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Laboratory of Veterinary Pathology

I
SFH #iid
DVM, Ph.D.

Professor
SUNDEN Yuji

MRAAS Research content

Wb BEA DIRIEFERRARTR S U IC TR, - iBROERR
Pathogenesis of various encephalomyelitis in animals and
development of preventive/therapeutic measures

HUA IV ADRREICE T BRIEBZIIH

Pathological studies on viral pathogenesis

BSEEBDORIEFNZHGS UICLEBRRIEZHIR

Pathological diagnosis and comparative pathological studies of
various animal diseases

i Ea  Research outline

BEREICLVNBERNERINDIEFEEZASHICTDIEEEHNEL
T.BMEF I ZEZRAVWTREZN\ENZTo>TL S, FITTEBLTWLSR
A VN, BER (BR. 7R, BiR) SLUMBBER (CSF) THU., Zh
SHEDKSICHEE, BEHREDORELAICAHASLTVDDNZEFHL
eV TNETICUA I AMRBBEERBZSVICRBRNBECRE KB
(EAE) ZEFILELT. CSFADFAFEE RS FICERRZEICDVT DR
HEEHTND,

Pathological analysis using animal models are conducted with the aim of
clarifying the mechanisms, pathogenesis of encephalomyelitis induced by
various causes. Particular interests are on the meninges (pia, arachnoid, and
dura mater) and cerebrospinal fluid (CSF) to elucidate how they are
involved in formation of the lesions in the brain parenchyma and spinal cord
parenchyma. So far, the induction of antibodies to CSF and dura mater
lesions were analyzed using experimental animal models of viral
encephalomyelitis and experimental autoimmune encephalomyelitis (EAE).

iff992545  Research works

Neurogenic cardiomyopathy in rabbits with experimentally induced
rabies. Vet Pathol. 52(3):573-575, 2015

Intracerebral vaccination suppresses the spread of rabies virus in the
mouse brain. Microbes Infect. 12(14-15):1163-1169, 2010.
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Laboratory of Veterinary Parasitology

HEZ 3%
& R

DVM, Ph.D.

Associate Professor
KIM Kyeongsoon

MRAAS Research content

BSEEFEMEREROERE

Ecology of avian blood parasites

NSEFEORMETEEN

Blood sucking arthropods of birds

i 2 Research outline

BPEZRCITREERBILCEEFACERRD—BTHY, HRLBREFE
BZBELTETTNET, BRPIZREDHEHYZENLTSIDBR
REF. EIREENMERBRREEKLLEN, ZNSORITEEELRL. B
IeHICF FRAEDEVRBEBRDEEEYDELZIER T ZENUET
9. BARRICHBVTEHESMEMERPEN EDKSICTERLTLZDH,
FICHFROFERZHRICHELTVET,

The ecology of disease vectors are major determinants of spatial and
temporal variations in the transmission dynamics of vector-borne
pathogens. We study how avian blood parasites have been maintained in
nature.

fff522545  Research works

Sporogony and sporozoite rates of avian malaria parasites in wild
Culex pipiens pallens and C. inatomii in Japan. Parasites and
Vectors, 2015:8:633, 2015

Avian Plasmodium lineages found in spot surveys of mosquitoes
from 2007 to 2010 at Sakata wetland, Japan: do dominant lineages
persist for multiple years? Molecular Ecology, 21:5374-5385, 2012
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Laboratory of Veterinary Public Health

H
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DVM, Ph.D.

Professor
SODA Kosuke

RAAS Research content

HEREESAVIVIVYILVADREBLUVHRICHT HREY

Pathological study on high pathogenicity avian influenza viruses in poultry and wild birds

BEABLURNFLLBEIZRAVINIVTY—-RL5UR

Avian influenza surveillance in Japan and Vietnam

BRBABAVIWIVYREDIIFV DEF

Development of avian influenza vaccine for poultry

AN Research outline

1996F AN SREFICEVHFNITHRITUCVWSEREMR >V TILIY
HOREADAIVATHIHSTER YA LR, ZDEGCFPERIELE
{ELTETVEYT, SREICHITIRAVIILIVYOA )L ADRREMED
REENZELTDE. BIBICBIFTEERIAIVADEEICHEEN LI TEE
WHBIET ., ZORLITEIGHEZITIEODNERBEROEMREZE
1L, IRRVPEMZBLTEONIEDA IV ADMHIRZRBISEILTVET .

HS5 subtype high pathogenicity avian influenza (HPAI) viruses have caused
many outbreaks worldwide since 1996 and evolved genetically and
antigenically. Ecology of HPAI viruses in environment should be affected
by changes of the viral infectivity and pathogenicity in avian species. To
prevent further HPAT outbreaks in future, we continuously assessed the
characters of circulating HPAT viruses isolated via active surveillance and
definitive HPAI diagnosis.

