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Shimizu S, Nishioka K, Tsuji E, Yano M, Sugano S, Shimono Y, Ishii H, Saya H, Mori M,
Akashi K, Tada K, Ogawa T, Tojo A, Miyano S, Gotoh N.: Addiction to the
IGF2-ID1-IGF2 circuit for maintenance of the breast cancer stem-like cells. Oncogene,
online publication 22 August 2016; doi: 10.1038/0nc.2016.293 (57 % 1K)

5. Sasaki S, Baba T, Nishimura T, Hayakawa Y, Hashimoto S, Gotoh N, Mukaida N.:
Intra-bone fibroblasts promote breast cancer bone metastasis by producing connective
tissue growth factor/CCN2 under the influence of cancer cell-derived chemokine, CCLA4.
Cancer Lett, 378, 23-32,2016.  (F&[FIHfF%E)

6. Murayama T, Nakaoku T, Enari T, Nishimura T, Tominaga K, Nakata A, Tojo A, Sugano S,
Kohno T, Gotoh N.: Oncogenic fusion gene CD74-NRG1 confers cancer stem cell-like
properties in lung cancer through a IGF2 autocrine/paracrine circuit, Cancer Res, 76,
974-983, 2016. (47 B T A)

<ERRER>
EERF=
Noriko Gotoh : “Growth factor signaling in cancer stem-like cells and their niche”

The 47" International Symposium of the Princess Takamatsu Cancer Research Fund : Current
Status and Perspective of Cancer Stem Cell Research

2016 - 11 A WA (FRFFEnH)

Noriko Gotoh : “Oncogenic fusion gene CD74-NRG1 confers cancer stem cell-like properties
in lung cancer through a IGF2 autocrine/paracrine circuit.”



The international academic seminar of tumor basis and clinical translational medicine in Jinan
university

2016 4= 10 A N, " E (FBAFEE)

Noriko Gotoh : “A serine-glycine metabolic enzyme MTHFD?2 is a novel molecular target for
overcoming resistance in lung cancer” 6" FUSCC-CRIKU Joint Symposium on Tumor
Biology

2016 £ 9 A LBifE, PE @FHFEER)

Noriko Gotoh : “Critical roles of FRS2beta, a feedback inhibitor of ErbB-ERK signaling, for
communication between cancer stem cells and their niche during mammary tumorigenesis”

AACR 2016 Annual meeting
20164F9H =a—A—V X, KH

2E%R
#% B #7- : ”Dependence on the mitochondrial MTHFD2-mediated purine synthetic pathway
in lung cancer” % 39 [0l A Ay AW FPRFRT VIRV U L
SR BAR O @A 2 Z 2 08 VIIRIRGIE I T 72 LW 7 e —
2016 4= 12 A fgile (FRFFTEH)

BRI 7 Y v - 27U 2 ARBHRE MTHFD2 (2 & 2 i3 A LI O fERS
BIOE A X R — Ly VRV T A KRB~ LVTA I 7 A
20165107 #5[ (FAAFRET)

e EHLT- © ”A serine-glycine metabolic enzyme MTHFD2 is a novel molecular target for
overcoming resistance in lung cancer”

%75 A AR TSRS U ARY T A TREFEIER & L7223 A Ol
20164510 Hfife (FHFFRTE)

% HL1- : “Novel therapeutic strategies to eradicate tumors by targeting cancer stem-like
cells”

%514 [0 B RBRIEBEREMER T VR Y U A BAEES - HARBKRESZS S
EI R Ny A

2016 47 J1 ARF (FAFFRETR)



BT T o ) AR OB FEEER) MTHFD2 |
FHaRINAERBMTESE Y 29 A
2016 4E7 A EIRE  (RFRER)

BRI - TS ARAMAG 2 B0 & 9 2 28 AARTE IR I HERK )
%515 FIHTH B RRFITE © FehllRkiH
2016 2 6 A Al (FRFFEE)

BRI - TS A, DS A D DS AU BRI HIIE 0D 4> F-HEHY |

%20 B HANA G FREMRIRFRFNES Y — 27 v a v 7 BDARHIRZERIZ L
715

2016 - 6 A K4y (FBFFETR)

% R L1~ : ~’Stem cells, progenitor cells and cancer stem cells in breast tissues”
75 89 [0l H AN W F A ST AR Y T A TN B O/ RkE L & N5 )
2016 4 H ®UAER  (FAFFakTH)

e o TR ANIR ORI HERF o 7 L & ISR |
H A EE 136 MRS R W A FURE R O I EHRE L 1B~ BB
2016 43 A #fik  (FBFHEE)

AR, TR, BTHE Y, SRR 5 39 [ ARSI SES TiREC
B D BT =2 OIEMHALIX EGFR LEAIMMEIZBE 535 k28412 H 2 B (B4
e, N7 4 ok, AR ERE284E 11 H 31~ 12 H2 H) (RAX—FFK)

TR, TEREERE, BTHE Y, Rl 55 75 B H ARSE iR THileE I
B DB T = OEMHEIT EGFR FLEAIMHEICEE 535 ) “FRk 28 4F 10 H 6 B (4
M, RU7 4 ki, WM P28 10 H6 ~ 8 H)  (HEEFER)

PERTERTE © DS SR, 2 b R U 7 NGRS MTHFD2 OREREMAT ] 265 39
b A A FAEMFRAEST VR T LA 2016412 4 Fiike  (RA X —3F)

PRS- DI AR, 2 hav R Y 7S E MTHFD2 ORERERZT ] 2 4 0]
DA EREIsES 2016 4F 7 A BIRE (RAZX—%EK)
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VARFERETE - THIRRS AN 381 2 BERR I SR MTHFD2 OEHITEST |
5520 [BIHAB A TERIBRZPRFAMNESR 20166 H Koy (RAX —HR)

<SEEe>

l.
2.

<
l.

BRI HERFZE B (—i%), H27.4.1-29.3.31, %%, 13,000 T

%R, AMED #HTAY2N AR 2 LA JE 33, H28.4.1-29.3.31, fR#&, 26,000
M
R T, AMED WA A ERAIAEE R, H28.9.1-29.3.31, 3R, 12,000
M
Hki -, AR B (—#%), H28.4.1-29.3.31, 434, 150 TH
B, PRERAOH TSR, H26.4.1-28.3.31, 143, 2,100 T
BRI, AN AR — RERIKFI B R = 77 A, H26.12.25-28.3.31, fX
#, 11,730 TH
TG, HFMIEB (%), H27.4.1-29.3.31, 143, 3,200 T

L EFFE >

HEM—ER R RO RFEREOERT TR MR IS 3 1T DT
- NF-kB D5 EIfiF B |

W EESTRE ESNAEE 2 — IR & B 583 D i A
ot DIRE |

FHFH BT, FREMBE KB bR BT TS A o FEA M (2 B
1% miRNA O[f]E |

InARREAEE BRI TERIRBRIAIL S AR 7 = TR M0 &/
DA |

Professor Anna Akhmanova, Utrecht University, 47 >4  [MICAL3 OIS Ags
AR I 1T HAE

=N R (ESDAMGEE 2 —), ERFIT (BISKRT), Relit—
PNIRF) TS AR el 0D 38 AR R O g AT |

Joseph Schlessinger, Yale University, K[E [FRS2beta %19 5 o 7 F )VARTE
WA MBS, R PERSSIERT TEIE A O D AUipilars 8 5% & 723
Ao TEMEAL O 5y B DA |

Professor Mats Nilsson, Stockholm University, Ax=—7 >, AR DEFE (EZN
IFGEE B —) CELAS AR D > v 7 VR VAT |

10. Professor Yu Qiang, Genome Institute of Singapore

[Patient-derived in vitro culture system to study molecular mechanism underlying breast



cancer stemness and therapeutic resistance. |

1. FEFEEHERSR, PR

AR FL S A i e D s A I M F AV AR 0D /N X 7 A iR AT |
12. Jnfg BARREZER, BRI

[t FELAS AMIOZE FERRIZ 1T 2 08 AURRARIL D AT S ONBRIR B o 77 v & o BREYE
DA |
13. {EEBhE, SRR, SIRRFD AR HIETFEAT

MR#HHEESE MTHFD2 O AERIZE T 5 25%E])

14, JFERER  (BEERRES ) LESEE % —) TE03 A CAFs Ml |
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Research Professor =E SZF42 45 B

N AERHIEBFTEAT Clk, &RKZOEMOMIE T e 7T 5 [BR 7Y =7 M
DXFEEZT T, ER2TEE LV ENANS ) —F 7 a7 = v —% 2 4L,
[EBRIRIERFATIE0 8 ) B O [ R apfifani 08y ) o 2 ek LE Lic, £
NENDOFE T FEREL L O 7 4 AAN—2 2 5E L, B, ELisE,
Ffriite BE 28 L7, BRI IRE & O M AR FERT Hs b O FEE Bl 3412 &
D, SRR 28 FEICIXEEN R RIES N HE I N TWET, £, FRENOMSE
SEE, ThENAET AVILRIZE R Z — ) IZHTE L C, PDX 88X GEM, GDA
REO~ T AT NNERAWEEBENES SO V2 U = v )i SR & fH i LT
WET,

Brax L7z 209850 B O A EE OFFEEELIZ DOV TR EICHRSG L £
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EBRIGE AR T
<WFERAHZ v 7>
FREZ% HE W GUEERFERE S EHERL - FrE %)
¥eftBh F i & [ = Mohamed A.E. Ali
Hitire B B HEL

[ #F 22 #% = )
[T 45 A D SIS EIS D % < 13 FHF T
TX B0, RO MERRIED R
FERRIEN M2 5. Lo L& < OIEITE
D s B B R B R TSN 7 R
EPAT 5 2 L3 LT LISREET, ko
HE 2 FRIT 5 HIELRE STV 5,
EERIARIIZE /T T, b b o> T4 H e
D ORI &~ 7 2~ BFEBAE D =
REMSL, ZNOEANTRED T E
FHIL, BREERA~ORZIEERB LT, 15
LNDIEREEHEEFICETTEDH VA

