PCT/US2020/019140

WO 2021/086426

1/40

(sinoy) swi

9 g 14 € 4

130-Blv-1A0URooIUOSI-ZHOZOO-dINY —l—

ZHN-[BA-1A0unooIuoSI-ZHOZOD-dINY —¥—

Xd1—o—

0l

g w0
(wyBu) uonesussuon

10
N

(@]
[32]

Ge
I 'old



FIG. 2

WO 2021/086426

2/40

—A— AMP-CO2CH2-isonicotinoyl-lle

—— AMP-CO2CH2-isonicotinoyl-Giu

r ©

30 -
25 -

(JwyBu) uoneUaIUOY

Time (hours)

PCT/US2020/019140



FIG. 3.

WO 2021/086426

3/40

~—k— AMP-CO2CH2-isonicotinoyl-Thr

—O— DX

35 -
30 ~

T
Yo}
N

(=) T}
N ~—

(Jwy/Bu) uoneUBIUOD

T
o
—

Time (hours)

PCT/US2020/019140



FIG. 4

WO 2021/086426

4/40

—— AMP-CO2CH2-isonicotinate(tBu)

—O— d-amphetamine sulfate

F M

30 -
25 -

(qwyBu) uonenussuon

Time (hours)

PCT/US2020/019140



PCT/US2020/019140

WO 2021/086426

5/40

(sinoy) swi L
4

Ao-1hounooiuosi-zHOZODdINY —l—

1BS-|A0UR00ILOS-ZHOZOD-dINY ~—¥—

ajey|ns aujelRydWE-p —O—-

0l

Gl

0 o
N N
(Jwybu) uonenuasucn

(@
(383

0
©

or

14
G ol



PCT/US2020/019140

WO 2021/086426

6/40

(sdnoy) swi
14 € 4 L

19g-1Aounoo1uost-zHOZOO-dINY ——

aUljoydiOW-A0UR0OILOSI-ZHOZOD-dINY —¥—

a)ejins sujweaydile-p —o—

ol
si
O
o
3
®
0z 2
3
&
o)
sT5
Q
3
E

o
[32]

ge

0¥

Sy

9 Old



PCT/US2020/019140

WO 2021/086426

7/40

(sunoy) swii ]
9 g 14 €

130-elv-g-1Aounooiuos-ZHOZO D~ dINY —m—

naT-1A0upooluosl-ZHOZOO-dINY —¥—

0l

Sl

0c

(JwyBu) uonesUaOUOD

G¢

0¢

Ge

JARSIE!



FIG. 8

WO 2021/086426

8/40

—a— AMP-CO2CH2-isonicotinoyl-Pro

—O— d-amphetamine sulfate

25 -

20

(quyBu) uoneiiusouon

PCT/US2020/019140

Time (hours)



9/40 PCT/US2020/019140

WO 2021/086426

(sdnoy) swi
€ 4

elv-A19-1Aounooiuosi-gHOZOD-dINY —i—

E|y/-8}\-N-/AoUuooIUoSI-ZHOZOO-dINY —¥—

ajeyins aujwelaydwe-p —o—

0l

(] [}
o N
(qwyBu) uonenussuon

o
<

0§

09

6 Old



PCT/US2020/019140

WO 2021/086426

10/40

(sinoy) swi)
4 €

1

SINQ-9TIHAOUBOOIUOSI-ZHOZOD-dINY —m—

SINO-NST-ACUROIIUOSI-ZHOZOD-dINY —¥—

ol
(@)
o
>3
5L 8
=
)
g
jn )
0z @
3
=
T4
0g
se

0L ©ld



PCT/US2020/019140

11/40

WO 2021/086426

(sinoy) awi |

14 € 4

1d10-€|v-{A0UR0OIUOS-ZHOZO D dINY —i—

ZHN-NaT-[Aounodluosl-zHOZOO-dINY —¥—

Xa1—o—

0
g
o &
(o]
=
O
(]
=
8
=
1
=
@
3
E
0z
sz
o€

Ll Old



12/40 PCT/US2020/019140

WO 2021/086426

(sinoy) swi

14 ¢ z '

