PCT/US2024/056024

WO 2025/106751

1133

Vi 9I4
Keq
120261 8LLLOLGLYLELZLLLOL G 8 L 9 GV €2 ) 02 € v G 9
____________________________O@M
L4 aee 100050 1oy e 10005 m\‘m - 08¢
—— T 55%.3 ~ :
@I * % |OO.V
s lorer) S, :
s (%LGL-) 4
Q \.0,/@\0\ X% /0/
“g-0-02° (%L°G)-) *m vy, By % - Oy
. 0/ 4" ]| - *\ A
(%G61-) (%¥LL-) oy
- 087
- 008
- 026
T - 0V
K v (o) .
w\ (eamybBy/bw G) | 1S1UOBY HHDN + | JOJRAIDY [BUUBYD XJIM/XYNS -o-
(%1°¢) | J0JeAlOY [Buuey) XM/ XYNS | L 08g
0gaJe|ld o

(6) 3ybram Apog

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

2/33

dl "9l

%9'G)- (210 L9°) (8'8) ¥'06 Byy/Bw 0}
%6'C ) (€00) 220 (6'9) 8¢ bw g

0q9e|d SA ZZ Aep
uo uojonpal Mg | Tw/bu 489 Jw/bu ewseld] MO | IsIuoby ¥yON

feq

¢¢ 0C 89 ¥L2hbOoL 8 9 v ¢ 0 ¢ v 9 8 0l-¢I-
imim:t_ﬁ_m::_m _ A _m i € ; | i-_m-_m-_ﬁ_m-_:- el-
| | | | | | | | | | | | | | | | | |
09
—- 08Y
- 00S
—
MM — 0¢S
- 077G
(%9°G1-
CARE L 095
(%621
- 089
seamByy/Bui g}, | 1s1uoby ypoW - o-- [~ 009
seam/By/Bw G | 1sIUOBY YyOW - ¢- -
soamyByy/Bui G || 1s1uoBy HpoW - -+ - |~ 029
Buisoq 0Q8%8|d —o— || 0v9

(6) 3ubram Apog

SUBSTITUTE SHEET (RULE 26)



WO 2025/106751 PCT/US2024/056024

3/33
—o— Placebo

700 |~2- SURx/Kirx Channel Activator |
2 --0-- SURX/Kirx Channel Activator | +
@ 600 MC4R Agonist | (5 mg/kg/week)
(1]
‘€ 500
° _
840 00
o 300 1Tt
=
® 200
= |ttt t 1-4 oZ
E 100 i 1t - % Sk%
3, lEEsge e Rt

a T

Day
FIG. 2A

—o— Placebo .

700 |72 SURXx/Kirx Channel Activator |
--0-— SURX/Kirx Channel Activator | +

MC4R Agonist | (5 mg/kg/week)

Cumulative food intake (g)

-t T 1T 1T 1T 1"
1011121314151617181920
Day

FIG. 2B

m_
@_

T T T T
1234567

SUBSTITUTE SHEET (RULE 26)



WO 2025/106751 PCT/US2024/056024

4/33
—O— Placebo
-2~ SURX/Kirx Channel Activator |
15 --A-— SURX/Kirx Channel Activator | +
MC4R Agonist | (6 mg/kg/week)
’é‘ +1.0%
gl | e T E----X
Q ~  TTm=A--=--
E N A )\
E 5 . 23*3‘V I
@ t e -12.5%
= 34.9% 3459,
-37.4%
Fed State
O | | | [
1 7 14 17
Day
FIG. 3A

SUBSTITUTE SHEET (RULE 26)



WO 2025/106751 PCT/US2024/056024

5/33

—O— Placebo
-A- SURXx/Kirx Channel Activator |

60 --A-- SURX/Kirx Channel Activator | +
MC4R Agonist | (5 mg/kg/week)
E
£ 40
=
=]
2
£ 20
k:
o
0
1 7 14 17
Day
FIG. 3B

SUBSTITUTE SHEET (RULE 26)



WO 2025/106751 PCT/US2024/056024

6/33
—O— Placebo
-A- SURXx/Kirx Channel Activator |
80 — --A-- SURX/Kirx Channel Activator | +
MC4R Agonist | (5 mg/kg/week)
— D
£ 60 -7 7.4%
g =TT Tttt T
E --------------- -182% .- -A
8404 T s :
2 *k%k T
g t -34.0%
_ -38.59
= 20 o
Fed State
O I [ |
1 11 17
Day
FIG. 3C

