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Monoclonal anti-PHF-tau antibodies and antigen-binding fragments thereof are described. Also
described are nucleic acids encoding the antibodies, compositions comprising the antibodies, methods of

producing the antibodies and using the antibodies for treating or preventing conditions such as tauopathies.
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(53]

Monoclonal anti-PHF-tau antibodies and antigen-binding fragments thereof are
described. Also described are nucleic acids encoding the antibodies, compositions
comprising the antibodies, methods of producing the antibodies and using the

antibodies for treating or preventing conditions such as tauopathies.
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CELEBTUEED
G AR H{PHE-TAU$/ &% & H i
EWE R ANTI-PHF-TAU ANTIBODIES AND USES THEREOF
MHRRHEE R 2 AT 200
[0001]  AELF|HHEE S F5RIN20204F4 5 8 H HHEAHIS=E H 352556
63/007,1185% k2 /2202055 H 18 H HHEEHYS= B HH 55 25 55.63/026,38 TS B S HE

[seftremse ]
[0002]  ASFIHARAHDIPHE-taufiifG ~ $mbHaz FHiAe XM K 73R &K
1% - B FEIG Z EEAAE - MEEREIR MY - MR R EZED
MeZ A (EHREFVREFEMAauE R R JRRH A RIERZFIES
Eraf AltausE B IR 2 BRIRHY 774 -

EFRXFIIFR 2R

[0003] AHFEEHFIIZFR  ZFFIRCLLHEFS-WeblLASCIFE R
Y FHE TR » fHEL4F 5 TIBI6174WOPCT1_SL | » Al HEE20214F4
H28 » BAEZER/NE169,953{ 4] - &L HIEFS-Webfg 52 & FFFIR(GARIAE
Z—8hy » HaE LIS R AGF AL -

[oeRidsdin ]
[0004)  [e[ZL7EERAE(AD)E—TB LR R A T YR EHVR LIS ER
IiE © ZEERRACIE - BOAD - AR RS R R VR

F1H - 482 HEHRHED)
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B (profound mental deterioration) [ fz4%5E T © ADEEFE NIA 2 THL LD EGER
(progressive mental failure) (KBYE ) ZHE RAVERA - HBEFEEEEN
B RAVESEE FAVSER - ADTAE 2 FRREE PRI E] B AR B A AR KA £
BN R EIRE -

[0005] FEAH ADHY{EAS Z BEEN IR RTINS - ZHIREMAEE

(ECERy ) PEER - BB IME RS (ME AR IS ) ~ KSR
& o REIFIHRE - Rl 2 R0 BESE f 212 jE 4% (paired helical filament) 2 1
LS - AL B A AD Z B ER I AR H R0 B e AT gerE
EEENETIEE -

[0006] ERIADGRFIEEIEEZ A GREAATIE L EHE Z70A
EARAVE L « NAAEUBECRIBADERE « & AR L o B T ER IR s
AR EAKEAD 2 B3 2 Eli Lillydy AJF{EEABEAR R I ER B i (Solanezumab)
RN EHEE E T EAD 2 B E  Merckfy/\77§BACESIH]HE| Verubecestat ©
i F PR KR T AR R al e Y 2 R AT R s B A (BB
PR 2 FEAH S B PEEREAD Z AE T RS M (hallmark) | JEIEES
)

[0007] HECERAEESEZAD L 5 TR IR R - FE MEmEL
{btaviE 0 B EYIEARL - tau sy TEAHDEGME R G RBE -« tanbililE ~
G BEER T tau 2 (B S S & R 2 IR E AT E #iE (attice) 2 B & 2
ARy 88 G (EF 2k E%4: ( Butner & Kirschner > J Cell Biol. 115(3):717-30,
1991) - taufE &7 85 Al AEHIBE I (L1 Bh H AT 20 5 tefu B < iR (L T8

F2H - 182 HEHRHD)
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tau Z FEYJEE « &e SRSB4 2 taufi M EBEEL(LARRE - MADFEREHY
taw,EFERERE (LR > A (A FEF A B E A tautt L IBRFRAL ©

[0008]  taufE HyF(tauopathy)E % K EAE R A2 - HEENA
i o tau £ 975 #E JFE 2 Braak PR ES K R PR AT taut A A tau T ERYE & 2 tauZE B

I (FrostZ A > J Biol Chem. 284:12845-52, 2009 ; ClavagueraZi A > Nat Cell
Biol. 11:909-13,2009) o

[0009)  BAZTHPGECEPRtauiz 8 2 BRI ok —EH 2 FIRE - HIREE
g2t (EENEELEY ROEBHIHE) ARG (BrundenSE A > Nat
Rev Drug Discov. 8:783-93,2009) « EV/ABZZEIASE @ %S5 B REER/ N
BB A o B R A Etau R R T B 2 A AR SE (Chai% A > J Biol Chem.
286:34457-67, 2011 ; Boutajangout A > J Neurochem. 118:658-67, 2011 ;
Boutajangout A > J Neurosci. 30:16559-66, 2010 ; Asuni AJ Neurosci.
27:9115-29,2007 ) -~ CEREALBEEE(LIE M PSR I il (LE R i & < 1F
THTEME (Schroeder A > J Neuroimmune Pharmacol. 11(1):9-25,2016) o

[0010] EEEAPTERE (B ZETHEY a5 KtauE R R 2 HRYL

JEIRE - LUAHRauEE R 0 FEIADLL R HA AR LR -

[IANE]

[0011] ASFIHFEMTR M PTIPHE-tan IR B HURSE & R B AR IR
B FEPREGPIRG & R B R EsA(PHE) tau A S SR T > B
Wil (Ctau B BEEM: - ASRTH 2 HTRGRE /)N 8 PHF-taufir R MEHTRG 2 \JRZRIE

577 (human framework adaptation, HFAAR A% o 57 5% S EEEE (btau” 58

F3H - 482 HEWRAE)

110112656 FE Y A0202 1103207354—0



202204402

FEME BB ST B0 Metau 2 DA B I FtauTjse « AZIRIMEBLRIGZ S
el - Ba SR Y - REUE R SRR 2 )77k « A%
Z HiPHF-tauff B BCHA R4S & 1 Beflliltauid T(seed) - AIFEM {174 HHEK
AR A IR E YIEOK B 22 B aull A RV N 2 B BB R EEY) < tauFE T T 2 4
feEFTHAIE - 5591 - BAASEIH 2 IPHFtaufiife < v K/ NR g E & (34
M/NEIgG2alR E & ) HYik SRS ETRE N 22 2 tauf B R/ )N B Y o 2 e
(seeding); 514

[0012]  ADFH taufE (57 . MR G N EIRVERE RS - (EERIRAT
Y o L B ARG Mgk % { Btau i+ v LGB EHEE L 2 taufE 95 ( Clavaguera
A > PNAS 110(23):9535-40, 2013 ) - [HIf; » #E{StavE [ 95 0] LUEYS B 5 7E
H 2 7R E —(ERSER I B AL 2 T — (B BRI ot B SR AR A Ko nTHefT 4T
(AR TR U B — 2 EtaufE (5K 2 taufd T 2 AME - BERR 77 2 5 R4
H o ARERE R A3 I 2 HiPHF-tau B B AU R &S & 1 Bl i i g (b taufd 1
E EAE FE AR THFES 2 tauSE B2 B tau e (RS AL -

[0013)]  fEi—{EREREREF » A IHARIN —fE4S G PHF-tau 2 SRR
BRI SRS S R B o R EEHfIF - szhiie B AR CEARDTES -

[0014] HRBE—EAGREES - AHAGRAN —HEEE Y Bk IR SR
GERE HEE  Ei#EE - HEABEESEQIDNO: 71 - 45~ 51 - 57
63693941 ~43~47-49-5355+59 61~ 65~ K67 ZAFF 5 B#E
SETTSEE > HEAEEESEQIDNO: 72 ~ 46 ~ 52~ 58 ~ 64 ~ 70 ~ 40 ~ 42 ~ 44 ~

48 ~ 50 ~ 54~ 56 ~ 62 ~ 66 ~ B68 2 ZfKFFA - HoZ Eirbife sNERAE &

F4H - 82 HEWRASE)
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Ffrs

tau °

110112656

[0015]

a.

St

4 S EENR 4% (paired helical filamen, PHF)-tau » #5{3EHYE A SEPHF-

RIE S —ERRRes: - VBRI RG o/ RaE

B SEQID NO: 71 Z ZkFFYIRyE#E a8 & « fH45 SEQ ID NO:

72 2 SRR T

B SEQID NO:45 2 ZKFPAIHE# A & - K H A SEQID

NO:46 = Sk FFIHIEEH T E ;
EUA SEQ ID NO: 51 22 %5516 28 i o #2158
52 2 SRKFFAIATESH T EE |
ELA SEQID NO: 57 2 %l 5 B i o] 21
58 2 SRR FFHIATESHI T EE |
ELA SEQ ID NO: 63 - % I3 2B i o] 21
64 = S FFHIATESHI T EE |
FLA SEQ ID NO: 69 = S5fk 5 S s o 418
70 2 SRRFFHIRTESH T EE |
ELA SEQ ID NO: 39 - % il 51 2B i o] 21
40 7 SRRFFHIRTEHETTE |
EUA SEQ ID NO: 41 22 %[ 55128 i o #2158
42 7 SFRFFH IR E |
EL#7 SEQ ID NO: 43 = SRkFFHIR B s 2408
44 7 SRRFFHIRTESHITTEE |

FSH - 82 HEWRAE)

T NE A0202

- 2B/ SEQ ID NO:

- 2B/ SEQ ID NO:

- 2B/ SEQ ID NO:

- 2B/ SEQ ID NO:

- 2B/ SEQ ID NO:

- 2B/ SEQ ID NO:

- 2B/ SEQ ID NO:
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B/ SEQID NO: 47 7 ik F%| 0y B o] 5 &
48 7 LK R3S n] S5 1

EQirNaZl i O Kitc:

F6H k82 HEHEWRNAE)

FBIAYR A0202

- 2B/ SEQ ID NO:

k. HFA SEQIDNO: 49 7 ZRKFHIHIEHH A #E - K HAH SEQ ID NO:
50 2 IR PR3 HREHE o] S 1

1.  BE°A SEQIDNO: 53 Z % k5 HVEH# ] #E - & HEA SEQID NO:
54 2 2K FPA s o] 1

m. E7A SEQIDNO: 55 2 % k5 |HVEH# ] #&E - & HEA SEQID NO:
56 2 A FPAHREHE o] 1

n. EA SEQIDNO: 59 Z % k5 |HEH# ] #E - & HEA SEQID NO:
60 - K FP 3| HYREHE o] S 1

o. HA SEQIDNO: 61 2 ZkFFFIfyEH ] #& - &HAH SEQ ID NO:
62 7 IR FP 3| HREHE o] S [

p. HA SEQIDNO: 65 2 ZKFHIRVEHHEE - K HAH SEQ ID NO:
66 < ZIKFPIHVESH B 1& 5 =Y

q. HA SEQIDNO: 67 Z ZKFHIRVEH A #E - KHA SEQ ID NO:
68 2 LK A s s o] S 1 -

[0016] TRIESZ—EREE  HEEIVEAIBRENRESREEE

a.  H7y SEQIDNO: 37 2 ZfkFrIayEH# - KEF SEQIDNO: 38 2
eI NLs7:

b. E# SEQIDNO: 11 ZZfikFrpIHVE#H - K HEA SEQIDNO: 12 2
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HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S

E.75 SEQ ID NO:

KPP 2 S

E.f5 SEQ ID NO:

KPP 2 S

E.f5 SEQ ID NO:

KPP 2 S

HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S
HH SEQID NO:

EQirNaZl i O Kitc:

LR LN 40202

17 Z 2 FRFPP RV B ~ f B4 SEQID NO: 18 2

23 Z XK IRIERSE - K HA SEQID NO: 24 2

29 2 Z Ry EE « K EA SEQID NO: 30 2

35 2 ZfRFYIAVEE - K EA SEQIDNO: 36

5 2 ZRKFRFIAYESE - 2 EA SEQIDNO: 6 2%

7 2 %K REE - . BA SEQIDNO: 8 2%

9 ZZIKFFPIRVEH - & HA SEQIDNO: 10 2%

13 Z 2 fRFPPRYE# ~ f B SEQIDNO: 14 2

15 Z 25 EdE - R EAH SEQIDNO: 16

19 Z 23R EE ~ K EA SEQIDNO: 20

21 ZZIRFPYIRYESE - K HA SEQID NO: 22 2

F1H > 182 HEHRHD)
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n.  H73 SEQIDNO: 25 Z ZfAFFAIVEH - fEF SEQIDNO: 26 2
EQirNaZl i O Kitc:
o.  HA SEQIDNO: 27 ZZfRFPFIHYE# - K H73 SEQIDNO: 28 2
EQirNaZl i O Kitc:
p. H7 SEQIDNO: 31 ZZfkFFAIRVEH - fEF SEQIDNO: 32 2
ZIRPP A HES 5 BY
q-  H73 SEQIDNO: 33 ZZfAFF3IVEH - 2 EF SEQIDNO: 34 2
EQiNaZl:RL S
[0017]  fe55—REESET > AFAGREI — R RV EE - HAmEA
SE0H Z BEPRPUIREBCHIIRSS = A B
[0018]  fris—REFEET > AP FHEN—fEERE - e amEAR
HH 2 BiriRe B DURE G R ERRV BRI B -
[0019]  fe5—REESERT > AFIAGREIN—HEE T4 - HEEmEs
AR BERRUAG B RS & 7 ELHY BEEERIIZ I -
[0020]  fe5—REEEET > AEIAFREI —EEEEH R - EEN
SEUH 2 BHER BEPR TG BT RSS & 7 B S B 8 B m 8 Z &
[0021] fe5—REESERT > ARG B AREZER A
FE M tau SR B tau B FIR IR /774  HEL S R SRR T A IH 2 B9 H
Y-
[0022]  feos—REREET > ARPFHEN —TEFEARE ZHR Ztau
EHRE LA HESRZARE T AR BEEENRY) - auiERIFEEEA
PRICEEE MR P T ATsHR 2 BReH 2 — B SRMEIIZRENE ~ (B3R MERTZLE

58 H - k82 HEHEWRNE)
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BIE ~ EEBE AL TR 17 2 SR 520 BHE AR [0 e AR EE (frontotemporal dementia
with parkinsonism linked to chromosome 17, FTDP-17) ~ #E{TMAZ &L B
it~ FCEARIZR(LAE - UErefic(Pick's disease) ~ HEfTH: IH MEEWEA:
(progressive subcortical gliosis) ~ {5 4844 S (tangle only dementia) ~ 388 4 7l
SRS T PESS (L ~ RESRRRIR MR EE ~ HlZ4Eta sa IR DiE/ O Ak K
E-REEEE - BRIE - SHrE-59 58 -9 505 (Gerstmann-Stréussler-
Scheinker disease) ~ &8 K Z-HifH%747 (Hallervorden-Spatz disease) ~ /8%
% ~ EEE KI5 (Creutzfeld-Jakob disease) ~ % 2 ELHE - CHUESICRE
(Niemann-Pick disease type C) ~ i B &8 5 ARSEEEG MR 2 - o MhE b
MIZRE R ~ SR EMALAREE - JERA S B & T (1 BE i s Sl e ~ B3R
BECHRIVE - 12MRIE MRS - KRB FIREE (Z8FERK) -

[0023] FES5—REGEET - ASEDHRBAN — TR E A AR H  BAkhiAe
sHGRGS SR BRIk - HEESELEES: N EEE SRS ERTTRs e
HR&EE R B IBRHVARE - DUEAEZBERRRECENRE S R B - REZA
e B Y Bz R URS B D U R4S & 7 BL -

[0024] FES5—REGEET - RGN —TEE £ m A% IH L Bk
TAs s HEH RS & R RIVBE AR 2 708 - HE S AR s RS
G F BB EE Tz o BRI S LIRS a2 B A -

[0025] FES5—REGEERT - ARFHRR — RIS 5 TR s (L PHE-
tau 2 (FAERY T ~ BC—REAE T AR &~ BRI DR A4S & 1 B ERIE
G HPHF-tau 2 fEAT AR ENZ H 52 2 taudE IR HY 0% o

F9H - 482 HEHEWRAE)
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[0026]  S&UHZ HAMREEE - F5fd - KMBEL - B T a8 (BREE 570
B TR > UM Hes B AlaE ) 8. > GR#EmES R -

(NG
[0027)  RUZCEIANZS LUK T SCE N ZATAS & FT BB sEHe 5] 54 B
e o FEFRRRYE - AT Z IR E A iU E e -

(E1) B N AR E -

(E2A]) 2 (E2Al) BRFEEFILIREN - DIEHE AR {EPT3 Fab¥t
NPT-66: I (LARAVAE & » #Z P AJR{EPT3 Fab{s{i74: B 45 LRSS B AlIAEAY |
AR

(B3] DB Rt B ELISAT B mAbBIpT217+RAV4E & © I EPT3RA K
PTI1B296 (BIFEHSERI NRLIERHVERS (SZEIEAAFHZE552018/0265575
5%) ) HVEESHEN - DUETTERES -

(E4A]) = (B41) BrATEEER ARLEEE - PT3 - KPTIB296.2 mAb fFab
1 BEEINPTORKAY M SPREE & B

(B5A) & (BSF) FUrPrEEER ANR(LEEE - PT3 - KPTI1B296. 2 Fabjs B
BIPHFIY FM:SPRAE S 8E -

([E6A) = (E6H ) BnskKE ATEER NF(LEEE - PT3 » KPTIB296HTY)TE
RN WEMEEEE - HoFE i N ANy 7 BB A AHIE © /NEWT (OkiEL)
/NEEKO (UkiE2) ~ RE (UkiE3) ~ g (UkiE4) ~ KIrFE COkiES) ~ I

(7kiE6) ~ BEEME (kET) ~ R AIE (KEFEADISES ~ BMEE =T

(7kiB8) K14 B ADHSES 2 PHF (Braak VIFGES ) (OkiE9) ) ZESENTE

%10 H - 4k 82 HEEPRRAE)
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%] o FFHRPORZ RPT9 ( Vandermeeren A > J. Alzheimers Dis. 65(1):265-81
(2018) ) TR » LLFFE-RIEIZEHUY)+ 2 48tau(Z5% « [E6A * PT3 higGl ;
6B : PT1B296 ; [E6C : PT1B844 ; [E6D : PT1B847 ; [EI6E : PT1B856 ; [EGF :
PT1B850 ; [E6G : PTIB333 ; J[EG6H : PT9-HRPO -

(E7A) = (E7C) BUrFTEERAJR(LEAE - PT3 - KPT1B296.2 mAb¥f
AD R JEADESTER 2 U R AGE S8 -

([E8A) = ([ES8B ) BIrFTEER NR(LER - PT3 - RPTIB296/E 4HATIE A
FEyYy - HEHFRETIEE (NEBAFTML) - E8BT 2 B ~FltriEfE
% » HEEERNNZE ADRS BT AR taufE A BG HT BE R R T 4 8) o

(E9A) & ([B9D) EEr{citit T 2 1% - PTIB844 - PT1B296 - FPT3{rePHF
TEREAL (2RSS A FAZEE52018/02655755% ) HHYLIAY -

(E10A] 2 ([E10B ) B~ AJR{CEEE - PT1B296 ~ KPT3{EpT217+FAfr##
GHVBERS R PRI (2 R AINEREF AR FEEE2019/02717105% ) -

(E11) Z/~RPT1B844/PT1BI16{F EREIFERYE—B& ~ AV M4 5 CSF PK -

(&0
[0028] SRARHE sl ~ KEFEHeaTHl & Byl HE T =
i » RS R & & 2 SRS IR RO AR T - AEASRIAE T ATE
RS ~ 178 ~ A BRE - Y~ BCUALEERTERAL - HAVERTRAE
BRI AN SFIARVARSS - EFamalllIBRRT > (BT FREF 1 BT
Arie R eaRm >K 2 AR ST RTSca &0 7y

B 11 H - 482 HEEPRRAE)
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[0029] FRIESSAES @ ARIASCRATER ZATARIT AR - 19
LRSI RS ok AR E ARG Pl AR B FRMNE o A HA S
H - AEAS AT E AR E AR R A UASRHENE 8% o AR5 IH
TSR] » EAREMNHE R AFHEEGRUS R TAGA > W02 G
AL -

[0030] WWEIEERVE - ASCRISIIZ H a5 S A E o AT .2 B8P
T ' —(a/an) | & "#%(the) , B EFSERTER - FRIE LT S5 IAMERRM -

[0031] BRIESSARIE  AEAS A AR BE (FERE R
B WEHERRBAERTHEN T B2 EHE T {@bout) ; ZEHf o FIL > BE—%

EIFESERLE 2+ 10% B4 » J2FE] mg/mLAEHE0.9 mg/mLE 1.1 mg/mL = [

ll

it - R ERE % ZE 10% (WVYELFE0.9% (W) ZE11% (Wiv) » JIASCHFTER -
R E < B EEE B FEPTA AT Rey T4 E ~ ez BN < A A EE - &
FEEa% FapEN BB R BE 2 08 BRIE BT S U e
[0032]  4WACSCHRRR(EA] - MRS | EEE(isolated) , BEHEAYH > (BB

i ~ IR~ SEEE) CAERZ A TR IR IR N 2 ARG ey A A Y4E
oy (BNHEAh RS R EREVNDNAFIRNA ~ EA'E ) EH FoHk - PlSH
VISR B4 E ~ SLEZF HA A AR S oK - B T HEEdsolated)

<~ KR EEERIm EERE R A e R R EEE - THE
HGisolated) |, #%E% ~ Ik EBH'E A BsHEY) < — 800y B R B - R ERZAHRL
YR IEZ LR - IR EOE 2 FAEREN —E ) - 2B/ E & FE A EE T4
Kb AR RIR PR < - IR ERE DA RAEE SRl %R -

512 H - 482 HETRRAE)
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(0033]  4IACCIPRTAD - FZE T Hi#(antibody) | B¢ T ISR
(immunoglobulin) | LSS &7 A [ EiE G E A S T - EIE 5%
FiR BRI - EAEEUE - A - B (human-adapted) « AR(LR RS
BEPRITAS - R HUABH B -

(00341  KECE » GUBMEEITE R A 4T R 2 2 O E Uk
B - PUEBSERGFAIE GBS A TIAME - HlgA - IgD - IgE - IgGR
TgM - HU3<h S4B 52 bk (constant domain) B SEREFF 1] - TgA RTeG 4 —25 1Al
5 BEAIIGAL ~ TgA2 ~ 1gG1 ~ 1gG2 ~ 1gG31gG4 » PRIt » 4609 2 HiAS T Lk
A ABSREETIED 2% « AR » AR BRG] - 1662
1£G3 ~ SlgG4 - AHI 2 B ELFE{E RN BT 2 (LATHAY - (23 Loy
RIFCIEIEE BRI S + S S e (AR TR E B9 38 - %
/NSHEAIHTADCCERCDC « RAFBRITFCAE effecton ikt « (FIT 2 BN/
(G T SR A TR AT IR (IR .y —% - S i
BERREIF I - PRtk - A4S0 IR T & Kok M IR b, - 1SS AN
) ST A A /N LA S S S R S

(0035]  BReEs RESHIEEE Y S - RIS R BB « G
PR (S T B (1 T RS i (antigen binding site) | PETHY
AR (ramework) | [BETAERL - RS (I FTAD T ST B RARYE 5
%

(i) Kabat: 5 {##£EE(Complementarity Determining Region) ; 5% " CDR |
TR M (Wu & Kabat » J Exp Med. 132:211-50, 1970) - ##

o RGeS 2@ EA =M CDR (fl41 > Ef#EATZE(VH)

513 H - 482 HEPRRAE)

110112656 T NE A0202 11032073540
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(i)

(iii)

(iv)

(v)

110112656

42 HCDR1 ~ HCDR2 + K, HCDR3 » DLk A (& (VL) A 2
LCDRI1 ~ LCDR2 ~ [z LCDR3)

Chothia : FigE " 58 E & (hypervariable region) ;| - "HVR | - H
"HV | {4#$5%0 Chothia } Lesk fiT/E ZMAT4ERE Ffam S B R Hike ]
sl P A& e, (Chothia §7 Lesk » J Mol Biol. 196:901-17, 1987 ) - ##%& >

TiF&SEAAEs VH (HI ~H2~H3) K& VL (L1-~1L2-13) fHEAF=
EEEE R - {5 A5LLK CDR K HV 2 F L] Abhinandan 2
Martin {£2] ( Abhinandan £ Martin * Mol Immunol. 45:3832-9, 2008 )
IMGT : U RS L 2 @ISHY 55— (HE 2 Lefranc (Lefranc &
N » Dev Comp Immunol. 27:55-77, 2003 ) EA K EH REEKEH & T 40AE
RSV G PR Y o BPE 0 yEE (2 (International
ImMunoGeneTics, IMGT)ERHeEIR I R4 (LR ik FEIN L EFE -
CDR - HV ~ k. IMGT #i%g 2 [EIRVEHHEN: (R 205 Lefranc SEA - 2003
El

AbM : Kabat i1 Chothia 4R5t /7 F= 2 [ < $T7E /5 F & Martin ( Martin
ACR (2010) Antibody Engineering > 4g#E Kontermann R, Dubel S
(Springer-Verlag, Berlin) » 25 2% » 55 33 £ 51 H ) Frifiiit . AbM 4R5%
-

TR S RAT RS TR RMIAERANA | (Specificity Determining
Residue Usage, SDRU) (Almagro, Mol Recognit. 17:132-43, 2004)7kfHi%e

Horf SDR A5 H#8 KA R 1l < S e bR EE R R R IR T 5 -

514 H - 482 HEETRAE)

FE Y A0202 1103207354—0
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[0036] " ARf&(framwork) ) B¢ " ZR#EFF5(framwork sequence) | EF1AS
AR ENE TR R DURG S YL MYHERFA] - RS & 2 Ve
FrFE M DL E ATl 2 ST AR TE - P DAREVIRZR B Y BUA R LRSS &
ZIEFs o ZRIHEFR)E AT Bk FIIS RECREEHVER 77 o RN RS 2 w8
SR E VU == S R AR 2 FR (575 2FR1 ~ FR2 ~ FR3 ~ &
FR4) - HIEE PRAIBREANGHRE - S 2 15 B 8 B IR PRI B & SralT it
FHE—E - Ho S — R 2 S B EIR— (e iR Z PURGE S AIAVPRL - It
fe L SR M P AL i B A E BT R 2 S L 2 TR 2 IR (%

( ChothiaZf A > J. Mol. Biol. 227: 799-817, 1992 ; TramontanoZ A ° J. Mol. Biol.

215:175-182,1990) - @EHFALRFYIATEN: > BAFERS 2 HZERA—
/INETF R > R | IEAIGE R (canonical structure) § © s FRP EILHEMTIR L
RE HH TR R AL 2 IR KRB & T RS Bld L FAEACRTE - % 5F
FRIEREEA I HIERR - S48 - BURKIERE R EHEEP L AR ERR -

[0037]  sASCRRT(ER > F5E | BRSSP (antigen-binding
fragment) | (RFEHIREH EZ > s BIAIEHESTAS - Fab ~ Fab' ~ F(ab")2 ~ Fvj5 F%
BN IR E MEFV 5 B (dsFv) ~ (dsFv), ~ ¥Ry B {LdsFv (dsFv-dsFY') ~ TR E
MR DUAG (ds®¥BiRe ) ~ BREENUAG 70 (scFv) ~ BLIiAG (sdab) ~ scFv 3
A8 (EE(EEEGES) - MEE S (ECDR ZHIIRIN—E s 2Rt
75 ~ BEEE{L BRIk} AS (camelized single domain antibody) ~ Z5RH1AS ~ tknss -
EEEDE - SR EAAE S 2 PURE A S S B ieEm o iReh & - iR

S 6 R BRe SR T AP AS (parent antibody) BGEAiRS A BeATén & ZAHEITT

F IS H - 482 HEPRAE)

110112656 FE Y A0202 1103207354—0
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R o RIBEASEY - PiRGES H B E e 2E - SR TR - RERER
FElE 2 FdEEs - ARgHAt BASE TP - fiFsEE R BrBl & Fab K F(ab) -

[0038) A HFEA - FEE " AR{LPiAS(humanized antibody) ; {4
feASEER ARG INEL AZRD RS 2 IR AR MERYIE AR - (EER 2RSS
MEFLACREEEAE AR N Z R RV ©

[0039) A HFR{ER - FHEE " Z=fir(epitope) | HISRIEIRED ~ i
88 ~ BCHPURSE G R B RS G 2 DUR B2 (i Bh o =i o] LA AT R AL BA B
FEMENE 2 =43 BTLE < IR RR BT R - AR Bl P R 2 FRAir
— AT R BRI B MIATIG OrYE - 1 =43 BIP e R — AT B A T
HIFES - R — W EEEER =R 20345678910
11~ 12~ 13 ~ 14 ~ BCISEREERE o HlE Rl 2 IS 2 7 A B FE xS 45
4 ST DU LR o 2 FLFI4NEpitope Mapping Protocols in Methods in
Molecular Biology * 45663 » G. E. Morris4R(1996) -

[0040] A HFEA > FIEE "tau; B¢ " taufE [ (tau protein) ; {5f5
EAZERERE 2 2B P EME R EEHE AR ED o £ AP R £ 45
(CNS)H - HI B M BT RE M AL R/ N B R Fy352 244 1l e Bl /<A
FEauRREES (HangerZ A > Trends Mol Med. 15:112-9,2009) © 355t
HEFE HH ARt B RO 22 2 Ny A R 3ECHIE FR IR HRY | 2 B 45 S AR M2 LA
= > L BON3R (SEQ ID NO: 73) + IN3R (SEQ ID NO: 74) ~ 2N3R (SEQ ID
NO: 75) + ON4R (SEQ ID NO: 76) ~ IN4R (SEQ ID NO: 77) + JZ2N4R (SEQ ID
NO: 78) » WA HFATHEH » FzE " #i&tau (control tau) | AI5 R Sl (b K H
fih g zE 1% (£ 6 2 SEQ ID NO: 78fJtau 2 FEAS < WA AR > AHRE "tau ) £

F 16 H - 4k 82 HEETRRAE)

110112656 FE Y A0202 1103207354—0
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mEaEE T EHE  ZFREMNERE A M BZEE - R - @A - Bk
g~ RETREEEE o HRE [ tau ) IR aulEEL RS Y BRI (S A o EERIAE
EfEREEA R R (L -

[0041]  taudEEHRE HEESY)(cargo) A dHAE. < 8 - H A rm] LI
tautp g (LI G 24888 - AEAD FAHBRRIET > tau 2 B RHL (L HEHY AT
Fo ol KBl S tau B R P IR AR A - AR R iR i (PHF) - PHF 2 34772
EREl (btau - QUASCRRTEER - FIEE | BERR)ESR-tau (paired helical filament-
tau) ; B¢ " PHF-tau ; {4f5 2802044 2 P Z\Htau B 5EY) © PHFSERE D 2 i £
TR E TRAMER AT > B4 (fuzzy coat) K%, (244 (core filament)
T E H KB H AL %R 251 - H ek Z i B BgHYIZ LIP RPHE 2 - ##

( WischikZE A » Proc Natl Acad Sci USA. 85:4884-8, 1988 ) -

W

[0042] 4OASCHFR{ER - T 45&PHF-tau” Bigk AR EST A (isolated
humanized antibody that binds PHF-tau) | 5 " BE&E A J5{E#TPHF-taufi g8 (isolated
humanized anti-PHF-tau antibody) | EAEEHE A& A B AR EHESGEME
ZHRSA R L IPHF-taufii#g (30 - Bk R {CiiPHF-taufi l8 €8 F A&
R4S SPHF-tau DN 2 HURIVERE ) © 28T - BEEE AR (EHUPHF-taufii S 1]
DU HATAR RREUR B0 2k B HprtdE 2 filf (FEWPHF-taut/E[E)5RY)) BA
A JEME

[0043]  sASCHRREER - FIRE T Rr R4S & (specifically binds) § B¢

M Em ok (specific binding) | {45 A %508 $PHF-taui B2 L4 1x10° Mt &
22, 40 > 291107 MEZE /N ~ 491x10° MEZE /s ~ £91x10° MEZE /N ~ 4
1x10™"° MEZEE /N ~ £91x107" MBGEE /)N ~ 491x107"° MECE /)N ~ 504911077 ME;5E

F17TH - 482 HETRRAE)

110112656 FE Y A0202 1103207354—0
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TN R B (K ) £ % TR ABHEATRE 17 - KD{ZJE E KdKa > L3 (]
Kd/Ka) » FLLISEERERE (M)F7 - Hi8 > KDE o5 A 2 P B Rl e
2 FiEHITE - B > HrPHF-taud Al > KDIE T LUEE i ( F R AR
S 5 AR RN 245 » BIBiacore® 2.4 ~ Proteonf% 2 (BioRad) -
KinExAf#%23(Sapidyne) - ELISA SR i 80kt EUA M B R s B0 22 3
FHELE ST - AT > $iPHF-taul B84 & F TS (HIPHF-tau) Ky,
I EL S VI Ko/ N2 /D% 406 B f401ProteOn (3% %% (BioRad).
REESIIRFTINE « AT » R4S & % PHF-tau 2 $PHF-tau} B8 T SLEL
FERR B BT A0 R M » BBk & BT AT e (R -
[0044]  40ASCEFREER » FIRE T 4% EBE(polynucleotide) | [EIZEHHFT
B %85 F(nucleic acid molecule) | ~ " #ZEH 2 (nucleotide) |, ~ 5¢ " %%
(nucleic acid) | » {435 (L5 S AL IS B0 % L SR hERL LR R o HLTT AR AT
B RNABRDNA ~ S{4E{EAT - RNASKDNA « T £ (polynucleotide) | B4
(BR TR BAS R S RODNA - 5 B AL B R > SR A IHIDNA - BERL ey
RNA - B HEH L SRR SR SWEIRNA ~ 612 0] B HIpsy (F U, ) e
o B o S R S WIEDNA FRRNA SRR F « IAH - T it
(polynucleotide) | {445 1 4 RNASDNASRNA B DNAFH &1 = IS - FIZE%#
LIRS & — S (S (R DNAZURNA B BAT B T 18 ML s e
FCE R EFIIDNABKRNA « T E{Eafi(modified) | B ELFERIIN = % HI%E
{l(tritylated i B 7 2 L BEEsE AR £ (nosine) - TTDNA RRNAKE(T & HH(E
B 5 R 0 T S B (polynucleotide) | 1 BRI {E A TP AR 2 AT (LER -

g ~ B BT 2% E R > DURIR S AIdIRERTR A < DNA RRNARY{EER

5 I8 H - 4k 82 HEERRIHE)

110112656 FE Y A0202 1103207354—0
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P« "SR B(polynucleotide) | 7l SIEHE Y iBRHE - HIBETAEY
i -