BlY/-/A0unoIUOSI-ZHOZO D dINY ——

UIO-{AOUOOSI-ZHOZOD-dlINY —¥—

QJeyiNs SUILBISYUUB-P meOrwee

0l

0¢

0€

(@]
)
=3
8

=1
s
=
]

s =
Q
3
-

09

0L

08

06

A]E|



FIG. 13

WO 2021/086426 PCT/US2020/019140
13/40
r<r
(0]
=
Q
©
z
= -
2
g
=
2
N
€I
Q
N
]
O
o
=
<
f 0
>
L o 2
£ Y
@ £
g =
£
8
2
[o%
E
F
;}j
f T T T T T T o
o 0 (=] fe] o o] (@] (@]
< © 2] N N ~— —

(qwyBu) uonenuadU0D



FIG. 14

WO 2021/086426

14

/40

- <t
o
w
<
=
o
£
|
Q
ol
[=]
7]
N F o
o
o
N
o)
Q
o
=
1:
o2
£
=
[
(]
£
£
©
k] o
<
o
£
[
1
o
-

35 -

30 -

0
N

(jwy/Bu) uonenuUBIUOD

10 A
5
0

PCT/US2020/019140

Time (hours)



PCT/US2020/019140

15/40

WO 2021/086426

(sunoy) swn |
4

34d-/AounooIUoSI-gHOZOD-dINY —i—

[BA

{AOURooIUOSI-ZHOZODdINY —¥—

ajeins sulweldYdWE-p mmO—

ol

0¢

(@] (]
< (s3]
(Jw/bu) uopesussuoD

o
0

Gl Old



PCT/US2020/019140

WO 2021/086426

16/40

(sinoy) swi
'l L 80

90

¥0

¢0

130-Blv-1A0UR0DILOSI-ZHOZOD-dINY —l—

ZHN-[eA-/AounooIuos-ZHOZOD-dINY —¥—

Xa1—o—

0l

o (@]
(%] N
(JwyBu) uonenusouo)

o
<r

0S8

09

91 "BId



PCT/US2020/019140

17/40

WO 2021/086426

8l

(sinoy) swi |
¥l A" L

1

L
v

8]IA0unoaIU0S-ZHOZOD-dINY —k—m
JYL-1AOUROIUOSI-ZHOZOO-dINY —¥—

Xg1—o—

2

ol

0¢

o€

0)4

(JwyBu) uoneussUOD

08

09

0.

L1 DI



PCT/US2020/019140

18/40

WO 2021/086426

(sinoy) swli ]
4 8l 9l vl ¢l b 80 90 0 (Al

(n@1)s)eunooiuosi-gHIZOD-dINY —a—

3Yd-{AouRooIuos-ZHOZOO-dINY —¥—

Xa1—o—

() 0 o
N ~ -~

(JwyBu) uopesUBOUOD

[Te]
o~

)%

14

81 "DId



PCT/US2020/019140

WO 2021/086426

19/40

(sinoy) swit |

AD-1Aounooiuosi-zHOZOO-dINY ——

IBG-AOURODIUOSI-ZHOZOD-dINY —¥—

Xa1—o—

(Juy/Bu) uonenussUC)

00l

61 DI



PCT/US2020/019140

20/40

WO 2021/086426

(sinoy) swi |

4 8l 9L vl " 2 80 90 ¥0 c0 0
L 1 1 1 1 1 o
0G
%
suljoydiow-jAouRooluosI-ZHOZOD-dINY —l— - 001 3
g
SINO-BA-1A0Ul0oIUOSI-ZHOZOD-dINY —¥— 8
5
ajejins aulwesyde-p —o— =)
- 0GlL €
3
Z
- 00¢
- 0S¢

0C 'DId



FIG. 21

WO 2021/086426

21/40

ke AMP-CO2CH2-isonicotinoyl-Leu

—O~LDX

60 -
5

(qwyBu) uonesusoU0D

10 A

1.8

1.6

1.4

1.2

0.8

0.6

0.4

0.2

Time (hours)

