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[ ZE] a6 %D EzEnnE parthenolide , PTL )% /s B FLIR 8 B 40 cancer stem cell , CSC )R ARATAEF , Ml RN
F PTL Y& 7 SLIIFAR LS B IR . 2 & « SR 5-FUR M 0E( 5-fluorouracil, 5-FU MLI7 145 8 & CSC /N 4T1 40 i SLARI&
FERY, AL A %) BEZH S-FU 20 PTL 2l 4 J8J5 A 56/ I8 B, 4G 45 2 /0N BRURIRE (0 (AR BRI R A, O X 4 LA ARG /) Bk g 2
ZA T CD44 * CD247" A L 491, Hoechst33342 Y (o 346 MM side population, SP)ZH i & L 4], S e 0 A3 460 CDS5 Fil 2%
Jii U 1( aldehyde dehydrogenasel , ALDH1 )& [ ) 2 35 , {8 B 5 (358 WL 2 L M 080 400 O BRI R i, 48 R < Lol 48 3 %
CSC A/ LI 4N e R AR JRg A5 28, PTL AR /N BR RS 41 20 CD44* cD24 7™ A A LIl (42.5 3.7 )% wvs (68.7 +
3.2)% ,P <0.05 ], 5B /N UM 4120 SP At iy EeAill (39.2 +1.8)% vs (61.3 2.6 )% ,P <0.05 ], T R/NRE
FERZH 4% CD5S A ALDHI FHHPFIAL (18.9 £1.5)% wvs (30.1£1.3)% ,(8.1£2.3)% wvs (18.0 1.4 )% ;¥ P <0.05 ],
0t /)N B Uek e 0 PR T I 3 B 3 A 1 T R BRI, I T 4 il /) BRBS A 98 (9 PR R R 2 ( 0. 625 £0. 159 Jem’® ws (1,715 =
0.184 )em® ,( 1.467 £0.373 )g vs ( 3.367 +0.398 )g; ¥ P <0.05 ], £ ¥ : PTL 7ER7R /N B4 P9 7T LA S R IR MrRg 20 41 CSC &
i, $8K PTL 7] ARER 7] A M FLIRE CSC.
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[ Abstract ] Objective:To investigate the effects of parthenolide ( PTL ) on cancer stem cells ( CSCs ) of mouse breast
cancer in vivo, providing an experimental basis for the clinical treatment of breast cancer with PTL. Methods: The mouse
breast cancer model which enriching for 4T1 breast cancer CSCs was established by chemotherapeutic drug 5-fluorouracil
(5-FU ). Tumor-bearing mice were randomly divided into three groups, a control group, a 5-FU group and a PTL group.
Four weeks later, the mice were sacrificed. The mouse tumor volume and weight were measured. Flow cytometry ( FCM )

7 cells in different tumor tissues; Hoechst 33342 staining was used to

was used to measure the proportion of CD44 * CD24
measure the proportion of SP ( side population ) cells; and the expressions of ALDHI ( aldehyde dehydrogenasel ) and

CD55 proteins were detected by immunohistochemistry. The formation of mammosphere was observed under an inverted
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microscope. Results: The mouse breast cancer transplanted model enriching for 4T1 breast cancer CSCs was successfully

prepared. PTL could significantly reduce the proportion of CD44 “CD24 "™ cells in the mouse transplanted tumor tissues

([42.5+3.7 1% vs[ 68.7 +3.2 1% ,P <0.05 ), decrease the percentage of the SP cells in mouse transplanted tumor
tissues ([ 39.2 1.8 ]% vs[ 61.3 £2.6 |% ,P <0.05 ), and inhibit the expressions of CD55 and ALDHI1 proteins in the
mouse tumor tissues ([ 18.9 +1.5 1% vs[30.1+1.31%,08.1+2.31% vs[ 18.0+1.4 ]% ; all P<0.05). PTL in-
hibited the formation of mammosphere generated from the mouse tumor 4T1 cells culturing in serum-free medium and the
growth of the mouse transplanted tumor ([0.625 £0.159 Jem” ws [ 1. 715 = 0. 184 ] cm3, [ 1.467 +0.373 ]g vs
[ 3.367 +0.398 ] g; P<0.05 ]. Conclusion: PTL can significantly reduce the CSC contents in mouse tumor tissues in

vivo, which suggests that PTL could be used to target the breast cancer CSC.
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Fig. 1 Proportion of CD44* CD247"" cells in

mouse tumor tissues after treatment with PTL or 5-FU
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Fig. 2 Proportion of SP cells in mouse tumor tissues after treatment with PTL or 5-FU( x 100 )
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Fig. 3 Expression of ALDH1 and CDS55 proteins in the mouse tumor tissues
after treatment with PTL or 5-FU( SP, x200 )
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Fig. 4 Mammosphere generatation of mouse tumor
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