(0045)  AIACCFFRERT - FIsE T8 (vector) | S —TEIEALT
(replicon) » T 53— (PR BAIE Y T iR A KL o » FEiT (3 B UE T2
IH o

(0046]  HIACZFFRERT - FIs i E AR host cell) | (55 & A58
AW T2 A - T AR host cell) | T A FEATERIATANN - B4R
B S AR SO A A fE— (BRI - AR
FIA S0 2 M 5 T 0 < AE S —(REERERID - T 15 E4RAR R4
e M. % (REEFE e - AR (R FTAE DR B DA S A et (R 2%
B9 T4 15 AT DRI TR S AR e B - TR (AR
— B ¢

(0047)  AIACSCFRIERT - FIEE T3 (expression) | (SHSEEINEY) 2 2
VIR o 3 P PSR RRNA « 22 P3RS RN AR — 2 0
5Bk » U FLE— BT TR 2 % R % (56T - S5 4 PHF-tau
(RIS AR 2 ) B o AT AR AR 2 1 ~ 3 A
INEBEE CREAAIRIT R 2 RS ) SRS S AR -

(0048 AP FRR i (carrier) | {495 (IR - T
)~ SR R B REEM - B O - A - SARETEE - fEE -
ST ETE] © SR S B P SR T A o A
BRI P 5 A B S PR 4 TR ST A« AL e 5

R | B4EE b o] pEs7 2 #if(pharmaceutically acceptable carrier) ; (#i5A T EIRIE

F19H - 482 HEPRRAE)
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AR 2 4B IR U E BRI A 2 SH IR Vs E 2 FEE A © R
BENAERE ZEREHG  (TEE AR TR gy < aE b iz 2
s B AT Y ASE A -

[0049]  SASCRRTER - AR | EZ (subject) ; (RIGEY) > HisEsh
EHALEY) - IR EREIY - HEEHAEY) - B REREHY (Pl
BeBe ~BR - E AR R B I F 3 Ty KB R RERE
/N BGERAREY) (P40 MR T BIEIE - BN - ALERRE ST - 3
HRENE -

[0050] A SCHATER - FARE T /A A RE (therapeutically effective
amount) ; {RIEEMER Y BAE S AEH R T 5 T EYEERE S EL & - 1%
ARE A LS H LU R A\ S-SRl HRZRHE < BN - =] DLATEEH
PR MeE LB i R EHuE - BiSA SO E L BEEA DL (HIaneEm
ERPREER) MHRTBSOTSs T B EE REE NS THRREZFEAHAE » &
FRRBEREFITEN ZFR - Frid ke 25k - BE5REE - BERik

&~ REAEREAEE O HMANZER o 5o AR ZAEHER & I g AR
T IRIE ~ RIFREEE - AL H IR CE R bl 2 HIE R & B L B AR
TE ° FREIE AT Ge T B AR N @R R 248 < T B S e 4 9 M 2K -

[0051]  SIASCRRT(ER - AR | /BHK (treat ~ treating ~ Fztreatment) |
EfErE s 2 /b —(f B auE IR AR T EYHE S8 Y SECR
DA EHSRPEER - (Hu]UE RSP B RN - FIFE TaR ) INiEENE
A~ IREE ~ BURSUHER ~ FEPGERIE © WIE ~ BURMERE - BEDIEE R R
IiE ~ BURNLZHERE - fE—BRERAIT - TIEE ) RiEREE— S (fHltauEH

F20H - 4k 82 HEEPRRAE)

%
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TARREZIEAR ~ TP — B ([ B tau s A AH B IEARA T S R BB ~ 2R —
2% i tau s 5 MERER < BRIV EARS < £ — B EHbIT - ek ) HfETEY;
FRIR ~ RE ~ BRI 218 - e BRRE G o TIBK ) RIENIIEAE
A~ RIE ~ BURMLZEREVEE - A BREEHAIT - TIER ) RisHRES
ZIEIR  RIE ~ BUR ©

[0052]  4WACCopRR(ER] - ' tauEE R (tauopathy) | b K tauf RS A
IR E MR SRR R - BRI B IEAD 2SN - HA B
MtauZE B BN A O Re 17 Z BN R B E MR B AR IE(FTDP-17) ~ #E
T EAHEEREE ~ B ARZRBAE - E5E ~ #ITIERE TREEA
[EYEGEREIE ~ e MR SRS RS (b ~ TEsRET M REE ~ W41t
R R (CE/E A RE-REESE - BRE - SEre- 5 ihg-Jowm
SRR E-FEETOR ~ EUAASHLR ~ BEERKR - ZAREWE - CRERtR
iE ~ HEOES AR MERE - et eIz R ~ mEMIARE
iE ~ FERAS B TR AR (AR AEES -~ IR IRESARKE ~ RASMEAIE
Ml s (GEURBETRREE (Z8RE) ) (MorrisF A » Neuron,
70:410-26, 2011 ) -

[0053]  ASCHFTE ARSI R T B A A B N P 2 R

" 4H & (in combination) | AIEEAEB—IEEL - AIRE T e ) ZEERIAIR

HlE R THRAZNER © P10 > SF—FA (PIAASCEL 2 BHEA) ) AL
HRIGTHE BEZAT (BIA0S7788 ~ 155758 ~ 309788 ~ 457788 ~ LN ~ 27N
B~ 4/NEF ~ 6/)NEF ~ 12/NRF ~ 16/NKF ~ 24/NBF ~ 48/NBF ~ 72/N\BF ~ 96/)N\BF ~ 1

A8~ 248 ~ 33 - 4 51 - 6 ~ STEBI2ELIAT) - Z[ERFECZR (FIA0SSy

F21H - 482 HETRRAS)

110112656 FHGEE A0202 1103207354-0
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S% v 1545488 ~ 305548 ~ 4555488 ~ 1/NBE ~ 2/NBE ~ 4/NBE ~ 6/NBEE ~ 12/NEE S 167
BF ~ 24/7N\BE ~ 48/NBE ~ 72/NBE ~ 96/NBF ~ 13 ~ 27 ~ 338 - 438 - 5 ~ 678 ~ 8

HSN2B %) &7 -

i PHF-tau {7158

[0054] fE—{EREEEET > AR &S G PHE-tau Z BLEEHVEE PR
TR ETURSGE G R B - IEFPIPHF-tau {38 1] PLE A ¢S 5 PHF-tau E 2 B2 (L
FAirsish & £ PHF-tau 2 JEBL (LR AU AR - HTIPHF-taufii G o] LU (E/B9%
B> HREENAEY A (GIsHakEEiiE) .2 PHF-taud I 5EEa2 s
Bl o

[0055] IRIE—ERGRSEE - ASFIARH— TR B A AR AR s =R
Goh B HAttawiE R 2 B ol BRS st < R ks o 2t (bauE
H - AL~ ERERSER T AR —EEE R R ETIRE S
Fe o HAEE &R (ET212 /s T21 T3 E 2 R ss & £t (btauEH -

(00561 NRLPRREAEE BB AP (M2 2%
sAMEREREE REIEANEETRE (RVNEDIRS) (MR RERES)
Z R ER - 225QueenZE A 0 Proc. Natl. Acad. Sci. USA. 86:10029-10033,
1989 ~ WO 90/07861 ~ US5693762 ~ US5693761 ~ US5585089 ~ US5530101 ~ K
US5225539 < () WEESFALE N EE FEERRKE AR REIRE
H - NFRSSE E (50 B R E RS HEACDRATET AR H Z B A B A
i B IE — Y ASRPTAS - B3 R il n] B S 2O A T 107 4 B A
A FERIAATURE Y - NERPURERPFI ] UER A A Z NERPTRR Z P31 - B

F22H - 482 HETRIAE)

110112656 FE Y A0202 1103207354—0
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LU SR N Z EA Y - 2 RATNEPR S A FHZEE WO 92/22653
5t o B HECDRESIP fo/Beif R4S S HYHTHE e SN R ES
TR AL & FRAL i BCRE DAL A - IHFR LS Rl RE s 258 T3S - e EAS(r
B < P B R SR EEURI B A R Bl AUEGE 2 2 R A

[0057) @D - &SR AT AR R I AL B 88 A\ AR ] B E 28 AT AL ~ [
AR BB A PR EI - AE S E TR AN, - (DERGELESEIE - Q)#
CDRIEARHAS » B)LAHA H=CECDRIEM & (ER (140 » {ECDRIE < 4615
A BUHSBIVL-VHFE BN T - AR AR A F ERE sk B/ NeEdt
S < SRR AR A -

[0058)  FAHNEUA . HAtBEEEY S U BB N R ERER NS
BB A FIHY 2B NIRAERG RS - 3% S Bl 0] oK B/ e BERSHUES < S uir
B ek E B A AR ERE N 2 FR BRI AR o R EUR 2 Hifth iz
BV EAT A LB R B N IR RE KB B 1T & LR A [FIRVZ 88 N IR R A
N EREIRE R < S EAEE T For B N E S m gy 2/ 0 85% 5
G — MR I AR -

[0059) B NJRAC T DAERIBAAI 2 1A E IR » 32 AsE R =R
TEFRELSTE P8 (specificity determining residues resurfacing, SDRR)
(US2010/0261620) ~ EEFEE (Padlan® A » Mol. Immunol. 28:489-98, 1991)
BB (WO 04/006955) ~ Tz N\ SEFFHI&r & {4 (E(human string content
optimization) (US7657380) - & HIINEAE B IR b2 NRZERER 5] h AT B Fe i
HErh BT RS AR ERE - FrEEAE ] LIS HhEE I QueenZE A >
1989 » [F] kg Feffn s — 0 (26 - LAPREE g Rss 3R TT - IRIEE S

F23H - 482 HETRRAE)
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EHis) - AR e/ NER AT RS 2 JIPHF-taufi e R b2 JAEELTE
B i -
[0060] AZUA - hiks nIFEM 2R ES - Pl mm e A
( Kohler FzMilstein » Nature. 256:495-7, 1975) o {74 AT (—LE
B ) HCHE R B g T A [E T 5 2R (— e ST LEY)
T > SR ) S R s i R E AR & AR LA T 5 FHUS48 16567 FiE
2 AR - BATTAEBIEAEERRRENRED (—EEH) ZCDRAS+
Z HEr IR E A UTER A0 B —EE i ARk E O HICDRIS A
PREUAS RIS AT B RO iR B A A E R E TR Kl B4 350
US5225539 g - sk = R FHE ABAFP I 2 Se & NEREERUAS nIREh 275
AN 2 oo i NSRS R Bk B R R N R 24 (H ¢ Lonbergs A » Nature.
368:856-9, 1994 ; Fishwild% A > Nat Biotechnol. 14:845-51, 1996 ; FMendez55
A * Nat Genet. 15:146-56, 1997 « N HABEREGLAS )N 0T FHE B BG ST IEE BU0A 0 A 1
& (2 RH4A0KnappikE A > J Mol Biol. 296:57-86, 2000 ; Krebs& A > J
Immunol Methods. 254:67-84, 2001 ; Shi% A > J Mol Biol. 397:385-96,2010) -
[0061) ACSCIRALEEEHVEKPIRBSENRGS SR L HEE © =]

ST > HEAAEEESEQIDNO: 71~ 45~ 51 ~ 57~ 63~ 69 ~ 39 ~ 41 ~ 43 ~ 47 ~
49 ~ 53 ~55~59 ~ 61 ~ 65 ~ B67 2 ZkFPAI ; EESHE A& - H A EEHSEQ
IDNO: 72~ 46~ 5258 ~64~70~40 - 42 ~ 44~ 48~ 50 ~ 54 ~ 56 ~ 62 ~ 66 ~ B
682 KA » HAR sz B TUAS BCHBRAE & F BeRr RE4S & B IR TE 4% (PHF)-

tau » I {EHY= AFEPHF-tau -

F24H - 482 HETRRAS)
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[0062] IRIE—ERGREE - AFIHAR R Bl BRI B DRSS

a.

HAas .

B SEQID NO: 71 . 5[k 31 iy 28 4 1] 52 [
72 2 SRk ARG I

E7 SEQ ID NO:45 = Sk 3Ky g o] (2
NO:46 - 2 [k FF 5 I TESH T 51

EA SEQID NO: 51 2 B3I & s &
52 7 SRk ARSI B

E75 SEQ ID NO: 57 . ZkFHIH SR i (&
58 7 Sk P ARSI AT B

E75 SEQ ID NO: 63 . ZkFHIH SR i (&
64 7 SRk P ARSI BT

E75 SEQ ID NO: 69 2 2tk 51 S o]
70 2 Sk AR T

E7 SEQ ID NO: 39 . k51 o (&
40 2 Sk A T B

EA SEQID NO: 41 2 ZIkFHIH & s &
42 7 Sk ARG T

E5 SEQID NO: 43 2 Sk Sl o 5
44 7 SRk HEEGE T

EA SEQID NO: 47 2 Sk E g 1
48 2 Pk AR I B

F25H 482 HETRRAE)

F G 40202

;2 EH SEQ ID NO:

* K EA SEQID

« R E# SEQ ID NO:

« R E# SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

11032073540
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ahk

110112656

EL#7 SEQ ID NO: 49 = SRk FF5If B4 2418
50 2 SRKFFAIATESHTTE |

ELA SEQID NO: 53 - il 5I 2B i o] 21
54 7 SRKFFAIHTESHI T EE |

ELA SEQID NO: 55 - % il 5 B i o] 21
56 2 SRKFFAIRTESHI T EE |

ELA SEQ ID NO: 59 - %l 511 2B i o] 21
60 2 KA IATESHI T EE |

EUA SEQ ID NO: 61 2 %[5 28 i ] #2158
62 2 SR FFHIATESH T EE |

ELA SEQID NO: 65 - %l 5 2B i o] 21
66 2 SR FESIIEGHTTRE ; 5

ELA SEQID NO: 67 2 %l 5 B i o] 221
68 2 I IATESHI T EE -

- 2B/ SEQ ID NO:

- 2B/ SEQ ID NO:

- 2B/ SEQ ID NO:

- 2B/ SEQ ID NO:

- 2B/ SEQ ID NO:

- 2B/ SEQ ID NO:

- 2B/ SEQ ID NO:

[0063] IRIRSS—EAGRERE - ASFHARRERG BEEERY B PR RS L RS

a.

HEs .

H75 SEQID NO: 37 » %k FF¥fyEH# - K EF SEQIDNO: 38 2

EQirNaZl i O Kitc:

B SEQID NO: 11 2 ZikFF5IfyE##E - K57 SEQIDNO: 12 2

EQirNaZl i O Kitc:

B SEQID NO: 17 2 % k5 E##E - K57 SEQIDNO: 18 2

EQirNaZl i O Kitc:

F26 H 482 HEETRRAE)

FBIAYR A0202
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HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S

E.f5 SEQ ID NO:

KPP 2 S

E.75 SEQ ID NO:

KPP 2 S

E.f5 SEQ ID NO:

KPP 2 S

HH SEQID NO:
Z KPS IRVES
HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S
HH SEQID NO:

EQirNaZl i O Kitc:

LR LN 40202

23 Z XK IRIERSE - K HA SEQID NO: 24 2

29 2 Z Ry EE « K EA SEQID NO: 30 2

35 2 ZfRFYIAVEE - K EA SEQIDNO: 36

5 2 ZRKFRFIAYESE - 2 EA SEQIDNO: 6 2%

7 2 %K REE - . BA SEQIDNO: 8 2%

9 ZZIKFFPIRVEH - & HA SEQIDNO: 10 2%

13 Z 2 fRFPPRYE# ~ f B SEQIDNO: 14 2

15 Z 25 EdE - R EAH SEQIDNO: 16

19 Z 23R EE ~ K EA SEQIDNO: 20

21 ZZIRFPYIRYESE - K HA SEQID NO: 22 2

25 ZZIRFPYIRIERSE - K HA SEQID NO: 26 2

F27H - 482 HETRRAE)

11032073540
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o. HA SEQIDNO: 27 X ZIKFFFIRYEHE - K EA SEQID NO: 28 2
Z KPS IRVES

p. B7A SEQIDNO: 31 ZZfikFryHVEsH# « K EA SEQID NO: 32 2
ZIKFP 7S 5 BY

q. EA SEQIDNO: 33 ZZfikFrhliVE#H - FEA SEQID NO: 34 2
Z KPS HYES H -

[0064] RIRSS—EASREEL - ARDHRRIN — R ERE R EHisesci
FesE B BB s RS & H LIS X107 MBCE /)N gt i #5(Kp) »
a1 X107 MBER /N 1x 107 MECEE /N2 Kp&h £ %8 AJEPHF-tau » HAFR2Kp
HFE R B IR ATAE - S540#5 (£ I BiacoreBi(ProteOn £ 45t

[0065] &E&PHF-tau NJR(ESURE RIEGURG & h Er 2 Dime ot a]
LIS P 52 o <tk iR E R0 R A0St &2 5 7A 728 - A3k s & PHF-tau
Z iR KBRS G R B T AEFEEARPGRA T R EteE - B
Biacore ~ ELISA ~ KFACS/3#fr ¢ RSB ¢ HIE TSI tauftE 2
L Re Y MR E K As NI ESRE © TS < Hias (B M SRR /1 AT
#H(ADCC) ~ K fRe i diiE sz 1 (CDCEM: 2 e RVl e E & 5 -
R BB E NN - AN RESE S PH tau 2 P8 R H RS S R R 2 7 A fE
LUNEHIF A - 45&PHE-tan{HIEE Btau 2 N JFAEHTRSHY B NEERRAS
TUASEPDIASPT3 - HLAASEQ ID NO: 1Y E§# 0] (& K SEQ ID NO: 2/EE# 1]
e (2EH0 > EEHEFIE,371,3765% » HEC LIS AZHFALSF) -

[0066]  FILARRRIE TR ERAHIE RS IR 2 Hiis < 45 &= fir - fl
W B RAEEAE 7 < SR ERINS - o] DU TEE RS2 0B - & B B H$# (protein-

F28 H - 4k 82 HEETRRAE)
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protein docking) AZERIMHEMEAH G (ERIALES - E-RH/D) S AT R K ks
HEWHELT - DI (map) LR EAPREE G L& - PR &R R R
AR EL P IRRE  S BEEAEAER - - TiREeY 2 LRGEEHA
IREERIT AL K B AL 2 A - IRIEERSE TR > RN HIEAFH IR
o R IEERELL T BRI AT -

[0067] A2 A A DUR R EMERYE Ry BRIERY o PIRIEEERF R
MepiAe A] LAgE & PHF-tau 2 F{ifA [FI 2R A2 20E 1] PASE & PHF-tau K PR 2R H
(AB) » FH— BRI R MRS 7] LASE = PHF-tau K PR PE I RS IR B A G5 A7
1% sEAIIRE RIS - BEES 2R - BRERERNT- 128 - KIEEBZ
2 o PR E1gGLAL -

[0068]  ASFHH.Z fife < R CUENEE nliE M8 IR i ok B 38
R B R ST F A TRe (2 A SR B E#BA (silenced) © ZBB[IE - FeifE
ife (FEAICIqEE S ~ MBe(CRIEAIAEEIE(CDO) ~ PiRs iR AAES T 240
HEZEIE(ADCC) ~ HWR(ER ~ | Nl RmEZie (PIBLHAEsZEE + BCR)
%) FEMEEfiFe T & TiEiEM: C AR (I R /BEd] - gEE 58
(pharmacokinetic){ & /)N AT #& F (S Pl i L R AL BB ATE 5 - I RATRE
*E=2HA(Strohl, Curr Opin Biotechnol. 20:685-91, 2009) -

[0069]  =4b - ASEIH Z HUAG nifEm TR ARe i &K= R (B © SEfE
Bt~ BE(E -~ BEEE(E - BOERZAEAE 2B (FEUIIAZR J FEE Sy
KHAEEAL) - WEEdfin A ERRNEERI - BT - AIH L HRe AR
L PRI (L FR{b(PEGylated) ) DADZH B8 821 - HaEnTFErh
FiTES S T B A RIS ER RO T UG PEG 2 LB EL R

F29H - 482 HETRRAE)
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b3 SR BT R THE LA (KnightZE A > Platelets. 15:409-18, 2004 ; Leong
% A > Cytokine. 16:106-19, 2001 ; YangZ A » Protein Eng. 16:761-70,2003) -

[0070)] FES5—REGEET - AR — TR RS AR IH  BEAkbiAe
SCHPURSE & R BRI - FE R S B 8 R R
&0 AIDAREE (Pl - Bk - bR - fHiAE) EOE ZEEFRINA % E
H'E Z REEBEFR - NIt - FiE Rt b B 8 T R R B AR - wT 2L
BB R A 2 N EDIRS RS &/ B B Fe YA & % S E
H 2 AR - P EREZ Z E G RS E P F il ek E N &
i S g (40 - SEQID NO:5%38) Z KAV HEL ~ K éAmtEHL & Bl n]
Sl (VH) S S [ 2 (& (VL) (f140 - SEQID NO: 39£72)  ZRAY A%
% o FREE]—4EE R R T 2 BRI EHEE st 1w - HAmis ALt
HH 2 GRS & AL TE T EANSE IR #lE A - ASEH 2 BRI mT (S AR &
AHER S RIS AUy - 4RHEEEARDTAE  DNAE BRI T B HEE S
W ERF - BAEERMSTREE - 2 FAAE AT R % SFDNARYAIR © B -
O] {5 L A 4R 7 | B R EE VAR A R SR R RS B AR RS BT
Eﬁ o

[0071] FES5—REREET - ARHGRN—EEE - HEamELs%E
HZ Bk s RS & F BRIV 2 E I - BENAHEEE - Al TEH
florHE R B R R TR AR RS - SEER - 38R - WRACHENES -
SR EEGE o LSBT - SRS EERIRERS - SEWERS - ZEE A
TR R SRS < BRIV ER T - PImEE) T - RS auH: - &b
¥~ H5RT ~ ERIEEIERC © SRRLEEES - BBl DUZAHACEY - BREAY - BREA]

F30H - 4k 82 HEEPRRIAE)
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BIREF - ST AR BE IR 1 22 4R« R RS S P B I il < R ELRIHY
HAHAEAS F R iR AR EE U AS s R &S & 1 B« HRIBEER ol A T
BRG] DU A AR ASE I 2 10y B AH RS -

[0072) A{ESS—REGEEF - AREHGRN—HHE T 4T - HEE RS
AFEHH RS BN URAE & R BRI - BBINATEEE » ARl
SIS R B AR RIE R TR (018 E A T DARI i S AR AR AN RS
HhuRSSE R EL - IS T AR A LS B2 4000 ~ ARt - fEY0dRt - Bt
B (archea) At - PRI EZAHRE R U ALEY) ~ Bas - B - BCHANEY)
A o THHLBY) B AR B35 7k A { L 4HAR 2 (immortalized cell line) » SEUIRLS
I B BEREANAN 2, > $540SP2/0 (American Type Culture Collection (ATCC),
Manassas, Va., CRL-1581) ~ NSO (European Collection of Cell Cultures (ECACC),
Salisbury, Wiltshire, UK, ECACC No. 85110503) ~ FO (ATCC CRL-1646) ~ }
Ag653 (ATCC CRL-1580)EEZR4MAT % - Bt N IR B REREAAE % £ U266 (ATTC
CRL-TIB-196) - HAth & M~ $HAf ZEFECTAE 5 F B2 BN S(CHO)AAE & - 38
#ICHO-K1 SV (Lonza Biologics) + CHO-K1 (ATCC CRL-61, Invitrogen) * 5%
DG44

[0073) A{ESS—RECGEEF » AU GRERN —THE A AL 2 Bk
SCHPURS &R B E - HESTELE R T e e miEaz EARTieEdt
R&EE R B AL T BRAVAIRE - DAUEA A IH ~ BRI RS &/ B
K HZ AR scdpEiEEYy) (Bl - B AR Bzt s it/ReEa R B -
RIAPIRSECH IR S & R B n] B dfadoe BARR B R e R B A E R
ettt -

F31H - 482 HEPRRAE)

110112656 FE Y A0202 1103207354—0



202204402

BRI R R TT %

[0074]  ASEHR 2 fiPHF-taufii G BCA SRR 2 2R BenT DLREIE T ~ ek
D~ BFEP AR BRI st E HIR L B (FEUIRRBAD s ) &
TEAR > B2 R EMERIR A K tauf RS A R BRI 5 -

(00751 AL - A2 — KBRS T - AEHARR — TR %l - H
BE AR 2 EEERVBEPRITAG B TURSS & 1 B b B 48 B m 2 Z &

[0076] 15— REEEERT > AFABREEN e R AR E LA
FRBIR R ~ 2R (FEauERNR ) JIERE LA > HE S R E R
TASEIH Z SEEHY) -

[0077] fe5—REEEERT > ARG A TR ZER A
M tau BB BB tau B IR SR 7k - HEIS R W R T A3 0 Z B EE4H L
Y-

[0078) RIBASEIHZ EHEW] > BEEH I & 8 ERY IR
PHF-taufii i BCHPUREE & F B o S0ASCH B A TR EITPHF-tau A2 LR
Sk ERATER - e S E R B IPHF-tau g B RS & 7 LAY A
TE EHERER - RIE - R ZIERE L TENTEURERRIE ~ RE © BRI
I 1 ECE VG R R AR R IR ~ E  BURSIHRE ZEAR -

[0079) RIZBERERD  /8FANERERIEN— == -
S ZAE TIE AL E © QR BEEEER AR A  IHE ~ BURME
FRECARRA < REARHVELEETE + GDIBCDRTEUERE ZBA ~ JRAE ~ BRI s AH R
ZIEREYRFERIME ¢ GiDFEDGRTEOUERE ZRIA ~ IR AE BRI B AR iR

F32H - 482 HETRRAE)
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HYAEREE © (V)IERFTHUERE IR ~ WRE BRI BB EARRE ZEAREVHAR © (v)
TP RTACEIR IR ~ R EER B AR L AEARHV S R BSR4+ (vDTRRS
PGB BRI ~ AIE BRI B HARRE B IESE ¢ (vib)E/ D A AT E
IR~ IREBOA B AR R IR E VR (R ¢ (viiD)iB D B RTaE
IR~ IREBGA B AR BRI ERIARE © 0 IEA
FTECERE ZBRIR ~ IE BRI B AR RV SRS + (DI
DERIFT AR ZBRIR ~ TRE BRI B A B ZIER + R/ (xi) 3G 5REA
F— AN () RRTHEECERUE -

[0080) fRIZEACEHID - FRERZIRA ~ JWIE ~ BURIUEtauEH R ©
RIEEERERD - FHERIRIE © WE ~ BORERAEATRIR RIS
BUIE ~ (R VEMZZ0BE ~ EH A OIS 17 L AR R B E I E AR
(FTDP-17) ~ #Ef7MA% EEEROEE « FOE R EAZR LI ~ IS5 ~ TR
EINBENAE - BEEREE - e RS s (L - WERAR MR
BIE ~ =St e R e/ E A VE-REESE « BRE - Sre-%
FrT 8-S voiR  ISENRE-FEIEZOR - BUsBEHLR - BERR « 2R Z=H
iE ~ CHIJE2ULWE - HEAEBAENMERE - toaMaE br =z
%~ SREMEARAREIE - JER B E TR i A - IR REE
FREGEE ~ 1RGSR S - NEETFRREE (Z85K) -

[0081] tauiE IR MHRR 21T AR AL EFR(EAPRFSEERIIERSE - B ARSI
2 R HNHEERR ~ 25~ BERK - GEVE - KHE - FF48 =5k (perseveration)
ZINRENEAT Ry ~ D0 A8 /EH) (hyperorality) ~ Z#L(disorganization) ~ FHEqTE]

SGHARIFRRVER - BRVIRON ~ BT & RIRTE - sh= B0 - WA - R

F33H - 482 HETRRAE)

EIA
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FSREHEERE N SREst AL A H IRES MR )y 2B AR ) KA AR LR
B~ FISETIEDRERIR - (IR R (retropulsion) ~ {E5E - SAEERE - JE/CE
ZE R E L E {EE (non-levodopa responsive axial rigidity) ~ #%_EPERESURORE -
TR (square wave jerk) ~ 4218 ELIFOLES) - FRIEALEERTH (pseudobulbar
palsy) ~ fiz#&55 FIYiE(limb apraxia) ~ BEAE ~ FZHE PEREVE #2 (cortical sensory
loss) ~ S REER ©

[0082] EFYER 2 EEEFHENIRTET ADEH At tau s 5 7 B~
TR ERE ~ DU HATR Rk 2 B - BivaR s BEEEEEATHAD
EE R (FRE - FEAADZRIR L B RN B E R T o FRrE
JEW R 2 SR RiTBE £ H (APP) R 2 2858 » LHLEAEMI B T1TLA KA E 6705
6715 (53 hlZHardy FeSwedishZ€8 ) o HoAth B RN F2 FE ZERPS1 KPS2
1 DL B ApoE4 2 288 ~ e i [ B U U@ AR R T (b 2 SRR S - B AiTfE &
ADZ {AS nT LAFE A At 2 s IR+ < A E B R B BE s - 5950
AP BT T AN BRI B A AD L (FRE - I EFEHEIE #Ektau AR 427K
F o FHm L tau R FE(E . AB 427K T RAD 7T - HEAD (@RS 5 HAD
A BAIRIE 7 € (AD and Related Disorders Association)fZXEAK 2 -

[0083]  A%HA HiPHF-tawif & F £y AT VEEEETED I Ko tau 2 S B
TR BN (FEWADECH A v E FR ) HERE R PP » A
EAREE T GRS (FI0 - €910 ~ 15~ 20 ~ 25 ~ 305%) F4A - 24
M BEEIBEEEFL40 - 50 - 60 ~ ST05AHLEFRIRER - JEH—H
TE—(ERF BN R S (A EIE o &R FE rhERS AR e HiRg - SELT
AR ECBARR S G <~ SRR - 35 S EREAK - n[LfERIENIETE

34 H o 82 HEHHHAS)
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(0084  fEFEPSPEMER S - 55 BADBLIHA T2 i AD g & f5 &
TR s EEER - HE R PUBPRECR Dz By ~ gl ~ BEE R
TR > BFERIA AL ~ SHEREE R /BT RIEIR ~ HOFSIE R AT BRI 38 feE
AL P REPREE R - e MEERAT > RS E - EEREBIL—RRLE
Eie TR SRR - HERLURD ~ PHIE » BCGEEZRIR Z EAER (4
b~ 8HERER ~ R/BITRy) - IBEE I T a] LUR D BB R i R 2 R R R o 24
TERRR R B BT SRR REE -

[0085] EEANESRIETRESHERNTZ2E > sEARTAUEE 2R
7~ RIEEGRI ~ 1T TE IR ~ R A ERRE (BFESTEE -~ 5S
H o #F) -~ HRGNFEEY) - KT8 - KOs HRATRMHIE
AN - TR E S R R E DA b2 2 M R

[0086]  ASEUH.Z fiAG nI Wi Bk Ea Sl k) » AL RE%E F T hEsZ 2 &k
Birh &7 A BTG (E Ry tEn oy - s sl a] LUSRAS - sBAI7KRGH
BFERE A ~ BV~ B E AR - SETRA ~ RO ~ iRV~ =
WH ~ RAELE - 2B S 0 nIER04%E /K K03%H RS - B E R4
HEEASHRYE - KEATREMEA - PHRBRESO (BIa0EmE) 0w
H © s S S AR LR AR B R PR L B A L RE 2 AR
s (IpHEFEE R AR BT ~ 182 ~ TP ~ BUE -~ RECEIF - AR SR A
HORTRS ORE AT A EZE(E > e IEESNREI0.5% » HE s e/ Ve
1% % 22 158020% - 16 B EBEENFREE - MG ~ 3 > MRIEpTEE

2 g TR -

F35H - 482 HETRRAE)
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[0087]  #t¥IASEIH Z HiRe 2 IaHRIE R Ay TAR U A] LUS R S8R 1E
HKEEERVEMSEREE o HI40 > ASCRTHL  4H Rl m] < FaRC LU YRS B 4
& o BIAIEA ~ (LA ~ FERRI ~ FEARY ~ FZ T ~ A~ BB T 0 BGEH]
EHIE T I E B R < G E R

[0088) ’aHEHIDIE—HIEDHE - NEFRIE G T > HAamE
TFEFE A LUZ 1 2 10(f BRI E - i HANE & DR M 8GR (b UE AR YR
EsfEEpaG T - Pl —HEAI 2MEH - AFERNEEA RS T (£
() BEHE - GESFIENVENIERS - @0 HEAK6MA : ()0~ THK
A 5 i) O 1A A : (v) OR6ff H & sEAHRE - 2 A5 [HIHE R BRIR
TEAR B (B2 7 e B R T AR R M

