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Tumor microenvironment for metastasis and drug resistance proved by advanced
macrocyclic peptide technology
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Because activation of the HGF-MET receptor signal is involved in cancer
metastasis and drug resistance, specific detection and inhibition of HGF leads to cancer diagnosis
and treatment. We have obtained the cyclic peptide HiP-8, which inhibits HGF with excellent affinity

and specificity. HiP-8 showed excellent performance as a molecule tool for PET imaging diagnosis.
Using a lung metastasis model, we clarified the mechanism of cancer metastasis microenvironment
formation mediated by MET activation. In metastatic model, HiP-8 inhibited cancer metastasis. Cyclic
peptide-based molecular technology with high target specificity is expected to bring progress in
cancer diagnosis and therapeutics.
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FFHEREE A (HGF) 126252 548 MET OIEVE(LIZIEDACH A DBV R IC 735,
RTeBHIXINETIC, HGF I A MRz E7-5MER 70— >ThshHZE, HGF-MET %
TEVEAL DS 23 A0 D SEFITHYEEARF IR 59228 DAL EMERREICE 57528, HGF-
MET %55 & & 70 F 230 A LB A M E DM E 26 S Z & EAABNNC LT, HGF X 1A
$HD single-chain HGF (scHGF) &L CIEFMMIZ A0 - FAET D7, BAMRRE mITEE T 2
AREAD two-chain HGF (tcHGF) 12 # X5, scHGF 1Z MET & B TEMHAV TEA2WEIERAT
HY. tcHGF D43 MET SR EETEMET 5, DL EABEZ 28, tcHGF OAKITRAMEB =T
TSSO HANTHEE GO B X L7 D0, teHGF BNEDHAI T T, EDXIR AN =KL TERSN,
MET {&EMALEFEBI T 22030, FEOEMIIRMIATHD, NLEMETZOD T L72DD N
tcHGF 24 RISk TRET 205 Y — /L ThHH, ZNETICEESL TR,

R BIEEGE, B GRS IR C B Z L _OBIRR RS S T AT FRE R
NHRICHUG T 5 E:0 RaPID 155 H L, Bk MET 5% 25 (A5H B S GE 8L 2 Ry SO0~ D i B A T
BT HERIRAATFREEFF L= (Nature Commun, 2015), ZhHa8 =2, HGF ° MET Z &K1
EWEFE CREA T DERIR T FRE2 0 Y — L EL T AR EEICEITS tecHGF DA okt
DAL= T IEARIZ 1T D HGF-MET RDEF A =R L& IFLINI T HAR N ST,
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ARFFEIE, HGF-MET Z B AR 21y LT, (1) HGF FEABRIRS7F R, MET fif A Bk~
TFRERET 528, (2)HGF X° MET S EROR RGO | BIRTFRE 051V — e T
DIAA=D LTINS GRET AL, (3) BRIRAT FRORRE - REA TG L C, DA =
F IR 2RI T DL 012, BRIR AT FIC LD A I E ARG 52 L2 HE 5,

3. WD

(1) Bl R4 E: RO NEIN (B16-F10H10) <2iios A M (Lewishfins A MIAE) O ifitsfs
ET NVEHWT, scHGF—tcHGFA L, i IZ 1T HSHGF-METR O B R A N5,

(2) ERAS AR (FiAs A, KB ARE) TOHIP-8% 7 1—7 L4 5tcHGFEpMET DT 24T\
ZWrY—/L LU COHIP-8D Al eV 2 fiEE 5,

(3) IEMALESNT=METZ 4 454+ 7 0 —7'£ LT, RaPIDIEIC L » THUS L 7-METHI A E
(ZHEA T DERIRAT F R & W BN EREZ D,
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(1) HGF BHE 7 FF (HiP-8) Btfs

HGF 2553 5Bk ~X7"F |~ (HGF-inhibitory Peptide-8: HiP-8) ZHuf5L 7z, HGF % 1 AREHATHELA
HGF &L THeEin, SAMMIIT S CAEMIETEEZS D 2 A8 HGF (tcHGF) IZZEHAS AT L7 5, HiP-
8 DIFf FAMEA G TGS, HiP-8 13 tcHGF IT@RINAICHE S - HFE 203007, £72, HiP-8 2571
Y LT BIENTD (1) RABERRET HiP-8 ICk->THiHEN5 tcHGF JH{EMENEL MET O
JAEE—E9 52 &, (2)HiP-8 X PET i2WiH 7' v—7 43 7L LT, tcHGF 725 ONITIEME(L MET O
(BN — il D2 L, (3) HiP-8 1 HGF DX A v 772y FEiEA B E T A L4 AL
(Nature Chem Biol, 2019) (X 1),

O misikHGF  tcHGF LT
o CFEH)  EMEHGF - HiP-8

X 1. HGF-MET Z &%, ZnEh
ICREG T 58K T F R (f£) & HiP-8
77— 9% PET fifbit Ot R,
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(2) DA =y T TR E HiP-8 (L5855 [H 5

DAMERBITIEANT D, BRI W T 2R T AV INREE (=0 F) BIERSND AT =X LE
RIS TRV, HGF [3RTEMERTERA HGF &L T4yt Bri SN, 128> MET J&ME(LEER S
TEMER HGE (2S5, B RANED T 7 VAT R E LT, Milisf o Se S~ Ol ik
K FDOVEFRIZ L0t R A CoEMER HGF ~D 7 atys 7' MET iEHA LS 25528, MET
TEMACIZ L > TR =y TR 5320 FREOIEBLD LH-3528, MR CoiEMR HGF @
i BB TR A I A 282 R U, =R T HGF 07 atyi v 7 iNa =y F IR
TR R EEZZ2LND,
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