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Study group of diffuse panbronchiolitis and Bronchiolitis Obliterans

Yoshinori Hasegawa

Department of Respiratory Medicine,
Nagoya University Graduate School of Medicine, Japan

Diffuse panbronchiolitis (DPB) and Bronchiolitis Obliterans (BO) has been defined as a syndrome of
airflow limitation due to bronchiolar and peribronchiolar inflammation and/or fibrosis, which cause chronic
respiratory failure. In the study group, we tried to identify the major susceptibility gene for DPB (Hijikata
and Keicho), and succeeded to clone novel mucin-like genes in the candidate region. We are investigating
the role of the genes in human bronchial epithelial cells. As for the research of BO, we tried to clarify
morphological and immunohistochemical mechanisms of airway obstruction of BO (Sugino and Homma).
We defined the two major histopathological subtypes, which were constrictive BO and cellular/destructive
BO. As a mechanism of fibrosis, we investigated that endothelial cells give rise to some population of
the lung fibroblast population through an endothelial-mesenchymal transition (EndMT) process, and its
underlying mechanism might be suggested that combined treatment with activated Ras and TGFp could cause
EndMT (Hashimoto and Hasegawa). The study group started the nation-wide case search for constrictive

bronchiolitis obliterans.
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Expression of candidate genes in the susceptibility region
of diffuse panbronchiolitis

Minako Hijikata', Ikumi Matsushita', Hideyuki Ito?, Jun Ohashi®, Katsushi Tokunaga®,
Sakae Homma®, Yoshio Taguchi®, Arata Azuma’, Shoji Kudoh® and Naoto Keicho'

! Department of Respiratory Diseases, Research Institute, National Center for Global Health and Medicine
¢ Department of Thoracic Surgery, National Center for Global Health and Medicine
*Graduate School of Comprehensive Human Sciences, University of Tsukuba
* Department of Human Genetics, Graduate School of Medicine, University of Tokyo
¥ Department of Respiratory Diseases, Toho University School of Medicine
® Department of Respiratory Medicine, Tenri Hospital
" Division of Pulmonary Medicine, Infectious Diseases and Oncology,
Department of Internal Medicine, Nippon Medical School
& Fukujuji Hospital

Diffuse panbronchiolitis (DPB) is a complex genetic disease affecting East Asians and is strongly
associated with the class [ human leukocyte antigens (HLA) -B54 in Japan and HLA-A11 in Korea. We
recently showed that an HLA-associated major susceptibility gene for DPB is probably located within the
200kb in the class 1 region 300kb telomeric of the HLA-B locus on the chromosome 6p21.3. We cloned
novel mucin-like genes PBMUCLI and PBMUCL?2 in the candidate region, which form a mucin-like gene
cluster together with two adjacent genes, DPCRI and MUC21. We investigated the mRNA expression of
PBMUCL1 mRNA in human bronchial epithelial cells and found that the expression was upregulated in air-
liquid interface culture and by poly(I:C).
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Historical changes in epidemiology of diffuse panbronchiolitis

Chiyoko Kono"?, Tetsuo Yamaguchi', Yoshihito Yamada"®, Hiroko Uchiyama®,
Masakazu Kono?, Masahiro Takeuchi’, Yukihiko Sugiyama®, Arata Azuma®,

Shoji Kudoh?, Takayuki Sakurai® and Koichiro Tatsumi®
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*JR East Health Promotion Center, East Japan Railway Company
*Department of Respirology, Graduate School of Medicine, Chiba University
‘Division of Biostatistics, Graduate School of Medicine, Kitasato University
*Division of Pulmonary Medicine, Jichi Medical University
¢Division of Pulmonary Medicine, Nippon Medical School, Japan

Background and objective: Japanese pulmonologists, experienced in treating patients with diffuse
panbronchiolitis (DPB) prior to the 1980s, have uniformly observed that new incidences of DPB are now
a rare event in Japan. However, there is no epidemiological data to support this observation. We examined
epidemiological trends of the number of patients with DPB in a large company.

Design: The computerized health records of JR East Company employees were used to identify patients
with DPB[0] and then these were followed up using the assessments of these patients in JR Tokyo General
Hospital and two other JR hospitals. The whole study period was 27 years (1976-2003), although detailed
analyses were carried out for three specific periods; the first was 1976-1980, the second was 1989-1993,
and the third was 1999-2003.

Results: In the first period, 11 DPB cases (four incidence, and seven prevalence) were detected among a
total of 355,572 workers. In the second period, three DPB cases (one incidence, and two prevalence) were
identified from a total of 180,359 workers. In the third period, no case was found in a total of 144,485
workers.

Conclusion: This epidemiological trend suggests that both the incidence and prevalence of DPB may have
decreased.
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