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W (S k) || WAHE (S k) || A2E (S k) || WWE (5o k) || WEE (So k) || WAE (5 k)
300mg, kg 10mg kg 1mg/ kg 0. 3mg/kg 0. 2mg/ ke 0. 1mg/ke
HER (S k) || B2l (Sobk) || B2iE (v k) || B2ME (5o k) || B2k (So k) || BEE (SR
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T O
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Wyeth Pfizer PAI-749
Diaplasinin
RS5275 J Cereb Blood Flow Metab 2010
RS5614 GLP GMP
RS5614
RS5614 1 GLP
ICH
GLP
hERG 10 M 300 mg/kg
300 mg/kg 26 400 mg/kg/

39 30 mg/kg/
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RS5441
RS5441 2016
COVID-19 RS5614
2020 12
CuL
RS5614
CuL
CNL
12 TKI K1
oML 10 1,300
60
TKI 15,000

16/131



PAI-1
PAI-1
s PAI-1
(Blood 2017)
ToF-p PAI-1
Lineage Sca-1 c-Kit
CD34 PAI-1
*15
TKI PAI-1 PAI-1 furin
11
11 PAI-1
ZeFILENINE e Fr oL
g EomEM N g hen \
TGF-p-PAI-1 signal ‘ON' | | TGF-g-PAI-1 signal ‘OFF’
o
< s,
TGF-B 1 ¢
Fisr
fﬂﬁ%\ 1\ 1<_
“ “""'.«” o * Jegress
¢ e -
\__ Niche \___ Niche __/
woxo070 Y oms T viae
(';gfgu?n 'SDF-I B vcar1
M coas & 3 EI=S0F-1
| amznrcoes . EFLO R
CML TK1
CML
PAI-1
CML CML
(RS5614)  TKI ) TKI
12
RS5614
CML
12 CML RS5614
|11} mosers 7mmms
' Plvs 19T
. £ = 00054 -
Fa
= ST |
AFF=T +RE5614
i | !
pre—a

17/131

PAI

EDINETOOOO
DO000D0O00OooOoo(Eses25)
oOoOooodn

-1 RS5509
CD33
PAI-1 furin
*16
PAI-1
TKI
TKI1 CML
TKI
PAI-1
TKI



TKI CML
30 TKI
remission TFR
R*®  BCR-ABL 1S 0.0032
TFR
TFR 10
DMR
TKI
12 DMR
21
21 DWR 12
21
12 DMR
DMR
DMR
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33 DWR 11 48
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2023 Nature
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CML

TKI Treatment free
i Deep molecular response (DMR)
CML TKI
TFR DMR
RS5614 CML TFR
CML 120 mg/ RS5614
DMR 20.0
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20.0 TKI
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RS5614 BCR-ABL
t P 0.0386
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33
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50.0
12
AMED
CML
10
700
PD-1
50

18/131



EDINETOOOO
DO000D0O00OooOoo(Eses25)
oOoOooodn
*19

PD-1
RS5614 T
13
RS5614 PD-1
13 RS5614
RSS614ICE S
PD-L17IRMEE
n
B / \ ; u
EI
TCR HAMER PD-1 PD-L1 HAEER
EE{ETHERR MHCHF FEEETHR
AR AT F
PD-1/PD-L1
CTLA-4
PD-1/PD-L1 PD-1
RS5614
NPO Japan Skin Cancer Network JSCaN
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Systemic sclerosis SSc

Interstitial lung disease; ILD

SSc-1LD 17,000 ILD
SSc-1LD
SSc-1LD
SSc-1LD
SSc RS5614
&)
RS5614 PAI-1 COVID-19
SSc-1LD
/
RS5614 5 mg/kg
RS5614
SSc-1LD 50 RS5614
AMED
40%
RS5614
COVID-19
RS5614
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AUC Area Under the Curve "3 0.91
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