PCT/US2021/063920

WO 2022/133148

1/11

| Atl4

1000

.
Dose {uglkglday)

Zero

7 T ¥ T T T 7 ] 7 3 T
i3 < W3 <3 1) < W
i 8o

g
]

{pa1oeigns UsA ‘BuUlaseq %)
1z fegy e ybep Apog-ve

¥
3
®?

¥ 1 ¥
Ly
@

1

1

FIG. 1

SUBSTITUTE SHEET (RULE 26)



WO 2022/133148 PCT/US2021/063920

2/11
0- é_ ) A-Weight
-
©
§
> 107
o
=
)
5 204
@
=
<
-3{}-
b I AR LA LL | L ALL L |
Zero 1 10 100 1000
Dose {megfkaiday)
FIG. 2A
o § A-HbAtc
©
(s
5
> -2
o
S
3=
= -4-
<L
£
&
-5
mm“i: LR LL | L L ALLL Y AL |
Zero 1 10 100 1000
Dose (mcgfkg/day)
FIG. 2B

SUBSTITUTE SHEET (RULE 26)



WO 2022/133148 PCT/US2021/063920
3/11

Drug
Formulation

Titanium Cylinder

T T

Piston Formulation Reservoir
O:gaeont;c Diffusion Moderator
Semi with outlet channel
emi-
Permeable
Membrane

FIGURE 3



% Forskolin

PCT/US2021/063920

WO 2022/133148
4/11
Semagiutide Compound A120
=
©
5.5
L
o
138
S
“253 i i i i i i i i i i -23 i LI i i i i i § i
61543121108 8 7 & 6151443421108 8 7 B
Log [peptide] M Log [peptide] M
Exenatide

125+

% Forskolin

¥ i ¥ i i i i { { {
4515144312110 8 7 6
Log [peptide] M

FIG. 4

SUBSTITUTE SHEET (RULE 26)



WO 2022/133148

Conc {ng/mL.)

Conc {(ng/mL)

PCT/US2021/063920
5/11

Rat
1(3000"5 -0 1-hr 1V Infusion
j 3 SC Bolus
10@0“5
1003 1
10”5
1..,
0 24 48 72 Y
Time {hr}
Monkey
10@003 -O-1-hr 1V Infusion
] -+ 1-hr 8C Infusion
1000+
1004
10
0 48 96 144 192 240 288 336
Time {hr)
FIG. 5

SUBSTITUTE SHEET (RULE 26)



WO 2022/133148 PCT/US2021/063920
6/11

A120 Dose Response

R B {1 2 A120 (EDgy 13.9 megikg/d)
~ & ‘ | | © Semaglutide (EDgq: 22.8 meg/kg/d)
™D ;i
=0 '
iy \:

85 -10]

& B LN

£% AN

2> L

2 g 20 N

3 |

@ 3 LT
48 -30 1

e B ¥ g 5 5
Zero 1 10 100 1000
Dose {mcgikg/day}

A120 Concentration Response

0 {1 D A120 (EDgy 1.67 ng/mi)
~ 8 | | ©Semaglutide (EDgy: 3.92 ng/mL)
& ?-;é ;

&L A
g ke -109 HASE
- 3
© @
£% \g
2> %
L g <V b
28 B
2% P
8@ P
28 o
Zero 0.1 110 100

Unbound Cavg {ng/mi.)

FIG. 6

SUBSTITUTE SHEET (RULE 26)



AA-Weight % Baseline vs Vehicle

WO 2022/133148 PCT/US2021/063920
7/11

vehicle
SRS g . A120.1

N o 3
S D) e v gy oy
B N o N .
™ R W
R By DA e
X - Nogad
¥ ema,

S A12G, 3

\\\“\\‘-\\\\

s
. s
~ a "

10 S

- o NN
X

\i\\w“\\\g\\ A120, 10

R
3 S
3 T Sema, 30
\\\\\\\\\ ¥
~-15- AT

N
h A ..
Y N

& A120,30

¥

z
%

751

bl

srrnisersndy

Sema, 300
A120, 100
A120, 300

IF veahicle

A120 §
A120 3 *ﬁbgr"k'gfd Press ; , i EE E
~  A120 10 megikg/d

S A120 30 mogikgrd 2 Sema 3 mcog/kg/d

& A0 400 megikg/d
B A120 300 mcgikgld

2 4 6 8 10 12 14 16 18 20 22 24 28 28

Sema 30 mcg/kgid
Sema 300 mcg/kg/d
¥ 1 T ¥ T

T I T

2 vdecssssssssscascasann

Days

FIGURE 7



PCT/US2021/063920

WO 2022/133148

8/11

non-fatmass

Yo

fatmass

Ya

b
o =z o o
~ B oD X X O
s o X %X B 5 o o
> = ¥ o o o o o x
o oW ° e x oz £ g
e 2 % E E o o o o
e m O ) £ I = £
Ll ~} () — o £ — fos] o
£ < o
2 o o 2 o 0o T o o ©
T NN RN N NN w
— A At &= Al At = b At o
o <L L o <L L o < L o
p-2 o W 1923
< m L 4 W D m e m
=l @ =
i

¥ ¥ 1

(=1 o (=]

¢ “© (- -]

{8]214yB8A PUE BUHOSE(Q SA)
ssey anssit % YWY

100~

FIGURE 8



PCT/US2021/063920

9/11

Average Daily Food Intake Inhibition
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AA % Tissue Mass
{(vs baseline and vehicle)
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