‘ —> 1stlayer —> 2" layer —> 3 |ayer \

(&% £ RIBREDIEFE T ABAEESZ AV ARERR R

TLADOBFEEZBHE L TWD,
b Rz e R A 5 5 B
<WFRAHZ > T >
R Hd% Nicholas Barker (3> 7778 —/L A-STAR WFZEr « /EHFZEE)
Bh# A E Fnsk FrEBh T i &=
At wive B B HEL
[ #F 28 8 = ]

ARNOMIFRRE b L— o TIERA N J A REEREOMIEBRFIZ I Y, Lars &%
B2 ERaiiao B CEREEC, B A, NN A, LS AL O HIEERE O fif
HZ Bfd, 2Ot LT, fRISHEARR AN O BARE ) 2 420 LT AR RS,
Lgr5 FEHEHifaic L 2 03 AREREE O IHIC X 28 LW A O TR - TaHIE DB~
R LV,

FNTT ) A REEFRE () RAERNOMIRRHER (F) Sdhzbs L, Mk
DAL, IEF B L UOREICR T 5 LRI o BhRaf# 2 B 5 L 72 F7E 2 Hedk L
‘/Cl/\éo
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<WFEREZ v 7>

SO O R

By # HATET, /IMREE, REfH

MR E  KHEAET (H28.10 LV GRERKE~E5M) , BGHETHK (PR PD)
RFBeE

[ LR S TERHE LRRAE]) BRI AAE, 7%, VuT. Ha, @ik

[ AR A IERHE L W55 F2]  Ahmed M. Hegazy

e - BN E Mg E, A

[ oF %2 8 = ]
WMAFEE Tk, OEfia A R - Bl A 1 = X L0/, @7 ARSI EPE]
BIA B =X LOMRAE T —~ & LTI ZED T D, ZIHDHRIZHESNT, O
FHLD AL DT R LT 5,

<2016 FOHFFERLE, EATIRIL>

1) REYE UV — T FNEI LT AR O MR & IREE OB R
(1) AImFHEEHIaORS M « TR MHE SIS OB

mTOR AR 1(mTORC1)IL, HKEF T 7T MG LIEMEE L, BHEKRSS— RV
F—REAFHEIC L > TRAMIBOEEEZ X 25, Wb b AkEEL 7L Th 5,
Fex 1%, LIAMIZ Raptor KR FOXO K~ 7 22 HWZHFFEIZ L0, Bk A s
2B 5 A FEEAEIEL, mTORC] FHEFRICH ER L, ¥, REHKICEL-T
EMAL SN D BAL Y 7 A FIETFE L TR Z R L TV D Z & 2 R iE L
Toe T 2T, BAL L 7 F AL LTCO FOXO (TS %Y T, b ME#EME A fLR(AML)
AlfERK D CRISPR/Cas9 (2 & 5 FOXO 7 7 X U — (FOXOL, 3, 4) OB -i#EL LW
A R AR R O FOXO TEMERRE AN & 2 RBVRMRMNT 2 Fh L7z, & OFER,
FOXO 7 7 2 U —i%, FAEIZHIH L CHMEDALE « Bl B8O &E 2 F7- LT
5T &, RBERAE L E LT AGHEE D A 0 BICERRICEE L T\ D 2 & RV
L7, 5%, FFED7 7 IV =T OMAEDLEEBE LN b, (HED L BIET
BEREFRNT 24T\, RS T OREZ D 5,

—77, Rictor R~ 7 A% WM TliE, mTORC2 DIEMENERE D A IR 155 D
S MEOTEME LRI B W TR TEHEREZHZ R L TNWDL 2 RWE L, &
BT, K7 F D T+ % %412 CRISPRICASY 74 77 U —%1ER L, HERESY
TR V== JEEFERE LT, ZORE, AT 4= AR A 2 1 23
e LTHLNT, AL, MEEZIZUE LMo ERERICH#EGTES 2
EDHIFRSN, SR VIRREED DL TETH D,




(2) BMEMIEE (BEEIE) OARANE - TR mE I S O fig B

JMREEEIZ 35\ Tk, mTORC1 OEADOHIFEE 1-Todh 5 TSCl KEBFEET L2 HW
T, mTORCI1 & HEMALOBhLEZ MG L7z, ZOfE%, mTORCI OIEMETLEIE, Ofif
FERDOTLE, @ by R 7HEEDOIEMEL (mitoDNA 551, OCR JLi#E, ATP #/0)
&L BT, AT 4 TIREECFFTBAEIC X 2 IEERIERED L2 &, BEFIE O Ei
BETTESESZ L2 RNWE L, AT HV, 1,300 FEEEOBEAFRORN T % fF
WLz 24, 13EOELEWCEOTIL, mTOR IGEME(LAIIIC S LT, PUEEL R
R L CWAZEHRWE LTz, FOoHo Sk TlE, 2 hay R TEEMOE
b, BERHEEORY, ATP EABROBHNSBIEINT-Z2 b, I har R TIE
@M£ﬁ£¢%kbfﬁwfwé ExERWE LT, ZoFIZiE, EMT #2951 A

RO MHEELFIZ % 53 5 #H(nigericin) & & F LTV A Z &, PR IENREE Bk v
7”&%“Tﬁ%@%%%%%ﬁ?%ﬁﬂaiﬂf%D SHIWICARRT ) —= T %
e d 2 2 LI2 X0, FHOHR AFIDBAIEIZ-D7273 % AIREME DS R S 7172 (Hegazy,
AM, JBC, 2016),

2) BIMEMRD B CAERMFAE & R A DBIEIZDOWT

& AR O B CEREIE O fRA &2 B 1912, Spred 7 7 2 U — OBEREFRIT 2 D 7=,
Spredl 1%, SCF/c-Kit & & 0 IEME(L &4, Ras-Raf-ERK #&#& 2 EIZHIE = &35
TW5, EMmEMIICBW T, Spredl & c-Kit & 7L & OBMRAEfFMT L7I-FE R, &
Sy MO B OERARICHIET S 2 &, MR RIER Efkx e X B LR
O LTER L, #MiagiE2Mml 7252 L2 RWE Lz, oIz, @EifmEiiaoi
fap KOS, B L5 =y FMlaCEE L LI CERAS N EE THL Z L&
BN LT, F£72, cKit 7 F A OEIZ2IEMHAVIZRDNADRKE & H 720, Kif
Jezlm LT, AR E CERE R A E MO BOCEROENZ RWELTonWEE R T
W5, TOM, FEFEIZHEFEE, mTORCI ORI Bl & 8N AGIE, &t
Y= I L TOA— N7y Il A e e RS, B AR
AT = X O A TV D,

3) BAALET V% T IR E AR O B LR 7 O FFE

SR A O R D B TR JR I IR LS B D B 0 T2 R ET D BB TR AE T L DO
IO HATE, 7 AREIZTE R T A had A MIBEREEOFR K7 4 N —#1R
FTOEREZEANLT L Z A, RHACHESEEEDO TLEITBIE SN b OD, b NEFRKR
A FR S M S A & [RIRR 22 R LI B BRI COBRE 7R S B RE 2 R IIEE S
minol, £I2T, BHFESME TEBI L RTH 50 OEAEA & % 5:1T PiggyBac
128D Tet BFEBIL L AT DEBE LT, 2NOOERMD T OF T, A7 4 T,
CD133 72 L i~ — U —38, ~ U ZER T ONEERRE Z 1ERIC, Ro(bMER
BHERICH 5T 50 TOREEZED TV D, RIFRIC i@,h@%@%@m%ﬁﬁx
LDOMEADFERFET H T EITLD, FEROFHIGEIEDBRFEIZORIT T,
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<FEFmL>
(WFZEEE 1K)
1. Hegazy AM, Yamada D, Kobayashi M, Kohno S, Ueno M, Ali MA, Ohta K, Tadokoro Y,

2.

(

1.

TN
e

Ino Y, Todo T, Soga T, Takahashi C, Hirao A. Therapeutic strategy for targeting
aggressive malignant gliomas by disrupting their energy balance. J Biol Chem.
291:21496-21509 (2016)

(FFHFFE)

Baba T, Tanabe Y, Yoshikawa S, Yamanishi Y, Morishita S, Komatsu N, Karasuyama H,
Hirao A, Mukaida N. MIP-1 o /CCL3-expressing basophil-lineage cells drive the
leukemic hematopoiesis of chronic myeloid leukemia in mice. Blood. 127:2607-17
(2016).

Matsushita T, Le Huu D, Kobayashi T, Hamaguchi Y, Hasegawa M, Naka K, Hirao A,
Muramatsu M, Takehara K, Fujimoto M. A novel splenic Bl regulatory cell subset
suppresses allergic disease through phosphatidylinositol 3-kinase-Akt pathway activation.
J Allergy Clin Immunol. 138:1170-1182 (2016)

Naka K, Ishihara K, Jomen Y, Jin CH, Kim DH, Gu YK, Jeong ES, Li S, Krause DS, Kim
DW, Bae E, Takihara Y, Hirao A, Oshima H, Oshima M, Ooshima A, Sheen Y'Y, Kim SJ,
Kim DK. Novel oral transforming growth factor-f signaling inhibitor EW-7197
eradicates CML-initiating cells. Cancer Sci. 107:140-8 (2016)

)

Naka K., Hirao A: Regulation of Hematopoiesis and Hematological Disease by TGF-b
Family Signaling Molecules. Cold Spring Harbor Laboratory Press (2016)

Hirao A. Cooperative networks for stem cell homeostasis in normal and malignant
hematopoiesis: from metabolism to epigenetics. Int J Hematol. 103:605-6 (2016)

PR B EMAESARAE L Lo XS —BIHEAR & £ O  HARERIR
74(8) GE& 1108 5) 366 (2016)

VRO ARSI 2 A DR - =L X —EERE S 7T RN R
73,461-466 (2016)

<BLRK>

1.

3.

Hirao A: Molecular mechanism linking hematopoietic stem cell aging and
leukemogenesis. JSPS-NUS SYMPOSIUM, Jan. 14, 2016, Singapore

Hirao A: Molecular mechanism linking stem cell aging and tumorigenesis in
hematopoiesis. Duke NUS-Kanazawa University Symposium. Feb.25, 2016, Singapore
Hirao A: Molecular mechanism linking hematopoietic stem cell aging and
leukemogenesis. Fifth JCA-AACR Special Joint Conference on the Latest Advances in
Hematological Cancer Research July.13-15, 2016, Urayasu, Japan



10.

