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4" A3 Round Table Meeting on Chemical Probe Research Hub (Nov. 18-20, 2019, Sendai, Japan)

4t A3 Round Table Meeting on Chemical Probe Research Hubl&. $TMisESMAIE b2 13 2= OHEES T 20194
11B188M520HD3BHM AMIAHTKPA—F Y T r IC THES N HREDIEN 5. 204 IFEDKREREZ ST 80N S
U 2ENOEFEEL T ol ABEI S L HARKER D ETZTEZOVE (Ha. Fith. KA. LA, B2 A T HEE
BETofco AV YRY VA BRFEDOIEFEED ThHESN. (ZILE EY. MEDICE TR LEIZI 22—y avicBb
BRFROWIC. ZOERKFRBZEETIFE/O—TJTORELDAICAT EBINToONIcARNGEEE LTI BAE
PEOAZ 22— aVIicBb2RAYICETZHAFIE (RKX) B TR DFEE Chemical communication research toward
the development of useful chemical probe’, 1841 — kX8t 1< & 17 B Deils-Alderaselc B9 3 Xiaoguang Lei#i% (bR K) D&
s&’Discovery of the first standalone intermolecular Diels-Aldrase in natural products biosynthesis’, 725 ONC A IESE Y E
ZHREICEI T B Seung-Bum Park#i8 M & ‘FITGE-based target identification: new tools in chemical biology & drug
discovery' (1%,
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FI8OHABZRZMMBR (e AIIEKRCRKRFE4AD®), 2019F9H26~28H, Ei RHEFERE) MRz HEELTH
A5EERIC (Converging all sciences to cancer therapies) iOF v F 7L —XDb &IChfESNELic. ABRICRWT, ME®O
22— avOI7AYTATICHEEDRWNA VY —F 3 F)LE Y3 TFrontier in Molecular Target Therapy of
Cancer) Z FHHEMEE (RARRE) EC—HICEEURUfc., BEAY 7 NI EFZOMEDL S ERE - FRRICE 120 FIRT
DNABIBROREROFEELIZRES . ToAAY Y3V TEIETURREADFRIFRICHEDST  AELZLDFE KRS,
HEFICSEEE B F - POF BAFERAVEIEESY U T — D BRI N BEE IV YVaVvaRIIENTER LB
BN -BEEE TRZSRUKKEZ W,

BE . FBETIE A7V RIILE LT, "Microenvironmental Stress | B EEE 11, DT, KRB EKIT2019EE /—~N)L
HEZ - EZEEZTEINGregg SemenzaftE (V3> X IR 7F 2 X KE) A THypoxia-inducible factors mediate immune
evasion by cancer cells) SEELU T RFFTDARBRZHKERKINE U,
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P Frontier in Molecular Target Therapy of Cancer

Chairpersons: Toi, M., Kakeya, H.

1. Takayuki Hoshii (Chiba Univ.)
Targeting tumor cell resistance to apoptosis as a promising therapeutic modality to bolster cancer therapies Targeting of anon-catalytic
function of H3K4 methyltransferase SETD1A in leukemia
2. Masashi Kanai (Kyoto Univ.)
Development of water-soluble prodrug CMG which inhibits proteasome activity through DYRK2-dependent manner
3. Toshinori Agatsuma (Daiichi Sankyo, Co., Ltd.)
Novel ADC drug candidates made possible by DXd technology platform: Research and development update
4. Siyoung Lee (Seoul Natl.Univ.)
Vactosertib, a novel TGF-f kinase inhibitor, promotes anti-tumor efficacy in combination with various cancer therapies
5. Hiroaki Suga (Tokyo Univ.)
De novo peptide therapeutics and innovation
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DMassimo E. Maffeifki®% 5509 L% L1z, Maffei#fidg & ($10E L EHBHZELTL &
3 THY MBEAAIV Y VLB SUBEEMOBRTERIET T DRITHEIIL TV
TELS REIBENSRERIIIERICIEFAT Lz TNEVEZIT REEFEHO>TN
TELRERE (BEE) DEMNFTT, INSDREBEERZIT. R1Y T34 )IWIK |
FMMarco TrujilloF#% & Carla Briladat@t& AEDIEFF o FHIVRERITHE
TBTARAAY AV ETIfe NI/ DSTTATIVIETBETERHLE LI BE
TEEREZEAZREVDDIFBERTIEEERE TERZNWTEE IADAA ADREHRES
LWZET . RRGEHDSABRELEREGEVE LI, 72147V EEBEET(E
B) . SEBOHBARICAT TEERLRTAAA Y avHA TEL Lz, INSDOHERBH
IR SEROBIHAEOHEI N GEHASEIMLTVERWEBVET,

