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Bub-coh.1.1: ACI-35.030 300 g dose or placebo

b-coh.1.2: ACI-35.030 800 pg dose

y, Sub-coh.1.3: ACI-35.030
" 1800 pg dose or placebo
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£6
B 7ak—F 1.1300 pg (im.))
2 10 26 50 74
#HE | &8 | #8 | EB | BB
n
Ay | 833% | 333% | NA NA NA
IgG
n
pA™Y| 1004 | 100% | NA NA NA
IgG
n
ePHF | 66.79% | 83.3% | NA NA NA
IgG
B Jak— k 1.2(900 pg (im.}))
2 10 26 50 74
BEE | BB | #E | ;BB | #B
n
Sy | $33% | 100% | s0% | 167% | l6.7%
IgG
n
p A 100% | 100% | 100% | 100% | 100%
IgG
n
ePHF | 100% | 100% | 100% | 100% | 50%
IgG
HJafk— k1.3 (1800 pg (i.m.))
2 10 26 50 74
#EH | &8 | #8 | BB | BB
n
By | 83.3% | 66.7% | S0% 80% NA
[+]€]
n
pAT| 100% | 100% | 100% | 100% NA
IgG
n
ePHF | 66.7% | 83.3% | 66.7% | 80% NA
IgG
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F2RHE)ERELELOFHEALHREERSNT, R—R5 1 VEDERENCOEULT 40
HniE, BEORBLEEERING, A—RA54 VK HEMEL. X7 —=2TRKREY

1 BB OERF(FENDERESONRESHABOFHBETHY ., ThoA1EHBEG
AFDENAFoNSZEEEHET L, BIC, IREEHIE A—RXFM0D33BFEUETHD

MR 719G Affi, ~A—AS5A D181 BUETHLHIp 27 196G Hifi. BLWEREZ

R—RFA D22 BULETHLI ePHF IgG HiZHT 5. NA= T—EAELBLNT
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0000000000000 0000000000 000pO00O00O00O0O0O0O000
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x®7
HJak—k11
AME R ACI-35.030 300 pg 7o+R
(TR (n=6) (n=2)
el i REE el i NEE
(AU/mL) b= 34 (AU/mL) 3
AR—R5A 1t
M T RITIEERE) 355 (2.66) 442 (1.16)
=/ME &KIE 111 1720 ) 397: 492 i
95% CI 162, 777 338, 545
28H
HIA] T (TR R ) 25952 (2.66) o6 459 (L31 o2
B/ME B AlE 86:90; 92200 380: 553
95% CI 11839, 56794 317, 666
8B
AP (BAIEERE) 3667 (2.44) o6 400 (1.23) o2
=/MERAE 1120; 14500 346: 462
95% CI 1793, 7489 301, 331
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1058H
AT (RARERE)
B/|ME K TE
95% CI

4437 (1.84)
2070; 11300
2723,7229

0/6

421 (1.25)
361; 492
311, 571

{2

24 B8*
BAT TR NRERE)
=/MERAME
953% CI

26 B8~
BAT TR NRERE)
=/MERAE
95% C1

36 @ H
AT (RARERE)
&/IME; mATE
95% C1

806 (2.44)
[87; 2560
394, 1648

3/6

365 (1.27)
309: 431
263, 506

48 @ B#
AT (RARERE)
BR/MERAE
95% Cl

625 (2.04) #
308: 2150
353, 1106

50 JE B#
AT (RARERE)
B/IME; R ATE
95% C1

2035 (4.16) #
293, 10600
684, 6651

67 EH#
R F B (GEAREERE)
B®/ME B AME
95% CT

(049 (3.03) #

432; 2547

NA

NA

74 EB#
AR T (R IEIRERE)
B®/ME R AME
95% CT

1077 (2.91)#

458; 2534

NA

NA

*Covid-19 /XU T 2w o O8I, ®E 8 &7 £ 24 BE I ACI-35.030 (300pg A )

[ |

FhETSERICEHBHIEEZZTT,. ZOkD. n=1OFT—2 TEREROTTEELE
EFL=HICE Lo, BRI, 26 ABICIEMIFiThniEho1-,

#H7 P11 IZD0TIE, AR2BHAHBRFPUELE-Z L2 T. EREROAGEEEF TS
f=%I=. 4888, 50EEB. 67 BAEBE LUV 74 BBDT HERELT K LOBTY -WLT=,
NA= FT—4rEEELNRT

o IREFEIL, MARENBHREZBALNREERINS, A—RA 51 LiEOEIL.
SHEE<A—RASA UL THNIEBRERGEI NS, SHEEIR. £ F Fr—aEnzti
(BT vtA DEIERIZ/OSNEID)NCERSND, B, [EEFEIEINA—XF4M D
2MEULETHAMp 7 IgM HiiEHT 5.

