- BRI KT -

J Med Res,May 2016, Vol. 45 No.5

EE F PARK7/DJ -1 ZTEfyE b B 5 i R

x K %

M E DI -1 RITAER A I —FROET AR I, A PR TR T 2 R R

DJ — 1 W i oA AL A o TR AR A

U R HE R S 5 R P hT R 24 W 1 A5 e A R R AT R B e B . IREIESEAE £ Ab IR th DY - 1 A9 RGAHR W L H
RIBIKE LR A AR o R DI = 1 728 PR Ao b i A5 e 20— AL T g i 98 8 3 A 3R 97 7 S8 B BT ) JEL B

X485 PARK7/DJ -1
FENES RT3

MR LI T
XHKIFIRE A

UL AR, Wk i R R A BRAE T i R o
K2 X 2 W MR )T 2 fd s B AR A R
BLRAR o 25 e DR %) T RN R R R A AR T AR
A EOEME MR I KR 5 R R SRR B R S R IR
70 AT B R R BRI RO . DI - 1 R R R
BSR4 ZR G (PD) A OGR4 3 e,
DJ — 1 7E AR 2 A2 A0 T E B i L LB e L K i
DL RCE2 L, % ) T RE B K BB | AR AR 22 AH DGR o
DJ — 1 ELAG e R S 3] 750 Ko B0 240 B O 1 55 2R W) o
Ik, ARk Z 5 il DI -1 SR AR 2 Mg vh =
HWARIN, SR KA R R R UG % YA G, W]
A R i R A A 1) 9 A 3R W A R0 TE W BT IR TG U
Mo

—.DJ -1 W&

1.DJ -1 B H G54 .DJ -1 3 ( X4 PARK7
FHE) A FY a4k 1P36.2 ~ P36. 3, 4 K %) 24kb,
EAEF A HPHE T 248 F 1A 1B N
AL HAS SHREBMINE 7,508 F2~7 R
G i 75 AL S 1 A2y 5T0bp 1Y T B 2 HE i i
189 NI EM DI -1 &HH,DI -1 By KL W
BRI EE B S KSR F4A
*,

2.DJ-1 EHAME DI -1 EAJE T DI -1 &%
1/ Thi]/Plpl 2 0% , 2 K 4 i )5 511 2 567bp , #H
XJ 43 21000, H A JEA 11 A48 M 8 S 1R iE 4H

BEAETH FHK A KRB A E 34 % B0 H (81200104) ;i)
Ju4 [ SRRl 2 5 4 B8 B3 H (2015CFB654 )

YEH A 430022 I, A6 v BEB K 2 [ U 25 2 B B B s e
g BB

WIRAEE 355, T {54 : 110808827 @ qq. com

6.

DOI 10.11969/j. issn. 1673-548X.2016.05. 002

B, RECE B RSN R o BR5E, Jerh B, A0 B, T
B B RGN, ZEWSE DI -1 HAK
AL BBy FI oF M 1 A B — « = B P 0] £ F7
DJ - V& AT BB B9 6 M b O 906 1R . R B3R 17
i, BT DI - 1 B3 i Ll A AN [l 2k g 1 DI -1 i
X % T A SR, X W R T DY - 1 S E IIRERY
R

Z.DJ -1 EMEHR K

UT AR, DI — 1/ park? & I AE iR () 32 35 B
I ST AR R e A A R R AR L 2 W BUS
7 Ta] 8 187 O 28 o AT — B R . — BB B 5T AR R
G AP PR A A /0 A A R L S 9R R B R 5 A g
B DI~ 1/park? & FH i Rk HAFAE - W B4, 7]
A1y fif 30 6 00 4 25 R B #6400 DI — 1/ park?
A R R R I R kT R L R E YN R TS
MO B, 7E38 7 2E B ik 98 DI - 1/park7 2K
RIS H AR H AR i R AR (R 1), &k 1
AT LLFE ) DI - 1/park7 3 FAE A [7) 28 B 19 il g o 2
REAS S [R] , i P9 AT B U1 405 1 e 98 ol 58 A 7 25 S
w7 DI - 1/park? 8 1 ¥ K 09 40 M5 = 1 B 09 A W)
32

