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Fig. 1. Induction of gut-derived Pseudomonas aeruginosa sepsis in mice?).
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Fig. 2. Effects of macrolides on pigment production of Pseudomonas aerugino-
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Fig. 3.

Effect of sub-MIC of azithromycin on autoinducer production'.

P. aeruginosa was grown in a liquid medium with 2 ug/mL of azithromycin for 10 hours,
and then autoinducer concentrations in the medium were determined by bioassay.
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Fig. 4. Effects of degradation products of autoinducer of Pseudomonas aeruginosa on Clostridium difficile’®.
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Fig. 5. Annual changes in the number of cases examined for Legionella infections in Toho Uni-

versity.

(Data from department of microbiology and infectious diseases in Toho University)
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Fig. 6. Role of neutrophil-IL-12 in the pathogenesis of Legionella pneumonia??).

A/] mice were intratracheally challenged with an L. pneumophila suzuki strain, and then broncho-

alveolar lavage was performed at 48 hours. The cells were stained with an anti-IL-12 antibody.
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Fig. 8. Effects of calcium-EDTA on the survival of mice chal-

lenged with metallo-f-lactamase producing Pseudomonas
aeruginosa®).
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Fundamental approach to translational research in the clinical microbiology field
—Experience of 21 years as a researcher—

Keizo Yamaguchi

Toho University School of Medicine, 5-21-16 Omori-nishi, Ota-ku, Tokyo, Japan

It was a great honor for me that we have reported several novel pieces of evidence and facts from the
standpoint of translational research. First, we have reported new insights in pathogenesis and therapeutic
strategies in gut-derived Pseudomonas aeruginosa sepsis in neutropenic mice. During those experiments,
quorum-sensing suppressing activity of macrolide at sub-MICs was demonstrated in P. aeruginosa, which was
speculated to be one of mechanisms of this antibiotic against chronic pulmonary infections. Clinical and epi-
demiological surveys and a mouse model of experiments have shed light on the pathogenesis of Legionella
pneumonia and gave new insight into this disease. One of the most impressive and important reports on anti-
biotic resistance and its mechanism is the discovery and characterization of the first extended spectrum S-
lactamase(ESBL), which was later named “Toho-type ESBL”. Thinking back, I was so lucky to be in Toho
University, and I would like to express my deepest appreciation to all the people who were concerned with
those data and studies, and in particular I would like to give special thanks to our laboratory members for
their sincere efforts and contribution.