t R—RS5A UHANEDEL, R —Z KRV 1 BEOFERR(FENDEREST)
[CEIESN-HEOFEHETHY. ThoA1EEDTHOBIBONE I LEERET S,
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Oooooo
*8
HJak—hk12
WEFF ACI-35.030 900 pg ISR
(R RE) (n=6) (n=2)
A Hii HEE TR N L] EE
(AU/mL) e (AU/mL) He
AN—AT1 1
HAIEHEANRERE) 200 (2.23) i 82 (2.01)
w=/MERK{E 50; 448 30: 134
95% CI 105. 379 31,215
288
BT ERAIRERE) 29736 (2.14) 6/6 80 (L.94) 02
B/MESKE 14000; 117000 - 50, 128 :
95% CI 16133, 54736 32, 201
83EH
S (TR R ) 6157 (1.94) o/t 84 (2.08) o2
B/MEBAIE 2730; 18300 50; 141 -
95% CI 3629, 10446 30, 232
10388
B CEEERE) 8546 (1.78) 6/6 84 (2.09) 072
w/ME; KB 3430, 17100 30, 142 =
95% CI 5394, 13540 30,234
24 B8
BT RRERE) 2375 (1.68) 6/6 96 (2.33) 072
w=/ME R KB 1690; 6390 50, 186 <
95% C1 1563, 36053 27,349
26 BB
E] T REERE) 5317 (2.09) o6 90 (2.31) o2
=/MERXIE 2020; 10200 30; 163 -
95% CI 2952, 9576 28, 287
368
BATOEMBERE) | 3111 248) o/t 78 (1.88) o2
=/ME R KB 816; 7770 50; 122 '
954 C1 1502; 6445 33; 187
48 EE
B FEYEAEERE) 1728 (2.32) o 77 (1.83) o
w=/MERKE 510; 4310 50: 119 '
95% CI 882; 3386 33; 180
50EB
BT (RREfRE) 4228 (2.95) o6 71 (1.64) o2
=/MERXIE 1420; 23900 30, 101 =
95% CI 1779; 10048 36, 142
67 1 B oy
REAATT (AR R ) II lhl f ((?52(7)) 66 16;)-(2%4) 172
m/ME R KIE 5. 438 16 1669 -
959 CI 712; 4282 ; 16¢
74 BH 1471 (2.65) 106 (2.88)
%ﬁﬁm(%ﬂgﬁfﬁﬁ) 461; 4540 6/6 50.0; 223.0 072
T/MERAIE 674; 3200 24: 457
95% CI
oooooao
oooooao

o [HEEIL, MELENBHEREEBILARETRINDS, ~—RX 51 VEOMEIT,
DIFBEA—RXSA VULETHNEBEERGEN D, SHBEL. & F FF—BFEOEH
(BT vtAORIEFIBEoNELODLERSNDS, B, BRERBIEIRA—-RS5100
2NMEULETHLIMpETIgM A EEH T 5.

T R—RS5A LHFEAEOEL, A7) —ZUFBRU 1 REOERB(FEAOEREST)
[CEFEESN-HEOFENETHY . FASA1EEDIHOMZELNIZEF5EHET D,
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0000000000000 0000D0O0O0OO0O0OO0OD0 0OO0OO0OpDOOO0O0D0OD0OD
0000000000000 000000000000000000000o0ooondd
Dooao
Doooo
Doooo
9
HJak—F+13
WM RE AC1-35.030 1800 pg TSR
(RH) (n=6)
R A EE TRyl i B E
(AU/mL) R (AU/mL) R
R—ZA 54t
BT RMRERE) 369 (1.64) ] 504 (1.96)
=/MERAE 224 842 313: 812
95% CI 248 548 198; 1283
2388
BT RITIZERE) 20464 (4.21) 6/6 491 (1.96) oo
=/IME;mAIE 5240; 180000 306; 788
95% CI 6475; 64676 194; 1241
8ERB
BT RIRERE) 4937 (4.01) 6/6 422 (1.90 02
=/MERKIE 1410; 48600 268; 663
95% C1 1625; 14993 173; 1029
1088
RETFAEEIRERE) | 7673 273) o6 473 (L94) 02
=/ME; R KE 2080; 31200 206: 757
95% CI 3434; 17145 189; 1188
24 @8
BT RERE) 2758 (2.38) o/6 710 (3.05) 0/2
BMERAE 1290; 13700 323; 1560 -
050 (T 1380; 5513 152; 3322
26 #H
BT (RTRERE) 7950 (2.47) o6 800 (2.73) o2
RMERAE 2920; 30900 393; 1630 -
050 (1 2858, 16384 199; 3226
31884
BT EHERMMRERE) 4061 # NA
(458
SME BA(E 100 # NA
95% CI
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JP 2024-532787 A 2024.9.10

