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AR (BERHR) 1250 T, FhEho 2 F VAL
MEATVE Lize TOMR. BB ERER] & i
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Shimizu H, Yamaguchi J, Adilijiang A, Wakabayashi
T, Saito R, Enomoto A, Kondo Y, Natsume A. Newly
Established Patient-derived Organoid Model of
Intracranial Meningioma. Neuro Oncol, 23: 1936-1948
(2021).

Takahashi H, Yasui T, Kashida H, Makino K, Shinjo K,
Liu Q, Shimada T, Rahong S, Kaji N, Asanuma H,
Baba Y. Microheater-integrated zinc oxide nanowire
microfluidic device for hybridization-based detection
of target single-stranded DNA. Nanotechnology, 32: 25
(2021).

Takahashi H, Yasui T, Klamchuen A, Khemasiri N,
Wuthikhun T, Paisrisarn P, Shinjo K, Kitano Y, Aoki
K, Natsume A, Rahong S, Baba Y. Annealed ZnO/Al 2
O 3 Core-Shell Nanowire as a Platform to Capture
RNA in Blood Plasma. Nanomaterials (Basel), 11:
1768 (2021).
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A b LA RIS 5 IncRNA OEERERI] (FF5
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AR IR & SBFE (C) M bid AL
WEICBUTAHBNAL F~—H— L LTHDNA
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HARZMIRE S  Peknoffse () DNAEY
BoOZYsy ) 2MEHEICET 2 EHMIEFRRNAD
BB L AR ANOEEG FFeREE D &)
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11.
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14.

Takami T, Nagano H, Yamasaki T. CA19-9 in
Combination with Methylated HOXA1 and SST Is
Useful to Diagnose Stage I Pancreatic Cancer.
Oncology, 100: 674-684 (2022).

Matsumoto Y, Shinjo K, Mase S, Fukuyo M, Aoki K,
Ozawa F, Yoshihara H, Goto S, Kitaori T, Ozaki Y,
Takahashi S, Kaneda A, Sugiura-Ogasawara M,
Kondo Y. Characteristic DNA methylation profiles of
chorionicvilli in recurrent miscarriage. Sci Rep, 12:
11673 (2022).

Yamaguchi J, Ohka F, Lushun C, Motomura K, Aoki K,
Takeuchi K, Nagata Y, Ito S, Mizutani N, Ohno M,
Suzaki N, Takasu S, Seki Y, Kano T, Wakabayashi K,
Oyama H, Kurahashi S, Tanahashi K, Hirano M,
Shimizu H, Kitano Y, Maeda S, Yamazaki S,
Wakabayashi T, Kondo Y, Natsume A, Saito R. CD79B
Y196 mutation is a potent predictive marker for
favorable response to R-MPV in primary central
nervous system lymphoma. Cancer Med, 12: 7116-
7126 (2022).

Imai K, Ishimoto T, Doke T, Tsuboi T, Watanabe Y,
Katsushima K, Suzuki M, Oishi H, Furuhashi K, Ito Y,
Kondo Y, Maruyama S. Long non-coding RNA Inc-
CHAF1B-3 promotes renal interstitial fibrosis by
regulating EMT-related genes in renal proximal
tubular cells. Mol Ther Nucleic Acids, 31: 139-150
(2022).

Yamaguchi J, Ohka F, Kitano Y, Maeda S, Motomura
K, Aoki K, Takeuchi K, Nagata Y, Hattori H, Tsujiuchi
T, Motomura A, Nishikawa T, Kibe Y, Shinjo K, Kondo
Y, Saito R. Rapid detection of the MYD88 L265P
mutation for pre- and intra-operative diagnosis of
primary central nervous system lymphoma. Cancer
Sci, 114: 2544-2551 (2022).
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T DY D S fRBT$ % Scarless Wound Healing (BF
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MR~ Zflliast > 7 F VISIEE L. MR Y 7 VARERER Z 4 U CHIES) . Miledas. e
BEZHE L T2, MRNY Z7FVICREPEL S LEMEEEPIIZREI SN S, HROIBE,
MEE), A WIEORIEBEN 20T, EMORANLRRY LB EZW LT HETTRL,
KA RBREBOERZRYPI L, BHREZHY T 5 LTRSS EHRR V. AN EEERA S, Y
YBRALY 7 VR i GTPase (C X BB RE - WlEHIE,. & vo B o. KA - fieeR R
RUWERBHEEFOWRBLZHMBL XV SMEWNNITILEZHBLTV S,

