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Abstract

Abstract

In the many tumor tissues, tumour necrosis facror a(TNFa) can promote tumour
cells to survive and proliferate. Generally, in the tumour microenvironment, the
source of tumor necrosis factor o are many orientation differentiation macrophages.
Tumor necrosis factor a could activate NF-kB and MAPK (Mitogen-activated protein
kinase) signaling pathways to improve the survival of tumor cells .This paper
researches the relevant function of nuclear recepter Nur77 with tumor necrosis factor
a in the survival pathway, the survival pathway that tumour necrosis facror a regulated
is inhibited in the process where honokiol down-regulated the protein expression of
unclear recepter Nur77.

In accordance with the pleiotropy and the high efficiency of the natural product
honokiol, it is commonly used to treat diseases, to inhibite the proliferation of tumour
cells. Combination with the prompting of the molecular mechanism research about
honokiol, honokiol mediate the transcriptional activity of RXRa, as the ligand of
RXRa. We carried out the research work about this paper. Tumor necrosis factor a
could induce the high expression of Nur77in the nucleus of tumor cells by the
signaling pathway that tumor necrosis factor receptor involves in. Orphan nuclear
receptor Nur77 acts as an immediate-early gene, which expression can be rapidly
induced by various stimuli including mitogenic agents. Nur77 actives the transcription
regulations of many growth factor genes in the nucleus, then growth factors promote
the proliferation of cancer cells. Our research found honokiol can inhibited the high
expression of Nur77, which is induced by tumor necrosis factor a. Meanwhile, we
proved honokiol down-regulates the protein level of Nur77, which downturn the
activity of Acetyl-CoA carboxylase that the highly expressive Nur77 activates, then

indirectly inhibites the proliferation of tumour cells.

Keywords: Nuclear Recepter; Tumor Necrosis Factor; Honokiol;
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1.1 Z%Z RN
%54 (Nuclear Receptors, NRs) 8 5 i & EAZ MM AR N A e 32

ThREZHEM— RRE A, B 48 NMEFIL. 29 MK 200 RF6E E 5K
HAR 29 AU SRR IR K SRR B A AR 8 23T T2 A% P4 B A 8 A 4
£ e EH IR A BN A0 A% N R HETh e, AN TR C A4 O A% 52 AR TE 4 i N A A
NLAYEThRE: R R 4R A RIHUIR IR IR /N o 1%,
REFISTZ AT RE, WaniRAK. B . AU, s R BRI T4 LT
FTA ARl R B X e — AT Re ) 2 I EE R, R4 R AR C
MIRI o N =R BB — R AR R R R 2k W HUIR BRI R %24 (Thyroid
hormone Receptors, TR) + M RS2 (Retinoic Acid Receptor, RAR+ Retinoid X

KH KH

i

Receptor, RXR) FI4EAZ D3 13244 (Vitamin D3 Receptor, VDR) %; 5 —K2
RIE BB R 2R, BIEIERZ 32k (androgen receptors AR « MEEI 2 524 (estrogen
receptor, ER) + ZZE /K (progesterone receptors PR) il B i i &K 2 &
(glucocorticoid receptor, GR) FlEh 7 Jii #5244 (mineralocorticoid receptor,
MR) %5 55 =22 9L (orphan nuclear hormone receptors)'®, ¥ i A K I
RIRBCARRIZAK, 41 Nur77. COUP - TF 4.

1.2 #%ZFRLEH
WK EORF R ZRE, DIREANH, (EAZAREN A B AR 27454,

M ZARE AR — RS54 BT 7350 : N i3] C BURRZ AN XK B AL B.
C. D, EFF X", w1l 1 BioR, A/B DXALE— ARG T O 8 42 1 5 i
U 3 (Activation function ,AF)AF-1, ANAMZZAEZAZIXKEA—, —fkH 50 £
500 NEAFEBEALRL; C X A S IR ) DNA 454 3 (DNA-binding domain ,DBD),
TR, 2 C-X2-C-X13-C-X2-C (#f5 [ )Al C-X5-C-X9-C-X2-C
CEER IDHMY, AR 4 AP ER AN OB AL ) — AN 25 7 2 A 2
TEEHR T MEE = ARSI RN P-&, BRE T 2 AE R B
D X NFARMAHE X, %X B HARSE R SE R 7SI, 8% & B RE N
25 HK (nuclear localization signal, NLS) "!; E X AR A X (ligand binding
domain, LBD) , HIZHLEMZEM 124> o 1RHeHMK, RN SRS G
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Fig.1 Structure of nuclear receptors
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Nur770] LHIH AL BB 24k B (RARB) [KIFRIE, AT 51 S8 41 i Xt 41 35 5 25 4
MFEHLE Y P, R B R X ZiE (RXRa) 30# 55— ML
COUP-TF (1454, 4] RARP LM, Nur77/9id 264 fH1E T A20 B 4 i
PR WIS SIAET, MRH L T 2R 4E R 40 i b KA SE R 1175 R 4R AE T . FE Bk
AWM T, Nur77 0] BLAR € FF 307E 28 75 5 Al -1 (hypoxia inducible
factor-1o, HIF-1a) 361K, MR T K T-1a & — A5 M AT % 2 VI F O
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H AT LGB Nur7769 ) 30 RNA SREH I Nur77 (3 A 3EmdE -, IESL T Nur77
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