WO 2024/231727 PCT/1B2024/000226
1/84

o
02
)
£2
i
o &
ac

£

* p<0.05
** p<0.01
**% < 0.005

Negative
controls

rCAMP2/
Adj

— - . S HoOoIV

© A~ AMH1]1HIINNY
- A TERRTTHERRTTTTThY ©

.
.

o oo}
N

'——-m\\\\\\\\\\\\\\\\\\\\\\\\\\\\se

-}

- L A AR
* * '#——W&\\m

s o
o

-

mRNA

10

5

10 02 1

_I- + A AT
© A AERRRRRTTITTHTTHTThiy -

% %k %

ssHA_CAMP2_WT_GA ssHA_CAMP2_G-_GA ssHA_CAMP2_WT_GS ssHA_CAMP2_G-_GS

100
1

si9)} G23H

Figure 1



Figure 2

X
o

P

>
©
©
o
5
5

®
=
>
7]

22222222222222222

(01B607) Ajisuajul asuaasalon|d ueipap



Figure 3a

X
o

P

Surface Binding assay

22222222222222222

(01B607) AjIsuaju| aouaosalon|4 uelpay



X

OoP

Surface Binding assay

Figure 3b

22222222222222222




PCT/1B2024/000226

WO 2024/231727

5/84

aueiquiswisues)
191-N 1M

aueiquiawisues
191-0 1M

B3

uor}a199g
191-9 pareIny

uons139s
AU, pajejniy

uola109g
1M

pajejAsoshibap-N

pajejAsoaAibap-N UON

SJoNJISU0)

uonduosaqg

 AINS1 ]




PCT/1B2024/000226

WO 2024/231727

6/84

pa1o19p paelep pa1aIap pa191ap £od

auop 10 auo|
P JoN P 10N 10N 10N + + JON 10N * * soyiu Suisn uonpalag

qud Aq
juereutadns ui paldaiap Avaide = = = = = + +++ +++ Ainnoe anAjoway-0)

S |



Figure 6

(- E— e |
rr - | |
- SR
- A £
- E— i
- I i
\\\\\\\\\\\\\\\\\

sJ9 6/Z3H

22222222222222222




22222222222222222

Figure 7

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\




PCT/1B2024/000226

9/84

WO 2024/231727

96| LvsSa-nuy

HOOIV YNy
auoje /eA-vH Hinw
dN1 joidd EAYH evsda Zvsa vsa
Brl ol S L g L S L S L
1 1 1 1 1 1 1 1 1 0
1
.omo. e
o9 L
3 :
° [ ] A [ ] %
[ 4 o w B
2e \w\ o« T
o® =+ 2% =
[ X J ° [ ] @ 0
Py ﬂ [ % \ r
* o | 0000 * ® g oL
... .... % % % Lz
1 1 L 1 |
e k%
i -8
| ] L
*
-6
(VH sS) r
pajaioeg Lot

(o1Bo)) ysI13 3n



PCT/1B2024/000226
10/84

WO 2024/231727

VNyw
HOOIV Jayul sbs Jayul sbs
auole /SA-VH Hinw HInw Bau-oA BN Bau-oA|BN Jayul| sbs Jayul| sbs
dN1 "joidd Zvsda Zvsa zvsa Zvsda zvsa Zvsa lvsa lvsa
(6r) esog oL s } } S b g } S } S } S } g }
1 1 | 1 1 | 1 1 1 1 | 1 1 1 1 | 1 1
U
Lry
0
°
4
%
o® &
% [ ] “ P
# # P 1 2%
° & ° ° % ® Foz #
— £ —
o, “o e by S dr e® wuw do . 88
= ) i —_— —_—
m.o ..00 # "" ."uﬂ. “40 % ”“ N o %
. . ' e
o ° ? * . w@xn\\ ou M\Nww
s
1 1
* %
1 1
*# %

