REANMNAICKTTS
;ag;gﬁilﬁ’iﬁﬁ%)ﬂﬁﬁﬁﬁﬁfﬂ S1Ih m Hﬂo)!l*ﬁ?{‘gig*%*ﬁwﬂg Hﬂ t

FYIATSIRS DA

TOIRIERITDAR

Takafumi MIYAMOTO, Ph.D.

Department of Internal Medicine (Endocrinology and Metabolism), Institute of Medicine
Transborder Medical Research Center

University of Tsukuba




1998 @ RILRIIKZFE FREEEUFE REFHR

2002 @ FILEITAFASEE: REEAFTIN RBEFER RESITIVEEREERLLL
| 20024E68 : BIEREL RS AT LADVEENRIB(CT T SHER L HI i
2008 @ HWEKXEXER EFMER ERFER (BEHE : KE—1D)
| Sz amsess— MR B, US-FLIF b 2025~2028%
2011 @ Johns Hopkins University, Department of Cell Biology Zﬁgﬁimﬁﬁsﬁr@) [JSPS]
| 2013%4m~2014487  EERITIRE (BAFHFRS) R EAAT(B) [ISPS]
2014 @ REAXFEBFEWMER >— I I AMBRDEF 2021~20264E B
201498 ~20145118 : BEAES BERCLDIEFHREBFEIRZIEEZE [NEDO]

2014F12H~201743A : 5EE
2017 @ FRFEKFEXEBR FEGAIRRIFATR JUZHhILS —II> D8, 5T

2025~2027E
2018 @ FEAR EFEES RS- FERKBARL B2 BEekeEAZE (B9¥G) [ISPS]
2018%F 18A~IRTE : NSO AR —-[EZEMHTT 45— FiE 2020~20244F
2018 18~2022%F 128 : SHARE (HREMIRES) Lh—>3ay B R MUK SRR B2 [ BRAIN]
20214 18~2026%F 18 : YHN-NT-S>F-Ba 2019~2025 4
20245 48 ~IR1E : BANN=AF 4 A5 — FEiB CREST %#Hf3 [IST]

2025108 ~IRE : AMEDEZ R AR ZIZETOISAl BEE=
REEFHAFTREREKRITOS I, PI




Tumour burden

I de novo DIEGTFEEZHOCEEL, AIENBIRREEBZ BV TEFI S SPOMHAREM | |

Neoadjuvant

therapy Adjuvant therapy Off-treatment Adjuvant therapy

Treatment-sensitive
progenitor cells

[ [
Surgery Sensitive cell a
Stochasticity Phenotypic heterogeneity //
Treatment ¢ « Proliferation and quiescence /

'}, : ‘ Acquired

resistance

« Metabolic adaptation /
« Cellular phenotype switching |
2ol | Limit of detectmn
,/ )
DTP cells | oo === 7770 DTP cell
Disease course Pu et al. Nat Rev Clin Oncol. 2023. modified

DTPIIESZ B FES LU EAFIMIHIEEDRRERDIS S EE L P E MM BIRRE THD.
%ODESZLHMEBJZU?F&%#ME%@FHH@“Zm_é:(at D AEVF DIRAFZRHDIZ THRDH T
S E THDHEFEFC, LDFFHBINDIRAN aBREBSOMEER(ICH T ERD |

Marine et al. Nat Rev Cancer. 2020
Wang et al. Nat Commun. 2025

Tnll}




EDD AFIRRDDTPALIREEEIR LS DH ?

AHEOEH !
SREA N, B AMREODTPADIRES
B AEREN 19BN EBISINC T BERIC,
ZOIRIERITERIFTS | &

"

Stress-i/‘n/d uced
cell death->

1. Darwinian selection model?
2. Lamarckian induction model?
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