11.

12.

13.

14.

15.

16.

Hirao A: Molecular mechanism regulating stem cell properties mediated by nutrient
signals. 46™ International Symposium of the Princess Takamatsu Cancer Research Fund
Nov.8, 2016, Tokyo

Hirao A: Regulation of stem cell properties by nutrient signals in hematopoietic
neoplasms. 21st Japan-Korea Cancer Research Workshop Dec.23, 2016, Goyang, Korea
PR IAOH ) T r 7T R v 7 LR~ AL S — 5 b DR RIS
A5 C~. BIO tech 2016, - 28 4% 5 J] 13 H, HX

SR S ARG O AT FET74IR] HORDS Ay FARRITRIR R, FR284FS
H31H, B

RS : w45 9 RIFHEE O - O MiEEt - — Tk 2847 A 8 H, K
H

SR E MR ORAE - BB T 24— b7 7 O—0RE] F 10 B4 — b
Ty V—iRgeEs - B 4 EEE (A — T U — ) BEREE CER28 11 A 1S
H, #RER

SEREL : RE Y 7T LAl 5 39 Bl R AR FAEMTFRFES AL 28 F
1243 H, #ik

HATE T, HFHIRE, HNEL, SFEREC Spredi K 5 i el o> H O B
BEAE,  FrEATEEA Tepfiia g e IR BHF O PRK284F1H29-30 H B
HATE T, SAIEE, TS, EEBC Spred” 7 X VU —IZ X A& MErME o B
CAS R RFs S ONEFIHIBEAS, 2520000E mas g mt e Fak284E2 0 12-13 1,
NG RE

HAE T 77 F o BAHFES 2T Lol o B CAE R & 508 A, &R
LS AMTEE 7 +—T &, Pk 28 45 6 A 21 A, &R

Tadokoro Y, Hirao A : Self-renewal control and tumorigenesis of hematopoietic stem cells
by regulation of actin polymerization. £ 39 [B] H A5y 7AW 7P, WAk 28 4 11
H30H-12A2H, Bk

/KRB Z, Hegazy Ahmed M, [LHK#i, FREC MO R LX—RT 2 2D
FICL D7V A—~DEMACEE 2R & LTCIARERTE, 5 4 B A & ARG
Jez, ER284ET A 78 H, IR

Kobayashi M, Hegazy AM, Yamada D, Kohno S, Soga T, Takahashi C, Hirao A: Efficient
targeting malignant phenotypes of glioma by disrupting their energy balance, £ 75 [A] H
AFELRNR S, A28 4210 A 6-8 H, At

<& &>

1.

2.

3.

SR FAEMFIE (A) H27~H30 4 Tepfifa g - MERF D72 D DD AP INER
$2] 8,000 T

VR B i TEpiifa s b LA (&%)  H27~H28 4 Tipfifn—
AV T RHITDREBREY VT IVAT = —H—] 4300 TH

TR HrEsEk (A — 7 7 O—OEFRIITE] (K85 H28~H29



g - bl B i 24— 7 7 ¥ —F = v 7R A v MRS 3,500 T

4. R WP AERAAENIZEREE H28~H30 FE HUH 7T L DR
O AR AR A A ) & U 7= HA S ATRIRIE O BR%E ) 27,692 T

5. FRE: 7Y ARV~ A T —R 274 TS #HE - OBk H28 £
(53 > 7 F 2 K B A s a A s b rEf i o 4y 7558 ) 7,000 T
I R EIRS R A R B B R S SRR Fh S Su B Al H28 AREE 2,000 T
HAT # 1 : BBASE (C) (H28~H304EE) 77 F U EAHE 2N LG
ERRAE OO B ORI RE O fEHT ) 1,200F M

8. _EEPfHN  FUEEMFIT (C) H26~H28MFSE [H (- I 1 & FEHE & U 7= fn e
R —MEOfEN] ) 1,400 [

9. KHEAET : HFHE (B) H27~H28EE [ HfmEiifa o A& LIERIE T
WY T rsg ol 1,500 M

10. (FFEETEK : P28 (B) H28~H304EE [= bk mcGMPD 73 Al fil I 331
DHIERE & oy THERE OfREA | 1,100 H

11. FETHK : BrRIRFFE B8RS H28~H304EE NBINMA— 77V —Ick 5
175 R e I EI R A O 2B | 900F 1

< RS>

N

1. MRS ARAT « AR e 2

2. BAMIFEMENT - miENE P EE

3. IRYENREMENT . EWENRESY: VRIS, EHAE
4, WA — 7 = Y — AT - BB

E4N

5. S MmERHIEAENT © RIRFEREIEET RN
6. T FIVRENT . BFIEFRERY  ERIEE

7. REREMMNT - BERBRY BENRE

8. HIMFEEMIIMENT - R MENE NEFT
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<HFHEAZ v 7>

i G AR
BhZ Yy Lh~v TUR
RrEBh# IS = Ml E7Z4 H~)

R¥EpeA (ELEEFEE)

B B, HH O EA A, & BEL (4 A ~), Paing Linn (10 H ~)
Kulathnga Liyana Arachchillage Nilakshi (4 H ~#f%84=, 10 H ~EH4E)
REFEBEAE (ELRE)

ITiE & (=3 H :%¥) , & o, Nguyen Thi Kem, $iK P (4 H~)
REMER kB E S

[ &F % 8 & ]

t RRAIZEBIT DRV U AN AREE RN ARG T - DAAGERLE 2R
B~ R - i@z, o7V T, AT - BRI ENT
M LRT N invivo « in vitro S AET VR EFHSL T, TN A - 855 « SEAIHE -
AR Z TER T A 2R 0 L IR BT N A T = A YRR TS, ITHIL, RBEB
K OBHHE D AMSIBR T ARIEE S 7T F v — 0B 23 A TEMERE - RO
DO DEIER 2B LIRS EHT TEB Y L0 E S % RB 23 AMHER
T DT 7T v, R, BUNRESIE, =Yo7 v ¢ 7l
IV IAALTE T, Fo, KREXIVIZ. PARERMNZT ) LBEIZER L.
FE DD AN BN THE MBI Z T B EE R T A RET 22 il k-
THT LWOBISEEER) 2 R334 2 BilaG L7,

<2016 FFDORLE., EITRILLE SR DOFE - BE>
IFEHATONMIET D RB RNEHLIL, A = =— 3 VRFCIERLS 72
Ty a IR 5, EBIEEROR L a7 7 2 MIBWT RB ANEMHA(L
VT F = RETHT T —FIC Lo TR TEZDIL, RB DL/
SRR & A NI A v s T A URBIFFEZN T HMINRE~DORETH
>77,

HE MR R T )L DRESE L fEAT

PEAR B OPR%E LTz p537 RO FLIRES R R % V. Rb RIEMEAKIC X - Cihl
SNHIMMIEOH CERTEL VW) 2T 7 A MIEITFDH RNAseq &
lipidomics ¥ 7 FF ¥ — (AT A IV R) ZRE LT, TOREF. phospholipid
DA B3 5 Kennedy cycle & U Lands cycle DL Z R T 7 — X OHUfG & 2D
JRIR & 72D RBAEEMIORIEICRE Lz (FEA, /NEFERS T3 & o L FFID) .
RB-PGAM iz = 5 54k « Bo{bPEHIE

fif kR SR OO HhCIIEME— HIF <° Myc (2 K D EHIH 2 52 1) 72 W PGAM,2 73,




RB IZ X » THEIEHILII S Z & &% D4 11 F (MEF2A,D, C/EBPa,pB,
KDM5A)Z B & 72 L7z, PGAML,2 78 RB 12 X B0 bMERIBE 2 8045 2 & o
AEHL H 7572, RB-PGAM #iili D A B B R OIRRIT L - T, BAMBEDO R
PEDHAE & 72 DG O ORI E T GATEF, 75, Linn, 55— =3t « KKK
& DH[RINFSE)

RB-SREBPs - ELOVL6 - SCD1 £z & 2 i5iiE. D/E D HilfH
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ThDZENHLMNERSTND, —JF, MMP-9 ([Z2OWTIE, AALZEMR T Tl
VY 7a7 77—, MMP-2, MMP-3 72 E\Z X D iEMA LN A[RECH 5 2%, AFRAISR
TR CHI L~V CIEM b 2 BT D Z E N TE oz, £, EER MMP-9 &
TIMP-1 & OiE[E s G OEBMER L AR TH 72, 4lEl, MMP-9 7% TIMP-2 %4
L 7= MMP-2iEMAL & L < Bz A 1 = XA TMTI-MMP/MMP-2 %2 L 0 iEMHEILENn 5
ZEHLMNT LT,

<2016 FFDOHIFERE, EBRIL & 5B OFHE
MMP-9 JEHEAL A T = K L DFFAT
MMP-2, MMP-9 [THICEERTIEME A A Lo WETERA GBEA) & U CERMM, ik
FHUZEBITHFET D, TIMP 34K N Rimffil/L— 7 2 7 U CEME(EE MMP (2]
BTHZLICk Y ZoFEEEET D, IEFMT OBER MMP-2, MMP-9 | ;t%/z
TIMP- 2 B8 L O TIMP-1 & C Kl — 7 #EE %I L T AR E B L THEL
TWo, ZOEIER MMP & TIMP & OBEGIKEROAHERIIES S AR TH -
7273, MMP-2/TIMP-2 A& 1K75 MTI-MMP & 3 5+ EEREZK T2 Z L1k Y
MMP-2 IEHAL S #EI T % 2 L 2 B L7z (JBC, 1998, Cancer Res. 2008) , & {E%!
MMP-9 |Z TIMP-1  EAKREKT 5 Z &5 TIMP-1 % & o5 TeE /R MMP-9 %%
KR ZAE LT MMP-9 {EMA LS AT DAMEES 5 2 LT LT, siRNA 2
FEMT DOFER:, ADAMI0/ TIMP-1 AR IETER MMP-9 OZRKE 720, Z OZRE
IZHE A L2 IB(ER MMP-9 2 MT1-MMP/ MMP-2 axis 2MEMALT 2 2 & 2 R Lz,




