WO 2022/177988 1/15 PCT/US2022/016593

FIG.1

— 2501 Administer Administer
- sulfonylurea vehicle or
E {glyburide} Compound 1
20 T T R
W P N NN
w . S = N S
2 150
X
=
S 100+
L®]
Q
O 501
24}
0 I l 1 1 1
-4 -2 t] 2 4 6
Time (hours)
Vehicle -#- Glyburide + 30 mg/kg Compound 1

- Glyburide (30 mg/kg) -m- Glyburide + 10 mg/kg Compound 1
-4&- Glyburide + 3 mg/kg Compound 1



WO 2022/177988 2715 PCT/US2022/016593

FIG.2

g
T 100
£
L,
2 il
S apd SN
L) @ G ) "\""’"‘\—W - R S——
o e T B
£ s S st S i
05 e S T e
a2 1 T s .
& e S
A H.‘ R — e "““*u-\\.\_w\\_\.‘
RN R SR e
«ﬂih“‘“"-\\-\\. H_\.—.M'ﬁ e,
s S RRAR NN
0.4 et i U X
RE
QI;" 1 | | 1 | | 1 1 1 1 1 1 1 1

9 12 24 36 48 60 72 B84 96 108 120 132 144 156 188
Time {hours}

120 myg
88 myg
4 mg

3 mg

T

EERERE

$.5 miy



WO 2022/177988 3715 PCT/US2022/016593

FIG.3

100 =

=

1 ; T
-60 -30 0 30 60 80 120 150 186

400 =
")
T 300+
o
E
@&
8
S 2007 R
O N
© TN e
£ g % O P T
& oG o ® 0. o -3
\\\\\\\m S
\\\\\\
0 T | T T T | T T
-60 -3{) a 30 60 90 120 150 180
mins
@ Placebo
« 27Tmy
& 60 mg
® 120mg



PCT/US2022/016593
4/15

WO 2022/177988

(LOUOD UDES Ul Cganeid § / 8AIDE G5 = U)
L pUNOTUICT 1O 350D 18I0 31BUIS B W;m\,, 081 SISSIUNCA AU ESH

By Iypinyg Siyreus ¢ aunurgd
BINSEHU U BALIR POURY FURINKM

R IO BaynEL g aseoryB
DIHEDUL G BANEID PO BN

SALLIERTY SR T,

lod) | punodwios
L
{i \:” M jolzalozRg] (7- A1) eunasoe

abusjjeysy (ns) esinjAucying

¥ "OId



WO 2022/177988 PCT/US2022/016593

5/15
FIG. 5a
Placebo
-~ Day -2 (N=6)
= Py — Day 1 (N=6)
£
o
o)
E
LT \
% “‘MI‘GJ‘I-“\\az&}
O
-2 1 1 1 1 1 L] 1 1
60 120 180 240 306 360 420 480
Time (min}
FIG. 5b.
Compound 1 30 mg
8 S
= -- Day -2 (N=6)
ol LS — Day 1 (N=6)

UM AR AN A R AR A AR AR B AR ARG

GIR {mg/kgimin)

o
1

1 1 | | | 1 1
64 & 80 120 180 2490 300 360 420 480
Time (min)



WO 2022/177

GIR {mg/kg/min)

988

2]
#)

77

7

PCT/US2022/016593
6/15

FIG. Sc.
Compound 1 60 mg

-~ Day -2 (N=6)
— Day 1 (N=6)

4
F
E
F t
; §
: o '-«"bi'\ Ly
] R U U
L ) o -
8 " A \',‘
] FY - M=
H a" d ',‘w\‘.” N
¥
. A"’ e, e L ‘n:‘n
T T T T T T T
-68 @ 60 120 180 249 300 360 420 480

Time (min)



WO 2022/177988 PCT/US2022/016593

7/15

FIG. 6a.

Placebo

-- Day -2 (N=6)

— Day 1 {N=6)
)
T
)
E
¢y 100-
o
50 | 1 1 1 1 1 1 | 1 1
50 g 80 120 180 240 300 360 420 489
Time {min)
FIG. 6b.
Compound 1 30 mg
2 2 -- Day -2 (N=6)
150 | — Day 1 (N=6)
- ?
g §
§
E |
') 10G :
. . ]
*r aa.-r:-u".urr“d"4“"‘"!‘..;;"5‘-9v*\,,"'\vﬁ""\“‘.
) L
50 1 1 ] ] 1

T T
-60 b 60 120 18¢ 240 306 360 420 480

Time (min)



WO 2022/177988 8/15 PCT/US2022/016593

FIG. 6¢.

Compound 1 60 mg
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FIG. 10c.
Compound 160 mg QD
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