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ogoaoad
# 2: ELISA. SPR BLUENHEFTICL>THEENA, MAD BEUHEL TS Fab DZhEDRE
HR PAS(RU)RTF RITH9 2801,

1]
PASHL P/A#1 APSA
INT ) B—=omo—2
Hi PA(S) MAb 11 1.2 21 22 31 3.2
P
Tt
<ok gl 71
MaAb SPR P/AH#1(200)HL1Ra ng. ng. 429 pMi 1.1nM rn.g. 20nm
MAb | EUSA | hudD5-P/A#1(200) na. na. 170 pMi 69 pM ng.  400+100pM
Fab | SPR | P/A#1(200)-IL1Ra nd. nd. 648 N1 7 uM n.d. 446 nM
Fab ELISA P/A#1{600) ng. ng. 2140.2nM 8+1nM ng. 48+4nM
MAb SPR PASH#1(200}-IL1Ra inM 44n\ 17nM 22nM ng. 80nM
Mab | ELSA | hudDS-PASH1(200}| 37+10pM  162f11pM | 113pM ng. ng. 294 £92 pM
Fab SPR | PASH1{200)IL1Ra | 8.8puM 3.7uM 44uM nd. nd. nag.
PASH#1(600)-
Fab ELISA { :/) V77 23+5nM  123120nM | 2.230.1nM n.g. n.gq. 311#16nM
MAb | SPR | APSA(200)-IL1Ra na. nG. na. ng. 19pM 108 pM
Mab | ELSA | APSA{200)-L1Ra n.a. na. n.g. ng. 118+2pM  25115pM
Fab SPR APSAL200)-TrxA n.d. nd. nd. nd. 2.5nM 137 nM
Fab | ELISA | APSA{200)-IL1Ra nd. nd. nd. nd.  |1940.01nM 16:0.1nM
Fah FT Abz-APAPAAPA n.d. nd. >I00pM 92101 uM n.d. nd.
na. ERLRPTAE
nd. RESNT
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TO X FRRAE L OB bOHEHE,
HiPAS)MAb2.2 HIPA(S)MAbL1 FIPA(S)MAbL2 i PA(S)MAb3.1
+VHH Fab
RTFRIH R AC-APAPAAPA  Pga-APASPAAPA  Pga-APASPAAPA  Pga-
APSAAPSAAPSA
oy | 34 11% wfv 18% w/v 22% wiv 20% wiv
PEG6000 PEG3350 PEG3350 PEG3350
100mM Tris/HCl  100mM HEPES  300mM ETEEK  200mM FHEE L
pH8 pH7.5
200mMMgCh  200mM MgCl,
F— 4 DR HE
HE(A) 09184 09184 09184 1
SHTREOTITA) 35-2.55 35-2.65 35-1.55 30-1.85
(2.65-2.55)* (2.75-2.65) {1.65-1.55) (1.95- 1.85)
ZEhiE 1422 P432:2 o 2
azw bbb c(A) 1220,1220, 102.6,102.6, 141.3,44.4,93.0 949,613,
1384 199.9 78.6
oBy() 90.0,900,900  90.0,90.0,900  900,109.1,900 90.0,1063,
90
YR b AT BRI, 1 2 1 1
ST 17370 (1866) 30855 (3054) 77314 (12963) 36237 (5351)
EAaEY 26.2(25.2) 22.2{18.3) 6.9(6.8) 3.0{31)
e HeEE (%) 99.9 (100} 96.9(93.3) 97.2(95.8) 97.6(99.2)
SER ol 17.0{5.1) 24.3(2.1) 15.0(1.6) 9.2(2.1)
Wilson B-JRF- (A2 283 633 307 36.5
Rineas (%) 21.3({75.1) 11.2 {167.5) 6.3(107.0) 83(74.6)
R boOMEHE
SRAEA) 34.63-2.55 34.13-2.65 33.39-1.55 45.6-1.85
(2.62-2.55) (2.72-2.65) (1.59-1.355) (1.898-1.85)
Ruork {%) 19.5(26.2) 22.0(39.4) 19.4(34.1) 21.3(359)
Riree (96) 23.3(32.0) 26.9(37.8) 23.2(354) 26.8(37.8)
JETKRFTF O
ZAVE TaWe dN 3379/50 6662 /122 4374 /61 3490/77
T 125 53 388 176
214 B fE(AY)
RO PYRTFR 296/42.8 73.8/585 28.7/257 446/58.7
I 24.7 46.2 345 412
RMS (557 FEE) 0004 /1327  0004/1357 0.011/ 1685 0.009/1.532
Ramachandran &
IFE L) 9.8 94.1 97.7 96.6
i) 0 02 0 0
Rotamer S 1 (%) 1.5 29 0 1
PR R a7 163 2.47 16 200
B DR BREDL T VDENSELICRENS,
*MolProbity Z R\ \THEHE (Willams 5. 2018),
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& 4: FLPAS)MAb & PAS I E h—FRTF ROk EAESIAE/ER.

