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WET, MmN O KE Sy O H3K27Tme3 O A %
HoTWHEZH2ORERE R G IIR B L ELS b v £
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Division of Hygienic Chemistry

AOYAMA Kazumasa

Ph.D. in Medicinal Sciences

NFEYE S BNABIEFRE.ZILH
RAVTFTIVGE/EGEFIEHTE
DIRTAYI R/ H3K2Tme3./ K1)
O—LHNHIE & K2 (PRC2) ~EZH1/2
/7054 —Lf#H~ CRISPR X%
)—=2% /R —4 2 RINGS)
Molecular biology./ Cancer drug
discovery./ Aging research.” Cellular
signaling.” Transcriptional regulation.”
Epigenetics./ H3K27me3./ Polycomb
repressive complex 2 (PRC2).EZH1/2
/ proteome analysis.” CRISPR
screening.” Next generation sequence
(NGS)

EZH1 and EZH2 are the enzyme subunits of
Polycomb repressive complex 2 (PRC2).They
suppress transcription, through histone H3
lysine 27 trimethylation (H3K27me3). EZH1 and
EZH2 are the sole enzymes for H3K27me3 in
mammalian cells. EZH2 exhibits approximately
20 times enzymatic activity, compared to EZH1.
Dysfuntions of EZH2, responsible for a majority
of cellular H3K27me3, is associated with various
diseases. For instance, in myelodysplastic
syndromes (MDS), characterized by dysplasia of
bone marrow cell and frequently progressing to
acute myeloid leukemia, loss of EZH2 function is
frequently observed. However, the detailed
molecular mechanisms underlying EZHZ
deficient MDS remain unclear, and effective
therapeutic strategies have yet to be established.

We have established a mouse model, revealing
the essential role of EZH1 in maintaining EZHZ
deficient MDS. Of note, EZH1 loss has only
limited effects on normal wild-type mice. Our
findings show that EZH1, with many unknown
aspects, and its regulatory mechanisms are
promising drug targets. Now, we are employing
proteome analysis (BioID screening) and genome
editing (CRISPR screening) to elucidate the
EZH]1 regulatory and validate the potential of
the regulatory molecule as a drug target.
Additionally, a decline in £ZHZ2 function has also
been implicated in aging, and recent efforts have
begun to focus on developing treatments of
aging itself. Building on the foundation of our
previous achievements, I am committed to
advancing research and contributing broadly to
the progress of medicine and science.
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1. Aoyama (LRI E(TE) et al., Cells, 2022 Jul
13; 11(14), 2187. (Review)

2. Aoyama (GL[FIEEFEHE) et al., Leukemia,
2021 Apr; 35(4):1156-1165.

3. Aovama (:[EETEH) et al., iScience, 2018
Nov 30; 9:161-174.

4. Tanaka, Nakajima-Takagi, Aoyama (JL:[F4E
UHEH) et al., J. Exp. Med., 2017 Oct 2;
214(10):2901-2913.

5.  Mochizuki-Kashio, Aoyama et al., Blood,
2015 Sep 3; 126(10):1172-1183.
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Metabolism

ARITA Makoto

Division of Physiological Chemistry and

Ph.D. in Pharmaceutical Sciences
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lipid metabolism.” inflammation.”
lipidomics.” LipoQuality.”

Lipidome Atlas
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Bioactive lipids with various functions exist in living
organisms, and dysregulation of lipid metabolism is often
associated with human diseases. Thus, clarification of
their spatiotemporal dynamics and regulation at the
molecular levels may lead to the development of novel
therapeutics and/or early diagnosis. We aim to construct a
Lipidome Atlas that captures the lipid diversity,
distribution, localization, and lipid modification in tissues,
and are aiming to elucidate how lipid diversity and its
localization are created, regulated, recognized, and
functionally expressed in vivo, as well as to elucidate
diseases caused by their disruption.

To date, we have developed a LC-MS/MS-based
targeted lipidomics to monitor fatty acid metabolites
comprehensively, and have identified novel metabolic
pathway and bioactive mediators derived from n-3
polyunsaturated fatty acids. These endogenous lipid
mediators with anti-inflammatory and tissue-protective
actions could lead to the development of novel
therapeutics for diseases when uncontrolled inflammation
is suspected as key components of pathogenesis.

Also in RIKEN-IMS, we are building a technological
platform to elucidate and visualize the effects of the local
environment created by specific lipids on the dynamics
and functions of multicellular systems.

L7253 - W

Ll ) © R 7 A TR E g R OIR-E Sk
Pe & BRI, A 94, 5-13 (2022)

2. A lipidome atlas in MS-DIAL4. Nature Biotechnology

38, 1159-1163 (2020)

3. A lipidome landscape of aging in mice. Nature Aging 4,
709-726 (2024)
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Assistant Professor

Therapeutics

Ph.D. in Pharmacy

Division of Clinical Physiology and

ICHIKAWA Daiju
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Mantle cell lymphoma./Molecular &
Cellular biology.” Immunology

MRME

AR MECEME Y L RERE DL TR L
FF2. v MUY oo E MCL) Tl AEie%
DHEST L CUWER A, MCLIZBH K fE I8 o0 — o
T, FI90% W IR IATIL, IVOHESTH CAELF
HART A 233 ~54F & BBEME D i\ S Mg T,
BAIM@IZ FE B L T U % CD201Z %49~ 5 HUA (Rituximab)
OB Z B TICHFIET 20 (7 F oAl
V¥ —E8: BTK) (&% 9 5 FH| (Tbrutinib) X2
CD19-CARTIRIE 72 EMBAR S, —EDTREDREN
BOLNTWET, LLERnSE s 0N
Ho T LTHREEBICIIESL T, HrLLZH -
RERIEOBRIRMIZE SN THET,

IHNETIZFH A 1L, MCL & 6] U < B i g ¢
b DLIMEFRENEIZ BT, PNTEMEdSRNA D FEH
N, MEREETHD LY KT RIgxd 25 3KA)
BZMEICEEL TCWAZ L RHLTHWET, =
DORNTEMEdsSRNAIL, B R OBELOBRBRICEBNT L b
BUANAIR EORBGENEELEREBZ oD b
2L, UANLARNARE M F ) MTHRELENT-
HLEDOTT, A ZORE/LENREZL b DA
JVARFORNAIL, =5 AHIENC XD IR
fl SN TWET, —EBOHIA AFHITIZINAEMdsRNA
EROAZFEIEDZ LT, BAMIEENLIC
X F-CDSTHIE 2T b S5 2 & ChilEE
TR AEIRT Z ERME I TWNET,

Fox IXTNTEMEASRNAICFE S 24 T, Eo X 5 73k
FBELRED L) RF CHEINDION, T
NAEMEdSRNAD AR TN - 72 UWMA[ T d 5 D & B & 7
LTV Z & T, BBAeEr L LIEMCLZ: E ¥
M AR %3 2 F R IR OB RICEIT T <
ZEREELTWVET,

Despite recent advances in the use of newly developed drugs
including Bruton’s tyrosine kinase inhibitor (BTKi; Ibrutinib),
anti-CD20 antibody (Rituximab), and CD19 CAR-T cell
therapy, mantle cell lymphoma (MCL) still show significantly
poor prognosis. We have revealed that expression of
endogenous dsRINA in MM is associated with sensitivity to
IMiDs lenalidomide. In general, the expression of endogenous
dsRNAs are suppressed by epigenetic regulation. It has been
reported that some anti-cancer drugs induce the expression of
endogenous dsRINA, which leads cancer cells to apoptosis and
activates CD8 T cells, thereby exerting anti-tumor effects.
We focus on endogenous dsRINAs to elucidate what kind of
drug induce endogenous dsRNAs by what mechanisms. The
results will allow us to develop more effective nucleic acids
drugs for hematopoietic malignancies including MCL.

2t

A phenylphthalimide derivative, TCII, induces apoptosis
by degrading MCLI in multiple myeloma cells. Ichikawa D
Nakamura M, Mruota W, Osawa S, et al. Biochem Biophys
Res Commun. (2020) .

2) Early Generated B-1-Derived B Cells Have the Capacity
To Progress To Become Mantle Cell Lymphoma-like
Neoplasia in Aged Mice. Hayakawa K, Formica AM, Nakano
Y, Ichikawa D, et al. ] Immunol. (2018).

FI A

HIFAZ 5 FFFE2016-207402

FEBAZE W 5L, AR, i1 A, fl

[T 2= VT ZA 2 REMIR RO N % K
&I D EIMY )

dsSRNAZBIE
EDRDZEH?
EDK ST Caspase- B>/ UED
&ﬁ?%g? p=] |@>WW3E$ PRR—Y2
R IACBID XTIV \\ A ™ IFN
IS /s
S (woves) — T
CD8THIAIC & D
: MERD LR !
Histone H3K27 15 DL SRS P [ HEEEN j

10



R e
ERELEY

it (KRS

and Metabolism

Senior Assistant Professor

Division of Physiological Chemistry

TREEEA L AR R R AD

OHBA Yohsuke

Ph.D. in Pharmaceutical Sciences

BEEEYME VEFIIR/
Shavky7w
Lipid biology.” Lipidomics.”
Mitochondria

HSEERE A ) T « (2 & A% aEF
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U=y MENT OB EIEN L TENVT R T
B S 22 BB RENE B DR R B X ONFEIE T & Pk
L. TOEARKRKEZMIA L, BEFZHMNAICE
0 AEWFRINER TN LET,

EORMER MR BRR%E

ATPESE
X

TI/E el

5E

(ZFLR WS
ey
VEREERE 5L )

__________

ZOEEEARIE AR 2 T EOWEICREE 5 AE Y.

IRAVRUTORBEERRICIARE

kA FUTD

Y,
ED

=IRA

11

Intracellular organelles, such as mitochondria,
lysosome, and ER, have their own membrane
lipid composition, which determine the identity
and function of each organelle. The maintenance
of each organelle function is crucial for cellular
integrity and tissue homeostasis. For instance,
mitochondria are involved in not only energy
production but multiple cellular events including
apoptosis and innate immunity. Disruption of
mitochondrial function is known to play a key
role in the pathology of several diseases such as
neurodegeneration and cancer and also aging,
highlighting the importance of the homeostasis
of the organelle. Therefore, understanding the
membrane lipid quality of organelles leads to
elucidate the mechanisms of multiple diseases
and aging. In order to understand the organelle
quality control from the lipid point of view, we
apply the combination of rapid organelle
isolation technic and untargeted lipidomics
analysis. With these, we will observe the
membrane lipid composition within the organelle,
and elucidate the relationship between the
organelle specific lipid environment and the
function of the localized protein and organelle
itself. Furthermore, by taking advantage of
untargeted lipidomics technic, we will try to
identify an organelle specific bioactive lipid
which regulates the fate of the organelle.

F 725w

1) Patron, M. et al. “Regulation of
mitochondrial proteostasis by the proton
gradient.” The EMBO Journal 110476
(2022).

2) MacVicar, T.* and Ohba, Y.* at al. “Lipid

signaling drives proteolytic rewiring of

mitochondria by YME1L.” Nature 575, 361-

365 (2019). *; co-first author.

Saita, S. et al. “PARL partitions the lipid

transfer protein STARD7 between the

cytosol and mitochondria.” The EMBO

Journal e97909 (2018).

Ohba, Y. et al. “Mitochondria-type GPAT is

required for mitochondrial fusion.” The

EMBO Journal 32, 1265-1279 (2013).
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Mucosal Immunology.”Intestine.”
Respiratory tract.”M cells
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The mucosal surfaces of respiratory and
gastrointestinal tracts are exposed to inhaled
and ingested antigens, and commensal microbes.
The dome-shaped follicle-associated epithelium
(FAE), specializing in luminal antigen uptake for
immunosurveillance, is characterized by the
presence of microfold (M) cells . Antigen
transcytosis across the mucosal epithelium via M
cells is well documented to initiate mucosal
immune responses

Recent studies have revealed that the uptake
of antigens by M cells is essential for efficient
antigen-specific IgA production and that this
process likely maintains the homeostasis of
mucosal tissues.

We focus on the molecular mechanisms of
antigen transcytosis via M cells, which will
evolve to the development of new drug delivery
systems and/or elucidation of infection
mechanisms.

F725m 3

1.Kimura S,et al., Front Immunol. 10:1323, 2019
2.Kimura S, et al., J Exp Med 216(4): 831-846,
2019

3. Kimura S, et al., Scr Rep. 6:33548, 2016

4. Mutoh M, Kimura S, et al., Cell Tissue Res.
364(1):175-84, 2016

5. Kimura S, et al., Mucosal Immunol. 8: 650—
660, 2015
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Anti—aging.” Longevity./ Epigenetics.”

Dietary—exercise—drug—supplemental
therapy.” Anti—obesity.” Adipocyte

MEME

WA, EHE &IN5 1005 0L E o ElmE o
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RIBITKR 2 7 R dfRE, ERVRE, B - 7Y
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B EEET 52 DRI HOWTHFSEZTT- T
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HE ST AR AR RE D U8 & X > CHT 7= 2 e H iy
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TS ORFFEIIHIE TR D 230> D EER AL
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WL T, BODDOBBKENE R 25 5T
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XLORENELND LOIC, BxOEEETE
VR LARB M EIT>TOET,

In our laboratory, we are performing the combination
therapy with dietary-, exercise-, and drug’supplemental—
intervention using laboratory animals which show aging
and/or obesity condition. Now we are trying to find the way
to ameliorate obesity and to get healthy life and longevity by
the dietary-therapy which combines with intermittent fasting
and high fat diet, the exercise-therapy which includes free
wheel running or motor-driven treadmill running, and the
drug* supplemental-therapy ~ using the insulin-resistance
improving drug (PPARgamma agonist), the epigenome-drug
(5-Aza-dc), and the astaxanthin.

And then, we are very interested in the Envirenmental
Enrichment condition that may promote physical activities,
create social communication abilities, and ameliorate cognitive
functions that will produce the healthy life and longevity.

We enjoy our daily research activities and products that
need the large amount of time and effort while cooperating
with many researchers and students who make relating
attractive research products.

T2

Kimura M, et al. The Effects of continuous and withdrawal
voluntary wheel running exercise on the expression of
senescence-related genes in the visceral adipose tissue of young
mice. International Journal of Molecular Sciences 22: 264,
2021. https://doi.org/I0.3390/ijm522010264

Yang M, Kimura M, et al. Induction of heme-oxygenase-1

(HO-I) does not enhance adiponectin production in human
adipocytes: Evidence against a direct HO-I - Adiponectin axis.
Molecular and Cellular Endocrinology 413: 209-216, 2015.

Kimura M, et al. Astaxanthin supplementation effects on
adipocyte size and lipid profile in OLETF rats with

hyperphagia and visceral fat accumulation. The Journal of
Functional Foods, 11: 114-120, 2014.
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Refractory cancer./Preclinical model.”
Organoid culture./Precision medicine

MEME

Biliary tract cancers and pancreatic cancers are aggressive
malignancies characterized by difficulty with early diagnosis and a
poor prognosis. Patients with inoperable biliary tract and
pancreatic cancers generally receive a chemotherapy regimen of
gemcitabine and cisplatin. However, the effect of these drugs is
limited, and the S-year survival rates of patients are very low.

