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PC-44.
Myofibroblasts correlates with lymphatic microves-
sel density and

lymph node metastasis in early-

stage invasive colorectal carcinoma
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Background : Recent studies have shown that the inter-
actions between tumor cells and stromal cells are impor-
tant in the development of tumor. We therefore inves-
tigated whether there is a correlation between tumor-
activated myofibroblasts, the main component cells of
tumor stroma, and

lymphatic microvessel density

(LMVD) or other clinical parameters in carcinoma.
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Materials and Methods: Immunohistochemical exami-
nation of alpha-smooth muscle action and podoplanin
were performed in 83 cases of early-stage invasive color-
ectal carcinoma.

Results : There was a good correlation between pro-
liferation of myofibroblasts (PMpt) and LMVD (L-
MVDpt) in peri-tumoral area. (p=0.0034). Increased
PMpt was also associated with lymphatic invasion (p=
0.0051) and with lymph node metastasis (p—0.011).
However proliferation of myofibroblasts in intra-
tumoral (PMit) areas was not associated with these
clinical parameters.

Conclusion : Proliferation of myofibroblasts in peri-
tumoral areas seems to play an important role in
lymphangiogenesis, and is also associated with lymph

node metastasis.
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Aberrant promoter methylation and histone
deacetylation of the Cyclooxygenase-2 (COX-2)

gene in Lung cancer cell lines.
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Background : Immunostaining studies indicate frequent
up regulation of COX-2 expression in NSCLC that is
related to increased invasiveness and LN metastases. By
contrast, expression in SCLC is weak or absent. We
studied the mechanism for the differential expression of
COX-2 gene in lung cancer cell lines.

Methods : COX-2 mRNA expression assays were
real-time RT-PCR.
Aberrant methylation of the promoter region of COX-2

examined by semi-quantitative

was studied by methylation specific polymerase chain
reaction (MSP).

5-aza-2-deoxycytidine (5SAza) or a histone deacetylase

The effects of the demethylating agent

inhibitor, trichostatin A (TSA) were tested in expression
negative cell lines.
Results: COX-2 expression was present in all 18

NSCLC cell lines tested. However, expression was

(21)



2005 47 H

weak or absent in 16 (73%) of 22 SCLC cell lines.
Compared to normal bronchial epithelial cells, mean
RNA expression in the NSCLC lines was 7 fold in-
creased in NSCLC lines and 10 fold decreased in SCLC
lines.
the NSCLC cell lines but was present in 33% of the
SCLC lines.

identified : Group 1 consisted of expression negative,

By MSP assay, methylation was absent in all of
In SCLC cell lines three patterns were

MSP positive lines; Group 2 consisted of expression
negative, MSP negative lines; and Group 3 consisted of
expression positive, methylation negative lines. In
methylation positive Group | and 2, expression were
restored after treatment with 5Aza or TSA restored
expression.

Conclusions : COX-2 expression is down regulated in
all SCLC cell lines examined compared to NSCLC cell
lines and bronchial epithelial cells ; and the mechanisms
of lack of expression were due to aberrant methylation,
histone deacetylation or by a combination of both
epigenetic phenomena. Our studies indicate a highly
unusual dichotomy of COX-2 gene expression - up
regulation in NSCLC and down regulation in SCLC.

(PR 16 SRR RRER TR ENTIE)

PC-46.

B LRI T IL-8 FEIFICx ¥ % COX-2 -
PGE2 pathway DE§E(IZ DLW TOI&RET

— Helicobacter pylori DEAS-HEHT—

(REFBEHAIING - NRFERAER)
O &
(WRIEETL)
G SR 4 W C VN
AP, =/ 5. REREH
N FEz N . TSR —
ik HER FAR

B, BfE BT

- HA] B ORIEICB W T Interleukin-8 (IL-8)
R E SBIS L TWwb, FFiC Helicobacter pylori (HP)
BT BT 2 HORFEICBWT, IL-8 DS 15
SN Twb,— /1 HPEREZEH 2 BORIEICH W
T. Cyclooxygenase-2 (COX-2) - ProstaglandinE2
(PGE2) pathway DB5G bigfis T %, H ERA
JaTo 1L-8 FEHIAD COX-2+PGE2 pathway DRE5.1C

5 155 A RRIRF R E SRS

—353—

DWTIEHAS IZENT WY,

(53] BRIk MKN4S 5 X U0t M SfEEEimia
% HP E#ERE NTCT11637 L5238 L. 22 okl
fa T D IL-8, COX-2 mRNA FH 6 X O IL-8 43k %
ET L7z 26 OHREEIRFIC COX-2 FEPRAYRHEH
(NS398) THILE 21T\ IL-8 KHE L i Uiz, %
7z, MKN45 12 51 % PGE2 &k (EP1, 2. 3. 4)
mRNA OFEFIC DWW T & HP B X U PGE2 Rl
THET U7z, BIC MKN4S 2B B0 7 7 % R VBB
LU PGE2 TR L. IL-8 ODFEFROZEAL % L L7z,
[f55] MKN45 |3 HP 5285 7 ¢ IL-8, COX-2 FH
ENERICHIML . NS398 BiALE T 1L-8 FEHLIZ Ik
ENT2o MKN4S (X PGE2 254K EP2 4 2FHH L T8
D, ZOFBIZ HP flli%s & O PGE2 i & 5251k
BRERIMoT, MKN4S 13 PGE2 B X U7 FF F v
Fefime & 0 1L-8 FEADSENINL 72, — 5. KR
EEE R TL-8 FeBd0358 < . HP 2475 KL U NS398
HIALE 12 & D 2 LIEERD e h o Tz,

Uiam] B LRI 510 % IL-8 FFHAD COX-2 »

PGE2 pathway DEISSRE S L7z,

PC-47.
AEERR RIS T D NREFAHEICE (T D Rendez-
vous technique NDFFRMHNIRET

(7 mrp iR S beH bz PIED
Ot S, Bl A7, v 1B

ZH AR e EE. \E RS
(PRFEEE )
S R

Rendezvous technique & [3EA N IHEE & 72 1300
BNANDH =2V —ya YHPHBEPRHEE OLMER L
TAATRE T ® - Ity RS2 B3, IHEA~D
7 ru—F kA GbE T 5 HETH 5, Sl
F < 13 Rendezvous technique 1« T, fHEE N L J—
V& AT U TERNC DWW THE A LR DWT
B LIz O TRET %,

Cefs] 2001 -2 5 2005 45 3 A & Tk TREFLEA
B R V= BT L 7ERNE 37 . R RY I
JEAE . JHEE N v — 9 & T U IERE 201 CTH -
720 2D 5B, FAANT 70 —F kidH 5 bAAHE
TR 7 70 —F1cZH L. Rendezvous tech-
nique |Z CREATEMIC EST OfHE stent %2 JififT L 72 4E

(22)



