(P < 0.01). In addition, there was no difference
of ABCB1 mRNA level in all groups. The cell ability of migration in the combination group was lower than
those in other groups. Conclusion The increased drug sensitivity and reduced migration ability of DU145 cell
lines affected by Octreotide may be related to the increased expression of Caspase3 and Caspase9 and reduced
expression of VEGFA.
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Tablel Effects of docetaxel on DU-145 cell proliferation

Docetaxel Time(h)
(nmol/L) 24 48 72
Control 2.33+0.02 1.500.02 0.36+0.03
5 1.84+0.01" 9.20+0.02°* 15.30+£0.07"Y
10 11.0240.02"  15.38+0.02"4 24.77+0.04"7Y
20 19.81£0.06 "  26.13+0.04"* 48.93+0.02" 7"
50 25.10£0.05"  33.49+0.057* 89.08+0.01"""
100 33.60+0.117  51.34+0.04"**  99.98+0.15""""

Notes:*:P<0.05,compared with control and other DTX groups; **:

P<0.01, *:P<0.05,compared with 24 h; YY:P<0.01,compared with
24, 48 h;":P<0.05,compared with 24 h
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Figurel Effects of docetaxel at different concentrations

and time on DU-145 cell proliferation
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Figure2 Effects of octreotide at different concentrations
and time on DU-14S5 cell proliferation
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Table2 Effects of octreotide on DU-145 cell proliferation

Octreotide Time(h)
(nmol/L) 24 48 72
Control 2.33+0.02 1.50+0.02 0.36+0.03
10 6.87+0.00" 14.77+£0.02°°4%  27.1240.047""
10 7.11+0.01" 15.84+0.02744%  26.23+0.037""
10° 8.20+0.01" 18.94+0.037"4*  27.76+0.02""
10* 12.99+0.01"  21.34+0.03"**  35.97+0.03"""
0.5%10° 24.76+0.03"  34.60+£0.0274*  50.37+0.027""

Notes: **:P<0.01 ,compared with control groups; **:P<0.01

,compared with 24 h; YY:P<0.01 ,compared with 24, 48 h
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combinaton on DU-145 cells for 72 h
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Figure8 Effects of docetaxel and octreotide combinaton on cell migration of DU-145 cells

JV& M A 9 R e B 2 4 S R T AR i
A, FFHWRE R, AR, BT E, XA
JEAS: FURSE T 206 22 DU 145 48 i i il 7
o FRATRIE R AMTTIAIESE T DTX A 81 iR
SeE PRI LA ) A0 5] A

HEKANZE (somatostatin, SST ) &1 PUAKIEH
Wi, HAZMMERIFS S Z A RiEs),
A G ] £ 0 AN B 3K S 4 A T R Y S B
JEIE L SSTH 64GEFHIKZIK (SSTRI, 2A,
2B, 3, 4F15) 550 %, SSTEMIMEE HAr
FIAARFRW A AYSSTRsY . LA L HUES2SST
5 SSTRsZ Ml A e . Irf 19 32 4R I 7Y
( SSTRI1-5) #BA»- TN I HI/E A, I SSTR2AN
SSTRSA[ LIA-FAHMa g = ARSI IRFEDU145
A FASSTR2MISSTRS . [A I SSTRs ] AEL MG
ST ARG TR . REWFR R, SSTAL
FKYxt 2R SR AR, E . 45
i . BRERE . MioE . FEE. ATsURRIEAEY. X Fh
HVE RS SST S P i T4 5, I AL
SST K 2ol 5 HoAh Ak Y7 25 kA5 1o R ] L34
583, 22 T e 210 i o 24 40 () AR

B K (OCT ) & AN TA LAY /AR SS T2
Y1, 5SSTR2MISSTRSI B AZ AR HAT &5 5 il 25 il
1o ARSI R IAS [ vl Ji B gl 0% 4 g 34 AT —
EMWIAER, MEAERIER N, B AR
P, BB TSR AN T AR (R Rl B
[ ZE, A BRI VE R R, A ZERHAS5TT
22 o OCT X 4 i 41 il /8 FH EL AT B 1] 44K
Yo ARSZE A AOCTRIG IR ZY, RAA WM
B A AN, S i A 25k 2 IR 124
YIAR B I K B . B B e K B J0.5%10° nML,
DR EEFRANME72 h, AT LOWER 234 40 e 45 I (2
PR T I A A o FRATIAEI, Bl A v 2 A 3

K, MIERAT- 3.