36 EH
R (MR ERE)
=/ME; mATE
95% €1

2906 (2.25)
13605 13100
1517; 5369

6/6

327 (3.32)
140: 763
62: 1729

0/2

4288
AT ETIRERE)
=/ME &K E
95% (1

2298 (2.29)
1020; 10800
1183; 4462

6/6

397 (2.43)
212: 745
L16; 1362

48 E B#
4 AT (S IR IR )
B/MEBAIE
95% (1

2363 #

100%

NA

NA

50 EE#
BT RTIRERE)
=/MERAE
95% (I

8509 #

100%:

NA

NA

67 B H
BT (EIRERE)
=/MERAE
954 (I

NA

NA

NA

NA

74 B E
RIAT I (BIRERE)
=/IME; R KIE
95% C1

NA

NA

NA

NA

NA= T—EAFELEREL

ny

¢ BEEQL, fUFAEENGEREEZEA - AROBEEREND. A—R 51 LEODER.
DHRMEXR—R S A VUL THNILBEERGEN D, SREEIL. & b FF—HREOEM

(BT vt A ORI

Pi=5

=

ni=Lo)h

LLETHAHp AT IgM HiliZET 5,
T R—RS54 VR HBEOEIL, R )—ZoFBRU 1 BEOERFFENOEREST)
ICAIESH-AMOFERETHY . TALHS 1 EEOIHOEIIBLNLE I EEFERET S,
# HJaR— M3 I220TIE, EENEFZITTOHIRENALO 31EB. 48 BAEH LU

50 BBMT—4 %, EREROTEEREERITLHIZT—IL LT,
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0000000000000 0D0OD0D0OD0OODODODO0DODO0DODODODODOn
0000000000000 O0D0OO0DO0ODOODODODODODODODODOOoOoOon
0000000000000 000D0O0D0ODODODO0DO0DO0DO0ODODODOOoOnn
0 O00OpO00O0C0O0C0OO0C0CO0OC0OO0OO0OO0OO0OODOOODOOOOODOODOODOODOODOOOOOO
0000000000000 O0D0OO0DOO0OO
Dooooao
DO0o0O00O00
#= 10
H7ak—Fk 1.1
AE ¥ AC1-35.030 300 pg JS5ER
EEE (n=6) (n=2)
SNzl ii EEE Uk i B E
{AU/mL) e (AU/mL) R
R—2 54 1t
AT (R AIRERE) 375 (1.39) 154 (1.50)
w=/ME R AE 295; 705 116; 206 i
95% CI 287, 489 88, 271
2EH
M EH(RMIZERE) 2609 (2.95) = 147 (1.209
B/ME B XIS 723: 15400 26 129: 167 0r2
93% CI 1099, 6197 114, 189
8iEH
ST (REERE) 1065 (2.5) 2t 152 (1.54) 0/
w=/ME &XE 385; 5200 - 112; 206 -
93% CI 512,2214 84, 276
1088
BT (RATRERE) 1509 (2.87) o 192 (1.16) .
BMERA(E 524: 9340 26 173: 213 072
95% CT 649, 3505 157, 235
2488
S (B R 2 ) ]
&/ME mAIE
93% CT
26:88*
RATE Y (RARERE) )
&/ME mAIE
93% CI
36 EH
TR ERE) 523(1.61) U6 158 (1.76} 0
S/MERAE 288: 1130 106: 235
93% CI 358, 764 72, 344
48 BBE#
BT (R EERE) 303 (2)#
=/MERKE 123; 572 # i
95% CI 136, 493
Dooooao
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goooooand

50EB#
B TEHRRERE) 532 (3)# 4
=/ME RRAE 102; 2310
95% CT 217, 1303
67 B BE#
BT FEHERAMRERE) 297 (1.99) #
B/IMERA(E i NA # NA
95% CI 171; 514
74 B B#
A TRITIZERE) 265 (2.46) #
=/MERXAE i NA # NA
93% CT 129; 544

*Covid-19 /AT 29I Di=HIZ, AR 8H/HF 7 LA 24 HE (< ACI-35.030 (300ug AE)
FREATS5SERIZLLZEEEEZHT. COEDH n= 1O T2 IETREROTEESES