( )

if%9245 Research works

Susceptibility of herons (family: Ardeidae) to clade 2.3.2.1 H5N1
subtype high pathogenicity avian influenza virus. Avian Pathol., 51:
146-153, 2022

H5N8 avian influenza virus acquires enhanced pathogenicity after a
single passage in chicken. Veterinary Microbiol., 237: 108381, 2019
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Laboratory of Veterinary Public Health

HEHIZ
g R5sl
DVM, Ph.D.

Associate Professor
ITO Hiroshi

HEANE Research content

BAYIWIVHILIABRUOBNSZIVIAILAD
REESLUBEEICET BHR

Studies on pathogenicity and host range of influenza viruses
and avian paramyxoviruses

WYV AR - RmICRE T DR

Studies on antiviral materials and products

A EIN  Research outline

BICBVREEZE OBREEEA Y IILI VYIS AP Z1—HyR
IWRIA IV ADEEIG. BEDKENREITDHEDIAIATT. ZD
FEBVAIWAN, EDOXSBEF CHWVREEZD DAL ANEEE
TEDNEDFUNIVTHESHCTBleh. UN—RAITRTF AT RAEMERS
NBBELFNOSIVAMIAZATIHICEER I FEZAVWTHREZIT>T
WEY,

Wild waterfowl are the natural reservoir of avian influenza viruses and
Newcastle disease viruses. These viruses are generally low pathogenic in
chickens and can evolve into highly pathogenic viruses. We are studying the
mechanisms by which these viruses become highly pathogenic by using the
reverse genetics.

( )

ERREMERA Y IIVIVTIAILA (A) BLUBRRERA Y IIVIVHOAILZ (B)
D HA BIQHELID IR EE S DL #

Comparison of the nucleotide sequence at the HA cleavage site of low pathogenic and
highly pathogenic avian influenza viruses.

- J

ifZ92% %  Research works

Contribution of mutation [142M in fusion protein and Q44R in
matrix protein of Newcastle disease virus to virulence in ducks. J.
Vet. Med. Sci., 84:121-128, 2022

Susceptibility of herons (family: Ardeidae) to clade 2.3.2.1 HSN1
subtype high pathogenicity avian influenza virus. Avian Pathol.,
51:146-153, 2022
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Laboratory of Laboratory Animal Science

Hz
W S
DVM, Ph.D.

Professor

TAKEUCHI Takashi

MAAS Research content

NRBFRECHTEZISINTIVU VDR

Effects of lactoferrin on fetal development

i A Research outline

HTEB\DREEMEDBRETEDOERD 1 DOTIH . TR BHAF
HEBRANBZTHZDICHIR . EiESHICFHIENSEEICEELTY
FI, —ABRLBEEFEEFOSIN IV V. EiESEADOMEER
EZESE. ABEREFENSEZTEMNTRIN TS, FIREICS
[FZLFOERE RREBEICKDITEZLRE I DNRIBARFHRED,
ZICHIRICHIIDRHEPIBEFICHTES I TV DHRICDONTR
SUTWVWET,

Pathogen infection in the reproductive organs is one of the causes of
infertility. Additionally, maternal body during pregnancy is susceptible to
bacterial infection, whereas bacteria are frequently present in the
reproductive organs. On the other hand, lactoferrin, which has various
physiological activities, has been shown to change the bacterial composition
in the reproductive organs and increase the lactic acid bacteria. Therefore,
we are investigating the effects of lactoferrin during pregnancy.

( 7
Control
) , 5%

BEFCHTZSINTITUVDIHR - M8  Effects of Lactoferrin on the Fetus: The
MOCLDBEEFTSINTITUVICKLY  adverse effects of bacterial components are
BEIESNET . blocked by lactoferrin.

- J

fiff522545  Research works

Effect of lactoferrin on murine embryo development created from
lipopolysaccharide-treated sperm. J. Vet. Med. Sci., 83: 1144-1146,
2021

Effect of lactoferrin on murine sperm apoptosis induced by
intraperitoneal injection of lipopolysaccharide. J. Vet. Med. Sci., 83:
1173-1177, 2021
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Laboratory of Laboratory Animal Science

HEHI

22T
DVM, Ph.D.

