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AR, RAEEREE (IBD) 33 A PAREIEDEHR)
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(Leucine rich a2 glycoprotein) &, IBDDHiFEfHZE
WKL TERCERE L, IBDOEEHE~Y—H—L LT
HETH: L (BRMEEREY) » RELRGIIEEER L
LCIEHEFICEHS T EPHMESIN, T2, bR
DONHVESE L ZLRGKRIB~ 7 A TIXIBDIRM KAVEIK 3
LT EDHSENI o TE, DL EXYVLRGIE, IBDD
RERBICEZEBES T2 2 L2URBEN, FTHREFEZE
e L THEZETH D, AFIETIILRGRIBEY Y7 2 & W
72IBDO fRREMRB & # DD, BIEMFE L DM T T
LRGYUMEDHBIEE % 17\, IBDE 7V & H W /Rl iIK
% IT )0 & BIC, RIS RRE & O #EE T T gEsE
B2, ATERR A O 5% N O ERIR B~ DOIGVE L
% H189, B, IBDEFNVOIREMRFEEL X OTER L 72
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Recent lines of evidence indicate that therapeutic
antibodies are effective in suppressing inflammatory
bowel diseases (IBD). To treat intractable diseases
resistant to current therapeutics, novel therapeutic

targets are extensively explored worldwide. By
proteomic screening, we previously found that
leucine rich alpha-2 glycoprotein (LRG) is elevated
in sera from patients with autoimmune diseases.
Our recent data suggest that serum LRG levels
can reflect mucosal inflammation in IBD patients.
In addition, LRG was recently reported to be a
functional protein that may promote angiogenesis.
Moreover, our analysis revealed that IBD-like
colitis is less severe in LRG KO mice than in wild-
type mice. Thus, LRG is likely involved in the
pathogenesis of IBD and would be a promising new
target for IBD. In this study, we investigate the
detailed mechanism of LRG in the pathogenesis of
IBD. We also develop novel antibodies against LRG
in collaboration with pharmaceutical company to
examine their efficacy against the IBD model. We
also collaborate with major clinical trial institutions
to evaluate the results of the animal experiments,
finalize the preclinical study and seamlessly design
the clinical trial. We are currently investigating the
exact role of LRG in IBD and also are screening
clones of anti-LRG antibodies.
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drug for the intractable inflammatory
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After graduated from Keio University School of
Medicine in 1979, I became a Professor and Chair-
man in the Department of Gastroenterology and
Hepatology, Tokyo Medical and Dental University
in 2000.
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Inflammatory bowel disease (IBD) has been
suggested to be developed by complicated
pathogenesis because environmental parameter
has a big influence on its onset. The development
of the innovative management by the union of
the clinical researcher and basics researcher
therefore is nessesaly to solve an urgent problem
for reducing the QOL of the patient in the face of
the treatment by multiple drug combination or a
frequent therapeutic drug change. We therefore
aimed to elucidate integral pathogenesis of IBD
for developing innovative pharmaceuticals by
organizing top researchers and leaders who played
a central role in previous nationwide project
sponserd by the Japanese Ministry of Health, Labor
and Welfare (MHLW). Each member developed a
high quality study each in mucosal immunology, gut
microbiota, inflammation based carcinogenesis and
regenerative mechanism of intestinal epithelial cells.
In this study group, we will establish in vitro IBD
model by developing our original primaly curture
system for assessing the complicated conditions
among immune regulation, intestinal bacteria
and intestinal epithelial stem cell, resulting in the
simplification of the IBD treatment.
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Majoring in gastroenterology

IR L M/ NGEEE (LUFCNSU) (&Rt
OWALE I & KB BH ML % BRR AR & L, R E B
DN O TTHEGICEERSET L2 RERARNHOERTH 5,
AFTIE, 1970FRICHE E N2 D D OBD THi A
EEZENTELD, EE/NNENHREREDE K IEW
GEMERBEIN TS, FA1L, BEMIZCNSU & 2K
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DRBEENRHHZEICEH L. REOBETHETZ1T-
T&72, MHOMBEEEAH S 227 CNSU 3 fl8 L OB E
A 1Fledsel, 22V —Ay—2 TV AFEZHV
BEIIBVWIAEEE, MROATUERLZRTEMGRT
BRBE L e FOERTORS ISV Y (PG) E20 b
G VAR —F —EHEBT ASLCO2AIMEMHBEATFE LT
&z, 2512, OCNSUL2BITHSLCO2A1 D F
EER, ZWLEBANTOEEIHRIN, MELD,
CNSUIZ F i Ek S EmORBTH Y, TOELLHIRE
DWPCOBREBEEICIH S L E 2 72 BCKTIZ, CNSUIZH
L L 72 /&5 9E & L Teryptogenic multifocal ulcerous
stenosing enteritis& FFIEN % B EDFEFE L. PCEREEE
FHES BPLAZaD REERIERT A Z EhMERN
TWwb, UEoZed»s, BRERANHO/NNGEEEE LT,
PGICHE L 72 IR REDFIEN R RIBE 1L 50
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The widespread use of enteroscopy led to an in-
crease 1n the chance of encountering small intestinal
ulcers. We proposed a rare autosomal-recessive in-