The aim of this study is to establish 1 vitro preclinical models for
refractory cancers that may fill the gap between basic research and
clinical trials and allow personalized cancer therapy.

The newly developed 3D culture system known as “organoid
culture” allows long-term expansion of stem cells into budding
cyst-like structures (organoids) with properties resembling those
of the original tissues. We have already developed the culture
conditions for organoids derived from biliary tract cancers and
pancreatic cancers. We will further establish organoids derived
from various cases of biliary tract and pancreatic tumors and
identify biomarkers and molecular target drugs that are optimal
for each patient. Studies using organoids derived from various
cancer cases could potentially pave the way for development of
precision medicine for patients with refractory cancers.

EEVAS-0'E

van Tienderen GS¥, Li L¥, Broutier L*, Saito Y* et al. (*3:[F]%E
SHEE) Hepatobiliary tumor organoids for personalized
medicine: a multicenter view on establishment, limitations and
future directions. Cancer Cell 40: 226, 2022.

Saito Y et al. Establishment of patient-derived organoids and
drug screening for biliary tract carcinoma. Cell Rep. 27: 1265,
2019.

Saito Y et al. Induction of differentiation of intrahepatic
cholangiocarcinoma cells to functional hepatocytes using an

organoid culture system. Scf Rep. 8: 2821, 2018.
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DNA repair.” Genome stress.”
Cancer immunotherapy.”
Chemoradiotherapy
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OFRVELINTWET, FHEDO/ S—
F— & U THEBIRIRECAL BRI D R S,
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N=RXLEMRAT 52 LT, HREiEmREOR%
PIT-oTCWET,

S p R A M)

Our laboratory aims to elucidate the molecular
mechanism underlying DNA double-strand
break (DSB) repair, which is critical for
maintaining genome integrity. We are currently
investigating the interplay between non-
homologous end joining (NHEJ) and homologous
recombination (HR), which are major DSB repair
pathways in human cells. In addition, we aim to
exploit our knowledge of DSB repair to improve
cancer therapy by elucidating the mechanism of
immune responses after chemoradiotherapy.

F05

1. Oyoshi et al., & Shibata*®
Science Advances, in press

2. Uchihara et al. & Shibata*
Molecular Cell, 82(14):2557-2570, 2022
3. Yasuhara et al. & Shibata*

Cell Reports, 175(2):558-570, 2022
4. Yasuhara et al. & Shibata*

Cell, 175(2):558-570, 2018

5. Sato et al. & Shibata*

Nature Communications, 8(1):1751
6. Isono et al. & Shibata*

Cell Reports, 18(2):520-532, 2017
7. Shibata et al.

Molecular Cell, 53(1):7-18, 2014

8. Shibata et al.

EMBO J, 30(6):1079-92, 2011
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GFP-Rad52

Shibata et al., EMBO J, 2011
Shibata et al., Mol Cell, 2014
Isono&Shibata®, Cell Rep, 2016
Beish&Shibata®, Mol. Cell, 2017
‘Yasuhara&Shibata®, Cell, 2018
Yasuhara&Shibata®, Cell Rep., 2022
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Mucosal immunity.” Epithelial functions
/T cell differentiation.” Autoimmune
diseases

MEME
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TTCWET, 29 LB, RIEMERRE L
W 2L E DIRRD 72 53, B O E,
TULNAX—Ip P x e 2 HEORBIEENE T,

FENAIEE L, BN TR PEM A FEAE L |
HRANTH DA OEROBEREICAFR R KIF
LTWET, HThH, HRESAT LI ZHE
WCOWTEBEFZE 21TV, ZZCHELND MR E
HAZ, BN S BEE T 2 IR B ORI O [ REME %
EE L CWET,

1. IBWNHIESEAET 2REWIC L 5. Tl b
B O fiR A

JENAREE 23 PEAE 3 2 AR O C b L EH IR N R
WZIE, B ORI B ORI & 7e 5 Hiia o BERE 4 il
B2 2 LN TE DA~ AS—THIEN DO % 35
M AAHMEENR DD 2 N TEE LI,

ZT T, TOMEFFEED A B =X LOFFIICELY
MATOHWET, I6I12, TO XD 72~ —THifa
LR, S AT MG 2 DB OV TREE
LTCWET,

2. JBEMIE & ZORBMIC L 5. B ORERE
DI D AT RENE DO FRFE

AR 25 sE AR 3 2 FEBHAR AR I 13, H s
PIBDRIEZMH TE L Z LB TEE L,
—J5 T, JBPMIEE B AR O REESE D3 5 e AR
BWT, REEZ G| 23X 5 2Tt & fEfr
THIET, HOREKRBOFBIELFHET L &
LIRS TWET, BHNAIEIC L 2 @ oEs
RGP BRI A 5 2 LT HORERE
DI D ATREME Z FRAE L TV ET,

Soluble dietary fiber
‘ Resistant starch

ﬁg-

Colon lumen

SCFAs

.L.Ji. . .

Epithelial cells

®— @ —

Differentiation

The human gastrointestinal tract harbors a complex and

dynamic  population of microorganisms  (commensal
microbiota). The gut commensal microbiota and their
metabolites are implicated in the local diseases such as
inflammatory bowel disease (IBD), and systemic autoimmune
and allergic diseases as well.

Commensal bacteria-derived short chain fatty acids (SCFAs)
induces the differentiation of regulatory T cell subsets, which
is essential to prevent the autoimmune responses including the

differentiation of the lymphocytes  and

productions of autoantibodies. My research objective is to

autoreactive

investigate 1) the molecular mechanisms by which commensal
bacteria-derived SCFAs induces the differentiation of
regulatory T cell subsets; 2) how SCFAs-induced regulator T
cells suppress the development of autoimmune diseases such as
rheumatoid arthritis and multiple sclerosis.

F72Em

1. Obata, er al Nat. Immunol. 15: 571, 2014.

2. Furusawa Y er al Nature 504: 446, 2013.

3. Mandai er al Plos One 8: e65488, 2013.

4. Hase er al Gastroenterology. 145: 625, 2013.

S. Kanaya er a/ Nat. Immunol. 13: 729, 2012.

6. Takahashi er a/ Gastroenterology. 141: 625, 2011.

SCFA high

SCFAlow




22 A7
it (GE)

Professor

Ph.D. in Pharmacy

Division of Hygienic Chemistry

TAGO Megumi
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myeloproliferative neoplasm (MPN)
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TA N IA X, RO, HE, AT ZE
Hlfd 52 & T, EROEFEEH T2 HEE
THRIREME T, ﬂLi YA NIA UBRFHE
T 5T FIRIERIC Té¢&%&% Ex AT
%57 F D—>T& DJanus kinase 2 (JAK2) (ZVEH LT
Mo aiT> CTWET, JAK2IL, A b A V2R
KERA L, V7T VARERK & 5 IR/
Fuv ¥ F—€TT,

18 A B L B (myeloproliferative neoplasm;
ani ARifnER, HifEk, /R 7R E o BRI

WAREIMAFRO G v, Wil HBEME B s~ &
Wﬂﬁ%ﬁﬁé k#ﬁ%ﬂfméﬁ%f? )
EE T, MPNEFHE O RKZEIZB W T, JAK2OD
JH2 R A A T RZER (VOITF) RO HiLd Z &R
W SN TWET (FigDs

I ETICRET., JAKREREN, BNABELET
ELTHRET D &2 AL, D0 TR
&R TWET, BERENZ L1, JAKZE BAK
X, RIMERD MY - HEAFE T 2 =) AR
F UK (EpoR) L BRRAENICIERI L, R A T

Janus kinase 2 (JAK2) is an essential non-receptor type
tyrosine kinase for various cytokine signals. A somatic
mutation (V617F) in JAK2 was identified in the majority of
patients with myeloproliferative neoplasm (MPN).  We
clarified that the V6I7F mutation caused the constitutive
activation of JAK2, exhibiting the cytokine-independent
survival and proliferation of hematopoietic cells. In addition,
we demonstrated that JAK2 mutant behaves as a potent
oncogene product.

However, the mechanisms how JAK2 mutant provoked
cellular transformation have not yet been elucidated. We aim
at understanding onset mechanism of MPN by analyzing
JAK2 mutant-induced signaling pathway.

Previously, we found that Phosphorylation of EpoR at Y343,
Y460, and Y464 is required for the JAK2 V617F mutant to
exhibit its oncogenic activity through STATS activation. We
also showed that the expression of Aurora kinase A (Aurka)
through c-Myc expression exhibited resistance to anti-cancer
drugs.

Our goal is to identify the critical signaling molecules in the

FAEFEESTHZZERALNMNIARYE L, &6 JAK2 mutant-provoked tumorigenesis and found attractive
Iz, ]AKZBE/E\:{ZMC EARENILY T F I, EpoR targets for MPN therapy.

DF 1 BRI (Y343, Y460, Y464) DY (b 240
L7 G R F-STATSOISHAL N EETCHLH Z L &
BOMZLTEE L, 70, JAKA BRI
faix, 55 RF-MycDFBL 2 LC, Mo & # &
HET 28D v« AL A= FF —F Aurora kinase
A (Aurka) DORBEAFETAHZ LIk, FLAA
Mt % r~d 2 & &2 A LTV ET (Fig2),

L L7 B, JAK2 D s 28 B i BR M A o> By 5l
SRS DREFE 2 5l X 29 A W = XA AIZIERE
ZL OARHBZENFESNTWET, BET. 2R
oY, JAKRERED S 7 F MR ER I O fRAT %
LT, MPNODIEE A B =X LDEFIEMI L,
MPNODRIEIZR o 5 EHE /e VT Ny 12 Er &
L7282 e MPNIBEHE OB RICEBR LW\ & B %
TWVWET,

A

I) Kawashima A er al J Immunol, 2017 199(10):3614-3622
2) Uchihara Y et al. PLoS One. 2017 12(8):e0183003.

3) Funakoshi-Tago M er al. Cell Signal. 2017 Feb;31:41-57.
4)Ueda F er al ] Brol Chem. 2017 292(5):1826-1840.

5) Tago K et al. Oncogene. 2015 15;34(3):314-322.

E) STATS
“ activation
-M
Pseudokinase Kinase ac‘t:ivaytfon | c-Myc |
JH5 domain domain | Pim1 |
(HT e HHHa HaHs L gH2 L JHT ke (LoBCy
V617=F | Resistance of anticancer drugs | ‘ Cell proliferation, Tumorigenesis

Fig.1 JAK2 V617F mutant Fig.2 JAK2 V617F mutant-induced oncogenic signaling pathway
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Pharmacokinetics.” Tissue barriers.”
Placenta.” Transporter
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EEBUT, BYORBHEENRE &« T v N
TEDOREE> O, THTAIRHEZED, T
5 I & FR IR O A P RE 72 3K O IR i & 5
KT EEHBELTWET,

ASEOEFRITEBOFERNEZ & O OIS
EHIERA~L 7 FLTOEEd, AEEERR
FEf - IR B OFN DR SN D HRIEHICE
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Neglected Ages in Medication

I am working on research focusing on the “placental barrier,”
which determines drug concentrations in the fetus by
modulating the absorption, metabolism, and excretion of
drugs. The placental barrier is thus responsible for the toxicity
and safety of drugs in the fetus. The incidence of pregnancy
complications will increase as the maternal age increases, and
the detection of fetal diseases will become easier in the near
future. Therefore, the need for pharmacotherary for pregnant
women and fetuses must further increase. We hope to lead the
movement towards the expansion of pharmacotherary to
pregnant women through our research on the placental barrier.
I have established a base for placental barrier research by
developing analytical techniques necessary for elucidation of
its function. I have identified placental barrier transporters
affecting species differences in fetal drug transfer. This
research will enhance the accuracy of the prediction of fetal
safety and efficacy profiles of drugs in humans, and thus will
expand options of drugs that can be used in pregnant women.
In addition, a baby who received poor prenatal nutrition
would be more vulnerable to some lifestyle, psychiatric and
neurological diseases in later life. The fetal environment is
directly controlled by the placenta. Our long-term goal is to
realize preemptive care during pregnancy, which can reduce
the future risk of disease in the fetus, through the elucidation
of the placental barrier function.

T 7w 3L

Tomi M et al, Role of OAT4 in uptake of estriol precursor
I60-hydroxy dehydroepiandrosterone sulfate into human
placental syncytiotrophoblasts from fetus, Endocrinology, 156,
2704-2712 (2015).

Tomi er al, Role of protein kinase A in regulating steroid
sulfate uptake for estrogen production in human placental

choriocarcinoma cells, Placenta 35, 658-660 (2014).
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Aging

MEME

FA7= BN HEAEIE TR LIE®RD 5 B, 80%LL ki
BWENLTEEEPNLTWENET, ZOHEL
Ko TRREA R L IEOY, AR SR AT,
LHFRROINLTT, AN, KEEPIAL E-
TERZTBHEETHY, TOIFEAERN
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The quality of our vision is critically dependent on the ability
of the transparent tissues (Lens) in the front of the eye to
correctly focus light onto the retina at the back of the eye.
This is illustrated by the fact that loss of transparency in the
lens, known as a cataract, is the most common cause of
blindness in the world today. It is well known that oxidative
stress plays an important role in the initiation and progression
of a cataract, and active type of oxygen and nitrogen species in
the eye are implicated in the onset of cataract.

My Ist project is to explore the anti-cataract
compound(s) to prevent or delay the onset of cataract. We
found that some anti-compounds could prevent the cataract
formation (I, 2). Interestingly, coffee brew could also
ameliorate cataract onset using selenite-induced cataract model
)

My 2nd project is to elucidate the function of
Aquaporin 0 (AQPO) in the lens. AQPO is the most
abundant membrane protein in lens fiber cells, where it makes
up more than 60% of the total membrane protein. This
protein has minimal water permeability. Although aquaporin O
(AQPO) is a member of the AQP family, it has limited water
permeability compared with other members. We have first
reproted that AsA could peameate AQPO pore in vivo, and
contribute the anti-oxidant curculation in the lens (4). And
also we found that AQPO have cell adhesion-related functions,
and we identified of the AQPO biding domain (5).

References
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compounds affects the lens chaperone activity and prevents
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Basic Research

The incidence of Immune disorders such as allergic diseases
bowel diseases (IBD) in Japan has
the decades.

Abnormalities of mucosal immune response as well as

and inflammatory

increased  remarkably  for past  several
intestinal microbiota closely correlate with the development of
the immune disorders. The host-microbe interactions establish
immunological homeostasis in the gut, which further raises the
important question: how do intestinal microbiota affect the
host immune system? To address this question, we have
focused on intestinal microbiota-derived metabolites, and
found that certain metabolites augment Treg cells and IgA
response through epigenetic regulation, eventually preventing
IBD and autoimmune rheumatoid arthritis. These findings
open up new research directions to develop new therapies for
immune disorders by targeting intestinal microbiota and

epigenetic machinery.