[0089)  ASHA 7 FifG nl AREZEE 1AL (E AT & RSR[5 - It
T ERUREINURR S HoAt 2 B B B R 500ll: L AT PR B Ay AR R R [
BT -

[0090] TRIZERSEHG - FHY Akt autE B5R 2 aH R T DU A A 5L
JEF R SR BRI Z BRI G M - fEADZIFIL T » ASHH Z fiRg ]
PABLRC D ECTE PR & H (amyloid-beta, AB) 2 jITRIVEERRH &1 T - PHF-
tau Kz ABIRHEE FTREERAEIRY o (AL - [FIRFEE [ PHF-tau K ABRE 8RR ~ K AP
MBI Z SH R T LR (R R IRE (F B AR AL SR IUE FAHRBR R b
MR BT BPRe- 228 E B L BB 2 WY R R TSN R AR
7% o [EINFEE [Etau K2 o- 2% B H W& B PRIV EREA AT EL(E R IR R E—&EH
ERR -

F36 H - 4k 82 HEETRRIAE)
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[0091] fe5—REESERT > ARG E S S A 2 Bk
TR TIREGE G R BRI SEERYI L 7% > ZAE e R BRI B UR

S R EAREEE R nlpe Z SR & LRI 2 R assl i) -

2 TARES
[0092]  ASEHA Z BEPRITPHF-tauf A o] A2 52 2 AD Bt tau R
S P

[0093] It » fES—REGEREF - AR AR A 52 T PHF-tau
ZIFAEHT A ~ RAE R E ARSI BERRGURS sH U R S & 7 BRI b
PHF-tau Z (¥ A 2K2 BT B2 2 tauZE HIRHY 70k

[0094]  HIREMEEAYIEABZ BRSBTS - RADAZ2 RS
FBLR B S YA (B0 - (i ~ (0% - A% - AHERRERR - SS A3
REEA) o2 BiEE (btau 2 S5 SR EAPK B Z B 5 2 A 2 BilE (btau « AR
AT W E BRI E » BEWIELISA - GRsAL (L2 - 78 )7 B8, - Bips
A -

[0095] 2ERbIRG BRI R IR ERN FIBEREA ~ SR 2
BRI 218 F 2 M S EACERENEIIE T2 T - fils 2 BB IEEELAR
JiEZ @EEERVEE N - —fRME 0 DUEsEERD - BRAAE—EIET - Bk
e btau AHRAN 72 — SRR R AR - A iR S & 2k —4)
e o MRS L EERUR N ERITFF - Pl > BEOUIEECEA TR © B
RO (50 P 2 AR Tl TR A5 N AVEN g imas R « U MERC N T
PETE{SPECT{& ] -

F37TH - 482 HETRAE)
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[0096]  FEARIZKEHR ZEAFEE SR P 2 EAECPHF-tau ~ taufE8R
Y~ R B SRR B~ K/~ R/ERGRE ER A AL AR A EE O T
ol - ZEFEGE R LIFORERFERSERE T T/ « ZREI R PIRoRE]
—HRPFETHE LSRR o

(0097  DAERTIL 228 /7R R e R AL e AT ~ I ~ Bl 1&g
(M RE (Crtau{E¥T R o P A BT R RO R Z SUE - (BT ER G [
T AR TR R SHE - ERER Mtau B ISEREERIT - (BRI AEY) IR RS s
Y& -

[0098) AR PRI —fEEM - AT L AT 228 e B
A - —fiE - WEEHES AL (GEUARHIGE) ~ KATEEH
AR - ZEiReA S e T i ENEED (B &en 1~ £YR
%) o HABaTERHEMIEY S kS i (B0 B ERRAI R 2 ) 1
ARy - B - BIER S A EHIERC 2 55 sV - Horraz S8 SR —
SRR EAGEER RN - CEARAIEEYE AT Z PHF-tau Z 2B BT
B TIRR A LITHSS & ZEE M Z U ME - BEMEOMERER 2T -

[0099] AHEFEERTIHZATAT 2SR (BEUEZS
TLEM A ERHRE - KEEFEET ZEMHEE) ZNERILLE]
FI7 RN OF AASC R

-yl
[0100] AR GELL T IRIR AP E A -

F 38 H - k82 HEETRRAE)
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[0101] EFHEfIAERRA BRI EIRGG R B > HEE - B
TJ40E > HLEAMEESEQID NO: 71 ~ 45 ~ 51~ 57 ~ 63 ~ 69~ 39 ~ 41 ~ 43 ~
47 ~ 49 ~ 53~ 55~ 59~ 61 ~ 65 ~ E6T AR B - HEABEH
SEQIDNO: 72 ~ 46 ~ 52~ 58 ~ 64 ~ 70 ~ 40 ~ 42 ~ 44~ 48 ~ 50 ~ 54 ~ 56 ~ 62 ~
66 ~ 2682 ZHILFHI - Horpax BRI B URAS & 7 BT RS & B e
(PHF)-tau - #7{£#/2& ASHPHF-tau -
[0102) EMEFRAGEREI . BEEny ARSI RES & R B > Hr
ZEETRE RS e R RE s
a. HA SEQIDNO: 71 ZZfkFpFIRyEHFH [ - kAA SEQID NO:
72 2 Z KRR S il s
b.  E7 SEQIDNO:45 2 ZkFFHIRVE# A2 - K EA SEQ ID
NO:46 2 Z A IHTESH T &
c. EASEQIDNO: 51 2 ZkFpHIHyE A #&E - B SEQID NO:
52 Z Z KRR EE g i S
d. EB’A SEQIDNO: 57 Z % k5 HEH#E ] #E - & HEA SEQID NO:
58 Z Z KRR nT S &
e. EHA SEQIDNO: 63 » ZkFpHIHyE# A& - B SEQID NO:
64 7 2K R 5[ TS
f. B SEQIDNO: 69  ZkFpHIHyE# o & & - B SEQID NO:
70 Z Z KRR A HY RS RT3 (&
g.  EH SEQIDNO: 39 ~ ZfikFrIAyE#E n & - K E 7 SEQ ID NO:
40 Z Z KR A HY B m] 2 [

F39H - 482 HEPRRIAE)
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h.  E’A SEQIDNO: 41 Z ZLFPFIMEH T #&E - & EA SEQID NO:
42 7 ZK 3 B T S

i.  H’A SEQIDNO: 43 » ZkFrrIfyE# A & & - & EA SEQID NO:
44 7 KR 3 HOHS R T S

j-  E’A SEQIDNO: 47 7 kIR E# T #1& - K E7 SEQ ID NO:
48 7 K3 B HE T S

k.  E’A SEQIDNO: 49 ~ LKA E# A& & - & EA SEQID NO:
50 2 ZRRFF7 B H T S

1.  BE°A SEQIDNO: 53 Z % k5 |HVEH#E ] #E - & HEA SEQID NO:
54 2 ZIKFFF B HE T S

m. E7A SEQIDNO: 55 2 % k5 |HVEH# ] #&E - & HEA SEQID NO:
56 2 ZIKFF5 B HE T

n. EA SEQIDNO: 59 Z % k5 |HEH# ] #E - & HEA SEQID NO:
60 2 Z IR FF 3 | B s v S

o. EA SEQIDNO: 61 » ZikFrIRyE# & - KEA SEQ ID NO:
62 2 K5 | A O S

p. HA SEQIDNO: 65 2 ZKFFAIMEH & & - & EA SEQID NO:
66 2 KPP RTESHE T S & § B

q. EA SEQIDNO: 67 2 %KAMy E# A& & - & EA SEQID NO:
68 Z IR FF 7| H IS AT S

[0103]  EHEHIBHE G152 2 By EARR R ETRE SR B

HpZ B s ibiREth e

110112656

F40H - 482 HEETRRAE)

LR LN 40202
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110112656

HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S
HH SEQID NO:
Z KPP A S

E.f5 SEQ ID NO:

KPP 2 S

E.f5 SEQ ID NO:

KPP 2 S

E.f5 SEQ ID NO:

KPP 2 S

E.7 SEQ ID NO:
Z Ky RS S
E.7 SEQ ID NO:

EQirNaZl i O Kitc:

LR LN 40202

37 2 Z Ry EE « K EA SEQIDNO: 38 2

11 ZZfRFPY R E# ~ B SEQIDNO: 12 2

17 Z 2 fRFPP R B ~ f B4 SEQIDNO: 18 2

23 Z XK IRIERSE - K HA SEQID NO: 24 2

29 Z ZIRFPYIRIERE - K HA SEQID NO: 30 2

35 ZZMRFPYIRIERSE - K HA SEQID NO: 36 2

5 2 ZRKFRFIAYESE - 2 EA SEQIDNO: 6 2%

7 2 %K REE - . BA SEQIDNO: 8 2%

9 ZZIKFFPIRVEH - & HA SEQIDNO: 10 2%

13 Z 2 fRFPPRYE# ~ f B SEQIDNO: 14 2

15 Z 25 EdE - R EAH SEQIDNO: 16

F41H - 482 HETRRAE)
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ELA SEQID NO: 19 - S5l 2 -

EQirNaZl i O Kitc:

EUA SEQ ID NO: 21 2 Sk 312 -

EQirNaZl i O Kitc:

E SEQID NO: 25 Sk Frailiy g -

EQirNaZl i O Kitc:

E SEQID NO: 27 Sk Fralliy st -

EQirNaZl i O Kitc:

£ SEQID NO: 31 - Sk Feallify s -

EQINEZIIERL S

B4 SEQID NO: 33 2 ZikFPIAE # -

EQiNaZl:RL S

[0104]  EhE{4{%—TE B EEAI %L
PRUTREE DRGSR B -

[0106]

K EF SEQ ID NO: 20

K EF SEQID NO: 22 2

K EF SEQID NO: 26 2

K EF SEQID NO: 28 2

K E7 SEQIDNO: 32 7

K E.75 SEQID NO: 34 7

RISE RN 23T {E—& 28

[0105] EHEHISH—TEEkRE - HE2EHM4. 2 BariZEz
Bt e s —EE EAAE - HESEHS 28 -
[0107] EhapI7(x—fEEsgsHpy)  HESEHAN 23T E—& 28

HEY PR TURE RS & F B~ ROBEE Tz 2 s -

[0108)  EHEFI8H—TEE VAT E L5 R MtauE S sitauE 5 IR
It 2 ik HEE RZHRE T E7 2 S EEY) -
[0109] EIEP9R—TEFARELER ZauEBHR LA > H

FIRZ BB T E P72 BEEsHRY) -

110112656

F4A2H - 482 HETRRAE)

FBIAYR A0202
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[0110]  EHEFNOBEEEI0L ik - Hik— b SR E R TR
a5 2 B4 tausE IR HYERY MR -

[o111] FHiEpN B HEFEAFEIHR ZERR L A HEa
FIRZ BRI T EHG7 2 R8sl ple?) - HriZausE 5 (REEE m LU N ATdERs
BEeH © ZORMEPTZLEBVE ~ (R MPTZLOEEE  EEN O T 2 ER R
TEFFBSE AR REFTDP-17) ~ T E A EREE « B ER A2 R LE
VCSefiE ~ #EITIERZE MBI A ~ (BESKEE - e m R RS i ss
b ~ BRI IEREIE ~ Ml =St e R L/ E AR RE-REHESE -
EE ~ ST E- SR Eh-Jerddn » WSENRE-FERTOR « EUmAEAILR - EEEIR
A~ ZERGEGE - CRE2VCWE - HESER KRR MERE » 515
MRE(LIMEZ R R ~ SREMERLAREE « JERR S B sl S A e
& B RRETAE - BUEIEEEREE - kBT RAEE (8%
) e

(0112  EHEFN2FHERE1.2 5% > HE—S RS RZARE TR
a5 2 B4 tausE IR HYERY MR -

[0113]  EHEp3h—fHELEEHEE 23T {E—F& ZHERTTRREETTR
SohEZhE > HEsE R TR e B RS =
Bz ZAZBEHIAIRE - PLEAERZ BARTTRREEURSS & F B K iz S s
EEYRGZ ERTTRE RS B R R

[0114] FHiap4r—mEEESEHA E3T{E—& L BRpiigsdn
FsE o R BB EsH ) < 77k HaafZ Bmiiie s RS a h Rk

g b nl g2 SR & DUESR2 B EEsH ) -

F4A3H - 482 HETRRAE)
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[0115]  EHEBNSEHRERHN 2300 —F& Z By RIS B DRSS
EhE > HANERAREZHR ZauEHR

[0116]  EHEFNOHERCH £330 E—F& By RIS B DRSS
Eh Bz~ EERG7 2 BEHRY) - HAR R ARE ZHR ZauEHH © 34
R EVERTZEGENE ~ MERMERTZLGRVE ~ R A ORe 17 Z AR R e
FEE AR E(FTDP-17) ~ TR EAEEREE ~ SZEBRAZB(LIE ~ 1T
iE ~ TV E TR A - EEGREE © WS MR RS R 5 (L
RESRATMLMEREIE ~ Wl =4t e iR D/ E AR E- R EESE ~ FR
iE ~ HATE- SRR OR  IEENRE-REIETOR - BRI R ~ BEE R
ZEMENEE - CRICSULRE - HHEOEA KRR MERE - sishi
{EMZRE3R ~ SREMEALAREIE ~ JER S E el Ut R 485 ~ I
RBEARNE ~ 1SMEAIBERRE - NEETFRREE (Z85RKF) -

(0117)  EHEBNTH—FEEHEN £ 3 E—2 Z R ERPTRe s T
FeEah B g - HAREEE aRAFE L HER L aulEE 5 IRHIEEH] -

[0118)  EHEBN8H—FEE M £33 {E—= L HEHVBEPTARR BT
Fsdah B fik - HAREEERN SR AT E AR ZtauE HIRHVEER] > &%
taufE IR FE MR IRIEFTZLBBVE ~ B3 VEFTZOGBE ~ EsRN A8 17 23R
EREEHBESARIEFTDP-17) « #ETMZ EEREE « B AR
{BIE ~ SoufiE ~ BT E TR A - EEERTEIE - e g
tERESS(E ~ BEERBML IR EIE - Al Zm it m il R= e (e B AR E- R EHE
BIE ~ ERE - SHrE -SSR LR - WS -FEETOR ~ BARALR

BEEIK - 2 RSMERE - CHCSUTTE « % B aE 0 RIS B R

F44H - 482 HETRRAE)
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2 oo EMUZRE R ~ SREMEAAREE « JERH S S TR A R e
AR IR BRESARE - 18MEAIBIEIGRE - SiEBTFHREE (B8
BRIR) e

[0119]  EHEFNOBR—TEENZKE B 2 EVHEAFPHE-tau Z{FAL L
ik A EEZEYRARE O 230 T —a ZE R BRI SR
ok Bl - RN B IR B URGE G R BRI B2 R 2 A T
PHF-taulV4& &

[0120] EFEFROBERGN0LJ57E » sz AYIGARIIK ~ 5
M4 - AHEEEPRR ~ RS EREREEAS -

[0121]  EhEf21 AR EN BB R 2 AEYiE A PHF-tau 2 {F
A ERZ R 2 auEE BRI A > HEEEZEYEARE A Z35 E—
G L HEREPRURR TR & F Bl AN PR B RS &/ Rl
KE ZHR 2 Z A P PHF-taul &S

il
[0122] ASEIHEY TAIEFIE T #E PRI ASRIHRAE - B 7 ERY
& MERAGEASIAIILARS] - HASEIH ~ sl ERE s R eE 54
s [ A -

BH 1 - R B k&S B E R
i tau FiEE PT3 2 N JFAE

F4A5H - 482 HETRIAE)
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[0123] FRAGESPT3HARE (2R HA0WO02013/3096380 5 5= B 54
5510,000,559B25% )« T S AR CEE S R REHE 2 (AR S 0 BRI S
WY N TE Za i e NIRRT 2B H20E  DURIABTAR AJRAL  BEHRAA
G EE PP Y B TG B PP A LBk B VLAY A BV ES - DA R [E— M
AL < SHEVHIY NRTE B EFEGI05VZESE
FEMSPRET T KGR B AR Y Fab 382 )R B8RS -

[0124]  J77% : EFIMASS-26%25 - B EH ABREES 2 R EFab [F
BT ES S SPREVEHEE SR AT EES - f= < (EFJEDC/NHS)E&YIE(LEE
E [ (high capacity amine, HCA)EUHIZS &t 7 G0 ARG (B2 R E 2
Neutravidin (>4000 RU)Z&{ff > {2 RERE AR E 2SR « {Eib 2 1% o Bl
REZKF (4022100 RU) #yNeutravidin - ffE4E Y2 (LEEEE {LtauJK(NPT-6) -
B 1 M S FabBA AR & > WL (LtaufRAV4E & » RFfHFab B IRDAGEA K (neat
solution); ¥ G FARAFRIE I » MBS S/RERERDY - {EARHE 2 1% > A3 FRERE
A IR T —#mFabf G E R - (R RREERR A AR oA FabBLask g (L
k& & HY EUHIE (sensorgram) » DUERHARRERE B AHERFT « AAETRAVNE
HiRS - BUEFab BT PREFER D B R AR 2R 1 B S AR DL

PG - F2AZE2AIERFab/ NMIFSE S RO - 7 3R B AR -

& 11 KEGEE Fab EIFRSE = 2 NPT-6 fIRHY MASS-2 SPR AZHEEHARGE

Fab /&R Kd [1/s]**
PT3 &di{L Fab (PT1B187.002) 2.73E-05

/NE#RE FAB < 2.85E-05
L1-P1-D3 < 2.85E-05

F46 H 4 82 HEETRRIAE)
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Fab FER Kd [1/s]**
L4-P1-A4 < 2.85E-05
L3-P2-Al1 < 2.85E-05
L2-P2-A3 < 2.85E-05
L2-P1-B3 < 2.85E-05
L4-P1-B9 < 2.85E-05
H1-P4-E8 < 2.85E-05
HI-E10 3.11E-05
H2-P1-B8 3.37E-05
H1-P2-G11 3.41E-05
H2-B3 3.49E-05
H2-P1-F5 3.50E-05
HI1-P4-E11 4.05E-05
H2-P3-C10 1.50E-04
H2-P2-A2 1.65E-04
218 FAB 1.76E-04
H1-P2-G6 1.83E-04
H2-P1-D6 1.89E-04
H2-P3-El 2.08E-04
HI1-P1-G8 2.36E-04
H2-P1-A8 2.40E-04
H2-P4-D7 2.60E-04
H2-P3-C4 2.82E-04
H1-D4 3.02E-04
HI1-P3-A4 3.27E-04
H2-P2-F4 3.28E-04
H2-P4-A5 3.90E-04
H1-P3-B9 1.59E-03
H1-P3-C3 2.83E-03

[0125)] FE@oTAEVEACEIIO{EZEEE - WIABELISAHGEEIER
HbCRRVE G - P EIRARETE 2 BB A TAREL - BEHEEITAHT80% XA
A THIGESHIES - DIHINER © sl - BEE2158 A 4H 7975 (adapted)

F4ATH - 482 HETRRAE)
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EE A R ST A\ FRER T EHE - TP EREE - BUfEPTEEPREYSE R ELISAS &
&R EISPREFRERR M (ER2AZEER2AD) - FRILFGER - BEHESTHE R K3
fEECH o VL ELISAH DAFabjHilaA B2 8 5 s fey s B P > 0 HERE S ds R LA
Al o 71F LG T B % STeB B g R 3 aiaH & US| SAFE PR EIR (R2KK3) >
LA RRIgG TR - W LAS EmAbRET THI R4 & 2 [E SRR iR
(Tm/Tagg ~ CIC ~ SEC ~ AC-SINS ~ NI EAER AR A Epi Vax 778 ) HYiE—
M - B IEEER - AHEFORAVNETRE - JUREPT1IBS44fE A & HYBEHY
bt-IREE S MEE R AEYVIERIEE - B0 - JRETIgGl YTE
FRAPTIBII6 (F22K#23) o

[0126] PT1B844 KPTIBO16WI & & HEAIEFTE (FEAZH) HYGIOSV
ZVEEERLZESE o K 1 ERAITEAERTRE - BT mAbDURFZ (i B[O A JRHY -
LlgG1 k1gGl YTERS & RN EM - IEE— PR E -

%20 AR EEMRDTRE < E#EHC) K (LC)FY

mAb SEQ ID
oy 75 NO:

PT3 HC EVKLVESGGDLVKPGGSLKLSCAASGFTFSSYAMSW VRQNPEKR
LEWVASIS

KGGNTYYPNSVKGRFTISRDNARNILYLQMSSLRSEDTALYYCAR
GWGDYG

WFAYWGQVTLVTVSA
PT3 LC DIKMTQSPSSMYASLGERVTITCKASQDINRYLNWFQQKPGKSPK 2
TLIYRANR

LLDGVPSRFSGSGSGQDYSLTISSLDYEDMGIYYCLQYDEFPLTFG
DGTKLELK

%iE HC EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKG 3
LEWVSSIS

KGGNTYYADSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCA
RGWGDY

[—

F4A8H - 4k 82 HETRRAE)
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mAb
&Hor

P31

SEQID

NO:

GWFAYWGQVTLVTVSS

HAE LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
SLIYRANR

LLDGVPSRFSGSGSGTDFTLTISSLQPEDFATY YCLQYDEFPLTFGQ
GTKLEIK

4

PT1B841 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKG
LEWVSSIS

KGGNTYYADSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCA
RGWGDY

GWFAYWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLV
KDYFPEP

VTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYI
CNVNHKP

SNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPS VFLFPPKPKDTLM
ISRTPEVT

CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLH

QDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
EEMTKNQ

VSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
KLTVDKS

RWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

PT1B841 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
SLIYRANRL

LDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCLQYDEFPLTFGQG
TKLEIKRT
VAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNAL
QSGNSQES
VTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTK
SFNRGEC

PT1B842 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKG
LEWVASIS
KGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCA
RGWGDYG
WFAYWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK
DYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICN
VNHKPSNT

KVDKKVEPKSCDKTHTCPPCPAPELLGGPS VFLFPPKPKDTLMISR
TPEVTCVV
VDVSHEDPEVKFENWYVDGVEVHNAKTKPREEQYNSTYRVVSVL
TVLHQDWL

NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMT

110112656
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mAb
&Hor

P31

SEQ ID
NO:

KNQVSLTCL

VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGN

VESCSVMHEALHNHYTQKSLSLSPGK

PT1B842 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
SLIYRANRL
LSGVPSRFSGSGSGTDFTLTISSLQPEDMATYYCQQYDEFPLTFGQ
GTKLEIKRT
VAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNAL
QSGNSQES
VTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTK
SFNRGEC

PT1B843 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKG
LEWVASIS

KGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCA
RGWGDYG

WFAYWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK
DYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICN
VNHKPSNT

KVDKKVEPKSCDKTHTCPPCPAPELLGGPS VFLFPPKPKDTLMISR
TPEVTCVV

VDVSHEDPEVKFENWYVDGVEVHNAKTKPREEQYNSTYRVVSVL
TVLHQDWL

NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMT
KNQVSLTCL

VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGN

VESCSVMHEALHNHYTQKSLSLSPGK

PT1B843 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPKT
LIYRANRLL

SGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIKRTVA
APSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFN
RGEC

PT1B844 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKG
LEWVASISK
GGNTYYPDSVKGRFTISRDNAKNSLYLOQMNSLRAEDTAVYYCAR
GWGDYGWF
AYWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY
FPEPVTVSW

110112656
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P31

SEQ ID
NO:

NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDK

KVEPKSCDKTHTCPPCPAPELLGGPS VFLFPPKPKDTLMISRTPEVT
CVVVDVSH

EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYK

CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPS

DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVESCSVMH

EALHNHYTQKSLSLSPGK

PT1B844 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
TLIYRANRLL

DGVPSRESGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQG
TKLEIKRTVA

APSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTE

QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSEN
RGEC

PT1B845 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKR
LEWVASISKG

GNTYYPNSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWN

SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKK

VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHED

PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCK

VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL
VKGFYPSDIA

VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVMHEA

LHNHYTQKSLSLSPGK

13

PT1B845 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
SLIYRANRLL

SGVPSRFESGSGSGTDFTLTISSLQPEDMATYYCQQYDEFPLTFGQG
TKLEIKRTVA

APSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTE

QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSEN

14

110112656
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SEQ ID
NO:

RGEC

PT1B846 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKR
LEWVASISKG

GNTYYPNSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWN

SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKK

VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHED

PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCK

VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL
VKGFYPSDIA

VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVMHEAL

HNHYTQKSLSLSPGK

PT1B846 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPKT
LIYRANRLLS

GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIKRTVAAP

SVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDS

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGE
C

[—

6

PT1B847 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKR
LEWVASISKG

GNTYYPNSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNS

GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP
SNTKVDKKV

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDP

EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKV

SNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAV

EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF
SCSVMHEAL

HNHYTQKSLSLSPGK

110112656
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SEQ ID
NO:

PT1B847 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
TLIYRANRLL

DGVPSRESGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQG
TKLEIKRTVA

APSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQ

DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSEFNR
GEC

PT1B848 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKR
LEWVASISKG

GNTYYPDSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNS

GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP
SNTKVDKKV

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPE

VKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVS

NKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVE

WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES
CSVMHEALHN

HYTQKSLSLSPGK

PT1B848 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
SLIYRANRLL

SGVPSRFESGSGSGTDFTLTISSLQPEDMATYYCQQYDEFPLTFGQG
TKLEIKRTVA

APSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTE

QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSEN
RGEC

20

PT1B849 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKR
LEWVASISKG

GNTYYPDSVKGRFTISRDNAKNSLYLOQMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNS

GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP
SNTKVDKKV

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV

VVDVSHEDPE

21

110112656
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SEQ ID
NO:

VKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVS

NKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVE

WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES
CSVMHEALHN

HYTQKSLSLSPGK

PT1B849 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPKT
LIYRANRLLS

GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIKRTVAAP

SVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDS

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGE
C

22

PT1B850 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKR
LEWVASISKG

GNTYYPDSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWN

SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKK

VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHED

PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCK

VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL
VKGFYPSDIA

VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVMHEA

LHNHYTQKSLSLSPGK

23

PT1B850 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
TLIYRANRLLD

GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIKRTVAAP

SVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDS

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGE
C

24

PT1B851 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKG
LEWVASISKG

GNTYYPNSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG

25
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P31

SEQ ID
NO:

WGDYGWFA

YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWN

SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKK

VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHED

PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCK

VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL
VKGFYPSDIA

VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVMHEAL

HNHYTQKSLSLSPGK

PT1B851 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
SLIYRANRLLS

GVPSRFSGSGSGTDFTLTISSLQPEDMATY YCQQYDEFPLTFGQGT
KLEIKRTVAA
PSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQD
SKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRG
EC

26

PT1B852 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKG
LEWVASISKG

GNTYYPNSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFAY

WGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFP
EPVTVSWNSG

ALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPS
NTKVDKKVEP

KSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVV
VDVSHEDPEV

KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSN

KALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKG
FYPSDIAVEW

ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNH

YTQKSLSLSPGK

27

PT1B852 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPKT
LIYRANRLLS

GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIKRTVAAP

28
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P31

SEQ ID
NO:

SVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDS

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGE
C

PT1B853 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKG
LEWVASISKG

GNTYYPNSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNS

GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP
SNTKVDKKV

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDP

EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKV

SNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAV

EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF
SCSVMHEALH

NHYTQKSLSLSPGK

29

PT1B853 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
TLIYRANRLL

DGVPSRESGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQG
TKLEIKRTVA

APSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTE

QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSEN
RGEC

30

PT1B854 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQNPGKG
LEWVASISKG

GNTYYPDSVKGRFTISRDNAKNSLYLOQMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWN

SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKK

VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHED

PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCK

VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL
VKGFYPSDIA

VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQQGNV

31
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SEQ ID
NO:

FSCSVMHEAL
HNHYTQKSLSLSPGK

PT1B854 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
SLIYRANRLL

SGVPSRFESGSGSGTDFTLTISSLQPEDMATYYCQQYDEFPLTFGQG
TKLEIKRTVA

APSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQ

DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSEFNR
GEC

32

PT1B855 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQNPGKG
LEWVASISKG

GNTYYPDSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWN

SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKK

VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHED

PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCK

VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL
VKGFYPSDIA

VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVMHEAL

HNHYTQKSLSLSPGK

33

PT1B855 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPKT
LIYRANRLLS

GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIKRTVAAP

SVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDS

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGE
C

34

PT1B856 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQNPGKG
LEWVASISKG

GNTYYPDSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNS

GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP
SNTKVDKKV

35

110112656

5 S5TH - 482 HEPRRIAE)

LR LN 40202

11032073540



202204402

mAb
&Hor

P31

SEQ ID
NO:

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDP

EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKV

SNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAV

EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF
SCSVMHEALH

NHYTQKSLSLSPGK

PT1B856 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
TLIYRANRLLD

GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIKRTVAAP

SVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDS

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGE
C

36

PT1B916 HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGKG
LEWVASISKG

GNTYYPDSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNS

GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP
SNTKVDKKV

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYITREPEVTCV
VVDVSHEDPE

VKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVS

NKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVE

WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES
CSVMHEALH

NHYTQKSLSLSPGK

37

PT1B916 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
TLIYRANRLL

DGVPSRESGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQG
TKLEIKRTVA

APSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTE

QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFN
RGEC

38
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723 0 N CERIURS < B R RS o4 & (7o h Ay VH K VL)
mAb 4553 =27 SEQ ID
NO:
PT1B841 VH [EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKG |39

LEWVSSIS

KGGNTYYADSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCA
RGWGDY

GWFAYWGQVTLVTVSS

PT1B841 VL

DIQMTQSPSSLSASVGDRVTITCKASOQODINRYLNWFQQKPGKAPK
SLIYRANRL

LDGVPSRFSGSGSGTDFTLTISSLQPEDFATY YCLOYDEFPLTFGQG
TKLEIK

40

PT1B842 VH

EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKG
LEWVASIS

KGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCA
RGWGDYG

WFAYWGQVTLVTVSS

41

PT1B842 VL

DIQMTQSPSSLSASVGDRVTITCKASOQODINRYLNWFQQKPGKAPK
SLIYRANRL

LSGVPSRFSGSGSGTDFTLTISSLQPEDMATYYCQQYDEFPLTFGQ
GTKLEIK

42

PT1B843 VH

EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKG
LEWVASIS

KGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCA
RGWGDYG

WFAYWGQVTLVTVSS

43

PT1B843 VL

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPKT
LIYRANRLL

SGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIK

44

PT1B844 VH

EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKG
LEWVASISK

GGNTYYPDSVKGRFTISRDNAKNSLYLOQMNSLRAEDTAVYYCAR
GWGDYGWF

AYWGQVTLVTVSS

45

PT1B844 VL

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
TLIYRANRLL

DGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQG
TKLEIK

46

PT1B845 VH

EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKR

LEWVASISKG

47
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mAb &5}

FF5

SEQ ID
NO:

GNTYYPNSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSS

PT1B845 VL

DIQMTQSPSSLSASVGDRVTITCKASOQODINRYLNWFQQKPGKAPK
SLIYRANRLL

SGVPSRFSGSGSGTDFTLTISSLQPEDMATY Y COQYDEFPLTFGQG
TKLEIK

48

PT1B846 VH

EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKR
LEWVASISKG

GNTYYPNSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSS

49

PT1B846 VL

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPKT
LIYRANRLLS

GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIK

PT1B847 VH

EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKR
LEWVASISKG

GNTYYPNSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSS

51

PT1B847 VL

DIQMTQSPSSLSASVGDRVTITCKASOQODINRYLNWFQQKPGKAPK
TLIYRANRLL

DGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQG
TKLEIK

52

PT1B848 VH

EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKR
LEWVASISKG

GNTYYPDSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSS

53

PT1B848 VL

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK
SLIYRANRLL

SGVPSRFSGSGSGTDFTLTISSLQPEDMATY YCQQYDEFPLTFGQG
TKLEIK

54

PT1B849 VH

EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKR
LEWVASISKG

GNTYYPDSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCARG
WGDYGWFA

YWGQVTLVTVSS

55

PT1B849 VL

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPKT
LIYRANRLLS

GVPSRESGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
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60 H - 4k 82 HEEHRRIAZE)

LR LN 40202

11032073540



202204402

mAb 4H53 FF51 SEQ ID
NO:

KLEIK

PT1B850 VH [EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKR (57
LEWVASISKG
GNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARG
WGDYGWFA
YWGQVTLVTVSS

PT1B850 VL DIQMTQSPSSLSASVGDRVTITCKASQDINRYILNWFQQKPGKAPK (58
TLIYRANRLLD
GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIK

PT1B851 VH [EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKG [59
LEWVASISKG
GNTYYPNSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARG
WGDYGWFA
YWGQVTLVTVSS

PT1B851 VL DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK (60
SLIYRANRLLS
GVPSRFSGSGSGTDFTLTISSLQPEDMATY YCQQYDEFPLTFGQGT
KLEIK

PT1B852 VH [EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKG [61
LEWVASISKG
GNTYYPNSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARG
WGDYGWFEFAY
WGQVTLVTVSS

PT1B852 VL [DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPKT|62
LIYRANRLLS
GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIK

PT1B853 VH [EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKG (63
LEWVASISKG
GNTYYPNSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARG
WGDYGWFA
YWGQVTLVTVSS

PT1B853 VL DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK (64
TLIYRANRLL
DGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQG
TKLEIK

PT1B854 VH [EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQNPGKG [65
LEWVASISKG
GNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARG
WGDYGWFA
YWGQVTLVTVSS

110112656
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mAb 4547 51 SEQ ID
NO:

