EiNAMEL - HELREHEL Y- ZEBEHREI—X
MOSARICL BB ERET ST RATVILIL ) 2D
iR T BAREBESL L WLinvitro, invivoR 7Y —=>7%

iﬁ\'\rz I\‘:-’%—'I\E%Fﬁ . 36 $®€U%ﬁﬁ% B ARELS 5 —)
EMERFARE L I —/XBEFRETOV L b
CPOT#21-A06 Favzy by —5—: LE R

o i Key Words: #{&2F1t&¥, #/M4 A ~v—HhH—, #7FILEERNT, #EIE, #IFFE

// P#ywevy(mm)u\ﬁ%%w%ﬁﬁﬁibﬁfvaéauawa\m%tLTwhm$%%Kk<:Z®f%&;\\
ToRSHA YRR THS, LHrLESS, RFVYILEY VICIREBROH I VIEGELEDOCEEDOHE M LN TE Y,
NFEMIL, BEOEENDE (Quality of Life: QOL) NDEREAKT 2 /23, L7d»> T, SHEMEEBIEICL % DOX EERNDRFILD 1=
OO RENVSLEATH S,

@m ¢ em o @m o @m o @m o @m o @m o @m ¢ @m o @m o @m o @m o @ ¢ m o @m ¢ @m o @m o @ o m o @ o m o @B ¢ G o @m o @ o m o @ ¢ G ¢ @B ¢ @ o @m o @ o m o @ ¢ G o @B ¢ @ o @m o @ o Gm o @m o G o @» o @ o m o @m o @ o @» o @ o @ o @ o @

rbld. TAT7VILT L) > (DAG) (1999FICRE. BN SI12LY fzbBlE, 7L Y >BR (GHSR) L Id£< &

BHINIE-BREEERTF R, 7L ) > (Kojima M, 1999) 757 L& % 5%#H DAG XBMAREREL. 5D 600HFEND
PIXTNAERTFR) 4, TV bOEHERMERE. €75 74y 3a2aB84LU AIRTF KRR —=—2 T D4R, DAG % L
YIRAETILTDOX ICLB0EMEIMMHTEILE2RAELE (TEE: € Bl 2 X BARBfatE RTH 40 BEOFHERTF
75714 v¥afl) . FERE L, 2N5EXAVT DOX D SFHMEH]
DAG EZMNEFT. JL ) UZBERYIIERIAREDZEMRENL T FEERARE L. DYABEDHBIEEL L TR
ALTWSa g% Z 51T =7~ (Baldanzi, G, 2002; Yanagi S, 2018) . FzBET.

TIST1vSI1RTORFVILES DERUDALEI LU THIFITES

FHRAL

control

a0 3L 4
K SEM (SEILAR) SR NS Xk DOX (C KB OB EEIEE DR /

*ﬁ*ﬁ.'l&'{%ﬁi"‘i s ¢ em o @em ¢ em o @em ¢ em o @p ¢ em o @B o em o @p o em o @m o e» o e

DOX D sHZMEE BIEL. FI Vv IT YN =Y ZAFTLDKRBHFIZL S DOX SHEMEBENT TICHEIN TV S,

Ff=bldZicima, FIHREEL - DAG XBERETFRIALT ZIAIRTFFERAWVSEZ YT, #7770 —FI2L % DOX 0F
MEIPHIERFE * BIE L. DOX F AW EERDRBILFIRET 5,

T2 600 HIEENETH 5 DAG XERSHE MR TF REHNR 7Y —=> 7 %77 L. BMMETILERAV., TOMR KL
v TH 5%,

_ B~ ORI

#1453 DAG X BMIEMARTF FERAFE L. BRKAT S 2 XITE B3 A
). DOXDSHEREMA, NABENTFTEINLHH - REENE 1k 5 /Rt

FREAYERTEZRE56RNXY T —JVEHERET 5, NA ATy 7 JRIE R
NEMEEFIAETMOAELR S VI FENRIERH SO, N F om0 9L
NSICE B CFERIPHADISALE Z TV 5,

E7. DAGZBHDY T HILEENIEED S 2 LT A
EOWEEEL L TOAR LT, SHEREREYL L TORRL AR

L7zwv, * Kojima M, et al. (1999) Nature 402: 656-660.

ﬁﬂﬂ?'fﬁ'#ﬁ * Baldanzi G, et al. (2002) J Cell Biol 159: 1029-1037.

* Yanagi§, et al. (2018) Cell Metab 27: 786-804.

YV V V V

N/A


https://www.ncc.go.jp/jp/epoc/project/supportive_care/index.html

National Cancer Center (NCC) Japan / CPOT seeds

Identification of novel receptors for desacyl ghrelin that
improves cardiotoxicity induced by anticancer drugs, and

development of drugs to prevent and cure cardiotoxicity
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/ Even molecular-targeted drug have been put into practical use, conventional chemotherapy in combination witm

CPOT #21-A-06

several anti-cancer drugs is still recognized as a standard treatment for many neoplasm. Doxorubicin (DOX) is an
anthracycline anti-cancer drug as the basis of chemotherapy. DOX is effective to a wide range malignant tumors such as
malignant lymphoma, lung cancer, breast cancer, various gastrointestinal cancers, however, it causes irreversible drug-

induced cardiac dysfunction.
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Ghrelin is an orexigenic peptide hormone identified by Kojima We have identified a novel receptor for DAG and
and Kangawa in 1999 (Kojima M, 1999). We found that
DesAcyl Ghrelin (DAG, deacylated form of ghrelin) inhibited
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1 found approximately 40 unique peptides with a high
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!
the cardiotoxicity by DOX to the H9C2 rat cardiomyocytes, 1 act as potential agonists. We are developing novel
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|

|

affinity to the DAG receptor which might be able to
zebrafish embryos (see below) and mouse DOX-induced cardiac pharmaceutical peptides to prevent DOX-induced
dysfunction. DAG has been thought to act through unidentified
receptors (Baldanzi G, 2002; Yanagi, 2018).

cardiac dysfunction.
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Many approaches to reduce DOX-induced cardiac dysfunction have been developed like by DDS improvement.

Beside these approaches, we'd like to commit to optimize DOX treatment with another innovative approaches.
We have already completed the in vitro screening with 6 million different peptide sequences to identify candidates of
high-affinity peptide to the DAG receptor. We are currently evaluating their suppressive effects on doxorubicin-induced

cardiac dysfunction in animal models.

I ted Utility Partnering

Pharmaceuticals

We will innovate and develop a novel therapy supporting

patients to receive full-dose anti-cancer chemotherapy safely Chemical/Fibers

without DOX-induced cardiac dysfunction by using our novel Biotech/Drug Discovery Service
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peptides which bind to a novel DAG receptor. Venture capitals

We hope to make this approach utilized for improving any
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