Associate Professor

TOMIOKA Yukiko

MAAS Research content

BIEFEVYYRAZAWRRIERES FOFRKR

Research for disease resistance molecules using genetically modified mice

WAV ADEEHHRFZRITT 2BILFEAVOADRFERN

Pathological analysis in transgenic mice expressing viral transcriptional regulators

BITFEYY RAZAWNCTTE - ABEDKRERA

Investlgatlon of the pathogenesis of infertility using genetically modified mice

i AN Research outline

BIEFREYDADHFENZECT. B ADRIDERD FREFIED
FEBERUTVWET, 150, BMEZEE CHIBIMERICSH 2 [BE] 0EH
tEHET DD TP EEEETOHRBRBRADZV [HREHERE] »
[RIEE| ~NDESHEHONZHNAMEZDWVIEHEEDD FICEBULTH
BEEDTVNET, KEEFILTESNIAREE YL A DRRIEE - &
SREIEICRIFTVEEVEEZITVETD,

Through the analysis of various genetically modified mice, we are exploring
disease-causing and resistance molecules in animals and humans. In
particular, we are focusing on molecules that control malignant
transformation of tumors, which is on the increase in the veterinary field,
and exogenous or endogenous molecules that are suspected of being
involved in neurodegenerative diseases and infertility, which are still
unresolved in the medical field. We hope to link the findings in our disease
models to health promotion and disease control in animals and humans.

a8 Siglec-9 DHFIEBZR (/) /  Anti-tumor effect of soluble Siglec-9 (left) /
ARG HEFEFRETHYIA  Abnormal spermatogenesis in mice expressing

viral transcriptional regulators (right)

CBI2EFREMER (B)
- J

%924  Research works

A soluble form of Siglec-9 provides an antitumor benefit against
mammary tumor cells expressing MUCI in transgenic mice.
Biochem. Biophys. Res. Commun., 450: 532-537. 2014

Cerebellar pathology in transgenic mice expressing the pseudorabies
virus immediate-early protein IE180. Eur. J. Neurosci., 27:
2115-2132. 2008
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Laboratory of Veterinary Hygiene

&0

T Gl

DVM, Ph.D.

Professor
YAMAGUCHI Tsuyoshi

AAS Research content

BERFEESA Y IIVI VT UL IV ADMEIRER

Characterization of highly pathogenic avian influenza virus

BSEREIED D FRZ

Molecular epidemiological study of avian infectious disease

BEHNRIRKDS ORBELTFREICKIZIRED IV
D3 FERBZRIHR

Molecular ecological study on pathogenic viruses by
comprehensive detection of viral genes from environmental water.

i AN Research outline

BRRERAVINIVYDIERNTOHEREL. EEICERBIKREESZAT
WET o TORIBBRIEDFEEZRRICHICIE. WREICH U@L
BHERDNNETH, ZDHITE. FREDZNZNDMEE PRELREE.
HBHTOLEEBENUERTRTT, DH. BREESAVIILIY
PZRDCREBPHESY. BREYVTILHSDUA L AZ B BT FR
W BBICRAT2HFEHYDORERRZT>TNET,

Infectious diseases such as highly pathogenic avian influenza and classical
swine fever are frequently reported in Japan. To prevent outbreaks of such
infectious diseases, appropriate preventive measures must be taken for each
pathogen, and for this purpose, it is essential to understand the nature of
each pathogen, its transmission route, and its natural behavior in the field.
For this reason, studies on virus isolation and gene detection from poultry,
wildlife, and environmental samples, with a focus on highly pathogenic
avian influenza viruses, and on wildlife that intrude on farms are
conducted.

( N
Studies on---

l——.
' ﬁﬁﬁ'ﬂﬁn m@a
7l perldomestlc wildlife ™ l\\

w. a :.llti%k.—
L) /‘
lenvironmental water| _|

%72 4%E  Research works

Susceptibility of common family Anatidae bird species to clade
2.3.4.4e H5NG6 high pathogenicity avian influenza virus: an
experimental infection study. BMC Vet. Res., 18: 127, 2022.
Outbreaks of highly pathogenic avian influenza in zoo birds caused
by HA clade 2.3.4.4 H5N6 subtype viruses in Japan in winter 2016.
Transbound. Emerg. Dis., 67: 686-697, 2020

ﬁﬁ,"!,’,ﬁg} Research Interest
SREREF

Laboratory of Veterinary Hygiene

HEHIR

HIK

Associate Professor
USUI Tatsufumi

RS Research content

RNHENEFEASYICEIRE~NDERELES ATV
IUYYA IV RIGHEY R T DIREE
Possible transmission of high pathogenicity avian influenza
viruses by wild small mammals to poultry

BEUBICHIBRAY TN IV F AL ZENBAKE
B

Survey of avian influenza viruses in migratory birds in Japan

A EIN  Research outline

BAYVINWIVHIAIZADBERBETHIEVENDS, BETHAEIN
TLVBREN, WERERBARIA I RGEORED—IHZESHNICT D
H. BIBICRATRIAIXRAZ, A IFPTVREFE/NEHIEYD Y
A ABRZHEFHZT>TVD. ERCEFEXAENICBATIERELES
AVITIIVHIA I ADRREREERBR DD, ERERHDIEY
BRRMICSVT, KREEPREKEZNRICHATZTO TS,

