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10
PAI-1 56 165 10
Science Advances 2017 2017 11
PAI-1
O Blood 2012 O
O Stem Cells. 2014 O
O Blood. 2017 O
O Biochem ,Biophys Res Commun. 2019 O
O Haematologica 2021 O
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PLoS One. 2015
O Cancer Biol Ther. 2015 O
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O Am J Respir Cell Mol Bio 2020 O
Environ Pollut 2021
O Circulation. 2013 O
O Oncotarget. 2016 O
O Science Advances. 2017 O
O
O Br J Pharmacol 2016
O
O Oncotarget 2017
O
O Hepatol Commun 2018
O
O Front Pharmacol 2020
O
O Mol Med Rep 2020
O
O Science Reports 2021
- O
O Obesity 2021
O FEBS Open Bio 2018 O
O BBRC 2021 O
O PLoS One 2015 O
O J Alzheimers Dis 2018 |
Arterioscler Thromb Vasc Biol. 2013
O PLos One 2016 O
PAI-1
PAI-1
PAI-1
PAI-1
PAI-1 200
96 PAI-1 PAI-1 PAI-1
A ¥ PAI-1/tPA
10 1,300
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Molecular Sciences 2021 PAI-1 PAI-1
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R&a007 RS52TH

R55441 R35484 R35509

W (S k) || WA (S k) || ARE (SR || W (SR || WE (SR || W (Y R
300mg/ kg 10mg kg Tmg/ kg 0. 3mg/kg 0. 3mg/ ke 0 1mg/kg
HEH (SR || B2 (Sobk) || B2t (Sv k) || B2t (Do k) || B2l (Su k) || B2 (SR
10mg/kg 10mg/ kg 20mg/ kg 250mg/'kg
10 PAI-1 PAI-1 RS5484 X
RS5484
‘\, RCSB Protein Data Bank
", (RCSB PDB-TAQF:RE{LL-E{EE!
Ca  PA-1IZ#&LI-{E 5 FIAEHIRS5484
T OE@iNE)
RS5275 RS5441 RS5484 RS5509 RS5614
PAI-1
Wyeth Pfizer PAI-749
Diaplasinin
RS5275 J Cereb Blood Flow Metab 2010
RS5614 GLP GMP
RS5614
RS5614 18 GLP
ICH
GLP
hERG 10u M 300mg/kg

300mg/kg 26 400mg/kg/
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PAI-1
oL
FGF23
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"9 TKI TKI
oL 10 1,300
60
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PAI-1
PAI-1 PAI-1 RS5509
20 PAI-1
(Blood 2017)
ToF-p 2 PAI-1
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DR RS5614 oL TFI
TKI chL RS5614 120mg/
12 DUR
21
21 DWR 12 DUR 20.0%
DR B
21
12 DR 20.0% TKI
DUR b RS5614
DR RS5614 BCR-ABL
t P=0.0386
RS5614 DR
chL TKI  RS5614 150mg/ 180 /
RS5614 48 DIR b 334
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COVID-19
COVID-19 COvVID-19
COVID-19
QIM. 2020 CovID-19 t-PA/PAI-1 d-dimer
J Thromb Haemost 2020 PAI-1
COVID-19 PAI-1 RS5614

Arterioscler Thromb Vasc Biol 2008 TGF-B  Am J Respir Cell Mol Biol 2012
Arterioscler Thromb Vasc Biol 2013 Am J Physiol Lung Cell

Mol Physiol 2016 Klotho NO Proc Natl Acad Sci USA.
2014 PLoS One 2015 Am J Respir Cell Mol Biol 2019
PAI-1 RS5614 PAI-1 tPA
120mg 8 PAI-1 tPA
7 RS5614 PAI-1
CovID-19
COVID-19 PAI-1
COVID-19
RS5614 13 IL-6
COVID-19 IL-6 PAI-1
PNAS 2020
COVID-19 PAI-1
AMED
CovID-19
2020 10 2021
28
L
L L 10
cT
18 p = 0.0018
COVID-19 RS5614

2021 20 AMED

RS5614
10
4,000 700
NCCN PD-1
Ann Oncol 2020 CTLA4
33.3 20
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*25
RS5614
RS5614 PD-1
PD-1 RS5614
NPO Japan Skin Cancer Network JSCaN
RS5614
RS5614__
PAI-1 RS5614
RS5614
RS5614
RS5614__ FGF23
23 fibroblast growth factor23 FGF23
RS5614 FGF23 FGF23

RS5441
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Psychiatry 2010

AGA
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50 40
X
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PAI-1
J Thromb Haemost 2007 PAI-1
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62 80
CD34
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PAI-1
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)
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in vivo
PFC 2 GABA
Hippocampus 3 Striatum 34 GABA
*35
GLP
ICH
GLP
hERG 1,000mg/kg
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PCT
2036 2038 25
2035 12 28
2027 20 2029 26
2028 31 RS8001 B1 36
Bl
2035 26 RS8001
2037 12
PMS) PMDD
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heterogeneous
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PMS/PMDD
2020
2019 12
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1,200mg ] B 50mg
2018 2020
QoL
PMS PMDD
CiCLE
2021 2020
2011