(VH 9L + VH VSS)
pasoyosue-aueiquiay

ﬁ—w O.ﬁzwﬁm 96| Lvsa-nuy

(oLBol) vsI13 3an




PCT/1B2024/000226

WO 2024/231727

11/84

eg 24n31

(6rl) ssoq

10070 >d s
100>d .
go>d

YNyW
HOOIV
auoje /eAYH Hinw
dN1 3joid4 EAVH Zvsa Zvsa wwsa
1 ! 1 1 1 ] | | _ ! o
o
H
o ° 4
°
3
-
s
[ ] % 4 %
. | # i %7y
”l.‘ \\h\\\\\\n B — [ ] o
™ s N A® e ® 7y”
% Duol i, ﬂ-olo # Olo" \\\\\
H ° # ™ .,
| I— | | I |
% %k %k * g
—_
* pk
-6
(vH sS)
pojaloog Lo

96| Zvsa-nuy

(0160]) vSIN3 an



PCT/1B2024/000226

WO 2024/231727

12/84

VNYyW
HOOIV 19)ul| sbs 13)jul| sbs
auole jeA-VH HInw HInw Boau-oAIBN  Bau-2AIBN J9)ul sBs
dN1 Joid! Zvsda Zvsda Zvsa Zvsa Zvsda cvsda
(6r) esoq - ol L S L S L g L g L g L
1 1 1 1 1 1 1 1 1 1 1 1 1 1 o
-l
X4
oe®
® €
[ ]
-
# -S
% %
. —— @ o _u g —
- i # - “ [ 3 3
G, W o P @ P &
6 94n314 ) SIVE T K TR R R
. oog W% o ° A
e ®
L k¥ 1
L 1 .
| * % ]
* K K
L k% 1 L6

* %k

96| Zvsa-nuy

(9L VH + YH SS)
paJioysue-aueiquuidiy

(01LBol) vsIN3 an



22222222222222222




22222222222222222

Figure 10b

/

Surface Binding assay

/

(01607) Ayisuaju] asuassaion|4 ueipsy

A2 DSA2 DSA2 A2 DSA2 DSA2
sgs li Ngl sgs linker m




22222222222222222




OPK

22222222222222222

Figure 11b

~ LLOQ

10 -
A2 A2 DSA2 rProt LNP
sgs linker m H4-V3 one

A2




PCT/1B2024/000226

WO 2024/231727

17/84

YNyw
HOOIVY
auoje [JA-820d Bou-2AIBN Bau-oA|BN
dN1  joids LA-820d LA-820d dlid dlid
(brl) esoq - ol g S g g
1 | | | 1 1 °
[ -b
e
* K
-€
¥
: @ -G
3 ©
: : 2 @
g $ -8 —3 w2 0
L e % e ° 9% @
8 (8 %8
: ; L
gz om3ry (ss vH)
: : pajaioog -8
-6
96| d1id-Buvy

(oLBoj) wvsIn3 an



PCT/1B2024/000226

WO 2024/231727

18/84

(brl) ssog

qZ[ 2INS1g

VNyw
HOOIVY
auoje J1IA-820d DBau-0AIBN
dN1 joid4 dlid dlid
- 013 g g
1 1 1 1 Q
-l
o0 I
L A
. -
¢ e
4
&
-G
@
B @ I
328y -9
. .
-1
-8
(9L VH + SS VH)
paioyosue-aueiquialy |
-6
96| d1id-Buy