Route of introduction of High Pathogenicity Avian Influenza Viruses from
migratory birds, which are the natural hosts of influenza viruses, to
farm-raised poultry is still unclear. To reveal part of the actual situation of
viral transmission to poultry, experimental infection is conducted using
wild small mammals invading poultry farms. In winter migratory season, in
order to detect high pathogenicity avian influenza viruses entering Japan at
an early stage, surveys of waterbirds and environmental samples at
migratory bird habitat mainly in Tottori Prefecture are conducted.

e ‘ N

ifZ22% %  Research works

Outbreaks of highly pathogenic avian influenza in zoo birds caused
by HA clade 2.3.4.4 H5N6 subtype viruses in Japan in winter 2016.
Transbound. Emerg. Dis., 67: 686-697, 2020

Characterization of clade 2.3.4.4 H5NS8 highly pathogenic avian
influenza viruses from wild birds possessing atypical hemagglutinin
polybasic cleavage sites. Virus Genes, 53: 44-51, 2017
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ﬁﬁ;{ﬁ B Research Interest
SRENTF

Laboratory of Veterinary Surgery

Bz

K F5A

DVM, Ph.D.

Professor
OSAKI Tomohiro

REAS Research content

WA LIS BRI ZHIESER
Photodynamic diagnosis for cancer
WA RIS T DHIRNZEE

Photodynamic therapy for cancer

NESHEMES —T VT ICLBDAEE

Cancer treatment by tumor neovascular opening

i e Research outline

HARNZEAF, BRICEFUVPTVEEZE DRBRIAZRSLT. &
BRROV—Y— R ZEBHEMICRE LT BEERT. BRI L —
P—RERINT B ETEFEBRRENREL. PABRZERSEET . RE.
HIRNFEOEC K DMIBIEAND Z X LDERAE . KUZIREVFIIBREF] D
HREZITOTVET,

Photodynamic therapy involves the administration of tumor localizing
photosensitizers which react with oxygen when excited by light in an
appropriate wavelength and generate reactive oxygen species in tumor
tissues, leading to cancer cell death. Currently, I am elucidating the
mechanism of photodynamic therapy-induced cell death and developing
some more effective photosensitizers.

( )

® ©

(A) BEFERICA DR MEMIREEN FBH SN (FREH) . (B) PDT ZRflE. (C) BFHE.
BRI HR LT,

(A) The canine skin histiocytoma was observed at the nasal planum (red circle). (B) Photo-
dynamic therapy was performed. (C) The mass disappeared after treatment.

if72254E  Research works

Efficacy of 5-Aminolevulinic Acid in Photodynamic Detection and
Photodynamic Ther. Vet. Med. Cancers (Basel), 7;11. pii: E495, 2019
A Basic Study of Photodynamic Therapy with Glucose-Conjugated
Chlorin e6 Using Mammary Carcinoma Xenografts. Cancers (Basel),
8;11, pii: E636, 2019

ﬁﬁ;{ﬁ B Research Interest
SRENTF

Laboratory of Veterinary Surgery

HEHIZ

B HE L
DVM, Ph.D.

Associate Professor
ENDO Yoshifumi

REAS Research content

BARMHREEDEBHELRBFTRERDREN

Association of chromosomal instability with the metastatic
mechanism of canine malignant melanoma.

BAENRECEOESMIEEICEHS I3RS/ N—8IEF
EEDREK

Search for driver gene mutations involved in tumorigenic growth
of canine malignant melanoma.

i A Research outline

AREBEUHBEESFRHORRACEBZECIBEREDSVES T, T0ES
XNZZALERETH . FEATRERGHIEOHEFCREEDIE
RENHEETELZIRET. '/ AUNIVDOELICIVRRRNKREL
BBV AN EUDRRER D ZOHREERRE LIS FEEGE
ZRUZ T2 AIRZEHHIBREEZI SN, REEBREEDLE
ERBFIRERDEEEZREREET ILICTRIILTV S,

Canine malignant melanoma metastasizes in the early stages of the disease.
The mechanism of metastasis is unknown. Chromosome instability (CIN)
refers to a higher than normal rate of missegregation of chromosomes or
parts of chromosomes during mitosis. CIN causes genome-level changes
that profoundly alter the phenotype of cancer cells. CIN could drive
phenotypic switching to early metastatic phenotype. Therefore, I am
investigating the association between canine malignant melanoma
metastasis and CIN.

