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[ Abstract] Objective To investigate whether curcumin can reverse the progesterone resistance of human endome-
trial carcinoma ISH cell lines by regulating the Notchl signaling pathway. Methods The human endometrial carcinoma
progesterone resistant cell line ISH/MPA was established by increasing the concentration and long-term persistence of
medroxyprogesterone acetate (MPA). The cell resistance index was detected by MTS method, the growth curve of ISH/
MPA cells was plotted and the cell population doubling time was calculated. ISH/MPA cells were treated with different
concentrations of curcumin (0,7.5,15,30,60 pmol/L),and the survival rate of cells was detected by MTT assay. ISH/
MPA Cells were divided into ISH/MPA group.curcumin group,agonist group,agonist-+ curcumin group,curcumin group
added 30 pmol/L curcumin,agonist group added 2 pmol/L NSC 22423,agonist+ curcumin group added 30 pmol/L cur-
cumin and 2 pmol/L NSC22423,Cells in the ISH/MPA group were not treated. After 48 h,flow cytometry instrument
detected cells apoptosis rate, western blot detected Notchl,Jaggedl and Hes-1 protein expression. Results The drug re-

sistance index of ISH/MPA cells increased with the increasing concentration of MPA, and when the concentration of
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MPA was 10 pmol/L, the population doubling time of ISH and ISH/MPA cells had no statistical difference,and the

growth curves of the two cells were basically the same. Different concentrations of curcumin decreased the survival rate

of ISH/MPA cells,and increased with the increase of curcumin concentration (P <C0. 05). Compared with ISH/MPA

group,the apoptosis rate of cells in curcumin group was increased, and the protein expressions of Notchl, Jaggedl and

Hes -1 were decreased, the apoptosis rate of cells in agonist group was decreased,and the protein expressions of Notchl,

Jaggedl and Hes -1 were increased (P < 0. 05). Compared with curcumin group,the apoptosis rate of agonist + curcu-

min group was decreased,and the protein expressions of Notchl,Jaggedl and Hes -1 were increased (P <C0. 05). Com-

pared with agonist group, the apoptosis rate of agonist + curcumin group increased, and the protein expressions of

Notchl,Jagged]l and Hes -1 decreased (P<C0. 05). Conclusion Curcumin enhances the sensitivity of ISH cells to MPA,

possibly by inhibiting the Notchl/Jaggedl/ Hes-1 signaling pathway.
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Figure 1 The curve of cell growth
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Table 3 Comparison of the cell survival rate of each group

43 HAF I <107
Xt R 98.342.1
LA A 90.2+3,17
FHR24 72.4+2.67¢
LHH-3 4 53. 742, 4090
LHF-4 A 31.443,10909

F 512,991

L <<0.001

H XA L, OP<<0.05; 5ZFHE-1HH,OP<0.05; 5FHE-2
HH,OP<C0.05; 5 HE-3 4, DP<0.05

2.4 2O T R 4 AR T R AL 8] g, 22
SAGIFE X (P<<0.05), 5 ISH/MPA 4 bk, %

(P<C0.05); 58 Z A B i sh - £ KA 90
PAT R IEAR (P <C0. 05) ; 5 sh 7 4 e i, i sh ) + 2%
HEHAMMWBAT-RIEHP<<0.05), WFEL.K 2,

F4 BAARBATRER(xEs,n=5)

Table 4 Comparison of the cell apoptosis rate of each group

451 AR TR0
ISH/MPA #41 5.3040. 45
LEWEM 16.2940. 567
Weshl 3.4240. 44%%
WEhwl + LR 12.7140. 43099

F 827.148

P <0. 001

.5 ISH/MPA 411 .OP<C0. 05; 5% KA L, QP <0. 05; 5% 5h

TR MR TR TS, 5 sh ) 4140 0 T R AR F4LL,®P<0. 05
10" 10 104
101- 10‘_ 101
;:102' 104 f: 104
10'§ 104 104
100 0l 0 0 . T T v
T T T TR T 10T 0T 10

T T T

Annexin V-FITC Annexin V-FITC

& 2

10° 10° 10° 10" 10

Annexin V-FITC Annexin V-FITC

WRATERNER

Figure 2 The result of apoptosis rate of cells
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Figure 3 The expression of Notchl,Jaggedl and Hes-1 protein in cells
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