M RIFR Fab 57 B A
FF
Ace™-0 Tyre.on 247
Ala™-N Tyr.0 2.85
f:bpf“:}ﬁ‘:b 22 paso AsntSZN& 3.17
Ala™-0 Trpht-Net 2.94
Pro™-0 Asprir.0f2 2.67
Pro™.0 Tyre.0n 261
FLPAS)MAbL1  Ser™N Arg1®2.0 2.87
Fab * PASH#1 SerfS-O¥ Sers-0 2.46
Pro™-0 Argr%.Nn 242
Pga- Asp™.0 2.80
Pga™-N Tyrsh-on 2.89
Pgaf-Q* Ala"E.N 2.96
Ala™-N Aspti7.Q 3.05
ibl’l.\ggn#?b 12 Ala-0 AspMITN 2.79
Pro™-0 Tyr2e-on 2.59
Ala™-N G50 2.99
Ser™-QY Trp™-0 2.50
AlaPP.0o% Asp'1N 3.09
Pga™-0 lle 2N 3.05
Ser-QY Trp™-0 269
AP0 Argl51-N1 274
Ebpf\g):zn:b 31 ooy ArgL51-N 2.95
Ser®-0 Asni39no2 2.84
AlaPO-N G50 3.08
Ala™2.N Glur-02 3.04
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HEE ATFE O b RE

’E

AceP 5 Tyr'*®

Ala™ 8 Ty, Tyr®

Prof 25 Tyr'™, Tyr®, Tyr'™®

Alaf? 10 Tyr'®8, Asn®®, Tyr®
f:bpf‘fl)xﬁb 22 Pro® 5 Tyr, Tyr'E, Tyr1%, profi®

Ala™ 18 Ty, ProtoL Trph® Asns2, Trphst, Tyrte®

Alaf 17 Trpt™, Ty AgpHiod

Pro” 22 Trp™*, Trp™S, Thrs, AspH8 Tyrté0 pgpHits

Ala™ - -

Pga™ 4 Tyr

Ala™? 10 Tyr™, Tyrhio

Prof 11 Ser'?, Tyr™, Tyr3s, TyrHie4

Ala 7 Tyr®, Arghi®
FiPAS)MAbLL  Ser® 21 Tyr™, Ser'™s, ArgHios, TyyHIo% TypHios
Fab - PASH1 Prof® 7 Ser3L, Ty, Argl™

Ala® 11 Ser'®, Arg™, GIuY, Leul®, Tyr10s

Ala™ - -

Pro™ 10 Trp"%2, lleh™, Arghi®

AlaP? - -

Pga®™ 30 Lys™3, Tyr'™®, Tyrtl%5, Agpl7 Ty Hite algHI®

Ala™? 15 Tyr'3 Tyr™, Tyrios, Agpfio?

Pro™ 13 Tyr™, Tyr6, GlyHios

Al® 13 Tyrs, llgh02, GhyHi05, Ty H16 AgpHlo?
HirPalS)MAbL2  Ser 16 Tyr, Trp'*®
Fab - PASH1 Pro® 3 Thr®, Trpt®

Ala™ 7 Trp'®, Gl

Ala™ 2 Trp™®, ligh®

Pro™ 7 e!®8, |lgh™0? TyHios

Algf10 7 Tyrie, AgpHiot

Pga® 9 Tyr'®, lleH2, Tyr'™?

Ala™ 9 Ty, Tyrt

Pro™ 22 Val™?, Ty, Tyr%2, Leut™, Trp™s, Arg™®t

Ser® 12 Arg't, Trp™®, Arghio

Ala™ 3 Tyr™4, Trph™®
H{ PA(S) MAb 3.1 Ala';‘; 22 Argz, Tyﬁ:; Leus, Trph®
Fab * APSA Pro 22 Arg™, Trp

Ser™® 29 Tyrt¥, Asn'™, Arg'™, Gy, Trp™®, Tep"™®, GIyHI0

Ala™ 17 Tyrty, Giy', Hisho:

AlaP0 16 His'L Tyr™>, Gly'%

Pro™ 6 Glu™=3

Ser2 g Leu™® GluM®, val®

AlaPB 16 Glu® [l HisHs? Asn™?
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£ 6: $1 PAS) MAD & PAS TH h—T7R7F REOMDETIE(<4.0A)CEIST S CDR, T_T