PT1B854 VL [DIQMTQSPSSLSASVGDRVTITCKASQDINRYILNWFQQKPGKAPK |66
SLIYRANRLL
SGVPSRFSGSGSGTDFTLTISSLQPEDMATYYCQQYDEFPLTFGQG
TKLEIK

PT1B855 VH [EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQNPGKG (67
LEWVASISKG
GNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARG
WGDYGWFA
YWGQVTLVTVSS

PT1B855 VL DIQMTQSPSSLSASVGDRVTITCKASQDINRYILNWFQQKPGKSPKT|68
LIYRANRLLS
GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIK

PT1B856 VH [EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQNPGKG |69
LEWVASISKG
GNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARG
WGDYGWFA
YWGQVTLVTVSS

PT1B856 VL DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAPK (70
TLIYRANRLLD
GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQGT
KLEIK

PT1B916 VH [EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVRQAPGKG (71
LEWVASISKG
GNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARG
WGDYGWFA
YWGQVTLVTVSS

PT1B916 VL [DIQMTQSPSSLSASVGDRVTITCKASQDINRYILNWFQQKPGKAPK (72
TLIYRANRLL
DGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYDEFPLTFGQG
TKLEIK

HEFCDRFH ISR
ELISA

[0127]  FEMELISAZK B & RpT217 + taufi IEAK

(PRQEFEVMEDHAGTYGL

GDR(dPEG4)GKTKIATPRGAAPPGQKG(dPEG4)GSRSR(pT)PSLP(pT)PPTREP
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KKV-fih%) (775 1&SEQID NO:81483 ; &Ry H5 R &SEQ ID NO:79) #Y
GHE o I (EIK(10 ng/mL) EREZRMITNEZRR - WA 0. 1%H8E S HE % » LA
A ELRERYEEFRIR B AR IgGlLZ frfariiiae (PT3 ~ PT1B296 ~ DL AJRAEST
HEPT1B844 ~ PT1B847 ~ PT1B850 « K PTIB856) =5 o /NIIHRPOIE RLLZE
F(ab* 25T AFAIgG » R TRIEE SR - ks % - IRIBRIERGHYEREH
=, ([ ESEETMBZE (ThermoScientific; Waltham, MA) {70 - E3HHY
SEEERBURPTIB2OC IRV RS FTRIFZIEE (HHETNPT3) - NR(EDike
PT1B844 ~ PT1B847 ~ PT1B850 ~ [ PT1B856 AHHZLZ|ILEF - HEERIEE

MysE s (HEPT3) -

FERFR A E AR (surface plasmon resonance, SPR)/SPR ¥ [Ekf%  CHL &I THY
S ErR

[0128]  CHIEFTEEEZEAYHitaudii#S/ NA BltaufIREYES & - 82 taufil{RAE A
G ERzEEL (L - fEBiacore T200f# 5 F¥{TSPRE S - FiS ~ » EH
EDC/NHS/ARN L LREYIACECLCMS BUHIZS & 5 =0 I i ARt
/NERFCFr M 1gGrE IR < B EY)(>9000 ROWYIEREE » DU EVHIES & F 2R H
A20EL (LR ) o B BTIFcREREREGUAS B AmAb (2504550
RU) - $EE FST4C3EE 2 BhEL (btaulk (30 nM£0.37 nM - DI3EHHFE) -
RGO R R oy B3 7 8 Fe 30768 o (S 1:1 B B (Langmuin) fE 85 734
HEmAbBLR G CAREVEE & 2 BOHIE - 3 PASE SRR (kon) ~ FRERIRAR
(ko) ~ R AHEFRMTI(Kp) KEC AR - E4A BB RHE RS MG E 2
NPT-6fIKHV4E & EOHIE - 1 4B 0 B IEAVE) N2 BURANT) - Fe5HTHURE AR

563 H - 4k 82 H(EETRRIHE)
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E 2 aH b iR { brauIREVES SHEAN T > TIER6BURRRL (Ctaufik o HlsAmAb FA

mAbSHE (I B212 5217zt BE (b2 IAINPT-6) B i mHYARAT ) (ZKnMég

&) o i AR MR (LR GEE2128217) ZRINPT-5)E0RES (K
GGG AERE: (2128217) E—R A B (bR B ERE o RVBRETER
(>uM ; NPT-2 ~ NPT-8 ~ PT25-7 ~ PT25-8) - [N E A (E2128217

B 2K (PT25-6 ~ NPT-C) HYSE B8R TER ©

74 1 NJF{E mADb &5& 2 =587 077 NPT-6 ik~ Biacore SPR 455

" sopn | FHka |95% Clka| P9 kd 95% CIkd| P KD | 95% CI

A/Ms) | (IMs) | (1/s) (1/s) (pM) | KD (pM)

PT1B17.005 %%?i%a 5.14E+06 (63"3925)i5+06 4 23E-04 (6?(')‘;%_04 81.9 (65.0-98.9)
HFA mAb 10 228 129.9
PT1B296.004 ni{fs.ir;ﬁ 1.33E+06 (1.56)i5+06 3.33E-04 i‘ég)ﬁ_m 2537 §77.5)_
PT1B234.003 [PT3 $HE4T [3.29E+06 2575:&06 1.90E-04 (2%4356):30 , 129 (12159'.%')
PT1B843.001 PT3 AL [2.07E+06 (21.‘6513)]_E+06 3.68E-04 f&%(;ﬁ-o 4 [1804 (28763"99')
PT1B844.001 [PT3 AUF{L |1.99E+06 (21;;())]5 Lo6 |I-35E-04 (2(,)55415)§:o4 772 (1%85'.59_)
PTIBS46.001 PT3 ATR(L [133E+06 (|70 o B19E-04 (10 bsso (55

PT1B847.001 [PT3 AJE/L |1.60E+06 (11.‘8355)]_E+06 1.15E-04 (2(,)'113%—. 0 [133 (1.1-145.5)
PT1B850.001 PT3 AJE1L [1.75E+06 (2104;8)]5 106 |I:27E-04 é?iﬁé:m 732 (1127859)
PT1B853.001 [PT3 AJE/L |1.32E+06 (19'6957)%;06 2.23E-04 (3(.)622)175:04 173.3 §2169'.79_)
PT1B856.001 [PT3 AJFAL |1.64E+06 (1184;7)]5 +o6 |1-35E-04 (2(.)3%2)]95__04 1136 (@L%_)

110112656

564 H 482 HETRRIAE)

LR LN 40202

11032073540
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7% 5 1+ NJFR(E mADb 454 2 uERZ (L tau &~ Biacore SPR 455

Bz {ERK Ko (pM)

BA NPT-6 | NPT-2 | NPT-5 | NPT-8 | PT25-7 | PT25-8 | PT25-6 | NPT-C
PT1B234.003 (92 16,933 [236 12,100 (8,793  |7.860 |[{R/AE4ES |(R/ARGE S
PT1B844.001 (89 15011 |140 8,356 |11411 6911 |[B/4FsES |RARGES
PT1B847.001 |73 21,567 [277 18,167 13233 |11,233 |&/EssE ((R/ARLES
PT1B850.001 |73 20,900 315 15367 |16,000 |10,047 |&/fEEE (KRGS
PT1B856.001 |114 19,900 [250 12,867 [10,297 (8,497 |(&/E4ES [(K/iELES
PT1B296.004 (354 58,333 |429 48,500 |39.067 |53.633 |[R/EAEE |(E/RAE S
PT1B333.005 [337 33,967 |414 21,300 [29.067 |26933 |E/fEsES (R/ARGES

%6 K5I

ik 204 210 212 214 217 220 225
NPT-6 G TP GS RS RT* PSS L P T |PPT REIPKIK
NPT-2 G T PGS RS RT*PI|S LPT |PPT REIPIKIK
NPT-5 G [T PGS RS RT* [P|S* L |PT* |PPT [REPKIK
NPT-8 G TP GS RS RT* [P |S* L PT |PPT [REIPKIK
pr25-7G (TP GIS RS RT |PS LPIT* P PIT RIEI|P KK
pr25-8 G TP GIS RS |RT |PS* L PIIT* P PIT RIEI||P KK
pr25-6 G TP GIS RS RT [PS*LPIIT [PPIT RIEIPIKIK
NPT-C G T PGS RS RT [P|S LPT |PPT REIPIKIK
il (LR

# PHF (Fab + mAb) I-fy SPR

[0129]  HIEFTEEE 2 Al mAb/NGH 2 & {EFabBR 3 17 4 PHF-tau
WS G - DIHEHEA BERAT] - #HProteOnfE F AV RCHIZS R E ATt
tau FabB#iPHF-tau Z fH G (EH - 8% V) RCHIZS R AR € - (R & PHF-tau’8 28

HT7/NEEmAb{E By BB - f S 2 > BRI {U(sulfo)-NHS/EDCERHY

65 H - 4k 82 HEHERRIHZE)
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LUEEY)  AE{EGLCRAIZSS F MR ES(EERHTT mAbILEREE (L
FRIECHIES & R < ZRE(>3000 RU) » i ABRgRER E2EAE © 1% - fEHT73R
T (>200 RU)_E2E{T2x i ( PHF-taud Y- (& & > M0E 5 LR DPHER (AR ER
2 HEMERS © RiPitau FabMfEi B TR ENR (HBS > HE750.05% Tweenk:3 mM
EDTA) 1 - afiPUFIR (0.02%3 nM > $R5EMRE) OZUESET © BalId & R AR Rk
o RlEEAST S8 R 605755 - (EF10 mM Gly pH 2.080{ TRICHI 255 < FAE - (24
11 IS H & GiE A< s i Fab-PHF-tautl & {F H 2 RCHIE - I LAGE SRR (kon)
R RR (ko) ~ B2 &S EFRAT I (Kp) KADHLAE R © P Fabss LI (RpMei[E T 2
AT - JEE RS & £ PHF-tau » AR {EFabfrEs BLE AFab (PT1B187)%{LL

HURRA] (EISAZESF > DLEERT) -

7= 7 ¢ ANJFA{E Fab 454 % PHF-tau HY ProteOn SPR 4 52

Fab SEFEAY mAD kg; TO%SI‘Z;/I (;)I kofg‘xii 3? ‘io/ S()Z.I Kp 1(19);[‘7;; ClI
PT1B187 (PT3) PT3 5103 3.3+0.6 6.6+1.7
PT1B324 (B296) INJ’ 657 30+03 8.8+0.2 29.7+£3.0
PT1B877 (B844) PT1B844 33+04 3204 9.7+21
PT1B880 (B847) PT1B847 38+04 3.1+£0.5 84+2.0
PT1B883 (B850) PT1B850 39+0.2 33+0.5 85+1.8
PT1B889 (B856) PT1B856 36+04 3.3+0.6 9425

FF> HDX-MS & {7 fir (mapping) < #1714 5 J5 74
[0130) HHHDX-MS.” *Zi#(on-exchang )& 55 © 154 uLEY25 uM tau Fab
(PT1B187=2¢PT1B887 ) EAE A EA30 uM NPT-6 36 uLAYH,OB T L4& E&K
(20 mM MES (pH 6.4) ~ 150 mM NaClj7295% D,O ; 520 mM Tris (pH 8.4) ~

66 H 4t 82 HEERRIAZE)

110112656 FE Y A0202 1103207354—0
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150 mM NaCl}295% D,O ) R » DIEIASC AR IE - KRR &9113.2°CEL
23 CTIEE15 ~ 50 ~ 150 ~ 500 ~ 1,500 ~ 5,000 ~ 215,000F) - ;70040 uL/5alHY8
Mf ~ 1 MTCEP (pH 3.0) » DURFZCHEIERZAME » WIZRI73 AT -

[0131] FINHDX-MSEHRIERL ~ i F 12 FPHDX-MSEE AR F (R FH B &)
{EHDx 45 (LEAP Technologies, Morrisville, NC)ZKSh (T - ‘EFE KR % 0 EH
B - RyEE E SR XA (2K B AR R (Aspergillus saitoiyss XIIAIHYE S ) /
B E A E(w/w, 1:1; 2.1 x 30 mm) (NovaBioAssays Inc., Woburn, MA) ; [} >
EACQUITY UPLC BEH C18 VanGuardgij B & (2.1 x 5 mm) (Waters, Milford,
MA) ~ 47 Accucore C18 (2.1 x 100 mm) (Thermo Fisher Scientific, Waltham,
MA) ; FLCZE > VH-P10-A (Thermo Fisher Scientific) - Z£#%Z8 ( HE S
EPFER) HEE F5600 uL/min » HEFH99%K ~ 1%LRE ~ 0.1%HF; < #ER

(BFHEREZTEE) 58%E £ 100 uL/min > /20 minZE8% % 28% L& (1t
01%/KVEHEES ) -

[0132) MSEIBIERY - fHEFLTQ™ Orbitrap Fusion Lumos& % {#
(Thermo Fisher Scientific) » #E{TEFE T - HEABMERE275C » T
150,000 » '8 & #1[E(m/z) 30042,000 -

[0133) HDX-MSEHEHEN - f+HDXE i~ Fij » {#i FiBioPharma Finder
3.0 (Thermo Fisher Scientific) ST TIETACEE ARG - £ THDXEE: - (1
FIHDExaminerz52.1kf(Sierra Analytics, Modesto, CA) » DL EHMS[R AR IE = /E

HEME -

AR

567 H - 4k 82 HEETRRIHE)
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[0134)] PTIBI187 (¥HERIMAbAPT3) B FEEL30%32 ~ 32433
(CDR1) ~ 100Z101 ~ 102 ~ 103%105 ~ 107 (CDR3){I454 ENPT-61% » &84 JE
WiaZInIEE) > e RIS G E R s By - KHE 7 EEE93496 (CDR3)
N AEBERE) > BB RZ A - B [&EF50%253 (CDR2)JRITEES K bh
& o BESRE LS50 53 g8 b/ - (BB B 47 (deuterium buildup curve)
TEREUTN > AR RATERL - REERETEEIES) - B CDR2 F i H
Z CDRIARNU]RERY By G AL 2 B 57 - Bl —2E8sy (EEZ205223 ~ 442245 -
69 ~ 12273 ~ 15877 ~ K78) BIR{E4E & ENPT-612AVEE ALK E81L - #E
SRR FITE AR NE -

[0135] PT1B877 (HEAIMAb(4APTIBS44) ~ &l > [EEF30431 ~ 32
(CDR1) ~ 53%54 (CDR2) 97498 ~ 99 ~ 100£101 ~ 102 ~ 103%104 ~ %105
(CDR3){EAE S ENPT-61% - 254 IRERIIAVIEE) - i RE# T 2 28 =1E
CDR{AH #{r 2 B4y - BEHE CDR2 T R 454 o MESAIRERS04 55 By F
LRI 10%RYERIR < T » (BTG RIGUERZ IR » 25 B R AFERS -
@ G B R AR - §E 2 CDRI (FEEL27%32) RN a]RERL B G AL
7y o WEHE 2 CDR3WAFE FHHDX-MSEDH] - EfE 2 —LEEly (@22 ~ 4%
45~ 69 ~ 710271 ~ K74%78) BR{E4E & ENPT-612HVEE TR TFE(L - #E

HEFA R [FI R ARG CUE -

BOI 2 -FZENIERLE tau SHAESENME: -
LAY /5 SB35 230 2 IRE A X R g

F 68 H - 4k 82 H(HEHRRIHZE)
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[0136] EFEBLA[EYIAE (VNER ~ KRER ~ 18 ~ BRORFE ~ T - 2R -
FNIR) Z RSB A T 2 taull &5 & - DL THIRGHYIE 20 HIMT - $HEAME
tau > t7Atau (2K EHIEAD AIERGER < BB E <Y ) BIZEEEPHF tau (2KE AHH
ADJEER(Braak VDHY+ e AR ReBzsi-~ B MERIE ) 2R EER] o Ry 1 Aese
AT EtauflBRE B BHEFRATIE A AEA - FiAs RN pg/mLAREHE -
RAHE R ERVISENSEY) (20 ngfVEEE R ) FEENAHE (4£12% Bis-TrisTHH
AE#Z(BioRad; Hercules, CA)) | » WAEMOPSEEENR ( 3-NEIRA P FE-1-ilk )
PETIELT o AT Z1% o {EH TurboblotZ 4t (BioRad) » F& 15z 2B XA (dry-
blotting) SR 2 H E IR S0 CEGERE - 1885 2 1% » (ERDEREN TrisERS ER
Tween (Tris-buffered saline Tween, TBS-T) Y5 %RGHg A4 » BHEFHET 2/ 1/)N
Rf > AEAEPTASPT3 ~ PT1B296 ~ DU NR{EHTAZPTIB844 ~ PT1B847
PTIB850 ~ XPTIB856 (&#&RE Kyl ng/mL) F1E MEERREC) » &
HRPOMERPTIRZEE 17\ ( VandermeerenZf A_ > J. Alzheimers Dis. 65(1):265-281
(2018)) ~ fEJRME (3 x STrsEFXTBS-TH ) Z1% - ’K—&SiAe FFHRPOI R
i AZHIgG{E Hl(Jackson Immunoresearch; West Grove, PA) » FEBF1/NEF o 1 B4
el ER (4 x 547%% » DITBS-T)  {fiFHECL West Dura (Thermo Scientific)h
T iR R - EoAREOHB/RILFRDN - WG RATA PTG
AREVINEE ~ KRB~ 8~ BRORSE ~ RORRSER < tauy S HETE: -

[0137]  HHEEADRSER T4 PHFYSR SR fEM: > B ASHHSEH  tau
AV EERIER Mes - WFEH - HiAs B RBIK E tau KO/NEE Z FSER 22 BV
JE o AL > BUABEY R EK B &I Ztau (LA E(r B 220088 FRiE L (528

569 H - 4k 82 HEETRRIHE)
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RN ) RIE - Bie s o BusHERL T NRIEREF A EE KB N EE 2
taul Sz M o

{EH THC L THITAG EIAT

[0138)  FADRSES K IFADRSERHY 2 AU R ST R AR ALEE ot - DA
MERDEAAE TR M RO PR AR B Mtan. (SR ) BYSFENE - REOREDRESEAFE A
iR R (20 um/EE ) - HAEEH Z AR EEEFAE-80C T - Kt R #2
fe o PEEEITRESMEIE - F3%#E (EE(DAKO, Glostrup, Denmark, S2023)fH
ErEME B R AR - I 1/ NFFRPBS1X + 0.3% Triton X-10057% 1
(permeabilization) - —&RHTAE(0.4 pg/m)r B A7 BV 4H 7T (background
reducing component) (DAKO, S3022) Z fifetER T #ikE » ARl EZ SR
BEEVINEF » AEFR R 1% - 8/ FHHRPEEER 2 /N ed, — &R iAe (Envision,
DAKO, K4000)15 5 » & T3 B EDABIELL(DAKO, K4368) - & A M
ERAKEE L ~ BisK H A £ (Vectamount, Vector labs, Burlingame, CA,
USA, H-5000)¥f[& - FAHamamatsu NanoZoomer 2.0 rs (Hamamatsu Photonics,
Shizuoka, Japan)i#{TH{& ° PT3 ~ PT1B296 ~ & AR EHiASPT1B44& Bz H
ADJSED < B au AL (5831) &5 - HETEBEIEADEGE L3R EUI R (&R
TS EM E A EN: (ETAZETC) - HEApE )y SRAREIE —2 ([E6AE

EO6H) -

BHI 3 -4l E 2 DHRE AR

FT0H - 482 HETRRIAE)
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[0139) f{rfefEftigeE+ - MIEPT3 » PT1B296 ~ DL K NJR{LHiAS
PT1B844 - PT1B847 ~ PT1B850 « K PT1B856 ¥ tautBiEAVHIIE] - % e E M
B R4S 2% ( EFEET 2 K18 tau ) ERAVHEKARAN » 3255 F By RS S i S a0
IRFAERAETR - & MITAE B A FEIR < B8 Ak (EAY 582 AN tau < R
AAERT - KISEEYESHEE - B nlFEHE 2 S LN D ZE(FACS s Rt
LR AL B (FRET) P M40 E 2 (HolmesZE A > 2014, PNAS.111(41):E4376-

85) o

IR A E

[0140] HWHAFEERANGIE S EHERPE T o R #EHREE RS
APT3 ~ PT1B296 - DL AJF(EHTREPT1B844 - PT1B847 ~ PT1B850 - K
PT1B856 A ~ i+ B HAHRA » T RIEFEIGIRIE « [ REFEIERET - Ftau
BRI —EEE - R EAEOGER B R TR - HEEEHE
g FIFR AT & H# EE-KI8 2 HEKARE R Ry FIeRETER: 7 > BA0cripTifiEs
FHFACSH#E(T 437 (HolmesSE A » Proc Natl Acad Sci U S A. 111(41):E4376-85,
2014) o

[0141] FRREFES & aulE+ 2 EYME R E A SHADISETH
BARAERL » A2 NSAADRS s FEIE IR E T+ (L8 e Lipofectamine2000. 7 71
TMHEFEIS R 2 FIFR - DUERATHEZ 2 ER L » AR B K ADRSERHY
GEE e > DAPT3 ~ PTIB296 ~ DU A JR(LIiAEPT1B844  PT1B847

PT1B850 » KPT1B856 ([EI8AKSB) 58 & [E(Ktauififd - T EY) ZE &)

FT1H - 482 HETRRAE)
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202204402

SR (HEHER (JEEE) tau B fEauF@4mW ) - IDERNRER S
T RIGTRRRRAN )2 R -

[0142]  tauhiB@R A 2 fEIERIE Fam < 558 - HEIRHI 2 1EM) -
B AT T ARIAFE T/ N R AR SRS ME I E RS I BB o — T A
FA#%) (Funk A > J Biol Chem. 290(35):21652-62, 201521 FzMcEwan§ A
2017, PNAS 114:574-9) = {Ejth ERSCH » B]Re A ERSERCT A RE AT S
FEVE T Py e SRR MV AREAS R - 1 B AJR(EH RS S S DR L PT3 TR
oL > HERE H AT AJE(ES T-PT1B844 ~ PT1B847 ~ PT1B850 ~ K PT1B856(%

BARTRAER5EEY) -

HH 4 -1£ PHF JESEEIF 2 FBATH
[0143] ELEVHEEEAPIOIL/ NG EFTER > Hepiftaus (@ EHR &
(EEUIGHIKI8R M 4E (LifLee » Biochemistry. 45(51):15692-701, 2006 ) BT

4 5 NEADRSER 2 PFH-tautfiF ) TS EAHAT B #1H:F5E m AR BdG < AR leHy
P301LIEER/ NG 7 fr B @I - R GRS 5 (i ittau 7L~ 5
ZLRREYMETELE Y o PRS2 KI8E(PHF-taufd {1 F 59 8 fir B ATy MEE FAE
RS R R EtauZE (995 (Peeraer®: A » Neurobiol Dis. 73:83-95,
2015) - EELADRETTAE ~ PHF-taufdi+ BCK 18R SR 4L F I » sZ IS AU (IR
Hife (FEAEIA brauiihs) ZHUBTEE IR TEE (Tba% A » 2015,
Neurosci. 33(3):1024-37, 2013 ; 1ba%i A > Acta Neuropathol. 130(3):349-62) -«

[0144] B FIIEIRADISES » + e E ARG 81 A MER (5 5 | #tau
TGS ETHEI A0 o FEEOTHEER T IR R E HAEE—E5%

FT2H - 482 HETRRAE)
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HEADER 2 1&3(E AR - {35 2B AEH - —SE8YEEaERE
P301LZE 8 FiBREN > 44 (TerwelZ A > J Biol Chem. 280(5):3963-73,2005) o
AT8ZL /KL B3 H 2 [E] (EEEA]ABZE$2018/02655755% ) HFTHY
0> RAEILES 2 1821 H 7o riiassx &% ( Vandermeeren et A -+ J.
Alzheimers Dis. 65(1): 265-81 (2018)) « 4k » JEE I EE4EZ ADRSHR >+
Yo BRI R B S A A M 5 [ tau BB 2 IS HSBM RGN - PERFE ¥ sk 5 4E
SFBR 2+ A B B S N B MEAR f0 FITi#ET T 2 MesoScale Discoveries (MSD;

Meso Scale Discovery; Rockville, MD) 7172k R & ©

B R R P A

[0145]  $BHUEFHIFE - R EAPI0ILIEE Z fip& A HauZfEiE
(tau-4R/2N-P301L)~ ##EC[Rtau-P301L/Ngg, ( TerwelZE A > 2005 > [E] ) {E3{E
AREFAR T - IIEE R RE R B GATZE Z BRETATA EER - NI
EAL T - NEALERRRIUBSFAL A FAE T > A/8EE (AP-2.0 > ML +2.0
(ZHAIK ) > DV 1.8 mm (ZKEREHEHE ) ) FHEH3 ul (ZREE0.25 pl/min) 2K
ESLR ADSEER & T e AR R BE i A TE BN (EHRM%IREds - ePHF) 2B
B CEFER) X5 - it/ e TR (P ERER2MEA ) -

eHEFF

[0146] HIZKEHEEHTER/NEAHSME - DAco(ERRRAvIgE (b
f#7% (10 mM Tris HC1 (pH7.6) ; 0.8 M NaCl : 10% w/viEfH : 1 mM EGTA :
PhosStoptii e BFIIFIENE &4 5 SE2MEDTA 2/ NUEARIHIE ) F198

FT3H - 482 HETRRAE)
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{b - RPFTEY28,000 x g THEL2077#8 » HAEBATE EER (FEY)) &
WFoadE (& > RI01% N-+ e B AL EE - ££9077#8(900 rpm, 37°C)Hi% » i
FBIRAE184,000 x g T FICEE O /INEF © iR EIB R OREF Ry T e A B BE SR m VA
MRy - e - e BB~ A MY E < BB IS E AR R
o

FAe
[0147] FEMEHASPTSHIPBSHHRE(1 pg/ml) - HZ 7 EMSDIE
(5F1.30 uL) (L15XA, Mesoscale Discoveries)d » ¥3% 583 114°C T BT
% o {EFH5 x 200 plfyPBS/0.5% Tween-205:5% 7 1% » 1% 585 FH0.1% A PBS .7
FigEe HIFHET » H S x 200 plFYPBS/0.5% Tween-20 1 JU Mk  {EARIIEEA (4
SR RN RN AR ) SRR (B IMRRERN0.1% 5 PBS 1 2 ig iR
) Zi& > FZEFRAACTREERK - ik - FeZZ8HS x 200 plgy
PBS/0.5%Tween-205:50% » ELIRANAE0.1% A PBS 1 . fi% & (4 A SULFO-TAG™
LA RHTAR(PTS1) » HALZR T E2/NEFEIEFLL600 rpmiRiZ © fEise itk
(5 x 200 plfJPBS/0.5% Tween-20) 1% » JFHI150 plfy2 X4EEDET > HFAMSD
PG essERE - RFIGESREH TR R R - ZEE G Rk EsEE
ADFSER -+ e B B R R /S MEEUH(ePHF) 2 1 R FRREIRAR K © [RIG(ETR
FAERE R ME R BAL(AU) ePHFER © 48517047 ( FiBonferroniHi&iankn
ANOVA) LAGraphPad prismfRASE{T f " E1T(in house) | Bf#k > fEFIRE=EST

EEf(weayiig

FTAH - 482 HETRRAE)
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&R

[0148) EAFMEILESEAIFEFEEFE A B taudifs & PT3 (2 AH0
EEEF|/ANFZEZE2018/02655755k% ~ Fz Vandermeeren=f A_ > J. Alzheimers Dis.
65(1): 265-81 (2018) )~ {ELLEHZFEH » FTA 70+ B LABREMG2a8 55 1 1T HIE
KE NFALEEES » PTIBSAMSIEH R AFHEAI AR EAPT3 ~ PT1B296 ~ FZIPNOO2#E
{TEEER - K2 e X H RS (R 512 f7 L HAYPHFL £ 5F > 41Vandermeerenss
A J. Alzheimers Dis. 65(1): 265-81 (2018)H ffalt - [E9B £ [E9ID P HYE RS
o IER MRS SHER KU o HHEIPNOO2HYE » PT3 ~ PT1B296 ~ K
PTI1B844FE7R T RPAME - br T iZRE 2 » (EREMETIRRERERE (0.0675EH.)

DU#EFT{EPTIB296E1PT1B844  FEIHLLHL

B S BERRAS

[0149)  BEZNRIEMEtaufE T2 LUEN - (ERSERER(CSHF AT
[Eltauf B - HEEBISIMOARITHIE M s FHIFIPT3 ~ PT1B296 ~ DL AJRA{EHT
RREMICSF 2 RA1 (2 R OIMNSEBIE ] ARZEE52019/02717105% ) - HilgiR
HE P T2 17T+E5RFRE (2 R A41GalpernZE A » Alzheimer’s & Dementia:
The Journal of the Alzheimer’s Association 15(7):252-3 (2019)) - % FE AR
{EHIRBHEEPT3E AR DERAT ST - TAHEAPTIB296 A Er =AY ) -
PR LATHHIECSFI2 A (spike) g7 HF AR B R WSIRAN ) 22 52 - H AR iy
ASRIE T8 A ) CSFHf > Z1&IFREpT217+/ KA LAISIMOAME - 40 (2 R4

NSRBI F I AFHZFEE2019/02717105% ) BTk -

FTSH - 482 HETRRAE)
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A SIMOA Z AL T 7E (M &M)

[0150] feEREMERKIHO T © Simoa HomebrewE4H ( Quanterix » H
#%57101351 ; Quanterix; Billerica, MA ) -~ EfiFj(Helpen)¥Zff ( Quanterix > H§f
8£101732) - pT3/NEEMFEE(mAD) ~ hT43 mAb - pT82 mAb ~ FZhT7 mAb o
pT35E A p217+ taud GEL AL » H AR EARABRIEA S R AR EpT3
mAb o

[0151)  $HEARS50 mM Tris ~ 50 mM NaCl ~ 5 mM EDTA ~ 2%4-[{1}%
HZEH ~ 0.1% Tween 20 ~ 0.05% ProClin 300 (pH7.8) T #&fE -

[0152)  {#FH i New England Peptide (Gardner, MA )3 iy Wi e 2 BUE
LI TEARE (REIERK) -

[0153)  BKkpT3xhT43475hT43 ~ PT51 ~ FpT3F=fr (#EHPEGAEE:T

H#RE) - 1EH6893 g/molfy T8 ° fkpT3xhT43 2 f AR 5%

PRQEFEVMEDHAGTYGLGDR(dPEG4)GKTKIATPRGAAPPGQKG(dPEG4)GS
RSR(pT)PSLP(pT)PPTREPKKV-fiiif# (47 H&SEQ ID NO:81 483 ; £ REFVI4&K

B ~EBSEQID NO:79) -
[0154]  ARpT3xpT82EHpT82fpT3RAr (FEMHPEGAERETHEE) - il
HA74551 g/molty 7318 - FkpT3xpT82. Z R B3 {HAc-

SLEDEAAGHVTQARMYVSK(dPEG4)GSRSR(pT)PSLP(pT)PPTREPKKV-fifi iz

(47 RIEBSEQ ID NO:84483 ; £2RF7I&H5~&SEQ ID NO:80) -

R

FT6 H - 482 HEETRRIAE)
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[0155]  {{HEQuanterix FHZHLHTHAE - KAMIERRALA0.3 mg/mlffAEAD
SR o REEE B MR BRI P PO PR R 4R (1R A 22 200,000 # ERAL/m] - i
1ANI0200,000{EERAT/mUEHEIERAT PUE S PR Y EERE (5400,000(E SR Fiz/ml - (I
Quanterix FHEHLHVARE - (EEAFARLI0E AR - W Homebrew (=M
/B ATRFER T FE £ 1.8 pg/ml ©

[0156]  AFACIERRN0.1%04 8%/ /K 1 [B75 25 mg/ml > F£53 20 pl > W%
R o ERMERE - RIEINE s URAE AL LI 1000568 (B0 - 1.5 plff
FEE1498.5ul) o (FRRER (% A1 1000FHFE LUE R IR R AR LR (%5000 pg/ml -
130 pg/mifa G > BUEIXPIHVERERER -

[0157)  RFCSFEEARGAFTRIERI T L2/ D1 4MRE © (5 5 g

(healthy volunteer, HV)AEALL1:5E1: 105572 » A {HEADEEALLE /D 12057512 o

Simoa ¥ 7E

[0158] @i EHISimoatn e - HE SR - 2 REEE 3577
> DUTIEAD ~ 50K ~ RASHIAD » DURIEMRETT  REGES 48 - DUBBGRAZR
B--I-FLHE TS (streptavidinB-galactosidase, SBO)#ETT © &S ERLE25 pIERHLIA
&~ 100 pIEEAEFZIE S ~ 20 WEDHIZAR ~ 100 pl SBG - $AG&E Ik » 1
H—Ku[ 38 2 2 MAEED IS K DB ERUES - #5MEeEsit SimoalL &8 1
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[0159]  [E[10AZE 10BFHVEHREURpT217+E 3R (R MR
H3 AR BEAEpT217+/KPRICSFALT - {BIRSFE R & =mpT217+/K .2t
(FEOSIMOAZKHIE )~ BAERAI N BUE —2 > MHEJRPTIB296 (ECs {5248
ng/mL) > PT3 (ECsyfE 14 ng/mL ) kK NJR{EZERS (EIEPTIB844 (ECsofE24

ng/mL)) BRZFF A EIHIIH] -

EH 6 : PT1B916 (PT1B844 > YTE #f#) >~ imif T1/2 4 -
[0160] SHEPURERERENVE B2 RHMAT =1 - RCIEER
Fcl& HM252Y/S254T/T256 EZE B {E AfiFcRnFRAN S 244 /i (Dall’ Acqua® A -
JBC 281(33):23514-24 (2006)) > JHHHE {4/ FFAPT1B84453 T-LIA ¥ PT1B916
(B AMERGE & & E{EFClE T B AM252Y/S254T/T256EZR N 77 T) © &
TERHMART R > e R T T E RIS M AEPKIT ST - AEPT1B8445K
PT1B916 (10 mg/kg)IVIEET (R » HAME LRI RIS MAREEA - i1 HAE4E