=.PARK7/DJ -1 EMBAE KRB A HER
5 FHLE

L A0 i S e P 4 S bt 40 i R T BB IR 5
DI -1TEHEHBEAAMEARSIEN, & LB Pl A LT
JUFf: (1)DJ — 1 # 4 A] 38 i B W Daxx/ASKI i - i&
Ry T B0 D) - 1 AR ML A S Daxx &5
&, B Ik Daxx 5 ASKI 925 & 5 80 , DT 36 56 4 12
kAo T ASKT Al SR 0, B DI - 1t n] i
WPUR R R T k. BFAER DI -1 G R
I AT RH 1k Daxx (149 DA 200 A% 2 240 0 5 A9 B 437 e HG 440 i



e ) Seh [ ] t ‘ L]
B 2016455 445 % 455 BRIKHE
1 DI-1EMBRMERABATHREERREN
e kKT T K 25 KR
N R LI R IR I YL LUR.
Yo it T4 5 89.4% o o A 6.14 16 22
R 5 2 L 3 5 A AR 5 s 78 A
4 54.29% P % ik s LT P I 25 0 OB S 900 5 DY — 1 263K 5K BLBUR A 3% 25
i Tt R R 1 BFE AL 418U Edmondson S54¢ R L HUR A . 26
S O L IR A 5 L R ISR L DJ — 1 7635 TRAIL 4 &
S 3 PP AR A Ti5 27
! i " B 20 MV T PR AR B 1 4 T8 o 3 0
(222 P T M 70% 3 b N 28
W 22 3 2 5 A 7
S I R A &; T R e b e T 1 29
1N
BB 52 G IS A7 2 2 3K B 4 5 B L R 47 01 46 L PTEN
g 8% R 40 i 9 88.5% ,im TIEHW AR 13 .20
B ik AN AR X
LR B 25 S B U 00 5 HE 385 43 M L 5 4 9 A o
V. BE— O HE A ELBLI 07K 0974 030 1
RN
et PN 5 PI,K/Akt 35 8 IEH &, 2 5 MR % 5
B .47 T 5 A AR R 30
9 I T 5 PTEN % ik #1612 95 47 31
9 T8 WS L L3 bR 23
G4 DI~ 1 % 1WA,
o : Dy B IR ik R BLBURAR , THO T B L T M 5 4
UM EIRE S M3 (40. 6ng/ml) , Bk 2% 32

SR, M bR A AR DU, U B s 02 B AR A

(37% ) ik

BEPE,JFH DI - 1 3 B 238 1 4 B R Bt 4801 17 v5OR1 3L
[ fiE 77 2 3 B 40 JL 3 S AT . () FEEURRE T,
DJ — 1D REAM I Nef2 (B2 400 22 K7 2 AHOCIH 5, 24
— Pl A AL S R A T, AT A BT AR A T P ) 2 B
FEH) Bz AT, Y Nef2 (9 8% 2 7, 3 5 L
SHUEATE R 3 1 1P A A SN R A S BE T
A T keap £5 5, AT AR € Nef2 (4 $T 4816 2l
" . (3)DJ -1 ¥k ] L st b pS3 i sk i Ak A
Bax FIKFEAR (p53 - Bax i T3k 42 ) I 40 2 e K &
R ME, B AN R E ST DI -1 5 Y
D53 — Akt 84 B, EL pS3 0 e I 1 6 B A
Hom DI -1 HEHARFEE, Bk DI -1 & A HER, pS3
T FEEVER BBUE DI - 1 £akTHE L (4)
DJ -1 Ali@id Fas FE T 2544 WM 5C 8 A 0 (FADD )
JH A B2 B K A& B 5L - 8 (pro — caspase — 8) By i 1
R AT bR AL R R OG IR T2 5 S AR (TRAIL)
TRAIL Al 54N JH T~ A L166P R %f 7Y DJ -
1 7] 5 pro — caspase — 8 34t & 5 FADD, M il
HIWE - S 5 5 B & 1K (death — inducing signaling
complex) "',

2. fe M i R 28 S # . (1) D) -1 8 H AEHS
Ui e 0 9 5 DXl 1R Al R [N ( PTEN) i 3 (K O HoAY
XUHE R S Bt T A 9% P ) 410 9 G PR, JHCo o 4 ) PKB/
Akt A S 1 40 M A7 35 WL R R LR AR L fE