SUBSTITUTE SHEET (RULE 26)



WO 2025/106751 PCT/US2024/056024

7/33
400 Glucose
=)
> 300 -
E
@
S 200
=
(o]
[4+]
= | [~O— Placebo
< 100 -0 SURXx/Kirx Channel Activator |
o -3- SURX/Kirx Channel Activator | +
MC4R Agonist | (5 mg/kg/week)
O _
| | | | |
B1 15 30 60 120
(0) . .
Time (min)
FIG. 4A

SUBSTITUTE SHEET (RULE 26)



WO 2025/106751 PCT/US2024/056024

8/33
20 - Insulin
—O— Placebo
—_ -0~ SURX/Kirx Channel Activator |
£  15- -3- SURx/Kirx Channel Activator | +
2 MC4R Agonist | (5 mg/kg/week)
£
s 10-
=
(1]
£
s 54
o
O |
| | [ | [
B1 15 30 60 120
) . :
Time (min)
FIG. 4B

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

9/33

] E
feq
RS AAIRIT N BE LIS ELLOLTErEe

444 xxx _\OOOVQ
>
Ao.\.v (%281) (%91-) (grq71 %8 L)
\omm.t Lm\mw\w..w|@.@\mio&é:@..@!wi@!o\@. -
/m\-

(B/Bw G) | 1s1UCBY HON + | JOJEAIOY [SUUBYD XIIM/XHNS o~
| JOJBAIOY [SUUBYD XIIM/XHNS - v -
0gooe|d —o—

09¢€
- 08¢
- 007
- 0
- Ov
- 097
- 08y
- 009
- 0¢G
- 075
- 099
- 089

- 009

(B) 3ubrom Apog

SUBSTITUTE SHEET (RULE 26)



WO 2025/106751 PCT/US2024/056024

10/33

(1 Placebo
SURX/Kirx Channel Activator |

12071 22 SURK/Kirx Channel Activator | + MCAR Agonist | (5 mg/kg/week)
100 ] I
80 -
3 60
=
% 40 7] T T ’I' T
< I
K=y T t
g 20- ]
=3
@ 0 1/1
20 - ??
T it
407 ft
60 -
Days 1-7 Day 7-14 Day 14-20 Day 1-20
FIG. 6

SUBSTITUTE SHEET (RULE 26)




WO 2025/106751

Plasma glucose (Mm)

Plasma insulin (ng/ml)

11/33
—O— Placebo
-2~ SURXx/Kirx Channel Activator |
15 --A-— SURX/Kirx Channel Activator | +
MC4R Agonist | (5 mg/kg/week)
0 R, T
\\“\A::.:.‘_.’_T:.:. ........ E\\: .~ %
: ; -2o.3°§,
- ) -32.59 Kok
2320 " 36.7%
0 -40.3%
Fed State
O [ [ | |
1 7 14 17
Day
FIG. 7TA
—O— Placebo
-A- SURXx/Kirx Channel Activator |
40 - -A-- SURX/Kirx Channel Activator | +
MC4R Agonist | (5 mg/kg/week)
30
20
10
0 Fed State Tt 1t Kk
| | ] |
1 7 14 17
Day
FIG. 7B

SUBSTITUTE SHEET (RULE 26)

PCT/US2024/056024



WO 2025/106751 PCT/US2024/056024

12/33
500
3 400-
(@]
E
§ 300
s
? 200 :
= —O— Placebo | B !
< 4004 |-© SURxKirx Channel Activator | *
o -3- SURx/Kirx Channel Activator | +
MC4R Agonist | (5 mg/kg/week)
O_
| | [ | [
B1 15 30 60 120
(0) . ,
Time (min)
FIG. 8A
500
3 400
(@]
E
§ 300
S
> 200 -
£ ~0
o —O— Placebo .
a 1007 -0~ SURXx/Kirx Channel Activator | *
-3- SURXx/Kirx Channel Activator | +
0- MC4R Agonist |
| [ | | [
B1 15 30 60 120
0) . :
Time (min)
FIG. 8B

SUBSTITUTE SHEET (RULE 26)



WO 2025/106751 PCT/US2024/056024

13/33
—O— Placebo
-0 SURXx/Kirx Channel Activator |
-3- SURXx/Kirx Channel Activator | +