BER FALRAUS IR A -

NFE IgG1 mAD B[E)fd AL SRR (A -

[0161] 11 FHYBEREURMAE F HUAS /KA E (R ERE(R - AR
PT1B844 (6.95K+/-) > PT1B916 (20.05K+/-) FragE V=R hégts » Hig
/RPT1BO16HYMMAE - ZEIIE h2.54% -

[0162] AFRFCESRHSFEERGEEMNELN - ARSI 2R
THERLEEIE T A LA s T S s BB - PRI PR i B A Al
rk [T SR ARER T 25 54, o
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<141> 2021-04-08
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<160> 84

<170> PatentIn 28 3.5 ki

<210> 1

211> 118
<212> PRT
Q213> N5

<220>
<223> AT JPHIEREH @

<220>
<223> PT3 HC

<400> 1

Glu Val Lys Leu Val
1 5

Ser Leu Lys Leu Ser
20

Ala Met Ser Trp Val
35

Ala Ser Ile Ser Lys
50

Gly Arg Phe Thr Ile

EELS

Glu Ser Gly Gly Asp Leu Val Lys Pro Gly Gly
10 15

Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
25 30

Arg Gln Asn Pro Glu Lys Arg Leu Glu Trp Val
40 45

Gly Gly Asn Thr Tyr Tyr Pro Asn Ser Val Lys
55 60

Ser Arg Asp Asn Ala Arg Asn Ile Leu Tyr Leu
F1H £115 5P
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65 70 75 80

Gln Met Ser Ser Leu Arg Ser Glu Asp Thr Ala Leu Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ala
115

<210> 2

211> 107
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>

<223> PT3 LC

<400> 2

Asp Ile Lys Met Thr Gln Ser Pro Ser Ser Met Tyr Ala Ser Leu Gly
1 5 10 15

Glu Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ser Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Gln Asp Tyr Ser Leu Thr Ile Ser Ser Leu Asp Tyr
65 70 75 80

Glu Asp Met Gly Ile Tyr Tyr Cys Leu Gln Tyr Asp Glu Phe Pro Leu
85 90 95

B2 H > #1115 HUFIER)
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Thr Phe Gly Asp Gly Thr Lys Leu Glu Leu Lys
100 105

<210> 3

211> 118
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> 18 HC

<400> 3
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Ala Asp Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
115

210> 4
E3H &£ 115 HIFVFHR)
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Q211> 107
<212> PRT
Q213> AT

<220>

223> NTFHIERBH @ &RkZAk

<220>
<223> 18 LC

<400> 4
Asp Ile Gln Met
1

Asp Arg Val Thr
20

Leu Asn Trp Phe
35

Tyr Arg Ala Asn
50

Ser Gly Ser Gly
65

Glu Asp Phe Ala

Thr Phe Gly Gln
100

<210> 5

211> 448
<212> PRT
Q213> N5

<220>

Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
5 10 15

Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
25 30

Gln Gln Lys Pro Gly Lys Ala Pro Lys Ser Leu Ile
40 45

Arg Leu Leu Asp Gly Val Pro Ser Arg Phe Ser Gly
55 60

Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
70 75 80

Thr Tyr Tyr Cys Leu Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Gly Thr Lys Leu Glu Ile Lys
105

<223> NTFFYIERRE © SRRk

<220>

<223> PT1B841 HC

110112656
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<400> 5

Glu

1

Ser

Ala

Ser

Gly

65

Gln

Arg

Leu

Leu

Cys

145

Ser

Ser

Ser

110112656

Val

Leu

Met

Ser

50

Arg

Met

Gly

Val

Ala

130

Leu

Gly

Ser

Leu

Gln

Arg

Ser

35

Ile

Phe

Asn

Trp

Thr

115

Pro

Val

Ala

Gly

Gly

Leu Val
5

Leu Ser
20

Trp Val

Ser Lys

Thr Ile

Ser Leu
85

Gly Asp
100

Val Ser

Ser Ser

Lys Asp

Leu Thr
165

Leu Tyr
180

Thr Gln

LR LN 40202

Glu Ser

Cys Ala

Arg Gln

Gly Gly

55

Ser Arg
70

Arg Ala

Tyr Gly

Ser Ala

Lys Ser

135

Tyr Phe
150

Ser Gly

Ser Leu

Thr Tyr

Gly Gly

Ala Ser
25

Ala Pro
40

Asn Thr

Asp Asn

Glu Asp

Trp Phe

105

Ser Thr

120

Thr Ser

Pro Glu

Val His

Ser Ser
185

Gly

10

Gly

Gly

Tyr

Ala

Thr

90

Ala

Lys

Gly

Pro

Thr
170

Leu Val

Phe Thr

Lys Gly

Tyr Ala
60

Lys Asn
75

Ala Val

Tyr Trp

Gly Pro

Gly Thr
140

Val Thr
155

Phe Pro

Lys

Phe

Leu

45

Asp

Ser

Tyr

Gly

Ser

125

Ala

Val

Ala

Val Val Thr Val

Pro Gly Gly
15

Ser Ser Tyr
30

Glu Trp Val

Ser Val Lys

Leu Tyr Leu
80

Tyr Cys Ala
95

Gln Val Thr
110

Val Phe Pro

Ala Leu Gly

Ser Trp Asn
160

Val Leu Gln
175

Pro Ser Ser
190

Ile Cys Asn Val Asn His Lys Pro Ser
Es5H 2115 HUF5IFR)
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Asn

His

225

Val

Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Leu

Asn
385

110112656

195

Thr Lys Val
210

Thr Cys Pro

Phe Leu Phe

Pro Glu Val
260

Val Lys Phe
275

Thr Lys Pro
290

Val Leu Thr

Cys Lys Val

Ser Lys Ala
340

Pro Ser Arg
355

Val Lys Gly
370

Gly Gln Pro

Asp Lys Lys
215

Pro Cys Pro
230

Pro Pro Lys
245

Thr Cys Val

Asn Trp Tyr

Arg Glu Glu
295

Val Leu His
310

Ser Asn Lys
325

Lys Gly Gln

Glu Glu Met

Phe Tyr Pro

375

Glu Asn Asn
390

LR LN 40202

200

Val Glu Pro

Ala Pro Glu

Pro Lys Asp
250

Val Val Asp
265

Val Asp Gly
280

Gln Tyr Asn

Gln Asp Trp

Ala Leu Pro
330

Pro Arg Glu
345

Thr Lys Asn
360

Ser Asp Ile

Tyr Lys Thr

205

Lys Ser Cys
220

Leu Leu Gly
235

Thr Leu Met

Val Ser His

Val Glu Val
285

Ser Thr Tyr
300

Leu Asn Gly
315

Ala Pro Ile

Pro Gln Val

Gln Val Ser
365

Ala Val Glu
380

Thr Pro Pro
395

Asp Lys Thr

Gly Pro Ser
240

Ile Ser Arg
255

Glu Asp Pro
270

His Asn Ala

Arg Val Val

Lys Glu Tyr
320

Glu Lys Thr
335

Tyr Thr Leu
350

Leu Thr Cys

Trp Glu Ser

Val Leu Asp
400

%6 H > 3115 HFIIFR)
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Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
420 425 430

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
435 440 445

<210> 6

211> 214
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B841 LC

<400> 6
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Ser Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
E7H £ 115 0PI
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100

Pro Ser Val Phe Ile
115

Thr Ala Ser Val Val
130

Lys Val Gln Trp Lys
145

Glu Ser Val Thr Glu
165

Ser Thr Leu Thr Leu
180

Ala Cys Glu Val Thr
195

Phe Asn Arg Gly Glu
210

<210> 7

211> 448
<212> PRT
Q213> N5

<220>
<223> AT JPHIEREH @

<220>
<223> PT1B842 HC

<400> 7
Glu Val Gln Leu Val
| 5

105

Phe Pro Pro Ser Asp Glu Gln Leu
120 125

Cys Leu Leu Asn Asn Phe Tyr Pro
135 140

Val Asp Asn Ala Leu Gln Ser Gly
150 155

Gln Asp Ser Lys Asp Ser Thr Tyr
170

Ser Lys Ala Asp Tyr Glu Lys His
185

His Gln Gly Leu Ser Ser Pro Val
200 205

Cys

BREERR

Glu Ser Gly Gly Gly Leu Val Lys
10

110

Lys Ser Gly

Arg Glu Ala

Asn Ser Gln
160

Ser Leu Ser
175

Lys Val Tyr
190

Thr Lys Ser

Pro Gly Gly
15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr

20

25

30

%8 H > 3115 HFIIFR)

110112656 T NE A0202

11032073540



202204402

Ala

Ala

Gly

65

Gln

Arg

Leu

Leu

Cys

145

Ser

Ser

Ser

Asn

His

110112656

Met

Ser

50

Arg

Met

Gly

Val

Ala

130

Leu

Gly

Ser

Leu

Ser

35

Ile

Phe

Asn

Trp

Thr

115

Pro

Val

Ala

Gly

Gly
195

Trp Val

Ser Lys

Thr Ile

Ser Leu
85

Gly Asp
100

Val Ser

Ser Ser

Lys Asp

Leu Thr
165

Leu Tyr
180

Thr Gln

Arg Gln

Gly Gly
55

Ser Arg
70

Arg Ala

Tyr Gly

Ser Ala

Lys Ser

135

Tyr Phe
150

Ser Gly

Ser Leu

Thr Tyr

Thr Lys Val Asp Lys Lys

210

215

Thr Cys Pro Pro Cys Pro

LR LN 40202

Ala Pro
40

Asn Thr

Asp Asn

Glu Asp

Trp Phe
105

Ser Thr
120

Thr Ser

Pro Glu

Val His

Ser Ser

185

Ile Cys
200

Gly Lys Gly Leu Glu Trp Val

45

Tyr Tyr Pro Asp Ser Val

60

Ala Lys Asn
75

Thr Ala Val
90

Ala Tyr Trp

Lys Gly Pro

Gly Gly Thr
140

Pro Val Thr
155

Thr Phe Pro
170

Val Val Thr

Asn Val Asn

Val Glu Pro Lys Ser

220

Ser

Tyr

Gly

Ser

125

Ala

Val

Ala

Val

His

205

Cys

Leu Tyr

Tyr Cys
95

Gln Val
110

Val Phe

Ala Leu

Ser Trp

Val Leu

175

Pro Ser
190

Lys Pro

Asp Lys

Ala Pro Glu Leu Leu Gly Gly Pro
FEoH £ 115 HUFHIFE)

Lys

Leu

80

Ala

Thr

Pro

Gly

Asn

160

Gln

Ser

Ser

Thr

Ser

11032073540
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225

Val Phe Leu Phe Pro
245

Thr Pro Glu Val Thr
260

Glu Val Lys Phe Asn
275

Lys Thr Lys Pro Arg
290

Ser Val Leu Thr Val
305

Lys Cys Lys Val Ser
325

Ile Ser Lys Ala Lys
340

Pro Pro Ser Arg Glu
355

Leu Val Lys Gly Phe
370

Asn Gly Gln Pro Glu
385

Ser Asp Gly Ser Phe
405

Arg Trp Gln Gln Gly
420

110112656 T NE A0202

230

Pro Lys

Cys Val

Trp Tyr

Glu Glu
295

Leu His
310

Asn Lys

Gly Gln

Glu Met

Tyr Pro
375

Asn Asn
390

Phe Leu

Asn Val

Pro Lys

Val Val
265

Val Asp
280

Gln Tyr

Gln Asp

Ala Leu

Pro Arg

345

Thr Lys
360

Ser Asp

Tyr Lys

Tyr Ser

Phe Ser
425

FI0H-

Asp
250

Asp

Trp

Pro

330

Glu

Asn

Ile

Thr

Lys

410

Cys

235

Thr Leu Met Ile Ser
255

Val Ser His Glu Asp
270

Val Glu Val His Asn
285

Ser Thr Tyr Arg Val
300

Leu Asn Gly Lys Glu
315

Ala Pro Ile Glu Lys
335

Pro Gln Val Tyr Thr
350

Gln Val Ser Leu Thr
365

Ala Val Glu Trp Glu
380

Thr Pro Pro Val Leu
395

Leu Thr Val Asp Lys
415

Ser Val Met His Glu
430

115 H(FFF%)

240

Arg

Pro

Ala

Val

Tyr

320

Thr

Leu

Cys

Ser

Asp

400

Ser

Ala
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Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

435

<210> 8

211> 214
<212> PRT
Q213> N5

<220>

223> NTFHIERBH @ &RkZAk

<220>

<223> PT1B842 LC

<400> 8
Asp Ile Gln Met
1

Asp Arg Val Thr
20

Leu Asn Trp Phe
35

Tyr Arg Ala Asn
50

Ser Gly Ser Gly
65

Glu Asp Met Ala

Thr Phe Gly Gln
100

Pro Ser Val Phe
115

Thr Ala Ser Val

110112656

Thr Gln Ser
5

Ile Thr Cys

Gln Gln Lys

Arg Leu Leu
55

Thr Asp Phe
70

Thr Tyr Tyr
85

Gly Thr Lys

Ile Phe Pro

440

Pro Ser

Lys Ala
25

Pro Gly
40

Ser Gly

Thr Leu

Cys Gln

Leu Glu

105

Pro Ser
120

445

Ser Leu Ser Ala Ser
10

Ser Gln Asp Ile Asn
30

Lys Ala Pro Lys Ser
45

Val Pro Ser Arg Phe
60

Thr Ile Ser Ser Leu
75

Gln Tyr Asp Glu Phe
90

Ile Lys Arg Thr Val
110

Asp Glu GIn Leu Lys
125

Val Gly
15

Arg Tyr

Leu Ile

Ser Gly

Gln Pro
80

Pro Leu
95

Ala Ala

Ser Gly

Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
11 H 115 HIFRYER)

LR LN 40202
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130

Lys Val Gln Trp Lys

145

Glu Ser Val Thr Glu

Ser Thr Leu Thr Leu

180

165

Ala Cys Glu Val Thr

Phe Asn Arg Gly Glu

210

<210> 9
211> 448
<212> PRT
Q213> N5

<220>

<223> AT JPHIEREH @

<220>

<223> PT1B843 HC

<400> 9
Glu Val Gln Leu Val

1

195

5

Ser Leu Arg Leu Ser

20

Ala Met Ser Trp Val

35

Ala Ser Ile Ser Lys

110112656

50

135 140

Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
150 155 160

Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
170 175

Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
185 190

His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
200 205

Cys

EELS

Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
10 15

Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
25 30

Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
40 45

Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
55 60

BI12H  E 115 HUFIIFHR
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Gly

65

Gln

Arg

Leu

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Thr

110112656

Arg Phe

Met Asn

Gly Trp

Val Thr

115

Ala Pro
130

Leu Val

Gly Ala

Ser Gly

Leu Gly

195

Thr Lys

210

Thr Cys

Phe Leu

Pro Glu

Thr Ile

Ser Leu
85

Gly Asp
100

Val Ser

Ser Ser

Lys Asp

Leu Thr
165

Leu Tyr
180

Thr Gln

Val Asp

Pro Pro

Phe Pro

245

Val Thr

LR LN 40202

Ser Arg
70

Arg Ala

Tyr Gly

Ser Ala

Lys Ser
135

Tyr Phe
150

Ser Gly

Ser Leu

Thr Tyr

Lys Lys
215

Cys Pro
230

Pro Lys

Cys Val

Asp Asn Ala Lys Asn Ser
75

Glu Asp Thr Ala Val Tyr
90

Trp Phe Ala Tyr Trp Gly
105

Ser Thr Lys Gly Pro Ser
120 125

Thr Ser Gly Gly Thr Ala
140

Pro Glu Pro Val Thr Val
155

Val His Thr Phe Pro Ala
170

Ser Ser Val Val Thr Val
185

Ile Cys Asn Val Asn His
200 205

Val Glu Pro Lys Ser Cys
220

Ala Pro Glu Leu Leu Gly
235

Pro Lys Asp Thr Leu Met
250

Leu

Tyr

Gln

110

Val

Ala

Ser

Val

Pro

190

Lys

Asp

Gly

Ile

Tyr

Cys

95

Val

Phe

Leu

Trp

Leu

175

Ser

Pro

Lys

Pro

Ser
255

Leu

80

Ala

Thr

Pro

Gly

Asn

160

Gln

Ser

Ser

Thr

Ser

240

Arg

Val Val Asp Val Ser His Glu Asp Pro
13 FH - &£ 115 HFEYIR)

11032073540
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Glu Val Lys Phe Asn Trp Tyr

Lys

Ser

305

Lys

Ile

Pro

Leu

Asn

385

Ser

Arg

Leu

260

275

Thr Lys Pro
290

Val Leu Thr

Cys Lys Val

Ser Lys Ala
340

Pro Ser Arg
355

Val Lys Gly
370

Gly Gln Pro

Asp Gly Ser

Trp Gln Gln
420

His Asn His
435

<210> 10
L211> 214
<212> PRT

110112656

265

280

Arg Glu Glu Gln Tyr
295

Val Leu His Gln Asp
310

Ser Asn Lys Ala Leu
325

Lys Gly Gln Pro Arg
345

Glu Glu Met Thr Lys
360

Phe Tyr Pro Ser Asp
375

Glu Asn Asn Tyr Lys
390

Phe Phe Leu Tyr Ser
405

Gly Asn Val Phe Ser
425

Tyr Thr Gln Lys Ser
440

FUAH

LR LN 40202

Asn Ser Thr
300

Trp Leu Asn
315

Pro Ala Pro
330

Glu Pro Gln

Asn Gln Val

Ile Ala Val
380

Thr Thr Pro
395

Lys Leu Thr
410

Cys Ser Val

Leu Ser Leu

Val Asp Gly Val Glu Val

285

Tyr

Gly

Ile

Val

Ser

365

Glu

Pro

Val

Met

Ser
445

270

His Asn Ala

Arg Val Val

Lys Glu Tyr
320

Glu Lys Thr
335

Tyr Thr Leu
350

Leu Thr Cys

Trp Glu Ser

Val Leu Asp
400

Asp Lys Ser
415

His Glu Ala
430

Pro Gly Lys

115 H(FFF%)

11032073540
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Q213> ANTFF

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B843 LC

<400> 10
Asp Ile Gln Met Thr Gln Ser
1 5

Asp Arg Val Thr Ile Thr Cys
20

Leu Asn Trp Phe Gln Gln Lys
35

Tyr Arg Ala Asn Arg Leu Leu
50 55

Ser Gly Ser Gly Thr Asp Phe
65 70

Glu Asp Phe Ala Thr Tyr Tyr
85

Thr Phe Gly Gln Gly Thr Lys
100

Pro Ser Val Phe Ile Phe Pro
115

Thr Ala Ser Val Val Cys Leu
130 135

Lys Val Gln Trp Lys Val Asp
145 150

Glu Ser Val Thr Glu Gln Asp

110112656 T NE A0202

Pro Ser Ser
10

Lys Ala Ser
25

Pro Gly Lys
40

Ser Gly Val

Thr Leu Thr

Cys Gln Gln
90

Leu Glu Ile
105

Pro Ser Asp
120

Leu Asn Asn

Asn Ala Leu

Leu Ser

Gln Asp

Ser Pro

Pro Ser
60

Ile Ser
75

Tyr Asp

Lys Arg

Glu Gln

Phe Tyr

140

Gln Ser
155

Ala

Ile

Lys

45

Arg

Ser

Glu

Thr

Leu

125

Pro

Gly

Ser

Asn

30

Thr

Phe

Leu

Phe

Val

110

Lys

Arg

Asn

Ser Lys Asp Ser Thr Tyr Ser
15 5 - £ 115 HFEYIR)

Val Gly
15

Arg Tyr

Leu Ile

Ser Gly

Gln Pro

80

Pro Leu
95

Ala Ala

Ser Gly

Glu Ala

Ser Gln

160

Leu Ser

11032073540
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165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 11

211> 448
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B844 HC

<400> 11
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

16 H > £ 115 H(F51FR)
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Arg Gly Trp Gly Asp Tyr Gly

Leu Val

Leu Ala
130

Cys Leu
145

100

Thr Val
115

Pro Ser

Val Lys

Ser Ser Ala

Ser Lys Ser
135

Asp Tyr Phe
150

Ser Gly Ala Leu Thr Ser Gly

Ser Ser

Ser Leu

Asn Thr

210

His Thr

225

Val Phe

Thr Pro

Glu Val

Gly Leu
180

Gly Thr
195

Lys Val

Cys Pro

Leu Phe

Glu Val
260

Lys Phe
275

165

Tyr Ser Leu

Gln Thr Tyr

Asp Lys Lys
215

Pro Cys Pro
230

Pro Pro Lys
245

Thr Cys Val

Asn Trp Tyr

Lys Thr Lys Pro Arg Glu Glu

110112656

LR LN 40202

Trp

Ser

120

Thr

Pro

Val

Ser

Ile

200

Val

Ala

Pro

Val

Val

280

Gln

Phe
105

Thr

Ser

Glu

His

Ser

185

Cys

Glu

Pro

Lys

Val

265

Asp

Ala Tyr Trp Gly Gln Val

Lys Gly Pro Ser
125

Gly Gly Thr Ala
140

Pro Val Thr Val
155

Thr Phe Pro Ala
170

Val Val Thr Val

Asn Val Asn His
205

Pro Lys Ser Cys
220

Glu Leu Leu Gly
235

Asp Thr Leu Met
250

Asp Val Ser His

Gly Val Glu Val
285

110

Val

Ala

Ser

Val

Pro

190

Lys

Asp

Gly

Ile

Glu

270

His

Tyr Asn Ser Thr Tyr Arg
17 5 - &£ 115 HFEVIR)

Phe

Leu

Trp

Leu

175

Ser

Pro

Lys

Pro

Ser

255

Asp

Asn

Val

Thr

Pro

Gly

Asn

160

Gln

Ser

Ser

Thr

Ser

240

Arg

Pro

Ala

Val

11032073540
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202204402

290

Ser Val Leu Thr Val Leu
305 310

Lys Cys Lys Val Ser Asn
325

Ile Ser Lys Ala Lys Gly
340

Pro Pro Ser Arg Glu Glu
355

Leu Val Lys Gly Phe Tyr
370

Asn Gly Gln Pro Glu Asn
385 390

Ser Asp Gly Ser Phe Phe
405

Arg Trp Gln Gln Gly Asn
420

Leu His Asn His Tyr Thr
435

<210> 12
211> 214
<212> PRT
Q213> N5

<220>

295

His Gln Asp

Lys Ala Leu

Gln Pro Arg
345

Met Thr Lys
360

Pro Ser Asp
375

Asn Tyr Lys

Leu Tyr Ser

Val Phe Ser
425

Gln Lys Ser
440

<223> NTFFYIERRE © SRRk

<220>
<223> PT1BR844 LC

300

Trp Leu Asn
315

Pro Ala Pro
330

Glu Pro Gln

Asn Gln Val

Ile Ala Val
380

Thr Thr Pro
395

Lys Leu Thr
410

Cys Ser Val

Leu Ser Leu

Gly

Ile

Val

Ser

365

Glu

Pro

Val

Met

Ser
445

Lys Glu Tyr
320

Glu Lys Thr
335

Tyr Thr Leu
350

Leu Thr Cys

Trp Glu Ser

Val Leu Asp
400

Asp Lys Ser
415

His Glu Ala
430

Pro Gly Lys

I8 H > H 115 H(FIIFR)

LR LN 40202
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<400> 12
Asp Ile
1

Asp Arg

Leu Asn

Tyr Arg
50

Ser Gly
65

Glu Asp
Thr Phe

Pro Ser

Thr Ala
130

Lys Val
145
Glu Ser

Ser Thr

Ala Cys

110112656

Gln Met

Val Thr
20

Trp Phe
35

Ala Asn

Ser Gly

Phe Ala

Gly Gln

100

Val Phe
115

Ser Val

Gln Trp

Val Thr

Leu Thr

180

Glu Val

Thr

Ile

Gln

Arg

Thr

Thr

85

Gly

Ile

Val

Lys

Glu

165

Leu

Gln Ser

Thr Cys

Gln Lys

Leu Leu
55

Asp Phe
70

Tyr Tyr

Thr Lys

Phe Pro

Cys Leu
135

Val Asp
150

Gln Asp

Pro Ser

Lys Ala
25

Pro Gly
40

Asp Gly

Thr Leu

Cys Gln

Leu Glu

105

Pro Ser

120

Leu Asn

Asn Ala

Ser Lys

Ser

10

Ser

Lys

Val

Thr

Gln

90

Ile

Asp

Asn

Leu

Asp
170

Ser Lys Ala Asp Tyr

185

Thr His Gln Gly Leu Ser
19 H - £ 115 HFEYIR)

LR LN 40202

Leu Ser Ala

Gln Asp Ile

Ala Pro Lys
45

Pro Ser Arg
60

Ile Ser Ser
75

Tyr Asp Glu

Lys Arg Thr

Glu Gln Leu
125

Phe Tyr Pro
140

Gln Ser Gly

155

Ser Thr Tyr

Glu Lys His

Ser Pro Val

Ser

Asn

30

Thr

Phe

Leu

Phe

Val

110

Lys

Arg

Asn

Ser

Lys

190

Thr

Val

15

Arg

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Gly

Tyr

Ile

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

11032073540
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195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 13
211> 448
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B845 HC

<400> 13
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Arg Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asn Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
115 120 125

5520 H » 115 H(FIIFR)
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202204402

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Thr

Glu

Lys

Ser

305

Lys

110112656

Ala Pro Ser Ser
130

Leu Val Lys Asp

Gly Ala Leu Thr
165

Ser Gly Leu Tyr
180

Leu Gly Thr Gln
195

Thr Lys Val Asp
210

Thr Cys Pro Pro

Phe Leu Phe Pro
245

Pro Glu Val Thr
260

Val Lys Phe Asn
275

Thr Lys Pro Arg
290

Val Leu Thr Val

Cys Lys Val Ser

LR LN 40202

Lys Ser
135

Tyr Phe
150

Ser Gly

Ser Leu

Thr Tyr

Lys Lys
215

Cys Pro
230

Pro Lys

Cys Val

Trp Tyr

Glu Glu
295

Leu His
310

Asn Lys

Thr

Pro

Val

Ser

Ile

200

Val

Ala

Pro

Val

Val

280

Gln

Ser Gly Gly Thr Ala
140

Glu Pro Val Thr Val
155

His Thr Phe Pro Ala
170

Ser Val Val Thr Val
185

Cys Asn Val Asn His
205

Glu Pro Lys Ser Cys
220

Pro Glu Leu Leu Gly
235

Lys Asp Thr Leu Met
250

Val Asp Val Ser His
265

Asp Gly Val Glu Val
285

Tyr Asn Ser Thr Tyr
300

Asp Trp Leu Asn Gly
315

Ala

Ser

Val

Pro

190

Lys

Asp

Gly

Ile

Glu

270

His

Arg

Lys

Leu

Trp

Leu

175

Ser

Pro

Lys

Pro

Ser

255

Asp

Asn

Val

Glu

Ala Leu Pro Ala Pro Ile Glu Lys
21 5 - &£ 115 HFEVIR)

Gly

Asn

160

Gln

Ser

Ser

Thr

Ser

240

Arg

Pro

Ala

Val

Tyr

320

Thr

11032073540
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325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
420 425 430

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
435 440 445

<210> 14
211> 214
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B845 LC

<400> 14
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

22 H » HE 115 HUFIIFR

110112656 FE Y A0202 1103207354—0
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Leu Asn Trp Phe
35

Tyr Arg Ala Asn
50

Ser Gly Ser Gly
65

Glu Asp Met Ala

Thr Phe Gly Gln
100

Pro Ser Val Phe
115

Thr Ala Ser Val
130

Lys Val Gln Trp
145

Glu Ser Val Thr

Ser Thr Leu Thr
180

Ala Cys Glu Val
195

Phe Asn Arg Gly
210

210> 15

110112656

Gln Gln Lys Pro Gly Lys Ala
40

Arg Leu Leu Ser Gly Val Pro
55

Thr Asp Phe Thr Leu Thr Ile
70 75

Thr Tyr Tyr Cys Gln Gln Tyr
85 90

Gly Thr Lys Leu Glu Ile Lys
105

Ile Phe Pro Pro Ser Asp Glu
120

Val Cys Leu Leu Asn Asn Phe
135

Lys Val Asp Asn Ala Leu Gln
150 155

Glu Gln Asp Ser Lys Asp Ser
165 170

Leu Ser Lys Ala Asp Tyr Glu
185

Thr His Gln Gly Leu Ser Ser
200

Glu Cys

Pro Lys
45

Ser Arg
60

Ser Ser

Asp Glu

Arg Thr

Gln Leu

125

Tyr Pro

140

Ser Gly

Thr Tyr

Lys His

Pro Val
205

Ser Leu

Phe Ser

Leu Gln

Phe Pro
95

Val Ala
110

Lys Ser

Arg Glu

Asn Ser

Ser Leu
175

Lys Val
190

Thr Lys

23 H » E 115 HFIIFHR)

LR LN 40202

Ile

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

11032073540
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211> 448
<212> PRT
Q213> AT

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B846 HC

<400> 15
Glu Val Gln Leu Val Glu Ser
| 5

Ser Leu Arg Leu Ser Cys Ala
20

Ala Met Ser Trp Val Arg Gln
35

Ala Ser Ile Ser Lys Gly Gly
50 55

Gly Arg Phe Thr Ile Ser Arg
65 70

Gln Met Asn Ser Leu Arg Ala
85

Arg Gly Trp Gly Asp Tyr Gly
100

Leu Val Thr Val Ser Ser Ala
115

Leu Ala Pro Ser Ser Lys Ser
130 135

Cys Leu Val Lys Asp Tyr Phe
145 150

110112656 T NE A0202

Gly Gly Gly
10

Ala Ser Gly
25

Ala Pro Gly
40

Asn Thr Tyr

Asp Asn Ala

Glu Asp Thr
90

Trp Phe Ala
105

Ser Thr Lys
120

Thr Ser Gly

Pro Glu Pro

Leu Val

Phe Thr

Lys Arg

Tyr Pro

60

Lys Asn
75

Ala Val

Tyr Trp

Gly Pro

Gly Thr
140

Lys

Phe

Leu

45

Asn

Ser

Tyr

Gly

Ser

125

Ala

Pro Gly Gly
15

Ser Ser Tyr
30

Glu Trp Val

Ser Val Lys

Leu Tyr Leu
80

Tyr Cys Ala
95

Gln Val Thr
110

Val Phe Pro

Ala Leu Gly

Val Thr Val Ser Trp Asn

155

160

24 H o E 115 HUFIIFR

11032073540
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Ser

Ser

Ser

Asn

His

225

Val

Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

110112656

Gly Ala Leu Thr Ser Gly

165

Ser Gly Leu Tyr Ser Leu

180

Leu Gly Thr Gln Thr Tyr

Thr

210

Thr

Phe

Pro

Val

Thr

290

Val

Cys

Ser

Pro

195

Lys

Cys

Leu

Glu

Lys

275

Lys

Val Asp Lys Lys
215

Pro Pro Cys Pro
230

Phe Pro Pro Lys
245

Val Thr Cys Val
260

Phe Asn Trp Tyr

Pro Arg Glu Glu
295

Leu Thr Val Leu His

Lys

Lys

Ser

310

Val Ser Asn Lys
325

Ala Lys Gly Gln
340

Arg Glu Glu Met

LR LN 40202

Val His Thr Phe Pro Ala
170

Ser Ser Val Val Thr Val
185

Ile Cys Asn Val Asn His
200 205

Val Glu Pro Lys Ser Cys
220

Ala Pro Glu Leu Leu Gly
235

Pro Lys Asp Thr Leu Met
250

Val Val Asp Val Ser His
265

Val Asp Gly Val Glu Val
280 285

Gln Tyr Asn Ser Thr Tyr
300

Gln Asp Trp Leu Asn Gly
315

Ala Leu Pro Ala Pro Ile
330

Pro Arg Glu Pro Gln Val
345

Val

Pro

190

Lys

Asp

Gly

Ile

Glu

270

His

Arg

Lys

Glu

Tyr
350

Leu

175

Ser

Pro

Lys

Pro

Ser

255

Asp

Asn

Val

Glu

Lys

335

Thr

Gln

Ser

Ser

Thr

Ser

240

Arg

Pro

Ala

Val

Tyr

320

Thr

Leu

Thr Lys Asn Gln Val Ser Leu Thr Cys
525 FH - &£ 115 HFEYIR)

11032073540
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202204402

355

Leu Val Lys Gly Phe
370

Asn Gly Gln Pro Glu
385

Ser Asp Gly Ser Phe
405

Arg Trp Gln Gln Gly
420

Leu His Asn His Tyr
435

<210> 16
211> 214
<212> PRT
Q213> N5

<220>

<223> AT JPHIEREH @

<220>
<223> PT1BR46 LC

<400> 16
Asp Ile Gln Met Thr
1 5

Asp Arg Val Thr Ile
20

Leu Asn Trp Phe Gln
35

Tyr Arg Ala Asn Arg
50

360

Tyr Pro Ser
375

Asn Asn Tyr

390

Phe Leu Tyr

Asn Val Phe

Thr Gln Lys
440

EELS

Gln Ser Pro

Thr Cys Lys

Gln Lys Pro
40

Leu Leu Ser
55

LR LN 40202

Asp Ile

Lys Thr

Ser Lys
410

Ser Cys
425

Ser Leu

Ser Ser
10

Ala Ser
25

Gly Lys

Gly Val

526 -

365

Ala Val Glu
380

Thr Pro Pro
395

Leu Thr Val

Ser Val Met

Ser Leu Ser
445

Leu Ser Ala

Gln Asp Ile

Ser Pro Lys
45

Pro Ser Arg
60

Trp Glu Ser

Val Leu Asp
400

Asp Lys Ser
415

His Glu Ala
430

Pro Gly Lys

Ser Val Gly
15

Asn Arg Tyr
30

Thr Leu Ile

Phe Ser Gly

115 H(FFF%)

11032073540
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Ser Gly Ser Gly Thr Asp Phe

