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The purpose of this research is to integrate epidemiological studies of multiple study teams
on congenital lymphatic disease adopted after 2009 and to integrate prior fundamental medical-
biologic research directly linked to disease and develop them into diagnosis and treatment.

Many congenital lymphatic vessel diseases are rare refractory diseases whose cause is unknown
and effective treatment does not exist, and patient QOL is not satisfactory. Proposals based
on preceding epidemiological surveys suggested that some diseases were designated as
intractable diseases in 2015, but each lymphatic disease is recognized as an intractable
disease, establishing each diagnostic criteria and clinical guidelines improves the quality
of medical treatment.

On the other hand, to overcome these intractable diseases, application of basic research
results to diagnosis and treatment is essential. Basic research on normal lymphatic vessels
is rapidly developing, but basic research on this disease is reported little. Researchers in
this research have been conducting basic research on target diseases before this research
group was formed. We have already established a system for collecting lymphatic disease
specimens and preparing primary cultured cells by disease, but we will continue to search for
diagnostic markers by pathological tissue specimens, prepare various primary cultured cells,
biological Research on disease-related genes and causative genes by examination and genome
analysis, etc. were advanced.

In this research we got some important results. Tatsuo Kuroda, Akihiro Fujino (Keio University
School of Medicine), Akihiro Umezawa (National Center for Child Health and Development Research
Institute) and others applied culture techniques of lymphangioma—-derived cells and transfected
cells that were immortalized and visualized by gene transfer “Lymphangioma” model animal to
be used was established, and at the same time an in vitro lymphangioma 3D culture model was
developed and it became possible to apply it to the preclinical test

In addition, Hirakawa Satoshi (Hamamatsu School of Medicine) succeeded in obtaining a vivid
image with a light sheet microscope by applying the transparent technique in the lesion in the
tongue of the VEGFtg mouse of the vascular abnormality model. Meanwhile, Michio Ozeki (Gifu
University Hospital), Shunsuke Nosaka (National Center for Child Health and Development),
Kentaro Matsuoka (Kitasato Institute Hospital) and others, in addition to preparing nationwide
survey compilation and diagnostic criteria for lymphangiomatosis and gorham disease , A
diagnostic flow chart of lymphangiopathy disease centered on lymphangiomatosis and gorham
disease was created taking account of the pathology / image analysis result

Kuroda, Fujino, Umezawa collects tissues derived from lymphatic vessels and primary cultured
cells derived from tissues, and stores about 20 cases of specimens. Valuable cells derived
from Gorham’ s disease which had not been reported in the past were also obtained. In addition,
17 disease-related candidate genes showing expression level abnormality by 90 kinds of
microarray analysis of 15 lymphatoma—derived cells are mentioned. Three of the 17 candidate
genes were analyzed.

51 specimens for genetic analysis of lymphangiomatosis / Gorham’ s disease were collected and

genome analysis was advanced by Yoko Aoki (Tohoku University School of Medicine).



As one of the seeds for new treatments, we have been preparing doctor—initiated clinical
trials of mTOR inhibitors against lymphangiopathy, but adopted in this year’ s AMED secondary
recruitment as a trial using this disease registry under AMED research management It was done.
We are currently preparing face—to—face advice with PMDA and will proceed clinical trial
independently in the future.

Website ’Lymphatic Disease Information Station’ which maintains and develops in parallel
with development research deals with disease registry, and was refurbished in 2016. Ueno
(Tokai University School of Medicine), Morikawa (International University of Health and
Welfare Hospital), Kinoshita (Kyusyu University Hospital) are responsible for
administration.

In ” Pediatric Lymphatic Disease Symposium ” chaired by Kuroda and Iwanaka (Saitama
Children’ s Medical Center) held twice, we introduced the forefront of research for experts
and also for patients who are thirsting for information, we also promoted public relations
activities on disease related information, such as selecting and providing useful

information, and gained a lot of approval.
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