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Chairs: Shumpei Ishikawa, MD, PhD, Professor, Graduate School of Medicine, The
University of Tokyo
Taku Yoshida, PhD, Unit Head, Immuno-oncology, Astellas Pharma Inc.
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“Opening Remarks”
Kouji Matsushima, MD, PhD, Professor, Research Institute for Biomedical Sciences,
Tokyo University of Science

13:05-13:15 [FERES] RRAXFEXFER EFRMAFERH Big Al LF
“Organizing Purposes”
Shumpei Ishikawa, MD, PhD, Professor, Graduate School of Medicine, The University of
Tokyo

13:15-14:00 1. [DNADSAERFIB LV MO ABHEFEROELEDNAEE]
EZINARKR LYY - DA RNA AR -DBFR &R BS
“Targeting cis- and trans-regulations of RNA splicing in cancer”
Akihide Yoshimi, MD, PhD, Chief, Division of Cancer RNA Research, National Cancer
Center Research Institute

Break
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BILKRZEXRFR EFERFMAECTFRITEFZEE HE308 PEH K&
“The cell quality control mechanisms to eliminate splicing deficient cells”
Daisuke Kaida, PhD, Associate Professor, Department of Gene Expression and
Regulation, Graduate School of Medicine and Pharmaceutical Sciences, University of
Toyama
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“Development of exon skipping drugs for Duchenne muscular dystrophy”
Yoshitsugu Aoki. MD, PhD, Director, Department of Molecular Therapy, National
Institute of Neuroscience, National Center of Neurology and Psychiatry

Break
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Chordia Therapeutics &4t ARHKIE HFT X
“Development of anti-cancer drugs targeting RNA deregulation stress, a novel
hallmark of cancer” Daisuke Morishita, PhD, Chief Scientific Officer, Cordia
Therapeutics, Inc.

16:35-17:20 5. [DARRIEICEITIART 1S HIEREDTIEEE
I-Yv &4t DHBL Cell Lineage & Differentiation RA1> J-AvYR #H R
“Targeting splicing machinery as a therapeutic opportunity for cancer”
Akira Yokoi, PhD, Co-Head, Cell Lineage & Differentiation domain, DHBL, Eisai Co., Ltd.
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PATIAREGART (A/A2I05- BME SH =
“Closing Remarks”
Taku Yoshida, PhD, Unit Head, Immuno-oncology, Astellas Pharma Inc.



Targeting cis- and trans-regulations of RNA
splicing in cancer

Akihide Yoshimi, MD, PhD
Chief, Division of Cancer RNA Research, National Cancer Center
Research Institute

Dysregulations of RNA splicing by recurrent mutations in genes
encoding key splicing factors have been discovered in a variety of
cancers. These aberrant "trans-acting" regulations of splicing cause
global mis-splicing, which contributes to the cancer pathogenesis. The
observations that spliceosomal mutant cells depend on wild-type
splicing machinery for their survival strongly implies that
pharmacological inhibition of splicing leads to synthetic lethality of
cancer cells bearing these mutations. On the other hand, a genetic
mutation affecting a splice site functions as a "cis-acting" element that
affects the mutant gene itself. We comprehensively screened for such a
splicing-associated variant (SAV) by analyzing >230,000 RNA-seq data
and identified that SAVs are predominantly enriched in many cancer-
associated genes. We have confirmed that an aberrant splicing by such
a SAV can be corrected by an antisense oligonucleotide, which would
create an opportunity to target previously "undruggable" gene
mutations in cancers. Overall, the high prevalence of these cis- and
trans-regulators of splicing in multiple cancers makes splicing machinery
a hallmark of cancer and an attractive therapeutic target.
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FF Kl