£ 725 3C (*corresponding author)
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for functional expansion of colonic regulatory T cells. Nat.
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butyrate induces colonic regulatory T cells. Nature 504: 446,
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Cancer immunotherapy is now an attractive treatment option
for various cancers. Especially, immune checkpoint inhibitors,
such as anti-PD]I antibody, are effective in patients with
several cancers, including melanoma, lung cancer, renal cancer,
gastric cancer, and lymphoma. However, leukemia, multiple
myeloma, prostate cancer, and pancreatic cancer are known to
be resistant to these checkpoint inhibitors. We have identified
novel cancer antigens which are highly expressed in cancer
stem cells of leukemia, prostate cancer, and pancreatic cancer.
We are also investigating immunomodulatory effects of drugs
to enhance anti-tumor effect, which is called immunogenic cell
death.

Our goal is to develop novel combined immunotherapies
using tumor-specific T cells and immunomodulatory drugs

for cure of cancer.
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I.  Matsushita M. Novel treatment strategies utilizing
immune reactions against chronic myelogenous leukemia
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by degrading MCLI in multiple myeloma cells. Brochem
Biophys Res Commun. 521: 252, 2020

4. Matsushita M, Kawaguchi M. Immunomodulatory
effects of drugs for effective cancer immunotherapy.
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therapeutic target for achieving treatment-free remission

in CML patients. Blood Cancer J. 7(9): ¢6012, 2017
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I. Amyotrophic lateral sclerosis (ALS) is an intractable motor
neuron disease that rapidly deprives patients of their motor
ability. Even in seriously ill patients with ALS, eye movements
are relatively spared. Motor neurons controlling white muscles
are more vulnerable compared with those serving red muscles.
Focusing on the fact that disease progression varies depending
on the types of motor neurons, we are conducting research to
clarify its mechanisms, aiming to identify the causes of ALS
and to develop treatments for ALS.

2. Essential tremor (ET) is the most frequent movement
disorder which affects elderly people. ET patients have
tremors in their upper limbs, head and neck, leading to the
disability of dexterous movements, such as writing, eating and
changing their clothes. Etiology of ET is not well understood
and currently available ET therapies are not satisfactory. We
are studying on Pathophysiological mechanisms of ET, aiming
at establishing animal models that recapitulate tremor
symptoms found in ET patients.

3. The brain ceaselessly receives unconscious sensations from
various body parts by way of the vagus nerve. The vagus nerve,
in turn, controls various body functions as “the
parasympathetic nervous system”. Accumulating evidence
shows that the vagus inputs/outputs have profound impact on
health and disease. We are working to unravel the mystery of
the vagus nerve and to control their activity for future medical
interventions.

B/ B

Matsuura et al., Ser Rep, 8, 14251 (2018)

Moriwaki et al., PLoS One, 13, 0199829 (2018)
Komine et al., Cell Death Differ, 25, 2130-2146 (2018)
Ishii et al., PLoS One, 12, 0179375 (2017)

Morisaki et al., Scr. Rep., 6,27354 (2016)
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Neurodegenerative diseases, such as amyotrophic
lateral sclerosis (ALS) and Alzheimer's disease, are
devastating diseases with high unmet medical needs
for which no effective treatments have been
established. Various factors have been proposed as
the mechanism of neurodegeneration, but the
underlying mechanism remains to be elucidated.

In recent years, the development of
neuroimmunology, which combines neurology and
immunology, has been remarkable, and the
involvement of the immune system in
neurodegenerative diseases has been reported. The
disruption of peripheral immunity is considered to
be a factor in neurodegeneration. It is also possible
that neurodegeneration is caused by an excessive
immune response with "no brakes" condition, as in
autoimmune diseases.

We are currently analyzing the systemic immune
status of ALS mouse model and investigating the
effects of immune cells and related factors on the
pathogenesis of ALS. By studying the effects of
immunity on neurodegeneration from both the
activation and suppression status, we aim to
elucidate the pathological mechanisms from a new
perspective and to identify new drug targets for ALS.

F725m 3

+ Morisaki Y., et al., LAG-3 expression in microglia
regulated by IFN-y/STAT1 pathway and
metalloproteases. Front. Cell. Neurosci., 2023

- Adachi K., et al., Depletion of perivascular macrophages
delays ALS disease progression by ameliorating blood-
spinal cord barrier impairment in SOD1-G93A mice. Front.
Cell. Neurosci., 2023

+ Tokuda E., et al., A copper-deficient form of mutant
Cu/Zn-superoxide dismutase as an early pathological
species in amyotrophic lateral sclerosis. Biochim Biophys
Acta Mol Basis Dis., 2018

» Tokuda E., et al., Immunochemical characterization on
pathological oligomers of mutant Cu/Zn-superoxide
dismutase in amyotrophic lateral sclerosis. Mol
Neurodegener., 2017

+ Morisaki Y., et al., Selective Expression of Osteopontin
in ALS-resistant Motor Neurons is a Critical Determinant
of Late Phase Neurodegeneration Mediated by Matrix
Metalloproteinase-9. Sci. Rep., 2016
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Cholinergic system is well known to be involve in various
psychiatric disorders such as post-traumatic stress disorder
(PTSD), and
receptors (AChRSs) are classified into two large families ; One

depression schizophrenia.  Acetylcholine
is G-protein-coupled receptors, musucarinic AChRs and other
is ligand-gated ion channels, nicotinic AChRs (nAChRs).
nAChRs respond to not only acetyl-choline but also nicotine.
Recently, it has been reported cotinine, the main metabolite of
nicotine, decreased anxiety and depressive-like behavior, and
enhanced fear extinction in mouse models of PTSD.
Amygdala dysfunction that involves hyper-excitability and
hyperactivity is a key feature of anxiety disorders, including
PTSD. Also, nAChRs in amygdala have been known to
suppress amygdala hyperexcitability and hyperactivity. Based
on these observations, nAChRs are regarded as therapeutic
target for psychiatric disorders.

A snake venom neurotoxin, O(—Bungarotoxin, an antagonist
for nAChRs, has unique three-dimensional structure so called
three-finger domain (TFD). Recent studies clarified this TFD
of a-Bungarotoxin is required for binding with nAChRs. In
mammals, interestingly, more than 30 proteins are known to
contain one to three TFD and categorized as Ly6/neurotoxin
superfamily (Ly6SF). Some LyOSF proteins, such as LynxI,
Lynx2 and SLURP-I are reported to modulate nAChR
function, either as allosteric and/or orthosteric modulators, or
as antagonists. Recently, we have clarified Ly6H as a novel
nAChRs antagonist. Because, to know the functional changes
of nAChRs in pathological conditions, it need to investigate
the role and expression changes of nAChR modulator, Ly6SF.
On the basis of these findings, our main goal is to elucidate
the role of Ly6SF proteins in pathological mechanisms of
psychiatric disorders, especially PTSD.

F72Em3C

Tsuji S. e al, Sci. Rep., 7, 1085 (2017)

Morisaki Y. er al, Sci. Rep., 6, 27354 (2016)
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(2014)
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The process of drug discovery and development needs a huge
cost and a long period. The number of approved drugs which
are classified as new molecular entities and new therapeutic
products is not increasing. Recently, public-private
collaborative drug discovery projects to perform a High
Throughput Screening (HTS) have been started in the US,
Europe and Japan. Under those projects, it is important to
design a screening library for finding novel lead-like
compounds. The in-silico is a key technology for analysis of
big-data from the HT'S screening and diversity of a large-scale
compound-library.

Our group (Division of Physics for Life Function) joins a
drug discovery research project where a cutting-edge research
among pharmacy, physics, mathematics and I'T are required. A
collaboration with pharmaceutical companies and other
industries is very important for the goal of the project. We are
now developing a novel method for design of drug-like
compounds and candidates using in-silico techniques such as
Bio-informatics, Chemo-informatics and Machine-learning
(e.g., A). We are going to develop a new library-design
method for high-quality compound-library in the next
generation era of drug discovery. It is also important to
validate the in-silico method by experiment. Especially, we aim
to contribute to structural biology by high-accuracy protein
structure prediction, and collaborate with medicinal chemistry
and synthetic chemistry using Ligand Based Drug Design
(LBDD) for hit identification and lead optimization.
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[ AEWiE MR 5y & AR5y T AR B VR IR ]

ERIZEEN TV D EYIEENRS (RERW) 13,
HHRAREERS & o R 7 &N o T AR RS - & FHHAE
T5HZ L TEDEMIEARE L 3. AWt
REEORNG BT 5 Z 1%, LAMOAEY
TEPERRIE 2 PRI 57207 T, KV EWAEwE
WEETHILEMERINT S ETHEFICEETH
HEWZET. KWL TIE, AEWIETEEEN A R
AP SIGVER Y 2 R L, oFriEss (R
Wik~ N777 ¢, BEOWEE BRI
HEE 2 ) BERE L CAEWIEERN S & ERS T L
OHEAMERERXE 5 (1) LUV T4 5%
ZEEHBELTWET. iz, ZhETIcr o
RIA K (T8 CMbEmE (U IR
OMBEAEAELNEZH LML T ET (Fig. 1) .
F 7o, A ST (T ITRE & AR O A iErE
RODRET D2 Z MR THDLZ LD, T
TSR Sy R 1 D 4 - FEIAE AVE R AT H EL D 1
ATWET.

[ 38 o BT 3T Af 4 O e ST ]

BT RRFRTH D Z L, F—4HKT
&> THIFPEERCERIURE, M HEREIZEY
W (BARS ORESCR) B ENELET.
F7o, REIREBIC X0 AT OIEMER Y B
ML L, TOHMIRE L BErE2 7.
Lo, EROMWEZRAET 5 LTRSSy
OFEHSCEOIBITHEECTH Y, B TN 2
SHEDHSINLEENTWET. F 2 TAIFZET
1, EXRONERHMEC R OHEEICE T 5%
R —FoTiEEBE L CWET (Fig.2) .
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Fig. 1. Schematic representation of the interaction between a flavonoid (ECg)
and phospholipid membranes as revealed by NMR spectroscopy.
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Analysis of intermolecular interaction of bioactive natural

compounds with biomolecules

Bioactive natural compounds contained in crude drugs exert
various biological activities by interacting with biomolecules
such as cell membranes and proteins. Understanding the
nature of the mechanism underlying their bioactivities is
important not only to predict the activity of the compounds
but also to create novel compounds which possess higher
activity. In this study, I investigate the intermolecular
interaction between bioactive natural compounds and
biomolecules using HPLC, MS, and NMR. For example, I
previously clarified the dynamics, interacting sites, and
mechanism of the interaction of flavonoids, catechins, with
phospholipid membranes in molecular and atomic levels (Fig.
I). Furthermore, I attempt to reveal the intermolecular
interaction among the bioactive natural compounds in crude

drugs and Kampo medicines.

Establishmenr of analytical methods for the quality control of
crude drugs

The composition of natural compounds in a crude drug are
not always the same. It is easily affected by the differences in
the place of origin, harvesting season, and processing. Also, the
amount of bioactive natural compounds changes by storage
environment, resulting in the differences of the efficacy of the
crude drug. I attempt to develop simple and high-throughput
methods for simultaneous analysis to apply the quality control
and the identification of the original plant source of crude

drugs (Fig. 2).

I) Uekusa, Y., ez. al. PLoS ONE12, 0174961 (2017).
2) Uekusa, Y., er. al. Biochim. Biophys. Acta 1808,
1654-1660 (2012).

intensity

0 10 20 30 40 50 [min]

Fig. 2. A representative HPLC chromatogram of the extract prepared
from a crude drug.
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The evaluation of ADMET properties (absorption, distribution,
metabolism, excretion and toxicity) is inevitable for the final
clinical success of a drug candidate. However, these properties
have not been sufficiently assessed in academic drug discovery
programs. My lab focuses on the development of full-fledged
ADMET assay systems in the academia and ADMET research
based upon my expertise in the field of organic chemistry,
which has led to the successful discovery of several candidates
that could become Parkinson's disease and anti-cancer drugs.
One area of my research focus includes metabolic activation
which plays critical roles in drug metabolism. Metabolic
activation of drugs to chemically reactive metabolites that are
capable of modifying cellular macromolecules results in acute
and/or idiosyncratic toxicities. Some marketed drugs are known
to generate reactive metabolites and exhibit hepatotoxicity as
side effects. I am aiming to design and develop improved drugs
to avoid the formation of reactive metabolites by investigating
the metabolic activation mechanism of such drugs. I have also
succeeded in developing novel fluorescent trapping reagents for
simple detection of various types of reactive metabolites.

B/ D'

1. Y. Tateishi, C. Sibazaki, K. Takahashi, S. Nakamura, Y.
Kazuki, T. Mashino, T. Ohe Synthesis and evaluation of
tofacitinib analogs designed to mitigate metabolic activation,
Drug Metabol Pharmacokinet 43, 100439 (2022).

2. C. Sibazaki, O. Mashita, K. Takahashi, S. Nakamura, T.
Mashino, T. Ohe Development of a fluorescent-labeled
trapping reagent to detect reactive acyl glucuronides, Chem Res

Toxicol 34, 2343-2352 (2021).
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=R NEFRADREETHD Z EnTEUE, #
VRTBOEDEAIC ED LD I AW R
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60
NMRE K UXIRIERIEAT(C L DT > I\ IBEDIIAEIERTE
Osawa et al. Nat.Struct.Biol (1998)
Kurokawa, Osawa et al. J.Mol.Biol (2001)
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Our research is focusing on revealing the functional
mechanisms of a variety of physiological phenomena, based on
protein structure and function at atomic resolutions. OQur
background is structural biology, physicochemistry, and
biophysics, utilising nuclear magnetic resonance spectroscopy,
X-ray crystallography, and cryo-electron microscope.

We appreciate the importance of collaborations with other
research groups in biology, medical science, chemobio-
informatics, and medicinal chemistry, for creating innovative
drugs. Sometimes you may want to know whether or not a
ligand that you found directly interacts with the protein of
interest, and if it does, how and where the ligand binds to the
protein. In such a situation, we hope we contribute to your
project from the structural standpoint.

Currently, we are interested in membrane proteins such as
voltage-gated ion channels and transporters, which relate to
arthythmia, pain, allergy, male infertility, resistance to anti-
cancer drugs, and so on. Also, we are studying proteins
involved in translation, cancer, virus infection.

We hope that we achieve creation of innovative drugs, based
on functional and structural mechanism of proteins we unveil.

F 75

Toyama, Osawa et al,, “Dynamic regulation of GDP binding
to G proteins revealed by magnetic field-dependent NMR
relaxation analyses”, Nat. Commun. 8:14523 (2017)
Nozaki, Osawa et al., “Disulfide mapping the voltage-sensing
mechanism of a voltage-dependent potassium channel”, Sci.
Rep. 6, Article number 37303 pI-11 (2016)

Imai, Osawa et al., “Structural basis underlying the dual gate
properties of KesA”, Proc. Natl, Acad, Sci. USA. 107(14),
6216-6221 (2010).

M: Go-,GBy-binding interface

NMRIC KD > INDE—5 > )\ T BEEEREEHRENT
Yokogawa, Osawa et al. J.Biol.Chem. (2011)
Mase, Osawa, Yokogawa et al. J.Biol.Chem. (2012)
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Natural compounds have played an important role as a
search source of lead compounds in small molecule drug
discovery due to their high structural diversity. However,
in recent years, it has become difficult to discover
compounds containing novel molecular skeletons, and
the importance of natural compounds has declined in
drug discovery. In order to overcome this situation, we
are conducting research to create new resources for drug
discovery by presenting structurally diverse natural
compounds and analogues of natural compounds.