B B B

R OREFER KFRRE (EL#2) Minhua Wu

Bh ¥ WA

RFERTE (IBLRT8)  FREER RIS S (RHekrag) |
Mengya Wu. Md. Omar Faruk. Emran Hossen.
Huanhuan Wang

CIBoG#HEHEHIZ RHESr

R —< D+

I. B NREBEETEIORIEE U > BRIES TFIL

F=X3I U7X F V) VI EBPERE. R
HE BB - ASERBIEATE) 2 HH > TV 2 fiE REY
BT N =F Y VRRRHARIE, TV N, Y —
BIGRAE 72 & OREH - AFRR B OWRE & WD ) A
Hb, WADOWRETIK., V UVBLTuTrE3IZ A0
FHIZLY F=SI 0T F VIV, TNFT IV
WS OMBIZEWE O TH Y 7 F VOREH #1715
LMzT— 2 MEATHE LY YBLT—F X=X
(KANPHOS) I2## - ABIL CT& 7z, V) Y71
TAIZ ALY, F=X3IvR7RFNaY VY
7 F VDT it TMAPK R PKC2SKCNQ2 A + ~ F ¥
AR VBT B 2 & THREIIL O B 2 T
LZlERM LI /200 TNV I VBV TFIVOT
it T Rho/Rho-kinase 23 AL L T+ 7 AREK & ~

Ankyrin repeat

787 B PSD-93% SynGAP1 D ) » et & Tt L. ¥
o8y B & iS5 2 &Cy v T 7 AR
5 NI HDIAER AN YIRIBISE & R332 L
L7z

I. ¥F7—t-—EERREBBOM®RIT
FF—EREDL ) RHEEE) VBILTE0, Y
YA EBEORY (2 vk ARG I2oWwT
IR AHEA TV DA, —HTHEDOF > —EHH
BLAa v s 2@ ERESL. ) BALERAA S
ZOEMEFF—¥E2FUT 2DERZHETH %,
&2 OFHT X b 15 5 N7z Rho-kinase, PKA, PKN® 1)
YL HNZIER IS 5 T B (R/K-R/K-X-S/T-
O XIEEDOT I /. 0BT I 8)) AN
KPEEELL Y 0 H%x) YIBELTEBY, 2h

Phosphorylation sites by Rho-kinase
696/697 854/855

w»

|
wers (DD e D

________ \~\ -

omz" DM1 DM2 S

684-868aa | | ST | | [.[sT |

683-691aa 704-715 aa 836-849 aa
MYPT1 Rho-kinase MYPT1 fragment
PS+DM peptide
Phosphorylation_ site Q(— Active center ®< ----- Active center

Docking motif Docking site Docking motif Docking site



0%+ —Xid) YBACEARE BRI 2 TR 5
POMOEEFHRERBL D LEEINT,
MAPK 7 7 3V — 3B OGP h 0T Y kAL
AL (PS) Z38ikd A 32, FyF v 2744 b+ (DS)
EIFIENZ B THHEDO Ny ¥ v 7 EF—7 (DM)
EIFIEN BB Z T A 2 LM STV B AN,
Rho-kinase, PKA, PKNIZb D & ) 2i&f0id 5 &

% Z. Rho-kinase & € DILEAMYPTI® ET IV & L
T 24T o 72 2 A, MYPTL1IZ 3% AT @ DM 5 4
EiH &5 R L7720 MYPTI®ODMDREIZ X VD ERFED
AL D) VALK 5 Z & PSHDM X7 F FI
X - TRho-kinase i & 2 MYPT1® ) » B LA R &
EhbZ &% EM L., Rhokinase & MYPT1 @ [ &
AR L (KD,

FIFFERAN

20214

1. Ahammad RU, Nishioka T, Yoshimoto J, Kannon T,
Amano M, Funahashi Y, Tsuboi D, Faruk MO,
Yamahashi Y, Yamada K, Nagai T, and Kaibuchi K.
KANPHOS: A Database of Kinase-Associated Neural
Protein Phosphorylation in the Brain. Cells, 11: 47
(2021).

2. Faruk MO, Tsuboi D, Yamahashi Y, Funahashi Y, Lin
YH, Ahammad RU, Hossen E, Amano M, Nishioka T,
Tzingounis AV, Yamada K, Nagai T, and Kaibuchi K.
Muscarinic signaling regulates voltage-gated
potassium channel KCNQ2 phosphorylation in the
nucleus accumbens via protein kinase C for aversive
learning. J Neurochem, 160: 325-341 (2021).