herited enteropathy as chronic nonspecific multiple
ulcers of the small intestine (CNSU). To identify
the genetic basis of this disorder, we performed
whole-exome sequencing and segregation analysis
in family members of CNSU patients, and sequenc-
ing analysis in other patients. We also performed
histological and functional studies. By whole-exome
sequencing in five Japanese patients with CNSU
and one unaffected individual, we found four candi-
date mutations in SLCOZAI gene, encoding a pros-
taglandin transporter. By Sanger sequencing of the
coding region, 11 of 12 CNSU patients were found
to have homozygous or compound heterozygous
SLCOZAI mutations. In total, we identified reces-
sive SLCOZAI1 mutations located at seven sites.
Tracer prostaglandin E2 uptake analysis showed
that mutant SLCO2A1 protein for each mutation
has an impaired prostaglandin E2 transport. Immu-
nohistochemistry and immunofluorescence analysis
revealed that SLCO2A1 protein was expressed on
the cellular membrane of vascular endothelial cells
in the small intestinal mucosa in control subjects,
but was not detected in affected individuals. These
findings indicate that loss-of-function mutations in
SLCOZAI gene cause the hereditary enteropathy
associated with impaired utilization of prostaglan-
din.
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University School of Medicine.

1992 Assistant Professor, Department of Pathol-
ogy, Kurume University School of Medicine.

2001 Professor, Department of Diagnostic Pathol-
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Aim: Extrahepatic portal obstruction EHO, idio-
pathic portal hypertension IPH and Budd-Chiari
syndrome BCS are the diseases that cause portal
hypertension of unknown etiology and classified as
non-cirrhotic portal hypertension. The diseases are
quite rare in Japan. The aim of the research group
is to clarify the cause and pathophysiology of EHO,
IPH and BCS and develop new treatments.

Material and Method: The patients with EHO, IPH
and BCS were examined clinico-pathologically and
molecular biologically.

Results: 1.The clinco-pathological characteristics
IPH with HIV were clarified. 2. IPH showed slight
fluctuation of blood coagulant factors. 3. Efficacy of
the anticoagulant for the prevention of portal vein
thrombosis was confirmed. 4. PC and JAK2 muta-
tions were found in BCS. 5. Efficacy of adipose tis-
sue derived stem cell for liver cirrhosis was experi-
mentally suggested.

6. Comparison between splenectomy and PSE was
carried out in IPH patients. 7. IVR treatment was
also effective for improvement for the metabolism. 8.
By epidemiological study, new patients of IPH, EHO
and BCS were 17, 5 and 15, respectively

The products have been applied to make the guide
line of the diagnosis and treatment.

Conclusions: Various aspects of the pathophysiol-
ogy of the diseases were clarified through extensive
studies.
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He received the M.D. and Ph.D. degree in the
Graduate School of Medicine, Ehime University.
Specializing mainly in laryngology and endoscopic sinus sur-
gery
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BRLUEFMILEE 2oz FRMEME L LT,
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Adduc tor spasmodic dysphonia (ADSD) is an
idiopathic focal dystonia characterized by a strained-

strangled voice quality, effortful speech production,
and frequent voice breaks occurring secondary to
adductor muscle spasms with consequent vocal fold
hyperadduction. Current treatment of SD consists
primarily of botulinum toxin injections.

Type II thyroplasty is a surgical alternative
based on the idea that the symptoms of ADSD
are ultimately due to vocal fold hyperadduction.
Inducing a neuromuscular paresis via botulinum
toxin injection also prevents hyperadduction,
but the effect is variable and temporary. While
botulinum toxin is an imprecise, transient chemical
solution to an ultimately mechanical problem, type
II thyroplasty is a precise, permanent mechanical
solution.

The most important factors in conducting successful
type 2 thyroplasty for adductor spasmodic
dysphonia include: voice monitoring during
surgery under local anesthesia, careful operative
manipulation, and stable maintenance of the gap at
the incised thyroid cartilage. In 2002, the titanium
bridge made of biocompatible pure titanium was
developed in Japan. However, titanium bridges
have not been applied to type 2 thyroplasty in any
institution overseas.

We designed a phase II trial to evaluate the effect
of type 2 thyroplasty using titanium brides for the
treatment of adductor spasmodic dysphonia
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1986 Graduation from Fukui medical university
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USA