Mg A B8 DI - 1 3@ i 7 PR 9 5 PTEN s M2
JigRa i A K R RN B S S B, ti PTEN 3k PR 28 48
M- DI - 1 DIRE B, BlA Sy 5 989 7 40
JEV 015 s AL 0 DA T £ 4 b R A f AN 32 0 T R O
H1, PTEN Z78 78 VLA IR v, DI — 1 9 B0 1
FWTRER DJ - 1 fif PKB/ Akt = B il 2 1k DA i 9 45
PTEN {2, 066 A 1IE 5 A9 40 I A7 76 . B0 S
DJ -1 5 PLK/Akt 5REKE LML, 25T 00 fE
M9 5 & . (2)DI -1 Al i i ERK/uPA i B
T MR A0 A ) B RS e AR, AT 2 i ERK FI SRC
(B ER AL . REBR DJ - 1 Al f# uPA ) 3 38 K 3% 1 F%
ik, BARSZm] PAT -1 F1 uPAR 3235, #I# ERK 3%
PERTEL L DI — 1 X 41 B 5% B A2 40 H 4R
uPA/uPAR B0, IHBEAS DI — 1 S5 3000 i 93 40 o %%
B () XRS5 I R A S H LR
A4 D) - 1 By ik 235 Al BB /2 3 & 2 % RBS ) RNA
455 e 71 5% T 240 M B AL RE 7. RAS il 550 n] i
il DJ -1 S AT R X % DI -1 5 Ras P3[H
SEMMGIEZR" . (4)D] -1 7E KLF/ID - 1 i j%
EHLRAESN EMT IEJE K1 R EEH . DI -1 #ad
T4 E - cadherin Fl_I 9 Snail &35 e #F 2L M 76 240 i
MR SMEPERY DI - 1 5 B ik vl & 3 FEAIK DJ -
ImRNA KLF17 % (1 . EMT f 84 K 7. KLF 193 5
FeIR AP0 Mk DI - 1§54 /R KLF nfig /2 DJ -
7.



- BRI KT -

J Med Res,May 2016, Vol. 45 No.5

LR E S0 Fhm—1, 02 53 IR E R
e

3.RNA 455 I 68, W35 FiFsRik: DI -1 2
— PP cAMP T 9 RNA 2558 A1 & & 1R 04 41 5
oy A A — ] 5K R F AN 45 A W 2R IR A, ]
H5ARFE R mRNA 255 i SE L2 F g, DI -1 7]
L5 RBS(RNA - binding subunit) 2% 5 3 1 il RNA
SEWREE"

M .PARK7/DJ -1 £ fHJE 12 i % & 57 P AT BERY
R R =

g5 bk AT LA DI - 1 2 5 IR e i S e #
() 22 A3 %, AT DL 2R 2 9P DY - 1 SRk D
5 0 iR ) 1% 28 B e B S B IR R T AR o

L JCER DY -1 B . (1) JT#R DI - 1 34 Bchi i g
25 /E - RNAL Al DJ - 1 2% 3% 5 7T 42 i e g 25 55
VU A5 S R B IR AT MU T . DI - 1 R B 5
BUWTEA XS HE /N A0 B it e 79 36 97 6 RNAG 41 DJ -
12 3K J5 20 M Xk I 4 AT A g e SR
DJ — 1HE 33K T I 3 AT 38 A8 35 X AN [R] Bt e 25 4
AR BRI EE | ol b e 200 0 305 0 B 58 4 % ik Y SRR R 1
It DI = 1 2 ik B A LR R 40 R ) 2 -
Benzoyloxycinnamaldehyde ( BCA ) 5 B (1Y £k 7 44 15 i,
{3f ( mitochondrial membrane potential, MMP) (&A%, 7&
DJ -1 #emibr Jm B Al 375 5 th i BCA S 3y MMP |
P10 (2) TUER DI - 1 AR i 38 40 B 5 < A T X o
FERIREST o & B, DI - 1 - siRNA &14] DJ - 1 B 83
5 R IKJE T W M A A R A mRNA FIEE B R
K, DA 2 — 25 3000 ) Wk 96 4 FfL Hep — 2 09335 4 , W i
1 Je 40 B 3043 T G,/M S (3) LK DI - 14l
il fie 5 40 2 % < A IR R e ) AR A S R R R DY - 1
i TR U s 240 L A 2 B P 7% B T 58, TE TR AR S
REBE DI - 1 LA AN R B A 4R R B
DJ =1 BHE 136 7 a] LLRE A Brb 96 60 5 B8 5, al A O
TE BRI HE A5 o