20224

1. Amano M, Kanazawa Y, Kozawa K, and Kaibuchi K.
Identification of the Kinase-Substrate Recognition
Interface between MYPT1 and Rho-Kinase.
Biomolecules, 12: 159 (2022).

2. Tsuboi D, Otsuka T, Shimomura T, Faruk MO,

Yamahashi Y, Amano M, Funahashi Y, Kuroda K,
Nishioka T, Kobayashi K, Sano H, Nagai T, Yamada
K, Tzingounis AV, Nambu A, Kubo Y, Kawaguchi Y,
and Kaibuchi K. Dopamine drives neuronal excitability
via KCNQ channel phosphorylation for reward
behavior. Cell Rep, 40: 111309 (2022).

3. Wu M, Funahashi Y, Takano T, Hossen E, Ahammad

RU, Tsuboi D, Amano M, Yamada K, and Kaibuchi K.
Rho-Rho-Kinase Regulates Ras-ERK Signaling
Through SynGAP1 for Dendritic Spine Morphology.
Neurochem Res, 47: 2757-2772 (2022).

4. Hossen E, Funahashi Y, Faruk MO, Ahammad RU,

Amano M, Yamada K, and Kaibuchi K. Rho-Kinase/
ROCK Phosphorylates PSD-93 Downstream of
NMDARSs to Orchestrate Synaptic Plasticity. Int J Mol
Sci, 24: 404 (2022).

5. Kuroiwa M, Shuto T, Nagai T, Amano M, Kaibuchi K,

Nairn AC, and Nishi A. DARPP-32/protein phosphatase
1 regulates Rasgrp2 as a novel component of dopamine
D1 receptor signaling in striatum. Neurochem Int, 162:
105438 (2023).

R IAREE

2021 FE~2022F%

1. HAZ RIS JEBATE (B) Lo AL %
9 5 GaEBEE 2 TR ORBEMIN & LA 4E
WAL — XOERFE (WF7ess « KEpketd)

2. HASAMRE S JEEOEZE (C) AEmMEOY
YRALY 7OV DIRITIC X B IR HER I 0T DOIRE

(WF7esrH « KEFRER)

3. HAGEMREL S JEEENIZE (C)  MARTEIC B

%12-V) KF ¥ —XORAE - R X A =
X LD (WF7EsrH% - KEkER)

Department of Neuroscience C Q_/ O s RN T



O @ mEmmEmume

FOSCienee

Department of New

10

Pl 8 1 I i 5 o B

Division of Neurogenetics

LR T, (D) MR AT O I 0 RERMW] - o FRERRHE I - Brslin Ak ze. (2) RNA
AT TA Y7 & &G RNAGHOIES « Wiy AR (3) RhkE - W - T B OB B maE B %E
(4) 78— ¥V YIRICB T 2RI, (5) 70 FIRARR D751 IBRAE Y, (6) B K e & Bl i
S5TES O R EW A BRRE L, (7) ATIC K BN Y 7 & MDY — VRIRRDRFRE 21T > T %,

B B B

¥ 1B KA REER I A RRER. BOITE MR,
BB OMEES, KR EH SSARAEA, KERES, IMERE. ZHRIS. iEE%
B OBD OhMEE () BT B4R ZEE— BRTHEE, SRz FA T,
SREBNE EHE—. HEOANK. w5 FINERE, IS B, MR, vk W, )0
MR E RAEH s, PE R, ARICK. EARER. B AHI—.
KFRR4E  Paniz Farshadyeganeh, H M Jubayer Azam AAEEE N, FEEUE (Zhu Zhihuang), VLI FE IR

Bappy. Atefeh Joudaki, 5{%JK (Zhang Ruchen), 2} HibzsAR HARER

(Huang Zhizhou), #i i€ (Zhao Fei) BEMEE A M, HbHEm., FEHZFHE, Samira

M 2 4 BrJk®EF (Yuen Siu Hin), BLEFER
FE A WHAE, BABIE, BEBAK FWHIE
B PEILAA. IR, MEEE, RIFERER

Bushra. # AJI] (Zhang Shaochuan)
Bt & WEHET JRERSE gindbwi, ILmE
b A

3T —~ DFH

1. EXMUEBHEDERBORE - HIEHTR

P R VLA )RR RE (CMS) 13, AR A 456 45 0 1 ik
{REOREIZ X VIR F KT & 5otk E L %
REHTH D, BBEITBWTFHELZmW N 7 2 b
DOREREIT 217> TV 5 (M 1),