Bt HHIZRE LG, -1, BEIC, 26 AR IFEmIEThHhhEdh 7=,

71220 THE, MR 2 EAREBEFDLE LA EF2FT. GREROTEENEFETS
=iz, 48 B8H. 50 HE. 67 BB KUV 74 BBDT -1FEEELT) 308 EOETT -bL 1=,
NA= T—aMEEELNT

o BEHET. RMEEELNBEHBEEEZBALHREEREIND, A—RA 54 LEOMEI.
SHBEAR—RASA VUL THNEBHEERGEINS, SHEEX. & b FF—RhEDEY
(BT vt OBERIZ/BLN-LD)NLERSIND, B, BEEFIEA—ZS/4 0D
IBFEULTHLIMA 719G AEEFFT 5,

Tt R=ZS5A UHRAEHEDEIE. A9 U—ZUF7BEV 1 BEOERR(FEADERESD)IZ
BESNA-HEOERETHY., FAOA1EDEOIFHOMZEOND I EE2EHLT S,

oooooad
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# 11
HJahk—k12
WERE ACI-35.030 900 pg IS5tR
(RERE) (n=6) (n=2)
ik A SEE e T £ i A
(AU/mL) e (AU/mL) R
R—RAZ4 4
T (RRIIRERE) 477 (2.26) 242 (1.54)
/ME; mAME 209; 1960 179; 328 i
95% CI 249,914 133, 438
288
B (RMMEERE) 23242 (13.53) S/t 235 (1.19) 0/2
B/ME: R AlE 1950; 3550000 ; 208; 266 -
95% CI 2891, 186826 185, 299
8 @H
A (R ) 7108 (12.79) 46 277 (1.30 0
S/MERALE L070: 1150000 230); 333 -
95% CI 923, 54634 193, 398
10 EH
BT 1SR R R 22 ) 7993 (8.63) ot 230 (1.35) 02
=/MERAE 1700: 607000 ' 186: 284 “
95% CI 1423, 44914 152, 348
DOooooao
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24 5B B
BT BHETIRERE) 1423 (7.67) L 313 (1.07) 02
=/ME mAE 320; 88400 ' 299; 327 -
95% C1 279, 7266 286, 341
26588
BT (RAIRERE) 2025 (5.89) 26 257 (1.31) 0
=/ME mAE 676; 70400 : 212: 312 -
95% C1 490, 8370 176, 376
3658 H
BATE Y (EAIEERE) 1032 (6.21) U6 203 (1.61) 0
=/ME KB 285: 39900 145: 283 -
95% C1 239, 4451 1053: 390
48 B H
BT (RIRERE) 708 (5.48) U 190.45 (1.72) 02
w=/ME; mAE 238: 24200 130: 279 “
93% Cl 205; 3113 90; 403
5088
o] T (BT RE) 1019 (5.21) U6 182 (1.36) 0
=/ME mAE 367: 28600 146: 225
95% Cl 272; 3819 119; 277
67 ;B H - o
RETTB(RARERE) 212 50300 116 210:359 02
BMEBAE 176, 2646 | 162: 464 i
95% CI X 46
74 @0 e s
Bl T (AR RE) ﬂﬁ 245 : (13 62(6)2) 1/6 L’?ﬁlﬁ(' l’;?l? 02
=/ ME; = AME o B -
e 177; 2371 205; 307
Q5% 1

o [LEHE, ALELNEHRETBAAREERIND, N—A 51 VIEER.
DEEXA—R 54/ VUL THIIEEE RG SN G, SHREMBEE. £ b FF—BEOEN

(BT vEADBIEDIZEBLRFED)M
33BBLULETHDIMA Y IgGC HiEEEFT 5.

3

b EE=E

=Nd, Bz, [REFEIR-XZ4 D

t R=R3A AFENEOERE. R - THEY 1 BB OEER(FENDEREZST)
[SRIE SN HEOTHETHY . Thot 1 EEOIHFHOBRORIZGELNLIEE

EHLT 5,
Oooooo
0000000000000 000D0ODOODOODOD 0OO00O0OpDOO0O0O0D0OD0OD
0000000000000 0D000000D0DO0DDO00O0OODDDODO0DOoOoo0ooan
Ooooo
Oooooo
Ooooooao
x 12
YJak—Fk1.3
LBt ACI-35.030 1800 microg TSR
(RHERE) (n=6) (n=2)
e IR Ak SEE A hil IEE
(AU/mL) b (AU/mL) gt
R—254 vt
M T (IZERE) 355 (3.68) 306 (1.45) )
=/MEmAE 81; 3780 235: 399
95% CI 125: 1009 182: 514
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(56)

