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II. BROBIE (RBEFTERE)
AWFFETIE, B A h o A FAVEESR BEZH1/2 O ZHIHEIC X 2503 AARTBIRIE D BRI 2o T
W5, PR BENE P EAMLIZOWTE, AML BEF OF ez NOG ~ U ZADOEHEICBAE L .
AML BFHRBMET V% 5 KL LT, 205 Lo 38RIC BEZH1/2 “HEHERZ &5 L, 3kkE
HICHITEZINHT 5 Z L 2L L, SHEO LM HEMILIC EZH1/2 —HEILER 2 &5
L. 205 b 2o mEsEEr L, 1203 EPiEZ R L7z, 2 b0 mRNARB Y07 7 A L%
A Wnt BB OIEHALSERZME LB L CWD Z E BN L IR T, SN BEEMI 2 FkE
& ZHMEE RENERE ONEE; 1 BROBAEICE I L, ZRMEEHIEE T VA& SHEEMNL Lo, Eitoks
K6, EZH12 “HAFANILZ e N AML A OEGEZIEIT 5 2 L8RSz, ZHE TORRE



gl LT AML X 255 1 HERRERERZ 2017 424 A G RiA L7z,

N T A E s - U > 3l (ATL) (22 i, ATL Al ONER T Mol 5 &8s 1 -
» EZH1 kO EZH2 #567 —Z Z2BG L, AiFEE £ TICRE L2 ATL fildo=t 7 ) LK O K7
VAV T =LA T A EHATHZ LY, ATL ORE A FALDJRIK & LT EZH1/2 O R
G N2 — & AE L7 (58th ASH, 2016), & OIZHERES T ORI Z2MRFT b7V, =57/
LFE DS ATL AR OMEEICELS b Tnd Z 260z L, EZH/2 IRESRNS A TH 5051
LUV DBROGEIL A 157,

BE U7 A AW TIRIZA B 2 BFNAL TG 2 3%GT L. FRERIR L~ L T2 O BURIALTT 0O N~ H
PEZFHN L7z & 2 A BAFRRERE57- 2 &b | IRBREEUHE RS 2 30 L C. 28 HFEWIEAN HIER
Ux U oNE (NHL) x5l 355 1 HBRRBRZ B L, £72. AMLIZ2W\TH KOL &
Difimzx BRTHRBRT A VED . Zhad BRITRBREmGH M &4 Ff L FDA [ L7z, 20Dk,
TRBREMEY A b & OB ETE T L, 28 LK F TITHBRE OIRBRS &% Bith L7-, NHL & AML @
FNENORERRERIZKIST 5 EDC system 5 L, ZEICKEMB T2 2 & 2B L Tnd, Eid
TODORBRAEE T AR THEE., Y% EDC system OWIEFEMZ1TH) Z & & L, BRAUEN RS
TG EITERINC R B 21T 5 IR 2 4 L 7=,

To establish Novel leukemia stem cell-targeted therapy for acute myeloid leukemia by dual
inhibition of EZH1/EZH2, bone marrow cells from 20 AML patients were transplanted and 5
lines of AML PDX-models were established. Three lines of the PDX models were treated with the
EZH1/2 inhibitor and all of them were sensitive to the inhibitor. Three lines of multiple myeloma
cells were exposed to the EZH1/2 inhibitor. Two of them were sensitive to the inhibitor and the
other one is resistant the inhibitor. We successfully transplanted 2 lines of cells and one line of
multiple myeloma patient-derived tumor into mice. Based on the results we have initiated Phase

1 clinical trial for AML patients.

By using genome-wide chromatin immunoprecipitation technique, we determined EZH1 and
EZH2 occupancies in tumor cells from adult T-cell leukemia-lymphoma (ATL) patients and
normal CD4+ T cells from healthy donors. Furthermore, we integrated the comprehensive
transcriptome and epigenome data and found EZH1/2-dependent epigenome abnormalities in
ATL (58th ASH, 2016). We also performed functional analysis of the newly identified EZH1/2
target genes and demonstrated the critical roles in the pathogenesis of ATL. These results
strongly suggest the feasibility and druggability of EZH1/2 molecules for treatment of ATL and

also other malignant lymphomas.

Daiichi Sankyo designed and manufactured orally available formulation of Drug Product (DP)
with Active Pharmaceutical Ingredient (API), and investigated its applicability for clinical use in
preclinical stage. The result was sufficient enough to utilize the DP as Clinical Trial Material
(CTM) in clinical development, so Daiichi Sankyo established the manufacture line in our plant
and it led to initiate Ph1 study for Non-Hodgkin Lymphoma patient in Japan in 2016. In parallel
with above clinical study, Daiichi Sankyo developed the clinical study design for Acute Myeloid
Leukemia upon multiple KOL meetings before submitting IND to FDA. Our clinical study
against AML has initiated patient enrolment since the end of March 2017. Daiichi Sankyo



developed Electronic Data Capture system (EDC system) for both of studies, and confirmed they
are running in stable. Management, Assessment and Improvement plan for the system has been

prepared.
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