2. RNARTZ42 > 75T RNARBIOES - "R
DT HRIEREER
EH - WERXT 54 2 v 7I2B1F 5 splicing cis-

ToTWwb, EWIFY VIZSRSF3FHHEET S &
WCEDFEmEINLZEZHLMIL (H2),

3. #iE - - BRRBROFRGEERRE

NIy 7 RT Y a = Zilgigic L h EE) 2R ERIC
AR 7% 10ME DL E o3 2 7€ LT & 233l &
LY R—b2R5HZ L L < ITHbM & 3t fu THHAL
EWCE DA ) —= v T EBIB L. 2HBONEIC
AR RALEWZFE L T2,

elements & RNA #i &4 H (RBP) ORI - #EHERNT 2

Mitochondrial transcription - 94) Myosin 9A Fructose-6-phosphate
Skongaton 7’5’5@% Glutamine
L PREPLD) Prolylendopeptidaselike ‘ez, Glutamate Oy GFPT7
\‘\\\\\ v “”I"z Glucosamine-6-phosphate
e Mitochondrial
ol ararorter ICHAT) Choline acetyltransferase Cytoplasm i
& ¥a—SLC25A1
S X Synaptobrevin/VAMP, UDP-GIcNAc (UDP- @)
= Vesicular acetylcholine
i

High-affinity choline
o transporter (CHT1) ‘5’2";,";,;‘39' (VACQ:)

IP1
Rabphilin 3a
SLC5A7 H3A

SNARE cGop-o
complex A IGMPPB
@ Mannose-1-phosphate

=; Synaptotagmin 2 o 00
= SYT2 T PO S ——
) A Synaptic vesicle 9, © 06 06 0 O
PIQ-and N- '/,,l glycoprotein 2 (SV2) 25 Syntaxin %y | N I, .
type calcium rnm Tt A VU VUV U __ v+ I
cr:)annel EoXy & 9 :
CACNA1A - Acetylcholinesterase wesd 2 4 @ —i
a5 laminin § % oo H
LAMAS5 o0 S
Coll: Q g 0°°°0
ollagen
2 lamini ACHR Perlecan CoLQ ) . ° °g°
B2 laminin Endoplasmic reticulum °
LAMB2 CHRNA1, CHRNB1 H
CHRND, CHRNE
CHRNG s ey,
adystroglycan o o,
snng Mrynsnsnnnunnnnile,. oA e nnnnns o anuns enn
8 dysfroglycan
&
2
H Skeletal muscle Lamin-associated
Plectin Collag19nhtype 1 & sodium channel PTO‘;%T;_\,;A%;”)
]
PLEC COL13A1 i Navd, SCN4A
N
>

Purine-rich element-binding protein A
PURA

1. ARMEHENDEGHICHVTRES N TZ AL36EETF (FF) . LEICESMHEERE. hRWICSFTIEERE.
TRBICEERIRE T Y. EEEREBREALOBARICSRT,



GEO database
A 804 RNA-seq B Large

(383 datasets)

—

Detection of aberrant splicing events by MISO
|APSI| > 0.2, Bayes factor > 10

Discard datasets
with <20 aberrant
splicing events

Extract lengths of skipped/included exons

Control I ) — 1
RBP X-depeletion | 1

Length of skipped exons

. Mco-.... v

Number of skipped exons
per RNA-seq dataset

© 00 g WReP T MERD
RNA-seqf#th 7 — 7 70—,
(B) 37/ &4¥EDRBPD / v 7
TIMPAFyELTESE
D3IVVR (Mtsh) cT oV
SENTILHYTX),

Skipped exon length

RNA binding proteins

4, IN—% 2V RO B AR

R=F 2V YIHOBENMB I L ) i—F 2y
IR BWTIKT 3 2 BN SRR 2 e L&
OHFREMFERA 71+ T— 5 O5TIEREEE /7 N4
F— by R EHATE N L =2 T EZRAT
w5,

5. HTRARDD TE IR
BRI & 177 5T %o

6. BEAREEBHBHISOEFEYENERRE
FEER
HADOWBSR DK S5 D1 &) BRSO 2B
Pl bay FYTERZ23FTHLEIE, I
RNVIVAZHEETHI 2 MEL, BFAEWFENZR
VEHBERE D] LR RERI B~ OIS 2 W78 L T %o

7. AlICEK BimE9/N0) 72 MERY — VRS

AIFEEHCCTT I VEBREBEAN) TV NEATT
A AN T 2 P ORREPETEY —VESEE XY F by
TR L A S TIToTWa,

FIFFHERMN

2021 %

1. Inoue T, Ohkawara B, Bushra S, Kanbara S,
Nakashima H, Koshimizu H, Tomita H, Ito M,
Masuda A, Ishiguro N, Imagama S, Ohno K.
Zonisamide upregulates neuregulin-1 expression and
enhances acetylcholine receptor clustering at the in
vitro neuromuscular junction. Neuropharmacology,
195: 108637 (2021).