207 MC4R Agonist | (5 mg/kg/week)
E 15
£
£
7 10
=
[4+]
]
8  5-
o
O _
| | | | |
B1 15 30 60 120
(0) . .
Time (min)
FIG. 8C
20 —O— Placebo
-0 SURXx/Kirx Channel Activator |
-3- SURXx/Kirx Channel Activator | +
E 15- MC4R Agonist |
£
£
a2 10
£
(4+]
£
8 5
o
O _
| | | | [
B1 15 30 60 120
(0) . .
Time (min)
FIG. 8D

SUBSTITUTE SHEET (RULE 26)



WO 2025/106751 PCT/US2024/056024

Glucose AUC (mg/dL.hr)

14/33
[] Placebo
KN SURx/Kirx Channel Activator |
/1 SURx/Kirx Channel Activator | +
MC4R Agonist | (56 mg/kg/week)
400 - GIuE:se AUC (0-60 min) =j- 800 — Glucose AUC (0-120 min)
= T
300 - S 5 peu- P
200 - / S 400
/ =
100 @ 200
o
0 = 0
o
FIG. 9A
Placebo
1 SURx/Kirx Channel Activator |
N  SURX/Kirx Channel Activator | +
MC4R Agonist |
__ 800 Glucose AUC (0-120 min)
i
: T
T 600 ,
e S - —
Q400+
<
7
§ 200
2
0
FIG. 9B

SUBSTITUTE SHEET (RULE 26)



WO 2025/106751 PCT/US2024/056024

15/33

Placebo
SURX/Kirx Channel Activator |

SURX/Kirx Channel Activator | +
MC4R Agonist | (5 mg/kg/week)

NIAL]

E 5 Insulin AUC (0-60min) &, Insulin AUC (0-120 min)
E E
(&) — ') 15 ] —_1
= : 2 10 +
s 5- 7 £
= S 54
2 2
= 0 = 0
FIG. 9C
N Placebo
1 SURx/Kirx Channel Activator |
N SURX/Kirx Channel Activator | +
25 MC4R Agonist |
Insulin AUC (0-120 min)
e
E
2 154 T
O T
2 *kk
= 107 1=
=]
w
£ 5-
0
FIG. 9D

SUBSTITUTE SHEET (RULE 26)



WO 2025/106751 PCT/US2024/056024

16/33

_ig
892 H <
o ©= o
= =9 -~
T T35 | T T .
<< e O o o o O
c =21 (7/joww) sapliadf|bu) ewse|d
S 2w
OO¢
Z _§<83

O X X

| R R F

o Y

oD D0

o nwn=

07N H

[ | [
o o (] o
(@]
(a\] ~

o
(Ip/Bw) j019)SB|0YH BWISE|]

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

17133

201 9l
0
- 02
L 0F
L 09
1 T
|08
- 00}
(eam/by/bw ¢) | 1sluoby Yy
+ | JOJBAIOY [SUUBYD XIMXENS
J0JeAIdY [BuueyD XiXENS N
(Byy/Buwi G) ogeoeld []

(7/n) LSV ewseld

g0l "ol
0
L 00G
1 L
' L 000}
1
L 005}
(Moom/by/bw G)

| 1S1U0BY HFOW + | I0JBAJOY [BUUBYD XIM/XENS P
(seamyBsy/Blug) ogaoeld + | JojeARY [BuUBYD XIM/XENS Y

(B51/6wi g) ogaoeld + spiysp [

(INA) v43N ewsed

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

18/33

| 18IUOBY YYOIN + | J01BAROY [BUUBYD XIM/XENS
(eam/By/bwig) ogaoe|d + | J01BANOY [suueyd XIM/XENS N
(by/6w 6) ogeoeld + BpIUSA  []

aot oI
0 - 0
3 - 02
- 005 3
T T z - O
X Tl I

- 000} nw A 09

T = S __1}o8
— 0061 001

(eam/by/bw ¢)

(/n) 11V ewse|d

SUBSTITUTE SHEET (RULE 26)