F72, MMP-9TEMAGIZ = T — 7 o0k, B4 TET 2 2 & 2/l L7z (Cancer

Science, in press)s

JIP3 |3 Arg & (i U CHENEEE 2 HiliE 32 = LIZ X 0 S ABEMAKICEE G35 -
c-Jun N-terminal kinase interacting protein 3 (JIP3) (JNK/stress-activated protein
kinase-associated protein 1; JSAP1) (L MAPK W A7 A RO G "7 L LT
c—Src/FAK AR E M BEAEAT 5, £72, ARF6 24 L C MT1-MMP OHIFIN R T 7 ¢ >
FUTICHLEELTWDS, JIP3 ORBIZET 2&H 2 HEtd 2R T c-Abl &
Abl-related gene(Arg) 2 JIP3 T v U Uk d A2 2 R L7-. U Uigfkix
c—Abl BEL O Arg OBHEAI Nilotinib 12 L - CTHHE S 7=, c-Abl B IO Arg 1IN A
HFE o> IZR - AR B > TWD Z L h, JIP3IXZ AL D437 & i L CHEEL
RIZBE 5T 5 Z LRI,

miR-133a 3 & X miR-150-5p (2 & % MT1-MMPmRNA D[4

~A 7 @ RNA miR-133a, miR-150-5p @ 7' U A —~<§H##k CTORKBLZ #iE L, miR-133a,
miR-150-5p [L3LIZ 7 U A — <k TORBLPE < MTI-MMP mRNA 8L & |28 AHES
L72oMT1-MMP Z 3814 % 7 U F—~fiifaik U7, U251 Ml miR-133a, miR-150-5p
mimics ZE AT 5 & MTI-MMP HELME T L, H35E, &E®) - B2 sz &
7>5 miR-133a, miR-150-5p I£ MT1-MMP mRNA Z#|fH4 2 Z L1 X 0 2 A0 EMEAL
A L T DRER 1S, e Lo, SR drE, Sabit Je/k & O dL[FEHFSE)
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Li Z, Takino T, Endo Y, Sato H. Activation of Matrix Metalloproteinase (MMP)-9 by
Membrane-Type-1 Matrix Metalloproteinase/MMP-2 axis Stimulates Tumor Metastasis.

Cancer Science, in press.
Sakr M, Takino T, Sabit H, Nakada M, Li Z, Sato H. miR-150-5p and miR-133a suppress

glioma cell proliferation and migration through targeting membrane-type-1 matrix
metalloproteinase. Gene. 587, 155-62. 2016.
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miR-BART17-5p As a Post-Treatment Biomarker for Prediction of Recurrence in
Epstein-Barr Virus-Related Nasopharyngeal Carcinoma. PLoS One. 11(9):e0163609. doi:
10.1371/journal.pone., 2016
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W, TR M=V AR R DL 727 0 7T MRSEOEXNGFET D 2 &
M BNTR Y | O THEOMANERS>OSH D, FaITHAR—E 1 K
ORI a—v AET 0 77 Ailast Th Db/ M v h—T RZFEFEH LT, £
DR T LT 5, F/2, ZOWERTH A=Y | (KEET R b—v
AFHFERBEDOFEIIDRADE, ZOHTHEEIC OV THITrLTW\nWb, 70,
MNAAEREZ B E L TR ZBE T 25810, TR M=V A%
EEADOLAM 0 F—=Y RAEFETLIOTIER, EHONNEANEZIH LN
HZERARME LIEWEBIT> TS, —J7, 734 8 b= ZIZPEV IL-1P DFE
ERFEINDZEDHALINTNDEN, FrxITXEHX I B6 28 IL-1B DFEAZ )
HTHZE2RHEL, ZOAD=ALERHLNT LT, ZORREEGHRCITHESD,
BFRLT,

<2016 FFDOAFERER, EHRKE NEH O HE

1) 7318 h—3 2RD5SFHEREDIRZE

T2 1 TFFEMEIZ A 7 b= A& T NOMO-1 b b BAEREE [ My ARk 2 v,
ShRNA 74 7TV —RA7 V== 71280, O/ M1 h—T 22T F R
R FPYST) DB 2 FE Lz, S 612, HEK293 Hifuz 7o is 1
&R EBR T, PYSTI @ N REN D A =¥ 1 LHEERT2 Z &2 /A
Lize BANR—F 1 EHAEAEH LRV PYSTI ZRIKZER T2 BT, ZDMHE
Wf%ﬁ’%mbfw57°/M&:yﬁl~&~y:iv~°ay?mﬁw
M2 5 & RIS T I 7 CREKRTFHEKIRESZd% & o L [EFE) |



BFE 47 DETOT T = U EBREIT T2, ANAEICKDbILD PYSTI BRIk
BRI 5T, Bl EfiE | PYST SCARHGE FirB L TirEd % & TR d
BEEFTOT 2 B R & L7- PYSTI ZRAEA2(ERIDTH 5,
— 07 MO T N—T B ESE . Gasdermin D & MR HAEREREN DR AN
T AN—E 1 TUIWr &4, 20O N K AHlaficflzEm L, M1 h—v
EHET L ENME SN, A%, Bx BEE LT PYSYs D/ A 1 h—
VAR HEEEMEIAT S L & B2, Gasdermin D IKIFME NSNS B h—2 R LD
BE LB ST L2y,

D HWANR—=FALZEBTRIF—VRADFEL ZOBFERBIVOESE :
Gasdermin D K~/ o7 7 —| %E%A%DF~/2%%WﬁKiéﬂ%

FEDNOT DNTEEIET S 25 MHPEICIEL 7R & 72\, Fe & 1% Gasdermin D K EEAMAE Tl
T AR—E-1 {FEHALRT R N—= RAE2FHET L2 R LT, 2O R
F— AFERE OS5 THEFCERIZHA O TIE AR L, BIEZNS OfFEH 2R
FrTCND, ARIE, HANR—=BALIZLDT R = AFEEN D A —F3 [TRF
THZEEHOMNI LT, £72. BAB X OO T 7o B30 A —83 0 Lo
VI ARES & UCARMBSEIZE G5 Z ERm Iz, A%, AR
—¥-1 B Bid & T 7T OIEHALICEDL T 25T 5, 2, AR
IC B W TAEF « JBROSIE T T A S—P-1 FEM TR F—3 22 23
fazRFE L, Z OMIEREDOERE WO NIT 5,

3) BATBRITIIT B B AMBIFEDORRRN THRITEH 2 2 EEOH

T A= VEAEME A 8 b= 2B X O Z8—F 8, HDHWEIH Z—F 9
KAFMET AR b — 2 R &8I FHE L 5 2 M MIark 2 83 U, JEg el 5
IRB N ANR—BIC L DM A HE LA, SO IRECIE I & o
L VIS L AR D 21T - TV 5, TSI T T VISR
&Lfﬁ77w7\/%%ﬁféHH%%%%wfwéﬁ\%ﬁﬁ@ﬁbt%
JAERIX OVA DB KITE B TWAD Z ENHIA L, 2 T, OVA Ba1D
%ﬁ%%%boo'éf@ﬁ@%%ﬁﬁbﬁb/F%@ﬁﬁé%%ﬁbfwéo
WEAEEEVERL L2 AIRR Tl 7R b= 22 FE LB AICH, (M a h—
VA B HE UG AIC X O BRI R 2N %éﬂé EWRB I NI,
TICER LE LM T, BIRFSR TIEn En e nienn s Z OB A H
ﬁéhfbéo%%m\@FW&ﬂﬁ%@%ﬁ&&#%\ﬁ%%%ﬁ@@w#
PUBS S Z NI ED X DT ET LN LTz,
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FEMS Microbiol Lett. 363: fnw163. doi: 10.1093/femsle/fnw163. 2016

(A AR
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HGF IZ MET Z%&A & L, #fa - #lEko 3-D BREESCAAE, g R aE
TR O HA - (REAH S, —J7, HGF IS AMND 3-D 2417 2 e A it
MRS, DAEREE, 0 FEMEICT T 2SS 35, RLEIIS AN ERE 2
I L7223 A TEMEAR 72 & QNS AR B2 381 D HGF-MET 2 O E 5 & AEKIZ S 7e 8
% IS 2 OIS ED TV D, AR, (1) HGF ISREG T DR ERERIR 7' F R & |
51, HGF [HEDIEAA W =X L ZH LT 5 L L B2, HGF-MET #8A/EH DA
EEIA 2 HiE L C, M b D720 DA o X —HIRO B, AFM (2 X B it % 366 L
700 (2) EMERANEIZIB W T, MET BELNS MBI TEMEEL R-T L L big,
i B AR CHEE Y72 MET-low—MET-high Z B LN & Hi4E % 0 LB E, s
%, SHNMEICRB T D EEEEOSRIEICEET 5 2 L 25T L2, 3) RNA ¥
A IV ADEI 2 BT 5 RIZIBVT MET S HRGIE I CHERBEAHE S 2 & %
BH & LT,

<2016 FDOWFFLAE, EITRIL>
1. HGF BHERZRERAIR AT T R DA
HGF (25 A - BLE T DRk ER IR~ 7"F K (HGF-Inhibitory Peptide: HIP) ZHtf5L 7=, HIP
I% HGF |2 & Fndt: (Kd=0.4 nM) 1245 A L, HGE-MET & FE A A{E 725N HGF
(2855 MET {&MEAL &2 FL5E L 7= (IC50= 0.2 ~ 5.0 nM) , HGF % o $472 5N B #5720, a
81, B 1, TNETND MET ZBEKRISH G5, 77205 HGF 1X 2 2DAF—T = —2R
ZI LU TCMET IZHE B T2, 0 FINRAL & W= fi#NT) 5, HIP 13205 MET fE &1
B —T 2= R FEE LW —0, TuAT Uo7 U MET ZREESEETLZEN
DhoTc, £12, HGF 13 single-chain HGF (scHGF: ARN{EMERY) &L TRIRSMZ /3 iS4,
D3 AU NER B C two-chain HGF (tcHGF: 1&EMMY) I2 8 #aX 5, HIP 13 scHGF IZf5 &8
9, tcHGF |OERAIICHE A LT, HIP & HGF AR OHE A & it 2 b Tud,
2. FEMEFEAANEIZI51T D MET 52 25 AR8 BiL oD b g M & i R M il A8 D AfF 58
EHREMEAT ) —~ iz T, 588 - ISR D MET SRR EFRZ TR~
MET %3175 B16F10 #1213 MET-low/MET-high 7Rt =L —3a MRIEL,
MET-low (X HINEDEIR FHBL, ~TABMET L COIERRIEREREiEZ R,
—7J7, MET-high ffIFZAT = FEA, @ISR REA REEE L, MET F8ELHHIZ L it