1. Development of new resources for drug
discovery using diversity-oriented synthesis

We propose a new approach, “diversity-enhanced
extracts”, which is an approach for increasing the
chemical diversity of natural-product-like compounds
through a combination of natural product chemistry and
diversity-oriented synthesis. Diversity-enhanced extracts
are obtained from chemical reactions that remodel
molecular scaffolds directly in the extracts of natural
resources. The subsequent isolation of each compound
produced from such reactions affords a diverse natural-
product-like library of new molecular scaffolds.

2. Exploration of new resources for drug discovery
using unexploited organisms

As a new drug discovery resource, we focus on
“unexploited organisms” which are different from
conventionally used organisms, such as plants, fungi,
and bacteria, for the search of natural compounds. For
example, we have conducted a comprehensive search
for secondary metabolites of cellular slime mold, and
have isolated and structurally determined about 40 new
compounds. The majority of these compounds showed
biological activity, indicating that cellular slime mold is
a useful species as a new drug discovery resource.

F 725

Kikuchi et al, Two New Terpenes Isolated from
Dictyostelium Cellular Slime Molds. Molecules 2020,
25,2595.

Kikuchi et al., Construction of a Meroterpenoid-like
Compounds Library Based on Diversity-Enhanced
Extracts. Chem.—Eur. J. 2019, 25, 1106-1112.

Kikuchi et al., Removal of the E-olefin Barrier of
Humulene Leading to Unnatural Terpenoid-like
Skeletons. Org. Lett. 2018, 20, 7317-7320
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Molecular properties are dictated by the three-
dimensional arrangements of atoms in the
molecules. Chemistry is a privileged discipline to
design and construct virtually any types of
molecular architectures, dissecting hitherto
unknown molecular properties. Designing
unconventional molecular structure is a gold-
standard to access intriguing molecules eliciting
unexpected physicochemical properties.
Functional molecules are globally used and
indispensable in human society, and we need to
devise better performing molecules to tackle the
social, medical, and environmental problems in
the world. Exotic new molecules are capable to
exhibit game changing properties. The new
molecules from our group have proved their
unparalleled molecular functions e.g. high
catalytic activity to contribute the synthesis of
therapeutics and anti-proliferative effect on
certain cancer cells. We believe that the
aesthetic molecules from our group will
contribute to the world in a global sense.

L

1. “oxa-TriQuinoline: A New Entry to Aza-Oxa-
Crown Architectures” Angew. Chem. Int. Ed. 2023,
€202307896.

2. “TEtraQuinolines: A Missing Link in the Family of
Porphyrinoid Macrocycles” J. Am. Chem. Soc.
2023, 145, 26009.

3. “TriQuinoline” Nat. Commun. 2019, 10, 3820.

4. “Unique Physicochemical and Catalytic Properties
Dictated by the B;NO, Ring System” Nat. Chem.
2017, 9, 571.
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Hollow spherical proteinaceous shells are
widespread in nature. They serve as functional
containers for storage, delivery, and production
of biomolecules. We engineer such protein shells
chemically and genetically to create artificial
shells for various applications such as drug
delivery systems.

Among many natural protein shells, we now
focus on bacterial “shell proteins” that self-
assemble into the complex shell structures called
bacterial microcompartments (BMCs). Owing to
the recent comprehensive genome analysis,
diverse BMC gene clusters have been found
across many bacterial phyla. However, their
applications and usage have been limited due to
their structural complexity.

We are going to engineer and evolve the
diverse BMC shell proteins to create artificial
shell structures, which enable to encapsulate
functional macromolecules such as nucleic acids
and proteins, and to bind specific target cells.
The technology developed here would be useful
for cancer treatments and many other
applications in life sciences.

T 7w 3L
1) Sasaki E. ef al “Self-Assembly of

Proteinaceous Shells Around Positively
Charged Gold Nanomaterials Enhances

Colloidal Stability in High Ionic Strength
Buffers” ChemBioChem, 21, 74—79 (2020).

Sasaki E. et al. “Structure and Assembly of
Scalable Porous Protein Cages” Nat.
Commun., 8, 14663 (2017).

Sasaki E. et al. “Self-Assembly of
Proteinaceous Multishell Structures
Mediated by a Supercharged Protein” J.
Phys. Chem. B, 120, 6089-6095 (2016).

Sasaki E. et al “Co-opting Sulphur-Carrier
Proteins From Primary Metabolic Pathways
for 2-Thiosugar Biosynthesis” Nature, 510,
427-431 (2014).
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Natural products have been used as the basis for
many pharmaceuticals. The diversity of chemical
structures of natural compounds is one of the
usefulness of natural compounds. In order to
provide a continuous supply of such molecules for
drug discovery research, we create structurally
diverse compounds based on natural product
chemistry, combining natural compounds with
synthetic chemical methods and utilizing
unexploited microorganisms.

We are conducting exploratory research using
cellular slime molds and stramenopiles, which
have not been exploited in natural product
chemistry research and are expected to produce
highly novel compounds. Based on these, we are
attempting to produce more diverse compounds by
combining modern culture techniques and
molecular biological knowledge.

We aim to create new molecular structures by
utilizing natural compounds, and then breaking
them down and reconstructing them. Molecules
obtained in this way have structures that cannot
be obtained naturally and they will be expected to
be a source for the discovery of useful
pharmaceuticals.

We expect to contribute to the development of
new drugs by constructing a highly unique
compound library through this approach.

T 75w
Nishimura, T. et al. JBIR-155, a Specific Class D B-Lactamase
Inhibitor of Microbial Origin. Org. Lett., 2021, 23, 4415-4419.

Nishimura, T. et al. Development of a Terpenoid Alkaloid-like
Compound Library Based on the Humulene Skeleton. Chem. Eur.
J. 2016, 22, 15819-15825.

Chemical Library
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fluorescence imaging.”
bioimaging./ smart molecule
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Fluorescence imaging is one of the most powerful
techniques for visualizing temporal and spatial
changes of biological phenomena in living cells,
and many fluorescent probes have been
developed. In particular, xanthene dyes have
favorable characteristics, such as high water
solubility, high fluorescence quantum yield and
high molar extinction coefficient, and they have
been utilized as fluorescent cores for fluorescent
probes. Recently, we have developed new far-red
to near-infrared (NIR) xanthene fluorophores,
Si-rhodamines (SiRs) and TokyoMagentas (TMs),
in which the O atom at the 10-position of
xanthene is replaced with a Si atom. Fluorescent
probes in this color region are highly useful for
multicolor imaging and in vivo imaging. We
expected that fluorescent probes based on them
would open up new possibilities for imaging
biological processes in living biosamples.

BN DS

1) Angew. Chem. Int. Ed. 59, 6015-6020 (2020).
2) J. Am. Chem. Soc. 140, 5925-5933 (2018).

3) J. Am. Chem. Soc. 139, 13713-13719 (2017).
4) J. Am. Chem. Soc. 137, 4759-4765 (2015).

5) Nat. Neurosci. 17, 503-505 (2014).

6) Angew. Chem. Int. Ed. 52, 13028-13032 (2013).
7) Angew. Chem. Int. Ed. 52, 3874-3877 (2013).
8) J. Am. Chem. Soc. 134, 19588-19591 (2012).
9) J. Am. Chem. Soc. 134, 13730-13737 (2012).
10) J. Am. Chem. Soc. 133, 18003-18005 (2011).
11) J. Am. Chem. Soc. 133, 14157-14159 (2011).
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HIGASHIBAYASHI Shuhei

HEEME D F EFILFEHE
Synthetic Organic Chemistry,”

Biofunctional Molecules.” Quantum
Chemical Calculations
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Development of Synthetic Methodology of Biofunctional
Molecules - Synthesis of biofunctional molecules such as
drugs and biologically active is an important task for synthetic
organic chemists. Synthesis of complex molecules often
suffered from inefficient conversions and the development of
totally efficient syntheses are still difficult. We study the
development of new synthetic methodology and efficient
syntheses of nitrogen-containing natural products.

Elucidation of Fundamental Properties of Organic Molecules
- For the development of new synthetic methodologies and
biofunctional molecules, it is important to understand the
fundamental physical and chemical properties of the molecules.
We study the physicochemical properties of molecules by
experimental measurements and theoretical calculations for the
production of useful organic molecules.

Organic Synthesis by Synergetic Approach of Experiment and
Computation - In recent years, quantum chemical calculation
became a powerful tool for understanding and predicting
properties and chemical reactivity of molecules. By employing
the synergetic approach of experiment and computation, we
challenge the development of new synthetic methodology of

biofunctional molecules.

FE2FR

(I)  Acid/base-regulated
disproportionation of N-N linked bicarbazole and biacridine
derivatives, Chem. Sci. 2015, 6, 4160.

(2) Enantioselective synthesis of a chiral nitrogen-doped
buckybowl, Nature Commun. 2012, 3, 891.

(3) Total synthesis of siomycin A: completion of the total
synthesis, Chem. Asian J. 2008, 3, 1013.

reversible  electron  transfer
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Synthetic Organic Chemistry.” Main

Group Elements Chemistry,”
Meta—Stable Bonds./"Mechanistic Study
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Exploration of chemical space based on the discovery
of unexplored “bond”, “element”, and “structure”
Chemistry has developed based on certain bonds,
reactions, and skeletons, and hence the available
“chemical space” is limited. Our research focuses on the
weak meta-stable bonds, including hypervalent bonds in
A3-halogens, charge-shift bonds in inverted o-bonding
species, and inter-element bonds, and opened up
chemical synthesis of “diatomic carbon C,.”
“propellanes,” and “3D-cage structures” efc., which
have led to the expansion of the new chemical space.
Various molecules obtained by the chemistry can be
applied as bioisosters of aromatic rings. In addition,
molecules derived from Cl-carboranes can be used for
neutron capture therapy (BNCT).

We are also interested in the unusual reactions and their
mechanisms discovered by exploring chemical space
since they potentially shed light on undiscovered
theories in organic chemistry. Further, we are working
on introducing various main group elements into the
carbon skeletons, which are also suitable for expanding
new chemical spaces.

Based on the above concepts, we will design, construct,
and create fascinating unexplored chemical space and
open up new possibilities that will contribute to life
science, pharmaceutical/materials science in the future.

SR

(1) Nat. Synth. 2024, 3, 1083.

(2) J. Am. Chem. Soc. 2021, 143,9327.
(3) Nat. Commun. 2020, 11,2134.

(4) J. Am. Chem. Soc. 2019, 141, 6499.
(5) Angew. Chem. Int. Ed. 2018, 57, 1501.
(6) Science 2011, 332, 448.

C1- LIRS B8k

1 o 1°  huFMRsE
_ g@ e
c=C ne
" o
Nat. Commun, 2020 M m '“"‘;-
ACIE 2018
W HATEM images sfier HNO; o1 7D'\‘3‘JUJ{E#
[1.1.1)Propeliane
% 4’4 ACIE 2020
ACIE 2021
Covalentionic Bond?  Charge-shift Bond Biradical? JACS 2022
(AW A 08 (aRe7 ~un) (~RACIYDN)
BRTE OS2 EEP

2—tr--
ji o™ @u,_'- g
BCF e BCF

- JACS 021 ACS 1Y EE
ﬂama‘nmmmnaz n FRERTRERCANONH

MWENA- S S FanT
| oan



ME-EF %R

MR B R ST AT BEEmE B IE S

BUNE-F N ERMEEER 18
I HAL

& - P RERRAT
IahY < e Structural biology./ Membrane protein
it GEF)

./ Protein—protein interaction
Senior Assistant Professor

./ Structural and functional analyses

Division of Physics for Life Functions

YOKOGAWA Mariko

Ph.D. in Pharmacy

MRME

HUNRTBERIIUD ETHERE ST, ER
WIZB W CEE 2 AEEEREZH > g, AR
NS EE R X X EORREN Kb 0 | TERE
DILHET D &, BEA RS & EZ &,
L7=Ro T, ARNTEERAEMEREZH Y X v
PRIEMN, FOLIC L TEOHREZRILL TV
DDA =ALEIFET D Lid, EMBLED
iR, BLXOREROH SN EECTY,

FLEEIZHUE, A A F ¥ AR T AR—
H—Tp B ORI, WEEE X NI E T
ANWAHNR S T RIEREE Y Ry e
il LTI 2D TWET, BFERt5id%
B2 D ETB, WIhbEREY T ROMSE.
JEEAL DA 72 1T K0 Z 2R O SRR
HEEPENELT D 2 LT, AR REL TV
F9, T ORERERH A B = X B SRS OBLS
MOIEAT 5725, NMR. XHS SR ST 7o
EOMEEMTFROFEEZRA L, ¥ 2 7 Bk
BLTWAEELLZDZ EEEEBLTVET,
JEFRRE DSTAREE T D & & R ke
WRET oI a5 2 LT, FHERAE
b DY) O RIRIERRE A T E £,

SEARHEYE Z AT B 72 I2iE,. FEICKBE A A
WCHRBRY R T B REICRBE S, &2 0%
I LT HETHER L E4, AR REe
MBS T2 O R ic L v . SREL L
T2 B RO EPEME 2R L. BEREfRAT. ST
IRIEERRNT 21T E T, MR Y X7 Rz
ZUREE LT 5720, BRIKE W
HEREMRAT 2 RS AT H & TE £, xR
JERBESER L R EICR LT, T4 R
7 LRI D IRE EEE TV 2RI Ui
O ZED TR, IRE _ERF O s Xy
B ORREREE ORI, TRER A 7 =X L ofif
BHEEfRLTWET,

Bound state: Free state:
Not observable Observable

Radio—frequencyb"' NMR by NMR
ulse Spe Free EEA1
=/ = HY | mow: 7.8K
Lipid
(DMP Cross-saturation
-C'H
Lipid (PI(3)P)
MsP CH PI(3)P-Nanodisc
i M.W.: ~150K

Understandings of the structural and functional mechanism
of proteins at atomic resolution contribute to the basic
sciences and structure-guided drug design.

We are interested in membrane proteins such as voltage-
gated ion channels, transporters, and peripheral membrane
proteins. We are also studying viral proteins, proteins involved
in translation, and so on. These proteins function under the
dynamic contexts of physiological phenomena. To reveal a
dynamic aspect of protein structures at atomic resolution, we
utilize combinations of structural biological analyses, such as
NMR and X-ray crystallography.

We generally use an £. colf expression system for structural
analyses and purify the target proteins. Then, we perform
physiochemical, biochemical, and structural analyses. To study
membrane proteins and peripheral membrane proteins, we aim
to establish how to perform structural analyses within

membrane using nanodiscs as membrane mimetics.

ESAN D'

I. Yokogawa M., Tsushima T. Noda NN. Kumeta H,
Enokizono Y., Yamashita K., Standley DM., Takeuchi O.,
Akira S., and Inagaki F. “Structural basis for the
regulation of enzymatic activity of Regnase-1 by domain-
domain interactions.” Scz. Rep. 6, 22324 (2016).