2002 Professor, Department of Otorhinolaryngolo-
gy-Head & Neck Surgery, University of Fu-
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Characteristics of chronic rhinosinusitis (CRS) in
Japan have been neutrophils dominant infiltration.
However, a new subtype of CRS is increasing in
Japan recently. CRS of this subtype shows less re-
sponse to standard treatment (endoscopic sinus sur-
gery and macrolide therapy) and a higher tendency
of recurrence with high infiltration of eosinophils in
nasal polyps. The multi-center retrospective study
conducted as Japanese Epidemiological Survey
of Refractory Eosinophilic Chronic Rhinosinusitis
(JESREC) study. Nasal polyps with = 70 eosino-
phils per high power field (HPF) were significantly
more refractory than those with < 70/HPF. The
significant items for diagnostic criteria of ECRS
were bilateral disease sides, presence of nasal polyp,
blood eosinophilia, and dominant shadow of ethmoid
sinuses by computed tomography (CT) scan. The
factors significantly associated with recurrence of
disease were > 5% of blood eosinophilia, ethmoid
sinuses disease by CT scan, aspirin intolerance, non-
steroidal anti-inflammatory drugs intolerance and
bronchial asthma. According to these factors, diag-
nostic algorithm and severity for ECRS was creat-
ed. Our basic study showed that abundant of fibrin
net was found in nasal polyp of ECRS. Natto kinase
digests fibrin net and has a possibility to decrease
nasal polyp. We are now performing clinical trial of
Natto kinase for the treatment of ECRS.
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He is a Executive Director, Clinical Research Cen-
ter, National Hospital Organization Kinki-Chuo
Chest Medical Center. He has served in many
intractable rare lung diseases projects including pa-
tient support.
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We study the several projects for pulmonary
alveolar proteinosis (PAP) and hereditary interstitial
lung diseases (HILD) about severe intractable
factors including respiratory failure, pulmonary
fibrosis, infection, severe extra-pulmonary diseases.
We will establish new non-invasive diagnosis and
treatment collaborating domestic and international
partners.
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New therapeutic strategy in diffuse
lung diseases
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The prognosis of idiopathic pulmonary fibrosis (IPF),
the most common form of idiopathic interstitial
pneumonia (IIP), has been reported to be poor with
a mean survival of 3 years after diagnosis.

The search for new therapies for IPF has intensi-
fied since the start of 21th century. However, sever-
al drugs targeting only one or a few genes have not
resulted in a breakthrough. Therefore, international
guidelines for IPF state that successful IPF therapy
requires a combination of therapeutic modalities
targeting the multiple pathways involved in fibrop-
roliferation.

Therefore, we conducted a multicenter prospective
randomized trial in the efficacy and safety of pir-
fenidone monotherapy or combination therapy with
inhaled NAC in patients with deteriorated phase of
advanced stage IPF

Furthermore, acute exacerbation (AE) of IPF has
been recognized as a critical event in the clinical
course of IPF. Taking advantage of the advanced
medical care institution, we organized "The explor-
atory study on the efficacy and safety of Polymyxin
B-immobilized Fiber Column (PMX) Treatment for
Idiopathic Pulmonary Fibrosis with AE".The aim of
this multicenter prospective exploratory trial is to
investigate whether PMX treatment could provide
survival benefits in IPF patients with AE. At this
time, three subjects in two hospitals have already
registered and its efficacy is expected.
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We developed a novel antimicrobial peptide, SR-
0379, with angiogenic properties. SR-0379 enhanced
proliferation, tube formation, migration and contrac-
tion on human dermal fibroblast cells via the PI3K-
Akt-mTOR pathway. This compound also shows
the antimicrobial activities against a number of
bacteria including drug resistant microbe and fungi.
We evaluated the effect of SR-0379 on two differ-
ent would healing model in rats, the full-thickness
defects in diabetic condition and an acutely infected
wound with the full-thickness defects and inocula-
tion with S aureus. Treatment of SR-0379 signifi-
cantly accelerated the wound healing compared to
that of FGF2. The beneficial effects of SR-0379 on
wound healing would be explained by enhanced
angiogenesis, granulation tissue formation, prolifera-
tion and antimicrobial activity. These results clearly
demonstrated that SR-0379 may have a potential for
drug development in wound repairing, in especially
critical colonization condition. Toward clinical appli-
cation, we have done the several kinds of preclinical
studies. We will move to the clinical trial now.
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Our previous studies on epidermolysis bullosa (EB),
a hereditary intractable skin disorder that causes
blisters and ulcerations on the skin following trivial
trauma during everyday activities, revealed for the
first time that high-mobility group bhox 1 (HMGBI),
a nuclear protein that is released in the circula-
tion by necrotic tissues, can mobilize mesenchymal
stem cells (MSCs) from bone marrow to the lesions
through the circulation and induce skin regenera-
tion. MSCs in bone marrow are pluripotent stem
cells that can differentiate ectodermal tissues such
as the skin and nerves. MSCs are also implicated in
angiogenesis and inflammatory suppression. There-
fore, increasing MSCs in the blood is believed to
improve tissue regeneration of intractable skin le-
sions such as EB. We synthesizing peptides KOI2
containing the domain implicated in MSC migration
stimulating activity (PCT/JP2012/059113) present in
HMGBI, and developing “in vivo regenerative medi-
cine” that can mobilize bone marrow MSCs into the
circulation, provide type VII collagen in the skin of
EB mouse (type VII collagen hypoplastic mouse),
and significantly improve survival rate of the mouse
when KOI2 is intravenously inoculated. We have
now finalized a non-clinical studies and approached
to start an investigator-initiated clinical trial (Phase I)
in 2015.