2388
BT (R AR RE)
B/MERXE
95% CI

5/6

228 (1.63)
162: 322
116; 448

8 EE
BT HEARERE)
=/ ME; R KB
954 CI

2001 (3.69)
432; 11500
704; 5685

36

238 (171
163: 347
113; 499

02

10388
BRI (AR R E)
B/MERKIE
95% CI

2922 (2.53)
1120; 9340
1392; 6134

4/6

265 (1.45)
204; 344
159; 442

072

24388
AT R EARERE)
o/ MERAIE
95% C1

852(2.89)
251; 4750
364; 1990

1/6

26:8E
BT (RATIR SR EE )
=/ME RAE
95% CI

1859 (2.39)
491; 3420
868; 3982

36

246 (1.04)
239; 253
233: 260

2

31:EE#
BflF (B ATRERE)
B/MERKE
95% CI

1437 #

4005 #

NA

NA

363
BT (RATIR SR EE )
=/ME RAE
95% CI

806 (3.35)
237; 6070
306: 2121

1/6

202 (1.49)
153; 268
117; 351

/2

42:8H
BAF (B ARERE)
B/MERKE
95% CT

709 (3.26)
175: 5360
275: 1824

1/6

230 (1.86)
148: 356
97: 543

02

48 EB#
AT HEAIRERE)
e/ ME R A(E
95% Cl

417 #

200 #

NA

NA

508 B#
BAMTEEARERE)
=/ME;RKIE
954 CI

1133 #

80% #

NA

NA

6788
BT (R AR RE)
B/ ME R XE
95% CI

NA

NA

NA

NA

7488
R T (R EERRE)
R/ ME R X(E
95% C1

NA

NA

NA

NA
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gooogano

NA= T—AMNELEESNT

¢ [EEEE. REGENGHREFBA -HNEOHMETEIND, A—2 54 U HOEI.
SHBEEXA—RA S/ Y ULETHNEIBHERG SN, SHBEE. £+ FF—hmEosts
(BT vEADOBIAPIZBSNT-LO)NEERSING. I, BEIIFIA—RS5414 2D
3BFELULTHLHIMA Y IgGC HilEHFT 5.

T R—RS5A LHAABOEL. AT —ZUFEEVT 1R EOFERRFENOEREFST)
[CEIESh-HEOFEHETHY . TAOA1REOIHOABORIIZBLREILE
EHET 5,

$# HTOR—F1312D0THE, EFAEZZHTVSRZALD31EAB. 48 BEB LU

50;ABMT—4 %, SREROTELEERITLLOIIT—ILT 5, 10
NA= F—AapErELAT
*Covid-19 /8 F 2w o DIz, HERBELHT7 £H 24 ABIZ ACI-35.030 (300g AE)F=1E
TSRz LBRBILERFT. COLO. n=1OF—2ITTREROTRERF D10
BE LA o, FEEIZ. 26 BBICEmMIFhRLM 51,
O0o0ooao
gooooooooooooooooooooao godoupoooobobbbobboood
go0oooo0ooo0o0oooooOoooooobootooobooooooonoan
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INTERNATIONAL SEARCH REPORT International application No.
PCTAUS22/74902

A. CLASSIFICATION OF SUBJECT MATTER
IPC - INV. A61K 38/39; A6 1P 25/28 (2022.01)

ADD.

cPG - INV., AB1K 39/3%; AB1K 8/1271; AB1K 38/0007; AGTP 25/28

ADD. AG1K 2039/55516; AG1K 2039/55561; AG1K 2039/56572; AB1K 2039/6018; AG1K 2039/627

According to Tnternational Patent Classification {IPC) or ta both national classification nnd [PC

B. FIELDS SEARCHED

Minimum documenlation searched (classification system followed by classiBioation symbols)
See Search History documant

Documentation searched other than minimum docamentation to the extent that such documents are inchuded in the fields searched

See Search History document

Elochronic database consulted during Lhe intemational rearch (name of database and, where practicable, scarch terms used)
Sea Search History document

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2020/0263873 A1 {AC IMMUNE $.A.) 13 August 2020; Fig. 2, Fig. 4, [0010], [0041], [0017], | 1-3, 20,23
[0019], [0020], [0024], [0022], [0024], [0032), (0072]. [0101], {0107], [0108], [0237], [0350]
A US 8,748,386 B2 (SIGURDSSON, EM) 10 June 2014; antire document 13,20, 23
D Further docurnents are listed in tie continuation of Box C. D See patent family annex.
s Special categories of eited documenis: “T"  Tner document published afier the international filing dat or priority