DIBOT =/ BRFICSEGESHERE NS, Li=H> T, COR OBBIHERICEEXETHYE

B
CDR L1 CDRL2 { CDRL3 CDR H1 CDRH2 | CDRH3
1 24-38 L54-60 1.93-101 H26-35 Hb0-65 H98-109
Ser® - Sert® - TrpHs2 Arghis
47 PA(S) MAD 1.1 Tyrs Arg® lle"5 TypHiios
Ty Glut” Tyrh0s
Leut®
[24-38 L54-60 L83-101 H26-35 H50-66 H99-112
Ty Lyst® Trpt® - - Jlghiez
Tyt Tyrt®4 Glu-7 Tyt
Tyrt litee Asptios
41 PA(S) MAb 1.2 GlyHios
TyrH‘IOS
ASpHm?
TyrH108
Alat109
12440 | L56-62 | L95102 | H26-37 | H5267 | H100-110
Tyrs ] Tyrs? _ Asns? AgpHios
Tyr-® Tyr%e Trp™® Protoe
4 PA(S) MAb 2.2 Asnts® TrpHs
Tyrt0 ThrH
PrOLiD‘i ASpHSB
Ty
1 24-39 155-61 194102 H26-35 H50-66 H99-101
Higts! Leut® Gly-® Tyt lghst Trph®
1 PA(S) MAb 3.1 Tyr¥? llgt2® HigHs2 ArgHto!
Asn-# Tyrt#2 Asn
Gluh® Val'®
gooooad
0000000000000 000DO00DO0D0DODOD0DO0DODODODOODODOODOOn
0000000000000 00000000D0000000000000000000
oo
0000000000000 000D0DO0DO0DODO0DO0DO0DODODODODOn
I I I e e A A R 0 O M O B A B R WA
0O0000O00O00D0D00D0O0D0OO0DO00DO0DODODODODODODODODODOn
I I T e I I Y A B A R 0 R O A B R WA
000000000000 00000 00000000000 00000000

10

20

30

40

50



Ooo0oooooooooDoooooooo0 o0 oo oDoDoDoooo0 oo oDoDoDoDoo4oooooooao-o

Oo0oooooo xogooooooooooooooooogogogog
Ooo0ooooooooo oD oo oDoDoooo o0 oo ooooogoQgog

O

OT-T O0OoDoooooooooao
OoooT=Too0o0ooooogoag
Oo0ooooooooooooa-o
Oo0ooooooooooooa-o
OO0 OoDoDooogog4dgoooooao
OO0 oDoDoogog4Qgoooooaog
OO0 oDoDooogog4Qgoooooaog
Oo0oDoDooogog4gogoooooaog
OoDoDoooo4ogoooooaog
OoDoooooooooooaog
OoDoDooooooooooao
Oo0oT= ooooQoooooao

O

oo o0ooooooo oo oo oo oooo o oo ooooo

O 0ogooog Oo0DoDDoOoooDoOogoooooaog
OO0 oooao

Ooo0oo0ooao
Oo0oo0oogao

OooDooooooogooogao

(56)

oD ooOgooogob

Ooooibbopooooooob
D oooibopoooooood
ODoooUYoooooooogt
Do ooUYoooooooogt
DOooobWbopoooooogob
Oooobopoooooogob
ODooobooooooogogb
ODoooboooooooogtb
Ooocobopoo=Tr oooodb

> OoOoog

O O

o S

ODooooDoOoDoOToood
OoooOoT ooOooood
OoooooOooOooood
OoooooOooOooooOd
OoooooOooOooooOd
OooooDoOooOooooOd
OoooooOooOooOood
OoooOooOooOooooOd
OooDooDoOooOoooOo™d
Do ooooooodogtdog
Ooooooooodogtdaog
DOoooooooodotdao
ODOoooooooodotdao
Ooooooooodotdao
Oooooooootogd

OooooooOogod

OO0 o*T oooogogoooao
OoOooogo«

I [ [ |
I [ I |
O 0o oo
I [ I |
O Ooogoo
O 0o oo
O Ooogoo
I [ [y |
O 0o oOgoo
I [ I |
O 0o o0o o
I [ I |
O O ogog

O d

0
g
u
g g
a
0

goooood

O
g
u
g

UpbOUippoooooooxoob

O
g
u
g
O

gbooobooobooobooboao
oooooooooooooobooao
gboboooboooboobooboboo
gbooobooobooobooobooad
gboooboooboobogoboo

DooDoobbopooooogood
DOoDoobUopooooogood
DOoDoobUbopooooogood

ooDoDoobooooo

O ob oo

[ O |
I [ |
I [ O |

Oooooooootdogdd
Ooooooobobgod
Ooooooooogdogdd
Ooooooooogtdogdd

oo U oo

oo U oo
Ooboao
Ooboao
Ooboao
Oo b oo
Oo b oo
Ooboo

[ |

O

oo b oo
oo b oo

ooDoobUbopooooUdood
ooDoobUbopooooUdood

O

Do ooooooobo

OCcoooooooodgBo
ocoooooooodpgBo
OCooooooooogtbo
OCooooooooo0gto
OCooooooooOogto

JP 2024-501316 A 2024.1.11

[ s I o

DOooobBbopoooogt oot
DOooobbopoooot oot

OooDoobloooao

ud
oo
oo
ud

O Uoo
ooUboo
ooUboo
ooUboo

Al-Lazikani, B., et al. (1997) J Mol Biol 273, 927-948.

