WO 2023/028606 PCT/US2022/075545
1/16

feharty ahet

[QE 1 OO 2
EDHEOE N

RWEERLY Swmay




WO 2023/028606 PCT/US2022/075545
2/16

Pre-clinical study outline: ActRIl receptor antibody and GLP-1 agonist

combination pharmacology
60% gatdiet
f \

4-6 week Start drug L
ald mice treatment Termination
3 weeks drug Tissue
treatment & analysis &
20-25 weeks DIO assessments biocr}emistry
A ]

{ /
Y
Food consumption, body weight, clinical assessments, MRI, activity assessment

FIG. 2



WO 2023/028606 PCT/US2022/075545
3/16
Activin A 33
»E
5 ¢
2000+ 5 L
£ £ 8
- 3 : £
s 2 g 8 8 icle-1P
€ 1500 s 5 £ || Vehliclel
a i §f N N8 Vehicle-SC
2 3 3 2 § CDDBS-3mpk
< 10004 5 5k B CDD866-20mpk
£ g O N | W% Semaglutide-5ug/kg
2 N ; 27 ¢ 3 B Semaglutide-40ugikg
£ 5004 : T B g i ,
Q 2 = % 9 8 CDD866-3mpk+Semaglutide-5ug/kg
2 £ e
< “ 5 3 ‘ N\ CDD866-3mpk-+ Semaglutide-40ugikg
oA NN CDD8e6-20mpk+Semagiutide-Sugikg
Bl CDD8Bo-20mpk+Semaglutide-40uglky
Data were presented as Mean £ Sem;One way ANOVA
followed by Dunnett's test by Prism GraphPad;
n=8

FIG. 3



WO 2023/028606

PCT/US2022/075545
4/16

Fat Mass by MRI

B
& Vehicle-
4 Vehicle8C
& 5 CHOUEB-3rpK
B DD0RSE2Mmpk
:;“3 15 - Seoughitine-fughg
- ABugg
10 .
®
5 + - . v E 3
WEEKO WEEK WEEK? WEEKD
Time fReex}
Dala wete p;‘?sef:ieﬂ 35 hfes A Wiy ANTVR
$ Tibey ot

FIG. 4A



WO 2023/028606 PCT/US2022/075545
5/16

Inguinal fat{mg)

¥ Semaglutide-5ug/kg

B8 Semaglutide-40ugikg

¢ CDD866-3mpk+Semagiutide-5ugikg
NN CDD366-3mpk+Semagiutide-40ugikg
N CDDBE6-20mpk+Semaglutide-Sugikg
8 CDDB8B6-20mpk+Semaglutide-40ugikg

500+

1500- R
2 oz % % I z3 . .
s & E & $ B8 2 E s M Vehicle-IP
By 0 FEEc oz P NN VenidesC
1000+ 5 3 §EE: & 2 N
5 2 84 ¢ § 2 i CDDBBE-3mpk
g
& 3 §8 CDDA6B-20mpk
g

Inguinal fat(mg)

WW//////////%%/ Semaglutide-5ug/kg

g-

Data were presented as Mean + Sem;One way ANOVA
followed by Dunnett's test by Prism GraphPad;
n=8

FIG. 4B



WO 2023/028606 PCT/US2022/075545
6/16

Leptin E
10072 g g £ 2
= 84p 3 5 . ¢ TEEE % f B Vehicle-IP
£ £ 2 8 fgsf & f W Vehicle-SC
~ S ¢ sy 285 ¢ ¢ 2
g) 60~ : § £ S é £ : DD866-3mpk
= 8 § g 233 B8 CDD866-20mpk
= 401 § 8 N : W Semaglutide-Sug/kg
g- \ % - B® Semaglutide-40ug/kg
d 20 § § CDD366-3mpk+Semaglutide-5Sugikg
§ § WY CDD868-3mpk+Semaglutide-40ug/kg
o S CDD866-20mpke+Semaglutide-5ugkg

BB CDD866-20mpk+Semagiutide-40ugikg

Data were presented as Mean + Sem;One way ANOVA
followed by Dunnett's test by Prism GraphPad;
n=8

FIG. 4C



PCT/US2022/075545

WO 2023/028606

7/16

Muscle
X

Muscle

ioss

” To g
- %.nm..f = Aww,,,vﬂ.\/.rv
L _E
; .
(% V&N.Vﬁv
| S, o
w . \_..
By, T,
% -
o s,
. Yo,
m A
: e

G

w§ %M,w«). 0

anuasan R 3|0snul
stluRUs0NSEl Uss i

FIG. 5



PCT/US2022/075545

WO 2023/028606

8/16

CONAGR 2
QAR

DOWN

:\%

6

FIG



WO 2023/028606 PCT/US2022/075545
9/16

Body Weight{g}

ke dhandy

Bady Weightiy)
5 o
“w?

P
[
J




WO 2023/028606 PCT/US2022/075545
10/16

Body fat by MR]

Bt
R WSS

..-.“.\N.\\..N.g

¥ 534038

BRI SREE

FIG.8



WO 2023/028606 PCT/US2022/075545
11/16

Visceral fat sample measured at necropsy

Ferfrenal fat{mg) . ¢

e L 2 g 3 B
e d4z & 2 5 3 E 3 3
‘E %\:uv %\\
xxﬁ \ §

&y Pram GraphPad;

FIG.9



WO 2023/028606

PCT/US2022/075545
12/16

Faod inmke{yg)

A8

AR

Food intake(g)

Ry

B Wehtida
& CODESE-Xsnpk:

AL R RN IR RN ]

Time {Day}

Chats wers presented 25 Mean £
faftzied oy Dunnett test by

o way ANDVE

phFad =38

FIG. 10



WO 2023/028606

13/16

PCT/US2022/075545

Lean(g)

364
g
&
©
@
4
54
2\{1‘ T T T T
weekd weeki waek? weekd
Time {week)

Data were presented as Mean & Sem Two way ANOVA

fotleewed by Bunned test by Prism GraphPadn=8

& vehiceP

& COUSEE20mpk

- Semaghiide-dlugig

& CDD8A&-20mpksSemaghut
<& Trzepalice-45ugke

4 COD866-20nipk+Trzepatide-45ugky
- Laglutide-4tugikg

& COUSS6-20mpk+Lraghitide-40ugkg

e-Afligig

FIG. 11



WO 2023/028606

FIG. 12A

FIG. 12B

14/16

Distance(m)

Distanceim}

veeit

Dala wete e
felnes by

weeki weeht weerd

Time fweak)

A UDDEES2NvN T Raspatne dauging

o L

hdaatuging

- CEoEE-Zhmoy~iiagiuiie - Hkgis

Speedim/s)

903

2025

2020

ks

8036,

4005

sl

[t iwars prs:

skt et wiekd
Timme feck)

SRR AS 1600 3 Sorm, Tk g ARVA
s G 2§

PCT/US2022/075545



WO 2023/028606

PCT/US2022/075545
15/16

Fatlg)

& Vahickp

& CD0885-20mpk

& Theepetide-dougi

& CDRES0-20mpic TrzepatidedSughg

week

Data were presented as Mean 4

woek] w2

Time {week)

iotiowed by Durnett fest by Prism

FIG.13



WO 2023/028606 PCT/US2022/075545
16/16

Leanig)

%5 )
B vsticiedd
. g & CDONSE- ek
ey o )
e - & TRZopalid ¥

. -

4 - & g T i S
-~ & CROB6E-Horaphe Tizaralideigky
o
2
£
kol
P
-2

P

28

v v v 7
woekd wrekt weak? weak3

Tone fweck)

FIG. 14