2. “RARIMEIN AE DI -1 B B R AR R
BT — AT 5K S A AR T TR
B DI -1 ZRIRGE R R v . M DI -1 4%
F TR E I, HE AT $02 2% AR 1 e A P 5B I A, DA T
R iR 20 2 rh DY — 1 (1 3R 3K 7K F I 2k 6 bt %
LI fE o

3. MR bR W AR K MRS DI -1 /Y
H R AR 2 TR R R 418 1R R bR
A B g A B0 I Y A R AR I L LR

. 8-

=

JER AL R W MM PR BT DI -1 EHE B

S, ELHOAS [ R R TR RE AR E L fE A

FEAE 98 RO BIE 5 b, Hh T BT N IR e R R R

TR A 7 LRSI AR AL, DI - 1 78 P 4% rh &R

ARk H DI -1 7E A RE A i v Y 2R 8 AR T R R

SE MR, XK BINE DI - 1 A TSR

X SEIE 4 R R P Ry DY — 1 AT AR S iR A S

D531 ek 9 B R R 2 R

G 2
AT, DI -1 B RIE S AN £ F )

AE AR 25 U AH G , i %k DI - 1 By #IF 58 Al LS Bl 36

T HE— 20 i R 5 2 i (5 5 e 0 3% 9 A EL

KFR, LU ERY] DI - 1 78 b DL S A B 05 o i1

PERT . HJ2 DI -1 £ g b (9 R R ML, L5 e &

Ae TR B OC AR T R BT, G DY - 1 R A PR R

R IR b e B0 R S R 36 T HE R LS 4 A iR AT

AR T 1 B R

5% 3k

1 Bonifati V, Oostra BA, Heutink P. Linking DJ — 1 to neurodegener-
ation offers novel insights for understanding the pathogenesis of Par-
kinsons disease[ J]. J M Med, 2004 ,82(3) :163 - 174

2 Miller DW, Ahmad R, Hague S, et al. L166P mutant DJ — 1, caus-
ative for recessive Parkinson’s disease, is degraded through the ubiq-
uitin — proteasome system[ J]. J Biol Chem, 2003,278(38) ;36588
-36595

3 Natale M, Bonino D, Consoli P, et al. A meta — analysis of two —
dimensional electrophoresis pattern of the Parkinsons disease — relat-
ed protein DJ - 1[J]. Bioinformatics, 2010,26(7) :946 —952

4 Fan]J, Yu H, Lv Y, et al. Diagnostic and prognostic value of serum
thioredoxin and DJ - 1 in non — small cell lung carcinoma patients
[J]. Tumour Biol, 2016,37(2) :1949 - 1958

5 Choi SK, Hong YO, Lee WM, et al. Overexpression of PI3K —
pl10alpha in the progression of uterine cervical neoplasia and its cor-
relation with pAkt and DJ - 1[J]. Eur J Gynaecol Oncol, 2015,36
(4):389 -393

6  Tsiaousidou A, Lambropoulou M, Chatzitheoklitos E, et al. B7H4,
HSP27 and DJ - 1 molecular markers as prognostic factors in pancre-
atic cancer[ J]. Pancreatology, 2013,13(6) :564 —569

7 Saeed U, Ray A, Valli RK, et al. DJ -1 loss by glutaredoxin but
not glutathione depletion triggers Daxx translocation and cell death
[J]. Antioxid Redox Signal, 2010,13(2) ;127 - 144

8 ImJY, Lee KW, Woo JM, et al. DJ -1 induces thioredoxin 1 ex-
pression through the Nrf2 pathway[J]. Human Mole Gene, 2012,
21(13):3013 -3024

9  Hinkle DA, Mullett SJ, Gabris BE, et al. DJ -1 expression in glio-
blastomas shows positive correlation with p53 expression and negative
correlation with epidermal growth factor receptor amplification[ J].
Neuropathology, 2011,31(1) :29 =37