OoDooU0opooob dood
OoDoob0oooot O0oo

Ooboo
Ooboo
Ooboao
U oboo

OCooodoooo0dgotU
OCoooOdopooo0dgotU
OCooodoooo0dgot
OCoooOdooooO0dgot

oT ot o

OoooooooO0opoOgt O
OoooooooO0oo0Ogt o
OoooooooO0opo0Ogt o

OoOoo0ooooaog

UpoOoo
e I A o A

uoano
ooad
ooano
uoano
goano

10

20

30

40

e e e e A [ e e e e ) s ey Iy i
e ey [ e e e e s ey Iy

Baker, N.A., et al. (2001) Proc Natl Acad Sci U S A 98, 10037-10041.
Barlow, D.J., et al. (1986) Nature 322, 747-748.

Binder, U. & Skerra, A. (2017) Curr Opin Colloid Interface Sci 31, 10-17.
Birtalan, S., et al. (2008) J Mol Biol 377, 1518-1528.




(57) JP 2024-501316 A 2024.1.11
0 oOBirtalan, S., et al. (2010) Mol Biosyst 6, 1186-1194.
O00O0Bolze, F., et al. (2016) Endocrinology 157, 233-244.
O 0OBreibeck, J. & Skerra, A. (2018) Biopolymers109.
O00OChardes, T., et al. (1999) FEBS Lett 452, 386-394.
O00OChothia, C., et al. (1989) Nature 342, 877-883.
O00O0Clackson, T. & Wells, J.A. (1995) Science 267, 383-386.
O00OCunningham, B.C. & Wells, J.A. (1989) Science 244, 1081-1085.
0O 0OEdwardraja, S., et al. (2017) ACS Synth Biol 6, 2241-2247.
O0O0Emsley, P., et al. (2010) Acta Crystallogr D Biol Crystallogr 66, 48
6-501.
O0O0OEreno-Orbea, J., et al. (2018) J Mol Biol 430, 322-336.
OO Fassolari, M., et al. (2013) J Biol Chem 288, 13110-13123.
00Feng, Z.P., et al. (2006) Mol Biochem Parasitol 150, 256-267.
d0oFling, S.P. & Gregerson, D.S. (1986) Anal Biochem 155, 83-88.
0 0Fong, J.H., et al. (2009) PL0oS Comput Biol 5, e1000316.
O00Frank, R. (2002) J Immunol Methods267, 13-26.
O0O0Frishman, D. & Argos, P. (1995) Proteins23, 566-579.
00Gao, J., et al. (2009) Nat Struct Mol Biol 16, 684-690.
0 0O Gasteiger, E., et al. (2003) Nucleic Acids Res 31, 3784-3788.
0 0Gebauer, M. & Skerra, A. (2018) Bioorg Med Chem 26, 2882-2887.
O 0Giri, R., et al. (2016) Front Cell Infect Microbiol 6, 144.
O0OdGoh, G.K., et al. (2016) Mol Biosyst 12, 1881-1891.
OOdcGriffiths, K., et al. (2019) MAbs 11, 1331-1340.
0O OHarari, D., et al. (2014) J Biol Chem 289, 29014-29029.
O0O0OHarlow, E. & Lane, D. (1988) Antibodies: A Laboratory Manual. Cold
Spring Harbor Laboratory Press, Cold Spring Harbor, NY.
00Huang, J. & Honda, W. (2006) BMC Immunol 7, 7.
00 Kabat, E.A., et al. (1991) Sequences of Proteins of Immunological In
terest. 5th ed. National Institute of Health, Bethesda, MD.
0 0 Kabsch, W. (2010) Acta Crystallogr D Biol Crystallogr 66, 125-132.
00O Karlsson, R., et al. (2006) Anal Biochem 349, 136-147.
O 0O Krissinel, E. & Henrick, K. (2007) J Mol Biol 372, 774-797.
O00O0Langin, M., et al. (2018) Nature 564, 430-433.
O00Loers, G., et al. (2014) Biochem J 460, 437-446.
O00OLondon, N., et al. (2010) Structure 18, 188-199.
00 MacRaild, C.A., et al. (2016) Structure 24, 148-157.
O00McCoy, A.J., et al. (2007) J App!l Crystallogr 40, 658-674.
00 Meerman, H.J. & Georgiou, G. (1994) Bio/Technology 12, 1107-1110.
Mendler, C.T., et al. (2015) MAbs 7, 96-109.

O
O

Meszaros, B., et al. (2007) J Mol Biol 372, 549-561.

Morath, V., et al. (2015) Mol Pharm 12, 1431-1442.
Murshudov, G.N., et al. (2011) Acta Crystallogr D Biol Crystallogr 6_
355-367.

Peplau, E., et al. (2020) Thyroid 30, 1314-1326.

Peplau, E., et al. (2021) Sci Rep 11, 7358.

Richter, A., et al. (2020) Nucl Med Mol Imaging 54, 114-119.
Schellenberger, V., et al.(2009) Nat Biotechnol 27, 1186-1190.
Schiweck, W. & Skerra, A. (1995) Proteins23, 561-565.
Schlapschy, M., et al. (2013) Protein Eng Des Sel 26, 489-501.
Skerra, A. (1994) Gene 141, 79-84.

