PCT/EP2024/063928

1/46

WO 2024/240750

FIG. 1

ENOISdY  ZNOISY | NOISTY gNoisdy  SNOISdY  pNoIsSdy  TiOLdY (syun)

tio me - ThEmO TUhoT Lio e - LIB L. Tigwo~ Tio op - SRESPNUOXTY]] 93YNG

| ssyng

| aseapnUOXIY

\'4

SUBSTITUTE SHEET (RULE 26)



WO 2024/240750 PCT/EP2024/063928

2/46

FIG. 1 (cont.)
B 200
8
§3$9~
o
o
=
2 100+ *I““H
@
2 «
= h
© 50
S
0 LI R | J
T T T T T T e T PR ST T O e T St U N
0T T ¥ T heT T deT T heT TS T B

ApTOLL  ApSION1 ApSION 2 ApSION3 ApSION4  ApSION5  ApSION 6



WO 2024/240750 PCT/EP2024/063928
3/46

FIG. 2

A) Human plasma
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FIG. 2 (cont.)

C) Non-human primate plasma
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FIG. 3

NHP Plasma
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FIG.5

mRNA TLR4
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FIG. 6

TLR4 mRNA
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FIG. 7
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FIG. 8
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FIG. 9
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FIG. 10
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FIG. 11

13PIOSIp PLDG-UID[IIND
Ayppdounau sunwiwioino Aiopuiunifuy

so1duS

uondnpul |2poiN

sisAjpun auljasng



WO 2024/240750 PCT/EP2024/063928
14/46

FIG. 12
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FIG. 14
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FIG. 16
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FIG. 17
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FIG. 18

Plasma IL-6 concentration
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FIG. 21
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FIG. 22
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FIG. 24
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FIG. 25
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FIG. 26
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FIG. 27
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FIG. 29
A)
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Aptamer
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GGTGTGCCAATAAACCATATCGCCGCGTTAGCATGTACTCGGTGGCCCTAAATACGAG

ApTOLL-Mut 1 i —
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FIG. 29 (cont.)
) Aptamer Sequence
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FIG. 29 (cont.)

C) Aptamer Sequence
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FIG. 30
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FIG. 31
(A)
Name ApSION 2 Manufacturing date Oct-2022
Batch 17102022 Manufacturer Sylentis
Method Description Specification TO T1
Purity >70% (% UV-area) 82.0 80.8
RRT % UV-area RRT % UV-area
0.876 0.12
0.898 0.16 0.895 0.17
0.910 0.14 0.908 0.17
Report RRT and % area 0.927 0.73 0.926 0.80
IEX-HPLC | Impurity profile | for peaks >0,10% Uv- |0-948 12 0.947 13
(Sylentis) area 0.958 0.64 0.958 0.59
0.962 0.76 0.961 0.84
0.979 3.9 0.979 3.9
1.045 5.7 1.049 6.2
1.056 2.0 1.062 2.2
1.068 2.7 1.078 3.0
Total impurity <30% (% UV-area) 18.0 19.2
Single highest imp| Report (% UV-area) 5.7 6.2
Biological |50 nm 77.0 75,0
activity Report (% SEAP activity)
(Aptus) 200 nM 71.0 64,0
T3 T6 T9 T12
80.7 80.4 80.4 80.4
RRT % UV-area RRT % UV-area RRT % UV-area| RRT | % UV-area
0.876 0.11 0.876 0.10 0.882 0.11 0.879 0.11
0.895 0.15 0.893 0.22 0.899 0.17 0.896 0.16
0.912 0.15 0.908 0.17 0.911 0.18 0.909 0.17
0.927 0.77 0.927 0.78 0.927 0.78 0.926 0.79
0.954 13 0.944 0.73 0.948 1.40 0.953 1.5
0.959 0.55 0.952 0.93 0.958 0.50 0.959 0.98
0.960 0.4 0.958 1.1 0.963 0.77 0.966 0.49
0.983 4.6 0.979 4.1 0.979 4.00 0.978 4.1
1.048 6.3 1.043 6.5 1.044 6.1 1.041 6.0
1.069 2.4 1.056 2.0 1.057 2.0 1.052 2.0
1.092 2.5 1.071 3.0 1.670 3.7 1.065 3.3
193 19.6 19.6 19.6
6.3 6.5 6.1 6.0
75 73.2 54.2 77.9
65 58.9 44.0 62.8
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FIG. 31 (cont.)

(B)
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FIG. 32
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FIG. 33
A APSION2
3= _
# EAE-Vehicle (45)
EAE-ApSION2 0.23 mg/kg (8)
g 2= EAE-ApSION2 0.91 mg/kg (16)
g I EAE-ApSION2 0.45 mg/kg (20)
hid EAE-ApSION2 1.82 mg/kg (11)
©
‘é EAE-ApTOLL 0.91 mg/kg (16)
O 1=
0 ™ T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10

Days post onset

Days post-onset

[ Vehvs. ApSION2 0.23 mg/Kg
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FIG. 34
A

Sham

EAE-Veh EAE-ApSION2 0,45 mg/Kg

EAE-ApSION2 0,91 mg/Kg EAE-ApTOLL
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FIG. 35

A Sham EAE-Veh EAE-ApSION2 0,45 mg/Kg

EAE-ApSION2 0,91 mg/Kg EAE-ApTOLL
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FIG. 36
A Sham EAE-Veh EAE-ApSION2 0,45 mg/Kg
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FIG. 37
EAE-ApSION2 0,45 mg/Kg
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FIG. 39 (cont.)
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