BN ESNZ, $72, MET-high H3T% Y — 2% 8 57 5L MET-low #llia o fififiz
BAMEESIL, MET &8 %Y Y — AR 5302 BB o7, SHIT
MET-low i@ %1% MET-low & MET-high #ila 34 U5DIZ%f LT, MET-high 7>5i%
MET-high ffAD AN LHEEBIZ, MET-low 725 MET-high (ZEHZ 10, FEERHE
(R Rk ot 2 b LT, LA EXY, MET-low—MET-high O H AV IC L -
TAZ ) —~ I EFINIZ MET BB O 2404 T, MET BBLOFEDS, SRR RE,
HRBMEICB W TSR IR 2 A AN T E RO 125 2 6T,

3. MET %ii\bf: H SR % Hl i O 9T
HGF-MET>2 DO 7=/ A B EE I8 572012, 7/ ARESITZ AW, &2 AUH
SRR IZ BV CMET KR A I RR 2481 37 L 7=, MET AR IZ DWW T, B2
SHRNACTHDpoly ICEHINENIZEALTZEZ A, MET%E‘EE%EHE@T HAD) CIEH R
S LU CORIEMEF AN ALTNF o DFEAEDNEIINUI=DIZ% LT, METX A1
TIESTENFE AR T LTV =, Poly ICOAMAE PN E AR, RNAY A /L A& Y%
%S%ﬁé’\]m&;@zb‘( :»5@ ZOFERIE, MET A LRI )ET A MRS T D B SR ea s

RICBWTEHEREEZH S TNDIEAREL TN, HIREE RIZEBITAMETO

fx%lu_owf 34 <$&ﬁb75>é¢< MET KB~ 7 ADfEHTHE R0 B OERIR T — 412
BNTH, RNAY AL ZEGLEMETA S OO D H0 FUTFEIELZR U,

4. HGE-MET FZ Ot &E L mfl
HGF-MET fH AR OREREIL, R AL O B E N BHONCENTWDL OO,
EIREL TR THS, HGF 135G L2306 THEHEL WXL R ThHZEMND, £ /71
—F PR EFE AL DT D DA 2 —L U TR 528035 2 Hivd, HGF 12X T
TEN—TDERHE ) a—F VR RIG T 5L 861, two-chain HGF (i@ IRAYIZS
BT HE/7a—F iR ERIF LT, ZivsiE HGF $3E HHVNT HGF-MET #H4& ﬁ:@
fE e LSO IE AT IS &5 265, FT2, B BESESE (AFM) 12X %5 HGF-MET
M AEAEROfENTZFZhE L, MET MBS A1 OREREIZ DWW TRz 725 A B L=,

< SHBOFHE >

1. ¥EAY) 72 5 295 HGF-MET % [HEHI B84 28: HGF 21K, HGF 42{&& MET
B EAER O, Wb R THY, 2S04 S AT <0 518 77 TEi% S
(AFM) (285 HT 2868, HGF-MET filffl O & HAE 2 o023 %, £7-, HGF fHE
RPFRORyF L THEEZ SN, HGF FLEC S D5y 3% TS,

2. BRI HIEENZ 31 AMET OMEREIZBE 3 D128 MET KABIK TCOMETR A1 28 BLAK
(XD AR R BRI Z XD BRI RICBITAMET DI RE R Rl E T 5, Flo~A7uT7 L
AFENT°MET T 27 F MEZERRE DT 211582012, 774~V —Hlfuse, eh
iPSHINE A S D FFA a2 FI VN CARBRAY 2 4 MR A MR EE D,

3. HGF-Inhibitory Peptide (DA A— :/“/7‘23% HGF-Inhibitory Pepotide <> MET & &7 5
REAA— 27—V EL T, in vivo (28T HIEMA HGF (tcHGF) O i, HUiEEAEH
@ PK/PD fi#fr D %,

4. N T HGF OAlp%: MET fE GBI~ F R BAIR L7 A T HGF (N L MET 72 =A})
DN TRIIEHE D E N 2 DDy, FERMERBO 1D, FRHEETT V&2 H W TR - f7
M LBGEZMRGET D,
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HFRIWFIEEHED TND, RIGDA D7 IREEFZR R IR N 7 &R E D S F NI D
LRI FECHN LR R FBE D P SERR-E S L CTHEREL T D,

1. KIBDSAD Wit AT FEH>DIELER S A D53 FIREFZRV RO FE~D T 71

Wt DB AACNE A EZFLAET D726, 2000 FR1E L0 KIGHS A OG-8 T55 /7 O
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(1) Wnt #R & & AR 53 FOE R 236 1T DI FLAE A IR IR (nucleoporins: Nups) DFEH] :
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Teo RIBDIAAFFEENATL T, RPN, BV, TH ks - 05 - R AR5 FY,
GRER KA EFAF TR 8 LHEHEL, GSK3B D I8 ASFR BEMEEEVE ] I AR
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BT, EITHR KRGS A DL FRIED R TR T %KLL TD LINE-1 AF/LED
HHMEZIHGNZLT, #1172 (BMC Cancer 2016)

4. e MHLE 2 AR S E TR b LA 0 A

IS DAY FHIENT CRIEE SN A BLR A FFR O B CRGEET 2 H YT, TH{LE AR
e IR D FEREE PR EL T 2008 D ARFHEAZFIAL, 2010 FFIZZOHEL YL
FTE RS AU R Z IR L THRAEICE > TV, ZOMBREIRAZS SICENA O L
HEAFFEICED, BRASCKENANZE TS Wnt #2EO 55 195 BE R (Nature 2006,
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L KIBBANCITD B-HT = R I E M T DR A RIR T O R ik RE
i

fFFER% e 3,510,000 H

.2015—2018 4R Bl 2af s EewliBh 4 GEARAFZEA) FREE 5 15H04928

K IER (FR22), 1E30>(44H), TR Fllpk i)
SEE . SN A H AREERS - TR T L D B % 2 LA B L 3 RS DO BT
WFget gy 41,000,000 [

.2015—2017 AR Bl2aff s g aiiBh 4 GEARAFZEC) 3R 5 15K09051

IR R (103R), AHEvE A (50H), PR FI Bk GEEE)

A BN AUBNZ K AWEDS AR B D IR A5 D 57 T RS DR B & 03 ATRIE A~ D)
H

7% . 4,810,000 [
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9.2014—2016 L L@t 702 4 Bh 4 GHAEMFZEB) ST 5 26293322
WY (/R PR Bk GELEE)
MR R T VR DY a= s IS KD IR T U A — < 26 D H B L SRR 1 0 HA i 5t
WFZefeEr 12,160,000

<BEEFMEE >

(D) TR (ZAFL) 2016 4F 4 H MENE NG TBES S 730,620 [
(2) T8 FIpk (2 A4L) 2016 4F 4 H MEEANA R TRIES 2 300,000 [
3) TR FIpk (2 AH) 201645 A #7707 223,039 [

< L[RIAFFE >

[1] 2016 A AR K 523 Aot R il A 22 iy 2 [l 2 (— %)
NI TR (R B RIERE R, TR FIIER, 132> (474H)
AR B- T =2/ Tef DERGAFE) CRD-BP D4y -5 BRI REME & KR53 A BE D B 58
fig M
FZEREEr © 500,000 H

[2] 2016 4EJE 43 IR K508 AU I EAF 22 BT 2[RI 28 (— %)
IR R (R, BRERKRT), BARER, T HIEL, 130> (GrH)
AR A = — D 5y IR REE I LD D ATR L D BR
MR . 500,000

[3] 2016 4F & 4 IR K208 AU E AT 28 B 2[RI AF 78 (— %)
PR BG1- (/36 UM R R F =R 2 —), TR AL, 130> (4rH)
LR - FERE R el D A LA P i B L L D 9 ER RS SE I P D i Y]
7R E : 500,000 [

[4] 2016 A AR K523 Au it R il A A 22 pir 4 R 52 (— %)
EATEERRR (/3% LB RSR) , HAREE, IR ARk, 130> (55H)
SRR BT SRR T 2 DT RIE S A DB T AT X AREEE I L OV - R
i B
WFZe gy . 500,000

[5] 2016 H=8 4R K503 At R I AEAIE 28 BT 3L [RIAFIE (— %)
AR —2 R THERT), T Rk, 132> (5348)
PR s c-Myc filfHl, DNA HEEEE ., AHENICEID FIR 1254 B LIziE bR - BEHR D A
D LWL R I OVEFEII A A TERED BR %
FZER%Er : 500,000 M

[6] 2015 A SRR AE R I 22 AT 36 R 28 (— %)

WA T (R 2 ROKEE) , PR AR, 132> (O34H)
A KR D GSK3B AR & T D HTHIRIRIE DB FE L 53 T AN =K 1
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WFFEREE : 200,000 [

[7] 2016 H-FE IR K ZEHS At i I 92 FiT 2[RI 2T (— %)
BORENE (R, &IRNKT), BRCRER, SARE T, I Rk, 130> (54H)
FRRE : PEDS A TR IR T L A B M R P JE 1SS 123510 % GSK3PB/STAT3 XK DI HE
fiEHT
7/ % 200,000 M

[8]2016 45 AR K20 A R HIEF SR AT 26 R 28 (— %)
d L (R KRR R RT) , IR FIEL, 1320~ (434H)
AR « BRI o3 D BEAF 3K ER ) GSK3B EEAVIRIR O ST
A gEReE © 200,000

