1PA-16

FI7ENA ABBEERES VRI T L

MDM2 &R T k4 K& MDM2 D#E SR DR

OBEEH "+ FAXREE - EBHRY - LHER 2 - TRIE? - BFQAZ - TH
BHX - WERA - LB - RFERE - 2XREE - IWREN T (RKRR
T. 2HRKEEE., MEMKREREETL, *3EH RSC)
Analysis of the binding mode of MDM2-binding peptoids and MDM?2 (Graduate School of Engineering, The
University of Tokyo!, Graduate School of Pharmaceutical Sciences, The University of Tokyo?, Graduate School
of Science and Technology, Shinshu University®, RIKEN SPring-8 Center*) YOKOMINE, Marin'; MORIMOTO,
Jumpei'; FUKUDA, Yasuhiro'; UEDA, Takumi?;, TAKEUCHI, Koh?, UMEZAWA, Koji*; AGO, Hideo*;
MATSUURA, Hiroaki*; UENO, Go*; NAGATOISHI, Satoru'; TSUMOTO, Kouhei'; SANDO, Shinsuke'

RTF NIRRT EIRCHUREROREZ R TE 55 LWASERE - L Tiff s Tnd
N, AERNZEECEBRIENMENE WS MERH D, ZoOMEEZRmRTES0 LT, XFF K
DT I RARBZEH LT [T M K] LIRS A Y INEHR T U 2 (NSG)AEH ST & 7= (Fig.
1A), L7»L. NSG T kA ROFEHIIFTITH Y | F€ DONARELE 2 L2 E IR L Wiz, 4
B+ & OBRMENMENE WO ER D~ 72, £Z T, EEHZMIEICT 2SN E S, &, ¥
WIZFIZFEET HXT M RBAIHTED LIRS TNDD, KRE LTI b N x o IH
DO EFGE O IFEREEIXGONTZ 1T, T, XT A RBRED L ITH U RT B EfE
ETDHDN, Tz, X A FORIEMERZ X7 BLEDOREEIZED X D IZHFLST OOz
WIS 8T 72 o T auy,

Tz 1 TfT, NSGAIART A RO aRFE FICAFVIEEZBA LAY 2 N BT 7 =2 (NSA)R,
JRPTBIZRSIAR R FEIZ K0 &0 5 2 FSENRBLEA IR S 4v, FEEDOSNRRE 2 L EICIER T 5 2 & &
R L7c(Fig. 1A)Y, ZOMIE 72 NSA BT~ R& g L THWT, MDM2 & p53 O & /37 E ]
FHEERZIERE LT, pS3 D 320Dk v b AR > M(Phel9, Trp23, Leu26)DIE/RALE & f5ik L T NSA
BANT WA ROT I REH EICHRT S Z & T, MDM2p53 FHAMER ZFHEd %5 MDM2 fiE & PE~<7

M ROBRFHIEI L2 D, 62, AT 2EREZ&E#EIT 22 LICK0, BWEEGEfET
MDM2 |[Z#EE 35 MDM2 fE G147 b A R ZBi%E L7=(Fig. 1B)>,

AFE T, ZOEBFME MDM2 #5517 A F & MDM2 OfAREIC W TiET 25, Fix
WL SR O XBHEEMRIT 21TV, ZOXT A RN ED X 5 M EEHA TMDM2 IZREA LTV DD
M EFHRTZ(Fig. 1C), £72. ZONSARIDRT hA a2 L2, —H#B0FEEEE NSGIZEHRT H Z LI
L0, MEENERDALT N REEE - Bl L7, b & MDM2 OF E/ER 2, BV, B
FRIIIRAT, BLODTENNFEL I 2L —2aIZL VD Z LT, XT b A FORIEMERZ Xy
EREABAMEIZ ED XD ICHFET DOV THHET L 72,

A Peptide ) ) Peptoid B C
introducing  Oligo-NSG Oligo-NSA cl
functional introducing Application as Investigation of g
H O] groups on N $ 0] methyl groups ll? (¢] MDM2-p53 M the MDM2-binding
N instead of C, N on Cq N inhibitor ° ° ° structure
H Y OH — H OH — H : OH —— WN\)LNJ\{N\)LN%(N\)LNH; —_— }
R H o + 0§ 0§ \
O Affinity A Affinity O Affinity MDM2-binding peptoid peptoid
A Biostability O Biostability O Biostability MDM2
A Permeability O Permeability O Permeability

Fig 1. (A) Comparison of peptides and peptoids. (B) The chemical structure of the developed MDM2-binding peptoid. (C) The
co-crystal structure of the peptoid and MDM2.
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