(A0 R ERAZER TERENTER - BT B F—8D)

| attended at the 31th AACR-NCI-EORTC International Conference on Molecular
Targets and Cancer Therapies (Oct.26-30, Boston). In this conference, we achieved
great results in terms of introducing our research results and acquiring the latest
knowledge of molecular target treatment methods. In the presentation session, the
results of research on the UCHL1-HIF pathway were presented. Specifically, we first
demonstrated that inhibitors of UCHL1 can suppress the growth and invasion of
tumor cells contributed by HIF-1a by promoting the degradation of HIF-1a.
Furthermore, in 3D spheroid cell culture, which is a cell culture method closer to
human tissue, it was proved that inhibitors of UCHL1 effectively suppressed spheroid
malignancy indicators such as invasiveness, cell survival, and proliferation. Our
research has shown that the UHCL1-HIF-1 pathway is a promising therapeutic target
for cancer chemotherapy and has received much attention in the presentation.
Experts familiar with molecular docking simulation from research institutions and
pharmaceutical companies showed great interest in our development of UCHL1-HIF
pathway inhibitors and further collaboration is expected. In terms of obtaining
knowledge, it is possible to further clarify the policy of future research by acquiring
latest knowledge on molecular docking simulation and Structure-Based Drug Design
(SBDD) in the development of UCHL1-HIF pathway inhibitors in the future.

Thank you very much for your support in this dispatch. We will use this valuable
experience and knowledge during future research to develop an ideal UCHL1-HIF
pathway inhibitor.

(Xuebing Li  Grad. Sch. Pharm. Sci., Kyoto Univ.)
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2019 10A3H~5HICRRORMER - E D& THES N/cThe Joint
Symposium of “10th Korea-Japan Chemical Biology Symposium” and “30th
Meeting for New Drug Discovery” (3510BIHE&E T = H)LIN\AAOY -2V iRI I
&EIOEFEAMAKE BRI YRYTL)ICEML . OBEHERZTVWEL .,

KIVIRIDLIBIRDED  BREBEZHROLE LTI HIILNAAOY -8
DHRENESEHBEREBETT . AANSIFEF ER TRRKEGE BELSF
KRIBB.KAIST, V VLR EDHEENHE L TOWKR U BFFHEEN S, RARY
DEEE-BERE ESH EVEEAFREFREICE I ZFEEREDRE SN,

SERBBRIRDINE U KR —RE T BBOBEVHAREP2EORE [
HNEEZL<HBD BOWRIBERIZZENTER U AV Y RYDALKERBLT. B =ity

EICHEWTISBEE - &SR ED Wk S MPED AR IciThhTibh . Zhs § -
DEENEYEEREANE EFBEUVSNTWSHIREZITE U SEIIFIRABRESEDORRAYVYRITLEVNWSZEDHH
D ERAEESHDOE—RTEREINTVWDIARXDORELEE I ZDIEKEFTEE LI
RKIVRIVAIEBERDRETH >Iclcd FAITSITH > TeicbBEH 5T ERA DR EEMEUNDEET DHES(CH
HEh. N FENCAKERINETEHDE U REIDYV VRV TLAPHMOERSE T . BEMEEDOESALBESTEZ0ONE
UHITIED E U RE THRONIERMZ . SEDARICHEN LU TVWEVWERBWET,
(AO1HI, KERFFIL KA ZRAEGRBERZPHER EHIR BE BR)

FSHEED12BICHI2BE. R+ T Fro&bBonhfs/ 7=y v7ILAO4R
KB343DEAR %N %71-HA033IProf. Boone V)L —7DNRBEBFHEEDEH ETE
BRAEITWEU KB343ISEM IR BRI UCIBIEE A RUE T HY. T D1
ETREATY . CNETICTo>Ie AR - HEOHBER. S LUZOECFEELKEZRL
BRI AT/ 20 AEITRER T, 7V F > &L Vps (vacuolar protein sorting)
BEERENMERENERE L TEN>TW DT SEZFNEERT 2 DEER
ZITWEUT=,

