WO 2022/047014

A from baseline CMAPHmv

% of basaline CMAPR

PCT/US2021/047727

1/22
40-
20+ "
t ¥
ode B MR a
S
' =
s0d * ah
.80

178+
1.804
.25+

1,004

8.75
9.50
0.286+

1 1 ]
CUATSM{0) CuATSM{10) CuATSM{30)

FIG. 1A
3%
S30% -472%
: ‘ =" N

5 E N
: = E

* * E ] & &

&

0.00

CUATSM(D} CuATSM{10) CUATSM{30)

FIG. 1B



WO 2022/047014

A from baseline CMAP/mv

% of baseline CMAP

PCT/US2021/047727

2/22
*% %
20~
A
n
04 WA
-
=20+ L4 lE §
L) A -f
- n
40{ —H— " R
o
-60 T T T
Cmd 25(0) Cmd 25(10) Cmd 25 (30)
FIG. 2A
* *
1.75- N
1.504
1.95 -25% -20%
: 41% = A
L e e
——
0.75' [ ] A
SE- <k
0.504 _.% g A
0.25- . " A
°
0.00 T T T
Cmd 25 (0) Cmd 25 (10) Cmd 25 (30)

FIG. 2B



WO 2022/047014

Percent onset

Percent survival

PCT/US2021/047727
3/22
120- — Cmp 25 (30)
--- Cmp 25 {10)

100 - Cmp 25 (0)
801

60+

404

20+

0 L] L) L] 1

0 50 100 150 200
Days
Median Onset (Days)
Cmp 25 (30) | Cmp 25 (10) | Cmp 25 (0)
113 103 98
FIG. 3A
120~ — Cmp 25 (30)
==« Cmp 25 (10)

100 - Cmp 25 (0)
804

601

40+

204

c L] L] = Ll L]

0 50 100 150 200
Days
Median Survival (Days)
Cmp 25 (30) | Cmp 25 (10) | Cmp 25 (0)
126 125 119

FIG. 3B



WO 2022/047014 PCT/US2021/047727

4/22

Qnset of Definilive Newrologioal Diseass

Proportion at Onget

AN 448 AW NN
THY 1) 8l S

Age {days}
FIG. 4A
Survival
R
&
>0
s
D
&
2
£
£
&
£k
o
£

Age {days)

FIG. 4B



WO 2022/047014

Body Weight A {g}

5/22

Change from Initial Body Weight

NN

e DRGRE

Y ¥

—
EERRIGIR IR E SRR AR T

Age {days}

i T B
QT OBG BG

FIG. 4C

PCT/US2021/047727

Qrdinal Expected Score by Median Age st Score

Ordinal BExpecied Score {§-4

&
Ll

¥
&
.
. e
- .
N .
&
£,
&
&
) - R
£ ) LUy -
L
£a
T
&
N
3
R 3
& N
=5 &N A 8
H R N

Median Age at Score (days)

FIG. 4D



WO 2022/047014

A from baseline CMAP/mv

% of baseline CMAP

6/22
204
0- ...........................................................
LN | A
o - A
-20- —us
o T =3
-40+ _-—:‘;'_ ata
]
° ]
-60 T T T
Cmp9(0) Cmp9(10) Cmp 9(30)
FIG. 5A
1.75-
1.50-
1.254 -50% -28% -38%
100' """'"'""""""""."'.'"i""""""""A' """""
0751 ee i 2k
0501 —f5— —==
A A
o ° mE
0.254
0.00 T T T
Cmp9(0) Cmp9(10) Cmp 9(30)

FIG. 5B

PCT/US2021/047727



WO 2022/047014

Percent onset

Percent survival

PCT/US2021/047727
7122
120+ — Cmp 9 (30)
==+ Cmp 9 (10)
100 + Cmp 9 (0)
80+
60+
40+
20+
c T T T 1
V] 50 100 150 200
Days
Median Onset (Days)
Cmp 9 (30) | Cmp 9 (10) | Cmp 9 (0)
111.5 104.5 109
FIG. 6A
120- — Cmp 9 (30)
--- Cmp 9 (10)
100 T - Cmp 9 (0)
Iy
80 "
60- :
H
«
40 !
'i.:
20 -
Ti
0 T T - 1
0 50 100 150 200
Days
Median Survival (Days)
Cmp 9(30) | Cmp 9(10) | Cmp 9 (0)
131 123.5 125

FIG. 6B



WO 2022/047014

A from baseline CMAP/mv

% of baseline CMAP

-20+4

-40-

PCT/US2021/047727

1.751
1.504
1.254
1.004
0.75+
0.50+
0.25+

8/22
A
[
____________________________ OO ———
o%e _E __“__
i n =i
- A A
: A
* L L]
Cmp 24 (0) Cmp 24 {10) Cmp 24 (30)
FIG. 7A
-24%
-31% A
-44%
............................ =.*
. il
. h
= o= N
.® | || A
A

