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L. — o @ EURB PR & 7 B ik 70 S o B ik sl i iR 45 &
FrBf & A% SEQ ID NO: 71.45.51.57.63.69.39.41.43.47.49.53.55.59.61 655,
6712 k7 5 i EaE v AR X, sl A A FHSEQ ID NO: 72.46.52.58.64.70.40.42.44 .48,
50.54.56.62.665%68[1) 2 Ik 77 HIl It i 5 vl AR X, Horp BT I B v B Bk sl LT R 45 & A BURE
SR LE A BN R4 22 (PHE) - tau, fLiZi Hi A PHF - tau.

2 FREAUR B R BTk 9 7 B S s FE TR s B R 45 6 v B, R B B g B Ak
s HpT R A A B A

a.BASEQ ID NO: 71HZ KFHIM EEE AR X, MEASEQ 1D NO: 72/ Z k)7 511
BREETARX

b. BASEQ ID NO: 45/ Z ik FHIf EEEn] A2 X, AIEASEQ ID NO: 46/ 2 k7 F1H]
BB ARX

c. FLASEQ ID NO: 5112 K7 I B4 n] AF X, FAASEQ 1D NO: 5211 2 Ik /T 51
BREETARX

d. BASEQ ID NO: 57/ Z ik FHIf EEEn] A2 X, AIEASEQ ID NO: 581 2 k¥ 511
BREETARX

e. 2 ASEQ ID NO: 631 Z KT IR HEEER AR X, MLEASEQ ID NO: 6419 2 IKF I
BREETARX

£.HASEQ ID NO: 69/ Z ik HIf EEE R AZ X, AR ASEQ ID NO: 70892 IKkFFAIH
BREETARX

g. BASEQ ID NO: 39/ Z ik F oI EEEn] A2 X, AIEASEQ ID NO: 40/ 2 k7511
BREETARX

h. BASEQ ID NO: 41/ Z ik FHIf EEEn] A2 X, A ASEQ ID NO: 42/ Z K7 F1H
BREETARX

i. HASEQ ID NO: 43 Z kP A H) EaE vl A2 X, F1EAASEQ ID NO: 441 2 k7211
BREETARX

J.HASEQ ID NO: 478 Z RKF AR EEE T AR X, FIEAASEQ ID NO: 48[ 2 Ik /7 #1I[1)
BB ARX

k. HASEQ ID NO: 49/ Z ik FHIf EEEn] A2 X, AIEASEQ ID NO: 50/ 2 k7511
BREETARX

1. HASEQ ID NO: 53 Z kP A H) EaE v A2 X, F1EAASEQ ID NO: 541 2 k7311
BB ARX

m. HAHSEQ ID NO: 55 Z k7 A EEE ] AR X, 1A A SEQ ID NO: 56/ Z kT4
BB ARX

n. BASEQ ID NO: 59/ Z ik HIf EEEn] A2 X, AIEASEQ ID NO: 60/ 2 IkJF 511
BREETARX

0. BASEQ ID NO: 6102 K7 IR BEaE v AF X, FEASEQ 1D NO: 6211 2 kT 511
BREETARX

p. B ASEQ ID NO: 65/ Z ikFHIf EEE A2 X, AIEASEQ ID NO: 66/ 2 kT F1H]
BREER AR X s B
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q.H2ASEQ ID NO: 671 Z Ik 7 EHaE AR [X , f1EASEQ ID NO: 68 % k¥ 5]
BEEITARX
3 AR FERUF SR 1T i 43 25 1) R v B puAR sl L e i 45 A B, b B ik B e B Ak

PR & R B

HASEQ
. HASEQ
. HASEQ
HASEQ
HASEQ
. HASEQ
HASEQ
. HASEQ
HASEQ
. HASEQ
HASEQ
HASEQ
. HASEQ
HASEQ
HASEQ

ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:

