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Effect of Macrolides on the rat cultured microvascular endothelial cells.

Fuyuki ENOMOTO MD, Ryutaku KIM MD, Ginichirou ICHIKAWA MD,
The Department of Otorhinolaryngology
Juntendo University, School of Medicine

To understand the mechanism of Macrolides on otitis media with effusion, we ex-
amined the effects of Erythromycine (EM) on leukocyte accumulation and expression
of adhesion molecules L-selectin and Mac-1, using rat experimental model.
Administration of EM inhibited leukocyte (neutrophil) accumulation in the middle
ear cavity after LPS stimulation. Moreover, EM down-regulated L-selectin expression
and inhibited interleukin (IL) -8-induced up-regulation of Mac-1 on peripheral blood
neutrophils.

In this study, we investigated the role of the EM on cultured rat microvascular en-
dothelial cells (WT-5). The neutrophil adherence to the WT-5 were up-regulated by
TNF a stimulation. But the neutrophil adherence were down-regulated by EM stimu-
lation. These observation suggest that EM may improve otitis media with effusion

by inhibiting neutrophil accumulation in the middle ear cavity through modulating

the expression of adhesion molecules on peripheral blood neutrophils.
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Fig.1 The expression of ICAM-1 on the rat cultured microvascular
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Fig.2 The adhesion cells number of rat cultured microvascular endothelial cells. Administration

of EM to rat



DML, UL LUEMBIE > TREHR
BRI Lk -1 (Fig.D.

Rz WK-5 <Xt 3 5 R MEF Bk o g i
TNF afij#ic & b 30%Emasns < & o34y
Dot ¥z VRow4 vy OEENERSIC
L0 WK-5 o9 2 RMIMFHROES &
15%REMGI S W B EHEICH - 7o (Fig.2). T
niextl, WKS5IKEM % 10 ug/ml@&mL
RETRIFPROBERT L A¥RE 1 2R
i -7z (Fig.3).

EE 5y FOREME AN KM
ICAM-1 OREAA LT HE TNF o flEi
KOEEMLUIP L EMBEMck - TERRER
BELL S - fe, THIIEEEERS YA b
1 v OB ERIG LRBEEEEL S &b
EMICRRIGLEP 722 E2RLTBOAEASE
RT3 EM BREEEEMROEE S FIci3®
BARFIBVSOEEbN, THITHLT,
) 2aeA ¥y EEENIICES U R
R BN OEENIEREGH I D EV T
EDD, zY R v IiFRIROES I
HlTwaoesprgshi, Ha LRI
in vivo DEBRTHRMBMEFHIKD L-2 1L 7 F v

HAHRRRPHRAEM AR HI8E H15

EMac-liZzVRu=d itk D EELS

FRENEAT B LzMEL TS, YLD

EMBTY) RS vV IERMIMTFRER OB

ENTIHBEEAMENRNOEEZHEL

TRIEZM O BERMBH 5 ERBRI 1L,

X [

1. F.Enomoto, G.chikawa, I. Nagaoka,
T.Yamashita; Effect of Erythromycin on
Otitis Media with Effusion in Experimental
Rat Model. Acta Otolaryngol; supp 539; 57-
60. 1998

2. Y.Yamaguchi, F.Matumura, O.Ichikawa,
T.Horiuchi, et al; Monocyte Chemoatta-
ractant Protein-1 Enhances Expression of
Intercellular Adhesion Molecule-1 Following
Ischemia-Reperfusion of the Liver in Rats.
Hepatology; 27; 727-734. 1998.

3. H. Shijo, K. Iwabuchi, 8. Hosoda, I.
Angaoka, et.al: Evaluation of neutrophil
function after exprerimental abdominal
surgical trauma. Inflamm. res. 47: 67-74.
1998.

4. Hamilons DL, leung DYM, Wood R, Bean

n=5

0,
100 150 200 %

o so
Neutrophils
Neutrophils+
TNF

? 50
WK-5-+EM

1CI)O 150 200

Fig.3 The adhesion cells number of rat cultured microvascular endothelial cells (WK-5).
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