Jdate and nol in conflict with the applicotion but ciled to understand

“A"  document defining the gencral siate of'the art which is not considered \nd | j A
the principle or 1heory underlying lhe invention

to be af particutar relevance

“0O"  dovument cited by the applicunt in the international application "X documenl of parlieular relevance; the claimed ivention cimnol be

“E" earlier application or patent but published on o after the intemationai considered novel or cannot be considered to involve an inventive step
filing dale when the docurment is taken alone

“L* document whicl magethmw doubts on priority elaim(s} or which “¥* document of parijeular relevance; the claimed invention cannot
ig cited 0 establish the publication date of another citation or other be cousidered to involve an inventive step when the document is

zombined with one or more uther such documents, such combination

special reason (35 specifted)
being ohviaus 1o a person skilled in the ar

=" document rsforring toam oral disclosure, use, sxhilitionor other means
“p*  document published prior to the international filing date bul later than “&™  doeunent member ol the samc patenl family
the priosily date claimed

Date of the actual completion of the intemational search Date ol mailing of the international search report
20 December 2022 (20.12.2022) .Jl AN 1 8 20 23
Nayne and mniling address of the ISA/ Antherized officer

Mall Stop PCT, Atn: ISAJUS, Commissioner for Patents Shane Thomas

P.0. Box 1450, Alexandria, Virginia 22313-1450 i

Facsimile No. 571-273-8300 . Telephone No. PCT Helpdesk: 571-272-4300

For PCT/ISAR210 (second sheet) (July 2022)
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INTERNATIONAL SEARCH REPORT

JP 2024-532787 A 2024.9.10

Tnrernational application Ne.

PCTIS22/74802

Box No.I Nucleotide and/or amino ackil sequence(s) (Continuation of item 1.c of the Airst sheet}

carried out on tlie basis of a sequence listing:
7
a. forming part of the iuternational application as filed.
internalional application as filed.

listing.

3. Additional comunents:

1. With regard 1o any nueleotide andfor amino acid sequence disclosed in the inlerantional application, (he intermational search was

b. fumished subsequent [o the internntional filing date for the purpeses of international scarch (Rule 137ex1(8)).
accompanied by a stalement fo the effeel that the sequence listing does not pe beyand the disclosure in the

2. D With regard to any nucleotide inéfor amino acid sequence disclosed in the imemational application, this report has been
established ta the exlent that a meaningfnl search could be carried out without a WIPO Standard ST.26 compliant sequence

Form PCT/ISA/2 10 (continuation of lirst sheet (1Y) (July 2022)
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INTERNATIONAL SEARCH REPORT Intemnational application No.
PCTIUS22{74002

Box No. II Obscrvations where certain claims were found unsenrehable (Continuation of item 2 of first sheet)

This international search report hias net been established in respeet ol cerlain elaims under Arlicle 17(2)(a) for the following rensons:

1. Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:
because they relate to parts of the intermational application that de not comply with the preseribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. Claims Nos.: 4-19, 24-35
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(n).

Box No. I[IL  Observations where nnity of invention is lacking (Continuation of item 3 of first sheet)

This Tnternutiona! Searching Authorily fouad multiple inventions in this fterational upplication, as tollavws:
-*_Plagse See Supplemental Page-"*"-

l. D As all required nddilionat search: fees were limely paid by the applicant, this international search report covers all searchable
claims.

2 D As ol searchable clnims could be senrched without eflert justifying additicnal (ees. this Authority did not invite payment of
additional fees.

3 D As only some of the required additional search fees were timely paid by the applicant, this international search report rovers
only those claims for which fees were paid, specifically cloims Nos.:

4. E{ Nbo required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:
Groups |+, Claims 1-3, 20-23, and SEQ ID NO: 23 (helpar T cell apltope amino acid sequence), SEQ 10 NO: 18 (CpG
oligonucieatide sequence).

Remark on Protest D The additional search fees were nccompanied by the applicanl’s protest and, where applicable, the
payment of a protest lze,
D The additional search fies were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitntion.
D Nu protest accompanied the payment of additional search [ees,

Form PCT/ASA/ [0 (ventinuation of first sheel (2)) (July 2022)
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INTERKATIONAL SEARCI REPORT Intemnational application No.

PCTAUS22/74802

-++_Continvad From Box No. [II; Observations where unity of invantlon is lacking-***-

This application contains the following inventions ar groups of Inventions which are not e linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all invantions to ba examined, the appropriate additicnal examination fees must be paid.