3THI 2 KT A H S , A1 ASEQ 1D NO:
112 BE 7 511 E 58, AR A SEQ 1D NO:
171 2 Bk 7 51 i) B 4% , F1 A A SEQ 1D NO:
230 Z KT A H 5% , AR ASEQ 1D NO:
2901 Z K7 A I E 5% , AR ASEQ 1D NO:
350 2 KT A H 5% , AR A SEQ 1D NO:

38I1 2 Ik 7 51 1) e e 5
1201 2 BRFP 1 K 2 B 5
1811 2 B Fr A ¥ A B 5
241 2 Iy 51 1) e e 5
30 2 Ik 3 51 1) e e 5
3611 2 Ik 7 51 1) e e 5

5HIZ IR B B, IR ASEQ 1D NO: 6H 2 JIKFr H1l i) i
THIZ IR 5 E 4%, F1E A SEQ 1D NO: 8HY 2 ik 7 51 42 4k
9 2 K7 51K FEL B , FIRATSEQ ID NO: 101 2 ik A1) 42 i

1311 2 K7 H1) i) B 4 , F1 A AA SEQ 1D NO:
151 2 K7 51 i) B 4% , F1 A A SEQ 1D NO:
191 2 K7 51 i) B 4% , F1 A A SEQ 1D NO:
2111 Z Bk 7 8%, F1AASEQ 1D NO:
2501 Z K7 A HE 5% , A1 ASEQ 1D NO:
270 Z KT A E 5%, AR ASEQ 1D NO:

V4T 2 BRFP A R 2 B 5
1611 2 B Fr A K 2 B 5
201 2 Ik 7 51 1) e e 5
2212 Ik Fy 51 1) e e 5
2611 2 Ik 7 51 1) e e 5
2811 2 Ik 7 51 1) e e 5

T O B8 B = X G = Do me 0 o 0 o 0

A ASEQ ID NO: 31HJZ k5 E Gk, MEASEQ 1D NO: 326 2 JIKFr 51 i 42 B

o
¢

q.FHASEQ ID NO: 3312 ik y IR EAE, A ASEQ 1D NO: 344 2 Bk Fr 21 ek

4. oy B IIRLIR , BT 73 B A A% IR G 5 AR A 23R 1 28 3PP AR — TUBIT I (1) B T B 47T
RS & B

5. R, B IR AR AR YA ZR AP 1 73 & (AL IR

6. —FiE LA, BT g L AR B S AR PEBUR ZRO TR X -

T. RGN, Bk 252 G A S ARG AR 2R 1 A3 F A — T ) 70 25 1Y) R
SEREPURBCGUR S & Fr BL AR5 B RS2 3R

8. — P/ 5 B 29T # P 1R B tau R AR Bl tau i 1 £ 81 i BT 5 i
BT A FTid 32 1677 3 Tt AR R BRI ZE R TRT R K 25 A 540

9. —MIRIT A T BRI E T tau sk AR, iR A BRI TR 26T
Jits AR BRI ESR TR I 25 AL 540 o

10 ARSEAUCM ZE R Pk 1 59 , Herp B tau sl B 5 e B SO ML RAT 7R R E BRI UK %
BA] R PRAEER IR 5175 Gt AR S (K AU R S A e AR EA S Ak (FTDP-17) HEAT VERZ LA
T B R R ARNE B SE B AT 1 R o N B M A AN SRR | k2 1 e S AT 4k 2
ZEAEASAL B HR UL P L2 4 (0 R BE AL < AR R B AL - TR R A Ik R IR R B0 A% -
Jith - b B < ey R 8 - T A 0 B IR AR IUL R L o - N L 2 R4 L JE 2 - B e AL L i
B HT R B IS SRR A TR 4 28 o ELPERILE FR AR B A JR AT YRS (1)
AER By BB IO A S A AR SR S AE S VE QI VE IR L DA R ZE T SURIRE (iR

3
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) o

UL — Rl AR AR AR BN B3R 1 2= 3PP AR — T B ik 1) 5 v o e AR el L L I 45 5 v B
V25 IR U5 B A7 A P I B T B LR B DU 46 5 BRI 2 AR R IR S Gt i
BT BT B PTIR S5 & Fr BURTAZ R A AR » LA KM i ik 200 L s 4 P 5 /R 420 o [ WA i ik o
SEREPUAR B GRS & Bl