65

70

Glu Asp Phe Ala Thr Tyr Tyr

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Phe

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Asn
210

85

Gly Gln Gly Thr Lys
100

Val Phe Ile Phe Pro
115

Ser Val Val Cys Leu
135

Gln Trp Lys Val Asp
150

Val Thr Glu Gln Asp
165

Leu Thr Leu Ser Lys Ala Asp

180

Glu Val Thr His Gln Gly Leu

195

Arg Gly Glu Cys

<210> 17
211> 448
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>

110112656

LR LN 40202

Thr Leu Thr Ile Ser Ser

75

Cys Gln GIn Tyr Asp Glu

Leu Glu

105

Pro Ser

120

Leu Asn

Asn Ala

Ser Lys

200

185

90

Ile Lys Arg

Asp Glu Gln

Asn Phe Tyr
140

Leu Gln Ser
155

Asp Ser Thr
170

Tyr Glu Lys

Ser Ser Pro

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

Leu Gln Pro
80

Phe Pro Leu
95

Val Ala Ala
110

Lys Ser Gly

Arg Glu Ala

Asn Ser Gln
160

Ser Leu Ser
175

Lys Val Tyr
190

Thr Lys Ser

27 H o F 115 HFIIFHR)
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<223> PT1B847 HC

<400> 17
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Arg Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asn Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
115 120 125

Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly
130 135 140

Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn
145 150 155 160

Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln
165 170 175

Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser
180 185 190

28 H » 115 H(FIIFHR)
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Ser

Asn

His

225

Val

Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Leu

Asn

110112656

Leu Gly Thr
195

Thr Lys Val
210

Thr Cys Pro

Phe Leu Phe

Pro Glu Val
260

Val Lys Phe
275

Thr Lys Pro
290

Val Leu Thr

Cys Lys Val

Ser Lys Ala
340

Pro Ser Arg
355

Val Lys Gly
370

Gly Gln Pro

Gln Thr Tyr

Asp Lys Lys
215

Pro Cys Pro
230

Pro Pro Lys
245

Thr Cys Val

Asn Trp Tyr

Arg Glu Glu
295

Val Leu His
310

Ser Asn Lys
325

Lys Gly Gln

Glu Glu Met

Phe Tyr Pro

375

Glu Asn Asn

LR LN 40202

Ile Cys Asn
200

Val Glu Pro

Ala Pro Glu

Pro Lys Asp
250

Val Val Asp
265

Val Asp Gly
280

Gln Tyr Asn

Gln Asp Trp

Ala Leu Pro
330

Pro Arg Glu
345

Thr Lys Asn
360

Ser Asp Ile

Tyr Lys Thr

F29H

Val Asn His
205

Lys Ser Cys
220

Leu Leu Gly
235

Thr Leu Met

Val Ser His

Val Glu Val
285

Ser Thr Tyr
300

Leu Asn Gly
315

Ala Pro Ile

Pro Gln Val

Gln Val Ser
365

Ala Val Glu
380

Thr Pro Pro

Lys Pro Ser

Asp Lys Thr

Gly Pro Ser
240

Ile Ser Arg
255

Glu Asp Pro
270

His Asn Ala

Arg Val Val

Lys Glu Tyr
320

Glu Lys Thr
335

Tyr Thr Leu

350

Leu Thr Cys

Trp Glu Ser

Val Leu Asp

115 H(FFF%)

11032073540



110112656

202204402

385

Ser Asp Gly Ser Phe
405

Arg Trp Gln Gln Gly
420

Leu His Asn His Tyr
435

<210> 18
211> 214
<212> PRT
Q213> N5

<220>

<223> NT.FPAIERRH

<220>
<223> PT1B847 LC

<400> 18
Asp Ile Gln Met Thr
1 5

Asp Arg Val Thr Ile
20

Leu Asn Trp Phe Gln
35

Tyr Arg Ala Asn Arg
50

Ser Gly Ser Gly Thr
65

Glu Asp Phe Ala Thr
85

39

0

395

Phe Leu Tyr Ser Lys Leu Thr Val

410

Asn Val Phe Ser Cys Ser Val Met

425

Thr Gln Lys Ser Leu Ser Leu Ser

BELI

440

445

Gln Ser Pro Ser Ser Leu Ser Ala

10

Thr Cys Lys Ala Ser Gln Asp Ile

25

Gln Lys Pro Gly Lys Ala Pro Lys

40

45

Leu Leu Asp Gly Val Pro Ser Arg

55

60

Asp Phe Thr Leu Thr Ile Ser Ser

70

75

Tyr Tyr Cys Gln Gln Tyr Asp Glu

LR LN 40202

90

400

Asp Lys Ser
415

His Glu Ala
430

Pro Gly Lys

Ser Val Gly
15

Asn Arg Tyr
30

Thr Leu Ile

Phe Ser Gly

Leu Gln Pro
80

Phe Pro Leu
95

B30 H » 115 H(FIIFHR)
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202204402

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Phe

<210> 19

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Asn
210

Gly Gln
100

Val Phe
115

Ser Val

Gln Trp

Val Thr

Leu Thr
180

Glu Val
195

Arg Gly

211> 448
<212> PRT
Q213> AT

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B848 HC

<400> 19
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly

1

Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
105 110

Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
120 125

Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
135 140

Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
150 155 160

Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
185 190

Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
200 205

Glu Cys

5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr

110112656

31 H o H 115 HFIIFHR)

LR LN 40202

11032073540
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Ala

Ala

Gly

65

Gln

Arg

Leu

Leu

Cys

145

Ser

Ser

Ser

Asn

110112656

20 25 30

Met Ser Trp Val Arg Gln Ala Pro Gly Lys Arg Leu Glu Trp Val
35 40 45

Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
50 55 60

Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
70 75 80

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly
130 135 140

Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn
150 155 160

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln
165 170 175

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser
180 185 190

Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser
195 200 205

Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr
210 215 220

32 H o H 115 HUFIIFR

LR LN 40202

11032073540
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His

225

Val

Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Leu

Asn

385

Ser

Arg

110112656

Thr Cys Pro

Phe Leu Phe

Pro Glu Val
260

Val Lys Phe
275

Thr Lys Pro
290

Val Leu Thr

Cys Lys Val

Ser Lys Ala
340

Pro Ser Arg
355

Val Lys Gly

370

Gly Gln Pro

Asp Gly Ser

Trp Gln Gln

Pro Cys Pro
230

Pro Pro Lys
245

Thr Cys Val

Asn Trp Tyr

Arg Glu Glu
295

Val Leu His
310

Ser Asn Lys
325

Lys Gly Gln

Glu Glu Met

Phe Tyr Pro
375

Glu Asn Asn
390

Phe Phe Leu
405

Gly Asn Val

LR LN 40202

Ala Pro Glu Leu Leu Gly Gly Pro

Pro

Val

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyr

Phe

235

Lys Asp Thr Leu Met
250

Val Asp Val Ser His
265

Asp Gly Val Glu Val
285

Tyr Asn Ser Thr Tyr
300

Asp Trp Leu Asn Gly
315

Leu Pro Ala Pro Ile
330

Arg Glu Pro Gln Val
345

Lys Asn Gln Val Ser
365

Asp Ile Ala Val Glu
380

Lys Thr Thr Pro Pro
395

Ser Lys Leu Thr Val
410

Ile Ser
255

Glu Asp
270

His Asn

Arg Val

Lys Glu

Glu Lys

335

Tyr Thr

350

Leu Thr

Trp Glu

Val Leu

Asp Lys
415

Ser

240

Arg

Pro

Ala

Val

Tyr

320

Thr

Leu

Cys

Ser

Asp

400

Ser

Ser Cys Ser Val Met His Glu Ala
B33 5 - 115 HFEYIR)
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420 425 430

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
435 440 445

<210> 20
211> 214
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1BR4%8 LC

<400> 20
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Ser Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Met Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

B34 H o E 115 HUFIIFHR)

110112656 FE Y A0202 1103207354—0



202204402

Thr Ala Ser Val Val
130

Lys Val Gln Trp Lys
145

Glu Ser Val Thr Glu
165

Ser Thr Leu Thr Leu
180

Ala Cys Glu Val Thr
195

Phe Asn Arg Gly Glu
210

<210> 21

211> 448
<212> PRT
Q213> N5

<220>
<223> N T.FR4IEREH ¢

<220>
<223> PT1B849 HC

<400> 21
Glu Val Gln Leu Val
| 5

Ser Leu Arg Leu Ser
20

Ala Met Ser Trp Val
35

Ala Ser Ile Ser Lys

Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
135 140

Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
150 155 160

Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
170 175

Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
185 190

His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
200 205

Cys

EELS

Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
10 15

Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
25 30

Arg Gln Ala Pro Gly Lys Arg Leu Glu Trp Val
40 45

Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
B35 5 - 115 HFEYIR)

110112656 T NE A0202
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202204402

Gly

65

Gln

Arg

Leu

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

110112656

50

Arg Phe Thr

Met Asn Ser

Gly Trp Gly
100

Val Thr Val
115

Ala Pro Ser
130

Leu Val Lys

Gly Ala Leu

Ser Gly Leu
180

Leu Gly Thr
195

Thr Lys Val
210

Thr Cys Pro

Phe Leu Phe

55

Ile Ser Arg
70

Leu Arg Ala
85

Asp Tyr Gly

Ser Ser Ala

Ser Lys Ser
135

Asp Tyr Phe
150

Thr Ser Gly
165

Tyr Ser Leu

Gln Thr Tyr

Asp Lys Lys
215

Pro Cys Pro
230

Pro Pro Lys
245

LR LN 40202

60

Asp Asn Ala Lys Asn Ser
75

Glu Asp Thr Ala Val Tyr
90

Trp Phe Ala Tyr Trp Gly
105

Ser Thr Lys Gly Pro Ser
120 125

Thr Ser Gly Gly Thr Ala
140

Pro Glu Pro Val Thr Val
155

Val His Thr Phe Pro Ala
170

Ser Ser Val Val Thr Val
185

Ile Cys Asn Val Asn His
200 205

Val Glu Pro Lys Ser Cys
220

Ala Pro Glu Leu Leu Gly
235

Pro Lys Asp Thr Leu Met
250

Leu Tyr

Tyr Cys
95

Gln Val
110

Val Phe

Ala Leu

Ser Trp

Val Leu

175

Pro Ser

190

Lys Pro

Asp Lys

Gly Pro

Ile Ser
255

536 H » £ 115 H(FIIFHR)

Leu

80

Ala

Thr

Pro

Gly

Asn

160

Gln

Ser

Ser

Thr

Ser

240

Arg

11032073540



202204402

Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Leu

Asn

385

Ser

Arg

Leu

Pro Glu Val
260

Val Lys Phe
275

Thr Lys Pro
290

Val Leu Thr

Cys Lys Val

Ser Lys Ala
340

Pro Ser Arg
355

Val Lys Gly
370

Gly Gln Pro

Asp Gly Ser

Trp Gln Gln
420

His Asn His
435

210> 22

110112656

Thr Cys Val

Asn Trp Tyr

Arg Glu Glu
295

Val Leu His
310

Ser Asn Lys
325

Lys Gly Gln

Glu Glu Met

Phe Tyr Pro
375

Glu Asn Asn
390

Phe Phe Leu
405

Gly Asn Val

Tyr Thr Gln

LR LN 40202

Val Val
265

Val Asp
280

Gln Tyr

Gln Asp

Ala Leu

Pro Arg
345

Thr Lys
360

Ser Asp

Tyr Lys

Tyr Ser

Phe Ser
425

Lys Ser
440

FHITH

Asp Val Ser

Gly Val Glu

Asn Ser Thr
300

Trp Leu Asn
315

Pro Ala Pro
330

Glu Pro Gln

Asn Gln Val

Ile Ala Val
380

Thr Thr Pro
395

Lys Leu Thr
410

Cys Ser Val

Leu Ser Leu

His

Val

285

Tyr

Gly

Ile

Val

Ser

365

Glu

Pro

Val

Met

Ser
445

Glu Asp Pro
270

His Asn Ala

Arg Val Val

Lys Glu Tyr
320

Glu Lys Thr
335

Tyr Thr Leu
350

Leu Thr Cys

Trp Glu Ser

Val Leu Asp
400

Asp Lys Ser
415

His Glu Ala
430

Pro Gly Lys

115 H(FFF%)

11032073540



202204402

Q11> 214
<212> PRT
Q213> AT

<220>

<223> NTFFYIERRE © SRRk

<220>

<223> PT1B849 LC

<400> 22
Asp Ile Gln Met
1

Asp Arg Val Thr
20

Leu Asn Trp Phe
35

Tyr Arg Ala Asn
50

Ser Gly Ser Gly
65

Glu Asp Phe Ala

Thr Phe Gly Gln
100

Pro Ser Val Phe
115

Thr Ala Ser Val
130

Lys Val Gln Trp
145

110112656

Thr Gln Ser Pro Ser Ser
5 10

Ile Thr Cys Lys Ala Ser
25

Gln Gln Lys Pro Gly Lys
40

Arg Leu Leu Ser Gly Val
55

Thr Asp Phe Thr Leu Thr
70

Thr Tyr Tyr Cys Gln Gln
85 90

Gly Thr Lys Leu Glu Ile
105

Ile Phe Pro Pro Ser Asp
120

Val Cys Leu Leu Asn Asn
135

Lys Val Asp Asn Ala Leu
150

Leu Ser

Gln Asp

Ser Pro

Pro Ser
60

Ile Ser
75

Tyr Asp

Lys Arg

Glu Gln

Phe Tyr
140

Gln Ser
155

Ala

Ile

Lys

45

Arg

Ser

Glu

Thr

Leu

125

Pro

Gly

Ser

Asn

30

Thr

Phe

Leu

Phe

Val

110

Lys

Arg

Asn

38 H o 115 H(FIIFHR)

LR LN 40202

Val Gly
15

Arg Tyr

Leu Ile

Ser Gly

Gln Pro

80

Pro Leu

95

Ala Ala

Ser Gly

Glu Ala

Ser Gln
160

11032073540
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Glu Ser Val Thr Glu
165

Ser Thr Leu Thr Leu
180

Ala Cys Glu Val Thr
195

Phe Asn Arg Gly Glu
210

<210> 23
211> 448
<212> PRT
Q213> N5

<220>
<223> N T.FR4IEREH ¢

<220>
<223> PT1B850 HC

<400> 23
Glu Val Gln Leu Val
| 5

Ser Leu Arg Leu Ser
20

Ala Met Ser Trp Val
35

Ala Ser Ile Ser Lys
50

Gly Arg Phe Thr Ile
65

Gln Met Asn Ser Leu

Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
170 175

Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
185 190

His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
200 205

Cys

EELS

Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
10 15

Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
25 30

Arg Gln Ala Pro Gly Lys Arg Leu Glu Trp Val
40 45

Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
55 60

Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
70 75 80

Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
B39 5 - 115 HFEYIR)

110112656 T NE A0202
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202204402

85

Arg Gly Trp Gly Asp Tyr Gly

Leu

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Thr

100

Val Thr Val Ser
115

Ala Pro Ser Ser
130

Leu Val Lys Asp

Gly Ala Leu Thr
165

Ser Gly Leu Tyr
180

Leu Gly Thr Gln
195

Thr Lys Val Asp
210

Thr Cys Pro Pro

Phe Leu Phe Pro
245

Pro Glu Val Thr
260

Glu Val Lys Phe Asn

110112656

275

LR LN 40202

Ser Ala

Lys Ser
135

Tyr Phe
150

Ser Gly

Ser Leu

Thr Tyr

Lys Lys

215

Cys Pro

230

Pro Lys

Cys Val

Trp Tyr

Trp Phe
105

Ser Thr
120

Thr Ser

Pro Glu

Val His

Ser Ser
185

Ile Cys
200

Val Glu

Ala Pro

Pro Lys

Val Val

265

Val Asp
280

90

95

Ala Tyr Trp Gly Gln Val

Lys Gly Pro Ser
125

Gly Gly Thr Ala
140

Pro Val Thr Val
155

Thr Phe Pro Ala
170

Val Val Thr Val

Asn Val Asn His
205

Pro Lys Ser Cys
220

Glu Leu Leu Gly
235

Asp Thr Leu Met
250

Asp Val Ser His

Gly Val Glu Val
285

110

Val

Ala

Ser

Val

Pro

190

Lys

Asp

Gly

Ile

Glu

270

His

40 H » E 115 H(FIIFHR)

Phe

Leu

Trp

Leu

175

Ser

Pro

Lys

Pro

Ser

255

Asp

Asn

Thr

Pro

Gly

Asn

160

Gln

Ser

Ser

Thr

Ser

240

Arg

Pro

Ala

11032073540



202204402

Lys

Ser

305

Lys

Ile

Pro

Leu

Asn

385

Ser

Arg

Leu

Thr Lys Pro Arg Glu Glu
290 295

Val Leu Thr Val Leu His
310

Cys Lys Val Ser Asn Lys
325

Ser Lys Ala Lys Gly Gln
340

Pro Ser Arg Glu Glu Met
355

Val Lys Gly Phe Tyr Pro
370 375

Gly Gln Pro Glu Asn Asn
390

Asp Gly Ser Phe Phe Leu
405

Trp Gln Gln Gly Asn Val
420

His Asn His Tyr Thr Gln
435

<210> 24
211> 214
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>

110112656

LR LN 40202

Gln Tyr

Gln Asp

Ala Leu

Pro Arg
345

Thr Lys
360

Ser Asp

Tyr Lys

Tyr Ser

Phe Ser
425

Lys Ser
440

Asn Ser Thr
300

Trp Leu Asn
315

Pro Ala Pro
330

Glu Pro Gln

Asn Gln Val

Ile Ala Val
380

Thr Thr Pro
395

Lys Leu Thr
410

Cys Ser Val

Leu Ser Leu

Tyr

Gly

Ile

Val

Ser

365

Glu

Pro

Val

Met

Ser
445

Arg Val Val

Lys Glu Tyr
320

Glu Lys Thr
335

Tyr Thr Leu
350

Leu Thr Cys

Trp Glu Ser

Val Leu Asp
400

Asp Lys Ser
415

His Glu Ala
430

Pro Gly Lys

41 H o E 115 HFIIHR)
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<223> PTIB850 LC

<400> 24
Asp Ile Gln Met
1

Asp Arg Val Thr
20

Leu Asn Trp Phe
35

Tyr Arg Ala Asn
50

Ser Gly Ser Gly
65

Glu Asp Phe Ala

Thr Phe Gly Gln
100

Pro Ser Val Phe
115

Thr Ala Ser Val
130

Lys Val Gln Trp
145

Glu Ser Val Thr

Ser Thr Leu Thr
180

110112656

Thr

5

Ile

Gln

Arg

Thr

Thr

85

Gly

Ile

Val

Lys

Glu

165

Leu

Gln Ser Pro Ser

Thr Cys Lys Ala
25

Gln Lys Pro Gly
40

Leu Leu Asp Gly
55

Asp Phe Thr Leu
70

Tyr Tyr Cys Gln

Thr Lys Leu Glu
105

Phe Pro Pro Ser
120

Cys Leu Leu Asn
135

Val Asp Asn Ala
150

Gln Asp Ser Lys

Ser Lys Ala Asp
185

Ser Leu Ser Ala
10

Ser Gln Asp Ile

Lys Ala Pro Lys
45

Val Pro Ser Arg
60

Thr Ile Ser Ser
75

Gln Tyr Asp Glu
90

Ile Lys Arg Thr

Asp Glu Gln Leu
125

Asn Phe Tyr Pro
140

Leu Gln Ser Gly
155

Asp Ser Thr Tyr
170

Tyr Glu Lys His

Ser

Asn

30

Thr

Phe

Leu

Phe

Val

110

Lys

Arg

Asn

Ser

Lys
190

42 H o E 115 HIFIIFHR

LR LN 40202

Val Gly
15

Arg Tyr

Leu Ile

Ser Gly

Gln Pro
80

Pro Leu
95

Ala Ala

Ser Gly

Glu Ala

Ser Gln
160

Leu Ser
175

Val Tyr

11032073540
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Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 25

211> 448
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B851 HC

<400> 25
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asn Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
43 FH - 115 HFEYIR)

110112656 FE Y A0202 1103207354—0



202204402

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Thr

Glu

Lys

Ser
305

110112656

115

Ala Pro Ser Ser
130

Lys

Ser
135

Leu Val Lys Asp Tyr Phe

Gly Ala Leu Thr
165

Ser Gly Leu Tyr
180

Leu Gly Thr Gln
195

150

Ser Gly

Ser Leu

Thr Tyr

Thr Lys Val Asp Lys Lys

210

Thr Cys Pro Pro

Phe Leu Phe Pro
245

Pro Glu Val Thr
260

Val Lys Phe Asn
275

Thr Lys Pro Arg Glu Glu

290

215

Cys Pro

230

Pro Lys

Cys Val

Trp

Tyr

295

Val Leu Thr Val Leu His

LR LN 40202

310

120

Thr

Pro

Val

Ser

Ile

200

Val

Ala

Pro

Val

Val

280

Gln

125

Ser Gly Gly Thr Ala
140

Glu Pro Val Thr Val
155

His Thr Phe Pro Ala
170

Ser Val Val Thr Val
185

Cys Asn Val Asn His
205

Glu Pro Lys Ser Cys
220

Pro Glu Leu Leu Gly
235

Lys Asp Thr Leu Met
250

Val Asp Val Ser His
265

Asp Gly Val Glu Val
285

Tyr Asn Ser Thr Tyr
300

Asp Trp Leu Asn Gly
315

Ala

Ser

Val

Pro

190

Lys

Asp

Gly

Ile

Glu

270

His

Arg

Lys

A4 H > E 115 HIFIIFR

Leu Gly

Trp Asn
160

Leu Gln
175

Ser Ser

Pro Ser

Lys Thr

Pro Ser
240

Ser Arg
255

Asp Pro

Asn Ala

Val Val

Glu Tyr
320

11032073540



202204402

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
420 425 430

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
435 440 445

<210> 26
211> 214
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B851 LC

<400> 26
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
545 FH - £ 115 HFEYIR)

110112656 FE Y A0202 1103207354—0



202204402

Leu Asn

Tyr Arg
50

Ser Gly
65

Glu Asp
Thr Phe

Pro Ser

Thr Ala
130

Lys Val
145

Glu Ser
Ser Thr

Ala Cys

Phe Asn
210

110112656

20

25

Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys

35

40

45

Ala Asn Arg Leu Leu Ser Gly Val Pro Ser Arg

55

60

Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser

70

75

Met Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu

85

90

Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr

100

105

Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu

115

Ser Val Val Cys

Gln Trp Lys Val
150

120

Leu Leu
135

Asp Asn

125

Asn Asn Phe Tyr Pro
140

Ala Leu Gln Ser Gly
155

Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr

165

170

Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His

180

Glu Val Thr His
195

Arg Gly Glu Cys

Gln Gly
200

LR LN 40202

185

Leu Ser Ser Pro Val
205

30

Ser

Phe

Leu

Phe

Val

110

Lys

Arg

Asn

Ser

Lys

190

Thr

B 46 H > £ 115 HFIIFR)

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Ile

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

11032073540
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<210> 27
211> 448
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B852 HC

<400> 27
Glu Val Gln Leu Val Glu Ser Gly Gly Gly
1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
20 25

Ala Met Ser Trp Val Arg Gln Ala Pro Gly
35 40

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr
50 55

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala
65 70

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala
100 105

Leu Val Thr Val Ser Ser Ala Ser Thr Lys
115 120

Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
130 135

Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro

FATH

110112656 T NE A0202

Leu Val

Phe Thr

Lys Gly

Tyr Pro

60

Lys Asn
75

Ala Val

Tyr Trp

Gly Pro

Gly Thr
140

Lys

Phe

Leu

45

Asn

Ser

Tyr

Gly

Ser

125

Ala

Pro Gly Gly
15

Ser Ser Tyr
30

Glu Trp Val

Ser Val Lys

Leu Tyr Leu
80

Tyr Cys Ala
95

Gln Val Thr
110

Val Phe Pro

Ala Leu Gly

Val Thr Val Ser Trp Asn

115 H(FFF%)

11032073540



202204402

145

Ser

Ser

Ser

Asn

His

225

Val

Thr

Glu

Lys

Ser

305

Lys

Ile

110112656

Gly Ala Leu

Ser Gly Leu
180

Leu Gly Thr
195

Thr Lys Val
210

Thr Cys Pro

Phe Leu Phe

Pro Glu Val
260

Val Lys Phe
275

Thr Lys Pro
290

Val Leu Thr

Cys Lys Val

Ser Lys Ala
340

150

Thr Ser Gly
165

Tyr Ser Leu

Gln Thr Tyr

Asp Lys Lys
215

Pro Cys Pro
230

Pro Pro Lys
245

Thr Cys Val

Asn Trp Tyr

Arg Glu Glu
295

Val Leu His
310

Ser Asn Lys
325

Lys Gly Gln

LR LN 40202

155

Val His Thr Phe Pro Ala
170

Ser Ser Val Val Thr Val
185

Ile Cys Asn Val Asn His
200 205

Val Glu Pro Lys Ser Cys
220

Ala Pro Glu Leu Leu Gly
235

Pro Lys Asp Thr Leu Met
250

Val Val Asp Val Ser His
265

Val Asp Gly Val Glu Val
280 285

Gln Tyr Asn Ser Thr Tyr
300

Gln Asp Trp Leu Asn Gly
315

Ala Leu Pro Ala Pro Ile
330

Pro Arg Glu Pro Gln Val
345

Val

Pro

190

Lys

Asp

Gly

Ile

Glu

270

His

Arg

Lys

Glu

Tyr
350

48 H » 115 H(FIIFR)

Leu

175

Ser

Pro

Lys

Pro

Ser

255

Asp

Asn

Val

Glu

Lys

335

Thr

160

Gln

Ser

Ser

Thr

Ser

240

Arg

Pro

Ala

Val

Tyr

320

Thr

Leu

11032073540



202204402

Pro Pro Ser Arg Glu
355

Leu Val Lys Gly Phe
370

Asn Gly Gln Pro Glu
385

Ser Asp Gly Ser Phe
405

Arg Trp Gln Gln Gly
420

Leu His Asn His Tyr
435

<210> 28
211> 214
<212> PRT
Q213> N5

<220>

<223> AT JPHIEREH @

<220>
<223> PT1BR52 LC

<400> 28
Asp Ile Gln Met Thr
1 5

Asp Arg Val Thr Ile
20

Leu Asn Trp Phe Gln
35

Tyr Arg Ala Asn Arg

110112656

Glu Met Thr Lys Asn
360

Tyr Pro Ser Asp Ile
375

Asn Asn Tyr Lys Thr
390

Phe Leu Tyr Ser Lys
410

Asn Val Phe Ser Cys
425

Thr GIn Lys Ser Leu
440

EELS

Gln Ser Pro Ser Ser
10

Thr Cys Lys Ala Ser
25

Gln Lys Pro Gly Lys
40

Leu Leu Ser Gly Val

FOH-

LR LN 40202

Gln Val Ser Leu Thr Cys
365

Ala Val Glu Trp Glu Ser
380

Thr Pro Pro Val Leu Asp
395 400

Leu Thr Val Asp Lys Ser
415

Ser Val Met His Glu Ala
430

Ser Leu Ser Pro Gly Lys
445

Leu Ser Ala Ser Val Gly
15

Gln Asp Ile Asn Arg Tyr
30

Ser Pro Lys Thr Leu Ile
45

Pro Ser Arg Phe Ser Gly
115 H(7513R)

11032073540



202204402

50 55

60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu

65 70

75

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe

85

90

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val

100

105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys

115 120

125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg

130 135

140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn

145 150

155

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser

165

170

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys

180

185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr

195 200

Phe Asn Arg Gly Glu Cys
210

<210> 29
211> 448
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

110112656 T NE A0202

205

B850 H » 115 H(FIIFR)

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

11032073540



202204402

<220>

<223> PT1B853 HC

<400> 29

Glu Val Gln Leu Val

1

Ser Leu

Ala Met

Ala Ser
50

Gly Arg
65

Gln Met

Arg Gly

Leu Val

Leu Ala

130

Cys Leu
145

Ser Gly

Ser Ser

110112656

Arg

Ser

35

Ile

Phe

Asn

Trp

Thr

115

Pro

Val

Ala

Gly

5

Leu Ser
20

Trp Val

Ser Lys

Thr Ile

Ser Leu
85

Gly Asp
100

Val Ser

Ser Ser

Lys Asp

Leu Thr

165

Leu Tyr

LR LN 40202

Glu Ser

Cys Ala

Arg Gln

Gly Gly
55

Ser Arg
70

Arg Ala

Tyr Gly

Ser Ala

Lys Ser

135

Tyr Phe
150

Ser Gly

Ser Leu

Gly Gly

Ala Ser
25

Ala Pro
40

Asn Thr

Asp Asn

Glu Asp

Trp Phe

105

Ser Thr

120

Thr Ser

Pro Glu

Val His

Gly

10

Gly

Gly

Tyr

Ala

Thr

90

Ala

Lys

Gly

Pro

Thr
170

Leu Val

Phe Thr

Lys Gly

Tyr Pro
60

Lys Asn
75

Ala Val

Tyr Trp

Gly Pro

Gly Thr
140

Val Thr
155

Phe Pro

Lys

Phe

Leu

45

Asn

Ser

Tyr

Gly

Ser

125

Ala

Val

Ala

Pro

Ser

30

Glu

Ser

Leu

Tyr

Gln

110

Val

Ala

Ser

Val

Ser Ser Val Val Thr Val Pro
FES1H - H£ 115 HERVE

Gly Gly
15

Ser Tyr

Trp Val

Val Lys

Tyr Leu
80

Cys Ala
95

Val Thr

Phe Pro

Leu Gly

Trp Asn
160

Leu Gln
175

Ser Ser

11032073540



202204402

Ser

Asn

His

225

Val

Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Leu

110112656

180

Leu Gly Thr
195

Thr Lys Val
210

Thr Cys Pro

Phe Leu Phe

Pro Glu Val
260

Val Lys Phe
275

Thr Lys Pro
290

Val Leu Thr

Cys Lys Val

Ser Lys Ala
340

Pro Ser Arg
355

Val Lys Gly
370

Gln Thr Tyr

Asp Lys Lys
215

Pro Cys Pro
230

Pro Pro Lys
245

Thr Cys Val

Asn Trp Tyr

Arg Glu Glu
295

Val Leu His
310

Ser Asn Lys
325

Lys Gly Gln

Glu Glu Met

Phe Tyr Pro
375

LR LN 40202

185

Ile Cys Asn
200

Val Glu Pro

Ala Pro Glu

Pro Lys Asp
250

Val Val Asp
265

Val Asp Gly
280

Gln Tyr Asn

Gln Asp Trp

Ala Leu Pro
330

Pro Arg Glu
345

Thr Lys Asn
360

Ser Asp Ile

FHS2H-

Val Asn His
205

Lys Ser Cys
220

Leu Leu Gly
235

Thr Leu Met

Val Ser His

Val Glu Val
285

Ser Thr Tyr
300

Leu Asn Gly
315

Ala Pro Ile

Pro Gln Val

Gln Val Ser
365

Ala Val Glu
380

190

Lys Pro Ser

Asp Lys Thr

Gly Pro Ser
240

Ile Ser Arg
255

Glu Asp Pro
270

His Asn Ala

Arg Val Val

Lys Glu Tyr
320

Glu Lys Thr
335

Tyr Thr Leu
350

Leu Thr Cys

Trp Glu Ser

115 H(FFF%)

11032073540



110112656

202204402

Asn Gly Gln Pro Glu
385

Ser Asp Gly Ser Phe
405

Arg Trp Gln Gln Gly
420

Leu His Asn His Tyr
435

<210> 30
211> 214
<212> PRT
Q213> N5

<220>

<223> NT.FPAIERRH

<220>
<223> PT1BR53 LC

<400> 30

Asp Ile Gln Met Thr
1 5

Asp Arg Val Thr Ile
20

Leu Asn Trp Phe Gln
35

Tyr Arg Ala Asn Arg
50

Ser Gly Ser Gly Thr
65

Glu Asp Phe Ala Thr

Asn Asn Tyr Lys Thr
390

Phe Leu Tyr Ser Lys
410

Asn Val Phe Ser Cys
425

Thr GIn Lys Ser Leu
440

EELS

Gln Ser Pro Ser Ser
10

Thr Cys Lys Ala Ser
25

Gln Lys Pro Gly Lys
40

Leu Leu Asp Gly Val
55

Asp Phe Thr Leu Thr
70

Tyr Tyr Cys Gln Gln

HS3H-

LR LN 40202

Thr Pro Pro
395

Leu Thr Val

Ser Val Met

Ser Leu Ser
445

Leu Ser Ala

Gln Asp Ile

Ala Pro Lys
45

Pro Ser Arg
60

Ile Ser Ser
75

Tyr Asp Glu

Val Leu Asp
400

Asp Lys Ser
415

His Glu Ala
430

Pro Gly Lys

Ser Val Gly
15

Asn Arg Tyr
30

Thr Leu Ile

Phe Ser Gly

Leu Gln Pro

80

Phe Pro Leu

115 H(FFF%)

11032073540



202204402

85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 31

211> 448
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B854 HC

<400> 31
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

BS54 H o E 115 HUFIIFR

110112656 FE Y A0202 1103207354—0



202204402

Ser

Ala

Ala

Gly

65

Gln

Arg

Leu

Leu

Cys

145

Ser

Ser

Ser

Asn

110112656

Leu

Met

Ser

50

Arg

Met

Gly

Val

Ala

130

Leu

Gly

Ser

Leu

Arg

Ser

35

Ile

Phe

Asn

Trp

Thr

115

Pro

Val

Ala

Gly

Gly
195

Leu

20

Trp

Ser

Thr

Ser

Gly

100

Val

Ser

Lys

Leu

Leu

180

Thr

Ser Cys Ala

Val Arg Gln

Lys Gly Gly
55

Ile Ser Arg
70

Leu Arg Ala
85

Asp Tyr Gly

Ser Ser Ala

Ser Lys Ser
135

Asp Tyr Phe
150

Thr Ser Gly
165

Tyr Ser Leu

Gln Thr Tyr

Thr Lys Val Asp Lys Lys

LR LN 40202

Ala Ser
25

Asn Pro
40

Asn Thr

Asp Asn

Glu Asp

Trp Phe
105

Ser Thr
120

Thr Ser

Gly

Gly

Tyr

Ala

Thr

90

Ala

Lys

Gly

Pro Glu Pro

Val His

Ser Ser
185

Ile Cys
200

Thr
170

Val

Asn

Phe Thr

Lys Gly

Tyr Pro
60

Lys Asn
75

Ala Val

Tyr Trp

Gly Pro

Gly Thr

140

Val Thr

155

Phe Pro

Val Thr

Val Asn

Phe Ser Ser

Leu

45

Asp

Ser

Tyr

Gly

Ser

125

Ala

Val

Ala

Val

His
205

30

Glu

Ser

Leu

Tyr

Gln

110

Val

Ala

Ser

Val

Pro

190

Lys

Trp

Val

Tyr

Cys

95

Val

Phe

Leu

Trp

Leu

175

Ser

Pro

Val Glu Pro Lys Ser Cys Asp Lys

HSSH-

115 H(FFF%)

Tyr

Val

Lys

Leu

80

Ala

Thr

Pro

Gly

Asn

160

Gln

Ser

Ser

Thr

11032073540
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His

225

Val

Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Leu

Asn

385

Ser

110112656

210

Thr Cys Pro

Phe Leu Phe

Pro Glu Val
260

Val Lys Phe
275

Thr Lys Pro
290

Val Leu Thr

Cys Lys Val

Ser Lys Ala
340

Pro Ser Arg
355

Val Lys Gly
370

Gly Gln Pro

215

Pro Cys Pro
230

Pro
245

Pro Lys

Thr Cys Val

Asn

Trp Tyr

Glu Glu
295

Arg

Val Leu His

310

Ser Asn Lys

325

Lys Gly Gln

Glu Glu Met

Phe Tyr Pro
375

Glu Asn Asn
390

Ala Pro Glu Leu Leu Gly Gly

Pro Lys Asp
250

Val Val Asp
265

Val Asp Gly
280

Gln Tyr Asn

Gln Asp Trp

Ala Leu Pro
330

Pro Arg Glu
345

Thr Lys Asn
360

Ser Asp Ile

Tyr Lys Thr

Asp Gly Ser Phe Phe Leu Tyr Ser Lys

405

LR LN 40202

410

FS6H

220

235

Thr Leu Met

Val Ser His

Val Glu Val
285

Ser Thr Tyr
300

Leu Asn Gly
315

Ala Pro Ile

Pro Gln Val

Gln Val Ser
365

Ala Val Glu
380

Thr Pro Pro
395

Leu Thr Val

Pro Ser
240

Ile Ser Arg

255

Glu
270

Asp Pro

His Asn Ala

Arg Val Val

Glu Tyr
320

Lys

Glu Lys Thr

335

Tyr Thr Leu

350

Leu Thr Cys

Trp Glu Ser

Val Leu Asp

400

Asp Lys Ser

415

115 H(FFF%)

11032073540



202204402

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
420 425 430

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
435 440 445

<210> 32
211> 214
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1BR54 LC

<400> 32
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Ser Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Met Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
557 5 - 115 HFEYIR)

