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[Materials and Methods]

The application of a new screening procedure which utilizes
the synergistic effect of short- chain fatty acids and tumor
promoting diterpene esters enabled rapid and easy detection
of tumor promoters and anti-tumor promoters using human
lymphoblastoid Raji cell. Several tumor promoters are able
to activate the Epstein-Barr virus early antigen (EBV-EA)
induction in both latently and productively infected cells,
Raji cells. The EBV activating effect of tumor promoters can
be synergistically enhanced through protein kinase ¢
pathway if they are administered together with n-butyric
acid. N-butyric acid is itself a potent activator of infected
virus in Raji cell when used at higher concentrations.
Interstingly, the EBV-EA activation induced by 12-O-tetra-
decanoylphorbol-13-acetate (TPA), can be diminished by
the addition of chemopreventive agents, ascorbic acid,
curcumin and herbal plant, Tabebuia avellanedae including
naphthoquinones to the culture medium. These samples
are an inhibitor of tumor promotion, chemopreventive
agents and inhibited promoting stage of DMBA-TPA
induced carcinogenesis in mouse.

[Results]

TA ess. and NQ801 inhibit the EBA-EA activation in a time
and dose dependent manner. Inhibitory activity was
higher in NQ801 compared to TA ess. , and the structure
elucidation and biological activity were identified. In the
course of in vivo studies, female SENCAR mouse (6 weeks
of age) were treated topically with TA ess. followed by
TPA twice a weekly for 20 weeks. Tumor incidence were
60-70% with 4 to 5 per mouse at end of experiment as
positive control group.

[Conclusion]

This study demonstrates that a) TA ess. and NQ801 inhibit
the TPA induced EBV-EA activation, in vitro anti-tumor
promoter assay b) TA ess. leads to decrease of papillomas
production. A new chemopreventive agent was discovered
that shows potential for the treatment of tumor promoting
stage.

WEFREEN
[ai]
ZOWRDBEMNE, 7TV I FESEREY T DA RTAT - T RT
AL TN DN T GRERE N NBIIERER & AT 23 A P RRD RIS
DN T BEDTHD, ANTAT - TXTHRL L (TA) X
KDTIVNSALERT XY F U H T TEE §BHRA T, 3%
FARESIEL T, 5004F-LL_EIZH - CRi4 OFBIS L CniSE
LTI TEIz, TIVINPETHBZDBARDPER 1.
TV CIEEICHRBIREL UGS 5, TALZZIZEEh S
F 70 ALAPINQSO LKL TZ DG AR § 52 8%
HIET 55D T. ZOMBEIZ DN ThIvb A L =T
RER T b BIRB AT TE—2— (DA T DRERE N TD
A L INB DR CORA AN B ER Ch D,

[Pkt :]

R > ST Cd B Rajifllflad W THIRE A T B E—4—,
FMAT T2 —Z SRR E Fe 25 A 70 E— 4 — DR
B OGRS TR I A7) — =0 7% 5 i Th 5. A
TaE—Z—PEBVIZESEL T B Rajiflili T, 2 DM i
WU (Early Antigen EA) 238813 2% A 70 E—4—I12k
BEBVO I R SR I & [R5 2 R IB & ¥ 5 EPKCE AL C
FHEA I HE S5 , Bk 2 Z &I TPAICKDEBV-EAAG ML
ENBEX, AR A THIRITH B3IV C, 2L o3RS )
THATALZ NI EENSF T ) VA RIRHCE S 5L 72D
WEEAIRAD§ 5, TN o DRI, FED A T T T —2— B DR 5
AT A THIFIEL T3y ZCODMBAF R F 2 A T 0 E—4—
EfHHE T 5,

[55]

TAJHI % (TAess) ENQ8O 113, B L= 1< {f/FL CEBV-EA
TEMEAIRIL 7=, PIEITE M 3 TAess | S HEIL TNQS0 128 EK L $7-
MG A B & A4 BV PE e — 3L 72 B T 22akBR e L ¢
SENCAR~™ Z (63 4) IZTAess. % BAfIZ#E\ Y CTPA%AR €20
ST R ER A AT 572, FEAE L= B2 60~70% (%
YT RB70 4755 DD & BALBL L LR L T FEEAE TR
RUT2,

[tEa]
ZOW7EIE

a) ik BRAT NERERIZ 351 ) TTAess.ENQ8 0 1 A TPAIZ L BEBV-EA
WAL 72

b) B9k CldTAess. TR R AEZMHIL 72, Z2DZEn5
HLRLZZA A PRIANG, 5O 7 aE— 3V B RO T
WEERL,

1-61