12. —FER H 2697 & B AP i vpoR SUPHE - tau ) A7 78 1) 77325, BT ik 75 1< 4% A pir
REWIRE S AR ZE5R 15 3 A — I0UIT IR 1Y) R s B LR B LU 4G 5 i B, LA &
A I i 3 R T B DR B DR 45 & B BUS R EH TR 323897 8 I BT #F i A PHE - tauff) 45

I
=

13 ARGE AN ELR L2 P IR K J7 3, Ko i 2R WD it o IR < JITLVES I ) Jo ¥ B
HREBURE A
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FPHF - taud A R H i

[0001]  AHSCHITE A 2C X5 H
[0002] A HR1E 23R 20204E4 A8 H #2258 [ & A H i [y 511 %5:63/007 , 1181202045 18
H 32 1 = L F FE 7 415:63/026 , 38THI LS A A A &t

P AR Tt

[0003] AUk B e HUPHE - taudifd | b 4o 44 1) A R AN 8 04k L 25 A #8044 1Y) B 20 40 P
DL S AL TR RGBT e BT ) 05 v A TR IE Y7 B tau i 1 0 IR IE 1Y
7715 B S AE FPTARS W d i an tau i F Y 7%

[0004] DAL ¥ 5 RIEZIN S 755K

[0005]  RHIVEMLE 753, 1% 7 5 R A NASCI IS A 7 51| R & HEFS -Web DA 5 208
A CAF 4 “TBI617TAWOPCT1_SL” H H Al H #A 8202144 H2H , 3 H K/NRN169,953F
7 o 48 FHEFS -Web$& 52 1% 7 7113 =2 A8 Ut B 0 Y — 5 43 H A S B 5 7 I AA .

EREA

[0006]  Fif /R % i ER S (AD) S 1B AT PE AN R NG , FLASRAE AE T3 E PR 09 1242 I\ Jan  HE
FE AR E PR 3 2K, 2 SR IR W T BN B RS # E IR A Z M JE T ADJE R 4F N gk AT 1
A PR AG CRoR) B &5 LR R, I HLAE I 2 36 [ 28 DU K e L ) 5 7 BB R . AD L 7E
At R MR R AR oW E B, FE HARER B BT IR SR ) 322 A LR )

[0007] AT ADEY/ MR G R I HH AR 24 BUE AR A) BEE e FE R A & 7 (8
KA B 1A L AR PR RO 28 S A 4 2 485 1) SRR AR 14 6 A o — M AE AT ADIY B8 3 Hh ok Tl
AN KA DI e 2 B0 N LA DX 38 R IR 5 (1) 3 5 A8, 5 i) A Vi A A B R R oo R T
YN 22 [ PR SR AT R g &

[0008] 4T IADYE YT 77 A B HE B ot FH T ¥ 97 S R 0 S P A HEE R (P97 o 17
TE A BIRZZ ADI A e () A AE ST V% o VB 7 I 08 115 77 46 F T B R FEADRY) JR A B L
Lilly B NS HTA B 5 B R Bk AT, DA S T B 0 2 22 v JEADH) B8 2 i Mer ek ) /N7
FBACE#Ifil7f]Verubecestat . IX£&5732: LA A AT BEAE AR A4 b T (1) K 25 B3 - Ath 78 1592 7 1
T FFL ] Ay GERAEDE BRI = 2220 73, RIADE 3 At “Bn 87 S BRAEZ —) o

[0009]  HPf Jid 4F 2k 2 45 BV AD A 28 — b B ERAE , 3 B i B IR tau s H B R EAR M
tauff) = A PR DI RE N TRE B G AR E - tau 5 U B 45 Gl i tau S 45 A X I JE HA, far
S8 W B8 A0 7 2 8] R B 1A ELAE k2B Butner flKirschner,] Cell Biol.115
(3) :717-30,1991) . tauds [ & 854N AT RE MM BEER AL A7 p , H HLIX LB AT 5 A (1R 22 A7 A AL 1)
WERE AT tault) FEEDhRE - 45 & 2 MR E W 2R 1 taukt TR IR AR , AD A ) SR 42
1) tause BB A Y, AT AL AN [F] T tau i) A2 BRIE P4 PR 1) SR R A

