WO 2023/210578 PCT/JP2023/016110
1/6
[Bg1]
2~(3-(E" u-3-1 1
ALKS i I F1HESY - 44 SB525334 SB431542
DR YES UV
9
A X ©
., N | . HN 9
fes s N U/%b A 9 (¢
: W == [ " e
. = No
FIFIOUDE Yes Yes Yes 1 AP
Bik? US-FTFUDY) | Gsxdun) | (Roxgyy | @ASALID
F¥FU—I)
ALK5 [HZEEH HY L &y HY
In sifico E';Fmﬁ =] =1 = =]
1. CASE Ultra L it WtE LS
2. Derek (4 =Xk (=X et
Ames o o &
I EE BEtE 3 (=353 =4




WO 2023/210578
[E92]
(A) )
13.3%

NICKHNS+

NKX+INS-

NKX+INS-

ALKSIll

38.3%
NKX+INS+

2/6

SB525334
o,

7.5%
NKX#INS-  NKX+INS+

=
o
o
2y 2
NKX-INS- NKX-INS+ KX-INS- RKXNS+ NKX-INS- " NRX-INS+
1% 10° 10 10° 10 10° 10* 10° 10° 10 10' 10°
SB431542 IN1130 EW-7197
11.5% 11.2% 11.8%
NKX+INS-  NKX+INS+ NKX+INS-  NKX+INS+ NKX+INS- NKX+INS+

NKX-INS-

NKX-INS+
10 10° 10° 10' 10°
B .
® ) ALKSill
99.2% 97.2%
PDX+CHM- PDX+CHM+ PDX+CHM- PDX+CHM+

ey
° o A
<
=y o
o

<
EY
o =

PDX-CHM- PDX-CHM+  PDX-CHM- PDX-CHM+
10 10° 10" 10° 10* 10° 10t 10°
SB431542 IN1130

98.5% 98.4%

PDX+CHM-  PDX+CHM+

PDX+CHM-  PDX+CHM+

5B525334

98.4%
PDX+CHM+

PDX+CHM-

PDX-CHM-  PDX-CHM+
10? 10° 10t 10°
EW-7197

98.5%

PDX+CHM-  PDX+CHM#+

0
=]

w
(=]

-
o

©
©

o~
(=38

PDX-CHM-  PDX-CHM+
10t 10°

PDX.

10

-CHV- ‘PDX—CH

10° 10* 10°

PDX-CHM- PDX-CHM*
10f 10° 10t 10

PCT/JP2023/016110

Y% INSULIN+*NKX6.1+

FEEERMEDALKSRES

120

100
%80
960
O40
320

FERRMEDALKSAEHI

8 2 P GREI26)



WO 2023/210578

(&3]

FRE £ (%)

120
100
80
60

3/6

o
Y
Q%

PCT/JP2023/016110

b %
=

N
Q
A

NIRRT

2

Pt

i

I

m ALKSill SB431542 = SB525334 IN1130 m EW-7197



WO 2023/210578

[594]

NKX6.1

% INSULIN*NKX6.1+

ALKSIll

NKX+INS-

31.7%
NKX+INS+

NKX-INS-

NKX-INS+

1 10® 1ot 10°
Senexin B
36.1%
NKX+INS- NKX+INS+

T

T NKXCINS+
10*

10°

PCT/JP2023/016110
4/6
SB431542
21.5%
NKX+INS- NKX+INS+
‘o

NKX-!ZNS-

¢ 100 10
SB/Sen
NKX+INS-

KHIIA T

T T

NKX-INS+
10°

34.6%
NKX+INS+

NK)ZilzNS-

NKX-INS+
10 100 10t 1
250 -
200

150
100

BE (x104cells/mL)

28 2 FAE G R 26)




WO 2023/210578
5/6
[E25]
ALKSil SB431542 Senexin B
(15.9%) 8
%é‘ " (536%)

12 (18.7%)
(86.3%)

(42.3%)

2 2 RS CHRI26)

PCT/JP2023/016110

SB/Sen

(19.3%)
(43.9%)

3
(35.1%)
& 1 [ifRa
® 3 AR
@ 6 [N HERE 2
& 12 KRBV B R



WO 2023/210578
[E6]
ALKS5ill vs, SB
"l Upidos
[ IEE : 7
g N b
HS5 R4 #1 @ 2 o
) ool o
s = Down: 127
00 25 50 75 100
ALKS5ill
_upie7r S
H5RE 42 © 2 w
(aiffEfe) F S I
N o
- S8 Down: 261
S0 25 50 75
ALKSill
[E7]
(A) ®)
)
O
(@)
E
i)
T
o
= 0 +——m—r———r—
o 5 0 5 10 15 20 25
BIER O GE)
©) (D)

" S 4000
-
3 =
5 ~. 3000
e i 2000
X I
! ¢ 1000 4
N ! |
e~ O 0
™ L.

0 306090120 U

PCT/JP2023/016110

6/6
ALKSill vs, Sen ALKSill vs. SB/Sen
=1 Up: 24 " up7
oo _53 5 g p
-E <X . . & l g’ D
n AT B
% 0 % w
[da R i : o :
< ¢ Downi92 o “Down: 59
00 25 50 75 100 00 25 50 75 100
ALKSIll ALKS5ill
lupria Cupriz
on 21 e 2
3 o 21
- © Down: 108 ~ Down: 48
“ o0 25 80 75 “06 25 50 78
ALKSill ALKS5ill
S 8000 -
&
mm 6000 - —— AL K5l
o
% 4000 A = SR/Sen
°f 2000 - wsQwe Sham
2 0 T ‘.". O
V] -5 0 5 10 15 20 25
BB DOEFRE GA)
—o— ALKSill
- SB/Sen

0 30 60 90120

IRORAER®RORM(5)