10 Vasseur S, Afzal S, Tomasini R, et al. Consequences of DJ -1 up-

regulation following p53 loss and cell transformation[ J]. Oncogene,

2012,31(5) :664 — 670



B2 el 2016 4E5 A F45 % S

- BiRl KT -

14

15

17

20

21

22

Vasseur S, Afzal S, Tomasini R, et al. Consequences of DJ — 1 up-
regulation following p53 loss and cell transformation[ J]. Oncogene,
2012,31(5) :664 - 670

Yao Y, Wei H, Liu L, et al. Upregulated DJ — 1 promotes renal tu-
bular EMT by suppressing cytoplasmic PTEN expression and Akt ac-
tivation[ J ] .
(4):469 -475

Zhu XL, Sun W, Lei WB, et al. DJ -1 - induced phosphatase and
tensin homologue downregulation is associated with proliferative and
invasive activity of laryngeal cancer cells[ J].
12(2) :2003 -2008

He X, Zheng Z, LiJ, et al. DJ -1 promotes invasion and metastasis
of pancreatic cancer cells by activating SRC/ERK/uPA[J].
nogenesis, 2012,33(3) :555 -562

Ismail 1A, Kang HS, Lee HJ, et al. DJ -1 upregulates breast canc-
er cell invasion by repressing KLF17 expression[ J].
2014,110(5) :1298 - 1306

Chen Y, Kang M, Lu W, et al. DJ -1, a novel biomarker and a
selected target gene for overcoming chemoresistance in pancreatic
cancer[ J]. J Cancer Res Clin Oncol, 2012,138(9) ;1463 - 1474
Zeng HZ, Qu YQ, Zhang W], et al. Proteomic analysis identified
DJ -1 as a cisplatin resistant marker in non — small cell lung cancer
[J]. Int J Mol Sci, 2011,12(6) :3489 - 3499

Kawate T, Iwaya K, Kikuchi R, et al. DJ -1 protein expression as
a predictor of pathological complete remission after neoadjuvant
chemotherapy in breast cancer patients [ J].
Treat, 2013,139(1) .51 -59

Ismail TA, Kang HS, Lee HJ, et al. 2’ — Benzoyloxycinnamaldehyde
- mediated DJ — 1 upregulation protects MCF - 7 cells from mito-
chondrial damage[ J]. Biol Pharm Bull, 2012,35(6) :895 - 902
Shen Z, Jiang Z, Ye D, et al. Growth inhibitory effects of DJ -1 —
small interfering RNA on laryngeal carcinoma Hep — 2 cells[ J].
Med Oncol, 2011,28(2) :601 - 607

Landon MR, Lieberman RL, Hoang QQ, et al. Detection of ligand
binding hot spots on protein surfaces via fragment — based methods:
application to DJ = 1 and glucocerebrosidase[ J]. J Comput Aided
Mol Des, 2009,23(8) :491 -500

He XY, Liu BY, Yao WY, et al. Serum DJ — 1 as a diagnostic

marker and prognostic factor for pancreatic cancer[J].

2011,12(2) ;131 - 137

J Dig Dis,

Lisitskaia KV, Eremina LS, Ivanov AV, et al. Study of Dj -1 pro-
tein in tissue specimens, cultured cells and serum of prostate cancer
patients[ J]. Biomed Khim, 2011,57(4) :392 -401

Kawate T, Iwaya K, Koshikawa K, et al. High levels of DJ -1 pro-

tein and isoelectric point 6.3 isoform in sera of breast cancer patients

Zong M, Jia L, Li L. Expression of novel tumor markers of pancreat-
ic adenocarcinomas in intrahepatic cholangiocarcinomas[ J]. Onco
Liu S, Yang Z, Wei H, et al. Increased DJ — 1 and its prognostic

Hepatogastroenterolo-

Krause K, Prawitt S, Eszlinger M, et al. Dissecting molecular e-
vents in thyroid neoplasia provides evidence for distinct evolution of

follicular thyroid adenoma and carcinoma[ J]. Am J Pathol, 2011,

Chen W, Shi X, Liu Y, et al. Differential expression of DJ — 1 and
HSP27 in invasive and non — invasive pituitary adenomas[ J]. Zhong
nan Daxue Xuebao Yixueban, 2012,37(5) :481 - 484