0.00

Cmp 24 (0) Cmp 24 (10) Cmp 24 (30)

FIG. 7B



WO 2022/047014

Percent onset

Percent survival

PCT/US2021/047727
9/22
1201 — Cmp 24 (30)
==« Cmp 24 (10)
100 2) . Cmp 24 (0)
80+ L
i
60- 3
i
40+ i
20+
c T T .I 1
0 50 100 150 200
Days
Median Onset (Days)
Cmp 24 (30) | Cmp 24 (10) | Cmp 24 (0)
124 109 108
FIG. 8A
120- — Cmp 24 (30)
--- Cmp 24 (10)
100 - Cmp 24 (0)
80+
60+
404
20+
0 T T L 1
0 50 100 150 200
Days
Median Survival (Days)
Cmp 24 (30) | Cmp 24 (10) | Cmp 24 (0)
137 134 126

FIG. 8B



WO 2022/047014

A from baseline CMAP/mv

% of baseline CMAP

-20+4

-40-

PCT/US2021/047727

10/22
o0
A
""""'A' """"""""" '-' ".' """"""" O ¢
- R
A
R u 0®®
A
]

1.75-
1.50+
1.25+
1.00+
0.75+
0.50+
0.25+

Cmp 37 (0) Cmp 37 (10) Cmp 37 (30)

FIG. 9A

0.00

Cmp 37 (0) Cmp 37 (10) Cmp 37 (30)

FIG. 9B



WO 2022/047014

Percent survival

PCT/US2021/047727
11/22
120+ — Cmp 37 (30)
100 --- Cmp 37 (10)
° + Cmp 37 (0)
@ 80
(+]
£ 601
3
S 40-
o
20-
0 L] T L] 1
0 50 100 150 200
Days
Cmp 37 (30) | Cmp 37 (10) | Cmp 37 (0)
114 106 719
FIG. 10A
— Cmp 37 (30)
120+ --- Cmp 37 (10)
100 - Cmp 37 (0)
80+
60+
404
204
0 L] T 1
0 50 100 150 200
Days
Cmp 37 (30) | Cmp 37 (10) | Cmp 37 (0)
133 118 135

FIG.

10B



WO 2022/047014 PCT/US2021/047727
12/22

Compound 25 - Females, 30 mpk PO

14.00
,\'%\
12.00 F— i
A A
168.00 r"
| \.
wo 8.00 H-al e
~ v/
Y \ 7 —®—Plasma
S 6.00 o &= Soinal g
] = &= Spinal cor
4.60
2.00
0.008-
0. 2.00 4.00 6.00 8.00
Time, hr
FIG. 11A

Compound 25 - Females, 30 mpk PO

100.00
10.00
E
% 1.00 ~@= Dlasma
K] - &= Spinal cord
0.10
0.01
Time, hr
FiG. 11B

SUBSTITUTE SHEET (RULE 26)



WO 2022/047014 PCT/US2021/047727

13/22

Compound 25 - Males, 30 mpk PO

20.00
18.00 5
A1
16.00 i S
14.00 i >
12.00 ’ Ypm e
O] T S AN
on 10.00 Hi ‘ I \.’/._. —&®—Plasma
“
8.00 : q = &= Spinal cord
6.00
i
4.00
2.00
0.00
0.00 2.00 4,00 6.00 8.00
Time, hr
FIG. 12A
Compound 25 - Males, 30 mpk PO
100.00
10.00 Tt bk
28
[+13]
% 1.00 el Dlasma
& ofo 2.0 4.0 6.00 800 _ & Spinal cord
0.10,
0.01
Time, hr
FiG. 12B

SUBSTITUTE SHEET (RULE 26)



WO 2022/047014 PCT/US2021/047727
14/22

Compound 34 - Females, 30 mpk PO

50.00
45.00 )\
40.00 e

35.00 /"/
3G.00 f,
b0
“oa 2500 I / —&®—Plasma
: 1 é""
20.00 + / P Lo F — &= Spinal cord
15.00 b S
10.00 ;;'
5.00 i
0.00
.00 1.00 200 300 4.00 500 600 7.00
Time, hr
FIG. 13A

Compound 34 - Females, 30 mpk PO

100.00

10.00 ¥
i’f :
o
% 1.00 el Dlasma
3 090 1.0 200 300 490 500 6.60 7.00 ~ & Spinal cord

0_10{, ‘

0.01 @

Time, hr
FiG. 13B

SUBSTITUTE SHEET (RULE 26)



WO 2022/047014 PCT/US2021/047727

15/22

Compound 34 - Males, 30 mpk PO

40.00
35.00 ;

