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Factor (implicated in von Wilkbrand disease, a hemorrhagic diathesis)
also strongly siaincd endothclium in all tissue types, whereas ICAM-I
(ligand for CDI I and CD18) was slightly lew* prevalent. The strong
staining ol" KP2 and EP4 suggests that these receptors may play a role
in Cox-2's iuiluenee in colon cancer, and may imitate the expression
patterns of CD34 and/or Von WHIcbrand Factor, which have known
pathologies in other disease states. Further investigation may reveal
distinct expression patterns of the l'(iM2 receptors by cndolhelial cells
in ulccralive colitis or eaneer and may help elucidate the role ofCox-2
in cancer initiation and progression.
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w i t h  C r o h n ' s  d i s e a s e
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Background: The pathogenesis of C'rohn's disease (CD) involves
excessive activation of maerophages and the presence oi
mieroaggregatc of maerophages within (he lamina propria is a
characteristic finding of CD. The gapjunction is known to be lormed
between bone marrow-derived macrophages aggregated in vitro
and proposed to be associated with the development of various
palhophysiological conditions. Aberrant macrophage expressions oi
some adhesion molecules are considered to be involved in the
palhogencsis of the disease. However, a role of gap junclional
formation for macrophage microaggregation in CD remains unclear.
The aim of this study is to clarify whether Conncxin 43 (Cx43), a
component ofgapjunction, is expressed on intestinal macrophages and
is implicated in the microaggregate ofmacrophages in CD.
Methods: Biopsied specimens of the large intestine were obtained from
active CD (iv=6). and from intact sites of patients with coloreclal polyp
(n=6; normal controls}. Using specific antibodies against Cx43 and
maerophage marker CD68 (KP1), correlation between locali/alion oi
C\43 and" distribution of macrophages was investigated by double
imnumonuoresccnce staining. Serial sections of the tissues were
individually stained with CD68 and Cx43 to confirm the presence or
CD6K and Cx43 double positive cells. We also determined the level of
Cx43 mllNA expression using RT-PCR.
Results: In normal controls, only a few macrophages stained with
CD68 were ohsen ed within the lamina propria. Those cells were rarely
positive for Cx43. In contrast, Cx43-positive macrophages were
abundantly observed within ihc lamina propria, especially lower hall ot
the mucosa, in CD. In addition, Cx43 expression was detected in
aggregated macrophages as well a> isolated macrophages. The ratio of
Cx43-positive cells against CD68-positive cells was higher in CD than
in normal controls. Cx43 mRNA was substantially detected in 4 of 6
samples from CD patients and slight!) detected 2 of6 samples from
normal controls. The level ofCx43 mRNA expression in patients wish
CD was correlated with the severity of the disease determined by
endoseopv.
Conclusion: These results suggest that Cx43 is expressed on
macrophages within the lamina propria of large intestine. Cx43 might
lu involved in the macrophage aggregation observed in patients with
CD and contribute to the palhogencsis of the disease.
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Objective: The expression of gamma-aminobutyrate (GABA) is
elevated in human eolorectal carcinoma tissues compared to adjacent
normal mucosa. In this study, we investigated the relation between
degree of aiypia and the expression level of GABA in colomc
intramucosal neoplasmas.
Methods: Fifty-six endoscopically resected human colon neoplasmas
were classified into 1. adenocarcinoma (AC), 2. adenoma with high-
grade atypia (AH), 3, adenoma with low-grade atypia (AL) according
fo modified Ajioka Is pathological classification. Expression ofGABA
was examined by indirect immunofluorcscent technique and the results
were compared with staining patterns of carcinoembryonic antigen
(CEA) and cancer-associated antigen (CA)19-9. The staining patterns
ofCEA and CA19-9 were classified into three categories (pattern1, 2,
and 3) according to modified Taguchi is classification.
Results: Strong GABA immunoreactivity was observed in 73.7% ol
AC, 54.6% of Al I, 13.3% of AL, and 5.4% of adjacent normal mucosa
(NM). Kendall Is correlation coefficient between GABA
immunoreactivity and degree of atypia was 0.447. Strongly positive
CEA staining (pattern 3) was observed in 57.9% of AC, 36.3% ol AH,
133% of AL, and 0% of NM. Pattern 3 in CA19-9 staining was
observed in 26.3% of AC, 9.1% of AH, and 0% of AL and NM. In AC
and AH, the rate ol' strongly GABA positive glands was greater than
that of pattern 3 staining for CA 19-9 (p<0.05).
Conclusion: Staining of GABA in addition to CEA and CA19-9 is
useful to diagnose the malignant potential of colonic intramucosal
neoplasmas.
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Correlation between Immunohistochemical Cell Kinetics and 
Macroscopic Phenotype of Colorectal Serrated Adenoma
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Koji Oda, M,D.2Yuji Nimura, M.D.2

'First Department of Pathology, School of Medicine, The University of
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(Aim and Background) We investigated the correlation between cell
kinetics of colorectal serrated adenoma and its histopathological
parameters including macroscopic phenotype.
(Materials and Methods) Samples were taken from 24 patients with
colorectal serrated adenoma, and the fallowings were examined.
(1) Distribution of cell proliferation in colorectal serrated adenoma by
immunohistocheniical staining using monoclonal antibody against Ki-
67 ant'men (Immunotech Marseille. France)
(2) Histopathological parameters of colorectal serrated adenoma; the
size of the lesion, the mean length of the ducts and the incidence of
macroscopic phenotype
(3) Correlation between (1) and (2)
(Results) The distribution of cell proliferation of colorectal serrated
adenoma was classified into three patterns; (1) Decreasing pattern
showing a gradual decrease ofKi-67 labeling index (Ki-67 LI) from the
base to" the superficial layer (9 cases). (2) Wave pattern showing
alternating increases and decreases of Ki-67 LI with a final decrease,
from the base to the superficial layer. Ki-67 briefly L! decreases from
the base to the superficial layer but increases intermittently (12 cases).
(3) Convex pattern showing an increase of Ki-67 LI from the base to
the middle of the ducts and Then a decrease toward the superficial layer,
that is, Ki-67 positive cells are recognized primarily in the middle
of the ducts (3 cases). Size (mm), length (urn) and incidence
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