Miyajima Y, Sato Y, Oka H, et al. Prognostic significance of nucle-

ar DJ — 1 expression in astrocytoma[ J]. Anticancer Res, 2010,30

Schumann C, Taratula O, Khalimonchuk O, et al. ROS - induced
nanotherapeutic approach for ovarian cancer treatment based on the
combinatorial effect of photodynamic therapy and DJ — 1 gene sup-
Nanomedicine, 2015,11(8) :1961 - 1970

Zhang HJ, Siu MK, Jiang LL, et al. Overexpression of the Parkin-
son disease protein DJ - 1 and its regulator PTEN in gestational

Int Gynecol Pathol, 2010,29(5) .468 -

Tsuchiya B, Iwaya K, Kohno N, et al. Clinical significance of DJ -
1 as a secretory molecule: retrospective study of DJ — 1 expression at

mRNA and protein levels in ductal carcinoma of the breast[ J]. His-

(ks H 31 :2015 11 -04)
(f&m H W 2015 -11 -19)

(#% 12 W)

15

20

Aoyama H, Shirato H, Tago M, et al. Stereotactic radiosurgery plus
whole — brain radiation therapy vs stereotactic radiosurgery alone for
treatment of brain metastases: a randomized controlled trial[ J]. JA-
MA, 2006,295(21) :2483 -2491

XU, ], BT, A AR BEA e R U 1R T
Jit 988 ik e RS R A YT T ] v I S AR R A, 20142173
Mut M. Surgical treatment of brain metastasis; a review[ J]. Clin
Neurol Neurosurg, 2012,114(1) :1 -8

Lee JI, Nam DH, Ahn YC, et al. Surgical treatment of non — small
cell lung cancer with isolated synchronous brain metastases[ J]. J Ko-
rean Med Sci, 2006,21(2) :236 -241

BTN, AR, BETE, AE. AR/ 5 OF L I e B Ak i
ARIFREWEL[T]. HPGRE2E, 2012,27(11) 11634 - 1637

Tsao MN, Rades D, Wirth A, et al. Radiotherapeutic and surgical
management for newly diagnosed brain metastasis (es): An American

Society for Radiation Oncology evidence — based guideline[ J]. Pract

Schuette W. Treatment of brain metastases from lung cancer: chemo-
Lung Cancer, 2004 ,45:8253 - 8257

BREL, R3O, FEHAR, S5 005 b S 25 % e 18 i 6 7% J ALK
TR IR P A AR L] PR AR AR, 2014,16:36
Bailon O, Chouahnia K, Augier A, et al. Upfront association of car-
boplatin plus pemetrexed in patients with brain metastases of lung ade-
nocarcinomal J]. Neuro — oncology, 2012 ;nos004

Scagliotti GV, Parikh P, von Pawel J, et al. Phase III study compa-
ring cisplatin plus gemcitabine with cisplatin plus pemetrexed in chem-
otherapy — naive patients with advanced — stage non — small — cell lung
cancer[ J]. J Clin Oncol, 2008 ,26(21) :3543 - 3551

Ortuzar W, Hanna N, Pennella E, et al. Brain metastases as the pri-

23
J Huazhong Univ Sci Technolog Med Sci, 2011, 31 24
[J]. Cancer Sci, 2015,106(7) :938 —943
25
Mol Med Rep, 2015,
Targets Ther, 2013 ,6:19 -23
26
Carci- significance in hepatocellular carcinomal[ J].
gy, 2010,57(102 -103) ;1247 - 1256
27
Br J Cancer,
179(6) :3066 — 3074
28
29
(1):265-269
30
Breast Cancer Res
pression[ J].
31
trophoblastic disease[ J].
475
32
topathology, 2012,61(1) :69 -77
Radiat Oncol, 2012,2(3) :210 - 225
21
therapy[ J].
22
23
24
25

mary site of relapse in two randomized phase III pemetrexed trials in

advanced non — small — cell lung cancer[ J]. Clin Lung Cancer,

2012,13(1) :24 30 (WS H #1:2015 — 10 — 19)
(& H1:2015 - 11 -20)

.9.