2. Yokogawa M., Kobashigawa Y., Yoshida N., Ogura K,
Harada K., and Inagaki F. “NMR analyses of the
interaction between the FYVE domain of early endosome
antigen 1 (EEAI) and phosphoinositide embedded in a
lipid bilayer”, J Biol Chem., 287(42), 34936-34945
(2012).

3. Yokogawa M. Osawa M, Takeuchi K., Mase Y., and
Shimada L. “NMR analyses of the GBy binding and
conformational rearrangements of the cytoplasmic pore of
G protein-activated inwardly rectifying potassium channel

1 (GIRK1).” J. Biol, Chem., 286(3), 2215-2223 (2011).
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Department of Clinical Pharmacy

AKIYOSHI Takeshi

In order to optimize the medication based on the background
of each patient, a variety of research for dosage adjustment
using genetic information is in progress. However our
understanding for individual variations of the efficacy and
adverse reactions of medicines still remains to be further
investigated. My research topics are the evaluation of the
biological factors which affect the pharmacokinetics (and
pharmacodynamics) and the extent of drug-drug interactions
(DDI) as follows,

(I) The effects of genetic and epigenetic factors on inter-
individual differences of the protein expression and function
of the metabolic enzyme and transporters

The aim of this research topic is to evaluate the contribution
and/or
polymorphism for cytochromeP450 enzyme and transporter

of  genetic epigenetic  factors such  genetic
and epigenetic regulation by microRINA and N-glycosylation
etc on pharmacokinetic profiles certain drugs.

(2) Investigation of the inter-individual differences in the
extent of DDI induced by inhibition/induction of metabolic
enzymes and transporters and modeling & simulation using
IVIVE method. The aim of this research topic is to
quantitatively evaluate the contribution of factors which affect
the profiles of DDI induced by inhibition/induction
enzyme and

metabolism/inhibition and uptake method.

metabolic transporters using 1 vitro

e

I) Kataoka H, Akiyoshi T, er al, The effects of N-
glycosylation on the expression and transport activity of
OATPIA2 and OATP2BI. J Pharm  Sci
2024 ;113:1376-1384. doi: 10.1016/j.xphs.2024.02.012.

2) Akiyoshi T, er al, Analysis of inhibition kinetics of three
beverage ingredients, bergamottin, dihydroxybergamottin
and resveratrol, on CYP2CY activity. Drug Metabol
Pharmacokinet. 2022. doi: 10.1016/j.dmpk.

3) Akiyoshi T, er a/, Comparison of the inhibitory profiles
of itraconazole and cimetidine in cytochrome P450 3A4
genetic variants. Drug Metab Dispos, 39 (4), 724-8,
2011

In silico docking simulation
EAHBEROEREDFREMICE A RELEE
HlDFEMARIC TS % accesibility % docking
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Senior Assistant Professor

Division of Drug Informatics

Ph.D. in Clinical Pharmacy

In single or few-center retrospective
observational studies that have been conducted
in previously, limited sample size has
contributed to reduced statistical power and
institutional bias. Thus, researchers and medical
professionals using these research findings must
be cautious in interpreting these results.

To overcome these research limitations, we aim
to expand clinical pharmacy research using
medical big data. By combining medical big data
analysis with machine learning methods, we aim
to construct a clinical prediction model that
would enable users to easily estimate the risk of
adverse drug reactions and set appropriate
dosage for a wide range of drugs. Presently, we
are also supporting research investigations by
sharing the methods established in our studies
with clinical pharmacists and physicians.

TR

1. Imai S, et al. Using Japanese big data to
investigate novel factors and their high-risk
combinations that affect vancomycin-
induced nephrotoxicity. Br < Clin
Pharmacol., 88, 3241-3255 (2022).

2. Imai S, et al. Factors affecting creatine
phosphokinase elevation during daptomycin
therapy using combination of machine
learning and conventional methods. BrJ
Clin Pharmacol., 88, 1211-1222 (2022).

3. Imai S, et al. A survey of the status of
methadone switching in Japan using a
hospital-based administrative claims
database. J Clin Pharmacol., 63, 1002-1008
(2023).
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IMAOKA Ayuko

Multiple medications are sometimes necessary for
pharmacotherapy. The drug - drug interaction (DDI) as a
consequence of polypharmacy is a potential risk of
pharmacotherapy.

My research area is the quantitative prediction of
pharmacokinetics drug - drug and drug - food interactions
during the drug absorption process. For example, oral
absorption of new quinolones antibiotics (NQs) is decreased
by the coadministration of antacids containing polyvalent
metal cations. I have evaluated in the 7n2 vitro to predict
quantitatively the extent of this DDI using with cultured cell
lines, as well as the absorption of aluminum was increased by
NQs, suggesting that the chelate can permeate across the
intestinal epithelial cell monolayer. Aluminum is not
necessary but possibly harmful for human. The relationship
between overdose of aluminum and neurodegenerative diseases
such as Alzheimer’s disease has been reported. Accordingly,
when aluminum-containing drug is administered orally with
NQs in the clinical settings, we may focus not only on the
decrease in absorption of NQs but also the risk of
development of neurodegenerative diseases resulting from
aluminum.

As mentioned above, I carry out the research to create the
scientific evidences to provide the safety and optimal
pharmacotherapy from the viewpoint of pharmacokinetics.

F2 7 3

I. Yotsumoto K, Wada N, Akiyoshi T, Imaoka A, Ohtani H.
S-Fluorouracil treatment alters the expression of intestinal
transporters in rats. Biopharm Drug Dispos. in press.

2. Ishikawa Y, Akiyoshi T, Imaoka A, Ohtani H. Inactivation
kinetics and residual activity o CYP3A4 after treatment with
erythromycin. Biopharm Drug Dispos. 38(7): 420-425, 2017.
3. Akiyoshi T, Ishiuchi M, Imaoka A, Ohtani H. Variation in
the inhibitory potency of terbinafine among genetic variants
of CYP2D6. Drug Metab Pharmacokinet. 30(4): 321-324,
2015.

4. Ohtani H, Hakoda R, Imaoka A, Akiyoshi T. /n silico
evaluation of warfarin - bucolome therapy. Biopharm Drug
Dispos. 37: 232-242, 2016.

5. Imaoka A, Hattori M, Akiyoshi T, Ohtani H. Decrease in
ciprofloxacin absorption by polyvalent metal cations is not
fully attributable to chelation or adsorption. Drug Metab
Pharmacokinet. 29(5): 414-418, 2014.
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IWATA Hiroki

Community pharmacies play an important role in maintaining
the health of the local residents and prolonging their health
expectancy. I research on the roles of community pharmacies
in the prevention and early detection of diseases, and self-care,
mainly at Keio University Community Pharmacy.

I) Since periodontal disease is related to systemic diseases,
including diabetes mellitus and stroke, oral care is important
for prevention of systemic diseases. However, only about half
of Japanese adults have regular dental check-ups. I'm trying to
reveal if community pharmacies can contribute to the
maintenance and promotion of oral health. I found that oral
health check-ups at a community pharmacy had the potential
to change both oral self-care habits and dental consultation
behavior. Additionally, about 80% of dentists agreed the oral
health check-ups at community pharmacies. I presently study
about recognition of community pharmacists against oral care
and effects of the check of oral malodor and dysphagia, which
results in the collaboration between community pharmacies

and dental clinics.

2) In April 2014, legal and regulatory changes allowed self-
blood tests to be performed at community pharmacies as
Bioanalytical Labs. However, only a few pharmacies has been
registered as Bioanalytical Labs. I conducted a survey of
community pharmacies to reveal the disincentives to the
spread of Bioanalytical Labs at community pharmacies.
Additionally, we constantly hold an event to measure HbAIc
and lipid levels within a community and evaluated the
usefulness of the measurement for early detection of lifestyle

diseases and consultation behavior.

TS

I.  Iwata H, er al Most dentists approve of oral health
check-ups for local residents at community pharmacies
and desire collaboration with community pharmacists.
Drug Discov Ther., 16: 309-312, 2022.

2. Iwata H, er al Patient satisfaction with oral health
check-ups at a community pharmacy and their effect on
oral self-care habits and dental consultation behavior.

Drug Discov T/zer 14: 319-324, 2020.
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Population aging in Japan, where the people are facing a
super-aging society, accelerates a negative cycle of increases in
medical expenses and the burden on the economy due to the
declining working-age population. Therefore, extending the
healthy life expectancy of the elderly is one of the important
and urgent tasks to slow down the cycle.

Skeletal muscle is the largest organ in the human body and
play a role not only in maintaining posture and motor
functions but also in glucose metabolism and the secretion of
bioactive factors (e.g., myokines and extracellular vesicles).
Sarcopenia is a pathological condition characterized by a
decline in skeletal muscle mass and strength caused by various
factors such as aging, diseases, and malnutrition. Also,
sarcopenia is known to be associated with patient prognosis,
disease onset, and even treatment resistance. Through research
on the development of novel therapeutic strategies for
sarcopenia and the use of skeletal muscle itself as a foundation
for drug discovery, I aim to contribute to disease treatment
and the extension of healthy lifespans.

I have elucidated the mechanisms of sarcopenia and its roles
and associations in chronic kidney disease and infections (e.g.,
sepsis). Additionally, I have clarified the crosstalk mechanism
between skeletal muscle and kidney or immune cells. In these
crosstalk processes, I have identified that skeletal muscle-
derived factors, such as myokines and extracellular vesicles,
play a crucial role. My research focuses on targeting these
factors for drug discovery and exploring how skeletal muscle
can be utilized for disease treatment.

BT s

Osa S and Enoki Y, et al., FEBS Lett. (2024)

Homma K and Enoki Y, et al., FASEB BioAdy. (2023)
Enoka Y, et al., / Cachexia Sarcopenia Muscle. (2023)
Karo H and Enoki Y, et al., [ Cachexia Sarcopenia Muscle.
(2021)

Enok1 \ et al., [ Cachexia Sarcopenia Muscle. (2017)
Enoka Y, et al., Scz Rep. (2016);6:32084.
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O: CYP2D6.1, ®: CYP2D6.2, @: CYP2D6.10
(Drug Metabol Pharmacokinet 30:321-4, 2015)
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OHTANI Hisakazu

Personalized medication is one of the best solutions to
maximize the therapeutic effect and minimize the adverse
reaction. Personalize medication is not only based on the
genetic differences of patients but also non-genetic factors
such as drug interactions, disease state, foods/ beverages intake,
etc. Among these factors, my research topic are those
responsible for the inter-individual differences of
pharmacokinetics as follows:

I) Factors of the inter-individual difference in the extent of
drug interactions vza the inhibition of metabolic enzymes or

transporters

The extent of these interactions are determined by the
factors (such as the inhibitory potency and concentration of
inhibitor, and the ratio of elimination route inhibited by the
inhibitor). The interindividual differences of these factors

are my research interest.

2) Factors of the inter-individual difference in the oral
bioavailability
Quantitative investigation of the influence of factors such
as food intake, the quality and quantity of foods and
beverages, physicochemical interactions with other drugs or
ingredients of foods and beverages.

3) Extrapolation to humans and PKPD modeling

To create novel clinical evidences from the above results
by using IVIVE (in vitro-to-in vivo extrapolation) and
PBPK (physiologically based pharmacokinetics) approaches.
Pharmacokinetics/ pharmacodynamic (PKPD) modeling is
my another research approach to create useful drug
information from the clinical data in the literature.

EEVAE5'S

Yajima K, Akiyoshi T, Sakamoto K, Suzuki Y, Oka T,
Imaoka A, Yamamura H, Kurokawa ], Ohtani H.
Determination of single-molecule transport activity of
OATP2BI by measuring the number of transporter
molecules using electrophysiological approach. J Pharmacol
Ser. 153:153-160 (2023)

Kojima M, Machida K, Cho S, Watanabe D, Seki H, Shimoji
M, Imaoka A, Yamazaki H, Guengerich FP, Nakamura K,
Yamamoto K, Akiyoshi T, Ohtani H. The influence of
temperature on the metabolic activity of CYP2C9,
CYP2CI9, and CYP3A4 genetic variants in1 vitro,
Xenobiotica. 53:357-365 (2023)

Ohtani H er a/, Estimation of absolute oral bioavailability

without performing an intravenous clinical study. Drug

Metabol Pharmacokiner. 38:100392 (2021)
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KAWAZOE Hitoshi

Ph.D. in Pharmaceutical Sciences

We conduct clinical pharmacy research aimed at
preventing or reducing the side effects of cancer
chemotherapy and share the results worldwide.
We also focus on training 'pharmacist-scientists',
developing both clinical and research skills.

Balancing the risks and benefits of cancer
chemotherapy for malignant tumours is very
important. Avoiding or reducing the side effects
of cancer chemotherapy can increase the benefits
of chemotherapy, thereby maintaining patient
quality of life and preventing consequent
discontinuation or dose reduction of cancer
chemotherapy.

1. Dry research

We have created a research environment where
clinical sites and laboratories work in
collaboration to provide feedback for clinical
practice. We have also conducted several
multicenter studies.

2. Wet research

We also collaborate with the Research Center for
Drug Discovery on the "relationship between gut
microbiome and tumor immune response",
carrying out reverse translational research.

EE0AN DS

Takahashi K., et al. Oncologist 2024; 29: e741-9.
Iihara H., et al. Lung Cancer 2024; 192: 107801.
Tashiro R., et al. Scr Rep 2023; 13: 11962.

Nasu I, et al. J Cancer 2023; 14: 676-88.
Tashiro R., et al. Front Oncol 2022; 12: 898150.
Ishida M., et al. Kidney Int 2022; 102: 666-8.
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I am trying to develop an integrated system
that efficiently collects and analyzes post-
marketing information through collaboration
with various healthcare informatics fields.

Research Focus 1:
Enhancing Community Pharmacy Functions
Community pharmacies are uniquely
positioned to generate valuable drug-related
information through their daily operations and
patient interactions. However, there is currently
insufficient evidence regarding the effectiveness
of their various initiatives. I am trying to
develop a system in which a variety of
professions in pharmacies can contribute to the
maintenance and improvement of health and
collect drug-related information, as well as to
build evidence for such efforts.

Research Focus 2:
Improving Patient Safety in Healthcare
Community healthcare settings involve
complex interactions among multiple healthcare
professionals, including physicians, pharmacists,
nurses, and caregivers. While these interactions
generate extensive documentation (nursing care
diaries, medication histories, incident reports,
etc.), this valuable information 1is often
underutilized for patient safety improvements.
Therefore, I am trying to extract issues in actual
clinical practice, using records (nursing care
diaries, medication histories, incident reports,
etc.) generated by various professions within the
framework of community medicine.

FE 725w 3

1) Kizaki H, et al. Construction of a Multi-Label
Classifier for Extracting Multiple Incident Factors
From Medication Incident Reports in Residential Care
Facilities: Natural Language Processing Approach.
JMIR Med Inform. 2024.

2) Sagawa H, Kizaki H, et al. Analyzing the Impact of
Drug Name Similarity on Dispensing Errors: An
Examination Using a Drug Name Similarity Index.
Biol Pharm Bull 2024.