< FFEFHIE>
2L

<#H E>
BT
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WRES ) X 7 AW B

<HFERARAHZ v 7>

Hfz . 2 Bh# - OFIE
BhE : B E HHEMEE /N R
Kebed (L) Sasithorn Wanna-udom

[ #F 28 #f = ]

EANCOFIRBERRZ T E Y 23T 4 v 7O RE X, & FONA THE
ICBERESNTEY, ZOMEMHE O NATREOH -2 e LTERASATWY
Lo BT BlE, U b B A NVARBPRERE N AT T IV~ T A& AW T2 HR S A B EE
TOBBND, BEA R DATIALEMIZED DN T2 Z5IFEE L, DAREICE
T AEBEMIT L CE e, ZHUETOMPTNG, Z6DORFIE, 2AFMIEOHTHE
72T, MBOES) - =28, FR-REERE (EMT), JEAIMTERERS, @60k
HERF, (KIRRINE R LY, DADBEMEROSESERAT v ACHEE5T5 2 LW
HMTI- TE T,

< ASEEOFFERE, BITRI L 5% OFHE >

1) 2% ABEEGE R T-EEA IMIDS 1 p53 Ot LWHIEIK 1 & L CHEET 5
TEY 2 XT 4 v 7 HIEHKADOOL D IMID5S ORERERHN AFRIEIZ I 1T 5 2 E| % fiF
3572012, Tmids BT KB~ T AZER LTI LTS, Tmids / v 27TV
NMERTIE, DAMEIERTEEY) p53 OFELE D& DIZZEIT DS, p53 H3HR Gl 1)
LCW5D FHtEAEG B (p21, Noxa, Mdm2 72 &) ORHENE L L L T\,
DA AT = RN T AE R, IMIDS 78 p53 EFRAAERT S Z ik~ T, ps3
DIEHPBIGEFE~D Y 7 — N ET 5 Z LR EnTz, T72b5, IMIDS I3 ps3
DR G HIEHBERE 2 FHERIIZ = & b m—) L9 5 81H p53 HIMEHIAF & L C, Mo HEsEc
G322 Rbholz GRXl), SHICHEGIE, BEEEOEWRY TV T
o THRIFLA AT IMIDS OFEBIRBZE RN T &0, FS AMIREE IR R R X
STREDIHSND Z &2 WE LT, A2 AMIEERT IMIDS OFRELE ) v 7 &
v hE, DABIEREOMEEETHAT 0 TORKEN LA T2 s, Bl
1E, A DOEMEREIEFLICBIT D IMIDS O3 %% & = OERERIZoW T
MraedEiTL T\ 5,

2) HABAMBLD A7 4 TIEKRAECHI B EERE A 6T 5 & A ko X FALEESE



DOTIL DM

txk/f%wm%%anL , YL REREE 2 5 A IR OFRIEICR 595 Z &
WA HILTWD N, BEERA #5&“ NEHEVRESNTWARY, =BT, AU
DA, FEIZ F)7W1ﬁ747ﬂ%@hf DOTIL D& E L TWVWD Z & &2 RV
L7c, 61T, DOTIL OREFRBUL, FLOSAMBIRD X 7 4 7 IR C I E B RE
EASEHZE, —F, DOTIL O/ v 7 X7 0%, TR EEKTFSEDZ &N
o7z, DOTIL BRI K> TREGIE SN DIEHELR OO b, DT I BT
I HKEEBBEFE BCATL X, ZORERIL /) v 7 X7 12K - T, DOTIL 35| &
T RT 4 TR EECMIERRE O LA b E X v AL TED Z END, DOTIL O F
MCERATAIEERT 72/ X =T THDL I ENRB IR GaxX 2) . £z,
DOTIL B#3E7%MERLE A EPZ-5676 <° BCATI E% LA gabapentin 2%, FL2Y AMIAER
DOEMIE L ENREZ T D, 2 ORLERIO N AEE~DA % B
Rt Tth b,

3) k- (EMT) (281 2 E#HIEa— K RNA OH L &E

PRC2 (Polycomb repressive complex-2) (%, B A~ H3 ® 27 FH D Lys (H3K27)
DAF L ZEH I BEESKTH Y, EZH2 A FbEEFE B L O SUZI2, EED,
RBBP4/7 D a7 2 U iR— 2 BRSNS, FAT- HIX, H3K27Tme3 EAf 2 78% 7
% EED &, PRO2BEEKREZ 7 u~T Nz 70— b 25&E2HH> 7 789U — I%
JARID2 23, MAMMIEO biZ - fEEaRS (EMT) (CEE/o&E 2 -3 2 L 250
LC& 70, 2B DORFIE, TGF-BRIIZ X 5 EMT 7' v & X TEHZ| _%\éfﬁm%éh,
TORBLE ) v 7 X FTHE, EMT O#TN 7 0y 7 Sivlz, ZORKEIE, H3K27
DA FNALHIEH O R F 12X v, E-Cadherin 72 & LR~ — 01— ua%@%%%ﬁﬁnﬁél |73
Ty IR TH Y, PRC2 OHEREN EMT & n 1387 0 77 AITHiD T
HECTHDZ EIRENT, 72, JARID2 OMHIFEIOA T, PRC2 OIEMNEA
F~DY 7 )— L EMT ZFE Lo 7=Z &, TGF-PRNKIZ k- CTiFE - 3%
PEAL S DA S DR FH PRC2 DISEEIC KB TH D Z DRI SN, &KilT, 20
K1DOF N7 E LT, EMT 2> TREFE SN EHIE=—F RNA THD
MEG3 Z[RE L7ze MEG3 ./ v 7 X728V, TGF-pAE EMT 1271 v 7 &4,
MEG3 O RK&EHEBLUZ LV, PRC2 O & ER~— I — B OIS ELINGI 2355
BIXNHZENRDbMhoT-, £72, MEG3 (X JARID2 LB THZ EmMTEDH L,
T X > TIARID2 & EZH2 OHHBAEHZHE®RT 5 2 &, S HIZENERFO%
BHIHEIR D 7 v~ F o ~O PRC2BEFREAIROM AER Z MRS 2 Z LR E
77 Gh3), 2hHDOfERIT, EMT O EY =37 ¢ v 7z, E#iFEa
— R RNA 3O R EEI 2 ) 2L 2R T O ThY, S HICFHEMRA N = 2%
fiftT LT\ 5,
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<FERHIWL>
JRE

1.

(W78 F21K)

Ishimura A, Terashima M, Tange S and Suzuki T. Jmjd5 functions as a regulator of p53

signaling during mouse embryogenesis. Cell Tissue Res., 363(3):723-33, 2016.

2. Oktyabri D, Ishimura A, Tange S, Terashima M and Suzuki T. DOTIL histone
methyltransferase regulates the expression of BCAT1 and is involved in sphere formation
and cell migration of breast cancer cell lines. Biochimie, 123:20-31, 2016.

3. Terashima M, Tange S, Ishimura A and Suzuki T. MEG3 long noncoding RNA
contributes to the epigenetic regulation of epithelial-mesenchymal transition in lung
cancer cell lines. J Biol. Chem., Nov.16, Epub ahead of print, 2016.

<ERFER>

EFRE R

1. Suzuki T. Functional characterization of histone methyltransferases and demethylases in
epithelial-mesenchymal transition of cancer cells. The 10th AACR-JCA Joint Conference
on breakthroughs in cancer research: from biology to therapeutics. (Hawaii 2016 42 H)

2. Ishimura A, Tange S, Terashima M and Suzuki T. Tumor Suppressive Role of IMJIDS5, a
JmjC-domain Protein, in Breast Cancer. The 5th JCA-AACR Special Joint Conference (¥
12016 427 1)

EWNF=

1. Suzuki T, Ishimura A, Oktyabri D and Terashima M. DOTIL histone methyltransferase
regulates sphere formation and cell migration of cancer cells through BCAT1 expression.
7508 H A R IR S (BER20164F101)

2. Terashima M. FZIEEHRHICIIT 2R Y 2 — LB EAPRC2E T Lo
= 3T 4 v 7 R, 3Rk v = T 0 7 AR (FH20164E11H)

3. Ishimura A, Tange S, Terashima M and Suzuki T. ¥L723 ASEMEAVIZ BT 2 IMIDS D%
& H3m AR FAEMFRFER (BR20165-121)

4. Terashima M, Tange S, Ishimura A and Suzuki T. _FfZ[RZERHAIZ 35T 5 PRC2IER

AT A 1 = KX . 5390 H AR AW FaFS (Fiik20164F12H)
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1. &ARMEZ. UA VARG E N A. GIRKFANBAGEEET DS AFIE O FcaifR ) (42182016
F6H)

<SREe>

. SCHRFFA R P e MBI &, FORFE (C) , F9EEE ks, 1,200 T
FeiEs AL BECRIESNTETE Y = X7 1 v 7 I 12 L 5 7R ERIE A
7 = R N DREHT |

2. SCHRF AR PSR MiBI G, BHFE (B) , FENREKRE FHE, 1,900 M
WFFERREA | R EEERH (EMT) A3 2 REHIE = — N RNA OHEREMEAT

<R >

1. BRE JE— FiR BEERKFMAEDTFEE ATLREETT L~ U RCBIT5
TV DA ORERT

2. Al FRES HR  BAHKFE TR CERE TS HS A ORI &
LIzt 5> = e ) DAL OfiFT

3. AR E OB KR LERFRFLAMB LR DAMaO B H3E
HRHAIZIS 1T D B R b 2 A F GRS O kT
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FEE N FRIT 52 5 B

<MRREZ T >

= Ky HT
HEHFZ K2 Him FEER#EdR  KREF AEER

(H28 423 A i) (H28 4E 8 H i)
i PR 2% EH AR i Al I ]

(H28 %27 H £ T) (H28 4F 10 A2 %)
ERRHEHZ  ILE R By # Ir 2

(H28 4E 5 A i) By # Wi Az
By # BAR K By # b Fil

(H28 £ 3 A b) (H28 4E 11 A D)
FeTBhE  JEE —F YT s

(H28 #£3 H £ ) (H28 £ 4 A 5)
= B BN HER = B KRE B
FHTBh T  fEH FE ELufsEE FHH 71

(H28 & 1 A D) EtuseEe £ 2l
FHEMER AR ET FHEMEE NE T
FEMEE FH O BEHE

[ #F 28 8 2= ]