WO 2025/106751 PCT/US2024/056024

19/33

i H

I I | | | | |
(] () () (@) o O O O O
Lo () Lo O AN

SURX/Kirx Channel Activator | + MC4R Agonist | (5

5 S -
_g (B/6w) sapuaaA|bri) soa7  (Bwy/Brl) uaboaA|9 JaAl :;
% o
3=
5 © A=k
E5 6% | |_
©xx8
O ¥ =
§Ee2 i v
8SSDO D
o wmw S
HZN H |
| [ I

| | [ [ |
0o mowmwao 0 <o 0
NN v~ — OO ~ ~ O (am)

(B/Bw) jo193s9j0YT J9AIT (B/Bw) 43N JoAr]

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

20/33

V¢l Ol

Keq
vamommvwrtovﬁimvﬁ:2mwNomvmNF

_N >mc 8 dn m >mc Eot S0’ ovg q Hw_co@q mvos_ w> ] Hm_co@q mvos_ + _ Loﬁ>:o< Q_x

1G0"0>d —-O-_ | _
O\@:.@:.@.;ﬁvl e B o0 mw /AM//
=g vy IR
T .-w.--w--#i — Lo “o.
| ¥ w.-.w.-# Qg L “o
_ | > o
_ ! “ SR
0gase|d ! i i N
! ! Byy/Bu (g o by/bw oG
By/bw 08 | JOJeAOY _ %c#mm_ﬁ,q !
Byy/Bwi 001 | JO1BARDY lpuuBy) x_g_ . Yo I0JeAOY [SUUBYD
| JojeAnoy lpUUBYY XIMXENS .vﬁ dns XIIM/XHYNS
[BUUBYD XIIM/XHNS XIM/XENS N

(yoamyby/Bw G) | 1S1U0BY YW --o--
(oam/By/bw G) | 1SIU0BY YO + | JOJRAIOY XIIY/XYNS -O -

10JBAIRDY XIIM/XHNS —v—

o)
A

[ [ I
(] O (=)
~ ~ N

1

|
Lo
]

0gaae|d sA Jybiam Apog ui abueys 9,

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

%61~ | 1sIuoby

21/33

l¢c 0C 61 8L LI
L

|

9. G v € ¢ L 0L 6 8 L 9 ¢ ¥ € ¢ |
R N N N S L1

da¢l ol
Keq

q7ON

+ | JOJBAIIOY
[suueyn w\\my TTQ -~

XIM/XENS

%E}-
| 1SIUOBY

0.

S0l SR Sy S N

oqade|d

\wAwAwwn_w
b

loyeAioy [duueyd Aep/By/buw 00|
XIM/XINS

Kep/By/Bu 0g

Kep/Byy/Bui 0g

fep/Bybui 0gh N\

(jeuiBuQ) | 1SIUOBY MyON --o--
YOI + | J0JAIOY [BUUBYD XIIM/XYNS -© -
[SUUBYD XIIMXENS ——

-0}

(abueyd o,) ogase|d sA Jybiam Apog

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

22/33

¢l Ol

Apnis 8y} o pus 8y} 1} ¢ Aep woj
G0'0>d :(yoam/By/Bw G) | 1siuoby YN SA (eam/By/Bw G) | 1SIU0BY ¥y DN + | J0JRAIDY 9uI
! G0'0>d !
NN_NON@_M::SQEQN_:2mwN@mqmN_
| | ] | | |

S O

|
Lo
]

| “
| |
oy i
Tt w--w RN % P
_ e O AN
_ L Toe--¢--%
| I
| |
0qode|d _
_ _
| |
| ByPwog|
Byy/Bw 00}, | jojeAnoy jouueyy!  B/Bw 0g | JojeAnoy
| . |
| J0JAOY XIMXENS  + xiixyns IBUUBYD XIMXENS

(yoamyby/Bw G) | 1SIUOBY YW --o--
(oam/By/bw G) | 1SIU0BY YO + | JOJRAIOY XIIY/XYNS -O -
| JOJBAIIOY XIIM/XHYNS —v—

o
N

0qgaae|d sA Jybiam Apog ui abueys 9,

|
w0
~—

1

|
()
-—
1

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

vl Ol

*90UBDIJIUBIS [2211S1EIS BASILYO. 0] Jamod Jusidlynsul SI 8iay |
"(SYN) 2109s AJIAIOR @74VN @Y} SullLIS1ap 0] PaUIqUIOD S8I00S S810USP #
"UMOUS OS|e 8/ IS PUB SueaW pue (g-z=u) sjuiod ejep [BnpIAIpUI Se UMOYS 8Je Ble(]