SOEET BRTO7/FUPRBOBMBREEZ{T /D vpsEEKZ B\
Western blotiC K245 /X BEXDEBERNRID & P FEYVENFEZETE -E
MUE Ul ZDHRER.KB343 I3 7/ FUICEEERLTWADTIE R Y VINOE
HXRICASHODIERANH B ENRBINELIEN FEBHRZEIREITOBRIE
BoNTWEBAENT M ODTEBEVWSEWRB TCUEN  FITRREBEICEZES . BELR2DBFOAEBEBRIDIEEINETD
ERERV.BEOOMEEERENICRETRWVERICRDEU. 5B KBM43DFRIEAEFE A RERTED LS5 MAEES|I=HNT
WEWERBWET,

FloOREHBARPHEBERICIEWSODD R TIIPRABREENCIVWE LN BILEHEFAOALIEBELSHIGELT TS o1
CET BECEBRZHUDITOCEN TEL U COBSEES X T I S o MEBAR Mt R IZ 22— 3 >yO70OY 747,
BAREOBERKIOECEH W LET,

(EBERFRZFKERZMFAR EL2F B0 IRKEA)

Newsletter vol.05 n



HTOR

| #F 0=

FAIEBRZICTHRBIZZZ . HENERLCEY T RICHEEKZRFEE U,
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7 R TR IR SREEBEOT IZRETL LR, BEREN UIAHIR 4% / '
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FAIIBRIRBUZ GRABRIEE) Db ERAVCZDIARZIR D IREIC LDRFEGE
DARERDFERESNTWAESRBEEENEET D BERVRRI—FTILREK
A DEERE - 2ERICKDZMUZRBW LR U c. ZOR BHDEETHH
DHERTHE EARE) OMBREICEETL. "RIFRREAY DL BB BE
RETIANNAAOQY—FRBEET>TCHBDFT U E&H>TH L TEERE
ERUTWRAYE RS J6rn PielZiZ(ETH Zirich) Db & [ICBF T 2 E%B T,
RTIFRRARBRYIDEEGBRANZ X LBITITOVWTET, T5ICHEVTPielZRDHE
FAMRETELH2MAMELZAEARER)OMREICEEL . KDLEHBRRAYD
BERE 2A0 - EERMEICEHDBATE DL UKL BMEEVLPRBEOHE
MEm I EER Y TV IISER LTV DD, OB OZEDVOED 51
RLDELZIIZEZITEVNTWSN I 2R EBRROEAFTBEIRICEENS
JBEE . 2018F48 L DIRMBR LSUOERZMBERICSMEI BT TEVWTEDET . S%D
INETORBZEN UV EYBEEIZ 2T -3V DERTHZRAYDIE

BX &% R%RDDMEICLDBEBICEMLLS EWSEEEREEILELDDE. HEOL
(AO1HE, REBAPREE - LS5 ET) B = —YaVicESbNTERVWHRICEDERICER T2 ExBIELT
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TOMDANEEHEDEERERI BN lcT—I AT =23V MERICES
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—EREDCIREDS & THRUENERIE. AMEETCORWRARN B Z R
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I FIL{EEYICycloudonZE SR T 5 LDICEDBEE DS WE LA, FIEHER
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KB TED>TWBAIZFIBLEHR7OT AV FF—ECUH Y ROERD
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TE KRERRBEZITTVWET IOV REBEEN L. RKAENATOE—
Y—DEFEIAZ 25— aVOBRBPICEMUICVWEEZITWETD,

RRTINF/NNETREFBEE TCRATES DR WEE (FOE) O R
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IR—ZDC-3TEXY—)ADDERIBEZFSNTED  ERRETERREZE
HERTNBEIBETY . BRHCXTITE (tea) IBEYIED-7>OA—A &% E (FEH
[CEZIRBEEDHNI%) ICET I ENHMSNTVWEITHA D-7YA—X X1 FEDIL
FAZ 22—y 3V TASHDEREEIB>TVNEZDTLLESD,