PCT/US2020/019140



PCT/US2020/019140

22/40

WO 2021/086426

(sinoy) swit |
8'L 9l ¥l [ l 80

I 1 I L L Il

90

70

A

|

01d-|Aounooiuost-gZHIZOD-dINY ~l—

[BA-1A0U021UOSI-ZHOZOD-dINY —¥—

XJ1—o—

ol

0¢

0e

oy

(qwyBu) uonenusouo)

08

09

0L

¢C D4



FIG. 23

WO 2021/086426

—&— AMP-CO2CH2-isonicotinoyl-Val-NH2

—0—LDX

23/40

30 -
25 A

o w0 o
o ~— ~

(7qw/bu) uopenusIUOD

0.3 0.4 0.5 0.6 0.7 0.8 0.9
Time (hours)

0.2

0.1

PCT/US2020/019140



PCT/US2020/019140

WO 2021/086426

24/40

(sinoy) swi |
S0 ¥'0 €0 [

3[l-/Aounooiuosi-zHOZOD-dINY ——

141 -A0unooIUOSI-ZHOZOO-dINY —¥—

Xal—o—

(wyBu) uonenusduon

0€

S€

¥ "DId



PCT/US2020/019140

WO 2021/086426

25/40

80

L0

(sinoy) swi |
90 S0 ¥'0

€0

¢0

L0

BUd-AOULOOILOSI-ZHOZOD-dINY ——

(ngy)ereURooIU0SI-ZHOZOD-dINY —¥—

Xai1—o—

0
0z
o o
o
3
[}
(0]
2
g
09 =
=S
=
@
3
3
08 ~
00l
0zl

ST DId



PCT/US2020/019140

WO 2021/086426

26/40

6

0

80

(sinoy) sw |
L0 90 S0

¥'0

€0

¢o0

L0

Ai9-1AouRoo1u0sI-ZHOZOO-dINY —l—

JTeg-{Aoujooluos-ZHOZOD-dINY —¥—

Xg1—o—

ol

o o o (@]
e <t (s} N
(quybBu) uonenusoUOD

o
©

0L

08

9T 'DIA



FIG. 27

WO 2021/086426

—&— AMP-CO2CH2-isonicotinoyl-Leu

—O0—LDX

27/40

120 -

100 A

(] o o
Qui/bu) usgenusoucs

0.7 0.8 0.9

0.6

0.4 TimeQBours)

0.3

0.2

0.1

PCT/US2020/019140



PCT/US2020/019140

WO 2021/086426

28/40

60

(sanoy) swi |
80 L0 90 S0

1 1 1

¥'0 €0 (A L0

[BA-1A0URODIUOSI-ZHOZOD-dINY —l—

0ld-AouRodIU0S-ZHOZOD-dINY —¥—

XA =0

0
0¢
oy o
o)
3
1)
@
=
g
09 &
3
=)
<
3
08 —
001
oclL

8C 'DI4



PCT/US2020/019140

WO 2021/086426

29/40

(s4noy) swit L
80 L0 90 G0

¥0

€0

¢0

10

auljoydiow-jAounodluosl-gHIZOO-dINY —i—
BNO-1BA1A0UROOILOSI-ZHOZOD-dINY —¥F—

ajeyns supueleydwe-p —o—

00}

00z

00€g
(@)
o
j ]

ooy 3
=4
g

005 =
-5
=

009 @
3
Z

00

008

006

000}

6C 'OId



PCT/US2020/019140

WO 2021/086426

30/40

(sunoy) swi
14 (% c 3

L L

Jog-1AounooIuos-ZHOZOD-dINY ——

198-1A0UNoOIU-ZHIZO D dINY —¥—

o)