At

=

(yoam/bByy/Bw G) | 1sIu0BY ¥y +
(Rep/By/BwQQ) | J0JeAlOY [SUUBYD XIIM/XHNS ©

(Rep/By/BuwQQ) | J0JeAIOY [SUUBYD XIIM/XENS ¥
0g92e|ld o

23/33

|

—

—+

SVN [ejoL

[

Ulm

o
|
O OUOTOOAN—O

(8-0) 8109s QYN [ejoL

(@]

[
—

-+

o

~
(¢-0) 81008
uonjesy|yu| [|99 Alojewwejuj

[
(ap]

# Uoljewwepju| Jejngo

[
N

(o]
|
(z-0) @109g uonejonaep

# Buluoojjeg tenjjoo0jedoH

T .
Mbwq

uopisodaq pidiq

[
~ ()

|
(-0) 21098
uoijisodaq pidiT

|
< (9.0] N

# SIsojea)s

(€-0) 81008
SISOJea)g

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

24/33

Gl "old

'60"0>d, Aq pajousp aie dnolb apixozelq sy} 01 pue dnolb
0gaoe|d ay} 0} suosliedwo) (SYN) 8409s AJAIOE T14VN BY} SUILLIBJOp 0} PAUIGUIOD $BI09S S8J0USP #

"UMOUS OS[e 8Je IS Pue Suesw pue (y=u) sjulod e1ep [BnpIAIpUl SB UMOUS aJe Ble(

# Uoljewwepju| Jejngo

— O
— - )
(oomyBy/Bu 6) | 1sIU0BY WyOW + |+ \H\ ¢
(Aep/By/BuwQQ}) | JoyeAloy [puUBYD XIIM/XYNS © e
(Aep/B31/Bwo0 1) | JoJeAOY [BULBYD XIIN/XHNS ¥ v -G
0geoe|d o rooeeee m
- 8
SVN [ejol
v 0 S o i 05
- = . 3
T
o = m M
T e L |
o< ¥
v eecoe |-¢ @ o %
S =
- ¢ — W|.. eoeo - N\Mw
= LS
8
2.
=

# Buluoojjeg tenjjoo0jedoH

(8-0) 8109s QYN [ejoL
* O

uopisodaq pidiq

|
~ ()

|
(-0) 21098
uoijisodaq pidiT

|
< M

=

oo
*

v

T

v

# SIsojea)s

(€-0) 81008
SISOJea)g

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

IC
|

V9l "Old

0c 6L 8L ZL 91 Gl vl €1 ¢}
S T N M A

feqg
W oL 6 8 L 9 G ¥ € ¢ |1
| | | | |

%61~ | 1siuoby
YO

+ | JojeAoy
[puueyn

XIMXENS

%E)-
| 1siuoby

d7ON

25/33

~

P
g7 1T o

R

P gt

Q-
T

SN \

Ge

| J0jeAOY
|suuey)
XIIY/XENS

—
% fep/Bybw oo) !
I

1 1
1

(leulblQ) | 1sIU0bY HyOIWN --o--
| 1SIUOBY HFOW + | J0JBAIOY [SUUBYD XUIM/XHNS - -
| I0JEAIDY [BUUBYD XIN/XHNS —v—

(aBueys ¢,) oqase|d sA Jybram Apog

- 01

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

26/33

a9l ‘9ol
feqg
lc 0¢c 6L 8 L 9 G ¥ € ¢ W O 6 8 L 9 G ¥ € ¢ |
| | | | | | | | | | | | |

>

|

|

|

i
% | | 10j)eAny [suuey)
I _
Aw,w/%z\é:m @v_\mgom

W.ll”. llil%.l!l.mll.u ~ogs | m ~

Y | O//
T e _ Q
“ u@.hh@?l. //./.B. N
" el
| \
0qode|d | I i B s e L
Y ] T n Y3

| JO]EAJOY [duUUBY)
| JOJBAIDY [BUUBYD XY/ XYNS By/Bw 00} XIiy/xing Bxy/Bw 08
(JleutBuQ) B3/6w G | 1s1U0BY YyOW -0~
(leuibLQ) By/Bwi G || 1sluoby Yy - -
(Yeaday) By/bw G | 1s1UOBY Yy | J0JeANOY [BUUBYD XIM/XYNS -© -
(Yeaday) | J0jeAIIOY [BUUBYD XIIM/XHYNS —v—