( 7

RBBEBETIVICSF
2EUEREBE (W)
Btk DR EEH P
DNA EDEHBRIERT
DEWV.

I
}

A RMVERH ()

5|
0 W ko 60 @ 100
JE—

DNAE  REBHE DNAE  HREHEK
(2.42) (143%) (1.82) (49%)
g Y,

Differences in chromo-
some number and DNA
content of malignant
melanoma cell lines
before and after metas-
' tasis in xenograft
models.

iff922545  Research works

Spindle assembly checkpoint competence in aneuploid canine
malignant melanoma cell lines. Tissue and Cell, in press. 2020

DNA aneuploidy and centrosome amplification in canine tumor cell
lines. Tissue and Cell. 61:67-71, 2019

ﬁﬁﬁﬁ;} Research Interest
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Laboratory of Veterinary Surgery

h#

B R

DVM, Ph.D.

Assistant Professor
KURODA Kohei

MAAS Research content

B R e Bl 2 F W T i 33 B A D i 38

Research on organ regeneration using decellularization technology

WG bR ZE AV I RIEEEERT DM R

Development of urinary tract reconstruction techniques
using decellularized tissues

i A Research outline

B b RT3 EEE h SHlaZE g N Tikig - BREL. gAYy I R
DEBDHZZIEIMTY . BHilllabEBERREREN G TR EFH
MRV ENMRESINTSY, BHTEEE - ME - DERREDE
A (LIS " RIRICERRLASNTVE T, ZDiMMiaLiBfz 5
HEULTHAL EFRTORBBEZFEIDMAZEDTVET,
RER. BICHEOREREBICEBL. LEEDREBBLREICHTS
B REZ AV I R IRIEBRMOREZEELTVLET,

Decellularization is a technique that removes all cellular components
from an organ through washing processes while preserving the
structural framework of the extracellular matrix. Decellularized tissues
have been reported to exhibit extremely low antigenicity and high
biocompatibility, and decellularized organs such as skin, blood vessels,
and heart valves have already been applied clinically in human
medicine overseas. We are conducting research that utilizes these
decellularized tissues as scaffold materials to promote tissue
regeneration in vivo. Our current work focuses particularly on ureteral
obstruction in cats, aiming to develop a novel urinary tract
reconstruction technique using decellularized ureteral for the treatment
of extensive ureteral injury or stricture.

Native liver

Decellularized liver

(Top) BBA{ERTDATE (Bottom) BfBAI(LH DAFHE

(Top) Liver before decellularization (Bottom) Liver before decellularization

7713545 Research works

An organ-derived extracellular matrix triggers in situ kidney
regeneration in a preclinical model. npj regenerative medicine ;7
(1):18, 2022.

Transplantation of bioengineered liver capable of extended function
in a preclinical liver failure model. American Journal of
Transplantation 22(3):731-744, 2022.

REARZF

Laboratory of Veterinary Internal Medicine

€0

JEH Fe

DVM, Ph.D

Professor
HARADA Kazuki

HEANE Research content

BHEEMICH T2 EFMIERORZAE

Epidemiological study on antimicrobial-resistant bacteria in companion animals

BEHEEYICH T D MEROEMEER/ ENZEER

Research on the mechanism of mutations that acquire virulence in myxoviruses

BHEEMOERSEREBICH T 2EMGEICET SHA

Study on drug treatment for cardiovascular diseases in companion animals

i Research outline

HERREICN T IREBTNERLFEZRET 2cHCE. FIEEDEY
BEPENZICHTIMRBUERTIRTHS. L. HEEMEREIC
BVTREMNBREEZAVSZENEVIEEHY, INSHARICELT
RERPBROZ . ZTT. HEBYICBIFZINSHEROEYHE
F/ENZNSA—IZHESHICL. ZOEMRZRARICHKETEZRS
HEEFRFTLTVD, SHICEFEHIRGTTIEDEW M ZRRFRICKIIR
FELTWB,

Knowledge on pharmacokinetics (PK)/pharmacodynamics (PD) of
antimicrobials is essential to optimize the treatment for bacterial infections.
However, such knowledge remains to be investigated in companion animal
medicine because antimicrobial drugs for humans have been frequently
used. From these circumstances, I have been establishing dosage regimens
of these drugs by exploring PK/PD parameters in companion animals. In
addition, I have been verifying the efficacy of drugs based on the
established regimens in clinical studies.