2. Kawachi T, Masuda A, Yamashita Y, Takeda JI,
Ohkawara B, Ito M, Ohno K. Regulated splicing of
large exons is linked to phase-separation of vertebrate
transcription factors. EMBO J, 40: €107485 (2021).

3. Takeda JI, Fukami S, Tamura A, Shibata A, Ohno K.
IntSplice2: Prediction of the Splicing Effects of
Intronic Single-Nucleotide Variants Using LightGBM
Modeling. Front Genet, 12: 701076 (2021).

4. Takemoto G, Matsushita M, Okamoto T, Ito T,
Matsuura Y, Takashima C, Chen-Yoshikawa TF, Ebi
H, Imagama S, Kitoh H, Ohno K, Hosono Y. Meclozine
Attenuates the MARK Pathway in Mammalian
Chondrocytes and Ameliorates FGF2-Induced Bone
Hyperossification in Larval Zebrafish. Front Cell Dev
Biol, 9: 694018 (2021).

20224
1. Kawamura Y, Hida T, Ohkawara B, Matsushita M,

Kobayashi T, Ishizuka S, Hiraiwa H, Tanaka S,
Tsushima M, Nakashima H, Ito K, Imagama S, Ito M,
Masuda A, Ishiguro N, Ohno K. Meclozine ameliorates
skeletal muscle pathology and increases muscle forces
in mdx mice. Biochem Biophys Res Commun, 592: 87-
92 (2022).

2. Nishiwaki H, Ito M, Hamaguchi T, Maeda T,
Kashihara K, Tsuboi Y, Ueyama J, Yoshida T, Hanada
H, Takeuchi I, Katsuno M, Hirayama M, Ohno K.
Short chain fatty acids-producing and mucin-degrading
intestinal bacteria predict the progression of early
Parkinson's disease. NPJ Parkinsons Dis, 8: 65 (2022).

3. Nishiwaki H, Ueyama J, Kashihara K, Ito M,
Hamaguchi T, Maeda T, Tsuboi Y, Katsuno M,
Hirayama M, Ohno K. Gut microbiota in dementia
with Lewy bodies. NPJ Parkinsons Dis, 8: 169 (2022).

4. Sakaguchi T, Ohkawara B, Kishimoto Y, Miyamoto K,
Ishizuka S, Hiraiwa H, Ishiguro N, Imagama S, Ohno
K. Promethazine Downregulates Wnt/beta-Catenin
Signaling and Increases the Biomechanical Forces of
the Injured Achilles Tendon in the Early Stage of
Healing. Am J Sports Med, 50: 1317-1327 (2022).

5. Toda T, Ito M, Takeda JI, Masuda A, Mino H, Hattori
N, Mohri K, Ohno K. Extremely low-frequency pulses
of faint magnetic field induce mitophagy to rejuvenate
mitochondria. Commun Biol, 5: 453 (2022).

R REE

2021 FE~2022FE

1. HAREBUIZER A CREST H#mystiuminst
FARZIERE N—F Y UROERE 255
a -synuclein ¥ % LR x5 2 BN #E O B 5
OfFI (WFFeRE - KEFEkE)

2. AR S JEROI%E (B) (—#)  AhiEm#
BRI SR SR & SR B R (BF 72K
FH L REFEKA])

Department of Neuroscience C Q_/ O s RN T

11



Department of Advanced Medical Science Q O

12

k. LS L

Division of Molecular Pathology

B FIRBL T B T, A5 A - WTESE OIS R BB LB RIS LT BB 2 A L L7 Tu—
FTHIZEZ 9O TV I, MREMELE X CBRIEFUEY T AZHOTHL NI LA Z € PO
PR THGE S 4 Z L 2SO T T, 4, WEIBRE 2 EME 3 5B ENW Z DR
Az RIS L2nEZERT0ET, 5l TR, PAMBOENNREORY. FHISRELEL T
DEHCIF BB VIGHE THAET 2 BHEFIIRICE H LFREZER LTI, Chb szl
LGB o flse & il #EE b b HELE LTw X9,

