. 122 - 2005 32 2
1 2 1
:R730.231 A :1000-8578(2005) 02-0122-02
0 hTERT
6 M (hTR TEP: hTR ?
hTERT hsp90 p23 dyskerin) sl hTERT ,
(human Telomerase Reverse Transcriptase, hTERT
hTERT) (Telomerase) hTERT ,
, 80 % , hTERT- hTR
hTERT ,
hTERT hTERT
hTERT , hTERT N- ,
( ) hTERT ,
, , Bachand , hTR
, , hTERT-hTR hTR CRs-CRs
hTERT
hTR, hTRhTERT
hTR P ,CR-
1 hTERT 7 , H/ ACA hTR
hTERT ! hTERT
“,  hTERT 3 hTERT
6 ; 4 2 hTERT 5 5.8Kb ,
2 ap 1 hTERT , 283bp
2 a
36bp , (RT) A 2
o E— (CACGTO MT—
B 4
Colgin®! hTERT
, hTERT , ,
y HT1080 y E_ hTERT
(7 hTERT
,hTERTMRNA
2 hTERT—hTR
 hTR : . hTERT
, JhTERT
hTR Mgumdar
hTERT TK
:2004-01-15; :2004-04-08
:1. 510282 (hTERT/ TK) ,

GV (



2005 32 2

123

(cMV)
TK , ,
Braungtein ¥
LhTERT/ TK

LhTERT

[1028] hTERT/-

FDD -Cagaset -Cagpase8 - GFP TRAIL - E1A-Sm2
-Bax ,

GCV ;

hTERT
TK ,
, CD (Cytosne Deaminase)
; 5 Fu
(9] ,hTERT

., hTERT ,
, hTERT

[1] ChangJT,Chen YL ,Yang HT, et d. Differentia regulation of
telomerase activity by sx telomerase subunits[J]. Eur J Bio-
chem ,2002 ,269(14) :3442-3450.

[2] Yi X,White DM, Aisner DL , et a. An aternate splicing vari-
ant of the human telomerase catalytic subunit inhibits telomer-
ase activity[J]. Neoplasia,2000 ,2(5) :433-440.

[3] Colgin M ,Wilkinson C, Englezou A, et a. The hTERTapha
splice variant isa dominant negative inhibitor of telomerase ac-
tivity[J]. Neoplasia,2000 ,2(5) :426-432.

[4] Yang Y, Chen Y, Zhang C, et a. Nucleolar localization of
hTERT proteinis associated with telomerase function[J]. Exp
Cell Res,2002 ,277(2) :201-209.

[5] Etheridge KT ,Banik SS, Armbruster BN , et a. The nucleolar
localization domain of the catalytic subunit of human telomer-
ase[J]. J Biol Chem ,2002 ,277(27) :24764-24770.

[6] Bachand F,Triki | ,Autexier C. Human telomerase RNA-pro-
tein interaction[J]. Nucleic Acids Res,2001,29 (16) : 3385
3393.

(7]

(8]

(9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

Braunstein |, CohenrBarak O ,Shachaf C, et a. Human telom-
erase reverse transcriptase promoter regulation in normal and
malignant human ovarian epithedial cell[J]. Cancer Res,2001,
61(14) :5529-5536.

Majumdar AS, HughesDE, Lichtsteiner SP,et al. The telom-
erase reverse transcriptase promoter drives efficacious tumor
suicide gene therapy while preventing hepatotoxicity encoun-
tered with constitutive promoters[J]. Gene Ther , 2001, 8(7) :
568-578.

Braunstein |, CohenrBarak O, Shachaf C,et a. Human telom-
erase reverse transcriptase promoter regulation in normal and
malignant human ovarian epithelial cells[J]. Cancer Res,2001 ,
61(14) :5529-5536.

GuJ, Kagawa S, Takakura M, et a. Tumor-specific trans
gene expresson from the human telomerase reverse tran-
scriptase promoter enables targeting of the therapeutic effects
of the Bax gene to cancers[J]. Cancer Res, 2000, 60 (19) :
5359-5364.

Koga S, Hirohata S, Kondo Y ,et a. FADD gene therapy u-
sng the human telomerase catalytic subunit (hTERT) gene
promoter to restrict induction of apoptoss to tumorsin vitro
and in vivo[J]. Anticancer Res, 2001 ,21(3B) :1937-1943.
Komata T, Kondo Y, Kanzawa T ,et al. Treatment of malig-
nant glioma cells with the trander of constitutively active
caspase6 usng the human telomerase cataytic subunit (hu-
man telomerase reverse transcriptase) gene promoter [J].
Cancer Res, 2001 ,61(15) :5796-802.

GuJ, Andreeff M, Roth JA ,et a. hTERT promoter induces
tumor- specific Bax gene expresson and cell killing in syngenic
mouse tumor model and prevents systemic toxicity[J]. Gene
Ther ,2002 ,9(1) :30-37.

Koga S, Hirohata S, Kondo Y ,et a. A novel telomerase pe-
cfic gene therapy : gene trander of caspase-8 utilizing the hu-
man telomerase catal ytic subunit gene promoter[J]. Hum Gene
Ther , 2000,11(10) :1397-1406.

Komata T, Kondo Y, Kanzawa T ,et a. Caspase-8 gene thera-
py usng the human telomerase reverse transcriptase promoter
for malignant glioma cells[J]. Hum Gene Ther ,2002,13(9) :
1015-1025.

Komata T, Koga S, Hirohata S, et a. A novel treatment of
human malignant gliomas in vitro and in vivo: FADD gene
trander under the control of the human telomerase reverse
transcriptase gene promoter [J]. Int J Oncol , 2001, 19 (5) :
1015-1020.

Lin T,Huang X,Gu J, et a.Longterm tumor-free survival
from treatment with the GFP TRAIL fuson gene expressed
from the hTERT promoter in breast cancer cell[J]. Oncogene,
2002 ,21(52) :8020-8028.

Kirch HC,Ruschen S, Brockmann D, et a. Tumor- specific ac
tivation of hTERT-derived promoters by tumor suppressve
E1A-mutants involves recruitment of p300/ CBP/ HAT and
suppresson of HDAC1 and defines a combined tumor targe-
ting and suppresson system[J]. Oncogene, 2002 ,21 (52) :
7991-8000.

LiuJ, Zou WG, Lang MF. Cancer-secific killing by the CD
suicide gene using the human telomerase reverse transcriptase
promoter[J]. Int J Oncol , 2002 ,21(3) :661-666.

[ ; : ]