( I
EMBEF BhE L )
(Pharmacokinetics: PK) (Pharmacodynamics: PD) NEROENBHEF (PK)

— EFF (PD) DHE.
@ \/'% PK & PD ORI =R
= ) - (PK/PD f#4f7) 93 &3,

NERORELGRE - A8
) ZERETBHDICKIID,

Drug concentration in body
\|_(Parameters : Cmax, AUC, T, etc)

Activity of drug against bacteria
(Parameters : MIC etc)

EMEEF (PK) /ZNFE (PD) A concept on pharmacokinetics (PK) and

@ pharmacodynamics (PD) of antimicrobial drugs.
.

* Analysis on the relationship between PK and PD

e (PK/PD analysis) is useful to consider rational

dosage regimens of antimicrobial drugs.

792545  Research works

Assessment of urinary pharmacokinetic and pharmacodynamic
profiles of faropenem against extended-spectrum
B-lactamase-producing Escherichia coli with canine ex vivo
modelling: a pilot study. Access Microbiol., 1: ¢000004, 2019

In vitro efficacy of 16 antimicrobial drugs against a large collection
of B-lactamase-producing isolates of extraintestinal pathogenic
Escherichia coli from dogs and cats. J. Med. Microbiol.,
66:1085-1091, 2017
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Laboratory of Veterinary internal medicine

i
LB AT

DVM, Ph.D.

Associate Lecturer
TSUJINO Kumiko

MAAS Research content

B7 E—HEERETIVNC/TndYIZADEBERE
EFILELT O

Establishment of maternal neglect model using atopic dermatitis
model NC/Tnd mice

BEBRZEICHTIANVAFEREREEY A MhA D
NEFTHE
The effect of proinflammatory cytokines in the brain induced by
chronic mild stress on maternal neglect

i A  Research outline

EFENT2EERES. FORKREDAN AR PEBRBEOER
ERRY, BITF BOSFASIETHINBZIENS, BAFREIMILEXRVFE
T BT, Hald, PhE—MHREXETILNC/TndY D XDEIHE
EEEBEAMVACKVERBEERREZRICLEZRRLELL,
NC/TndY¥ Y RZHEBEREETILELTHEIIL. A HTEREY S
EZDRBEDHIRZANDEHIC, BHERAVRITK DA CRAEM
YAMAAY) PEEREICREBITHEZMRALET,

Maternal neglect has increased sharply in recent years. It is reported that
maternal neglect is one of the causes of stress intolerance and mental
disorders in neglected children after they grow into adulthood.
Furthermore, these attributes are passed down from parent to child. Thus,
maternal neglect causes the issues of declining birthrate and aging
population to become more serious. We found that atopic dermatitis model
NC/Tnd mice significantly perform maternal neglect when induced by
chronic mild stress. Using NC/Tnd mice, we are establishing the maternal
neglect model, and will clarify the abnormality in the expression of
maternal behavior-related materials and their receptors in the brain of
neglectful mothers as well as the effect of proinflammatory cytokines in the
brain induced by chronic mild stress with regard to maternal neglect.

@QEBEERERECHVT.
NC/Tnd YORICHERGES
BEDNRBHS5ND. (b) BEEW
FI2DNC/Tnd¥IR

(a) NC/Tnd mice significantly
perform maternal neglect in
mild cold environment. (b) A
neglectful NC/Tnd mother

Infanticidal rate (%)

f72254E Research works

Delayed Onset of Hemolytic Anemia in CBA-Pk-1slc / Pk-1slc Mice
With Point Mutation of the Gene Encoding Red Blood Cell Type
Pyruvate Kinase. Blood, 91:2169-2174, 1998

Establishment and characterization of cell lines derived from a
transplantable rat malignant meningioma: morphological
heterogeneity and production of nerve growth factor. Acta
Neuropathol., 93:461-470, 1997

ﬁﬁ;{ﬁj\ﬁ Research Interest
EAEAREZE

Laboratory of Veterinary internal medicine

B
AN

DVM, Ph.D.

Associate Lecturer
YOKOE Inoru

AR ES Research content

WBEREYATONT L ZRVIFRRN ABEDRFE

Development of new cancer therapy using ultrasound and
microbubbles

BEEEICHIT 3 EXBERREDERAMDRE
Exploring the utility of contrast-enhanced ultrasonography in
veterinary medicine

gt eI Research outline

RADEERICHNT., BEREEIIELVVERRDZETCERICTIASN
TWETY, FhlE ECBEREFA THBIVAIONTILZEHFEDES
CET ZOEABZESSICHIF RS EBLRREZTO>TVET, . 8
BRUNCHXIEE. CTIHRE. MRIGEEVW I BEERIRECERIEZR >
TEEZTO>TCVET ., SEIF. INSOESUTZRVIEIRHRZRRL
TVELVEEITVET,

In veterinary medicine, ultrasound systems are used to diagnose and treat
various diseases. I am focusing on research to expand their usefulness,
mainly by combining them with microbubbles, which are ultrasound
contrast agents. In addition, I am also interested in various imaging
modalities such as X-rays, CT scans, and MRI scans in my practice. I would
like to develop research using these modalities.