N PARIR DO R OBEREL, 58 & FRAIMYETH 5, BFFEETIX, AN A
2 U & T DEIRMEBTE N AT DN T, BRSO O 7y T8I fER & Z i o0
72 TRERIRE B R B XL A O wiRICHTF 2 h 7 v A L—2 3 0 —F
ZIT5 TN D, FRCOBEONASETIRKASE 1 fLORN AN T, EEBER %
RIEF v —VHEMRK (EGFR-TKI) M0k L OVREIEMHEN. = Bis Lk
N ZZE T TR Z D TS, S4EEL, EEEE CICb FiF 72 BIM Ein £
WZHEEIR L 72 fE O ik 2 BRIz B A b L7 & F UL EESR (HDAC) BREZRJFHIC &
% [ERT £ ERER (VICTORY-J) & RET @& B Ia TN A 27 V7 F =7 TIHRET 5
% il 3385 5% (ALL-RET) O JE (18 Gk 2 ke L 7=, FEEEAFZE L L TH, KRAS i AR
EMLA-ALK i 23 Ao D 53 T 12 BISEHRHTNE D 47 T H8AE 2 fR BT U7 7Rk 2 4208 L 7=,

T, BEHAMTHD (DAmELEREE 2 —) 24 Al IRABZ—) &
LIAETE L, AkB L OARBEEREOBRICINZ, AN AZEEEI SRR TH 5
BIRKZEMBIRE DN AVERO T E LT, (LR, DA, DSBS, 23
E7e EOHERD - D DIEE 2 H > T\ 5,

<2016 FDOIFFERRFE, EHRIL>

1. BIM #f&+ZRIHEIK T % EGFR A2 A0 EGFR-TKI fiftE&2 R Y A% » |k
OFH TRk 9 20158 - EGFR ZEMA A6 BIM ZRGHEIER 2 A 7V —= 7
9 50F9% & L C PEOPLE-] ik (21 Sk O L sk LRMFIE) £ L Ckh, F
% 28 A 11 A KBULE T 506 {51 & 85 74 151 (14.6 %) @ BIM 2 G MERE B % [F & L 7=,
& 512, BIM 845 EGFR ZE B ifiNS A & k5212477 + F =7 & HDAC PHEZHK (R
VA% N FHOZEMERFT 52 LFEE 1 FHRER (VICTORY-]) %
EANEEIRER & L Ok 26 4F 6 A GBIAE L TRV, PRk 28 4 11 A 30 HEUE
LL3 (ARY 2 A% N 400mg/ H) OIEEE 4 BTV, RRMEREEZIRE LT,
(TN, A, PELL, [WH, KE)
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2.

4.

RET BB E TN ANCKTT BT Lo F =T OHF M & 2T AL
RET @Bl r2HT 2B A (RETHNA) I LT V7 F =7 OmEIGER %
HF59 R =8 E5 (ALL-RET: 25 U1 #HEAER) OiRER)E 2 2016 4= 1 HIZH L, 2
A X VBBREZBG L, &5I12, S AXTIZE IHHRBRETSZ%ETL, 7TLZF=
T ORKRMNEEZRE LT, 9 HLVE 1T HRBRESZBEE L, (TN, &K,
PEL, [, REF)

. KRAS Z& B 25 A KRAS 258 B 23 A2 %) L MEK & — B HEIK DGR EER M T

TWABMN, TOWEIIBERTH D Z ENHAL ML 725 T D MEK PHERKE 573,
T = Ry TN L TR KR T —E 2 EM L L, MAPK o 7 )L % BE
b5 EEHLMNI L, &6, IEMEIES D RRITES O FRRZERIT
WRHEICKIZE L TR Y, bR Tl ERBB3, [MIZERAEE Tl FGFRL 25B95- L T\
oo ENZENOZRHFARESR & MEK [EXOFRFEEOAEIEE~ Y ZAET LT
FRE L7z, (AbFk, K32, Igw, BN, RE)

ALK Jifis AUt © ALK @A i s B2 A (ALK ifiASA) (LT U Yy F=7
ITE W PR VR 23728, 1 ZIEFISN e S TEZ S LT 5, DS AMERRZR
~ D RAET)V (invivo) \[ZBWTZ U Y F =T IZ0M: 2 A L 7= ALK fifi2s AR
IEAT L, FO—E) EGFR ligand @ 1 -2 Td 5 Amphiregul in 24 fF L Tl
LTWAHZEEZELMNC LT, &5I2, ZOMmPEMAEIZ e LT EGFR BLESK L 7 U
SF =T OUEHIBRENEN TH D Z &% in vitroB X in vivo DEBRR Tk
L7z, &0, N, f&Hl, ik, ILH, KE)

<&t DOFHmE >

1.

BIM £ % 44 % EGFR ZRMNANCEITAEY ) AKX v kL4247 4 F =7 P
BRAR DL AN & T 2 PRl 555 (VICTORY-)) Z 52 T4 2,

. RET i3 A ZRkf LT Lo F =7 O icyER 2 B 597 R S5 R 5 (G5 VI AHRER)

i I L, £ DLeMEAREEZRGNIT D,

Hili 25 Ao D 55 RERIREMIE DFT 72 70 00 A BEAE 2RI U, A2 7Zn P FE IR IB IR 1A O e
e HER LI e a2 e 5,

i A D in vivo £ A — 0 7TV (Nisk, Fisk, SAMKRI, #ERE3 A
JEIEZ: &) ZHWT, Z0O0 TR 2 EOIRIFRIEZ R T 5,

WER A, B B, BORIRAS A 70 BNt 3 2 o FARRITRHRE O BRIS |2 1)1 72 2
TR 2 BB 5,
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[ BF %8 % #& ]

<FBRWIX>
HE=S5'E
(FFFe= 1K)

Nanjo S, Arai S, Wang W, Takeuchi S, Yamada T, Hata A, Katakami N, Okada Y, Yano S.

MET copy number gain is associated with gefitinib resistance in leptomeningeal

carcinomatosis of EGFR-mutant lung cancer. Mol Cancer Ther 2016; [Epub ahead of
print]

Tanimoto A, Takeuchi S, Arai S, Fukuda K, Yamada T, Roca X, Ong ST, Yano S.

Histone deacetylase 3 inhibition overcomes BIM deletion polymorphism-mediated

osimertinib-resistance in EGFR-mutant lung cancer. Clin Cancer Res 2016 Dec 16;
[Epub ahead of print]

Taniguchi H, Takeuchi S, Fukuda K, Nakagawa T, Arai S, Nanjo S, Yamada T
Yamaguchi H, Mukae H, Yano S. AREG triggered EGFR activation confers in vivo

crizotinib-resistance of EML4-ALK lung cancer and circumvention by EGFR inhibitors.
Cancer Sci 2016 Oct 26; [Epub ahead of print]

Kitai H, Ebi H. Key roles of EMT for adaptive resistance to MEK inhibitor in KRAS
mutant lung cancer. Small GTPases 2016 ; 1-5 [Epub ahead of print]

Kitai H, Ebi H, Tomida S, Floros KV, Kotani H, Adachi Y, Oizumi S, Nishimura M,

Faber AC, Yano S. Epithelial-to-mesenchymal transition defines feedback activation of

receptor tyrosine kinase signaling induced by MEK inhibition in KRAS mutant lung
cancer. Cancer Discov 2016; 6(7):754-69.

Tanimoto A, Takeuchi S, Yaegashi H, Kotani H, Kitai H, Nanjo S, Ebi H, Yamashita K,

Mouri H, Ohtsubo K, Ikeda H, Yano S. Recurrence of renal cell carcinoma diagnosed

using contralateral adrenal biopsy with endoscopic ultrasound - guided fine - needle
aspiration. Mol Clin Oncol 2016; 4(4):537-40.

Nanjo S, Ebi H, Arai S, Takeuchi S, Yamada T, Mochizuki S, Okada Y, Nakada M, Yano
S. High efficacy of third generation EGFR inhibitor AZD9291 in a leptomeningeal
carcinomatosis model with EGFR-mutant lung cancer cells. Oncotarget 2016;
7(4):3847-56.

Kotani H, Ebi H, Kitai H, Nanjo S, Kita K, Huynh TG, Ooi A, Faber AC,

Mino-Kenudson M, Yano S. Co-active receptor tyrosine kinases mitigate the effect of




FGFR inhibitors in FGFR1-amplified lung cancers with low FGFR1 protein expression.
Oncogene 2016; 35(27):3587-97

9. Takeuchi S, Fukuda K, Arai S, Nanjo S, Kita K, Yamada T, Hara E, Nishihara H, Uehara
H, Yano S. Organ-specific efficacy of HSP90 inhibitor in multiple-organ metastasis

model of chemorefractory small cell lung cancer. Int J Cancer 2016; 138(5):1281-9.

10. Ohtsubo K, Mouri H, Yamashita K, Toshima F, Inoue D, Gabata T, Watanabe H, Yano S.
Endoscopic ultrasonographic evaluation of therapeutic intervention for non-alcoholic
early chronic pancreatitis. JOP 2016; 17 (6): 629-36.

(F:FRIHFFE)

1. Saito M, Suzuki Y, Yano S, Miyazaki T, Sato Y. Proteolytic inactivation of

anti-angiogenic vasohibin-1 by cancer cells. J Biochem 2016 ; 160(4): 227-32.

2. Kitade H, Hiromasa-Yamasaki A, Hokkoku K, Mori M, Watanabe M, Nakai M, Yano S.
Elevated prothrombin time/international normalized ratio associated with concurrent

administration of regorafenib and warfarin in a patient with advanced colorectal cancer. J
Pharm Health Care Sci 2016; 2(15).
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inhibits collective cell migration during lung cancer dissemination. Oncogene 2016 ;
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Expression as a Marker of Recurrence in Patients with Lung Cancer. Anticancer Res
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1. RBFE . S5EAEROZNETEASE.

-

FEAE - W RESEE  4(1):11-8, 2016



10.

11.

