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Figure Transcriptional activation of the core promoter region of

BTERT by comve . A human  c-mye ¢DNA  expression  plasmid
(peDNAJ3/HA-c-myc) or vector aone (pcDNA3) was co-transfected with
the firefly luciferase construct (pGL3bL-286 or pGL3L-286 (EboxMut)) and
the pRL-TK into the A549 cells.  The means from the three independent
experiments are shown.  Bars indicate stundard deviations.
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Figure Transcriptional activation of the ATERT promoter containing E-box

cluster by c-mve. Upper punel shows the schemaltic representation of the hTERT
promater region.  The genomic fragments of E-box cluster were amplified using
the indicated primer sets ( arrows ) as described in "Materials and  Methods”.
Then. the genomic fragments of E-box cluster (E-box 1, 2, 3) were inserted into
CMV promoter driven-fuciferase construct {pG1.3-Promoter), and used for analy-
sis of transcriptional activation by c-myve.  The ¢-Mye binding sites (E-box) are
indicated by triangles (Wu et al.. 1999). and bent arrow indicates traslation start
site {ATG).  Lower panel shows the transcriptional activation of ATERT by -
mye. A c-mye expression vector ( pcDNA3 /HA-c-myc } or control vector
(pcDNA3) were co-transfected into AS549 cells with different E-box cluster-
reporter plasmids by LipofectAMINE PLUS reagent.  For each transfection, the
firefly luciferase activity of hTERT E-box cluster-reporter constructs shown in
the upper panel was normalized with Renitla reniformis luciferase activity driven
from the co-transfected pRLE-SV40.  The means from the three independent
experiments are shown.  Bars indicate standard deviations.
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Figure Transeriptional repression of the  #TERT promoter by

Myol). A human MyoD ¢DNA expression plasmid (pcDNA3-MyoD)
or vector alone {(pcDNAJ) was co-transfected with the firefly luciferase
construet { pGlL3b-1391, pGL3b-801 or pGL3b-286) and the pRL-TK
The means from the three inde-
pendent experiments are shown,  Bars indicate standard deviations.

into the A549 cells (A) or Hep(G2 (B).
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Figure Transeriptional repression of the ATERT promoter by iRE-1

A human fRF-1 ¢DNA expression plasmid (pcDNAJ-IRF-1) or vector
alone (pCDNAJ) was co-transfected with the firelly luciferase construct
(pGL3Ib-1391, pGL3L-RO1 or plil.3b-286) and the pRL-TK ini the
A339 celts (A) or HepG2 (B).  The means from the three independent
experiments are shown,  Bars indicate standard deviations.
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nsom micels (5 ofooptm) N :0f oclbe
A3l 100 03 048
Ab 106.3 23+1.23
AB 1108 470%6.28
L11 144 8 1141%13 .32
L21 126 .2 84.5%5.10
A3111+3M C*% 2.0 300+5.15

*average with SD of 15 plags
¥¥A 3111 cells were treated w ith 0.5 ug/n lof 3-M C (positive control)

R4 . BRIPBROGLLLTIELEBEF

Code

Gene

A08e
Al4l
B02a
B02b
B021

integrin beta 7

insulin-like growth factor binding protein 10
¢-fos proto-oncogene

FBJ osteosarcoma oncogene B

Jun oncogene

B02m junB proto-oncogene

BO6g
B07e

C01k
C03m
DO5b
DO05e
DO6d
E07k

HSP27, HSP25, HSPB1, growth-related 25-kDa protein

N-oxide forming dimethylaniline monooxygenase 1

hepatic flavin-containing monooxygenase 1

dimethylaniline oxidase 1

retinoic acid receptor beta, nuclear receptor subfamily 1 group B member 2
caspase-activated DNase, DNase inhibited by DNA fragmentation factor
insulin-like growth factor II precursor, multiplication-stimulating polypeptide
leukemia inhibitory factor, cholinergic differentiation factor

proliferin

non-receptor type 16 protein tyrosine phosphatase
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F6 . RRIBROMEU LR L BET

j;aﬂ mns-ant G enes upregulated

G enes dow nregulated

A5 c-fos proto-oncogene (33.0)
FBJ csteosarcoma oncogene B
Jun oncogene
jmB proto-ancogene
HSP27, HSP25, HSPBI, growth-
related 25-kDa protem