110112656 FE Y A0202 1103207354—0



202204402

115

Thr Ala Ser Val Val
130

Lys Val Gln Trp Lys
145

Glu Ser Val Thr Glu
165

Ser Thr Leu Thr Leu
180

Ala Cys Glu Val Thr
195

Phe Asn Arg Gly Glu
210

<210> 33

211> 448
<212> PRT
Q213> N5

<220>
<223> N T.FR4IEREH ¢

<220>
<223> PT1B855 HC

<400> 33
Glu Val Gln Leu Val
| 5

Ser Leu Arg Leu Ser
20

Ala Met Ser Trp Val
35

120 125

Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
135 140

Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
150 155 160

Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
170 175

Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
185 190

His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
200 205

Cys

EELS

Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
10 15

Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
25 30

Arg Gln Asn Pro Gly Lys Gly Leu Glu Trp Val
40 45

58 H o 115 H(FIIFR)

110112656 T NE A0202
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202204402

Ala

Gly

65

Gln

Arg

Leu

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

110112656

Ser Ile
50

Arg Phe

Met Asn

Gly Trp

Val Thr
115

Ala Pro
130

Leu Val

Gly Ala

Ser Gly

Leu Gly

195

Thr Lys
210

Thr Cys

Phe Leu

Ser Lys Gly Gly
55

Thr Ile Ser Arg
70

Ser Leu Arg Ala
85

Gly Asp Tyr Gly
100

Val Ser Ser Ala

Ser Ser Lys Ser
135

Lys Asp Tyr Phe
150

Leu Thr Ser Gly
165

Leu Tyr Ser Leu
180

Thr Gln Thr Tyr

Val Asp Lys Lys
215

Pro Pro Cys Pro
230

Phe Pro Pro Lys

LR LN 40202

Asn Thr Tyr Tyr Pro Asp
60

Asp Asn Ala Lys Asn Ser
75

Glu Asp Thr Ala Val Tyr
90

Trp Phe Ala Tyr Trp Gly
105

Ser Thr Lys Gly Pro Ser
120 125

Thr Ser Gly Gly Thr Ala
140

Pro Glu Pro Val Thr Val
155

Val His Thr Phe Pro Ala
170

Ser Ser Val Val Thr Val
185

Ile Cys Asn Val Asn His
200 205

Val Glu Pro Lys Ser Cys
220

Ala Pro Glu Leu Leu Gly
235

Pro Lys Asp Thr Leu Met

Ser

Leu

Tyr

Gln

110

Val

Ala

Ser

Val

Pro

190

Lys

Asp

Gly

Ile

59 H » H 115 H(FIIFHR)

Val

Tyr

Cys

95

Val

Phe

Leu

Trp

Leu

175

Ser

Pro

Lys

Pro

Ser

Lys

Leu

80

Ala

Thr

Pro

Gly

Asn

160

Gln

Ser

Ser

Thr

Ser

240

Arg

11032073540
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Thr Pro Glu

Glu Val Lys
275

Lys Thr Lys
290

Ser Val Leu
305

Lys Cys Lys

Ile Ser Lys

Pro Pro Ser
355

Leu Val Lys
370

Asn Gly Gln
385
Ser Asp Gly

Arg Trp Gln

Leu His Asn
435

110112656

245

Val Thr Cys Val Val Val
260 265

Phe Asn Trp Tyr Val Asp
280

Pro Arg Glu Glu Gln Tyr
295

Thr Val Leu His Gln Asp
310

Val Ser Asn Lys Ala Leu
325

Ala Lys Gly Gln Pro Arg
340 345

Arg Glu Glu Met Thr Lys
360

Gly Phe Tyr Pro Ser Asp
375

Pro Glu Asn Asn Tyr Lys
390

Ser Phe Phe Leu Tyr Ser
405

Gln Gly Asn Val Phe Ser
420 425

His Tyr Thr Gln Lys Ser
440

FO0H -

LR LN 40202

250

Asp Val Ser His

Gly Val Glu Val
285

Asn Ser Thr Tyr
300

Trp Leu Asn Gly
315

Pro Ala Pro Ile
330

Glu Pro GIn Val

Asn Gln Val Ser
365

Ile Ala Val Glu
380

Thr Thr Pro Pro
395

Lys Leu Thr Val
410

Cys Ser Val Met

Leu Ser Leu Ser
445

255

Glu Asp
270

His Asn

Arg Val

Lys Glu

Glu Lys
335

Tyr Thr
350

Leu Thr

Pro

Ala

Val

Tyr

320

Thr

Leu

Cys

Trp Glu Ser

Val Leu

Asp Lys
415

His Glu
430

Pro Gly

115 H(FFF%)

Asp

400

Ser

Ala

Lys

11032073540
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<210> 34
211> 214
<212> PRT
Q213> N5

<220>

223> NTFHIERBH @ &RkZAk

<220>

<223> PTIB855 LC

<400> 34
Asp Ile Gln Met
1

Asp Arg Val Thr
20

Leu Asn Trp Phe
35

Tyr Arg Ala Asn
50

Ser Gly Ser Gly
65

Glu Asp Phe Ala

Thr Phe Gly Gln
100

Pro Ser Val Phe
115

Thr Ala Ser Val
130

Lys Val Gln Trp

110112656

Thr Gln Ser
5

Ile Thr Cys

Gln Gln Lys

Arg Leu Leu
55

Thr Asp Phe
70

Thr Tyr Tyr
85

Gly Thr Lys

Ile Phe Pro

Val Cys Leu
135

Pro Ser Ser
10

Lys Ala Ser
25

Pro Gly Lys
40

Ser Gly Val

Thr Leu Thr

Cys Gln Gln
90

Leu Glu Ile
105

Pro Ser Asp
120

Leu Asn Asn

Leu Ser Ala

Gln Asp Ile

Ser Pro Lys
45

Pro Ser Arg
60

Ile Ser Ser
75

Tyr Asp Glu

Lys Arg Thr

Glu Gln Leu
125

Phe Tyr Pro
140

Ser

Asn

30

Thr

Phe

Leu

Phe

Val

110

Lys

Arg

Lys Val Asp Asn Ala Leu Gln Ser Gly Asn
ol H - £ 115 H(FEYIR)

LR LN 40202

Val Gly
15

Arg Tyr

Leu Ile

Ser Gly

Gln Pro

80

Pro Leu

95

Ala Ala

Ser Gly

Glu Ala

Ser Gln

11032073540
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145

Glu Ser Val Thr Glu
165

Ser Thr Leu Thr Leu
180

Ala Cys Glu Val Thr
195

Phe Asn Arg Gly Glu
210

<210> 35
211> 448
<212> PRT
Q213> N5

<220>
<223> N T.FR4IEREH ¢

<220>
<223> PT1B856 HC

<400> 35
Glu Val Gln Leu Val
| 5

Ser Leu Arg Leu Ser
20

Ala Met Ser Trp Val
35

Ala Ser Ile Ser Lys
50

Gly Arg Phe Thr Ile
65

150 155 160

Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
170 175

Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
185 190

His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
200 205

Cys

EELS

Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
10 15

Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
25 30

Arg Gln Asn Pro Gly Lys Gly Leu Glu Trp Val
40 45

Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
55 60

Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
70 75 80

62 H » H 115 HUFIIFR

110112656 T NE A0202
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202204402

Gln

Arg

Leu

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Thr

Met Asn

Gly Trp

Val Thr
115

Ala Pro
130

Leu Val

Gly Ala

Ser Gly

Leu Gly
195

Thr Lys
210

Thr Cys

Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr

85

Gly Asp
100

Val Ser

Ser Ser

Lys Asp

Leu Thr

165

Leu Tyr

180

Thr Gln

Val Asp

Pro Pro

Phe Leu Phe Pro

245

Pro Glu Val Thr

260

Glu Val Lys Phe Asn

110112656

LR LN 40202

Tyr Gly

Ser Ala

Lys Ser
135

Tyr Phe
150

Ser Gly

Ser Leu

Thr Tyr

Lys Lys

215

Cys Pro

230

Pro Lys

Cys Val

Trp Tyr

90

Trp Phe Ala Tyr Trp Gly
105

Ser Thr Lys Gly Pro Ser
120 125

Thr Ser Gly Gly Thr Ala
140

Pro Glu Pro Val Thr Val
155

Val His Thr Phe Pro Ala
170

Ser Ser Val Val Thr Val
185

Ile Cys Asn Val Asn His
200 205

Val Glu Pro Lys Ser Cys
220

Ala Pro Glu Leu Leu Gly
235

Pro Lys Asp Thr Leu Met
250

Val Val Asp Val Ser His
265

Val Asp Gly Val Glu Val

Tyr

Gln

110

Val

Ala

Ser

Val

Pro

190

Lys

Asp

Gly

Ile

Glu

270

His

63 H » H 115 HFIIFR)

Cys Ala
95

Val Thr

Phe Pro

Leu Gly

Trp Asn
160

Leu Gln
175

Ser Ser

Pro Ser

Lys Thr

Pro Ser
240

Ser Arg
255

Asp Pro

Asn Ala

11032073540
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Lys

Ser

305

Lys

Ile

Pro

Leu

Asn

385

Ser

Arg

Leu

275

Thr Lys
290

Val Leu

Cys Lys

Ser Lys

Pro Ser

355

Val Lys

370

Gly Gln

Asp Gly

Trp Gln

His Asn
435

<210> 36

211> 214
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

110112656

Pro Arg Glu Glu
295

Thr Val Leu His
310

Val Ser Asn Lys
325

Ala Lys Gly Gln
340

Arg Glu Glu Met

Gly Phe Tyr Pro
375

Pro Glu Asn Asn
390

Ser Phe Phe Leu
405

Gln Gly Asn Val
420

His Tyr Thr Gln

LR LN 40202

280

Gln Tyr Asn Ser Thr
300

Gln Asp Trp Leu Asn
315

Ala Leu Pro Ala Pro
330

Pro Arg Glu Pro Gln
345

Thr Lys Asn Gln Val
360

Ser Asp Ile Ala Val
380

Tyr Lys Thr Thr Pro
395

Tyr Ser Lys Leu Thr
410

Phe Ser Cys Ser Val
425

Lys Ser Leu Ser Leu
440

285

Tyr

Gly

Ile

Val

Ser

365

Glu

Pro

Val

Met

Ser
445

Arg Val Val

Lys Glu Tyr
320

Glu Lys Thr
335

Tyr Thr Leu
350

Leu Thr Cys

Trp Glu Ser

Val Leu Asp
400

Asp Lys Ser
415

His Glu Ala
430

Pro Gly Lys

64 H o E 115 HIFIIFR
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<220>
<223> PT1BR56 LC

<400> 36
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
565 H - 115 H(FEYIR)
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202204402

180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 37
211> 448
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B916 HC

<400> 37
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

566 H > £ 115 H(FIIFHR)
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Leu

Val Thr
115

Val

Leu Ala Pro Ser

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Glu

Glu

Lys

Ser

110112656

130

Leu Val

Lys

Ser Ser Ala

Ser Lys Ser
135

Asp Tyr Phe
150

Gly Ala Leu Thr Ser Gly

165

Ser Gly Leu Tyr Ser Leu

Leu Gly
195

Thr Lys

210

Thr Cys

Phe Leu

Pro Glu

Val Lys
275

180

Thr

Val

Pro

Phe

Val

260

Phe

Gln Thr Tyr

Asp Lys Lys
215

Pro Cys Pro
230

Pro Pro Lys
245

Thr Cys Val

Asn Trp Tyr

Thr Lys Pro Arg Glu Glu

290

295

Val Leu Thr Val Leu His

LR LN 40202

Ser

120

Thr

Pro

Val

Ser

Ile

200

Val

Ala

Pro

Val

Val

280

Gln

Thr Lys Gly Pro Ser
125

Ser Gly Gly Thr Ala
140

Glu Pro Val Thr Val
155

His Thr Phe Pro Ala
170

Ser Val Val Thr Val
185

Cys Asn Val Asn His
205

Glu Pro Lys Ser Cys
220

Pro Glu Leu Leu Gly
235

Lys Asp Thr Leu Tyr
250

Val Asp Val Ser His
265

Asp Gly Val Glu Val
285

Tyr Asn Ser Thr Tyr
300

Val

Ala

Ser

Val

Pro

190

Lys

Asp

Gly

Ile

Glu

270

His

Arg

Gln Asp Trp Leu Asn Gly Lys
67 H - £ 115 H(FEYIR)

Phe

Leu

Trp

Leu

175

Ser

Pro

Lys

Pro

Thr

255

Asp

Asn

Val

Glu

Pro

Gly

Asn

160

Gln

Ser

Ser

Thr

Ser

240

Arg

Pro

Ala

Val

Tyr

11032073540
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305

Lys Cys Lys

Ile Ser Lys

Pro Pro Ser
355

Leu Val Lys
370

Asn Gly Gln
385

Ser Asp Gly

Arg Trp Gln

Leu His Asn
435

<210> 38
L211> 214
<212> PRT

310

315

Val Ser Asn Lys Ala Leu Pro Ala Pro

325

330

Ala Lys Gly Gln Pro Arg Glu Pro Gln

340

345

Arg Glu Glu Met Thr Lys

360

Asn Gln Val

Gly Phe Tyr Pro Ser Asp Ile Ala Val

375

Pro Glu Asn Asn Tyr Lys

390

Ser Phe Phe Leu Tyr Ser

405

Gln Gly Asn Val Phe Ser

420

425

His Tyr Thr Gln Lys Ser

Q213> ANTFF

<220>

223> NTFHIERBH @ &RkZAk

<220>

<223> PT1B916 LC

<400> 38

440

380

Thr Thr Pro
395

Lys Leu Thr
410

Cys Ser Val

Leu Ser Leu

Ile

Val

Ser

365

Glu

Pro

Val

Met

Ser
445

320

Glu Lys Thr
335

Tyr Thr Leu
350

Leu Thr Cys

Trp Glu Ser

Val Leu Asp
400

Asp Lys Ser
415

His Glu Ala
430

Pro Gly Lys

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1

110112656

5

LR LN 40202

10

15

68 H » 115 H(FIIFR)
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Asp Arg
Leu Asn
Tyr Arg

50

Ser Gly
65

Glu Asp
Thr Phe
Pro Ser
Thr Ala

130
Lys Val
145
Glu Ser
Ser Thr

Ala Cys

Phe Asn

110112656

Val Thr
20

Trp Phe
35

Ala Asn

Ser Gly

Phe Ala

Gly Gln

100

Val
115

Phe

Ser Val

Gln Trp

Val Thr

Leu Thr
180

Glu Val
195

Arg Gly

Ile

Gln

Arg

Thr

Thr

85

Gly

Ile

Val

Lys

Glu

165

Leu

Thr

Glu

Thr Cys Lys Ala
25

Gln Lys Pro Gly
40

Leu Leu Asp Gly
55

Asp Phe Thr Leu
70

Tyr Tyr Cys Gln

Thr Lys Leu Glu
105

Phe Pro Pro Ser
120

Cys Leu Leu Asn
135

Val
150

Asp Asn Ala

Gln Asp Ser Lys

Ser Lys Ala Asp
185

His Gln Gly Leu
200

Cys

Ser

Lys

Val

Thr

Gln

90

Ile

Asp

Asn

Leu

Asp

170

Tyr

Ser

Gln Asp

Ala Pro

Pro Ser
60

Ile Ser
75

Tyr Asp

Lys Arg

Glu Gln

Phe Tyr

140

Gln Ser

155

Ser Thr

Glu Lys

Ser Pro

Ile

Lys

45

Arg

Ser

Glu

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

Asn

30

Thr

Phe

Leu

Phe

Val

110

Lys

Arg

Asn

Ser

Lys

190

Thr

69 H » 115 H(FIIFR)

LR LN 40202

Arg

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Tyr

Ile

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

11032073540
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210

<210> 39
211> 118
<212> PRT
Q213> N5

<220>
<223> AT JPHIEREH @

<220>
<223> PT1B841 VH

<400> 39
Glu Val Gln Leu Val
| 5

Ser Leu Arg Leu Ser
20

Ala Met Ser Trp Val
35

Ser Ser Ile Ser Lys
50

Gly Arg Phe Thr Ile
65

Gln Met Asn Ser Leu
85

Arg Gly Trp Gly Asp
100

Leu Val Thr Val Ser
115

<210> 40
211> 107
<212> PRT

110112656

EELS

Glu Ser Gly Gly Gly Leu Val
10

Cys Ala Ala Ser Gly Phe Thr
25

Arg Gln Ala Pro Gly Lys Gly
40

Gly Gly Asn Thr Tyr Tyr Ala
55 60

Ser Arg Asp Asn Ala Lys Asn
70 75

Arg Ala Glu Asp Thr Ala Val
90

Lys Pro Gly Gly
15

Phe Ser Ser Tyr
30

Leu Glu Trp Val
45

Asp Ser Val Lys

Ser Leu Tyr Leu
80

Tyr Tyr Cys Ala
95

Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr

105

Ser

110

B 70 H > 115 H(FIIFR)

LR LN 40202
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Q213> ANTFF

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B841 VL

<400> 40
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Ser Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 41

211> 118
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B842 VH

<400> 41
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly

BT71H  F115 H(FIIFHR)
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202204402

Ser Leu Arg Leu Ser
20

Ala Met Ser Trp Val
35

Ala Ser Ile Ser Lys
50

Gly Arg Phe Thr Ile
65

Gln Met Asn Ser Leu
85

Arg Gly Trp Gly Asp
100

Leu Val Thr Val Ser
115

<210> 42
211> 107
<212> PRT
Q213> N5

<220>
<223> N T.FR4IEREH ¢

<220>
<223> PT1B842 VL

<400> 42
Asp Ile Gln Met Thr
1 5

Asp Arg Val Thr Ile
20

10 15

Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
25 30

Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
40 45

Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
55 60

Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
70 75 80

Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
90 95

Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
105 110

Ser

EELS

Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
10 15

Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
25 30

BT72H  E 115 HIFIIFR

110112656 T NE A0202
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Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys
35 40

Tyr Arg Ala Asn Arg Leu Leu Ser Gly Val
50 55

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70

Glu Asp Met Ala Thr Tyr Tyr Cys Gln Gln
85 90

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile
100 105

<210> 43
211> 118
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B843 VH

<400> 43
Glu Val Gln Leu Val Glu Ser Gly Gly Gly
1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
20 25

Ala Met Ser Trp Val Arg Gln Ala Pro Gly
35 40

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr
50 55

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala

FT3H

110112656 T NE A0202

Ala Pro Lys Ser Leu Ile
45

Pro Ser Arg Phe Ser Gly
60

Ile Ser Ser Leu Gln Pro
75 80

Tyr Asp Glu Phe Pro Leu
95

Lys

Leu Val Lys Pro Gly Gly
15

Phe Thr Phe Ser Ser Tyr
30

Lys Gly Leu Glu Trp Val
45

Tyr Pro Asp Ser Val Lys
60

Lys Asn Ser Leu Tyr Leu

- 2115 H(FFF132)
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65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 44
211> 107
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B843 VL

<400> 44
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ser Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
85 90 95

B 74 H o E 115 HUFIIFR
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202204402

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 45
211> 118
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B844 VH

<400> 45
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
115

210> 46
FETI5H {115 HERYE)
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Q211> 107
<212> PRT
Q213> AT

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B844 VL

<400> 46
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 47
211> 118
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B845 VH

B 76 H > £ 115 H(FIIFR)
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<400> 47
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Arg Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asn Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 48
211> 107
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B845 VL

<400> 48
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
877 H - &£ 115 HFEVIR)
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20

Leu Asn Trp Phe Gln
35

Tyr Arg Ala Asn Arg
50

Ser Gly Ser Gly Thr
65

Glu Asp Met Ala Thr
85

Thr Phe Gly Gln Gly
100

<210> 49
211> 118
<212> PRT
Q213> N5

<220>

<223> AT JPHIEREH @

<220>
<223> PT1B846 VH

<400> 49
Glu Val Gln Leu Val
| 5

Ser Leu Arg Leu Ser
20

Ala Met Ser Trp Val
35

Ala Ser Ile Ser Lys
50

110112656

25

Gln Lys Pro Gly Lys
40

Leu Leu Ser Gly Val
55

Asp Phe Thr Leu Thr
70

Tyr Tyr Cys Gln Gln
90

Thr Lys Leu Glu Ile
105

EELS

Glu Ser Gly Gly Gly
10

Cys Ala Ala Ser Gly
25

Arg Gln Ala Pro Gly
40

Gly Gly Asn Thr Tyr
55

FIBH

LR LN 40202

30

Ala Pro Lys Ser Leu Ile
45

Pro Ser Arg Phe Ser Gly
60

Ile Ser Ser Leu Gln Pro
75 80

Tyr Asp Glu Phe Pro Leu
95

Lys

Leu Val Lys Pro Gly Gly
15

Phe Thr Phe Ser Ser Tyr
30

Lys Arg Leu Glu Trp Val
45

Tyr Pro Asn Ser Val Lys
60

115 H(FFF%)

11032073540
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Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 50
211> 107
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B846 VL

<400> 50
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ser Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
B9 H - £ 115 HFEYIR)
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85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 51

211> 118
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B847 VH

<400> 51
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Arg Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asn Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
115

5580 H » £ 115 H(FIIFR)
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<210> 52
211> 107
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B847 VL

<400> 52
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 53
211> 118
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
FE 1 H £ 115 HUFRYIE)
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<223> PT1B848 VH

<400> 53
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Arg Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 54
211> 107
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B84% VL

<400> 54
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

82 H > E 115 H(FIIFR)
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Asp Arg Val Thr Ile Thr Cys Lys Ala Ser
20 25

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys
35 40

Tyr Arg Ala Asn Arg Leu Leu Ser Gly Val
50 55

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70

Glu Asp Met Ala Thr Tyr Tyr Cys Gln Gln
85 90

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile
100 105

<210> 55
211> 118
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B849 VH

<400> 55
Glu Val Gln Leu Val Glu Ser Gly Gly Gly
1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
20 25

Ala Met Ser Trp Val Arg Gln Ala Pro Gly
35 40

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr

F8H

110112656 T NE A0202

Gln Asp Ile Asn Arg Tyr
30

Ala Pro Lys Ser Leu Ile
45

Pro Ser Arg Phe Ser Gly
60

Ile Ser Ser Leu Gln Pro
75 80

Tyr Asp Glu Phe Pro Leu
95

Lys

Leu Val Lys Pro Gly Gly
15

Phe Thr Phe Ser Ser Tyr
30

Lys Arg Leu Glu Trp Val
45

Tyr Pro Asp Ser Val Lys

- 2115 H(FFF132)
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50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 56
211> 107
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B849 VL

<400> 56
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ser Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

B84 H » E 115 H(FIIFR)
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Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 57
211> 118
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B850 VH

<400> 57
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Arg Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
FE R H - H 115 HURYE)
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115

<210> 58
211> 107
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B850 VL

<400> 58
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 59
211> 118
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

5586 H » £ 115 H(FIIFR)
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<220>

<223> PTIB851 VH

<400> 59
Glu Val Gln
|

Ser Leu Arg

Ala Met Ser
35

Ala Ser Ile
50

Gly Arg Phe
65

Gln Met Asn

Arg Gly Trp

Leu Val Thr
115

<210> 60
211> 107
<212> PRT

Leu Val Glu Ser Gly Gly Gly Leu Val
5 10

Leu Ser Cys Ala Ala Ser Gly Phe Thr
20 25

Trp Val Arg Gln Ala Pro Gly Lys Gly
40

Ser Lys Gly Gly Asn Thr Tyr Tyr Pro
55 60

Thr Ile Ser Arg Asp Asn Ala Lys Asn
70 75

Ser Leu Arg Ala Glu Asp Thr Ala Val
85 90

Gly Asp Tyr Gly Trp Phe Ala Tyr Trp
100 105
Val Ser Ser

Q213> ANTFF

<220>

<223> NTFFYIERRE © SRRk

<220>

<223> PTIB851 VL

<400> 60

Lys Pro Gly Gly
15

Phe Ser Ser Tyr
30

Leu Glu Trp Val
45

Asn Ser Val Lys

Ser Leu Tyr Leu
80

Tyr Tyr Cys Ala
95

Gly Gln Val Thr
110

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
587 H - £ 115 H(FEYIR)

110112656

LR LN 40202
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Asp Arg Val Thr Ile
20

Leu Asn Trp Phe Gln
35

Tyr Arg Ala Asn Arg
50

Ser Gly Ser Gly Thr
65

Glu Asp Met Ala Thr
85

Thr Phe Gly Gln Gly
100

<210> 61

211> 118
<212> PRT
Q213> N5

<220>
<223> N T.FR4IEREH ¢

<220>
<223> PT1B852 VH

<400> 61
Glu Val Gln Leu Val
| 5

Ser Leu Arg Leu Ser
20

Ala Met Ser Trp Val
35

10 15

Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
25 30

Gln Lys Pro Gly Lys Ala Pro Lys Ser Leu Ile
40 45

Leu Leu Ser Gly Val Pro Ser Arg Phe Ser Gly
55 60

Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
70 75 80

Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
90 95

Thr Lys Leu Glu Ile Lys
105

EELS

Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
10 15

Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
25 30

Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
40 45

5588 H » £ 115 H(FIIFR)
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Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asn Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 62
211> 107
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B852 VL

<400> 62
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ser Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
B89 H - £ 115 H(FFYIR)
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65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 63
211> 118
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B853 VH

<400> 63
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asn Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

90 H » £ 115 H(FIIFR)
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Leu Val Thr Val Ser Ser
115

<210> 64
211> 107
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B853 VL

<400> 64
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 65
211> 118
<212> PRT
Q213> N5

91 H » & 115 HFIIFHR)
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220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B854 VH

<400> 65
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Asn Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 66
211> 107
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B854 VL

92 H > H 115 HFIIFHR)
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<400> 66
Asp Ile Gln Met Thr
1 5

Asp Arg Val Thr Ile
20

Leu Asn Trp Phe Gln
35

Tyr Arg Ala Asn Arg
50

Ser Gly Ser Gly Thr
65

Glu Asp Met Ala Thr
85

Thr Phe Gly Gln Gly
100

<210> 67
211> 118
<212> PRT
Q213> N5

<220>
<223> AT JPHIEREH @

<220>
<223> PT1B855 VH

<400> 67
Glu Val Gln Leu Val
| 5

Ser Leu Arg Leu Ser
20

Ala Met Ser Trp Val

110112656

Gln Ser Pro Ser

Thr Cys Lys Ala
25

Gln Lys Pro Gly
40

Leu Leu Ser Gly
55

Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro

70

Tyr Tyr Cys Gln

Thr Lys Leu Glu Ile Lys

105

EELS

Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly

Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr

25

Arg Gln Asn Pro Gly Lys Gly Leu Glu Trp Val
593 FH - £ 115 H(FEYIR)

LR LN 40202

Ser Leu Ser Ala Ser Val Gly

10

Ser Gln Asp Ile Asn Arg Tyr

Lys Ala Pro Lys Ser Leu Ile

Val Pro Ser Arg Phe Ser Gly

Gln Tyr Asp Glu Phe Pro Leu

90

10

75

60

45

30

30

15

95

15

80
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35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 68
211> 107
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B855 VL

<400> 68
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ser Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

94 H > H 115 HFIIFHR)

110112656 FE Y A0202 1103207354—0



202204402

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln
85 90

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile
100 105

<210> 69
211> 118
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> PT1B856 VH

<400> 69
Glu Val Gln Leu Val Glu Ser Gly Gly Gly
1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
20 25

Ala Met Ser Trp Val Arg Gln Asn Pro Gly
35 40

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr
50 55

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala
65 70

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala

FISH

110112656 T NE A0202

Ile Ser Ser Leu Gln Pro
75 80

Tyr Asp Glu Phe Pro Leu
95

Lys

Leu Val Lys Pro Gly Gly
15

Phe Thr Phe Ser Ser Tyr
30

Lys Gly Leu Glu Trp Val
45

Tyr Pro Asp Ser Val Lys
60

Lys Asn Ser Leu Tyr Leu
75 80

Ala Val Tyr Tyr Cys Ala
95

Tyr Trp Gly Gln Val Thr

- 2115 H(FFF132)
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100 105 110

Leu Val Thr Val Ser Ser
115

<210> 70
211> 107
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1BR856 VL

<400> 70
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

210> 71
211> 118
<212> PRT

96 H > &£ 115 H(FIIFR)
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Q213> ANTFF

220>
<223> NTFFYIERRE © SRRk

<220>
<223> PT1B916 VH

<400> 71
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Ser Ile Ser Lys Gly Gly Asn Thr Tyr Tyr Pro Asp Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Gly Trp Gly Asp Tyr Gly Trp Phe Ala Tyr Trp Gly Gln Val Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 72
211> 107
<212> PRT
Q213> N5

220>
<223> NTFFYIERRE © SRRk

<220>
FEo7H - H 115 HUERYIE)
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<223> PT1B916 VL

<400> 72
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Ile Asn Arg Tyr
20 25 30

Leu Asn Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Thr Leu Ile
35 40 45

Tyr Arg Ala Asn Arg Leu Leu Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Glu Phe Pro Leu
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 73
211> 352
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> Tau ON3R

<400> 73
Met Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly
1 5 10 15

Thr Tyr Gly Leu Gly Asp Arg Lys Asp Gln Gly Gly Tyr Thr Met His
20 25 30

B 98 H » £ 115 H(FIIFR)