(01601) vsSI73 3n



22222222222222222

Figure 13a

100_’....... /

(01L601) Misuau| edouadsalon|4 uelpsy




22222222222222222
22222

Figure 13b

.....................................
OOOOO
QQQQQ
OOOOO
(=4 [=4 o -




22222222222222222

Figure 14a

//

10 Dose (ug)




22222222222222222




22222

- Figure 15a

22222222222222222




22222222222222222
44444

Figure 15b

J
(=] O O O O
2 g 3




22222222222222222

22222

Figure 16a

\\\\\\\\\\\\\\\\\\




22222222222222222
22222

Figure 16b

\\\\\\\\\\\\\\\\

\\\\\\\\\\\\\\\\

n
OOOOOO
-




WO 2024/231727 PCT/1B2024/000226

27/84
—_
—_ —_ —_ —_ < —~
Iy < Te) [} 0 o N
8 ™ 2] [3p) =] N [a2)
I ~ -~ -~ ~ Q ~
D) (@] Q Q (@] < (@]
b4 < < < < o <
a o o o o ~ o
[N = = = = ~ =
~ (o] ~ ~ o N
P < < < < N <
REaPapPaf af T— & _
PL3iIr el 8k ok gh o
O::_IE_IE_IE_IED_m"_I_ c
zE TS T2 T2 TS @O T = o
©
. 0 g B i H =}
1
[ssssssssssmnns
N~
——————————————————————————
el 53>
" m S SN E S SN S S S S S S S EE S S EEEEEEEEE I_w
rZrzrrIrrrrrsrrIrrsIII| O &
I M MMM CMOMOMOMOMCMOMOMOMCMOMOMOMOMOOMOMOMOSONON ™
R n—_
ooy N O
e ——— > 2
CZZZITIIrIIIIFI T I I I I I I I g g
= ~
FETTTETTEITTTETTRTTTILTTRTTTITTTRTTRTRSRITSRTTRSSRY
§ |2
R Y o m
o8| E
c
Ec
o>
(O]
o
E
o
-
o=
[T
- T
©
b
~
o~ :
<3
\s ) nwE| «
oT b4
L E
[2}
— a
-
<
[2}
o) e -
=} =3 =) =3 o =)
[ ﬁ (=] o o
[=] (=] 8 o - Al
(=3 [=1 =] -
g g =
=

(01.60]) AyIsuaju| @suaosalon|4 uelps|y



PCT/1B2024/000226
28/84

WO 2024/231727

(6rig1) ZdINVD Z#VYNYW ZdAVO LEVNYW
SUole dNT  ZdINVD/ ¢ Udleq | ydleq Z yoreq 1 yoleq

8] 2IN31]

4 %
%, w? \
i Jﬁ 7 by W w
1 % 4 \\\ 23 7 W Z Y Z
mo\ova * | |W\\¢\\\ Y= A \I\\\\.\\ﬂ\\\\\
10'0>d *k : % L\\IN\I 4
100°0>d  xxx W V%

Y %

T T
(o160o1) vsI73 an




PCT/1B2024/000226

WO 2024/231727

29/84

61 2In31]

s0'0>d
10'0>d
100'0>d

k%
k%K

(6rigy) ZdINVD ZHEVYNYW ZdNVD LEYNYW
auoje A
12 dNT 2dAVD! "o uoeq  Luyoleg zuoeq | Yoleq
| l 1 1 1 1
...... .*%&“.
£ 7 L
%Y i
% %
Y oo Y P
%7 —— I
Yy ) L

Y

o
~—

si19y) G.3H

001



3UI91SAD pajeinw )ﬁ,

PCT/1B2024/000226
30/84

WO 2024/231727

dlid

. e ENDH VNNW 2.

Tvsa ¢

cvsa

TVvSsa

i { i { i i

0%z 0oz 0sl ool 0g ]
.

0T 9In31



PCT/1B2024/000226
31/84

WO 2024/231727

XIW-09) paje|nsdesus-09 Xiw-0y paje|nsdesus-0o

013-+-8a-7L3-€3-63dTH-1D ; OLIWN® ;2040 013 -sdziFeIsadIHTS: 0L :  z0-d0
: : + + ZdAVYD + + + i+ + i + CdIAVD
-+ + =i+ =i - In820d LA-820d
HEE

- + o+ + + 4+

[T oI31]

+
R S S R
+

S - EAPH + o+ i+ - - EAPH
1 . 1 1 1 1 1 1 1 1 1 - 1 | 1 1 1 1 L
001 §. ........ v Bperleeressennininnind T 2 S S R N
: : : | o
m : % [ I
: : FoL -
: HP H I Eom
y %y : 4 % m Ev m

R W 5 ] E

2y 7 u 4% . [ @

% : - Z -~

b Ve 7 iwmy — = >

s B 2] 2 % £ S

iw # ‘% 94| @ Q

8 g 4 P ® [ 2
i % w % [ : % [

: : : : % : D y Wy : %%y, FEo
so'o-d T 00k : %, m& \\0&& . |
10'0>d Ly : : : ¥ : : : \\\\\” \W\\ % w\\\\mn

