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Analysis of the Infuluence of 14-lactone-ring Macrolide to The Antigen Presentation

Ability and the Cytokine Production of a Dendritic Cell
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Asahikawa Medical College, Department of Otolaryngology-Head and Neck Surgery

A macrolide is one of effective agents for chronic respiratory tract diseases, such
as chronic sinusitis, sinobronchial syndrome, and diffuse panbronchiolitis.
Although the only limited information is available about their mechanisms, the
suppression of several inflammatory cytokines (IL-8 etc.) and some transcription
factors are reported. Non-typeable Haemophilus Influenzae is one of the important
pathogens of chronic respiratory tract. P6 is one of the outer menbrane proteins of
NTHL, Which is target antigen of protective antibody. To analyze the influence of
macrolide to human dendritic cells (DCs), we treated DCs with macrolide and use
(APCs).
Prednisolone suppressed in vitro lymphocyte proliferative response of CD4+T cells

as antigen presenting cells Clarithromyecin, Roxithromycin and
to P6 and IFN- v secretion respectively. In the production of IL-8 was also sup-
pressed by Macrolide. This result suggested that Macrolide suppressed antigen spe-

cific immune responses of DCs in vitro.
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Fig. 1 In vitro lymphocyte proliferative response
of CD4+T cells, which were stimulated with
dendritic cells and P6 protein, were ana-
lyzed. The CPM average with P6 protein
without Macrolide was 20230.8. The lym-
phocyte proliferative response was sup-
pressed  with Clarithromycin and
Roxithromycin compared with without
Macrolide to concentration dependency.
The both CPM were significantly sup-
pressed in 1.0 £ g/ml or more (p<0.05).
The limphocyte proliferative response was
significantly suppressed with Prednisolone
to concentration dependency by each con-
centration (p<0.05).
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Fig. 2 IFN-7 production in the presence of Clari-
thromycin, Roxithromycin and Predni-
solone compared with without Macrolide
were analyzed. An average production of I
FN- v was 2370.4pg/ml in without
Macrolide. That puroduction of IFN- y
was suppressed with Roxithromycin by
each concentration (p<0.05). With Clari-
thromycin the production was suppressed
in only 10 x g/ml (p<0.05). The production
of IFN- v was suppressed with Predni-
solone to concentration dependency by
each concentration (p<0.05).

(p<0.05).
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Fig. 3 IL-4 production in the presence of Clari-
thromycin, Roxithromycin and Predni-
solone compared with without Macrolide
were analyzed. IL-4 production were not
hardly shown with P6 protein stimulation
without Macrolide, but IL-4 were increased
with 10 # g/ml Clarithromycin (p<0.05)
and 10 # g/ml Prednisolone (p<0.05).
Although the significant difference was
not shown in Roxithromyecin, the tendency
that increases with concentration was
shown in IL-4 production.
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Fig. 4 1IL-5 production in the presence of Clari-
thromycin, Roxithromycin and Predni-
solone compared with without Macrolide
were analyzed. The average of IL-5 produc-
tion with P6 protein stimulation without
Macrolide was 390.7pg/ml. In 10 ¢ g/ml
Roxithromycin and 10 g g/ml Clari-
thromycin, the production of IL-5 was sup-
pressed and it was below measurement sen-
sitivity. In presence of Prednisolone, pro-
duction of IL-5 was suppressed in each
concentration, and it was below measure-
ment sensitivity.
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Fig. 5 IL-8 production in the presence of Clari-
thromycin, Roxithromycin and Predni-
solone compared with without Macrolide
were analyzed. The average of IL-8 produc-
tion with P6 protein stimulation without
Macrolide was 2818.9pg/ml. In 10 z g/ml
Clarithromycin and 10 ¢ g/ml Roxi-
thromycin, production of IL-8 were re-
duced in concentration dependency with
the statistical significant difference
(p<0.05). In presence of Prednisolone (10
1g/mland 1.0 x g/ml) , production of IL-8
was reduced by concentration dependency
(p<0.05).
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