OooooooNOOOd
[ I R |

OOoo0ooooao



(58) JP 2024-501316 A 2024.1.11

O0Snead, D. & Eliezer, D. (2019) J Biol Chem 294, 3325-3342.
OSuzuki, M. & Yagi, N. (1991) Proc Biol Sci 246, 231-235.

O Swaminathan, A., et al. (2014) Br J Clin Pharmacol 78, 1135-1142.
O

O

Tantos, A., et al. (2012) Mol Cell Endocrinol 348, 457-465.
Uversky, V.N. (2019) Front PhysZ7, 10.

00 Vashist, S.K. & Luong, J.H.T. (2018) Handbook of Immunoassay Tech
nologies - Approaches, Performances, and Applications. 1st ed. Academi
¢ Press, London, UK.

0 0Voss, S. & Skerra, A. (1997) Protein Eng 10, 975-982.

OO0 Williams, C.J., et al. (2018) Protein Sci 27, 293-315.

O00Winn, M.D., et al. (2011) Acta Crystallogr D Biol Crystallogr 67, 23
5-242.

O0O0Wright, P.E. & Dyson, H.J. (2015) Nat Rev Mol Cell Biol 16, 18-29.
O00O0VYanisch-Perron, C., et al.(1985) Gene 33, 103-119.

00 Zander, H., et al. (2007) J Mol Recognit 20, 185-196.

oooooad

O 0Ooogoogodg

10

20

30

40

50



(59)

goooaoano

BUDAPEST TREATY ON THE INTERNATIONAL
RECOGNITION OF TIE DEPOSIT OF MICRODRGANISME
FOR THE PURPOSES OF PATENT PROCEDURE

JP 2024-501316 A 2024.1.11

INTERNATIONAL FORM
XL-protein GmbH
ise-Meitner-! RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT
Lise-Meitner-Str. 30 W’ Rl T by the
£5354 Freisin ATIONAL DEPOSITARY AUTHORITY
|4 identified at the bottom ol thit pepe

Germany

1. IBENTIFICATION OF THE MICROORGANISM

Hentification referente given by the DEPOSITOR: Az:ecssio?\ %ugﬁir Lgl[\]nénpg)é #«:\R + AUTHO

Anti-PA(S) Mab 1.1 INTER? '

DsM ACC3365

L SCIENTIFIC DESCRIPTION AND/OR PROFOSED TAXONOMIC DEFIGNATION

The microorganism identified ender L above was sccompanied bys

( )} ascientific description
(x) 2propesed t 5 B
{Wlark wills 8 cross whese epplicabie).

1L RAECEFT AND ACCEFTANCE

This Intermmtional choai Authority scoepts the micreorganism identified under 1, above, which was reseived by iton 2020-11-13
(Date of tha original ml:ig'. i seooy o .

TV. RECEIT'T OF REQUEST FOR CONVERSION

“The micreorgenism ideatified undor 1 sbove was ivedd By this | ional Depositary Auibority on (dalz of eriginal deposit)
and & request 1o convert the original deposit 1o a deposit undar the Rudapest Treaty waz received by it en (datz el reeeipt of rxuest
For ponversion).

V. INTERNATIONAL DEPOSITARY AUTHORITY

Neme: Leibae Inutinte DSMZ-German Collestion of Signature(s} of person(s) having the power lo represent the
Microorganisms and Celi Cullures Intemational Depasitary Authosity or of autharized offieiai(s):

Address:  Inhoffensir, 7B
FEr/ N

D-38124 Braunschwelg
Date: 2020-71-25

| Where Rule 6.4 {d) applies, such date i the date on which the status of intemational depostiinny authority was soquired,
Form DEMZ-BP/ (zale pape) 072019

goodaoano

10

20

30

40

50



goooaoano

APEST TREAT( ON THE i{_ﬂ'ERNA‘l‘IONAL

RECOGN!TIDN OF Tg

EPOSIE
FORTHE ?URPOSES OF PATENT PRY

(60) JP 2024-501316 A 2024.1.11

——,

DSMZ ,
&

MICROORGANISMS
QCEDURE

i

INTERNATIONAL FORM . @ g &
\\%Méﬁ’r

XL-protein GmbH
Lise-Meitner-Str. 30
85354 Freiging
Germany

RECEIPT IN THE CASEOFILN ORIGINAL DEPQSIT
igswed puriusnt to Ruke 7.1

INTERNATIONAL DEPOS A.RY AUTHORITY
jdentified &1 Lhe bettors ol this page

L DENTIFICATION OF THE MICROORGANISM

Jdentification reference given by the DEPOSITOR:
Anti-PA(SY Mab 2.1

Accession mumber given by th
M’BRNA’DOI\AL DEPOS!TMIY AUTHORITY:

DSM ACC3366

i SCIENTIFIC DESCRIPTION AND/OR PROPOSED TAXONOMIC DESIGNATION

The mierootpanist identified under 1, above wat accompenied by:

{ ) aoscimtificdecrption
{x) aproposed taxenomic deignadion
(Mark with 8 crozs whene applicabls).

