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Identification of new genetic markers in the critical region for an HLA-related
susceptibility gene of diffuse panbronchiolitis.

Naoto Keicho', Tomoko Tsuchiya', Koh Nakata', Katsushi Tokunaga®,
Koichiro Nakata®, Yoshio Taguchi®, Arata Azuma’®, Shoji Kudoh®

I Deparmmenr of Respiratory Medicine, University of Tokyo

2 Deparmment of Human Genetics, Graduate School of Medicine, University of Tolyo
3 Division of Respiratory Diseases, Toranomon Hospital

4 Deparmment of Respiratory Medicine, Tenri Hospital

3 Faurth Department of Internal Medicine, Nippon Medical School

Our recent observations suggest that one of the major susceptibility genes for diffuse panbronchiolitis may be
located within 200 kb between S and TFIIH loci in the HLA class I region. We searched for possible genes using
gene-prediction computer programs and also found new genetic markers in the critical region. More than 50 single
nucleotide polymorphisms {SNPs) were identified within the predicted exons. Although there is one SNP per 500
or 1,000 bp generally in the human genome, SNPs in the critical region were found much more frequently. It may
be difficult to identify the right SNP which determines disease susceptibility.
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Effect of macrolide antibiotics on activation of transcription factors NF «B
and AP-1 in human bronchial epithelial cells:
Studies with macrolide derivatives

Hajime Takizawa, Masashi Desaki, and Hitoshi Okazaki

Department of Laboratory Medicine, and Department of Respiratory Medicine, University of Tokvo, School of Medicine, Tokvo, Japan

Previous studies indicated that 14-member macrolide antibiotics have an anti-inflammatory activity, which is one
of the important mechanisms of therapeuwtic efficacy for the treatment of airway inflammatory disorders such as
ditfuse panbronchiolitis. Erythromycin (EM) and clarithromycin (CAM)showed an inhibitory effect on IL-8 mRNA
transcription in human bronchial epithelial cells, and also on activation of transcription factors NFeB and AP-1.
We addressed a question of whether 14-ring member derivatives of these antibiotics have any effect on the activation
of transcription factors important in I1L-8 gene expression in vifro. The bronchial epithelial cells BET-1A were
pretreated with various doses of EM, CAM, and other derivatives for 24hours, and then were stimulated with
PMA (10”°M}. Several derivatives in addition to EM and CAM showed a suppressive effect on the activation of
NF«B and AP-1 transcription factors by electrophoretic mobility shift assay, We further studied if EM had any effect
on the phosphorylation processes of inhibitor of NF«B {1«B), one of the crucial steps of NF« B activation. TNF
a induced a rapid phosphorylation of 1«B,but EM pretreament did not show any significant effect on these processes.
These results suggested that 1) the suppressive activity of macrolide antibiotics on activation of transcription factors
such as AP-1 and NF«B were apart from their anti-microbial potentials, and therefore, new type of anti-inflammatory
agents might be developed, and 2) the macrolides seemed to affect the stages later than IxB phosphorylation in the

cytosol.
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Investigation for macrolides induced resistance to antibiotics in the patients
with long-term macrolides treatment.

Yoshio Taguchi', Tetsurc Inoue', Masanori Aihara®, Masaru Komatsu®

I. Depuartment of Respiratory Medicine, Tenri Hospital, Nura
2. Divivion of Bucteriology, Tenri Hospiral

For the assessment of resistance to antibiotics induced by long-term macrolides therapy, we isolated viridians
streptococei, which are normal inhabitants of the oral cavity, from the patients with or without macrolides therapy.
After identification of viridians streptococci, we examined each minimum inhibitory concentrations {MICs} to
antibiotics ( PCG, CTX, IPM, LVFX, EM, CAM, RKM and CLDM), and compared MICs in two groups.
MICs to all drugs are increased more in the patients with macrolides therapy than in those without it. There were
significant resistances to EM, CAM, RKM, CLDM, PCG, and LVEX. Especially macrolides including EM,
CAM, and RKM showed high resistance. There wre different patterns of the resistances seen in the gorups: EM
and CAM with 14 member lactone ring and RKM with 16 member lactone ring. We considered that unnecessary

therapy should be avoided because macrolides therapy induces resistance to many antibiotics.
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