( M)

ERERIGH Clinical Applications
. Pl GERBERRE)

Diagnosis : Contrast-enhanced ultrasonography

( \

BER B gd=Nw)n
Ultrasound Microbubbbles
& Shell

1-10 pm

292 %  Research works

Lipid bubbles combined with low-intensity ultrasound enhance the
intratumoral accumulation and antitumor effect of pegylated
liposomal doxorubicin in vivo. Drug Deliv., 28: 530-541, 2021

A Pilot Study on Efficacy of Lipid Bubbles for Theranostics in Dogs
with Tumors. Cancers, 12: 2423, 2020

Research Interest

RS EH

SAERIEF

Laboratory of Veterinary Theriogenology

HEH IR

DVM, Ph.D.

Associate Professor
NISHIMURA Ryo

MAAS Research content

WY VEKRDORZRS SORITHEICE T 5%

Study on the mechanisms of formation and regression of bovine
corpus luteum.

WUV HEHECH T BERRRROEENTRICHTS
R

Study on the physiological roles of hypoxia in bovine luteal
function.

i eI Research outline

S OIEICED DR, 50, HIRZEHIS T IRETH D [E1E] DIEEEIC
BBUTHRLTWVE T, FOEKIG., B, ZNFETHRFZSATL
feORREE VWSHBN S TET, MRICEER OV IRATOVEVWSKILE
VEDMUET . TOFEENEDLSICERIN. BITTZDDH. EDLS
[CHIRICES I 3DNCOVNT, MiEEE, EGTFREBAREDOFEE
AWTHARTVEFT ., INFTIC, FICEKDOERPRITICHITDIEESR
BEOEENRBERICDOVWTHESHILTEF U,

My research focuses on the physiology of bovine corpus luteum, especially
in the mechanisms of formation and regression of corpus luteum. We have
found important physiological roles of “hypoxia” in the function of bovine
corpus luteum.
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*We have found that hypoxia has important roles in the bovine luteal formation.
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Multiple roles of hypoxia in bovine corpus luteum. J. Repr. Devel.
66: 307-310, 2020.
Oxygen concentration is an important factor for modulating
progesterone synthesis in bovine corpus luteum. Endocrinol., 147:
4273-4280, 2006.
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Epitope identification in specific DLA of cancer antigens using overlapping peptides.
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Comparison of veterinary labour productivity with other industries and other countries.
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In recent years, the number of animals suffering from neoplastic diseases
has increased due to the longevity of companion animals. Most carcinoma
and sarcomas that cannot be completely surgically resected are refractory
tumors, and the development of new treatment methods is required.
Immuno-stimulatory therapy has been studied as one of the new treatments,
but it has not been applied clinically. In order to establish peptide vaccines
or mRNA vaccines targeting tumor antigens, it is necessary to evaluate the
extent to which cytotoxic T cells (CTL) are activated by immunization. We
aim to use the ELISpot assay to establish an immune-stimulatory therapy in
dogs, with the goal of identifying the epitope presented in MHCclass I of
the cancer antigen Survivin.
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Imaging findings and outcomes after traumatic cerebellar injury: a
canine case report. BMC Vet. Res., 18: 123. 2022

Dnajb8, a member of the heat shock protein 40 family has a role in
the tumor initiation and resistance to docetaxel but is dispensable for
stress response. PLOS ONE, 11:¢0146501, 2016
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Functional recovery by lactoferrin in the spinal cord injury model animal
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Effects of lactoferrin on postnatal brain development in rat neonates
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Effects of lactoferrin on the acute respiratory distress syndrome
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Lactoferrin, an iron-binding glycoprotein, is present in various secretions in
the body, including breast milk. Lactoferrin is a multifunctional protein that
has various effects such as biological defense, promotion of cell
proliferation, and anti-inflammatory effects. I have previously reported the
beneficial effects of lactoferrin on central nervous system dysfunction, such
as analgesia, anti-stress, and anti-depression. Currently, I am conducting
research using lactoferrin to improve gait dysfunction caused by spinal cord
injury.
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The pain-relieving effects of lactoferrin on oxaliplatin-induced
neuropathic pain. J. Vet. Med. Sci., 82: 1648-1654, 2020.
Milk-derived lactoferrin may block tolerance to morphine analgesia.
Brain Res., 1068: 102-108, 2006.
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A study on the mechanism of action of drugs against Babesia
gibsoni