{I. RECEIPT AND ACCEFTANCE

(Dare of the otigina] depesii)',

This Intemnetionsl Depmtary Autherity sceepls the mieronrpaniom idemified under L shave, which was received by hen 2020-11-13

V. RECEIFT OF REQUEST FOR CONVERSION

for conversion).

The microorgunism identified under I sbove wes received by this Imemaliondl Depositary Autherity on
nd & request Lo eaavert the eriginal depasit to a deposit under the Budapest Treaty was foetived by it on

{dalc of originat deposit)
(date of recelpt of request

V. INTERNATIONAL DEPOSITARY AUTHORITY

Name: Leibniz Institute DSMZ-German Collection of
Microorganisms and Cell Cultures

Address:  Inhoffenstr. 7B
D-3E124 Brounschweiy

Signature{s) ol person(s) having the power to represent the
lnlgz-n;lu:x(ml Dieposltery Anr.’mgry ar of authorized official{s):

X T:F‘EQSLL\

Date: 2020-11-25

! Where Ralc 6.4 (d) applies, such date is the date on which the states of
Form DSMZ-BPM (sole page) 0772019

goodaoano

1 A

positary autharity wos eoqui

10

20

30

40

50



(61)

goooaoano

BUDAPEST TREATY ON THE INTERNATIONAL
ECOGNTTION OF THE DEPOSIT OF MICRODRGANISMS
FOR THE PURPOSES OF PATENT PROCEDURE

TNTERNATIGNAL FORM
XLeprotein GmbH
ise-Meitner- RECEFFT IN THE CASEOI‘ANORIGINAL DEFOSIT
Lise-Meitner-Str. 30 it bt i o e
85354 Freising A'rIONAl.m!Pos ARY AUTHORITY

identified ot the bottom of 1his page
Germany

JP 2024-501316 A 2024.1.11

L IDENTIFECATION OF THE MICROORGANISM

Identification reforente given by the DEPOSITGR: Accaszion mumber piven by the
Anti-P, A(S} Mzb 3.1 NTERNATTGNAL DEPOS[TARY AUTHORTTY:
DS ACC3367

I, SCIENTIFIC DESCRIPTION ANDVOR PROPOSED TAXONOMIC DESIGNATION

The microorgsntam identified under I above was sccompanied by:

( ) ascientific desenption
{x) aproposed taxonomic designation

{Murk with a cross where applicabl).

1t RECEIPT AND ACCEPTANCE

This # fonal Depositary Authority sceepts the mi ism identificd under 1, above, which was received by iten 2020-11-13
(Date of the original deposit)’. yacee

V. RECEFT OF REQUEST FOR CONVERSION

The microorganism identified under 1 abave was received by this 1 ional Deposilary Authority on {date of eriginal deposit)
ungd & request ta convert the arigingd deposit to & depesit ander the Budapes! Tml.y was recedved by iten {dale of reoeipt of request
foz eanvezsion),

V. INTERNATIONAL DEPOSITARY AUTHORITY

Neme: Leibare Institute DSMZ-German Collestion of Signatare{s) of pcmm(s} heving the power to mprosent th
Microotganisms and Cetl Cuftwes International Depasitary Authotity or of authorized arrm;{;)

Address: Inhoflenstr, ¥ B
D-38124 Braunschwﬂg

ET/A

Date: 2020-11-25

! Where Rule 6.4 {d) applies, such data is the date on whick the status of internstionsl depositary suthority was acquired.
Form DEMZ-BPM (sole puge)} 0772019

10

20

30

40

50



JP 2024-501316 A 2024.1.11

(62)

gooad
gooao

gooao

)

C

(

(B)