DTXJ2 H fij £ K RE S W] 1 4 FxE TR M 1T 471 iR
FE A AT T A 25, (HR LI PR FH AR # A PR .
DTXIl PRIV 5y 7= e 25 Pk, R o B &k
DTXJRY7 o th B R, JF EDTXANMI RS, BR
TAEF T o A Mt A T IR A, X AR B
A BB I 25 WA = Blm RIS ™ AR )12 B AS
RN o MK ARG RV A . phes
Bk BRI VU BRAG IR, IRl FH 251k
B T R T IR o e AR AT ™ E ) 2k RO N A L T
OCTFEGIR LR FAER T2, AR AN, Sk
— M OCTAHIE #ASSTR2 . SSTRSZZ A i 41l 8
ifESsA, WEEH TR, AR ENET
DTX5OCTHEG N T4, —J7 s /b DTXH)
2GR, BRI R Fdn e 254, 5 —Jr
A1 38 2T OCTHE )/ R 40 ML B2 =5 25 0973 . MTT
451 B /ROCTREWS W] B 4% D TX XS DU 1452 il i)
U

R R TR A FE D R R A A 320 sl AR
FPPEFET 2, J&— PR A BN A B At
o ARV 2B USSR B A S T
AHCE o WFFE IR 20 L 08 1A AT BE R I IR YAR YT
PR . LW R W BT A 2 A R T L
Ffl, HorpCaspaseZZ WAL T HoA B 2ZAE M .
Caspase3 2T shE A, W1k Caspase3
] LIS N iR ¥ Caspase3. Caspase9, L[] [
RN, AT DL R MRS, WBEMEDNA,
HA B SED ARSI KBS 2541 Caspase3
mRNAFl1Caspase9 mRNAFR A5, HulH
22l Caspase9 mRNA XK TLAML, A 254
Caspase3 mRNAFR LA R, DTX4 5 FOCT4
(P<0.05) , $&/REEG 25 AT REFLS Caspase3Fl
Caspase9fiE #E 2 ) shiff 1AL



ABBRHSa I 3Y20140 55414555687 Cancer Res Prev Treat,2014,Vol.41,No.6

* 567 ¢

AR IR 5 R s S R RS RN R, X g
BREFEEWA o R LB (0 1 AR R A
B, MR Y F AT M EE N EY . VEGFAR
A AR R T, AT LA P R A A A
TR AR M AW B . H AT VEGFARHA N 2 4E
SbEE . YRR SR A MAE A R . VEGFA T
Pt 5 VEGERTMIVEGFR2: itk 454, =%
TR FR LIS M N (5 5 7 Sl i R IR &
B S5 i 7R VEGFAIS 1] DU 1 A9k B 1M 78 1 B2
AN AT RS R AT Sl e A I 4 R
FIAVEGFA™, 7e B . FLIvE" s & LVEGFA
(1) 335 F IR L R84 6. RSP RS T
VEGFAZR A 128 AL FIHT 41 IR DU 145 40 Jifd 1 12 78
IEMI XK. DTXKXOCTH /Wil VEGFAR %Kik,
OCTHYIMHIE I K FDTXRM I, ZRA 5
J12£3% L, OCT(100)/DTX(10)4L 0 il { Fdai
SERAERF I OCT(100)/DTX(10) %} 21 L A% 410 i
Vi R W] BE FIVEGFA ) 35 06

BATTAE AR S5 AT T 1 25 3 I ABCB 111
Fik, BUNITES . ABCBLEZ Y%z
HHhEN, FEZm i = SEH . SIS
WAy 25 % T 245 i Rl ABCB ) 22 35 T8 541

HATDTXEIGITHi A I i — 2k 25, fEsa
ROHE K B A A, (H R R A A PR . i
JHR L A L i 0 7 PR A0 L A, R A
2y, W LARRR 2 M SRR, DR RO
B R AGVE R o FR B8l ik A %35 SSTR2
15 SSTR3 M4 4 fta A R & #4301 FF AL 9 1~ 4
o 205802 W5 B8 il RIC£ A B 440 L 55 17
Tl RAT e B — 5T

SE 3k

[1] Hejna M, Schmidinger M, Raderer M. The clinical role of
somatostatin analogues as antineoplastic agents: much ado about
nothing?[J] Ann Oncol,2002,13(5):653-68.