3) Kizaki H, et al. Medication incidents associated with
the provision of medication assistance by non-medical
care staff in residential care facilities. Drug Discov
Ther. 2024
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Center for Social Pharmacy and Pharmaceutical Care Sciences

KOBAYASHI Noriko

In social pharmacy, we take up various problems of modern
society. It is important to look at a lot of information on
drug problems, social trends and to communicate what is
needed as a function of the pharmacy. In order to respond to
the needs of society, such as promotion of self-medication, it
is necessary to focus on pharmaceutical education. Research is
carried out using various methods such as literature search,
questionnaire survey, interview, field work and so on. Current
research is as follows.

- Research on the introduction of refill prescription

Conduct questionnaire survey on pharmacies and pharmacists
towards the introduction of repeatable refill prescriptions and
clarify tasks.

- Research on the pharmaceutical accidental ingestion in
children
Interview about the environment of the family that leads to
misdirection of drugs in children. Especially, grandparents
who are living separately are investigating how they perceive
the accidental ingestion risk of grandchildren who come
occasionally.

- Research on pharmaceutical education on self-medication
Despite the high social needs for promoting self-medication, it
is difficult to experience self-medication in practical training.
Based on the opinions of students who completed practical
training, we aim to build hands-on pre-training based on the
experience at the worksite.

SN DS

AR N, TP WO R, S ZREESE, SR B, A
W A, fAC 257, 5 H R, B H RS, &R
e, AR B VA I, KA 55—, A T R
flif, FAED=— RN EED & A LR TS L8
IR T RN A REARE SR I O E i & < D
FEAT, YAKUGAKU ZASSHI 2017;137(11):1391-1408.

S 4, FAE 1, 88K /MR, B2k 2, /R 1
B AL, BB I, KRE F—, A B1E OTCEE
FEEOMBESE & T OUED T D DOIRER, [EHEEF
40(2), 117-123, (2014)
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® Optimization of the medical treatment for the disease that
develop most commonly in women

(D Climacteric disorder refers to the various symptoms that
appear in women during climacterium and impairs their QOL
significantly. The main symptoms extensively include
vasomotor symptoms, such as hot flashes, psychoneurotic
symptoms, such as depression. In Japan, Kampo-medicine,
especially “Women'’s three major kampo-medicine’
(Kamishouyousan, Keishibukuryogan, Toukishakuyakusan)
are widely used for treatment of climacteric disorder, but some
patient was unresponsive to these therapy. We are
investigating the factor about unresponsiveness to Kampo-
medicine for optimization and individualization of the therapy.

@) Glucocorticoids are commonly used for the treatment of
autoimmune diseases such as rheumatoid arthritis, systemic
lupus erythematosus. Long-term use or high dose of
glucocorticoids could be risk factor of cardiovascular disease,
prevention, prediction and early detection of glucocorticoid-
induced side effect are important for reducing the risk. We
have investigated glucocorticoid-induced side effects in
patients treated with glucocorticoids for autoimmune diseases.
We are also investigating glucocorticoid-induced diabetes for
optimization of the therapy.

® Masking the bitter taste of medicines

Many active pharmaceutical ingredients taste bitter and thus
are the most common causes of poor drug adherence especially
to children. To mask bitterness and to facilitate
administration, medicines are generally mixed with food. We
studied candidate foods to conceal the bitterness of
clindamycin using taste sensor and human gustatory sensation
test, we identified, potential candidates for masking the
bitterness of clindamycin. We will continue to suggest the
bitterness masking method for various pharmaceutical

products having bitterness for improving drug adherence.

T 725w 3

LETFHRE AT AL MEERBRICE227 Y v
H A OFERAMHI BN OYRHR

mAEAL, AMRPIRR, HIBl &%, HH& OE A
I, TPRPETE ERCRE 43(9) 492-501, 2017

2. BIFRBEIZRBIT B /v aang aqf RRANZ
X B EIEMRFBICE 5 EiEFE

R g, TS, KRRIEAN, FEEVIHSE, 75
BRE 7, OHE TR, FHFZ, F=HZEE
YAKUGAKUZASSHI  129(4) 445-450, 2009
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Clinical question fREHED 7= I 1T EIERTZE &
R IE O H B ARA R T, L0 BWEYIGE
DOFEBLEZBREL MERMLER CGEiai o E{b
BLOZET U R20AIH) | . ZLTREROIEY
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P/ IRPHEBEWGE) BT —~ DL L TWET,
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LTCHEANTWDOMN, Bl xHE £ (Graft
versus host disease : GVHD) D EiHIIEEIERIE T
I, BRI O EIEYE S OHE T H 5 GVHDIEE D
FIEER S —RIBR AT v A RIZEBETH 0 B%)
R RIBRIIMESL S TOWER A, Fox it BEIC
B IRAE ] S 40T 2 BEAEFEA TOVHDFEAE IZ 2o
LHvru 7y —VHEERZ A3 534 %2 L L
TEBY ., BAEZGVHD~Y 7 AETFI/VEZ/ERL L in vivo
TOHEIMEORKIE, FH~r o7y —UHR%EH
Wi in vitroZBRIZ K D ERH A 1 =X A>T
s Cc9,

FOM, BT ORRERBIFRE 2 5 5 A B
WL U TR ST 2 IR R o0 AR R A I, o
FERPAN TOEB DML PRI I 5 2 5 2
LFEDAT = XL DN T ORI ASCH A
@ T NV E AW EBIT-oTRY .,
Clinical/Research questionZ fEHRL . L0 LW\
EMHIE O FBLUZ T 72T D A TV ET,

kD EFREZH S BN AMBERD BEE R
T ThV ., EF/FEFHEWRIT I IITE
DAHA TWET, FrICHFABRE S > TV S IE
WRPED [Ty at VXL TS
Ml iz ANTEY, BEAEDTr 7y g
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CBWTITHIO THLEMNNILELE, 2671
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ZLADOBFE] (DA TIIERFHE TS, H
ARIFRI ETCEHZE L TWET,

-
-

Division of Pharmaceutical Care Sciences
Center for Social Pharmacy and Pharmaceutical Care Sciences

Our goal is to develop further better pharmacological therapy.
One of my 2 major subjects is personalized medicine. We focus
on macrophage-inhibitory effect of one Japanese traditional
kampo medicine as a therapeutic candidate for graft-vs-host
disease (GVHD)) in order to overcome of the steroid-refractory
GVHD, which limited the survival of hematopoietic stem cell
transplantation. We are now investigating an efficacy and action
mechanisms of this medicine by using 7 vivo chronic or acute
GVHD mouse model and i vitro cultured cells, respectively,
supported by JSPS Grants-in-Aid for Scientific Research.

To cultivate human resources who will play important roles in
the clinical settings in the future, the other main subject is a
research  of pharmaceutical/ medical education, especially
regarding the medical professionalism. We have demonstrated
for the first time that the main subjects of medical
professionalism of Japanese pharmacy students is lack of
“Reflective skills” and is improved by appropriate intervention

by their preceptors.

B B8
I. Ingenol mebutate inhibits the growth of pancreatic cancer
cells in vitro via STING with an eficacy comparable to that
of clinically used anticancer agents. J Nar Med 2023
Mar;77(2):343-351.

. Design, Synthesis, and Monoamine Oxidase B Selective
Inhibitory Activity of N-Arylated Heliamine Analogues. ACS
Medicinal Chemistry Letrers, 2022;13 (10): 1582-1590.

CERBIFEAEOIKFEMR ISR 5 B AR 1T
EEEETCORIKRBRIIEELHE XD,

YAKUGAKU ZASSHI. 2020; 140: 799-808.

.Renal dysfunction and anemia associated with long-term

-

imatinib treatment in patients with chronic myelogenous

leukemia. /nr J Hemarol. 2019, 109(3), 292-298.
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Human resources cultivating
for medical professionals
in clinical settings

For better pharmacotherapy

Educational research

Basic research / Clinical research

» To teach medical professionalism
» To evaluate the pharmaceutical education system
and develop new educational curricula for more
effective learning
47

» To develop and improve better pharmacotherapy
» To resolve clinical problems and questions
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Carbon monoxide (CO) is known to cause CO
toxicity at high concentration, but at low
concentration CO demonstrates a variety of
physiological activities such as anti-
inflammatory, anti-oxidative, and anti-apoptosis.
Thus, low concentration CO has attracted
interest as a topic of research for its possible
clinically viable applications as a novel
therapeutic agent. However, controlling plasma
CO concentration and disposition in the body
remain a great challenge. I have attempted to
develop a novel CO delivery system using two
kinds of hemoglobin preparations, red blood cell
(RBC) and hemoglobin-vesicles (HbV). The
stability and safety profiles of CO-bound RBC
(CO-RBC) and CO-bound HbV (CO-HbV) as CO
carriers have been established in animal studies.
Furthermore, the therapeutic potential of these
CO carriers against intractable disorders have
also been demonstrated in experimental animal
models. At present, my research focuses on
establishing the clinical use of CO-RBC and CO-
HbV.

F 7

+ Taguchi K et al., Biomimetic carbon monoxide
delivery based on hemoglobin vesicles
ameliorates acute pancreatitis in mice via the
regulation of macrophage and neutrophil
activity. Drug Deliv. 25(1): 1266-74 (2018).

+ Taguchi K et al., The Use of Hemoglobin
Vesicles for Delivering Medicinal Gas for the
Treatment of Intractable Disorders. J Pharm
Sez. 106(9): 2392-400 (2017).
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TSUCHITANI Toshiaki

Drug efficacy and safety are governed by their
concentrations in blood and tissues. Physiologically-
based pharmacokinetics (PBPK) modeling is a
mathematical approach based on biological
observations to analyze drug behavior in the body.
Using PBPK modeling, we revealed that the non-
linear pharmacokinetics of telmisartan (an
antihypertensive drug) is primarily caused by
saturation of the OATP1B3 uptake transporter in the
Liver.

By combining wet lab research with dry
experiments such as PBPK modeling, we analyze
complex nonlinear pharmacokinetics, drug-drug
interactions, predict therapeutic/safety ranges using
biomarkers, and evaluate pharmacokinetics in special
populations. These studies contribute to improving
drug development efficiency and advancing
personalized medicine through pharmacokinetic
simulations.

B

1.

Tsuchitani T et al. Trends of in vitro
pharmacological potency and in vivo
pharmacokinetics parameters of modern
drugs: Can the therapeutic/subtherapeutic
dose be estimated from in vitro K, and
pharmacokinetic parameters? Clin Transl
Sci. 2024 Dec;17(12):e70034

Tsuchitani T et al. Elucidating nonlinear
pharmacokinetics of telmisartan:
Integration of target-mediated drug
disposition and OATP1B3-mediated hepatic
uptake in a physiologically based model.
CPT Pharmacometrics Syst Pharmacol.
El
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Physiologically-based pharmacokinetics model
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Adverse drug reactions (ADRs) from anticancer
agents can significantly diminish patients'
quality of life, leading to treatment interruptions
and impacting survival rates. As an oncology
pharmacist, I focused on the prevention, early
detection, and management of these ADRs.
ADRs can be categorized into two types: those
identifiable through clinical lab data, such as
bone marrow suppression or organ dysfunction,
and those requiring symptom reports, like
nausea or peripheral neuropathy. Traditionally,
identifying the latter necessitated manual
reviews of electronic medical records (EMRs).
However, advancements in Natural Language
Processing (NLP) now allow for the extraction
and statistical analysis of ADRs from free-text
EMR notes, enhancing our ability to detect
known anticancer drug—ADR combinations.
Currently, I am verifying the clinical effects of
drugs promising to prevent ADRs through NLP
analysis of EMR data. I view medical big data as
a valuable resource, and my mission as a
researcher is to leverage this data to advance
cancer care.

F 725w 3

1. Kawazoe Y, Tsuchiya M, et al. Post-
marketing surveillance of anticancer drugs
using natural language processing of
electronic medical records. NPJ Digit Med.
2024;7(1):315.

2. Tsuchiya M, et al. Exploring the factors
associated with difficulties in extracting
tablets or capsules from press-through-
package sheets. BrJ Clin Pharmacol.
Published online November 28, 2024.

3. Tsuchiya M, et al. The prevalence of end-of-
life chemotherapy and targeted therapy in
Japan, assessed using a health claims
database. Cancer Chemother Pharmacol.
2023:;91(6):501-506.



RIS -t S —

E-8 R L NE e 0

/)
HhR
LT hE/Y
it (K5R)

Professor

Ph.D. in Pharmaceutical Sciences

WMEPY X, FEERRICR T DR & A RIERR A
JT. (1) EBHeEyRE., (2) HREEHK
(Fniesi L HAEREL) OfFHB L (3) EE
WLHE OV =AM L LT E 2 R E
L. KR¥FA7 b ONC 284 & TR B D
ATWET, UTFICENLOMEERLET,

(1) SRAUEGUE O FE BRI L IKEh /) FAEHT
(230 fERULEMIBRRIE DREE

PN AFIRHUEWE S O ENREIC LB & 5 2
2 ERNIR TR0, 5 FEAN OB R T RGAHIK T2 >
W, o FERBEA FiE 2 WIS MIIC Y M A
TWES, HEM T, BERBIR B RAE
BRLOZHEM L OLFENTEZ LS BT, HUEMEE
By FRER R 2 ks & LT BRIRDTE % 2 B Hh ¢
T S BT, FH DR & TR PR R HANH & o
B L. BRAIRRE ORI W 7o LR SE
BB A TWET,

(2) FoiEgkasRAIY O IEREFH OHEE L K
SR R o = XA DEEHT

BHIED [FE) OMER T %2 B2 AT L,
HPEE M & OBEMEICHOWTHEE L TWE T,
TO—BE LT, BEZRARKDRRETESE
Ho— L PR R &R L O fF I X D e
FHOREST % B I L FFZE 2 D T E T,

(3) EEpRkaA T B | /- B2 HE Ok
Eambfgeo—8 L LC, FAEH LM - £l
ZLTWDAMERIZEBIT S 7 RNV R MR SRE
FE | ITBWT, FRIFER, KB FEERE - &I
T — MR R ATV T O F AT E T
fili + MEEL CTWET, ZOMFHTIE, L dEHO
gL KEHEERBEORMILEBE L COET,

ENEZUNSEDIBRICIEEDXIDBEDHHDN
T BinF
2T
RN \‘ N/
2 \\ \“\ yf\ //\/
FIBHEED . |EIDRE)| .
BRZE) “ 7 | BIfFRFEIR
7 .
)\
es’ @
BMMEES VIND B
(Transporter)

Division of Pharmaceutical Care Sciences

51

Center for Social Pharmacy and Pharmaceutical Care Sciences

NAKAMURA Tomonorti

To solve various problems in practical clinical aspects,
following three-pronged research topic, we are working on
research together with students.

1) Elucidation of drug resistance mechanism and construction
of personalized medical treatment by PK/PD analpsis

To elucidate the in vivo factors affecting the PK/PD of
anticancer drugs, antibiotics, etc, we have started collaborative
research with department of pharmacy and some clinical
departments at Keio University Hospital, and we are
developing clinical research using anti-malignant molecular-
targeted drugs. In addition, we are collaborating with some
outside medical facilities towards solving various clinical
problems.

2) Promotion of proper use of natural medicines such as
Japanese traditional medicine, KAMPO medicines, and
analysis of clinical pharmacological mechanism

To verify the consistency with oriental medical theory in
detail, we analyze the factors that prescribe the "SHO" of
Kampo medicines. As part of it, we are conducting research
aimed at establishing proper use by combining Western
medicines with Kampo medicines in collaboration with Center

for Kampo Medicine, Keio University School of Medicine.