(A

v

woe o

o o
— N
[Co) Le [f)
< <
— <
o~ ] Lo -
~ Lo
= F - =
=R N | s o~
-
(o] w
< < 0
——
N w~ —~ <
- = )
(3] < N
= s -
1T I T T T T 1
TOQOO VO WV ©
ABROR ©F © &
=3
[To] w0
< <
—
o~ [
~
- [
ALl LTt & LR A A 5
3888 8 8& ¢ 8888R 888 & *©
QeeR 2
==£1800==
c R dH1oDM" A YW (S)Vd’
H™ "H1oDM hl VY (Sivd
©-CANAAD " ] NSz
ANAA VIN (S)vel
- ” . e j VN (S)V:
UNTITINLOVOILTIdTIUSHD) 1 \ Svd.
oL 004 06 08 0L
=180
I¥50 N11°0°§ g VN wﬁw
LY¥90 "H11 DOSH JA LE 9V (SVdY]
MONN AT1°0 " SH 1 VW mw«iw
CHIUNC I._cmx JA L2 GYN (SVd
R R TUSTSTLC 1 VA (Sivd.
uguzum\,cww;m(:_j:nnaumxoctsm:»:ummm >mzm<zum_:zau._m><._m:mc:>_n W 1L GYW (SIVAY]
0s 0s ov ot 0z o L
sx===CHNQD====
S ¥aN- |° A'S 3SL T STIWAVL S M VLITL HAZE VW (S)vdl
M- TATSTISLTUSAIWAVLISMVLIL HA LE AV (Shvdlt
Y AMINGH - Y- ‘LTUVCaATs| TUNNALT L HA TZ Vi (Svdl
g NoY 1 LVaA“s| TNNCLC UL HA LZAvin (SivdY
aioa - 1899 CWOTUISHTUSTDUATLN VN ML HAZL Qv (S)vdlE
KAWVAANNDAAD z<o>>x:uapc,.mzsf:cwxmznxm_m FA L Gy (SIVdYF
0z 0r 00 06 osg 0L
S=-=--=zH¥gg=====-- —===|HH@D===
“4AND "V 9 S dH 1" 10" 4N3 0 JLAIVESTINAYVO ¥ HA Z€ Qv (S)vdY
[PO4ND " "A'N'S dH A" A A1AIVHCSINA YO N HA L'E QY (S)vdlf
R AMG L M NV " s I PAOW CINC - 4s 1L TR HA ZZ Qv (S)vdu
e AMN N M NV """ "S° " " | OAOWA LS """ PSS-S HA L'Z_avi (S)vdlt
‘P ASATCACS TONSNLVATTM'QTL" " CYY SN 99D HA Z'L avi (S)vdis
SHIVSNAGQL IDAOM- | MO TMITONODddDNA Z>Q>OP4mm w>b0h_m.—wcmm<>._muluvmmx.4°>0 HA 'L avin W(MGN

09

0s

oy ot

0z 0L '

gooad

gooad

30

[wu] (002) L#v/d-sayny
14 € 4 13

L'Z AV (SIVdY =

[wulges ze avin (S)vd4
002 00}

- 0001

PP

- 0ost

0002

eq111-(002)VSdY =

[wul (002) L#SVd-sayny
8 9 14 4

Ioe

oy

L v (S)vdy =

[wulges z'z avin (S)vdy4

oe 0z [

00

50

PP

Ls

(009)1#v/d =

roz

40

50

[wulaed 1L avin (S)Vd

00e 00z 004 n.v
0
0z
Z££1-(009)1#SVd = a
ovN
=
09
[ 08
Wulges 1e aviN (S)VdY
c.m o o.m o.N _wv m
0
ey1I-(002)VSdY = B &
S
00t
\v
[Wulged z'L avn (S)vdY
000% oo,ow A_w
%0
vsg &
4SOWD-(009)L#v/d v 05 o
Z££1009)1#SVd  * 2
(008)L#SYd-BHLT = &
oot
[wulges 1z avin (SVd
0s oy oe o0z oL 0
50
vse a
4SOND-(009)L#V/d v Los
ZLLH009)1#SYd  © a
(008)1#SVd-BULT = Z
0ok
~0stL <




gooad

HIPA(S) MAb 1.1

ARy MAFRIERL]
20 40 60 80 100

PIA#1

PAS#1
TI/EEY 0

TI/EES 0 2

T
7%
2
2
5
6
4
8
9
10
1"
12
13
14
15
16
17
18
19
20
i
HIPA(S) MAb 1.2
PIA#1 2Ry MEFR[ERIE) PAS#1
7 /A 0 20 40 60 80 100 73
A-P P-A 1
2 P-A-A
3 A-A-P:
4 A-P A
5 P-A-P
: i
5 ]
8
9

= L

(=

— —

O

— e P P P |

e

Ehesiasilin= sHlzal
P ' B =

ACDEFGHIKLMNPQRSTVWY

B

A
=]
S
A
A
p
S
ﬁ

o
H
£

iR #PA(S) MAb 3.2

= ~ 1 —

= Ir—| o

1 o Y |

e T o

A s PRRER  | e FE
- 1 I

ACDEFGHIKLMNPQRST VWY

B

P I [ e PPN

>0 v >» > ® UV P>
0
I
I

C-Rif

40 60

Ay MATRERAL]

80 100

CENDNE BN

Ry MATR[ERE]
BEIS| O 20 40 60 80 100

(63)

JP 2024-501316 A 2024.1.11

2Ry MEHERAE]

20 40 60 80 100

gooad
=
HIPA(S) MAb 2.1 Fab
P/A#1 2Ry MET{ERL) PAS#1
FI/BAEH 0 20 40 60 80 100 TI/BES 0
A-A-P-A-A-P-A-P-A: 1 A-S-P-A-A-P-A-P-A-S
P 2 P A-A-P-A-P-A-S.
3 ~A-P-A-S-P-/
4 -P-A-S
5 5-|
6 P-A
4 :
8
9
10

#IPA(S) MAb 2.2

ARy MEHHERHE]

