(k&= 10)
[16am01010103j0005]
YRR 29 4E 5 A 25 H

R 284F FE I ST SR FE HEHE S e i B
(BIESE T A 7Y A = AWGESHR A 2E) M) S R RS &

I EAER

=¥ A ARRETA T A = AR R R (AR SREBIN R T T > b T o — L HEE)
Platform Project for Supporting Drug Discovery and Life Science Research

(Platform for Drug discovery, Informatics, and Structural life science)

BN A, © (AAGE) KRR REAE 206 L2 RIFEA — 7 v A ) _—2 g v OHtE
(B bbb Y — R b o7 SRIBEIFE OHELE)
(& F&) Promotion of open innovation in drug discovery utilizing a large-
scale research base (Promotion of drug discovery research: bridging

hits to leads)

BN EERYE  (AARGE) KIRKRFERFERIEAAR Bz I Fist
e %k K4 : (3& 3E) Kazutake Tsujikawa, Professor,

Graduate School of Pharmaceutical Sciences, Osaka University

o OB ERk284FE4H1H ~ k2943 H 31 H

I FBROME (RIEHERE)

KIRKRZFIZBITD2ARFEETIE, 1) 4B 2) HZA 77V —{bAaWéaEk, 3) 8 - 5.

4) U—RXBRFE, 5) EaElbAERER. 6) MBI LR, 7) AR T —~, 8) HEEMz= v

hy WS T —=IZxf LT &EEENEITO TR E 157,

. SRR R — A R—UEEHRT AL L HICA Y U —=u TR I —5% 81 [0], fEx O
RA 94 [R5 L7z,

2). HHTAT TV —ACEWERK : KFEOHIEE DA LI HiH b AWkt 169 8 % Bat KA1
BHENEET L A0LEMT A 77 ) — et L7z,



3). R - BIE MG LAIRIRE L B S 21T - 72,

4). —REHE HF - LFEMEE Cytochrome P450 (CYP) BEEFHE® in vitro 7 v A RAMEEL
Too BB FIZ. MM 10 4, O 8 . CYPBAE 4 & 72072,

5). i A EER 2B OW T BT I A N EREHE DO AT ¢ > F L I A hOEE
LD AR AEIE L, 8 OMEREER I3 2 ML EE LA ORI E - T,

6). T&IE LAFSE : BRI PET FA A—V 0 v Z—TlE, L&D T v MENEIREA
v L. EELEMEEYORKTHICAZI TH D Z L 2H BN LT,

7). BIEEET —~  HFAT— U OWFEREIX, SO X 5 A, S1 1L 197, S2 X 10 7. S3
X ORRE, L1IX 438, L2318 E 2oz,

8). MHER= =y I PRl 28 FFEICIIME R =y FERE L, ARy N —2 Lo
AL E BT, KIRKFENOFERT —~IZB L THL AR KEEZRB LT,

FLEINLDOIZEICE D, T 49 W, 79 DFEFEE L EFHEE 6 FOR R L o T,

In this project at Osaka University, support and advanced research including 1) external
release, 2) synthesis of compounds for a shared library, 3) provision of expert guidance and advice,
4) seeds exploration, 5) optimized compound development, 6) translational research, 7) drug
development research themes, and 8) Lead Exploration Units, were carried out, and the following
results were obtained.

1). External release: the homepage was launched, 81 screening technology seminars were
conducted and 94 consultations were held.

2). Synthesis of compounds for the shared library: 169 new compounds were synthesized by
researchers at Osaka University and provided to the official compound library managed by the
Drug Discovery Initiative at Tokyo University.

3). Guidance and advice: expert guidance and advice for drug discovery have been made available.
4). Seeds exploration: in vitro assay systems for liver and heart toxicity, and for cytochrome P450
(CYP) enzyme activity have been established. The number of support assay is 10 for liver toxicity,
8 for cardiotoxicity, and 4 for CYP assay in total.

5). Optimized compound development: In support of two specific research challenges in
collaboration with a young chemist and a medicinal chemist, accelerated synthesis of chemical
compounds resulted in acquisition of chemical compounds with a high inhibitory activity against
a target enzyme with cancer relevance.

6). Translational research: pharmacokinetics of a compound in rats were obtained in the PET
Molecular Imaging Center, at the Graduate School of Medicine. The compound was revealed to
be effective in its clinical evaluation as a drug candidate.

7). Drug development research themes: the number of research challenges at each stage is 5 for
S0, 10 for S1, 10 for S2, 0 for S3, 4 for L1, and 1 for L2 in total.

8). Lead Exploration Units: Lead Exploration Units set up in 2017 worked with the Drug
Discovery Support Network, Japan Agency for Medical Research and Development, and initiated

support of lead optimization for a promising subject at Osaka University.



From these studies, 49 academic papers were published, 79 presentations were made at

academic conferences, and 8 patents were filed or advanced.
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