(FEHRA4)

I EAER

WFFERA e ARE S

WHIERSEH Y &

e ik K4

ESI i} ﬁﬂ fi]
SRS

AT RS
TR T AR

e ik K4

SRR

PIEIRE A

[FREHS %2 16cm0106122h0001 ]
SERL 294 5 16 H

VO 28 4 Z Rt M 52 B & R R W oE E

(B ARE
C

(A AGE

C

(A AGE

(ZE &8)

AR A E SRR AT FE 3 26

Project for Cancer Research and Therapeutic Evolution
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Development of innovative cancer therapies or preventives targeting

cellular senescence
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of Cancer Biology, Division of Cancer Cell Biology, Professor
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Development of innovative cancer therapy and preventive targeting
mechanisms underlying senescence induction, maintenance, and

elimination
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The University of Tokyo, The Institute of Medical Science, Department
of Cancer Biology, Division of Cancer Cell Biology, Professor

Makoto Nakanishi
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(F &) Development of senescence—inducing therapies for p53-positive

leukemia
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(FE30)
Development of high throughput screening system for novel drugs that induce senescent phenotypes
in p53-deficient cells.
Development of a new technology capable of purifying senescent cells and identification of genes
specifically expressed in senescent cells by RNA seq analysis.
Fbxo22 regulates TFEB transcription and subsequent autophagy activation.
Identification of a senescent specific marker recognized by immune cells such as macrophages and

elucidation of the mechanisms underlying.

We generated a mouse model for p53-intact myeloid leukemia by transplanting mouse bone
marrow cells transduced with MLL-AF9, one of the most common form of MLL-fusion proteins.
We treated the leukemia mice with a p53-MDMZ2 inhibitor to induce p53-dependent cellular
senescence, and found the therapy suppressed leukemia progression and prolonged survival of
leukemic mice. Interestingly, leukemia cells in the endosteum region are relatively resistant to
the therapy, indicating the important role of bone marrow microenvironment to determine the

therapeutic effects.
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