. H : : : 2 Vi -
100'0>d 44« | Z % mL

sieyy Buiziiennan ¢dINvO-nue 96| sis)l vsIT3



PCT/1B2024/000226

WO 2024/231727

32/84

BZZ AIN3I1

go'o>d
o'0>d
Loo‘o>d .,

XIW-09) pajensdesus-0n
013-+-SA-21L3-€3-S3d3H-19 0LI-UMD : 20-40
- 4+ o+ - - i4 - -1 - - VD
+ - + + - + + - LA-820d
+ + i+ + 4+ i+ + + SAVH
1 1 1 1 Lt 1 I L
4
€
[
m
Ve
w
>
S o
@
-
: : K=
% : % 9
w4, w

vy

= 9wl 4 2 > e
e % P, A \\m\ % \\\\ %
& P \“«W \\\\\\\ Y & \\\\\\\\n \%\&N

' :
\\vn % L% Yy )
N I [ I |
: _*** I : * :
: ¥ : : 8
| * |
ok K
I — |
*ook ok
L 1
*

LVSQ@-ue 96| s19)1 vsI3



PCT/1B2024/000226

WO 2024/231727

33/84

Qg 9In31]

Go'0>d
L0'0>d .,
100'0>d .,

Xjw-09 pajensdesus-09
0LI¥-SACLI-€3-SAdIAHTO ;. 01I XM ¢0-40
-+ + - - i+ - -+ - - ZdAvD
- + + + - + + - + + - LA820d
- + + + + + + + + + + EATVH
1 1 1 | 1 1 1 1 1 1 1 1
: 3
c
m
v m
[
[7d
>
s §
B
“ % % ) 9
: : \\\I\\\\\\ \\\\\ N “\\ \\\\n \\ \%\\
ﬁ&l&w \\% %\\\\\\ Al
I Sl b F 1
. I | 1 .
* %k
8

Zvsa-iue ob) s19y1L vsI13



PCT/1B2024/000226

WO 2024/231727

34/84

077 AINSI

XIW-09 paje|nsdesus-0)
01F+SA-213-€3-S3dIH1D;  0LIMN . 20-40
-+ o+ - - i+ - - i+ - - ZdAVD
To+F + o+ o+ L+ ¢+ 1+ + 4+ JA820d
- + + o+ - + + - i 4+ + - SAVH
| 1 1 1 1 1 1 1 1 1 1 1
EY m
% - =
: r 2
Ee &
o | N
p % l‘“'. i % H o
\§ % \\ p 2 G % |§l§ x
iy N Y I g 7 e . W F
iy 2SS B XK AP I
Oy ¥ : 7 v Tyl |
¥ ” % " -
S0'0>d , oy : P F2
. . —|— L 1
¢ H . |
10°0>d ** : : * : : * L
1000>d .« : : — : 1 E
" : L : I * - Eg
1 *kk |

* %

dlid-Bue 96| s19)11 vsI13




WO 2024/231727 PCT/1B2024/000226
35/84

Figure 23a
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Figure 23b

p<0,001
** p<0,01
p<0,05

g
o}
|
-

Co-mix

+ + +

L.

B .

GL-HEPES-E3-E12-DS-4-E10

OPK titers
cKK-E10
Co-encapsulated

i el

kkk

ITE
]
+

- - = el

OF-02

ML e T T T
© v <

H4-V3
P028-v7 -
CAMP2

108
107+

o o o
- -~ -~

s19)1} MdO



WO 2024/231727 PCT/1B2024/000226
37/84

Figure 24a

-
Q
o
v
o
*
*

+

+

+
Co-mix

+
+
+

SN\

/

+
+
GL-HEPES-E3-E12-DS-4-E10

T

R

cKK-E10
Co-encapsulated

SB titers

OF-02

—
=
o
-—

1000
10
H4-vV3
P028-V7
CAMP2

T
(=4
(=
(=
o
-

1000000+
100000

(01 607) Aysuaju| 9ouaossalon 14 ueipaly



WO 2024/231727 PCT/1B2024/000226
38/84

Figure 24b
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Anti-DsA1 IgG
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Figure 29b
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Figure 30a
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Figure 37
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