1,200mg 2,400mg

Psychiatry Clin Neurosci 2018

[12 20  800mg 20
13
11 LPO 2021
RS8001__ PNIS) PNDD
PMS PNDD
PNIS 50 80% PMDD o
PNS/PHDD
PMS/PNDD SSRI
AVED
PMS/PHDD
2019 AVED
11
RS8001__
*43
P
10
e 55.2ng/nL
24
AGE e
304 39
45 B6 17
2012

Schizophrenia Bulletin 2014
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* PAI-1 Plasminogen activator inhibitor 42700
* AGEs(Advanced Glycation End Products )
AGEs
AGEs
(
)
AGEs

( )
*
* 2003
* POC Proof of Concept

( )
( )
*
* (PMS) 10
70 85 PMS

* (PMDD) (PMDD) (PMS)
* AMED (Japan Agency for Medical Research

and Development)

2015

*10 CiCLE Cyclic Innovation for Clinical

Empowerment

( )
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*11 / ( )
*12 https://www.who. int/en/news-room/fact-sheets/detail/noncommunicable-

diseases
*13 https://www.who. int/health-topics/mental-health#tab=tab_ 1
*14 https://www.who. int/teams/mental-health-and-substance-use/gender-and-

women-s-mental-health
*15 https://www.mentalhealth.org.uk/a-to-z/c/children-and-young-peopl
*16 https://www.who. int/teams/mental-heal th-and-substance-use/covid-19
*17

tPA
*18 2014
*19
*20
*21 TGF-B
*22 furin
*23
*24 BCR/ABL
0.0032
(DMR)
*25 (CTLA-4 PD-1 PD-L1
)
( )

( )
*26
*27 IND Investigational New Drug

FDA

*28
*29 y (GABA) Gamma Amino Butyric Acid
*30 -
*31
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*32

PFC

*33

(Hippocampus)

*34

(Striatum)

*35

*36

*37

ASD

ASD Autism Spectrum Disorder:

)

*38

*39

*40

*41

SSRI

*42

*43

*44

AGEs

*45

AGE

Advanced Glycation End Products

*46

*47

COPD( )
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( ) CMC(Chemistry, Manufacturing
and Control ) ( )

CMC(Chemistry, Manufacturing and Control )
( )

GLP(Good Laboratory Practice)
GMP(Good Manufacturing
Practice) GMP GCP(Good
Clinical Practice)
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PMDA

CRO

contract research organization: CRO
Academic research organization (ARO)
Clinical research coordinator, CRC
Site management organization, SMO CRC

&)

HP

PAI-1
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RSB001PMS / PMDD  RS8001
Al
RSA102 RS9001
RSA101
RS5614COVID-19 RS5614
139,333 209,802 RS8001PMS/PMDD
RS5614COVID-19 82,713 291,810 210,839
86,125 25,532
241,769 90,728 RS8001
11,318 254,292 100,054
1,042,644 1,385,503 2,428,148
2021
1,360,872
23,988 14,108 9,880
RS8001 11,318
1,066,632 1,371,395 2,438,028
29,449 8,493 37,942
14,325
475,650 276,421 199,228
RS8001PMS/PMDD CiCLE
380,000 RS8001PMS/PMDD CiCLE
103,578
505,099 267,927 237,171
561,533 1,639,323 2,200,857
2021
946,808
644,944
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1,360,872 2,005,816
230,492 89,255
253,088 25,532 24,462
296 1,719
867 1,164
1,591,662 135,650
1,868,083 103,578
380,000
a
b
c
« ) )
139,333 66.4
)
( 2020 ( 2021
2021 31 ) 2022 31 )
« ) ) « ) )
Baxter Hgalthcare 107,530 51.3
Corporation
50,000 23.8
27,272 13.0 73,272 52.5
30,000 21.5
25,000 17.9
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Eirion

Therapeutics, Inc.

License
Agreement

(
)

2016
10 31

PAI-1

2019
12 24

PMS/PMDD

Baxter Healthcare
Corporation

LICENSE
AGREEMENT

2020
31

15

2020

2020
12 25

2022

30

2021 10 26

Al

2021
17

Al

Al

2021
11 26

Al

2013

2026
31

2020

2024
31

Al
2022

2020

31

2025

Al

2022 28
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Understand | 10 13
-ing
Memorandum
of 2021
Understand
-ing
2021
12 15 2026 3 31
FGF23
2022 2024 PAI-1 TM5614
17
30
20226 2024 AMED
AMED 30
2020
2024
30 AMED
2020
2024
30 AMED
2020
2024
30 AMED
2020
2024
30 AMED
2020
2024
30 AMED
2021 2021
15 30
NEC 2021 Al
23
SARS-CoV-2
2021 2022 PAI-1 TM5614
25
31
PD-1
2021 2022 TM5614
31
82,713
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TKI
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RS5614
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26
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33 TK1 RS5614
DMR
RS5614
2019
11 48 DMR 33.3
-12 POC
DMR 50.0
PMDA 2021
CML TKI RS5614
2022
CML 60 TKI1
AMED
TK1
TK1
TKI1 48
DMR DMR
RS5614
COVID-19
2020
2021 AMED
2021
100
2021
2022
2021 10
2022
2022 70
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Home - ClinicalTrials.gov suspended
Study To antagOnize Plasminogen Activator Inhibitor-1 in Severe COVID-19 - Full Text