36.00 ,

25.00 h ./
B0
o 20.00 —®— Plasma
= 1
15.00 Hiss / S = &= Spinal cord
r\k { Sl SR S
10.00 P FpZ
bt
5.00
0.00
000 1.60 200 300 4.00 500 6.060 7.00
Time, hr
FIG. 14A

Compound 34 - Males, 30 mpk PO

100.00 x
oo o= i
10.00 Wil >Sur S
% 1.00 ~== D|asma
3 00 1.0 200 390 490 SO0 600 7.00 ~ & Spinal cord
0.10
0.01
Time, hr
FiG. 14B

SUBSTITUTE SHEET (RULE 26)



WO 2022/047014 PCT/US2021/047727
16/22

Compound 32 - Females, 30 mpk PO

900
800

700
600
500
400

300
200 \

BV

—&®—Plasma

= &= Spinal cord

ng/g

l————-slm—mn_(it

2 4 & 8
Time, hr

FIG. 15A

Compound 32 - Females, 30 mpk PO

1000

el Dlasma

1 ~ 5= Spinal cord

Log(ng/g)

0.01 &
Time, hr

FiG. 15B

SUBSTITUTE SHEET (RULE 26)



WO 2022/047014

Log(ng/g)

17/22

PCT/US2021/047727

Compound 32 - Males, 30 mpk PO

—&®—Plasma

= &= Spinal cord

el Dlasma

=~ &5« Spinal cord

- —
50 PN
0‘@_ \'5‘,——___{,_.—-———(‘;
2 4 6 8
Time, hr
FIG. 16A
Compound 32 - Males, 30 mpk PO
1000
100
" - B
,{_:»;g\ i
T ~ 4
10 ? i fi {
1
I ? 4 & $
0.1k
0.01
Time, hr
FiG. 16B

SUBSTITUTE SHEET (RULE 26)



WO 2022/047014

18/22

PCT/US2021/047727

Compound 29 - Females, 30 mpk PO

900

800 ﬁ
700
\

600

500

ng/g

—&®—Plasma

400
300 \

= &= Spinal cord

200 \

1

100 -
;‘:{-:-“_ b L L
YT S Bl sttt ~ Bt -
@ 2 4 &
Time, hr
FIG. 17A

Compound 29 - Females, 30 mpk PO

el Dlasma

=~ &5« Spinal cord

1000
W‘u\' L l
100 -
R
- ft: ‘:’"""6\”-—-;_{:.'“*——‘;\!
TR £
[+13]
£
oh
o 1
? 3 ¢ $
0.1k
0.01
Time, hr
FiG. 17B

SUBSTITUTE SHEET (RULE 26)



WO 2022/047014 PCT/US2021/047727
19/22

Compound 29 - Males, 30 mpk PO

700

600 N

500
ng 400
?5 —®— Plasma
<

300 = &= Spinal cord

200

0 _(-ﬁ- e et 1
.} 2 4 6 8
Time, hr
FIG. 18A

Compound 29 - Males, 30 mpk PO

22

b

% 4 =~~~ Plasma

S 1 - = Spinal cord

[ ] ? 4 & 3
0.1 ¢
0.01
Time, hr
FiG. 18B

SUBSTITUTE SHEET (RULE 26)



WO 2022/047014

PCT/US2021/047727
20/22
Compound 25 - Survival Females
120+
~ CONTROL
- --- DRUG
2
>
5
2]
€
S
[
a.
O T T T 1
0 50 100 150 200
Days
Median Survival CONTROL/days 126.5
Median Survival DRUG/days 125.5
FIG. 19A
Compound 25 — Survival Males
1207 —— CONTROL
w 100 --+ DRUG
g
$ 80
=
2 804
= N Y I
@
% 40+
o 204
e Il

Days

Median Survival CONTROQU/days 1200
Median Survival DRUG/days 127.5

FIG. 19B



WO 2022/047014

PCT/US2021/047727
21/22
Compound 34 — Survival Females
1204
— CONTROL

B o8 -~ DRUG
5 80

=

2 80

§ 434

$
% 204

o 50 100 150 200
Days
Median Survival CONTROLMdays 1265
hedian Survival DRUG/days  130.0
FIG. 20A
Compound 34 — Survival Males
120+
e CONTROL
-+ DRUG

Percent survival

0 50 100 150 200
Days

Median Survival CONTROLU/days 1225
Median Survival DRUG/days 128.0

FIG. 20B



WO 2022/047014 PCT/US2021/047727

22/22

Compound 32 - Survival Females

120+ ~ CONTROL
- DRUG
100 DRUG

804

Percent survival

0 50 100 180 200
Days

Median Survival CONTROL/idays 131.0

Median Survival DRUG/ays 138.0

FIG. 21A

Compound 32 — Survival Males

129
~ QONTROL
100+ ~we DRUG

80

Parcent survival

¢ 50 106 156 200
Days

Median Survival CONTROU/days  118.G
Median Survival DRUG/Hays 1295

FIG. 21B



