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Abstract

Tip60 (Tat intercalative protein, 60kD) is a HAT enzyme. It plays an important role in

cell cycle regulation, DNA damage response and apoptotic cell death.

DNA damage is harmful to cell and organ. There is a complex signaling network (the
DNA damage response network) which coordinates cell responses to the DNA damge,
resulting in cell cycle arrest, apoptosis, and senescence. P53 plays a key role in this
network. P53 can be phosphorylated by a series of protein kinases that start with DNA
damage response and can transactivate its downstream target genes, thus controlling

the destiny of cells.

P53 is a transcription factor. It is a key regulator in the process of cell growth, playing
an important role in maintaining the fidelity of the genome. When DNA damage
occurs to different extent, P53 seclectively transactivates genes, participates in cell
cycle arrest, apoptosis, and other cellular reactions. Then it results in the cell cycle
arrest in G1 phase to allow self-repair, or leads to the programmed cell death to inhibit

the formation of mutated cells with the tumorigenesis tendency.

Tip60 can regulate the DNA damage response network by P53-dependent or
P53-independent ways. To further study the biological function of Tip60, we
expressed the GST-Tip60 fusion protein, and use it as the antigen to immune the New
Zealand rabbit, and then we collected the antiserum for purification. We characterize
the anti-Tip60 serum with western blotting and immunoprecipitation techniques. That

will help us further our research on the function of Tip60 protein.

Key words: Tip60; P53; polyclonal antibody
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Figure 1. Intrinsic Apoptotic Pathway
See text for details.

APOPTOSIS

Figure 4. Exlirinsic Death Receptor Pathways
The distinct composition of the Death-inducing-Signaling Complex (DISC) downstream of the various death receptors TNFR1, CD95, and

DR4/5 is illustrated.

B1-1 40 fE -1 A B R AR AN R A2
Fig. 1-1 The intrinsic and extrinsic pathways of apoptosis
#E: AK5| HNika N. Danial and Stanley J. Korsmeyer, 2004
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TR0 M =2 2, AN S RIS, PS3M I K i A s A Tk D
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WS HIE (prolyl isomerase) PIN15| S 7EPRDIFIIHZHE L [ M), X8 iE 1
FIAT A (AL B D022 Bl K BE FEMDM2 XS PS3 KI5 & 1 Caffinity) DL 3 INPS3
b5 FOCHEE IR T U0 418 11 S W B BEp300 MCBP I L R Y. th4t, 331, 37
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FIPUMAK 51 fe i =025 41 8 1 LTk 4675 i CBP/3005% PS 346 2 MR 7k 3373 F1382
fr LWL, R PS3 eIV SR A A LR SR R 7, B s umPS3 ML LRl . 4G
FFEPR A 7 X3, CBP/300fE L WEALFEIE I (41 a1, A @ i sk 1)
DNAMI%., JHRETE Bkt N7 SRNASR RGN &5 4, B3 s 1 Th g
PCAF (P300/CBP associated factor) fig ZMEPS3 8 M 24 IR 5% 432017, 52MTP53
FIDNASS £ fig 1 5 Ho e sim Y,
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1.3 ZEt3EBETip60

1.3.1 Tip60f&j />

Tip60 (Tat interactive protein,60kD) f&KamineZ 199641 il i BEXN A28 R 48
RIL, SHIVIE R AR & A, Tipe0ds = FiA [F () 344k, R SH4R1
(Tip60p), A2 (Tip60a) , SFHIAAE3 (Tip60y )", H Tip60 7 #4442 (Tip60a)
BRI T I¥ 5 22 AR B A BT, AR SCRIK 2 $UOCR BT 48 1) Tip6 0t 3t a2 3 AN S A 1k
Tip60EMYSTZ % (MOZ, Ybf/Sas3,Sas2HTip60) ) LEib R, 5 AR
2 B R UIAROC . R E I Re b T S R FIDNA By R 1 N2 1
TEXZ SRR, AT, BRI, DNAIA S 4 1 i 2 10 0K
B APS3MWIST &L, Tip60& FIEPS3 8 (K kel P A% . JF BT
FUR I Tip60AME R LUE I P53 AAEAE . AT LA A PS3 AL KA 2 5
RIS, MR R AR AR T

1.3.2 Tip60BY £ #4

WE -2, Tip60 7 —ANNui I 44 4 it 45 #448, (chromodomain), FH—
ANCU MY ST #38. MY ST S L TRALEE RS B (40 A0 DX, s — /N
HAT Ty G 45k, 47 50 F1 & 1 4l 96 A RIS ) 45 5 o MIYST 45 #) S8k 40, 25 — 4
Cys-Cys-His-Cys[WFFIE i), H DR & A s A BAEHIAH G . Tip607E R A A
A AT — N RA% 32 AR A HAE FI X (Nuclear Receptor (NR) -interaction box) ),

HEOLT, Tip60TE4H M M AATE T 2 /b 18N AR S e M R T 2
ST, AT A HH 25 Tip60 1) 5% I 5 D) B8 F1DNA 45 477 (1) V. % . TRRAP Al
p400/Dominose P32 2 ELAL 2 SE B L4178

1 32 68 285 477 513

—|E : IR 7 CAS —

El1-2 AJETip60f) & F 4544
Fig.1-2 Structure of human Tip60 protein
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