[0010]  taufE 7 (tauopathy) & #E A& 2B 1% O 45 B , 3 HIE T A i tau sk B
i ) ) Braak (i B A E I PR AT tautBi 8L i 1) tau SR A2 AR VE 5 J5 1 tauds 1 = 4E (Frost %%
N,J Biol Chem.284:12845-52,2009;Clavaguera®é A ,Nat Cell Biol.11:909-13,
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2009) .

[0011]  FF R PRl Bk Bk tau SRR IIRIT Al — BLORVE 24, 3F BRI 49 (B R ENE
Wy RS A 1 70 2 AR R IR (BrundenZs A\ ,Nat Rev Drug Discov.8:783-93,2009) .
A T Z T, 7~ R /D RS 3 Bl tau S 8 A Bl tau b 7 38 G a V6 9T
R (ChaiZf N\,] Biol Chem.286:34457-67,2011;BoutajangoutZ: A\ ,J Neurochem.118:
658-67,2011;BoutajangoutZ N ,J Neurosci.30:16559-66,2010;AsuniZE N, ]J
Neurosci.27:9115-29,2007) . C &k & 1 BEMR E 17 HL AR A AR B 7€ 17 HT A4 P 2 1 3 1k
(Schroeder®: N\.,J Neuroimmune Pharmacol.11 (1) :9-25,2016) .

[0012] R HA R, VIR 7E BT tau R M tau sk F9 & R LLIR T tauls F 5 1 QIAD
e oA e 22 3B A MR 5 I A IR T A

b ES

[0013] <4k BHJE@ ot 3 o B WP B HE A 22 (PHF) - tau A & 45 455 A 7 B B R Ak tau L
A IEFEVENPUPHE - taubt R S B R 25 A Fr BOR I & 1% 75 2 AN R B I P AAod i /) B PHF -
taufl S PEPUAR I AAE ZLE B (HFA) 1077 A2 o AU ST B BR 1L taulP) e $M: Fo VP EF 4 HT7
JE A taulf) DR A TP IEH taulh B8 A K B IR SR 4L T g ik % iR « L Pk &
W)\ DA J% 1) 86 RUSE FHHTAR 16 779 o A % BRI 40 PHF - taudidk s Hobn J5 45 & B4l tau 1,
i A IR 2948 taul 3 R/ BR B HEK 41 i 24 7 470 A B8 24 1 tau 1 1A 41 B 00 5
IR o AN, B A B I HTPHE - taudt 1 v 25 X /N R Tg1E % X G Wi/ TgG2atE
SE X)) IR A PUARTE R P JEAT taudb I K /)N RS 2R b BEL DB bty

[0014]  AD F taus 95 1 & I HH S0 1 2 ] & ZE RS o I PR AT A Y L7 1 40 P A1
R taufh 1Al FEML CH 5 S taufE 195 (Clavaguera®E A ,PNAS 110 (23) :9535-40,2013) .
BRIt , #1815 tau 3 A 0% LA AU 25 10 7 sCM— ANl X &8 ZE 3 N — il [X o 1% & ZE 1 P05
W R tauM T HIAME , Z tauFp 1 a] Bl U s eI IO B St — P tauR A AN 2
W HREE , DA K B PIPHE - taubi Ak s bt R 45 & v Bod it 5 85 IR tauPh 1 A0 BL/E AR
TR o 1) tau R LBl tau R 5 & 4 .