B B B

wOR BEAR B
- O - e
B ¥ Bz

HEBE LN

m%E & IMKE
RFEFE  WESE N A Z8E, WRER, IIFA
(S Ak

3T —~ DFH

1. PARBEICHEET 2EMHFMROKEES MY
%‘(“iﬁ/u@fhﬁ@ 2k, HELEERSE D
WZH 9, MEOKRTGZEHED DD i%)‘/uﬁgl_ﬁ
%ﬁ iR (CAF) & 2N oW AT LN EE T,
INFE T, CAFIZIIRREZ MDD . DAMREED
CAF (cancer-promoting CAF: pCAF) & A Al D
CAF (cancer-restraining CAF: rCAF) 2SF1E$ 5 2 &
PR SN TWE L7z, B DO rCAF OEEITAH
TL7e BEZCAFOHIDO~Y—Hh—4r+& L TGPI
7 ¥ —4TFMeflin & Fl5€ L. ZORERE % K528,
XY AET N, b MEAHERA Z FCRGE L Tw
F9 (K1), rCAF & JEE % IS OB & HBI L T
EFE L7 7200 XURETIVORGEL S BADE
RIS T, rCAF2SpCAF ICIRE i 2 2 & b D
MoTE&F Le FAEIX, pCAF %2 rCAF 12 R4 Hiflr
DORFEEZTTOTVET (KM2). RKEMOERIHEZE

In situ hybridization: Meflin (ISLR) / a-SMA (ACTA2)

a

(Meflin = a-SMA )

Meflin > a-SMA

a-SMA > Meflin
50 pm 25 pum
1. E NEPADEEICEETSCAFOZHMEETRT,
Meflin (#8) & FiB8F7 7 F > (a-SMA - 77) 'ig 4«
DIEEICEL > CCAFICRBET 2T HIER I h 3,

WAL % 7280 OB R FEGERD Y BRI L S A
B LOEGRAMBRNEHC I VB E N TE Y,
R FTEBICABE S 2 REMEZHLE L T,

I. MHEFHBLHEMICER LU -BHIERBDORKE
R

Ll L7z A D rCAF I Y 22, .OAER
R FEPERLRRAERE & ORHELIR B TH AT L2 L a%h
Mo TEF L7z ARSI IE ML 2 $IH 3 2 %)
HESFHRE, T bbb RV 2K T 5/l Th 2
WHEEE S b TEFE L7zo Meflin/RI~ 7 ZTLOAR
ERFHET L L, WERAEE M) THLE ] TR
DU BN A TR BERRE AR 72 N 72 0 A2 HFpEF ] % %6
JETHZENFHALICARD F Lz, B SRR
LB BIZE B L. ARMEEML o RREE 2 0T 5 %
THOUBMEE L BR LT EMALTVWET,

I. GPI7 > H—BIOESFCD109 DIEEEREIT
FEZLIRT & D 2R AT A ORI I B9 5 55
F & LTGPI7 ¥ & — Rl D 55T CD109 O #% fE (2 Bl
Do THIgEZTTOTWET, RIELTIX, CD109
MR ICERE L, BMP2Y 7 F v & &I
HMLTWBEZEZHLNIZLTHWET,

Meflin 7
(GPI 7Y h—BIBAF - FHHF)

d x @0
va Q RN\ G------ [} D AE - REF Ty IRV b
%‘"s 0 FAEROHRORE
&
d / HAMEIE CAF (Meflin i)

db
i

\ DAETRD AMB0 (AIBHLF /1K) k&3
M. CAFSiE# CAF O H#E#R
N (4 2020-110560)

P LRIT & 3 B O bt

N
N
N
* N
\
A - MHERROREOET

DAl CAF
(Meflin &%)

PHAH - REF Ty IRAV b
EEEOHROMBE

2. CAFDOZikMzHE L MAARBLVREFT v
TRA L PMEEFONRERET ZHAREED
FEEZBIEL TV,



V.

REEMESHORSR
CNETOMFRICEY FELZAMEMIEDS 5 vid

CAF EIZFEBLY B0/ &5 5 Ptk 2 A5 L.