Groups |+, Clalms 1-3, 20-23, and SEQ 1D NO: 23 {helper T cell epitope aminc acid sequence), SEQ ID NO: 1B {CpG oligonuslectide
saquence) are dirested owards ant-pTeu antibodies and methods associated therewith.

The anti-pTau antibodies and metheds of Claims 1-3 [each in-part), 20 (In-part), 23 (in-part) are believed o encompass the first named
Invantion of Groups |+ and ara the claims that will be searched without fee to the extent that they encompass SEQ ID NO: 23 (exemplary
halper T cell epitope amine acld sequence selectad on the basis of claim 20 selection). SEQ ID NO: 18 (first exempiary CpG
oligonuclaotide sequenca). This first named Invention of Group |+ has been selecled to encompass the first or the most suliable species
of each of the genus found in claims 1 and 20 based on tha guidance sel forth In section 10,54 of the PGT Intemationa Search and
Preliminary Examination Guidelines.

Applicant is invited to elect additional helper T call epilope amino acid sequence(s), Cp@ oligonucleatide sequence(s) lo be saarched,
Additional helper T cell epitope amina acid sequenca(s), CpG oligonuciactide sequence(s) wil be searchad upon the paymant of
additional fees. Applicants must specify tha searchable claims thet ancompass any additionally elected halper T cell epitope amino acid
sequence(s), CpS oligonucleatide sequencels). Applicants must furthar Indieate, if applicable, the claims which encompass the first
named invention, If dfffarent than what was Indlcated above for this group. Failure to dlearly Identify how any peid additienal invention
tees are {0 ba applied to the "+ group(s) will result in only the first claimed invention 1o be searched/sxamined, Exemplary alections
would be SEQ ID NO: 13 (helper T cell epitope amino acid sequence), SEQ ID NO: 19 {CpG oligonuclactide saquence).

Groups |+ were considered to share the technical features including: & method of inducing an antibody response against a
phosphorylated Tau protein or pTau in a human subject in need thereof, comprising administering to the subjecl an effective ameuntof &
fpesome comprising: 1. a Tau phosphopeptide conslsting of the amino acld sequence of SEQ iD NO: 28 at an amount of 300 microgram
to 1800 microgram per dosas; 2. a tollike receptor 4 agonist comprising monaphasphoryl lipid A; 3. a helper T-call epitope having a
spacified amino acid sequence; and 4. a CpG oligonuclectide having a specified nucleotide sequence, whereln; the Tau phosphopepfide
Is presented an the surface of the lipasome, and the antibody response lasts at laast B weeks after the Initlal acministration of the
effective amount of the lippsama to the human subject; a mathod of inducing a sustalned Immune response against a phosphorylated
Tau protein pTau in 8 human subject In nesd thereof, comprising: i. intramuscularly administering to the subject a primer vaccine
comprising an effectlva amount of a lposome; and i. intramuscularly administering o tha subject a first booster vacaine comprising the
affective amount of the liposome 8-10 weeks after the administralion of the primer vaccine, whereln: the sustained Immune response
\asls at leasl about 20 weeks alter the administration of the primer vaccine; the lipesome comprises: 1. a Tau phesphopeptide consisting
of the amino acid sequence of SEQ 1D NC: 28, and the Tau phosphopeptide is presented on the surface of the iposome; 2. a toll-like
receptor 4 agoniet comprising monophosphoryl fipid A; 3. a halper T-cell epitope having a specified amino acid sequence; and 4. a CpG
oliganucleotida having a speciiiad nucleotide sequencs; and the effecive amount of the, iposome comprises: 1. the Tau phosphapeptide
at an amount of 300 micrograim to 1800 microgram per dase; 2. the toll-like receptor 4 agonist at an amount of 100 microgram to 585
microgram per dose: 3. the helper T-cell epilope at an amount of 85 microgram to 525 microgram per dose; and 4. the CpG
oligonuglectide at an amouni of 150 microgram o 900 micregram per dose; these shared technical features are previously disclosed by
LS 2020/0253873 Al 1o AC Immune S.A,, at al, (hereinafter "ACI").