Lo o e o 1o}
™ (32} N N ~
(qwyBu) uonenusoLOD

o
<t

Sy

0t "DId



PCT/US2020/019140

31/40

WO 2021/086426

(sanoy) swi

¥0 ¢0 0

(17)ereunooIuosi-ZHOZOD-dINY —l—

(3)s18UNODIU-ZHOZOD-dINY —¥—

0
0z
o S
>S5
(@]
(0]
=
g
09 =
=
5
@
08 2
00l
0zl

1€ DI



PCT/US2020/019140

32/40

WO 2021/086426

(sunoy) swir
b

S0

ZHN-[BA-|A0UB0DIU0SI-ZHOZOO-dINY ——

+

ZHN-[BA-1AoURooIU-ZHOZOD-dINY —¥—

o (@] o (@] o o
<o} w < [a9] N ~
(qwyBu) uonenussU0D

o
~

08

e "DId



PCT/US2020/019140

WO 2021/086426

33/40

(sinoy) swi,
€

(13)e1eUnooluosl-gHOZOO-dINY ——

21BUNOOIUOSI-ZHOZOO-dINY —¥—

Xa1—-o—

(@]
—

o
N

[T}
(qwyBu) uopesyusouo”)

14

o¢

£t "DId



FIG. 34

WO 2021/086426 PCT/US2020/019140
34/40

r 0O

L

5]

£

B

o

o

ko -~

&N

I

O

N

o)

Q

S

= F©
F 0

—0—LDX

4
Time (hours)

20 4
5
10 A
5
0

T
fe]
[Q\]

35 -
30 ~

(qwybu) uoyeusdUOD



FIG. 35

WO 2021/086426

35/40
)
8
2
8
=
2
&
I
O
N

S 1
g
=
;

—O0—LDX

10 A

(@] o o
< 0 N
(Jwy/Bu) uoieUSOUOY

T
o
10

70 -
60 -

1.8

1.6

1.4

1.2

0.8

0.6

0.4

0.2

Time (hours)

PCT/US2020/019140



FIG. 36

WO 2021/086426 PCT/US2020/019140

36/40

1.8

1.6

1.4

1.2

1
Time (hours)

—— AMP-CO2CH2-isonicotinate

0.6

~0— [.DX

0.4

0.2

r T T
Lo} (] w0 o |Te] o w0 (@] [{e] o
< < © [42] N N ~ ~

(Jw/Bu) uonenuasuU0)



FIG. 37

WO 2021/086426

—&— AMP-CO2CH2-isonicotinate

—0—[DX

37/40

0.6

0.5
Time (hours)

0.3 0.4

0.2

0.1

45 -
40 A
3

o w (@] w0
(32} N N ~
(TwyBu) uonenUaOUOD

T T

10 A
5
0

PCT/US2020/019140



FIG. 38

WO 2021/086426
38/40
)
E)
2
8
c
ks
N
X
O
N
(o]
o
o
=
1:
x
[a]
a
o (o] o e} o
3] N [aV] ~— ~

(JwyBu) uonenuaOUOD

0.5 0.6 0.7 0.8 0.9
Time (hours)

0.4

0.3

0.2

0.1

PCT/US2020/019140



PCT/US2020/019140

39/40

WO 2021/086426

(sinoy) swi |

g'¢e € Gc 4 gl G0 0
1 1 1 !} ] G . .. o
- 001
- 00¢
- 00E o
o
3
- 00 B
=
O
- 00S &
3
- 009 2
8JBUN0OII0SI-ZHOZOD-dINY —¥— M/
2
(13)ereunoOIUOSI-ZHOZOD-dINY —e— - 004
8BNS sUIWRBYAWE-P —gmm r 008
Xd1—o— - 006
- 000}

6¢ 'DId



PCT/US2020/019140

WO 2021/086426

40/40

(sunoy) swir
14 ¢ € N4 [ Sl L G0

SJBUNOdIUOSI-ZHOZOD-dINY —¥—

(13)ereUR0OIUOSI-ZHOZOD-dINY —e—

Xat—o—

w0 o
~ ~

o
N

(qwiyBu) uolzenusU0D

T4

0¢

1%

0¥ "DId



