WO 2021/086427 1/10 PCT/US2020/019146

- <
<
=
w
i)
©
£
£
[e]
s
s
N
€L )
O p
N >0
o 0
o Fon £
o 0]
= £
< =
+ -
L
S
>
[z
[0]
£
£
S
[
£Q
o
£
T -~
hel

10 A
5
0

T T T
0 (o] Lo (@] Lo
(321 (2] —

45 -
40

(qwy/Bu) uonenuasuon

FIG. 1.



PCT/US2020/019146

WO 2021/086427

2/10

(sunoy) swi
14 € 4 l

SINO-198-g({AounooiU-gHOZOO-dINY) —e—
SINO-B|v-A0URoOIU-ZHOZOD-dINY —m—
ZHN-BA-IAounooIU-ZHOZOO-dINY —*—

sjeyins sujwelsydue-p ——

XJ7=—o—

ol

0c

0¢

ov

(qwyBu) uonezusdUOH

0§

09

04

¢ 9Old



FIG. 3

WO 2021/086427

3/10

—O—d-amphetamine sulfate —#— AMP-CO2CH2-nicotinoyl-Ser

35 -
30 -

25

0
5
10 A

(Jw/Bu) uonenusouoD

PCT/US2020/019146

Time (hours)



WO 2021/086427 PCT/US2020/019146
4/10

1.8

1.6

1.4

1.2

—&— AMP-CO2CH2-nicotinate(Et)

Time (hours)

—O— L DX

0.8

0.4 0.6

0.2

o o o (o] (o) o
5] < [s2] N ~—
(qw/Bu) uonenusouon

90
80 ~
0
0

FIG. 4



PCT/US2020/019146

5/10

WO 2021/086427

(sinoy) st

4 8L 9'L 7'l 'l 3 80 90 70 [Al] 0
L 1 1 1 1 1 L L 1 1 O
0g
')
(o]
=3
00l §
=
S
=2
-
=)
osl e
3
D
SNO~BIY-AOUROOIU-ZHDZOD-dINY —>—
00¢
ZHN-[BA-A0UBodIU-ZHOZOD-dNY ——
ajejins sulwelpydwe-p —g—
Xa1—o— - 062
S DIA



WO 2021/086427 PCT/US2020/019146
6/10

r <
i}
kol
(]
£
3 L O
2 S
o
T
5
N
(@)
Q L ©
o o
=
<
+ L™~
o
x
fa)
-
L ©
o

0.3 0.4 0.5
Time (hours)

0.2

0.1

120 -
100 -
80 -
0
0
20 A
0

JwyBu) uonenusdsuo)

FIG. 6



PCT/US2020/019146

WO 2021/086427

7/10

(sinoy) swi ]

60 80 L0 90 G0 ¥0 €0 [AY L0 0

1 L L 1 1 1 L L

— —

ZHN-TeA-1Aounooiu-zHOZOD-dINY —a—

ojeyns sujwelaydwe-p —a—

Xt —o—

002
00F o
o
=}
(@]
o
=4
Q
009 &
jun
=
Q
3
008 —
000}
00zt
L DId



PCT/US2020/019146

WO 2021/086427

8/10

(sinoy) swii}
14 €

ZHN-eA-Aounootuosi-zHOZOD-dINY ——

ZHN-IBA-A0unooiu-zHOZOD-dINY ~¥—

0}

0
—

0¢

(Jwybu) uonenussUOD

oy

1514

8 DI



WO 2021/086427

—— AMP-CO2CH2-nicotinate(Et)

9/10

—8— AMP-CO2CH2-isonicotinate(Et)

FIG. 9
45 -
40 -
3

Q 0 (@] e}
924 N N ~

(JwyBu) uonenuadsuo)

Time (hours)

PCT/US2020/019146



FIG. 10

WO 2021/086427

10/10

—+— AMP-CO2CH2-nicotinate(Et)
—&— AMIP-CO2CH2-isonicotinate(Et)

18 1
16 -
14

~ -

(qwy/Bu) uoieliUSOUOD

1.8

1.6

1.4

12

0.8

0.6

0.4

0.2

Time (hours)

PCT/US2020/019146