20214
1

Kobayashi H, Gieniec KA, Wright JA, Wang T, Asai N, Mizutani
Y, Lida T, Ando R, Suzuki N, Lannagan TRM, Ng JQ, Hara A,
Shiraki Y, Mii S, Ichinose M, Vrbanac L, Lawrence MdJ, Sammour
T, Uehara K, Davies G, Lisowski L, Alexander IE, Hayakawa Y,
Butler LM, Zannettino ACW, Din MO, Hasty J, Burt AD,
Leedham SJ, Rustgi AK, Mukherjee S, Wang TC, Enomoto A,
Takahashi M, Worthley DL, Woods SL. The Balance of Stromal
BMP Signaling Mediated by GREM1 and ISLR Drives Colorectal
Carcinogenesis. Gastroenterology, 160: 1224-1239 (2021).

Hara A, Kato K, Ishihara T, Kobayashi H, Asai N, Mii S, Shiraki
Y, Miyai Y, Ando R, Mizutani Y, lida T, Takefuji M, Murohara T,
Takahashi M, Enomoto A. Meflin defines mesenchymal stem
cells and/or their early progenitors with multilineage
differentiation capacity. Genes Cells, 26: 495-512 (2021).
Nakahara Y, Hashimoto N, Sakamoto K, Enomoto A, Adams TS,
Yokoi T, Omote N, Poli S, Ando A, Wakahara K, Suzuki A, Inoue
M, Hara A, Mizutani Y, Imaizumi K, Kawabe T, Rosas IO,
Takahashi M, Kaminski N, Hasegawa Y. Fibroblasts positive for
meflin have anti-fibrotic properties in pulmonary fibrosis. Eur
Respir J, 58: 2003397 (2021).

Kozawa K, Sekai M, Ohba K, Ito S, Sako H, Maruyama T,
Kakeno M, Shirai T, Kuromiya K, Kamasaki T, Kohashi K,
Tanaka S, Ishikawa S, Sato N, Asano S, Suzuki H, Tanimura N,
Mukai Y, Gotoh N, Tanino M, Tanaka S, Natsuga K, Soga T,
Nakamura T, Yabuta Y, Saitou M, Ito T, Matsuura K, Tsunoda
M, Kikumori T, Iida T, Mizutani Y, Miyai Y, Kaibuchi K,
Enomoto A, Fujita Y. The CD44/COL17A1 pathway promotes
the formation of multilayered, transformed epithelia. Curr Biol,
31: 3086-3097 (2021).

Takahashi M, Kobayashi H, Mizutani Y, Hara A, Iida T, Miyai Y,
Asai N, Enomoto A. Roles of the Mesenchymal Stromal/Stem
Cell Marker Meflin/Islr in Cancer Fibrosis. Front Cell Dev Biol,
9: 749924 (2021).

20224F
L

Kobayashi H, Gieniec KA, Lannagan TRM, Wang T, Asai N,
Mizutani Y, lida T, Ando R, Thomas EM, Sakai A, Suzuki N,
Ichinose M, Wright JA, Vrbanac L, Ng JQ, Goyne J, Radford G,
Lawrence MJ, Sammour T, Hayakawa Y, Klebe S, Shin AE,
Asfaha S, Bettington ML, Rieder F, Arpaia N, Danino T, Butler
LM, Burt AD, Leedham SJ, Rustgi AK, Mukherjee S, Takahashi
M, Wang TC, Enomoto A, Woods SL, Worthley DL. The Origin
and Contribution of Cancer-Associated Fibroblasts in Colorectal

2021 FE~2022FE

1.

AMED R HHACAS A BERR AR 8236 [ REREAF 38
(2 & B RS RUNRBE ORI 3 & OEES T 755
HEoRsE W7eEes - A %)

AMED-CREST (X 71 / 34 F 1 ¥ — ¥ OIS
£ 2 S W R S O HA ORI A3 A - [
BB B A A 734 F vy — i OMRY] (785
HE AR )

AMED-CREST (AL D#IE - ABTEHERE DRy 22
f BT 12 & 2 A A BLR D BRI & BRI S — X
DOENH) FMEIE 12 3\ TRLERRE T & B2 B9 %
P/NBRBE O] & BEAAIBH (BF7E01H0 - A 18)
TGV LR 7B i E 7o 7 7 80 — XA i
F v 7 R4 b RHESER R @A O FTE (WF7EfC
£ BEA IE)

HA R & SRARTZE (B) MHEH L o T2 R AE

CNICHLDSAE & AN L 7= ik S8 W #E A 1K (ADC:
antibody-drug conjugate) % %Z 33O TV E T,

Carcinogenesis. Gastroenterology, 162: 890-906 (2022).