FITZERRICERR - MERXEEDHRET/INAAA Y TAI T4V AITDL
TENZNDS—EBULTINAAA Y TANT AV ADARICHT EIAATEE Ul 14
WMEEREDBRREN T 7TO—FICEDE . RETFT—YORBRAHSEMEIRRT
328 FOMBEERD FORPHIENCIGET 2 EICHEEERF >TWET I
NET/YOA—FwYIRNAIET /LT VINVETEREFRBEDBTHLWE
WENFEZRREUTCELTUN . RNEBETIEFIEEYEY VIV EDEEER%Z
FRT B DRBEBZBFEDRRICIDBATHET,

EEDOMMEEE Z/COAYDESICED  PubChemD KSR EERIEDILEY
T—IR—=ZICH LT IBEE CRENGHEEERTAZT S EATBRICADEL
oA TIANNAAAY—DRBTHRL TV AL DEI PR ZEDLSIC
BRFEICIRDANSIN RET—YDERICBUIL—IPREZED LS ICHEIRA
BERFTEDE U FHUWRIZNEBICHE O 200G E | KEELEBREEN
BINTWEIT ABEBTOEEZBELUCALREIAZI 22— a VY OREWEREIC
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VTAE, BRBE AT -OBE A 2 Bk U7 B3R ER R
OBEFEERUENTWDS, EOFERO—D L LT, A
JFHHEOAEFIIHESTZ OB EZBIRAICHET H K
KRR T EIUE, FAIMYEZ M2 SO ORBEICELE
L7cRE~DICHDPEIRF &N D, &9 E (Phytophthora
BSRIRE) ITEEEEREFRE O —> T, MEEAETE (5F
EFFEIR) (2L B OEARNE 2 B Em 5
R Do T T, AIFEIEEE O MM A G 2 RIRAY I PHE
DB ERE LT, TORER, 2 2DF 4 T DIEVEY
BERH L., T b OEAEY AR E2ED T, ' o

F1OAATELT, BEVa—AnbhnT /4  EREOEER T (LT3 « 2RO
RESEE E 2 BN DT LS A FEAEE lycoside AT 2B S, BT 4 —1 R
AD@J&@%%%L\%wmﬁﬁﬁ(mm—2176 I BARDHERT D

uM) ZRT 2 EE R LTz, BRICET 5000 231

72 & 25 lycoside X b+ T\@%ﬁﬁﬁﬁﬁk TTHY, FL Ho 0 4 HO

FTARD Y % A A FELEHIZ S lycoside C, D (L3, L4) R’éggﬁ/j?vﬁg;iifk

DEEGSENDZENHA L, o, Frav iy — o

BUELCELINT=T 7 U 2 (LS, L6)2s T DECHEAR X L1: R =p-glc, 13R; L2:R = f-glc, 13S

D ETEME (ICs0=1.2, 1.8 uM) &332 & 28410 L 7=, L3:R=H,13%  L4:R=H, 135

HBAE, ISHZRECT 7Y o OfbFERE D T o HO

o L5: 13R 13 TN
oA TELT, BEY2—RHENDT T L6:13S o

RA PCEREERE LI 0D, HilROTZ T A/ gy ok o
) ) i e SEEVE A BEPE E L (Iycoside %)
A ROIEM 2 HEBRBRIIC T~ -, ZOfE R, genistein (F1) S yeoniee

75 lyckoside BUCTLECT B LEEME (1Cso =4.6 pM) % OR1

7 L72, —J7. quercetin (F8,ICso>5000 uM) 72 & 3 {iL m O]Q

m{%ﬁ¢5§47mﬁ%ﬁﬁw&w5@%%w%% WE L, C&
/ AR PR genistein (F1) —RQ-H naringenin €2, flavone (F4)
ﬁf W 5 A 7 DI 0O VR RS O AHIE 2 3~ Ry=Me, R=OH: hesperetin (F3)

% 7=, lycosideA, B & genistein % FVNTEBIE 73R o OH
FNT R DTS, e BREMI O BERER (( ”‘ \@% o
Fh BIEE L) ot AL BRI LT - 5 1 ;Lgmm
L. R NESEORA &0 5 RAMDE N, ol apigenin 79 o () Reon aerein (7
FITRIEOFAE LI < I M T 2 BEOBRICER SRRENAGREDE (758 74 )

TE L EMEND,

ERE R JEPAEE

l. Iwai, R., Han, C., Govindam, S. V. S., Ojika, M. 10000
Lycosides, unusual carotenoid-derived terpenoid 1000
glycosides from a vegetable juice, inhibit asexual
reproduction of the plant pathogen Phytophthora, J.
Agric. Food Chem. 66, 163-169, 2018.