ACI discloses a mathad of inducing an antibody response against a phosphorylated Tau pratein or pTau in a human subject in need
thereof {a methed of inducing anti-phosphorylated Tau antibodies (antibody respense against pTau) In a human subject In nead theraof;
paragraph [0011]), comprising administering to the subject an effective amount of a lipesome comprising: 1. @ Tau phosphopeplida
consisting of the amino acid saquence of SEQ ID NO: 28 at an arount of 300 microgram to 1800 micragram per dose; 2, a tollike
recapter 4 agonist comprising menophosphoryl lipld A (administering to the subject an effective amount of liposormes comprising a
totl-lika receplor 4 agonist comprising MPLA and 2 Tau phosphopeptide consisting of the amino acid sequence of SEQ ID NO: 28 which
is 100% identical to SEQ ID NO: 28 of the instant PCT application, administered at an amount of 300 microgram to 1800 microgram per
dose; paragraphs [0011], [00201); 3. a helper T-cell epitops having a specified amino acld sequence; and 4. 8 CpG oligonucleatide
having a spesified nuclectide sequance (the liposome furthar comprises at {east one of a halper T-cell epliope and a lapidated CpG
ollganuclectide, sach having specified saquaencas; paragraphs [0017], [0013]), wherein: the Tau phosphopeptida is presented on tha
surface of the liposome (wherein the Tau phosphopeptide Is presented on the surface of the liposome; paragraph [0011]}, and the
antibody responsa lasts at least 6 weeks after the initial administration of the effective amount of the liposome 1o the human subject
(adminTstering to the subject a second dose of the effactive amount of lipasormaes 1 to 24 weeks, which sncompasses at least B waeks,
after the initial administration of the effective amount of the lippsome to the human subject; paragraphs [0011], [0018]); & method of
inducing a sustained immune response against a phosphorylated Tau proteln pTau In a human subject in need thereot (g method of
inducing a sustained titer of anti-phosphorylated Tau antibodies (sustained Immune response against pTau) in a human subject in need
thereof; paragraphs {0011}, [G036], [0237]; fig. 2), comprising; i. intramuscularly administering to the subject a primer vaceine comprising
an effective amount of a iposome; and ii. intramuscularly administering to the subject a first boostar vaccine comprising ia affeclive
amount of the liposome 6-10 weeks after the administration of the primer vaccine, wherain: the sustalned immune response lasts ai least
about 20 weaks after the adrminlstration of the pimer vaccine {intramusculary administering to the subject a primer vaccine comprising
an effactive amount of a liposome; and Intramuscularly administering to the subject a first booster-vaccine comprising the effective
amount of the ilposome 1-24 waeks, encompassing €-10 weeks, after the administration of the primer vaccine, wherein: the sustained
Immune response lasts at least about 20 weeks after the administration of the primer vaceine; paragraphs [0016], [0016], [0032], [0038],
[0237]; fig. 2); the liposome comprises: 1. @ Tau phosphopaptide censisting of the amine acid sequence of SEQ 1D NO: 28, and the Tau
phosphopeptide is presented on the surface of the liposome (the lippsome comprises a Tau phosphopeptide consisting of the amino acid
saquence of SEQ ID NO: 28, that is 100% Identfcal io SEQ ID NO: 28 of the instant PCT application, and the Tau phosphopeptide is
presented on the surface of the liposome; paragraph [0011]): 2. a lolHike receptor 4 agonist comprising menophosphoryl lipid A (a
tell-like receptor 4 agonist comprising MPLA; paragraphs [0011], [0020]); 3. a helper T-cell epitope having a specified amino acid
sequence; and 4. a CpG oligenudeotide having a spedified nuclectide sequence (the liposome further comprises at least one of a helpar
T-cell epitope and a lapidated CpG oigonuclectide, each having specified sequencas; paragraphs [0017], (0018]); and tha effective
amount of the lippsome comprises: 1. the Tau phosphopaptida at an amount of 300 microgram to 1800 microgram per dose (the Tau
phosphopeptide Is
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administered at an amount of 300 microgram to 1800 microgram per dose; paragraph [0011]); 2. the toll-Tke receptor 4 agonist at an
amount of 100 microgram to 585 microgram per dose (the toll-like receptor 4 agenist at an armount of 106 microgram to 585 microgram
per dose; paragraph [0021]); 3. the helpar T-call epitope 2t an amount of 85 microgram to 525 microgram per dose (the heiper T-cell
epitope at an amount of 25 micregram to 625 microgram per dose, which encompasses 85 microgram te 525 microgram; paregraph
[0022]; and 4. the CpG oligonucleotide at an amount of 150 microgram to 904 microgram per dose {the lipidated CpG oligonudleotide at
an amount of 150 microgram to 800 microgram, per dose; paregraph [0024]),

Since none of the special technical features of the Groups I+ Inventions Is found in mere than one of the inventions, and since all of the
shared technleal faatures are previously disclosad by the ACI referanca, unity of invention ls lacking.
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