110112656 FE Y A0202 1103207354—0



202204402

Gln

Gly

Thr

65

Asp

Arg

Ile

Glu

Pro

145

Pro

Ser

Pro

Lys

Asp

110112656

Asp Gln Glu Gly Asp Thr

35

Ile Gly Asp
50

Gln Ala Arg

Lys Lys Ala

Gly Ala Ala
100

Pro Ala Lys
115

Pro Pro Lys
130

Gly Thr Pro

Thr Arg Glu

Pro Ser Ser
180

Asp Leu Lys
195

Thr Pro

Met Val
70

Lys Gly
85

Pro Pro

Thr Pro

Ser Gly

Gly Ser

150

Pro Lys
165

Ala Lys

Asn Val

Ser

55

Ser

Ala

Gly

Pro

Asp

135

Arg

Lys

Ser

Lys

His Gln Pro Gly Gly Gly

210

Leu Ser Lys

Val Thr

LR LN 40202

215

Ser

Asp Ala
40

Leu Glu

Lys Ser

Asp Gly

Gln Lys
105

Ala Pro
120

Arg Ser

Ser Arg

Val Ala

Arg Leu
185

Ser Lys
200

Lys Val

Gly

Asp

Lys

Lys

90

Gly

Lys

Gly

Thr

Val

170

Gln

Ile

Gln

Leu Lys

Glu Ala
60

Asp Gly
75

Thr Lys

Gln Ala

Thr Pro

Tyr Ser

140

Pro Ser

155

Val Arg

Thr Ala

Gly Ser

Ile Val
220

Ala Glu Glu Ala

45

Ala

Thr

Ile

Asn

Pro

125

Ser

Leu

Thr

Pro

Thr

205

Tyr

Gly His

Gly Ser

Ala Thr
95

Ala Thr
110

Ser Ser

Pro Gly

Pro Thr

Pro Pro

175

Val Pro
190

Glu Asn

Lys Pro

Lys Cys Gly Ser Leu Gly Asn Ile
599 H - £ 115 H(FEYIR)

Val

Asp

80

Pro

Arg

Gly

Ser

Pro

160

Lys

Met

Leu

Val

His

11032073540
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225 230 235 240

His Lys Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu Asp
245 250 255

Phe Lys Asp Arg Val Gln Ser Lys Ile Gly Ser Leu Asp Asn Ile Thr
260 265 270

His Val Pro Gly Gly Gly Asn Lys Lys Ile Glu Thr His Lys Leu Thr
275 280 285

Phe Arg Glu Asn Ala Lys Ala Lys Thr Asp His Gly Ala Glu Ile Val
290 295 300

Tyr Lys Ser Pro Val Val Ser Gly Asp Thr Ser Pro Arg His Leu Ser
305 310 315 320

Asn Val Ser Ser Thr Gly Ser Ile Asp Met Val Asp Ser Pro Gln Leu
325 330 335

Ala Thr Leu Ala Asp Glu Val Ser Ala Ser Leu Ala Lys Gln Gly Leu
340 345 350

<210> 74
<211> 381
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> Tau IN3R

<400> 74
Met Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly
1 5 10 15

Thr Tyr Gly Leu Gly Asp Arg Lys Asp Gln Gly Gly Tyr Thr Met His
20 25 30

55100 B > £ 115 H(F51%)
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Gln Asp Gln Glu Gly Asp Thr

Gln

Asp

65

Asp

Arg

Ala

Ala

Lys

145

Lys

Pro

Glu

Ser

Lys

110112656

35

Thr Pro
50

Ala Lys

Thr Pro

Met Val

Lys Gly
115

Pro Pro
130

Thr Pro

Ser Gly

Gly Ser

Pro Lys
195

Ala Lys
210

Asn Val

Thr

Ser

Ser

Ser

100

Ala

Gly

Pro

Asp

Arg

180

Lys

Ser

Lys

Glu Asp Gly
55

Thr Pro Thr
70

Leu Glu Asp
85

Lys Ser Lys

Asp Gly Lys

Gln Lys Gly
135

Ala Pro Lys
150

Arg Ser Gly
165

Ser Arg Thr

Val Ala Val

Arg Leu Gln

215

Ser Lys Ile

LR LN 40202

Asp Ala
40

Ser Glu

Ala Glu

Glu Ala

Asp Gly
105

Thr Lys
120

Gln Ala

Thr Pro

Tyr Ser

Pro Ser
185

Val Arg
200

Thr Ala

Gly Leu Lys

Glu Pro Gly
60

Ala Glu Glu
75

Ala Gly His
90

Thr Gly Ser

Ile Ala Thr

Asn Ala Thr
140

Pro Ser Ser
155

Ser Pro Gly
170

Leu Pro Thr

Thr Pro Pro

Pro Val Pro
220

Glu

45

Ser

Ala

Val

Asp

Pro

125

Arg

Gly

Ser

Pro

Lys

205

Met

Ser Pro

Glu Thr

Gly Ile

Thr Gln
95

Asp Lys
110

Arg Gly

Ile Pro

Glu Pro

Pro Gly

175

Pro Thr
190

Ser Pro

Pro Asp

Gly Ser Thr Glu Asn Leu Lys His
¥ 101 H » £ 115 H(FP91FR)

Leu

Ser

Gly

80

Ala

Lys

Ala

Ala

Pro

160

Thr

Arg

Ser

Leu

Gln
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225 230 235 240

Pro Gly Gly Gly Lys Val Gln Ile Val Tyr Lys Pro Val Asp Leu Ser
245 250 255

Lys Val Thr Ser Lys Cys Gly Ser Leu Gly Asn Ile His His Lys Pro
260 265 270

Gly Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu Asp Phe Lys Asp
275 280 285

Arg Val Gln Ser Lys Ile Gly Ser Leu Asp Asn Ile Thr His Val Pro
290 295 300

Gly Gly Gly Asn Lys Lys Ile Glu Thr His Lys Leu Thr Phe Arg Glu
305 310 315 320

Asn Ala Lys Ala Lys Thr Asp His Gly Ala Glu Ile Val Tyr Lys Ser
325 330 335

Pro Val Val Ser Gly Asp Thr Ser Pro Arg His Leu Ser Asn Val Ser
340 345 350

Ser Thr Gly Ser Ile Asp Met Val Asp Ser Pro Gln Leu Ala Thr Leu
355 360 365

Ala Asp Glu Val Ser Ala Ser Leu Ala Lys Gln Gly Leu
370 375 380

<210> 75
211> 410
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> Tau 2N3R

BE102H £ 115 HF5IR)
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<400> 75

Met Ala Glu Pro Arg Gln Glu Phe Glu Val

1

Thr Tyr

Gln Asp

Gln Thr

50

Asp Ala

65

Asp Glu

Ile Pro

Ser Leu

Ser Lys

130

Ala Asp

145

Gly Gln

Pro Ala

Asp Arg

110112656

Gly

Gln

35

Pro

Lys

Gly

Glu

Glu

115

Ser

Gly

Lys

Pro

Ser

5

Leu Gly
20

Glu Gly

Thr Glu

Ser Thr

Ala Pro
85

Gly Thr
100

Asp Glu

Lys Asp

Lys Thr

Gly Gln
165

Lys Thr
180

Gly Tyr

LR LN 40202

Asp

Asp

Asp

Pro

70

Gly

Thr

Ala

Gly

Lys

150

Ala

Pro

Ser

Arg

Thr

Gly

55

Thr

Lys

Ala

Ala

Thr

135

Ile

Asn

Pro

Ser

10

Lys Asp Gln
25

Asp Ala Gly
40

Ser Glu Glu

Ala Glu Asp

Gln Ala Ala
90

Glu Glu Ala
105

Gly His Val
120

Gly Ser Asp

Ala Thr Pro

Ala Thr Arg
170

Ser Ser Gly
185

Met Glu Asp

Gly Gly Tyr

Leu Lys Glu
45

Pro Gly Ser
60

Val Thr Ala
75

Ala Gln Pro

Gly Ile Gly

Thr GIn Ala
125

Asp Lys Lys
140

Arg Gly Ala
155

Ile Pro Ala

Glu Pro Pro

His Ala
15

Thr Met
30

Ser Pro

Glu Thr

Pro Leu

His Thr
95

Asp Thr
110

Arg Met

Ala Lys

Ala Pro

Lys Thr

175

Lys Ser
190

Pro Gly Ser Pro Gly Thr Pro Gly
5103 H - 4 115 H(F51%)

Gly

His

Leu

Ser

Val

80

Glu

Pro

Val

Gly

Pro

160

Pro

Gly

Ser
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Arg

Lys

225

Ser

Lys

Gly

Ser

Gln

305

Ser

Asn

Ala

Ser

Ser
385

110112656

195

Ser Arg Thr
210

Val Ala Val

Arg Leu Gln

Ser Lys Ile
260

Lys Val Gln
275

Lys Cys Gly
290

Val Glu Val

Lys Ile Gly

Lys Lys Ile
340

Lys Thr Asp
355

Gly Asp Thr
370

Ile Asp Met

Pro Ser Leu
215

Val Arg Thr
230

Thr Ala Pro
245

Gly Ser Thr

Ile Val Tyr

Ser Leu Gly
295

Lys Ser Glu
310

Ser Leu Asp
325

Glu Thr His

His Gly Ala

Ser Pro Arg

375

Val Asp Ser
390

LR LN 40202

200

Pro Thr

Pro Pro

Val Pro

Glu Asn
265

Lys Pro
280

Asn Ile

Lys Leu

Asn Ile

Lys Leu
345

Glu Ile
360

His Leu

Pro Gln

Pro Pro Thr
220

Lys Ser Pro
235

Met Pro Asp
250

Leu Lys His

Val Asp Leu

His His Lys
300

Asp Phe Lys
315

Thr His Val
330

Thr Phe Arg

Val Tyr Lys

Ser Asn Val
380

Leu Ala Thr
395

205

Arg Glu Pro

Ser Ser Ala

Leu Lys Asn
255

Gln Pro Gly
270

Ser Lys Val
285

Pro Gly Gly

Asp Arg Val

Pro Gly Gly
335

Glu Asn Ala
350

Ser Pro Val
365

Ser Ser Thr

Leu Ala Asp

B 104 H > £ 115 HF5IR)

Lys

Lys

240

Val

Gly

Thr

Gly

Gln

320

Gly

Lys

Val

Gly

Glu
400

11032073540
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Val Ser Ala Ser Leu
405

<210> 76
<211> 383
<212> PRT
Q213> N5

<220>
<223> AT JPHIEREH @

<220>
<223> Tau ON4R

<400> 76
Met Ala Glu Pro Arg
1 5

Thr Tyr Gly Leu Gly
20

Gln Asp Gln Glu Gly
35

Gly Ile Gly Asp Thr
50

Thr Gln Ala Arg Met
65

Asp Lys Lys Ala Lys
85

Arg Gly Ala Ala Pro
100

Ile Pro Ala Lys Thr
115

Glu Pro Pro Lys Ser

Ala Lys Gln Gly Leu
410

EELS

Gln Glu Phe Glu Val Met Glu Asp His Ala Gly
10 15

Asp Arg Lys Asp Gln Gly Gly Tyr Thr Met His
25 30

Asp Thr Asp Ala Gly Leu Lys Ala Glu Glu Ala
40 45

Pro Ser Leu Glu Asp Glu Ala Ala Gly His Val
55 60

Val Ser Lys Ser Lys Asp Gly Thr Gly Ser Asp
70 75 80

Gly Ala Asp Gly Lys Thr Lys Ile Ala Thr Pro
90 95

Pro Gly Gln Lys Gly Gln Ala Asn Ala Thr Arg
105 110

Pro Pro Ala Pro Lys Thr Pro Pro Ser Ser Gly
120 125

Gly Asp Arg Ser Gly Tyr Ser Ser Pro Gly Ser
5105 B - 4 115 H(F51%)

110112656 T NE A0202

11032073540
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Pro

145

Pro

Ser

Pro

Lys

Asp

225

His

Leu

Lys

Lys

Val

305

Arg

110112656

130

Gly

Thr

Pro

Asp

His

210

Leu

Val

Ser

Pro

Asp

290

Pro

Glu

Thr Pro Gly

Arg Glu Pro
165

Ser Ser Ala
180

Leu Lys Asn
195

Gln Pro Gly

Ser Asn Val

Pro Gly Gly
245

Lys Val Thr
260

Gly Gly Gly
275

Arg Val Gln

Gly Gly Gly

Asn Ala Lys
325

LR LN 40202

135

Ser Arg Ser Arg

150

Lys

Lys

Val

Gly

Gln

230

Gly

Ser

Gln

Ser

Asn

310

Ala

Lys

Ser

Lys

Gly

215

Ser

Ser

Lys

Val

Lys

295

Lys

Lys

Val Ala

Arg Leu
185

Ser Lys
200

Lys Val

Lys Cys

Val Gln

Cys Gly

265

Glu Val
280

Ile Gly

Lys Ile

140

Thr Pro Ser
155

Val Val Arg
170

Gln Thr Ala

Ile Gly Ser

Gln Ile Ile
220

Gly Ser Lys
235

Ile Val Tyr
250

Ser Leu Gly

Lys Ser Glu

Ser Leu Asp
300

Glu Thr His
315

Leu Pro Thr

Thr Pro Pro
175

Pro Val Pro
190

Thr Glu Asn
205

Asn Lys Lys

Asp Asn Ile

Lys Pro Val
255

Asn Ile His
270

Lys Leu Asp
285

Asn Ile Thr

Lys Leu Thr

Thr Asp His Gly Ala Glu Ile Val

330

335

106 B > £ 115 H(F51%)

Pro

160

Lys

Met

Leu

Leu

Lys

240

Asp

His

Phe

His

Phe

320

Tyr

11032073540
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Lys Ser Pro Val Val Ser Gly Asp Thr Ser Pro Arg His Leu Ser Asn
340 345 350

Val Ser Ser Thr Gly Ser Ile Asp Met Val Asp Ser Pro Gln Leu Ala
355 360 365

Thr Leu Ala Asp Glu Val Ser Ala Ser Leu Ala Lys Gln Gly Leu
370 375 380

<210> 77
211> 441
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> Tau IN4R

<400> 77
Met Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly
1 5 10 15

Thr Tyr Gly Leu Gly Asp Arg Lys Asp Gln Gly Gly Tyr Thr Met His
20 25 30

Gln Asp Gln Glu Gly Asp Thr Asp Ala Gly Leu Lys Glu Ser Pro Leu
35 40 45

Gln Thr Pro Thr Glu Asp Gly Ser Glu Glu Pro Gly Ser Glu Thr Ser
50 55 60

Asp Ala Lys Ser Thr Pro Thr Ala Glu Asp Val Thr Ala Pro Leu Val
65 70 75 80

Asp Glu Gly Ala Pro Gly Lys Gln Ala Ala Ala Gln Pro His Thr Glu
85 90 95

Ile Pro Glu Gly Thr Thr Ala Glu Glu Ala Gly Ile Gly Asp Thr Pro
¥ 107 H - £ 115 H(F91F)

110112656 FE Y A0202 1103207354—0
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Ser

Ser

Ala

145

Gly

Pro

Asp

Arg

Lys

225

Ser

Lys

Gly

Ser

110112656

Leu

Lys

130

Asp

Gln

Ala

Arg

Ser

210

Val

Arg

Ser

Lys

Lys
290

100

105

Glu Asp Glu Ala Ala Gly His

115

Ser Lys

Gly Lys

Lys Gly

Pro Lys
180

Ser Gly
195

Arg Thr

Ala Val

Leu Gln

Lys Ile
260

Val Gln
275

Cys Gly

120

Asp Gly Thr Gly Ser

Thr

Gln

165

Thr

Tyr

Pro

Val

Thr

245

Gly

Ile

Ser

Lys

150

Ala

Pro

Ser

Ser

Arg

230

Ala

Ser

Ile

Lys

135

Ile Ala Thr

Asn Ala Thr

Pro Ser Ser
185

Ser Pro Gly
200

Leu Pro Thr
215

Thr Pro Pro

Pro Val Pro

Thr Glu Asn
265

Asn Lys Lys
280

Asp Asn Ile
295

Val

Asp

Pro

Arg

170

Gly

Ser

Pro

Lys

Met

250

Leu

Leu

Lys

Thr Gln

Asp Lys
140

Arg Gly
155

Ile Pro

Glu Pro

Pro Gly

Pro Thr

220

Ser Pro
235

Pro Asp

Lys His

Asp Leu

His Val
300

Ala

125

Lys

Ala

Ala

Pro

Thr

205

Arg

Ser

Leu

Gln

Ser

285

Pro

110

Arg

Ala

Ala

Lys

Lys

190

Pro

Glu

Ser

Lys

Pro

270

Asn

Gly

55108 B > £ 115 H(F51%)

LR LN 40202

Met

Lys

Pro

Thr

175

Ser

Gly

Pro

Ala

Asn

255

Gly

Val

Gly

Val

Gly

Pro

160

Pro

Gly

Ser

Lys

Lys

240

Val

Gly

Gln

Gly

11032073540
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Ser

305

Lys

Val

Lys

Lys

Lys

385

Gly

Ile

Ser

Val Gln

Cys Gly

Glu Val

Ile Gly

355

Lys Ile

370

Thr Asp

Asp Thr

Asp Met

Ala Ser
435

<210> 78

211> 441
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> Tau 2N4R

<400> 78
Met Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly

5109 B > £ 115 H(F51%)

110112656

Ile Val Tyr Lys Pro Val
310

Ser Leu Gly Asn Ile His
325

Lys Ser Glu Lys Leu Asp
340 345

Ser Leu Asp Asn Ile Thr
360

Glu Thr His Lys Leu Thr
375

His Gly Ala Glu Ile Val
390

Ser Pro Arg His Leu Ser
405

Val Asp Ser Pro Gln Leu
420 425

Leu Ala Lys Gln Gly Leu
440

LR LN 40202

Asp Leu Ser Lys
315

His Lys Pro Gly
330

Phe Lys Asp Arg

His Val Pro Gly
365

Phe Arg Glu Asn
380

Tyr Lys Ser Pro
395

Asn Val Ser Ser
410

Ala Thr Leu Ala

Val Thr Ser
320

Gly Gly Gln
335

Val Gln Ser
350

Gly Gly Asn

Ala Lys Ala

Val Val Ser
400

Thr Gly Ser
415

Asp Glu Val
430

11032073540
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Thr Tyr Gly Leu
20

Gln Asp Gln Glu
35

Gln Thr Pro Thr
50

Asp Ala Lys Ser
65

Asp Glu Gly Ala

Ile Pro Glu Gly
100

Ser Leu Glu Asp
115

Ser Lys Ser Lys
130

Ala Asp Gly Lys
145

Gly Gln Lys Gly

Pro Ala Pro Lys
180

Asp Arg Ser Gly
195

110112656

Gly Asp Arg Lys Asp Gln Gly Gly
25

Gly Asp Thr Asp Ala Gly Leu Lys
40

Glu Asp Gly Ser Glu Glu Pro Gly
55 60

Thr Pro Thr Ala Glu Asp Val Thr
70 75

Pro Gly Lys Gln Ala Ala Ala Gln
85 90

Thr Thr Ala Glu Glu Ala Gly Ile
105

Glu Ala Ala Gly His Val Thr Gln
120

Asp Gly Thr Gly Ser Asp Asp Lys
135 140

Thr Lys Ile Ala Thr Pro Arg Gly
150 155

Gln Ala Asn Ala Thr Arg Ile Pro
165 170

Thr Pro Pro Ser Ser Gly Glu Pro
185

Tyr Ser Ser Pro Gly Ser Pro Gly
200

Tyr

Glu

45

Ser

Ala

Pro

Gly

Ala

125

Lys

Ala

Ala

Pro

Thr
205

Thr

30

Ser

Glu

Pro

His

Asp

110

Arg

Ala

Ala

Lys

Lys

190

Pro

110 5 - 115 H(F51%)

LR LN 40202

15

Met

Pro

Thr

Leu

Thr

95

Thr

Met

Lys

Pro

Thr

175

Ser

Gly

His

Leu

Ser

Val

80

Glu

Pro

Val

Gly

Pro

160

Pro

Gly

Ser

11032073540
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Arg Ser
210

Lys Val
225

Ser Arg

Lys Ser

Gly Lys

Ser Lys
290

Ser Val
305

Lys Cys

Val Glu

Lys Ile

Lys Lys
370

Lys Thr
385

Gly Asp

110112656

Arg

Ala

Leu

Lys

Val

275

Cys

Gln

Gly

Val

Gly

355

Ile

Asp

Thr

Thr

Val

Gln

Ile

260

Gln

Gly

Ile

Ser

Lys

340

Ser

Glu

His

Ser

Pro

Val

Thr

245

Gly

Ile

Ser

Val

Leu

325

Ser

Leu

Thr

Gly

Pro

Ser Leu Pro Thr
215

Arg Thr Pro Pro
230

Ala Pro Val Pro

Ser Thr Glu Asn
265

Ile Asn Lys Lys
280

Lys Asp Asn Ile
295

Tyr Lys Pro Val
310

Gly Asn Ile His

Glu Lys Leu Asp
345

Asp Asn Ile Thr
360

His Lys Leu Thr
375

Ala Glu Ile Val
390

Pro Pro Thr Arg
220

Lys Ser Pro Ser
235

Met Pro Asp Leu
250

Leu Lys His Gln

Leu Asp Leu Ser
285

Lys His Val Pro
300

Asp Leu Ser Lys
315

His Lys Pro Gly
330

Phe Lys Asp Arg

His Val Pro Gly
365

Phe Arg Glu Asn
380

Tyr Lys Ser Pro
395

Glu Pro

Ser Ala

Lys Asn
255

Pro Gly
270

Asn Val

Gly Gly

Val Thr

Gly Gly

335

Val Gln

350

Gly Gly

Ala Lys

Val Val

Arg His Leu Ser Asn Val Ser Ser Thr Gly
E 111 5 » & 115 HFFEHR)

LR LN 40202

Lys

Lys

240

Val

Gly

Gln

Gly

Ser

320

Gln

Ser

Asn

Ala

Ser

400

Ser

11032073540
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405 410 415

Ile Asp Met Val Asp Ser Pro Gln Leu Ala Thr Leu Ala Asp Glu Val
420 425 430

Ser Ala Ser Leu Ala Lys Gln Gly Leu
435 440

<210> 79
<211> 58
<212> PRT
Q213> N5

220>
223> NTFHIERBH @ &RkZAk

<220>
<223> Tau KEIERL 1

<220>

<221> MOD_RES
<222> 44)..(44)
<223> #iE(E Thr

<220>

<221> MOD_RES
<222> (49)..(49)
<223> #iE(E Thr

<220>

<221> MOD_RES
<222> (58)..(58)
<223> Bgf# E Val

<400> 79
Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly Thr Tyr Gly
1 5 10 15

Leu Gly Asp Arg Gly Lys Thr Lys Ile Ala Thr Pro Arg Gly Ala Ala
20 25 30

Pro Pro Gly Gln Lys Gly Gly Ser Arg Ser Arg Thr Pro Ser Leu Pro
35 40 45

B 112H - £ 115 HF51R)
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Thr Pro Pro Thr Arg Glu Pro Lys Lys Val

50

55

110112656

<210> 80
<211> 38
<212> PRT
Q213> N5

<220>

<223> NTFFYIERRE © SRRk

<220>
<223> Tau KIERL 2

<220>

<221> MOD_RES
<222> (1)..(1)
<223> ZBRfE Ser

<220>

<221> MOD_RES
<222> (24)..(24)
<223> #iE(E Thr

<220>

<221> MOD_RES
<222> (29)..(29)
<223> #iE(E Thr

<220>

<221> MOD_RES
<222> (38)..(38)
<223> Bgf# E Val

<400> 80

Ser Leu Glu Asp Glu Ala Ala Gly His Val Thr Gln Ala Arg Met Val

1 5

Ser Lys Gly Ser Arg Ser Arg Thr Pro Ser Leu Pro Thr Pro Pro Thr

20

Arg Glu Pro Lys Lys Val

35

113 H 115 H(F51%)

LR LN 40202

11032073540



202204402

<210> 81

<211> 20
<212> PRT
Q213> N5

<220>
<223> NTF5ERBE © &Rk

<400> 81
Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly Thr Tyr Gly
1 5 10 15

Leu Gly Asp Arg
20

<210> 82
211> 18
<212> PRT
Q213> N5

<220>
<223> NTF5ERBE © &Rk

<400> 82
Gly Lys Thr Lys Ile Ala Thr Pro Arg Gly Ala Ala Pro Pro Gly Gln
1 5 10 15

Lys Gly

<210> 83
<211> 20
<212> PRT
Q213> N5

<220>
<223> NTF5ERBE © &Rk

<220>

<221> MOD_RES
<222> (6)..(6)
<223> #iE(E Thr

<220>
<221> MOD_RES
222> (1)..(1D)

B 114 H - £ 115 HF51R)
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<223> W& /E Thr

<220>

<221> MOD_RES
<222> (20)..(20)
<223> Bgf# E Val

<400> 83
Gly Ser Arg Ser Arg Thr Pro Ser Leu Pro Thr Pro Pro Thr Arg Glu
1 5 10 15

Pro Lys Lys Val
20

<210> 84
211> 18
<212> PRT
Q213> N5

<220>
<223> NTF5ERBE © &Rk

<400> 84

Ser Leu Glu Asp Glu Ala Ala Gly His Val Thr Gln Ala Arg Met Val
1 5 10 15

Ser Lys

115 H o 115 H(F51%)

110112656 FE Y A0202 1103207354—0
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(EA°KIH1]  —fHELERRVEERRTAG UGS =/ B

& HE

SN AN

49 ~53~55-59-61-

[ S0 H R S 5uE ]

Ba ¢ EE

HEHSEQIDNO: 71 ~45~51~57~63~69 ~ 39~ 41 ~ 43~ 47 -

65 ~ 267 2 ZRRFPAI © sl n] e - HEABEHSEQ

IDNO:72~46~52~58~64~70~40~42-44-48-50~54~56~62~ 66~ B¢

68 Z ZKFPI » Hor ez BRI AR S

helical filamen, PHF)-tau » §{EAYE ASEPHF-tau ©

T B R GE G IR iEdk (paired

(F5°KIE2]  A0sF KIE1FTIL 2 BV BE bR RS B R s & 7 B Hbix
Hikpiie s RS o R e

a.

110112656

B SEQID NO: 71 Z 2 R FPA Ay S # a] S 1
72 2 Z KRR S il s
B4 SEQ ID NO:45 7 Z kB 71| f 28 # ] 5 &
NO:46 Z Z IR H L v] S &

B SEQID NO: 51 Z 2R FPA Ay # n] S (&
52 2 Z KRR nT S

B SEQID NO: 57 2 Z ik Fp 3§y B o] B &
58 Z Z KRR nT S &
H7 SEQID NO: 63 7 Z ik Fp 3|y B¢ o] &
64 7 2K R 5[ TS

H7 SEQID NO: 69 2 Z ik Fp 3|y B i o] B i
70 2 Z KR H S nT S

E SEQID NO: 39 %[k Failiy S o (e
1 H 36 HEHBFEHEMFEE)

F G 40202

« R E# SEQ ID NO:

- & HH SEQID

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

11032073540
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40 7 SRRFFYIRTESHTTE |
EUA SEQ ID NO: 41 22 %[ 55128 i o #2158
42 7 SFRFFH IR E |

EL#7 SEQ ID NO: 43 = SRkFFHIR B s 2408
44 7 SRRFFHIRTESHITTEE |

EUA SEQ ID NO: 47 22 %[5 28 i ] #2158
48 7 SRKFFHIRTESHTTEE |

EL#7 SEQ ID NO: 49 = SRk FF5If B4 2418
50 2 SRKFFHIATESHI T EE |

ELA SEQID NO: 53 - il 5I 2B i o] 21
54 7 SRKFFAIHTESHI T EE |

ELA SEQID NO: 55 - % il 5 B i o] 21
56 2 SRKFFAIRTESHI T EE |

ELA SEQ ID NO: 59 - %l 511 2B i o] 21
60 2 KA IATESHI T EE |

EUA SEQ ID NO: 61 2 %[5 28 i ] #2158
62 2 SR FFHIATESH T EE |

ELA SEQID NO: 65 - %l 5 2B i o] 21
66 2 SR FESIIEGHTTRE ; 5

ELA SEQID NO: 67 2 %l 5 B i o] 221
68 2 I IATESHI T EE -

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

+ ;2 EH SEQ ID NO:

;2 EH SEQ ID NO:

AOKIA3Y  WEAESKIA AT 2 SR ARG B IR GE T /R B HoP

110112656

F2E - # 6 HEHHEHIAEE)

FHEYE A0202

11032073540
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BRSO RG R RS ¢

a.

110112656

B4 SEQID NO: 37 2 ik FP5IAE # -

EQirNaZl i O Kitc:

Ef SEQID NO: 11 2 SJik 5l st -

EQirNaZl i O Kitc:

E SEQID NO: 17~ Sk Fralliy gt -

EQirNaZl i O Kitc:

EL% SEQ ID NO: 23 - S5l 2B -

EQirNaZl i O Kitc:

ELA SEQ ID NO: 29 - S5l 25 -

EQirNaZl i O Kitc:

B SEQID NO: 35 . %k F5IATE i -

EQirNaZl i O Kitc:

K E.7 SEQID NO: 38 2

K EF SEQIDNO: 12 2

K EF SEQIDNO: 18

K EF SEQID NO: 24 2

KB SEQID NO: 30 7

K E.75 SEQID NO: 36 7.

B SEQIDNO: 5 % fkFpFInyEHE - KB SEQIDNO: 6 2%

KPP 2 S

B SEQIDNO: 7 2 %kFr7HyEHE « K EH SEQIDNO: 8 »%

KPP 2 S

B SEQID NO: 9 ~ ZAkFrFHyEHE « f B SEQID NO: 10 2%

KPP 2 S

E SEQID NO: 13 kol st -

EQirNaZl i O Kitc:

ELA SEQID NO: 15 2 SRkl -

K EF SEQID NO: 14 2

K EF SEQIDNO: 16 2

553 E 4 6 HHHEHIAEE)

FBIAYR A0202

11032073540
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EQirNaZl i O Kitc:
. EFA SEQIDNO: 19 Z ZRFFAIHYEH - K EA SEQID NO: 20 2
EQirNaZl i O Kitc:
m. H7 SEQIDNO: 21 Z ZfRFFAIHYEH - K EA SEQIDNO: 22 2
EQirNaZl i O Kitc:
n.  H7 SEQIDNO: 25 Z ZKFPAIHYEH - K EA SEQIDNO: 26 2
EQirNaZl i O Kitc:
o.  H7F SEQIDNO: 27 Z ZkFFrIRyE# - 2 HA SEQID NO: 28 2
EQirNaZl i O Kitc:
p. EA SEQIDNO: 31 ZZfRFPAIHYEH « KA SEQIDNO: 32 2
ZIRPP A HES 5 BY
q-  EA SEQIDNO: 33 Z ZKFFAIHYEH - K EA SEQIDNO: 34 2
EQiNaZl:RL S
[F5°K7H4) —FEEEEEAVIZEL - 4RSS SKIA1 £ 3 (£ —IHAT I BEAk
TiagBCHRG TR & -
(EA°KIES]  —fEEAe - HESWEE KR4I BB -
[F5°KIE6]1 —7fd7s EAIAE - HESWERKIESATl L %1 -
(F5°KIEH7] —THE&EEAH ALY - HEEWERKIE E30 £ —IH AT 2 B gl
HYEPRTRE S EURGE O R B ~ RREE R ATz 2 lh -
aRCKIARY  —HEANER S KIA TR . B SR I B R VAR R B R 2
A Mtau &R BitausE % (tauopathy) &It 7 B2V A AR -
[EA°KIH9)]  —FEAIEEKIHT AT 2 B SS B e A R R B R 2

F4H > H 6 HEEHIHFEHHERE)

110112656 FE Y A0202 1103207354—0
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tauE H I < BEYIHI AR -

[E55KIA10]) W0EE KIHOPTI « ik - HhaztaufE 488 5 i LA TN A4
R BEaH - RN 20BENE ~ (B3R MR 220 BEE ~ BN A ERe 17 2 ZHsE
S ENE AR 2 4 A FCE (frontotemporal dementia with parkinsonism linked to
chromosome 17, FTDP-17) ~ #E{TH% FHEERREE - R EERZRLE ~ T
FE(Pick’s disease) + #E7T1: fE TR 4 4F (progressive subcortical gliosis) ~ 4%
55 BHiE (tangle only dementia) ~ & MEfHAS S EARAE FEIESS (L - TESRFEMI ML
B ~ lZSr s b/ E oA R E- R EESE - BRIE - Sirg-5L
=T -2 7 9% (Gerstmann-Striussler-Scheinker disease) ~ BSEK B -HiIHZ IR
(Hallervorden-Spatz disease) ~ FLAE X - BEE K% (Creutzfeld-Jakob
disease) + % AL ZEGHIE ~ CHJE S VL7 (Niemann-Pick disease type C) ~ L H
eniE HARISEBS M E R ~ S EMZ iR - SBE M AREE - FERA
SRR A T B (A E A 4 IR B AR IUE ~ 1S MEANS MR
KEBFAREE (Z8ER) -

[EEoKTHI] —FEE A a0EE SKIH 1 23 £ —THAT I 2 B AS B LR &S
EBREZITE AR EE LR NS E R SRS EAR DR R 4
B R B IEIAIRE - DAE A Z BRI BCHIREE & F B R B sz AR
Mg EYIEl ez B iAe s RS & R B -

[E5KIH12)] —TE MK B W5 2 AV AR PHFtau 2 (7 4E 2 502 - HA
Sz YA BN KIA 23 £ —THAT I 2 B RS B R &S & 1 Bt
iy o R AHEZ BERRPIRS BB UR 45 & 1 BRIk B % 5 2 #2604 PHF -tauly

AN
OH
il

555 E 4 6 H(EHHEHIAEE)

110112656 FE Y A0202 1103207354—0
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aRCKIAL3] WEESKIAN2ATAL 57 » Hogz AR GRIR - fUF - M
4% - SHEREPRR - SR E BRI A -

556 H > # 6 H(HHEHUAEE)

110112656 FE Y A0202 1103207354—0
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