[2R2 sz

LAV

2 HF—F U Y

Science Tokyo Research Repository

Od/dodn
Article / Book Information

oo(@o)

Citation(English)

Type(English)

Development of HER2-targeting small proteins by immobilization of
binding-peptides in scaffold proteins

0o:00@O),

oooooo:0o0o0ooo,

0000:00115590,

00000 :20200 60 3001,

ooooo:0ooo,
0o0:00000,0000,000,00000,00

Degree:Doctor (Engineering),

Conferring organization: Tokyo Institute of Technology,
Report number:[J [0 1155907,

Conferred date:2020/6/30,

Degree Type:Course doctor,

Examiner:,,,,

Exam Summary

Powered by T2R2 (Science Tokyo Research Repository)



http://t2r2.star.titech.ac.jp/

(R AR)

mLEEDEERVHFES

WEEL S FA 25 | PALREE KL Wanaporn Yimchuen
K 4 T 4 K 4 Ik 4
T FRZE ik Bh# % HEHTZ
SR
ITE FHL Hz
Er = | EEH
EEB Jull JE Hfz
hE BB HEHIZ

i LA DEE (2000 THEEE)

AGm 31X [Development of HER2-targeting small proteins by immobilization of binding-peptides in scaffold
proteins] FREL, #LTEIN, 6 FELVERINTND,

Chapter 1 [General Introduction] TliE, HIAAFA & L CTHARIGH SN TW D HURESEOGRE (R FHAE
REMEEEmWRIEa X M) 2R 57201, (LFEEHR TR/ NLOFRRE 3 ORENEENT
WD ZEEMITLTVWD, £ I TARMIFETIE, WIS _TF Fa/ MO RS S R BIZHAIA
THEEZ EERT D2 22k Y, mEREZ/ NSRS 53 fluctuation-regulated affinity protein (FLAP)
RIS DN O A B & Lo 2 L HRRT0 5,

Chapter 2 Tldentification of small protein scaffolds and grafting acceptor sites] TiZ, MD ¥ I = L—v 3 >
XD, IR R BEOBR & T TF R OMAIAITE LT (GA YA ) DORIEIZHSNT
WARTWB, {LFERARER D T A XTHY, VANLT 4 REGOEIV e MEED 13 fizHO
2 R G ST — X N— A DRI L, MD ¥ 2 = L— 3 > (Z8I1F 5 Root Mean Square
Fluctuation (RMSF)fE & 4515 & 4~ 21 H D 51k TRl L 72 2R, 6 D RS2 7 B4y i 13
Frd GA YA Fa2REHLTWD,

Chapter 3 Development of FLAPs using HER2-binding peptide derived from anti-HER2 monoclonal Abs] T
13, A~ —I—HER2 (26T 2 PUAREREONE @ SR L 72 PiiA 2k HER2 #55<7'F K (AbP)
ZAHLAIA A TE FLAP (AbP-FLAP)DBIRE T DFESLIZ DWW TR R TS, R T AV AT B L1y
A= 7 OFEE T F X —FHREIC X - Tl L7= 5 FE$HD AbP %, Chapter 2 CTRIE L7z 13 » FTD GA
A MIHAIAT Z 212X D, 65 FHD FLAP i 427 A LTnb, TOHT, 747813
7F 2 M (FN3) & RG X X7 E LT R AY X7 HED ABP ZfAA AT 3FMEIX., F T A
A7 LR LT F =TI AEAT 5 (Kp=270-350 M) Z & A B2 LT 5,

Chapter 4 [Development of FLAPs by grafting HBPs| Ti%, X7F RIA4 77V —DAT ) —=2 7L
S>THEOLNT HER2 FEA27F R (HBP) % #l74%1A A 72 FLAP (HBP-FLAP) DAL AT O N 12 DTk
RTWD, 77—V T A AT VLA TAT 7V —0b[EE LT HBP & FN3 O GA WA MMIHHAIAAL, B
FPERA S5 Z L1280, HBP-FLAP (Kp = 287 nM)DAIFLZ KT L T\ 5, F72, B FICH A
ATpZ & T, HBP O X X ESRIER R ES WEESND Z 2 A B LTV D,

Chapter 5 I'Specific binding of FLAPs to HER2-overexpressing cells in vitro and in vivo] Tl%, W7 e —7
L LTO FLAP OF AMIZ DWW TIRRTUW 5, AbP-FLAP & HBP-FLAP | X A dutt T, HER2
ERBMILOIIFEET H I L 2R LTS, £, IRIMEDOLESE TRk L7 HBP-FLAP 7' —>7
1T, ¥ U AT /MTEWT HER2 BRI 4 6 RFF Ol T4 A -2 7k 2 L 2R LTV 2,

Chapter 6 Conclusion and prospect] TiE, ABFZEDOFEREZHRIG L. 2% ORBREICHOVTIHRRTNDS,

PLEZFET 51T, RigSUIERFE AT F Ra/ RS2 o R 7 BT AIATe Z & T FLAP & AlH4-
HEAM AT U, FEAFRBN A OBIIC FLAP SR T 5 L2571, HFUERESFLELTO
ARAMEZRLTEBY, T%ERLCCTE]EERT DL ZANRKEV, XoT, Kmsudid+t (T%)
DFNEHLE LTHORMMERH D H D LFRD HIVD,

R T EEOBEREROEL L) (T, TRV —FUR TR (T2R2) IZTA X — Ry MARSNET O T, AKREAFHEONE
TIRERL TL7ZZS VY,