N-oxide forming dimethylaniline monooxygenase 1

hepatic flavin-containing monoo: ase |

d%thylaniline uxidasegl e
insulindike growth facior 11 precursar,

multiplication-stimulating polypeptide

large multifunctional protease 7

retinoic acid receptor beta, nuclear receptor
subfamily 1 group B member 2
proliferin (107)

fat wmor suppressor homolog (Dros ophila)
thrombes pondin 1 {15.8)
delta-like homolog 1, preadipocyte
factor 1, 8CP 1. FA1,Z.0G (12.7)
clusterin precursor, clustrin, apolipoprotein J,
sulfab}:i glycoprotein 2 PO
pleiotrophin
matrix metal loproteinase 9
large multifunctional protease 7 (20.7)

insulinike growth factor
L11 binding protein 10
c-fos proto-oncogene (79 8)
FBJ csteosarcoma oncogene B (10.9)
Jun oncogene {26 3)
casgase—activawd DNase, DNase inhibited by
NA entation factor
leskemia inhibitary factor, cholinergic
differentiation factor

Cdk 6 inhibitor, Cdk 4 inhibitor C, Cdk inhibitor 2C (11.5)
fat tumor suppressor hamolog (Drosophila)
thrombospondin 1
vascular cell adhesion molecule 1 precursor (17.0)
delta-like homolog 1, preadipocyte
factor 1, SCP 1, FAL, ZOG (11 2)
EB1APC-binding protein
HS P60, HSP&S, HSPDI, mitochondrial matrix protein P1
precursar, 60-kDa chaperonin, GroEL protein
apoptosis inhibitor 1
clusterin precursor, clustrin, apolipoprotein J,
sulfated glycoprotein 2 (10.0)
platelet-derived growth factor receptor alpha precursar
Hek2 murine homolog, Mdk5 mouse developmenital kinase,
Eph-related tyrosine-protein kinase receptor
pleiotrophin (25.2)
small induchble cytokine A9
avian sarcoma virus CT10 (v-crk) encogene homolog (11.0)
non-receptor type 11 protein tyrosine phosphatase,
phosphotyrosine phosphatase
Cdk7, CDC2-related kinase 4, Cdk-activating kinase,
39-kDa protein kinase, MOL5, MPK7
serum-inducible kinase
histidine triad mcelotide-binding protein,
protein kinase Ciota (34.4)
menage a trois 1
adisintegrin-like and metalloprotease with
thrombospondin type 1 motif protein 1 (11.8)
matrix metalloproteinase 9
large multifunctional protease 7 (10.4)
developmentally d neural precursor cell expressed (15.0)
tubulin cofactor a (11.8)

L21 c-fos proto-oncogene (30.3)
Jun oncogene (11.1)
poliferin
non-teceptor type 16 protein tyrosine phosphatase

Cdk 6 inhibitor, Cdk 4 inhibitor C, Cdk inhibitor 2C
fat mmor suppressor homolog (Dresophila)
cysteine rich intestinal protein
deta-iike homolog 1, preadi e
factor 1, SCP 1g, FXI,ZOIE‘}OCyt
clusterm precursor, clustrin, apolipoprotein J,
sulfated gl ycoprotein 2 (10.0)
pleiotrophin (25.2)
histidine triad nucelotide-binding protein,
protein kinase Ciota (17.2)
large multifunctional protease 7 (16.6)

Genes in black and red were up- ar down-regulated more than 5-fold to less than 10-fold and mere than 10-Hold, respectively.
Figumes in parentheses indicate fold-increase or -decrease in gene expression compared to parental cells,
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transformed focl / dish

Connexin related genes
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