FRES 2015 F 9 A% 44 K% 26 3605

WZE - BEMAR doi.10.3969/]. issn. 1671-8348. 2015. 26. 002
IWR-1-endo 3f =B ZL IR HIEANHAR

B, EBS L REBER R el
(1. FMEZFTEME P EES B, w5 M 6460002, BN EFIRAN T LIRSS HM T,
vl 5 M 64600033, F M E FIRME E RmEA, w5 H 646000)

[(WE] BH RAFHFELLAY Wnt 1258569 0 5 F 34 A IWR-1-endo £ F & *F = 1 M FUIR % 18 2 MDA-MB-231
AR Z I Z W RR AT BAERG AR Z AWFHAFERRLNH ., FiE ZARRREN IWR-1-endo 4 22 MDA-MB-231 41 i 5f i+
Ammpsgsairh f, 2 RAFTBRAFLE 2 X 1 REKEESH IWR-l-endo 5% 0.1 mL/10 g, B it 4 4 X 1 kM & MMWL
Fesa 2 A EM AR, 4 BB ARDRKEFBAR MBS EARB R B TR E, B BARH R EHH 3
47 Ki-67 # & & TUNEL £ &, A3t F 3 5 4= B =454, % & A western blot 4 | It 5% 4m i, = 28 22 P Axin 1, Axin 2,B-cate-
nin #= p-B-catenin & G ¢ Lk, R IWR-1l-endo 7T A ¥ 2 47 % MDA-MB-231 4m it 6§ & K , 3 371 48 A 2R B4R B A, 1C50 {4
% 180 nmol/L. IWR-1-endo 4 tkAR4q5E F A 42. 2% B EwH F A 44.6% . HxrE Ak, IWR-1-endo 48 =453 LA, 2 F
AAETFEL MBI HEFALATFEL., western blot oM LR BT A ALK T Axin 1 o Axin 2 £ X T B LI+,
catenin B 2 F &, @ p-f-catenin S, &5if IWR-l-endo T Ai@ 48 E AL Axin o 6] Wnt 42 5@ %, E I = 5L R @
Mo Z B AR RAT B AL A KRG,

[X#EIA] LRI E ; Wnt & § JT £ ;IWR-1-endo

[(hME4%ES] R737.9 [x#kFRiREG] A [xEHS] 1671-8348(2015)26-3605-04

Study on inhibitory effect of IWR-1-endo to triple negative breast cancer”
Jiang Yan' .Cao Yizin® ,Zhang Cuiwei® s Zhang Xu*"

(1. Department of Cardioencephalology A f filiated Hospital of Traditional Chinese Medicine , Luzhou Medical College ,
Luzhou,Sichuan 646000,China;2. Teaching and Researching Section of Histology and Embryology s Luzhou
Medical College , Luzhou,Sichuan 646000,China;3. Department of Pathology ,Af filiated
Hospital of Luzhou Medical College , Luzhou,Sichuan 646000 ,China)

[Abstract] Objective To investigate whether IWR-1-endo, a newly discovered small molecule inhibitor of Wnt signaling
pathway,can suppress the proliferation of triple negative breast cancer cells MDA-MB-231 and nude mice tumor-bearing model and
its relative potential mechanism. Methods MDA-MB-231 cells were treated by different concentrations of IWR-1-endo,and the cel-
lular proliferation inhibition rate was calculated. The nude mice tumor-bearing model was constructed by intraperitoneal injection of
IWR-1-endo (0.1 mL/10 g,once per 2 d). The long and short diameters of tumor were measured once every 4 d,in order to calcu-
late the tumor volume. Mice were sacrificed after 4 weeks to collect tumor tissue for measuring and calculating the suppression rate
of volume and weight. The tumor tissue was made into the paraffin sections for conducting Ki-67 staining and TUNEL staining. The
proliferative index and apoptotic index were calculated. The expression of Axin 1,Axin 2,3-catenin and p-p-catenin protein was de-
tected by Western blot. Results IWR-1-endo could obviously inhibit the growth of MDA-MB-231 cells in a concentration-dependent
manor (IC50 value was 180 nmol/ L). The tumor volume suppression rate of IWR-1-endo was 42. 2% and its tumor weight sup-
pression rate was 46. 6% . Compared with the control group, the apoptotic index in the IWR-1-endo group was significantly in-
creased, the difference was statistically significant, while the difference of proliferative index had no statistical significance. The
Western blot results showed that the expression amount of Axin 1 and Axin 2 in the cells and tissues was significantly increased,
the B-catenin expression was obviously decreased,while the §-catenin level was reduced and the p-f-catenin level was increased. Con-
clusion IWR-1-endo can inhibit the Wnt signal pathway by stabilizing Axin,and realize the inhibition on TNBC cell line and growth
of nude mice tumor-bearing model.
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