]

-

N

°TE
MNK-IN IV

W ~0 o o
by h © ¥
(Yghep 'sA oLhep)

ROJE UEDLU U] 9DUDIBIP %

0.030 0.100 0.300 0.500 1.000
Compound Dose, uyM
1G. 1

SUBSTITUTE SHEET (RULE 26)



WO 2025/137653 PCT/US2024/061590
214

5
. 1.5x10 EC;, = 49 1M
by
c
) ’
E :
W 1x1057
c
¢ 8
)
O 5
= )
2 5210
=
o]
b
=
0 ] i} T T Y
0 -10 -8 -6

log concentration (M)

FIG.2

SUBSTITUTE SHEET (RULE 26)



WO 2025/137653 PCT/US2024/061590
3/14

5% THigh Fat/Carb
Diet
Vehicle
2 4 MCLE000
=
R
© . .
% Tirzepatide
o
XS
3
M
MCL5000 +
Tirzepatide
30 4. .
Normal Diet
!- - e x =
Té\\?h & § $ I Untreated
25 T T T T
0 5 10 15 20
Time (Days)
FIG. 3

SUBSTITUTE SHEET (RULE 26)



WO 2025/137653 PCT/US2024/061590
4i14

High Fat & Carb Diet

i
] 3

* p<.01

* ¥ o

*p <001

* X

Fasting Blood Glucose {mM)
o s o

SUBSTITUTE SHEET (RULE 26)



WO 2025/137653

PCT/US2024/061590
5/14
50 7 High Fat/Carb
Diet
45 4
Vehicle
‘6‘3
40 MCLsooo
o
o
2
m ¥ 8
‘g 35 Retatrutide
¥y ]
MCLsooo *
Retatrutide
3% 1 Normal Diet
"ﬁiﬁ\? $ LI i Untreated
25 T T T T
0 5 10 15 20
Time (Days)
FIG. 5

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/061590

WO 2025/137653

6/14

g0050KW

SP/PA

(sheq) awiy

00T

o5

9 'DId

asoq oyBiH 1els

81-

.v.ﬁkl

aousseyp 1yBlam
pajsnipe sjoIyan %gl e

B[OIUSA ISIBAA e

aig Bx/bw og 2L L-€8 sheq o
Qo BY/Bwoz :zg-1 skeq e
Buisop Od e

sewiue @ = U e

(%) yBram ur ebueyn

800STIOIN -

321p qued 3 Jej yBiy o

ubisaq Apmig

SUBSTITUTE SHEET (RULE 26)



WO 2025/137653 PCT/US2024/061590
714

MClsoo8 +
Vehicle MCLsoo8 Tirzepalide Tirzepatide

ass (%)
o
[% 2]

Q ! | | .

s
W =30 1
E
& 1
8 -a5
¢ i

~GQ - *
2 O] L l
@
0 i )
g
3
B ~10 A
o
<
a
&
U % 1l

~15 - p<.05 %% ' %

**p<.01
*rkp <.001
FIG.7

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/061590

WO 2025/137653

8/14

LOO" > d
1O > d

8 "Old

1sal n Asuyym-uuep (sAeqs swj

o vwob oL g gz vz oz gr 2t 8 ¥ ©

2005TOW

SIYOA

* ¥ ¥

usUlesnSid
spnedozi)

EE XS

sppedsazil oYy urebay 1ubem

%6SG 1 SPIYSA -
%4 ‘800GTOIN »

urebey 1uboA

Ge- ao od

o Ja)1em ui By/Buw 0z

&z % 800STOW »
oS m. sjewiue
m ¥ Jo sdnoib ojur pdg
o
SL % (ssof WybBom 9%,z 1)
= syeem p Je paddolg e
O0T &
o aco uopoBluI DS .
gzr X
o Byjowu z e
omﬂ W_GEMCN w = U L]
gl

juaueasald apiyedazail .

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/061590

WO 2025/137653

9/14

6 "DId
'y -+ L8881 9e’t -/+ PEEL vL'e-/+v6°tl 8005 IO
CLLY -/+ 007001 PE9 -/+ 00°001 el -+ 000001 MY A
HpAR/APAIR-d uploAd 18I0 L/AvAId B0 L/AvA19-d

je} ul uoissaldxa (Fp4|9 pue Fp4je-d) 10biey

—— Ay A19-d
* * + L * tl #! \( \f
nw.é awé 11& a....é a._.. &.—. Ae .r.r oY ¥ & N
Hdwoz®L00S-TDN+OIA 17D APIYPIA+OIA 1D

SUBSTITUTE SHEET (RULE 26)



WO 2025/137653

10114

PCT/US2024/061590

MCL5008 Tissue Concentration
(ng/mL)

Young mice: Dose Plasma 6826 + 2170

20mg/kg/QD, n=8, 21 days .

(tissues collected 2hr after Brain 2841130

last dose on day 21) Brain/plasma ratio 0.04 + 0.007
Fat 2990 + 2080
Fat/plasma ratio 04+0.19

Aged mice: Dose 20
mg/kg/QD (82 day) and
30mg/kg/BID, 35 days (from
day 83 — 118, tissues
collected 2hr after last dose
onday 118), n=8

Plasma
Brain

Brain/plasma ratio

13,157 + 2022
852 + 189
0.06 + 0.01

SUBSTITUTE SHEET (RULE 26)

FIG. 10



PCT/US2024/061590

WO 2025/137653

1114

[T "D1d

&
Qnsx
- 0
&
L GO0E am
&
=
a
L 0002 @
&
| =
000 =
>
K3
L. OGP

18} [BUIWIOPQY

- [BURLICDOY

SUBSTITUTE SHEET (RULE 26)



WO 2025/137653 PCT/US2024/061590
1214

High Fat & Carb Diet
m
* % * *p<2
700 1 L *5 < 0]
__ 600 -
E
= 500 -
> >
g 400 -
£ 300 -
=
8 200 -
100 -
0
& N o 2
é\a @Q’ Q{} ‘}&'
o R Nz 2
& Nl & \"*@Q
S a A
N o
& o°
X &
\
FIG. 12

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/061590

WO 2025/137653

13114

L ¥
H
@K gied g 1ed ybi

50

{il) Jo481591040D TN

€1 Ol
&)Q%
o ™~
%) 2
o NS
S S < oo
E R ; ey, Y
Ry
& Qno e ﬁ?ﬁv o}.
& & KL 2
- O
o
=
[on]
&
%
g
R W
=
Z
- =

i }
4
121Q q4ed g 1wed ubiy

100 >d .
co >d

3solL
n Asuwym-uuep

dnoib/sewiue = U e

sjuswjead]

dnosBysjewsiue g =u e

S191Y9A B 3910 [RWION

SUBSTITUTE SHEET (RULE 26)



WO 2025/137653 PCT/US2024/061590
14114

600

Absorbance
NN
o
o

o
(o]

o 10 20 30

Time {minutes)

FIG. 14

SUBSTITUTE SHEET (RULE 26)