View - ClinicalTrials.gov

2020 12 25 COVID-19

2021 12 31
2021 10 2022
©
PD-1
RS5614
2021 2024
2021 AMED o
NPO Japan Skin Cancer Network JSCaN
40
RS5614 120-180mg
2022 20
(D)
RS5614
RS5614
(e) FGF23
23 fibroblast growth factor23 FGF23
RS5614 FGF23
FGF23 2021 11
CRB
2022 2022
(F) RS5441 PAI-1
Eirion Therapeutics Inc 2022
(9) RS5614 PAI-1
RS5614
T
CTCL
« ) T CTCL
100 2.5 20
T CTCL

49/104



170

b RS8001

(a) RS8001

ABC-J

() ABC-J

(b) RS8001

2019 AMED

2021

Web
JMOG

AMED

)

(c) RS8001
2020

)

EDINETOOOO
DO000D0O00OooOoo(Eses25)

ooooodo
T CTCL 2,500
50 60
2021
ABC-J ABC
PMS) PMDD
CiCLE AMED
105 2020 11 2023 12
2020 11
2021
NPO Healthy Aging Projects for Women HAP

2021 2021

NPO

2021

100

PANSS

PANSS

50/104



(d) RS8001

25

)

c RS9001

2021

(a) RSAIO1

2020

)

(b) RSAI02

Al

Al

11

PMDA
2021

COPD

2020

EDINETOOOO
DO000D0O00OooOoo(Eses25)
oOoOooodn

Baxter Healthcare Corporation

Al

2021 10

51/104

RS8001 25
2021 B
CRB 12
2022
50
mm
2022
)
mm
NEC
10



EDINETOOOO
DO000D0O00OooOoo(Eses25)
oOoOooodn

Al 15 3,000
80
Al DCCN: Dual-Channel Combiner Network AUC0.80
20mmHg Al 2021
Al P-DCCN
Al
(c) RSAIO3
%
NEC
Al 2022 1,000
1,080,000
Al Al
SAiL (Skill Acquisition Learning
Al
2022 AMED
( ) 2022 AMED
2021 11
(d) RSAI04
Al
NEC
Al
Al
(e) RSAI06
Al
Al
)
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2019 11
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2022 12 2029 11
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2021 13 2021 300
(©))
4)
) ) € € C D C )
%01§ 28 40 155 370,000 375,750 370,000 370,000
%01§ 30 6 161 55,500 431,250 55,500 425,500
%Ol? 32,039 32,200 — 431,250 — 425,500
2019
) 530 32,730 64,925 496,175 64,925 490,425
%()2% 31 100 32,830 20,000 516,175 20,000 510,425
%02; 31 — 32,830 426,175 90,000 — 510,425
2021
) 600 33,430 120,000 210,000 120,000 630,425
%02; 9,995,570 | 10,029,000 — 210,000 — 630,425
%02% 22 2,240,000 | 12,269,000 690,368 900,368 690,368 | 1,320,793
%02;1010 26 442,700 | 12,711,700 136,440 1,036,808 136,440 1,457,233
)
KSP
18,500,000
9,250,000
THVP-
18,500,000
9,250,000
200
77
245,000
122,500
400,000
200,000
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SMBC
400,000
200,000
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308.20
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SMBC
®)
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( 100 )
)
() — 2 27 44 12 19 5,205 5,309 —
() 48,131 7,908 1,823 1,004 217 | 68,013 | 127,006 2,100
) 37.87 6.22 1.43 0.79 0.17 53.51 | 100.00 —
®)
2022 31
(
)
)
(@)
4,738,600 37.28
1,647,300 12.96
1,420,000 11.17
226,392 1.78
21 212,300 1.67
150,000 1.18
120,000 0.94
91,800 0.72
83,400 0.66
10 74,500 0.59
— 8,764,292 68.95
)
1,500,000 2,920,000
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1,025,641 2,386,513
7,327 31,173
9,675 10,461
1,042,644 2,428,148
992 869
2,589 2,760
3,581 3,630

13,258
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13,277
10 10
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29,977 58,363
179,825 80,970
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86,125 210,839
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7,504 30,993
90,728 241,769
11,318
28
9,000
9,028 11,318
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