[0015]  7E—ANERI T, A Kk B85 J 45 A PHF - tau ) 43 B8 I B v b Ak o L pi R 45 &
B AE— A RS 7y 2, iR AU B e R fi ik

[oot6]  HR#fE—N B ARy, A B R — P oy m ) v fE PR B B R 4 & B
BN ESRS YRS A B S BEAIEHSEQ ID N0:71.45.51.57.63.69.39.41,
43.47.49.53.55.59.61.6586 7 Z KT HIM HEE AT AZ X, 8l H A% HSEQ ID NO:72.46,
52.58.64.70.40.42.44.48.50.54.56.62.665% 68 2 i 7= 51| i) 2 5% v A5 X, Hod firik 850,
B PUAAR B LU IR 45 5 B B S 1 45 & T 2 i 4l 22 (PHF) - tau, f i Hb A PHF - tau.

[0017]  #R#E I — A EARTT T, 4> B S e R PR e = i 45 & By

[0018] a.HAASEQ ID NO: 71/ k7 HIf EEE ] AF X, MEFASEQ 1D NO: 72/ % k41
(R AR X

[0019]  b.HASEQ 1D NO:45M 2 K FHI I EEE R AZ X, F1EASEQ 1D NO: 461 £ K751
[T AR X

[0020]  c.HASEQ ID NO:51f £ Bk 7 HIf EEE ] AF X, MEFASEQ 1D NO: 52/ % Bk 41

6
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[ n AR X

[0021]  d.HAASEQ ID NO:57H) 2 K741 i) EEE ] AF X, FIE A SEQ 1D NO: 58/ £ K751
[ n AR X

[0022] e. HAASEQ ID NO:63[ 2 Ik /7 HI EHEE ] A2 X, MAASEQ 1D NO: 641 £ K751
[ 4 n AR X

[0023] . HASEQ ID NO:691 2 KT HI I BHEE R AZ X, F1EAASEQ 1D NO: 701 2 K7 51
[ n AR X

[0024] . HATSEQ ID NO:39M) 2 k3 i) ELBE AT A2 X, MEATSEQ 1D NO:40f 2 k751
[ 4 n AR X

[0025] h.HASEQ 1D NO:411 Z K FHI I BEEE R AZ X, F1EASEQ 1D NO: 421 £ K751
[ n AR X

[0026]  i.HASEQ 1D NO:43M 2 K FHI I EEE R AZ X, F1EASEQ 1D NO: 441 £ K751
[ n AR X

[0027]  j. AASEQ ID NO:47HI £ ik S EHE A X, FLEFASEQ 1D NO: 48011 £ ik /5 41
[ 4 n AR X

[0028] k. HAASEQ ID NO:491 £ Ik /7 HI H % ] A2 X, FAASEQ 1D NO: 501 £ k751
[ n AR X

[0029] 1. HASEQ ID NO:53[ 2 Ik /7 HI HEE ] A2 X, MAASEQ 1D NO: 541 £ k741
[ n AR X

[0030] m.HAGSEQ ID NO:55/ 2 Ik 41 1) EEE ] AF X, FIEL A SEQ 1D NO: 56/ £ K751
[ n AR X

[0031]  n.HASEQ ID NO:591 2 Ik /7 I &5 ] A2 X, MEAASEQ 1D NO: 601 £ k751
[ n AR X

[0032]  o. LA SEQ 1D NO:611¥ £ k741 1) EHE ] AZ X, FIE A SEQ 1D NO: 62111 £ Bk 7541
[ 4 n AR X

[0033]  p.HASEQ ID NO:65M % kP HIf EHEn AR X, FMEASEQ 1D NO: 66 % ik ¥ 5
[ 4 nl AR X s B