3) Refining of pharmaceutical education related to
pharmaceutical care

To evaluate and verify its usefulness in "advanced exercise
of medication instruction to patients" in the 4th grade
preliminary learning which the Sth and 6th grade student
themselves are planning and implementing as a part of the
research thesis for graduation, before practical training, we are

conducting questionnaire surveys.

EEV/AN: DS

FAD == RN FAFIRTHE L1722
T RN R ARESRE SRS O I & £ O
FEFHEE 2017: 137: 1391-1408

Significant decreases in blood propofol concentrations during
adrenalectomy for phaeochromocytoma. Br J Clin Pharmacol
2017; 83 (10): 2205-2213

Elevated direct bilirubin: Possible predictors for pseudo-
aldosteronism: Case-control study. Traditional & Kampo Med
2016; 3 (2): 174-176
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We are working on the mechanism regulating the fetal entry
and  toxicity of drugs from the perspective of
pharmacokinetics. Our approach is to understand the
substance-selective  and  direction-selective  permeation
properties of placental barriers. Placental barriers which
separate materno-fetal circulation and regulate fetal
environment exhibit significant species differences. The goal
of our research is to provide platforms to evaluate more
precisely the human fetal concentration, efﬁcacy, and toxicity
of drugs that further contribute to the expansion and
development of pharmacotherapy for pregnant women and
fetuses that can be used in safe and aggressive manners.

We have been researching about the role of organic anion
transporter (OAT) 4, a drug transporter, in the regulation of
human characteristic pharmacokinetics. Human OAT4 is
localized at the fetal-facing basal plasma membrane of
placental  barriers  (syncytiotrophoblasts) and  luminal
membrane of renal proximal tubule epithelial cells. On the
other hand, the human ortholog of OAT4 has not been
detected in rodents used in animal teratology studies. We have
found the possibility that OAT4 significantly affects the fetal
toxicity and renal excretion of olmesartan (an angiotensin II
receptor antagonist) and levocetirizine (a second generation
antihistamine) through the bidirectional transport studies
using OAT4 expressing cells and human placental chorionic
membrane vesicles.

In order to predict the inter/intra-individual changes of fetal
permeability of drugs in pregnancy progression, complications,
and so on, it is important to improve our understanding about
the regulatory mechanisms of the placental gene expressions
involved in the barrier function and governing barrier
maturation. The maturation processes of the placenta’s barrier
functions are controlled by unique placental gene expression
regulations. Regarding OAT4, we are revealing that the
placental transcription of OAT4 is regulated by a different
mechanism from that of the renal one, and its placental
expression is coincident with genes involved in the pregnancy
characteristic estrogen synthesis in the trophoblasts.

T 72w 3C

Noguchi S, Nishimura T, Mukaida S, Benet LZ, Nakashima
E, Tomi M: Cellular uptake of levocetirizine by Organic
Anion Transporter 4, / Pharm Sci. 106(9):2895-2898 (2017).
Noguchi S, Nishimura T, Fujibayashi A, Maruyama T, Tomi
M, Nakashima E: OAT4-mediated transport of olmesartan at
basal plasma membrane of human placental barrier, / Pharm

Ser. T04(9): 3128-3135 (2015).
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BERRE e BERELD-DDT T v ZAIH
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EHEDTWET, £, IR OER kI &
THEWER THIET LVOMEEL, AT 2 bty
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B « ieiiEERAET 5 L L bic, BRI TORE
PEm EE AL TOET,

BECERE DITIRD AL & ER~DNA
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E., V=% VAT 4 T BB EONMAPRIER
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BIFAHML . TS BEIREE FTIEORK
FHZETLCWET, F/=, 2FERLHOFT-2IGH
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NS DOFEDOEIZH 7= - TiL, HREH S £
FERBHEAE L DA 2T 7 v a oMy & DRl
ENREETA, FOZD, Y CIIEES T
DOWFFETIE 2 FEICEL Y AfL, BB ONEE &
ORI EHE L THET, 72, ER - NED
BG @< EFEE CRARIZ X 0D &3 5 20k
SCHEH (BE, o= b &) ot
T DRFTEN LD b T, ERESCHiH
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IR KUNZ LR’ B, SRZEMEE T~V R 7
T DORFERIDIFICIERE L TWET,
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At the Division of Drug Informatics, we are
dedicated to addressing the complex challenges
facing healthcare and local communities through
an interdisciplinary approach grounded in
informatics. Our focus includes individualized
optimization of disease prevention and treatment
from a pharmaceutical perspective, post-
marketing development of drugs (Iku-yaku in
Japanese, meaning "fostering drugs"), and
enhancement of patient safety. We aim to collect
and analyze diverse real-world data—including
text data—from medical settings, local
communities, and daily life, to generate new
evidence and systems.

Key aspects of our approach are interdisciplinary
information studies and collaborative research
with experts from various fields, aiming to
generate new evidence and create innovative
systems that contribute to healthcare
advancement and societal well-being.

“ER" DR BME
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[1] Kawazoe Y et al. NPJ Digit Med,. 2024; 7(1):
315. [2] IkegamiK et al. JCO Clinical Cancer
Informatics. 2024; 8: €2400078. [3] Sagawa H
et al. Biol Pharm Bull. 2024; 47(8): 1460-1466.

[4] Kizaki H et al. JMIR Med Inform. 2024; 12:
e58141. [5] Asano M et al. J Med Internet Res.
2024; 26: e54645. [6] Tsuchiya M et al. BrJ
Clin Pharmacol, 2024 Nov 28. Epub ahead of
print. [7] Watabe S et al. PLoS One. 2024; 19(9):
e0305496. [8] Nishioka S et al. J Med Internet
Res. 2024; 26: e55794.
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PURE ZL T RES O B IR OB P 2 P R B 7
EDOEFERIZIB W T ARAIRRFIETT R, 2D
ENENRBIZE T 2 IEMITAE L TWET, FiikE
HEAWTIRRORELICB W T, EpEhieZ
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T, FAE. RIEMY A B A > TH Dtumor necrosis
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Division of Integrative Clinical
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Therapeutic antibodies play a crucial role in
addressing challenging diseases like tumors and
chronic inflammatory diseases. Despite their
significance, there exists a gap in knowledge
regarding their pharmacokinetics. To enhance
the effectiveness of antibody-based treatments, it
is essential to gain a precise understanding and
assessment of pharmacokinetics and its
associated variables. Currently, my research
focuses on investigating the pharmacokinetics of
antibody drugs targeting tumor necrosis factor-a,
an inflammatory cytokine. The following studies
are being conducted:

B Verification of the Clinical Utility of

Therapeutic Drug Monitoring for Therapeutic

antibodies

B Detection of Biotransformation and
Assessment of its Impact on the
Pharmacokinetics

LA

1. Masui S, Yonezawa A, Nakamura M, et al.
Serum Concentrations of Infliximab and IL-
6 for Predicting One-Year Discontinuation of
Infliximab Treatment Owing to Secondary
Non-response in Patients with Rheumatoid
Arthritis. Biol Pharm Bull 46(8), 1112—-1119,
2023.

2. Masui S, Yonezawa A, Yokoyama K, et al.
N-terminus of Etanercept is Proteolytically
Processed by Dipeptidyl Peptidase-4. Pharm
Res. 39(10), 2541-2554, 2022.
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YIETE 1B ( Masui S, Pharm Res, 2022)
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NHEEL 720 2>ob 0 9, Lo LIKIREEUR #
BISe, WG Tl RIEM OB R 26172 &
%<, BWHiBL Y — OB IT E E /R BRI E T
T, Flo—REMERIRLET IR AUMBZ E L TH
EARBICBWTEBEBINTWHWD LD, B A,
KIGH Ay BDd A, ¥y FESEN ADSFEIZIR
bRET, SESERAVDAMEICKT HIKEHER R
2 Wy — L OB IX. IREYIBROS 2N
., EMEEG O M TR OB E ISR S
bOEWIFFINET,

A RIR R O 72 B S BT Bl s R B A 1
mMELTRBY, ZhEaH0n5 &, ERDOEE~—
B — & R TEDICERERBEIE T NS
NHZERDLNY, VWbwad TUXxy RNA 4T
v— | Hiffi & L CEBRBSG A~ AN EAL T
WET, B2 BT, KriZmicroRNAZR ¥ o itk oh o
RNAIZVEH L. ZHE AW =37 22 Wik oo B 5%
. BEFOEFOFGHMEE THT a8 =4
PZW O LY, HEHORFEOCRELILFTED T
WET,

E B (CHITAIRNAIL, 28 OkE 2 72 AN REEN Y
AWML, MafaIa=r—y a0y —Ld L
TOEHIEMEFETDH NSO £
I, B BIiE, BT AREH R S 2 AT
ZOHMBENARNAZ S L2 Ry NU—7 DSk
AT LA AL LTWET, Hiiz st
RNADKEREZ B LM T5 Z L 2B U T, NAIRE
IOl ORI LBIC L DB BA T E Vo
7oy HEHRRIREOBRRICHIT I BT - C
WET,

microRNA
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VX X ay

Division of Pharmacotherapeutics

MATSUZAKI Juntaro

M.D., Ph.D. in Medical Science

Extracellular RNAs, including microRNAs, are
actively secreted by various cells in our body and
have bioactivity as a tool for intercellular
communication. Recently, the technology for
analyzing cell-free nucleic acids in body fluids
has been dramatically improved. Our goal is to
elucidate the whole picture of the extracellular
RNA-mediated systemic network by using
cutting-edge gene engineering technologies. By
clarifying the functions of extracellular RNAs,
we try to 1) develop new diagnostic tools for
early-stage cancer detection, and 2) develop
innovative therapeutic applications to prevent
cancer development and progression.

[F=72763¢] (*co-first author)

1. Matsuzaki J, Kato K et al. Prediction of
tissue-of-origin of early-stage cancers using
serum miRNomes. JNCI Cancer Spectr
7:pkac080 (2023)

2. Asano N*, Matsuzaki J* et al. A serum
microRNA classifier for the diagnosis of
sarcomas of various histological subtypes. Nat
Commun 10:1299 (2019).

3. Urabe F* Matsuzaki J* et al. Large-scale
circulating miRNA profiling for the liquid biopsy
of prostate cancer Clin Cancer Res 25, 3016-3025
(2019).
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FINREHT R Tl EHEA ORREB X OEIE
M., Wb b AE T+ 52 L2k, #ilen
SRYRRIE DML & B L CIFZE 21T > TV k9,
RIS DR A B RIREE L, BEHZ kDR
OBl D 72D, R LY 5 2 D N % fif
M. HREE & (2l 2 AR 7 & NS B G95
EPROMNILTWET, £, EELOHER%E
RHLEY, B 2ABERE LT LI
L0 RBEEASL L CWET, 62, E
PRBIS BT DAk~ 72 R AAER 72
E) L, BRI A BT 5 2
LiIcky, BERBALE TR DT ET UV AELHEEL
TWE9,

ARFFETIT, 2B L T, ERABICEICE
Bk U152 BE R SRAIRR, 72 b ONS, ERBG O =—
RNCH - ZEHRLHRN T DHFEFOERZ A
FBELTWET,

PUFoORICIE, PUSYYESK 0Ky ERES: (PK) /
% (PD) Hincd T LET, FURYUERKIIHERY
RELEDR, BWERARE E ofIic—E D BEM%
DRENTZZENBPKEPDOBRE~ERELEL
77. PK/PD7 o —F b KEROZE., BIfEH
BB, MPER ORBFLIIE2EE L. BEEINC R
W LB YYER OB E 21T H Z L NEETY,

Division of Pharmacodynamics

MATSUMOTO Kazuaki

The Division of Pharmacodynamics conducts research,
aiming to establish new pharmacotherapy options by
evaluating drug efficacy or the therapeutic and adverse effects
of drugs.

To maximize their effectiveness while avoiding related adverse
events as much as possible, the division analyses influencing
factors, and clarifies optimal drug options and administration
methods for each patient. It also establishes new treatment
methods by identifying new drug activities and developing
new dosage forms. Furthermore, with a view to obtaining
evidence that is useful for medical services, it identifies issues
to be addressed (such as drug-drug interactions), and expands
clinical and basic research.

The division aims to nurture clinical pharmacists to truly
contribute to medical services and researchers with the ability
to develop drugs needed in such services through research

activities.

F 725w

1. Tanaka Y et al. Anaerobe 2023;84:102789.

2. Igarashi Y et al. Pharm Res 2023;40:2423.

3. Igarashi Y et al. ] Antimicrob Chemother 2023;78:991.

4. Tashiro S et al. Pharm Res 2023;40:1799.

5. Tashiro S et al. Clin Microbiol Infect 2023;29:616.

6. Liu X et al. Pharm Res 2023;40:187.

7. Misawa K et al. Int ] Antimicrob Agents 2022;60:106669.

(PK) /ZFEH= (PD) &

P [PK/PDIEiR | (EME(CER) cmcmmmmmeeem -
| PK (FAR-FYREDORMFR) @ PD (RYPERE-FIE/EFHEDRR) |
' Cmax, AUC, CL, vd Minimum inhibitory concentration (MIC) i
N e e e e ————————— e e e e y

PK/PD
(BzhE - Z21%E)

PD (CRYDPBRE-IRRISDEHR) :
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1. BARSEUEHNOEKRIGH % B g L72r%E

WA MERL U7z Bk (LLF, 3RIE)
%, Hx REEMIRRICET A MBI R 7 U —
FTERANTREESNET. TODHRSIELE
Hifliz AW T, EEOT X2 MEHRNL, BEDN
AR LI AFEFROEDY 2 &, KA
R X3P 7 Otz TVWES. fiah
TIEWAZE LT, BENNZ D EAEN 72 iR & I
LML Y, EABIOMAIC L >TEET 7k
HEZEDL IR BERITL TWAEERL N
WCT5Z L EEME L TVET.

2. EBRY YT —HX BRI

PREBL CEBESNZER vy /T =2 %
W R R SRR ZE 408 U C, WUEIEIC BT 5k
BRI A2 B L CWET. B, BaRByEE
D= DICHREIN TV EREDEEL, FEEFEKE T
I~ A VT o IREF OREMFIEDOMALEZED Z
EEELTOWET. BlxE, M2ER ONEERE
oA U AT RS XERY v S5 — 2 AiEH
LT, WHEESCEWEAO) 27 FRIZITH> Z &
TEBULER DO EBIZF 5325 Z LN ARETT.

Project Associate Professor
Division of Drug Informatics

YANAGISAWA Yuki

BREBNIEBRT A
YRTFLDOEH HIR
BEAEHY, BREROEBERLRATETHY 281K
BRI, LMEEERFSOLIALL,
v

<d certainty="positive">#BE8&</d>H Y,
<d certainty="negative”>BRNEBCEBER /D> BRETE
THYLBRERIF, <d certainty="negative’>[DLEE</d>3
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* & AT A ¢ https://huggingface.co/sociocom/MedNER-CR-JA

(Y. Yanagisawa, et al. ZBIMEEAEEERSLSFLS
RRER L YEIH, —5HE)

[ AL 1 R RN

In clinical practice, numerous issues arise
daily due to advancements in medical care and
the need to accommodate patients' diverse
treatment values, reflecting the evolving times.
To address these clinical challenges, I adopt a
broad approach, relying on clinical experience
and employing data analysis through natural
language processing techniques and medical big
data.

