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Molecular determinants of EZH2 non-canonical functions

oo non-canonical;E ¥ 184> 5%

YUBLEBMIEREL. 2D

EEAEIERT %, EZH2
phospho-deadZ A D&
ey =Fiiikrs abopea¥aY: 32
T IORETIVERWTE
EER

[(HAfFsn oM R1]

HSC
C1J
L)
& L
Myeloid Lymphoid

ak, v
(J
... B-ALL

Impact of non-c:

SEMEIZ{KE L AL \)non-canonicalZi
HENBMBEORIEIZEDNKSIC

53 H5DMNEBHLMNITEHILIC
LY. BMEOREERTOERE
SWABABRRIGHE~NDIBEEZFEDD
CEMTEEERYET,

CHEARESY)

EZH20>!) > B AL AV ES 95 0D S 7R
-~ _ B CEECEET S/
i 2 @ WTRIEL. ZORBENET S
S oS NFERES S, £l EZH2E
e o B REEHERVNAEDE

Treatments

%’ PROTAC,Combo
P oo already identified
or basedon WP1

PECOVWTHNKEETILEAR
WTHREET 5,

New therapeutic opportunities to overcome resistance

[(HAfFsndmR2]

.
Pk ]
Relapsed AML and B-ALL & 5. Identification of resistant cells
By
Pi
P )
@ AT
a, : .
@3® leukemic blasts sc-RNAseq
."‘I'A 4 1004
|, P 80 “
# S
A Treatments = /R <N @ Treatment  w  Survival
e Y — @9 —
b EZH2 degrader i QJ Bl
PDX Conventional Sacrifice A
therapies \ = - "
Combo Metabolomics
Untreated A"
Ve © @) 1\ Metabolism analyses
(@wmor)=—.

MEEDBREEICH T HIE RN EEELG- TS B MK I HEZH2
PROTACO B4 ZHIERR Tl I 6" EZBL T, EZH2ZERET HHFLLY
ARERBBORECETIERGMENEONDIZENTFEINET .



Understanding EZH2 activities in leukemia, a potential therapeutic strategy

[Objective]

[Japan-side]

* Principal Investigator:

Atsushi lwama

(The Institute of Medical Science,
The University of Tokyo, Professor)

Develop a new anti-leukemia therapy targeting non-canonical EZH2 function

[Research Outline 1)
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Molecular determinants of EZH2 non-canonical functions

phosphorylation sites involved
in the non-canonical activity of
EZH2 in leukemia and create
mutants of these sites. We will
analyze the function of EZH2
phospho-dead mutants in
hematopoiesis and leukemia
using mouse models.

[Expected Result 1]
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By elucidating how the non-
canonical function of EZH2, which is
independent of its histone
methyltransferase activity, is
involved in the development of
leukemia, it will be possible to
deepen our understanding of the
leukemia transformation process and
therapeutic response.

[Research Outline 2)
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[Expected Result 2]

Relapsed AML and B-ALL
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[France-side]

Counterpart Principal investigator:
Estelle Duprez

( Centre national de la recherche
scientifique, DR1)

We will investigate whether EZH2
phosphorylation is involved in
leukemia treatment resistance and
relapse and identify the molecules
mediating this mechanism. We will
also investigate the efficacy of
treatment with EZH2 protein
degradation inducers using leukemia
models.
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It is expected that preclinical evaluation of the efficacy of EZH2 PROTACs against
leukemia, which has problems with resistance to conventional therapies, will provide
important insights into the development of new therapeutic strategies targeting EZH2.