BPED N AUMUNBEEIZ XA EGFR Ty X —EIHEKNE. BEOH

WA 258 (1): 85-9,2016

KIBE . PADFEEOMMEA I =X LEZORR. EBEFEODHDH
258(5) : 372-6, 2016

KEFEE . BIM B £ R AT L= EGFR-TKI MiHETmik 25 A0 FERIE

B 14(2) : 58-63,2016
REFEE . B O TEREOOFREE. B LEEIE 43(4): 413 -8,2016

KRIAETEM, REFH . LIRS AT D FHERGIEHE A Tt~ —h — L E B
b1 ERERIEILERANEL 31(7): 38-42, 2016

KAEE M. RAS-RAF v 7 F VB 2 Rk TSI T D16 & B —HLng
JEEHNE  17(5): 544-8, 2016

KERALES, B [N% EERWRER 70(4): 211-4,2016

REEAN LR, BRIAME, IWE 2, AL, HE K, HH e, R
B ET N a— P REEMERER ST D EERSE— g AT /L & R &
Llc— JEEEE 37(4) : 391-7,2016

REFATRRS,  BAIAME, LT 2, ¥ 5B, EEHE, KEE4E, HFE
R, WEECC, BT, 4 B, EBSAZ. EUS I & D BRERZE L R
BHLIR & S e R 2 12 T2 S TN 3R 0 1 BIERG1. A ARTEAL

FRFEMEE  (inpress)

bIEF, REpE . EMERESRZEO S ST RERE. DA FIERIGE
14(4) : 77-81, 2016

<ERFER - BERA>

1.

%5 56 Bl QAR SR E R IR S (WA, KREPE T, Carbone DP. Akt
kinase-interacting protein 1 signals through CREB to drive malignant pleural
mesothelioma. 2016 -4 A 1THB

#0056 Bl H RMEW IR TP E s W E. B oU(k A2 i 2
"physician-Scientist (252 % & D ~F A AN KPR PR BR~. 2016 4 4 A
AR

55113 BB ANF AR RS EILAZE, SO, miRsoE, Eo—%, 7




10.

11.

12.

13.

14.

NfibE, ACETfR, LEER, BAAE, KEPAERS, REE . HFTH
TAERYIEZ A U7 HUIR B RE B O 14 S HAIRRET. 2016 24 A HU

55113 Bl HARNF AR s BRER, PHILBZE, 02, FafRpoE, 7
NfRE, SR, KRR, BAUAME, KREPAERS, REPEE . piEAERE
RITKT D CART (RE/KIE@EAE FfEvR) MATIEGIORES. 2016 44 H

5520 Bl H AR Ay TERR S FINES KBS . EGFR-TKI fiffE. 2016
£5 7 BT

520 BIHANAGFIERIBRERINES WG, gEmEt, KRESE

Mg R R Rz B 38 1 B T AR RDTER & L C D Akil-CREB ¥ 7 Ll O RiE
2016 =5 A BT

520 B HAD A TIEMIREFRFINES AR FE W=, [LHEEH,
FKEFEI — . BIM &5 +ZAUTHEIN § % EGFR 28 $ififE 12 35 1F 5 EGFR-TKI it

suflRa BEEdERIEERER 2016 4R 5 A K

5525 [B] H AN AR p R P i E e BPEE T TR, BHE ., [UHE
B, TR E], mEEEOE, R bEZ, MR, Bl A OB ANEEE &
EGFR-TKI M. 2016 47 A K+

%14 Bl H AR KBS =PI ES 7 H — . Mechanism of Acquired

Resistance to EGFR-TKI, and its Conquest EGFR-TKI Dt A 1 = X A & %
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tyrosine kinase signaling induced by MEK inhibition in KRAS mutant lung cancer. 6th
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Inflammation and Epithelial Plasticity
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[ Abstract ]

Despite great advances in the past several decades in understanding the etiology of gastric
cancer, it is still the third most lethal cancer globally, taking more than 700,000 lives annually.
Atrophic gastritis caused by the chronic infection of Helicobacter pylori is widely held as the single
greatest causal factor. We are interested in two aspects of gastric cell biology that play important
roles during gastric carcinogenesis: 1) altered immune signaling during H. pylori infection; and 2)

increased cellular plasticity during gastric inflammation and repair.

<2016 research achievement and future plan>

(1) Biochemical and functional characterization of a novel IL23A complex

We previously reported the production of the cytokine IL23A by gastric epithelial cells (Hor and
Voon et al., 2014, Cell Reports). This is strongly increased by H. pylori and inflammatory signals
important in gastric pathogenesis, namely TNFa, IL-1a/3 and NOD-1. Importantly, we showed that
this induction is exquisitely dependent on the gastric tumor suppressor RUNX3 and its relative,
RUNX1. We further observed that IL23A is secreted in a form distinct from canonical IL-23, which
is a heterodimer of IL23A and IL12B. To deepen our analysis, we have generated clonal gastric
cell lines that secrete high levels of epithelial-derived IL23A complex for the purpose of its
purification. Specifically, we aim to study its biochemical composition and its ability to interact with
IL23 Receptor (IL23R). IL23R has been implicated in numerous human autoinflammatory
conditions, such as psoriasis and IBD. Canonical IL-23 is crucial for the effector functions of Th17
helper T cells, which are central coordinators of inflammation at the mucosa surfaces. We will
study the immunological effects of epithelial IL23A complex in the differentiation and function of

Th17 cells using human peripheral blood T cells.
(2) Epigenetic mechanisms underlying EMT-associated gastric cellular plasticity and stemness
In earlier studies, we observed that Runx3-deficient gastric epithelial cells undergo

spontaneous Epithelial-Mesenchymal Transition (EMT), which is accompanied by increased



cellular plasticity and stemness, marked by the expression of the stem cell markers Lgr5 and
Hmga2 (Voon and Wang et al., 2012, Stem Cells). Of note, HmgaZ2 is induced by TGF- and
Egfr/Ras pathway, growth factor pathways frequently targetted during gastric carcinogenesis
(Voon and Wang et al., 2013, PLOS ONE). Hmga2 is a non-histone component of the chromatin
and is proposed to maintain the chromatin in an opened conformation accessible to
transcriptional factors and epigenetic modifiers. Therefore, we undertake the genome-wide
chromatin immunoprecipitation-sequencing (ChlP-Seq) analysis of Hmga2 to interrogate the
epigenetic changes underlying EMT-associated plasticity and tumorigenicity. This will be
complemented by histone ChIP-Seq to reveal chromosomal regions with activating and
repressing histone marks; and to correlate that with Hmga2-marked regions. Through this
approach, we will gain insight into why EMT is associated with cellular plasticity and

tumorigenicity.

[ Achievements ]

< Publications (Collaboration) >

1. Matsuo J, Kimura S, Yamamura A, Koh CP, Hossain MZ, Heng DL, Kohu K, Voon DC, Hiai H,
Unno M, So JB, Zhu F, Srivastava S, The M, Yeoh KG, Osato M, and Ito Y. Identification of Stem
Cells in the Epithelium of the Stomach Cprpus and Antrum of Mice. Gastroenterology, 152:
218-231, 2017.

2. Roy RK, Hoppe MM, Srivastava S, Samanta A, Shama N, Tan KT, Yang H, Voon DC, Pang B,
The M, Murata-Kamiya N, Hatakeyama M, Chang YT, Yong WP, and Ilto Y. CECAMG is

upregulated by Helicobacter pylori CagA and is a biomarker for early gastric cancer.
Oncotarget, 7(34):55290-55301, 2016.

<Symposiums >
(International presentations)

1. Voon DC. A Role for RUNX3 in Gastric Immunity and Plasticity. 6" FUSCC-CRIKU Joint
Symposium on Tumor Biology. 7 September 2016, Fudan University; Shanghai, China.

2. Voon DC. MicroRNA-135b as a node of convergence for multiple oncogenic pathways in
gastrointestinal carcinogenesis. 21 Dec 2016, Harry Perkins Institute of Medical Research,
Perth, Australia.

<2016 research funds >
1. b @2 A 54 [F2e(Z3 - Dominic Voon]
(BB A LRI HEA S LD IL-23A OFTHE SRR E & #REfT) 1,000 TH



< Collaborations >
(Overseas)
Yoshiaki Ito (Cancer Science Institute of Singapore)

[ Characterization of epithelial IL23A Complex |
< Others Contribution>

The Kanazawa University Cancer Research Institute International Symposium 2016. 15

November, 2016, Kanazawa; Joint coordinator.
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Mitochondrial Dynamics in Stem Cells
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Bassoy EY*, Kasahara A*, Chiusolo V, Jacquemin G, Boydell E, Zamorano S,
Riccadonna C, Pellegatta S, Hulo N, Dutoit V, Derouazi M, Dietrich PY, Walker PR,
Martinvalet D. ER-mitochondria contacts control GSC surface glycan expression and
sensitivity to killer lymphocytes. EMBO J. 2017 (Mar 10. pii: €201695429 doi:
10.15252/embj.201695429) *contributed equally to this work
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Kohno S., Nakata A., Gotoh N., Kohno T., Hirao A., and Kasahara A.
“Mitochondrial Dynamics and functions in lung adenocarcinoma cells”

EMBO meeting Translational Research in Cancer Metabolism 4-6 Oct 2016 Bilbao
Spain, Poster presentation
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1. Zhang P, Tsuchiva K, Kinoshita T, Kushiyama H, Suidasari S, Hatakeyama M,
Imura H, Kato N, Suda T. Vitamin B6 Prevents IL-1B Protein Production by
Inhibiting NLRP3 Inflammasome Activation. J Biol Chem. 291:24517-24527.
(2016)

2.  Kochi Y, Miyashita A, Tsuchiya K, Mitsuyama M, Sekimizu K, Kaito C. A human



pathogenic bacterial infection model using the two-spotted cricket, Gryllus
bimaculatus. FEMS Microbiol Lett. 363: fnw163. doi: 10.1093/femsle/fnw163.
(2016)
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Cancer Genes and Genomes
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A. Jenkins, and Neal G. Copeland

Sleeping Beauty transposon mutagenesis identifies genes that cooperate with

mutant Smad4 in gastric cancer development
PNAS 113 (14) :E2057-2065, 2016
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