2. Purev, E., Kondo, T., Takemoto, D., Niones, J. T., Ojika,
M. Identification of g-poly-L-lysine as an antimicrobial
product from an Epichloé endophyte and isolation of
fungal e&-PL synthetase gene, Front. Microbiol.
Submitted. Lycoside #& IOR/AL4E

lycoside istei
7417, denistein
100 7o)y

IC50 (uM)

10
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L. KIR KA A A ERE S S 520 HWERBEHIN 2T 5 2 L2 BIEL TV D,

BANS, RS 7V pE AR &
7o LREH N KRB DIRIR K IR A8 ;zm

RS EL0ERF Lz, Febid, 1K
BRI Streptomyces albus J1074 £EDS AR 7240 M

ZRIEES T L RARE

ST ILb—2

FEEHT 57T ) T4 K- 7T % g
WAEET L AR L., 2D S albus grOH R IR EE

J1074 BREPUFE R AN—=RA 7 F A pE J NY

Streptomyces avermitilis % [E{REEHZ teFBiRE o
THHEALRIE FIC TR S D L. 1 - / Wi

MR EN L7 T ) T4 Rl 7
BB LT, 2= A 7 FUAENFEEND, ZOBREZISH LT, S albus 11074 £ & NBRC ¥z
BT 35 HEE B FEE ARSI CIIER S8 72, T ORER, WP CHBE U 71 A ok
& Streptomyces sp. ST70 #£ % L < I& Streptomyces nodosus NBRC 12895 ¥k % BB MEATIC W 25540,
Z O S. albus J1074 BRARAFRNC KB T 285 2 A L7c, WIS, BEFRELLET T/ 74 R
B> T F NV E AR U720 S, albus Aaco ¥K % Streptomyces sp. ST70 1k & OILEZRAATICMHL LTz & 2 A,
EER KA LTAHE NI T T ) I A4 RIS 7 F A OAEPELITHBE LW ERgnoTe, LR
-, Streptomyces sp. ST10 ¥RIZ1X, 77 7 T A NELL T KAF LBy 770 B — 27 ROVR
eI nolod, R AFE T DB R BEREE R L2 8B T D, BIE, ZOFERBO
3 2 T L’Cb\éﬁxﬁbh HY . FHEREDE b BT AT I h— 7%:5’@#%‘?‘6 & AR
LTWb,

WRIT, UTFERIEA VAT F P HBEREORIR IR 2 RS2 MEDRH DL b, AN
NAZTF b LLIFA SN AT FUDFEMENCh DT \— A 7 F o B FRHGHRE 29 BROBRIKIC
WL, CORFMT 07 7 A N KEENT Lo, TORR. S albus J1074 RO, A~ A
I FrERMLUIESG, RY RWE & HEE SN DB MNEFEINT 5 2 &3 yinoTo, BITE,
ZOFHERFYORMEL T L TR | MAEMH ORI = 2 :L:/f“—“/a YRy MU= ZH 5
WZLTEWEBZ TS, Fiz, 77 AEMEME & 7 T ARMEMEICIGET 2 “IRREED 2 R L <
BY, TOWEMMEFEaI a=r— g VICRETHRENCONT, iETHZ EAFERLTWD,

glEfes, skl [HaFHE GUER, A0L BE) . AJL—3E (R, A02 BF) . & HEERES (b
BHR, A0LBE) ] ZIEH LT, MESRIbE a2 = —v a3 VOMIAZHEL T\ 5,

1. Ueda, S., Ikeda, H., Namba, T., Ikejiri, Y., Nishimoto, Y., Arai M., Nihira, T., Kitani, S. Identification of
biosynthetic genes for the B-carboline alkaloid kitasetaline and production of the fluorinated derivatives by
heterologous expression. J. Ind. Microbiol. Biotechnol. 46, 739-750, 2019.
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NEIERT DT DED AT ) —= 0 T 2T o To iR AMSERED 7 9 U U NESRIRE Fusarium sp.
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1. Sakamoto, T., Sakuradani, E., Okuda, T., Kikukawa, H., Ando, A., Kishino, S., Izumi, Y., Bamba, T.,
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