P/IA#1 PAS#1
TX/BAES) 0 20 40 60 80 100 72/ e
4-P-A-P-A-A-P A

A5 B AA-P-A-P-A-S-P-A

CHDNDNR BN

0

Ay MEHIERL]
20 40 60 80 100

oooad
40 H#IPA(S) MAb 3.1 i 100nM
4nM =
30 -
iZO
g 10
0
0 500 1000 1500 2000
RS
30 100nM

HIPA(S) MAb 1.1

20

HE&RU)

0.125 M

0
0 1000 1500 2000
BRI
30 #PA(S) MAb 1.2 1000M
20

ERU]
=

(=)

1000 1500
BRI

2000

10

20

30

40

50



JP 2024-501316 A 2024.1.11

gooaoad

(64)

gooad

o o o o
— ~ ™ <
5
(o]
.
e}
(NvwIzERe02. 2 wugsy INVWEE0D- 2l wugsy ~ | o
o o o - % -
S 2 € B8 wo_ € 3 8 3 8 o g
— . & < ———————— = N
%
EE Lo <
g8 ¢ - @
N H
= | o )
= / / —
I e e e o N Lo E
TONLY Vg < —
O §2g¥8 853 i
Fiia it
R
[« L < ~ = L
It
o -
EE B o b
cc v
g8 T [~ R R | o
H - — L~ ™ )
=
I =) T - = ° ™ ] K4
58888 ° i 8§ - ol 3 o B
= o T T T T T T T =]
[Nvw]zE o2 2| wuogz [NvwizRamo .2 wuose s Y 3 | o = 3 Q 3 5] =} o
T 1T 1 O
o 0 v w
< m O geg ¥ &3 O [NVWIEIEH 2 2] wugsy
O
[lwlss
o = 2 o 8 9 v
S
[ 299
9Ll
q g oo ]
o W 7 oo A
E m o
% a
o [lwlgs
- ildds sz 0z e oL s 0
wos © B . e
[ == - - ST
e
< Ho\ g uév‘ - Sy
WsvdowE W, O
2 —| Z99
O > — | 9l
e b . o e :
N o «l 4 T ] #*
vl lf O Bog 3R« e e W
5 & =)
percy ISt v O |
O

50

[nyw] %%y

[nyw] *4y



(65) JP 2024-501316 A 2024.1.11

gooaoad

12 T T T T T
—— REI(TY)

—y=0.022137x

08 |- E

06 |- -

04 | -

AA405/AL10345]

02 -1

0 1 1 1 1 1
0 10 20 30 40 50 60

PASIEFEL U7 IV T 7 10 [ug/ml]

ve)

50 T T T

40 E

20 -

PAS-Ta1i2REE [ug/ml]

0 ! ! !

50 75 100
e ][5

googao googdao
A B 100 ¢

&é* 95
90 |

223
#IPA(S) Mab 2

85

PASIES > INOE 80

RFU [%]

: PAS{LS > /0H

HIPA(S) Mab 1 75
HIPA(S) MAb

70

65 L
c D 0 10 20 30 40 50

Abz-PIA#1-R 7 F K[uM]

PASTEIIN HB
b (I 749)
AT ITE Y
[=EaVREU N “

R

HIPA(S) MADb PAS{LOVN I/
(' #¥4k)
%Asita NG

BEIELERN

APA(S) MAb



g o

RU

RU

RU

(66)

ooano

50000 3
45000 2

40000
35000
30000
25000

20000

15000 +
0 500 1000 1500 2000 2500

B[]

1 (1) PAS-Fab —B&

100 — B

500 1000 2000 2500 3000

R[]

500 500 1500 2500 3500 4500

B[R]

ooooad
2024501316000001.app

JP 2024-501316 A 2024.1.11

10

20

30

40

50



(67) JP 2024-501316 A 2024.1.11

gooooboag

INTERNATIONAL SEARCH REPORT

International application No

PCT/EP2021/087365

A. CLASSIFICATION OF SUBJECT MATTER
INV. CO7K16/44

ADD .
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Electronic data base consulted during the international search (name of data base and, where practicable, search terms used}
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m Further documents are listed in the continuation of Box C.

|:| See patent family annex.
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Box No. 1 Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c¢ of the first sheet)

1. With regard to any nucleotide and/or amine acid sequence disclosed in the international application, the intemational search was
carried out on the basis of a sequence listing:

a forming part of the international application as filed:
in the form of an Annex G/ST.25 text file.

D on paper or inthe form of an image file.

b. D fumished together with the international application under PGT Rule 13ter. 1{a) for the purposes of international search
only in the form of an Annex G/BT.25 text file.

c. I:I fumished subsequent to the intematicenal filing date for the purposes of international search only:

|:| in the form of an Annex C/ST.25 text file (Rule 1 3ter.1(a)).
|:| on paper or in the form of an image file {Rule 13ter.1(b) and Administrative Instructions, Section 713).

2. |:’ In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
staternents that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.
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