-0}

(abueys 9;,) oqase|d sA Jybiam Apog

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

27/33

V.l 9l
Req
o_Nm_Fw_FN_F@_Fm_Fv_Fm_FN_F F_Fo_v 6 8 L m_w_m

| | |

p

| J0jeAOY

By/6w 0G|
| 10JeAldY
[ouueyn

XIMXHNS

_ BT

" XIM/XHNS

|
| (leuiBuO) | 181U0BY HyOW --o-=
:_wrm%mw 1| 151U0BY YyDW +| JOIBAIOY [BUUBYD XIIY/XENS -0
XIYXENS RV U0 XNXANS -
By/6w 001 (ooeld —o—
| JOJEeADY

[SUUBYD XIIM/XENS

— 001

— 00

- 00€

|
(]
(]
<

[
o
(e
(Yol

[
o
()
©

— 004

(B) axejul pooy aAljeNWINY

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

28/33

da.ll "ol
Req
o_Nm_Fw_FN_F@_Fm_Fv_Fm_FN_FF_FemwNm_w_m,_ﬁmmr

| | |

¢z 11 o 4 %%
..... e 1
..... 0@
@....e ..... @
@..:.@... s
o
4 L7 *x !
o A ! | 10JBAIOY
o e " ouey)
e - VC_
e o N /U 0 ! IMXENS
o ° | J0jBAIY |
o jpuueyy !
XIM/XENS

By/6w 001
| J0J_AIOY

[SUUEBYD XIM/XHNS

(leuibuQ) | 1s1U0BY Yy --o--

| 1SIU0BY YOI\ +| JOJBAIOY [BUUBYD XIIM/XYNS o
| J0JBAIJOY [BUUBYD XIIM/XHNS -+ -

0g9de|ld —o—

- 00}

— 00

- 00€

- 00¥

— 009

— 009

- 004

(B) axejul pooy aAljeNWINY

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/056024

WO 2025/106751

29/33

8l "Old
| 1sIUoBy (by/bw )
_ HPOI | 1S1U0BY HyOW

200 | 9v0 8T F9.T €TVELT  |L000F 650 +

| JOJBAIDY (p/Bx/Bwi Q1) | JoreAlOY

EN{ET) [SUUBYD XIIM/XENS
PL00 | OLO0 | VLLETF LIELE | 1'Guez FyLL'eT | 6'€8 F6TF | XayxdNS ulje oqwo)
200 | 160 | 61981 F009/2 | 66007 T €E1'GT | 169 F 909 (P/B}1Bwi00})

Leuse|d | ewse|d w/bu w/bu w/bu

1489 | HeAI ewse|d JaAI 489 S[oIpe }sa]

euwise|d pue ‘4S9 IaAIT Ul Suolijesjuasuo)
| siuoBy YFJN pue | JojeAndY [suuey XIIy/X4NS

SUBSTITUTE SHEET (RULE 26)
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30/33

SURXx/Kirx Channel Activator | (Repeat)

SURXx/Kirx Channel Activator | + MC4R Agonist |
5 mg/kg (Repeat)

N MC4R Agonist Il (Original)

MC4R Agonist | 5 mg/kg (Original)

O MC4R Agonist | 10 mg/kg (Original)
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FIG. 19A
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SURXx/Kirx Channel Activator | (Repeat)

SURXx/Kirx Channel Activator | + MC4R Agonist |
5 mg/kg (Repeat)
N MC4R Agonist Il (Original)

MC4R Agonist | 5 mg/kg (Original)
O MC4R Agonist | 10 mg/kg (Original)
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FIG. 19B
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SURXx/Kirx Channel Activator | (Repeat)

SURXx/Kirx Channel Activator | + MC4R Agonist |
5 mg/kg (Repeat)

N MC4R Agonist Il (Original)

MC4R Agonist | 5 mg/kg (Original)

O MC4R Agonist | 10 mg/kg (Original)
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FIG. 19C
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SURX/Kirx Channel Activator | (Repeat)

SURX/Kirx Channel Activator | + MC4R Agonist |
5 mg/kg (Repeat)
N MC4R Agonist Il (Original)

MC4R Agonist | 5 mg/kg (Original)
O MC4R Agonist | 10 mg/kg (Original)
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