HAERTSAI VT BEEDREG, 2011 FEOREPAZ/N I EHEE L OIRE(CL
D, BREERIEIRE % (FUDHE T BEMERER(CHNT, RTFMIIITRISICHHIDS
R FE\DBLFEENROONIEICmEFT D, TDIRE(C(E, Harvard XKZED
Meyerson B (CEDENAICEIFRR T4 TR FADBGTFEENMEESN, T
513 RFEE (I ATEERTE (A GROON BB FERERANEIN B LS
2o €D, CNBORTFA S IR FEEICLDRENAMFENENIICBASNIENTE
TN, 2019 FILFEINAATR D A-EAREBIET(CED. T4 2 J%1B5EF
DA I\YET— REIE TIIRGEI - RBIRICB IR EENEISTHRCIRT I/ I RE
NEETERBMIERE CTIFEIN. FIERATFAI I EEEHESNENDDHD. EE
mFAFEOEENSE. CNSOISBIAICHIIBRTF(1S ) BEDIBENMED RN T,
HADTRREDIRFRICEDVWEERIEN D FORTE. BEUARNETZDF(CX I3
EZORIAE. AU BEEEOBICRE( 2§ TN\ AN-—D—FERZST NS>
A=2a3FIWH—FZ2EHEL TLKECR S,

AT54 320 RIS EEENCH DV ERIENIAZNE T 2REMOZIERIED F
{EEYICHERTREDTHD. CNSOBNTHHNAZEEL TEERB LU EHaEnTuLd60m
(& 2023 £ 7 B RTEHEELEY. EXEMBEROBANSEKRMAETSEAEIEN
EUTEBRPAREENHAIFEINBIAT AR E BTV, RT3 RSB ATS5(4Y
V-LZHRK T3 300 BEDIINIEH LU snRNA ZVNMNARBIETINEWNSTEN
EEMBERCHITIEEZRFELDIN. BT EEMOREREOER NS tractability

(druggability. FE&I(CLZERNTIREM) NEUVIDI\IBEFZIETFE I LN A5N
TEl. BEARNIICHED FE AL AENEN AT BELABTE SN D ATP fEERTY Mz
BU tractability 'EWEHIEFEINZF -t HBWIERK(C ATP EERTY I NEBT
% RNA AUA—THZOIREVTRETEINTE TS,

SO, RT3V RERERODNETORES LIREZ IR UIRDIR> THIZL,



B ASRIICHITDRAT S 1S JHIHZED R REE

I-YrkNatt
DHBL Cell Lineage & Differentiation RX1> J-AYR
WA 2

RNA ZT7513>4(%, mRNA BIBEANSA > MO ZBRZEL THEE mMRNA ZEAE
9%, B FRIRICHADHIBETHD. ILF. BFRLZBHIAICBVT RNA ZT5143200
FEENRONBELEDIC. R TS5 RAFELRFICHIT DY NARY NZERZENFE
DIEBICESEEICIREEINTVS. INSDOEZEFE. RNA ZTF(S VI DEEN. iAD
FRELHIFICRI S92 L2 MORE TS, —75. RNA TS5/ T (3. #12%5<DR
T TRFHERBZIEREERITIAVY - LN DR EZB . B3 FEEMIC
L2 HIfEHNEL< Undruggable Target EMF(EN TS,

< (&, fRRERZ AV Phenotypic 29— 48D, 2 DDAALTDRTSA3>)
HABERZEZREUTER, RBM39 fE%lE SF3B €2 1L —45—T#%. RBM39 (&
BRI RTFA3 ) %FHZEL, U2 snRNP EEEAKREVERT BT 513 VI RFELTH
SNTW3. FUBERMZILRS 7R EZ7070 (indisulam)R5U(C E7820 (L. #HAZEHA
IHEIVERRSNCIEFEERICEBUREREL THRFEINN. 20&OTZHILIA
A0S -MAFTLD. RBM39 S EEEB I IENBASHNER Iz, CNASEHR(Z, E3 1
FF N - CESHEOEBREF THd DCAF15 & RBM39 ZHfelCHEUMTII T,
RBM39 m&IRNICHER I DMERZFE TS, £lc. FH4 (X SF3BED1L—5—-ELT.
KR TS5ST )54 ReBEMARTHS E7107 ZAIE Uz, MEEYD(E. VEGF BIZFD
TOE-5-0EEZEAE I EEWELTREZINA, &(C U2 snRNP Z#85% 9 %
SF3B &M MEN TH I ENEEINTC. RRFDILEYDE SF3B EEEIRCHES
U. U2 snRNP (&34 > MNO> DT 5> FEMIBCHI DR % P E I 2/E 2RI LN
HEINTW,

AFEECE INBRT S DT BB IERZEDOMA AR OFIECOVTHRNT I BLL
BIC AT51 ) BB E R EDRIZEIC R OF TR BT BE M DOV TEERRBUIZ L,