BRNRYFZEICH T BHFREERDORRICEET SR
A study on the search for novel therapeutic agents for canine
Babesiosis
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Some agents have been investigated for the treatment of canine babesiosis.
However, most of them are conventionally used, and the target site of the
drug and the growth suppression mechanism have not been elucidated.
Establishment of evidence-based treatment (EBM) is also required in
veterinary medicine. Therefore, we are conducting research to clarify the
target sites of existing therapeutic drugs and their mechanisms of action
using cultured strains.
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() We maintain the culture of Babesia gibsoni in plates.
@ These are Babesia gibsoni observed in blood smears.
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In vitro efficacy of 5-aminolevulic acid against Babesia gibsoni by
solo-use and combined use with atovaquone. Jap. J. Vet. Res., 70,
39-44,2022

Tafenoquine is a promising drug candidate for the treatment of
Babesiosis. Antimicrob Agents Chemother, 17; 65, 204-221, 2021
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Pathogenic analysis of bovine claw diseases using computed
tomography
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Development for diagnosis of bovine ocular diseases using
ultrasonography
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Ultrasonography is not utilized fully for diagnosing various diseases
involving in the sensory system (i.g., eye) and the locomotor system (i.g.,
muscle and bone), despite it is the imaging modality used routinely for
bovine practice. Thus, the development of the diagnostic techniques for
these organs is advanced. Additionally, based on the imaging data obtained
when applying computed tomography for the bovine hindlimbs from
slaughterhouse, the quantitative standards are made on the normal
structures of the bovine claws, and pathogenesis of the bovine claw diseases
is analyzed.
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(The bone development within the distal
phalanx of bovine claw occurs initially on
the abaxial [AB] aspect of the tuberculum
flexorium [TF] [B1, B2, asterisk], in which
the both edges are normally rounded [A1,
A2], followed by the extension toward the
axial [AX] side [C1, C2, arrows], and finally
resulting in covering the whole base surface
of the distal phalanx [DI1, D2].)

Tsuka et al,, 2012
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Quantitative evaluation of the relationship between dorsal wall
length, sole thickness, and rotation of the distal phalanx in the
bovine claw using computed tomography. J. Dairy Sci., 97,
6271-6285, 2014

Quantitative evaluation of bone development of the distal phalanx of
the cow hind limb using computed tomography. J. Dairy Sci.,
95,127-138, 2012
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Interaction of volatile anesthetic and opioid
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Interaction of opioid and a2-adrenoceptor agonist
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Study on the renal effects of the a2-adrenoceptor agonist

SN  Research outline

Q27 RUFUVRBHEBRETHIXATIITI Y, FIAATRII VI,
BEBRKRICOVWTIR SR OMEIRMEICH SRR OMBHERD RN S,
BRGEBYISRELCTERAINTVS, RE. COa27RUFUVZEHE
FBIROBRINGEERICHL. MEHREADSHZCaENETHI=H
WIEVZEHBTBIET. A1RCBITRa27 RUFT UV ZEEESHED
BRMEERDIBRENZAREEERIELTL S,

The a2-adrenoceptor agonists, medetomidine and dexmedetomidine, are
used only in healthy animals, due to bradycardia and reduced cardiac output
associated with vasoconstriction in veterinary practice.

Currently, we are verifying the possibility that combined use of a
2-adrenoceptor agonist and calcium channel blocker, nicardipine, can
attenuated the cardiovascular adverse effects ofa2-adrenergic receptor
agonists in dogs.
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20 pglkg + Nicardipine 100 uglkg IV (MN100)
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Effects of constant rate infusions of dexmedetomidine, remifentanil
and their combination on minimum alveolar concentration of
sevoflurane in dogs, Vet. Anaesth. Analg., 47:490-498, 2020.

The effect of remifentanil on the minimum alveolar concentration
(MAC) and MAC derivatives of sevoflurane in dogs, J. Vet. Med.
Sci., 80: 1086-1093, 2018.
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Association of chromosomal instability with the metastatic
mechanism of canine malignant melanoma.
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Search for driver gene mutations involved in tumorigenic growth
of canine malignant melanoma.
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Canine malignant melanoma metastasizes in the early stages of the disease.
The mechanism of metastasis is unknown. Chromosome instability (CIN)
refers to a higher than normal rate of missegregation of chromosomes or
parts of chromosomes during mitosis. CIN causes genome-level changes
that profoundly alter the phenotype of cancer cells. CIN could drive
phenotypic switching to early metastatic phenotype. Therefore, I am
investigating the association between canine malignant melanoma
metastasis and CIN.
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Spindle assembly checkpoint competence in aneuploid canine
malignant melanoma cell lines. Tissue and Cell, in press. 2020

DNA aneuploidy and centrosome amplification in canine tumor cell
lines. Tissue and Cell. 61:67-71, 2019
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