/Y 5

1. Yanagisawa Y, et al. [Evaluation of Patient
Outcomes after Pharmacological
Intervention in Home Health Care Utilizing
Pharmaceutical Care Records]. YAKUGAKU
ZASSHI. 2024;144(8):839-845.

2. Yanagisawa Y, et al. A cross-sectional
survey of hepatitis B virus screening in
patients who received immunosuppressive
therapy for rheumatoid arthritis in Japan. J
Pharm Health Care Sci. 2024 Apr
18;10(1):18.

HMRFER WA IN-BEOEED, L
EHICHHSERICEET 2 Ths s nd

T

B &
e
BRTR
AIER

et ]

fB18
RUSLARHE
T
THILBER

3 > DAL
&

i
HHDE

AV TSAPYAFR
PSALES
PSAETF

BE

mEEF

HR

HMIIIIII\IH“

ﬂ'

10 15 20 25
positiveZ 7 2

(=]
(52}



03 Se i S e
fanas s i %ﬁx

LR sEBt
Y~vZ /Y
Mt ()

Professor

Division of Social Pharmacy

Ph.D. in Pharmacy

HEOENT Y EM L LA ERLCHRA—0
A E R TN, R ﬁ%ﬁ&w@éfﬁﬁ
T 5 Eimtt S b E R ERE 2 S8, ek
Wil B D fFfe 2 T K & oo TWET, mEiln
FIZZ W ETEBER 2 IREND P~ 7 h&®
L2 ENBBETHY . HICITERRIEAIET O L
7&7 ﬁf@ﬁ%#%%ﬁék%zif

AR X, MR RS CORERIRAIAN £ 12
%)Bézbb iﬁ%ﬂi@%< G BRI AR &
L. 'ov 7 & 7 EIE T o 3RAIG O B 7o 72 Tk AE
5. HAMEE 0RO L, KA E 3

BTV —VOREENET—~ L LTEY £,

1. lzlﬂﬂfi«*rPfX7 w7 Ln:uﬂiéﬂ%)ﬁﬁ‘(ﬁ%
BEBEOZVFRK TT ., BRI A4
TEEER ORIE - EATICHEZICBEE L TWE T,
BRI ORI L > THRIEY A7 BEE Y
F A, S00FEFELL B BEIR S ALy 23 1 ez % 5
%t?tb B2 XA O e s BT 5
WCHUD FHA TWE T (BERBR TGRS

%ﬂ&AHﬁwhit\@%%T~F£%#%
%%@DFW@W%@%%%L@@EE%%%:
BSZE, BEOOMES T RHREST D Z LAY,
FEFH A OIE(R & ERBEHNIC S35 L5 %2, 3K
JRERANR O O e 7% 3 % Bk Lo kA
EHRFHZ RN RICET AR A FEME L TV E
T (AT @4 ot ﬁ)it\iE@tw7#7
BERE & LC. AEIREIER O R I fé#%
WE=ELOENERE, DEXNEOA AR
HHFEHIT > TWVET,

2. EHMEFOBRE 7+ —7 v 713K
JRREAIRT OB E /R B/H T, HusE R &
OHEHEICLY, RN T+ —T v 7D
FEYhaEBRELTWEST, £/, RNV
77— —OEEBICERY 77—
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Center for Social Pharmacy and Pharmaceutical Care Sciences

YAMAUR A Katsunori

In the Division of Social Pharmacy, we are conducting the
following research.

I. Preventing and early detection of periodontal disease are
known to reduce the risk of developing diabetes, cerebral
infarction, and other systemic diseases. In other words,
pharmacies working on oral care will reduce medical costs.
Therefore, as a new pharmacist function, we are conducting
research on the practice of oral self-care and collaboration
with dentists. Furthermore, we are conducting research on
medication-induced dry mouth. We are also studying the
usefulness of checking a blood test and oral environment test
in the early detection of hyperglycemia, dyslipidemia, and
periodontal disease as additional functions of health support
pharmacies.

2. Ensuring the absence of side effects through diligent patient
follow-up during dosing periods is a crucial responsibility for
community pharmacists. We are considering effective follow-
up in collaboration with regional clinics. We are also
conducting research on the etiology of polypharmacy with the
aim of eliminating polypharmacy. Additionally, we are
investigating factors necessary for promoting the widespread
use of refill prescription to enhance their adoption.

3. We are working on the development and research of a
system that effectively supports the work of pharmacists and
managing a patient drug history using “generate AI”.
A

Iwata H, Keisuke N, Kobayashi N, Fujimoto K, Hayashi N
Yamaura K. Drug Discov Ther, 16: 309-312, 2022

Iwata H, Shibano K, Okazaki M, Fujimaki K, Kobayashi N
Fujimoto K, Hayashi N, Goto T, Yamaura K. Drug Discov

Ther, 14: 319-324, 2021
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7 3 OX pharmacokinetics/ pharmacodynamics
(PK/PD) IZESWTHEREIND Z EBRHERIN
TWEJ, IE, B-77 # < —YFHEHK D sulbactam
\Xin vitro T Acinetobacter baumannilZHLEN I B 5
ZEMTFESNTEBY, EMHBEICENT, 4
baumannii JEYEIZ K U TsulbactamS AR TH D Z &
NHREINTHET, LNLARNBS, A baumanni
(2% T 5 sulbactam D PK/PD BRI T S 41 TV 20
7esh, BRI G ITERA LMo TV ER A,
ZIZ T, vUARBEEEET V&2 HWTA
baumannii V2% 5 sulbactam D PK/PDI#MT 1TV, A
W72 G5 HIEORIE L 72 HPK/PD/NT A —H|TD
WTHEHBLELE, 512, B MI® L Tsulbactam
DML TP E 2 HE U, RHEEH S B R AR 21T 5
Z XY A baumannid FEYEIZ % L TPK/PDIZ
S AR B EEORFZITVE LTz, £ Of
B sulbactamlF A. baumanni \Z%k LT, BFEMETERIIZ
BRAE IR L, T>MICHY60% D3 &It KA A
ERTZEEHLNILELRE (Fg 1) . B MC
BT D REHAEDEE T A —F B LOMICEHE
LT, BHEOBHAER TOPK/PDT LA 7 ARA
¥ FMICICET 2 &G HIEEZRET D 2 L0k
F L7,

—Ji. BDADILFIRIEICB T 2R AEKDOEL)
R & BIERRERSIHE L TWD7eDic,
HREE=ZV VIR AEHTHL B2 TH
F7, Filo, MARE &R LOREEHIC
FEBE S & 2 S B A SO H Zh M I T3 B R
¥ (PGx) WEETHZELHLNIEINSOHY
FT, LL2ns, SIS AEKIZBWNTEY
IR B K ORENWERIREERAH OIS TEDY
FHA, 5%, EiER L ORI E O THR
A HETDPK/PD/PGxIZF-5 < Atk X OV 2tk
DR SN BB B K Dl 5% 5
ML TNEET,

RZ=0.95

=
£ 0+
=
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FT>MIC (%)
Fig. L Rd for 4 ATCC 19606 between the log;, CFU/thigh at 24 h

and the pharmacokinetic/pharmacodynamic indices; time that the free drug concentration remained
above the minimum inhibitory concentration(fTsppnc)

BERR IR AR

Division of Pharmaceutical Care Sciences
Center for Social Pharmacy and Pharmaceutical Care Sciences

YOKOYAMA Yuta
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The efficacy of antimicrobial drug is determined by the
interrelationship between the pharmacokinetics (PK) and
pharmacodynamics (PD) . Sulbactam, a potent inhibitor of
[B-lactamases, was previously shown to be active against
A.baumannii strains in vitro. Therefore, n vivo PK/PD
analyses of sulbactam were performed using murine thigh
infection models of A. baumannii to evaluate the PK/PD of
sulbactam.

The PK/PD index that best correlated with the 712 vivo effects
was the /I>MIC. We demonstrated that sulbactam was
sufficiently bactericidal when a /I>MIC of > 60% against A.
baumannii thigh infection was achieved (Fig. I) . Next, we
performed a PK,/PD target attainment analysis of sulbactam
against A. baumannii in patients with impaired renal function.
For sulbactam regimens, a Monte Carlo simulation estimated
the probabilities of attaining the bactericidal target (60%
T>MIC) . The results of the PK/PD target attainment
analysis are useful when deciding the sulbactam regimen based
on the CLecr of the patient.

On the other hand, anticancer drug concentration range of
efficacy and adverse effect are close, drug concentration was
correlation between efficacy and adverse effect on therapeutic
drug monitoring. The efficacy of cancer drug was associated
with pharmacogenomics (PGx) . However, various
anticancer drug concentration range of efficacy and adverse
effect has not been known.

Therefore, our propose is to optimize appropriate various
anticancer drug dosing regimen based on PK/PD/PGx in in

vitro and 1 vivo.

EEVAS 158

I.  Yokoyama Y., Matsumoto K., Ikawa K., Watanabe E.,
Morikawa N., Takeda Y. Population pharmacokinetic-
pharmacodynamics target attainment analysis of
sulbactam in patients with impaired renal function:
dosing considerations for Acinerobacter baumannii
infections. Journal of Infection and Chemotherapy, 21,
284-289, 2015.

2. Yokoyama Y., Matsumoto K., Ikawa K., Watanabe E.,
Shigemi A., Umezaki Y., Nakamura K., Ueno K.,
Morikawa N., Takeda Y.
Pharmacokinetic/pharmacodynamic evaluation of
sulbactam against Acinetobacter baumannii in in vitro
and murine thigh and lung infection models.
International Journal of Antimicrobial Agents, 43, 547-
552, 2014.
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YONEZAWA Atsushi

Therapeutic antibodies play important roles
in the treatment of cancer, chronic inflammatory
diseases and rare diseases. We carry out real-
world data analysis and pharmacokinetic
research of antibody drugs. A key aspect of our
work is utilizing patient specimens and clinical
information. We also collaborate with other
research institutes and companies to develop
innovative analytical methods for therapeutic
antibody.

The following studies are being conducted:

B Basic research on the pharmacokinetics of
biopharmaceuticals using novel analytical
methods.

B Clinical pharmacology research to advance
personalized medicine for antibody drugs,
utilizing real-world data.

B Clinical epidemiological research to facilitate
the practical application of therapeutic drug
monitoring (TDM) for antibody drugs.

EARHL

1. Yonezawa A. Therapeutic Drug Monitoring
of Antibody Drugs. Biol/ Pharm Bull 45:843-6,
2022.

2. Masui S, et al. N-terminus of Etanercept is
Proteolytically Processed by Dipeptidyl
Peptidase-4. Pharm Res 39, 2541-54, 2022.

3. Nakae K, et al. Potential application of
measuring serum infliximab levels in
rheumatoid arthritis management: A
retrospective study based on KURAMA
cohort data. PLoS One 16: e0258601, 2021
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It is important for pharmacy students to develop their
communication skills and attitudes to foster the trust of their
patients and other medical professionals. For this purpose,
humanities education is clearly described as the basis of
pharmaceutical education, but it is difficult to evaluate the
outcome of learning humanities subjects and communication.
The model core curriculum for pharmacy education revised in
2013, and it is structured by outcome-based education, and
the students are required to reach the goal at the time of
graduation. However, there are few objective data to verify
the learning outcome, and it is required to present a clear basis
to society. So the faculty members in pharmacy school are
improving the education program, such as evaluation,
strategies to evaluate the students’ skills.

We have implemented the integrated course for Ist year
pharmacy students comprising “Communication and
Information Sciences” and “Presentation Skills” entailing
students making appropriate presentations based on small
group discussion results. Questionnaires revealed that the
number of students who felt their presentations were weak
clearly decreased after the class. This result could possibly be
turther explored in other courses, such as bioethics or
interprofessional education. We continuously investigate
about learning effect in the field of humanities and
communication to promote the research for pharmacy

education.
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Our research activities focus on mainly
pharmacoepidemiological research and regulatory science for
developing medicines and monitoring its rational use using
various methodologies. Especially, in the community of public
health, Professor Urushihara is a one of the forerunners in
Japan who initiated application of epidemiological methods to
large-scale real-world healthcare database to generate valid
evidences with greater generalizability than the one produced
by interventional studies. We use several data sources
including electronic health records, claims data, primary data
collection of medical records and field survey, and employ a
variety of study designs and methodologies suitable for
addressing socially-relevant research questions in the field of
medicine development and public health. With advancement
of information technology including Al/statistical
methodologies and availability of high volume of healthcare
data, causal estimation in observational studies has become
possible and its potential has been actively investigated in the
filed of epidemiology. We are enhancing the application of
such epidemiological skills to large-scale database by
practicing observational studies and proposing its use for
regulatory decision making. Such technical innovation should
also involves advancement of regulatory science, on which our
research activities focus as well, to facilitate efficient and
economical use of deliverables of human research and resource

in healthcare community.

RV

I.  Urushihara H, et al. Bridge the gap: The need for
harmonized regulatory and ethical standards for
postmarketing observational studies.
Pharmacoepidemiology and drug safety 26(11):1299-
306. (2017)

2. Tanemura N, et al. The need for consumer science and
regulatory science research on functional foods with
health claims What should we do to harmonize science
and technology with society?. Trends in Food Science &
Technology. 67,280-283.(2017)

3. Narita Y, et al. Cost-effectiveness analysis of EGFR
mutation testing and gefitinib as first-line therapy for
non-small cell lung cancer. Lung Cancer. 90(1):71-77.
(2015)

4. Urushihara H, et al. Increased risk of acute pancreatitis
in patients with type 2 diabetes: an observational study
using a Japanese hospital database. PLoS One
7(12):e53224. (2012)
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I. We're living in a state surrounded by so many chemicals
which can cause health hazards like poisoning, allergies

or "multiple chemical sensitivity".

I have focused on insect repellent DEET and insecticide
parathyroid as chemicals that are likely to be exposed on a
daily. These chemicals are highly safe for human and widely
used. But because of "odorless" of their characteristic that
exposure is hard to notice. By "inhalation", it is possible to
influence the living body using a variety of pathway such as
absorption through a mucosa in an airway and an alveolus,
signaling transmission via the olfactory receptor stimulation,
and uptake into the brain by axonal transport through the
olfactory nerve. On the other hand, mast cells are as one of
the effector cells in allergic diseases. Since the activation of
mast cells is observed in inflammatory diseases other than
allergic diseases, a new disease concept called "mast cell
activation syndrome" has been proposed, recently. Therefore,
I consider the involvement of mast cell activation to health
hazard due to DEET or parathyroid, and examining the

influence to mast cell activation of these chemicals.

2. The “6-year education program in pharmacy education
system” is being implemented with the aim of improving the
qualities of a pharmacist as specialist in medicines. Because, it
is greatly different from the previous pharmacy education, it is
important to cultivate the outlook on communicative
competence and a sense of ethics. Therefore, my second
subject of research is construction of ethics education,
including its evaluation method and teaching materials

creation.
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