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[Abstract] Objective To investigate the mechanism of Docetaxel in treatment of PCa by detecting the
expression of androgen receptor (AR) and p—jun in PC-3 cells treated with Docetaxel. Methods The effect of
c—Jun overexpression and its interaction with AR upon PC-3 cells exposure to Docetaxel were studied in vitro by
immunobloting, luciferase and viability assays and in vivo using xenograft mice model. Furtheremore, the
expression of c—jun and p—c—jun in xenograft mice tissues was investigated by immunohistochemistry. Results
PC-3 cells are most sensitive to docetaxel treatment. The sensitivity of PC-3 cells to docetaxel was negatively
correlated with the phosphorylation level of c—jun. Transfection with c—Jun gene into PC-3 cells decreased the
sensitivity to doctexel treatment whereas cotransfection of c—jun and AR restored the sensitivity to a moderate degree.
No direct correlation was found between the level of p—c—Jun and AR. The response to docetaxel treatment in vivo
model was comparable to the in vitro results. Conclusion The phosphorylation level of ¢—Jun might be one of the
mechanisms of docetaxel in treatment of prostate cancer.
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AP e Y 2R MM 1Y 21 L Bk PC-3 W H American
Tissue Culture Collections ( ATCC, Manassass,
VA, USA). AN OR A7 76 & A 10% )i 4 LIS
(FBS) il 1% ¥ 75 3% - % & RPMI K5 7 i
(Life Technologies, Paisley, UK) , B TES 95%
7 5% CO, R EREE . ARIEAE B,
RITiPk 2000 (GIBCO/BRL) i#FF7%54%. #T -AR $i
& (PG-21) WJ3L [ Upstate A= ¥4 A A FR 2\ #]
(Lake Placid, NY) , Ki67 1 PSA ¥4 H Dako
(Glostrup, Denmark A/S) . B AL Wi bric
HPL BT BT L B Sigma 18 TA FRA W
(St. Louis, MO, USA). BRIEFAULEH, Frffey
Efit  (Western blot) 73y H Invitrogen 2\ Fl
(Carlsbad, CA, USA), k%0t (ECL) 5 &
5 H Amersham (Arlington Heights, IL, USA) .
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290 i, A 2R St AR B 8 BT R AR AR AR A v v
fr. fAIEORUL, AR T AN B4R (50 mM

Tris—HCL, 20mM EDTA, 1%i# )5 ¥ & 5] P-40,
150 mM NaCl, 0.1% SDS, 1mM Na3VO4, ImM

NaF, 1mM ZKHIERERER ). 2 E2E (Doc)
(Taxotare ®, Sanifi-Avantis 2> 5]) A7 3T
B (DMSO) JE i, X BEZH 3677 R[] 45551
1) DMSO. 16Y7 e 1B 3 B R FH A U o i
(Bio—Rad, Hercules, CA, USA) FIEMSE. HIK
BF, 30 wg 2427 B 95 4-12% SDS-PAG
I, RIGHEBR R MBRA4E R I (Hybond ECL,
Amersham, Pharmacia Biotech, Buckinghamshire,

UK) . JBCE T & 5% JCHE Wi i Tris 22 0pik (5%
0.2%Tween 20)  (TBST) 1, =ik I 1h, Mifidsf
HHERE RIS SR . RIS 25—
Pk (1:1000 #k) 456, B ZME S Ay
BRI RPUA (1:5000) R, XLEEN

Fifdi i ECL &l RGE 52, N TR IE BB
B—, Ut sl mA R B - IlshE F R
YIREGAE. A REAS S, 0T 22 /0 3 s, Tl
) &5 R g2 Sy BE AT B S 0 A5 R A — B
Western—blot 1] %5 £ 43 #1 /& F Quality one-4.6.2
(Bio—Rad, Hercules, Calif, USA) 5&HY.
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YHALAE T R 5 B ok . A Mo Fh A 24
fLt, 24 h )5, 44 5 nM [ Doc AL3H 24 F
48 h. SFIE AR 0.4% &5 Wy i S TR $h 5%
MRS, FHANME ORI 59 4n SR I Bk
HE Iy G (L R .
1.4 {RREFERFD SR

FEUTT 24 h AIERE (3 x 10° cells/em?)  HeFh 5]
5 10% BTG R 4R LV RPMI (1 12 LIS -4
(Gibco Invitrogen, Carlsbad, CA, USA) . ng miR
2000 FT BRI LYY, 10 AR T PEAR7RH) 400ng f
ARE F1 PSA. 1EHN c—jun THEHEFE/RIK AP=1- luc L)
I 200 ng FYFEARZFAR pGL3  (Promega, Stockholm,
Sweden). i 5 ng pRL-SV40 Renilla %% £
(Promega, Stockholm, Sweden) Y Ing Y B - e
B A B 2% /& pCH110 ( Pharmacia, Uppsala,
Sweden) VERMEYLXTRE. MFH 24 h )5, HFRIGN
BRI 5% FE ML TS MR ORI i
I35 B9 RPMI 85 583, WA BUH Doc (5aM) . L
M (DHT) (10 nM) 8f 100 oM ) 12-0- |
VUREmE % —13 BERREE (TPA) (1A p—c—jun 1Y
AAFSHD) AT, 4kEihss 24 h, BOR4N
I LA, AN i 2R PR B Ot R e N &
(Promega /A F]) W DGR G M.
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8 I B PR T B iR NMRT #R B B P22 1
Taconic, TMFETERA FEEWEARN . F0F RIFHY
MR SR %E. BSR40k PC-3 4 4
TEE (SC) VESF. AN PBS VeV, B
RS, R CETEK EE RS, i
MRS A B, B2 R4 EL: 100 wl
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/N PIETEA (B — DR 6
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p) . FTABIEYHE 10 mgke KL LA Doc, RHIK
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Fig. 1 Survival rate of PC-3 and expression of p-c-j-
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