[2] Gligorov J, Lotz JP. Preclinical pharmacology of the taxanes:
implications of the differences[J]. Oncologist,2004,9 Suppl 2:3-8.

[3] Lo Nigro C, Maffi M, Fischel JL, et al. The combination of
docetaxel and the somatostatin analogue lanreotide on androgen-

independent docetaxel-resistant prostate cancer: experimental

data[J]. BJU Int,2008,102(5):622-7.

[4] Kewkkeboom DJ,Mueller-Brand J, Paganelli G, ef al. Overview of
results of peptide receptor radionuclide therapy with 3 radiolabled
somatostatin analogs[J]. J Nucl Med,2005,46 Suppl 1:62S-6S.

[5] Bondanelli M, Ambrosio MR, Zatelli MC, et al. Regression of
liver metastases of occult carcinoid tumor with slow release
lanreotide therapy[J]. World J Gastroenterol,2005,11(13):2041-4.

[6] Vuaroqueaux V, Dutour A, Briard N, ef al. No loss of sst receptors
gene expression in advanced stages of colorectal cancer[J]. Eur J
Endocrinol,1999,140(4):362-6.

[7] Mikati MA,Zeinieh M,Habib RA,et a/. Changes in
sphingomyelinases, ceramide, Bax, Bcl(2), and caspase-3
during and after experimental status epilepticus[J].Epilepsy
Res,2008,81(2-3):161-6.

[8] Sharma AK,Jordan WH,Reams RY,et a/. Temporal profile of
clinical signs and histopathologic changes in an F-344 rat model
of kainic acid-induced mesial temporal lobe epilepsy[J].Toxicol
Pathol,2008,36(7):932-43.

[9] Schmidt T,Carmeliet P. Angiogenesis: a target in solid tumors,
also in leukemia?[J] Hematology Am Soc Hematol Educ
Program,2011,2011:1-8.

[10] Guo XL,Wang BQ,Liu T,ef al. The Expression of VEGF-A,
VEGF-C and VEGF-R3 and its Relationship with Node Metastasis
in Laryngeal Squamous Cell Carcinoma[J]. Shi Yong Ai Zheng
Za Zhi,2009,24(1):15-8. [BZ Bk, Tk 42, X%, 55 . VEGF-A |
VEGF-C. VEGF-R3 TEWIE 15 ML 5 iR UL RS I O R
[J].5 PR 2455,2009,24(1):15-8.]

[11] Luan N,Wang XF. The investigation and progression about
VEGF-C in the course of metastasis of tumour[J]. Xian Dai Zhong
Liu Yi Xue, 2009,17(9):1805-1807.[ 487, £ . VEGF-C i
SRR BT HE JE (3] BRAR R B2 2%,2009,17(9):1805-7.]

[12] Hirakawa S,Kodama S,Kunstfeld R,et al. VEGF-A induces tumor
and sentinel lymph node lymphangiogenesis and promotes
lymphatic metastasis[J]. J Exp Med,2005,201(7):1089-99.

[13] Hoeben A,Landuyt B,Highley MS,ef al. Vascular endothelial growth
factor and angiogenesis [J].Pharmacol Rev,2004,56(4):549-80.

[14] Mohammed RA,Green A,El-Shikh S,et al.Prognostic significance
of vascular endothelial cell growth factors -A, -C and -D
in breast cancer and their relationship with angio- and

lymphangiogenesis[J].Br J Cancer,2007,96(7):1092-100.
[WEE: FEA; &xt: ]