2. Ichihara R, Shiraki Y, Mizutani Y, Iida T, Miyai Y, Esaki N,
Kato A, Mii S, Ando R, Hayashi M, Takami H, Fujii T,
Takahashi M, Enomoto A. Matrix remodeling-associated protein
8 is a marker of a subset of cancer-associated fibroblasts in
pancreatic cancer. Pathol Int, 72: 161-175 (2022).

3. Mizutani Y, Iida T, Ohno E, Ishikawa T, Kinoshita F,
Kuwatsuka Y, Imai M, Shimizu S, Tsuruta T, Enomoto A,
Kawashima H, Fujishiro M. Safety and efficacy of MIKE-1 in
patients with advanced pancreatic cancer: a study protocol for
an open-label phase I/II investigator-initiated clinical trial based
on a drug repositioning approach that reprograms the tumour
stroma. BMC Cancer, 22: 205 (2022).

4, MiyaiY, Sugiyama D, Hase T, Asai N, Taki T, Nishida K, Fukui T,
Chen-Yoshikawa TF, Kobayashi H, Mii S, Shiraki Y, Hasegawa Y,
Nishikawa H, Ando Y, Takahashi M, Enomoto A. Meflin-positive
cancer-associated fibroblasts enhance tumor response to immune
checkpoint blockade. Life Sci Alliance, 5: €202101230 (2022).

5. Minatoguchi S, Saito S, Furuhashi K, Sawa Y, Okazaki M,
Shimamura Y, Kaihan AB, Hashimoto Y, Yasuda Y, Hara A,
Mizutani Y, Ando R, Kato N, Ishimoto T, Tsuboi N, Esaki N,
Matsuyama M, Shiraki Y, Kobayashi H, Asai N, Enomoto A,
Maruyama S. A novel renal perivascular mesenchymal cell
subset gives rise to fibroblasts distinct from classic
myofibroblasts. Sci Rep, 12: 5389 (2022).

6. lida T, Mizutani Y, Esaki N, Ponik SM, Burkel BM, Weng L,
Kuwata K, Masamune A, Ishihara S, Haga H, Kataoka K, Mii S,
Shiraki Y, Ishikawa T, Ohno E, Kawashima H, Hirooka Y,
Fujishiro M, Takahashi M, Enomoto A. Pharmacologic conversion
of cancer-associated fibroblasts from a protumor phenotype to an
antitumor phenotype improves the sensitivity of pancreatic
cancer to chemotherapeutics. Oncogene, 41: 2764-2777 (2022).

7. Ando R, Sakai A, Iida T, Kataoka K, Mizutani Y, Enomoto A.
Good and Bad Stroma in Pancreatic Cancer: Relevance of
Functional States of Cancer-Associated Fibroblasts. Cancers
(Basel), 14: 3315 (2022).

8. Shiraki Y, Mii S, Esaki N, Enomoto A. Possible disease-
protective roles of fibroblasts in cancer and fibrosis and their
therapeutic application. Nagoya J Med Sci, 84: 484-496 (2022).

9. CaoF, Yang D, Tang F, Lu C, He X, Chen S, Yang Z, Gong S,
Sun L, Enomoto A, Takahashi M, Weng L. Girdin Promotes
Tumorigenesis and Chemoresistance in Lung Adenocarcinoma
by Interacting with PKM2. Cancers (Basel), 14: 5688 (2022).

Fi 4 & BAL R 0 A PR AR & W RBIC G- R 5 5
O] (e - A 1§)

6. HASAMIRE S Poiskrobise (Bidh) 3SR /
LA R RAE 3T 0 A 73 (L A 5 o0 B 5 &
HEALER B OIS (BFFeREE - AR %)

7. AMED ¥ i9A% A BRI ALAT RS WIEZEH
W50 2 BRI & 9 2 PSR &k (ADC) DB 5
(WFFEfEes AR %)

8. HAAMRE S JEMEHIZE (C) M 231 % BT
WA Ty = A 2 & PR R B AR O] (DF7efaR
oI

9. HAZMIRE S HTH%E MEAMEEICSEY
% 5 RECHIHI P 00 D AE 35 N D BRRE R AT & T2
BANOISH (FFERER - BARZE)

10. HASAHRILS A TAF%E B RIEIC BT B L5k
AP O 77 HAE O] (RFFEAUERE - TINF7E)

- @ OO

<

1

cdical §

M

\
)

Avancec

epartment of A

)

13



OISk

o

A

P

) O

quﬂmaﬁd%dwmwﬂM@ﬂmﬂHﬂwe‘iA.D

14

B BE 7 3 il A 5 5 Op

Division of Molecular Biochemistry
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