[0034]  q.HASEQ 1D NO:67HIZ Ik 54 () EEE ] A X, FIELASEQ 1D NO:68f1 £ Ik F 41
[ sE T AR X

[0035]  ARHfE 3 — AN BAKTT I, 43 B0 B e P DR B PR 45 & BL L B

[0036] a.HASEQ ID NO:37M% 2 k751 E4E, FEASEQ 1D NO: 381 £ Ik )T 41 i £
i 5

[0037]  b. HASEQ 1D NO: 112 ik Fr A1 8%, AR A SEQ 1D NO: 12/ 2 ik Fe 41 i 42
i 5

[0038] c.HASEQ ID NO: 17 % K74 EEE, f1HASEQ 1D NO: 181 £ K7 51 4%
i 5

[0039] d.EASEQ ID NO:23fZ kT EEE, A ASEQ ID NO: 2411 Z K7 FI 4%
i 5

[0040] . EASEQ ID NO:29f Z k)7 #If EE, LA ASEQ ID NO: 30/ 2 k7 FI 4%

7
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B,

[0041]  f.HFSEQ ID NO:35/ £ k74 4%, MIEAASEQ ID NO: 361 £ ik F71%&
B,

[0042] g. HAGSEQ 1D NO:5[)Z MK K BEBE, F1E A SEQ 1D NO: 611 £ jk 7 51| 1 4 5
[0043] h.HEASEQ ID NO: 7 ZIKF#)IK B 5%, F1E A SEQ 1D NO: 8I11 £ fk 7 51| I 4 5
[0044]  i.HfGSEQ ID NO:9f) % Rk F 4 E 5%, 1 EAGSEQ ID NO: 10/ £ k7 51 58
[0045]  j. HASEQ ID NO:130) £ kA /) 8, AIEASEQ ID NO: 14 £ ik 7 5 H %%
B,

[0046] k. EHASEQ ID NO: 15/ £ k¥4I 4%, FIEASEQ 1D NO: 161 £ K7 ¥ i &
Bt

[0047] 1. EHASEQ ID NO: 19/ £ k¥4I 4%, FIEASEQ 1D NO: 201 £ Ik ¥ ¥ i &
B

[0048] m.EHASEQ ID NO:21[ £ k¥4I 4%, FIEASEQ 1D NO: 221 £ Ik F ¥ i &
B

[0049] n.EHASEQ ID NO:25/ £ k74 i) 4%, FIEASEQ 1D NO: 26/ £ Ik ¥ ¥ 1 4%
Bt

[0050] o.HASEQ ID NO:27H % k¥4I i) 4%, FIEASEQ 1D NO: 281 £ Ik ¥ ¥ i &
B

[0051] p. HASEQ ID NO:31H) £ kI e, AIEASEQ ID NO: 32/ £ ik & ¥ 1 %%
BB

[0052] q.HASEQ ID NO:33f)Z Ik 74 B 5, TR A SEQ 1D NO: 341 2 Ik 7 41 fr) 4%
B,

[0053]  7E 73—/ T, A K BHP B i A e B 1) B o B oA sl e R 45 5 B BG40
EHIZIR -

[0054] 75 57—/ JT I, AR B S B35 G AR e B IR B g B AR sl HL b R 25 & Fr B
153 B A BR 1 2 A

[0055]  7E 55— N T T, AR B Je B3 Gt AR B V) B e B AR Bl HL b R 45 & B B
153 B IAZ R 1 8 3 41 B .

[0056]  1& 55— ANEWI T, AR HP R ZiWE S W) 22 H Y88 AR R I 53 B
P R PR B LY R 45 & F B2 2 R $ 2 R # AR

[0057]  1E 57— AN BRI JT T, A K BP0 A T BRI 21697 PR B tau R R Bl tau
1 & AE (1) 71, B FE M 52 V697 3 it AR i BRIR 25020 640

[0058]  7£ F— N JT I, A KRBV KIGTT A 75 BRI & I taus RN 7, B
FE 0] 52 VR 9T 38 it A R 259040 &9 o tauds R B FEEARIR TiE 5 UL R —Fhak £
s SRR R PR 8 BRI  BOR MR R PR BRI 5 175 G AAORH O IR B0 8 R 12 A 4 AR &7
EAE (FTDP-17) HEAT A% At BRI L 57 Joi 56 JEC 5 AR 1 17 o D0 « 1B AT 12 2 Jo S M o 38 4=
AN 2 45 TR R SR I A S T A 2 445 R AT A, L RE AR R M e R L G R AL A & AR
AE - R A AE B ZEAE B - i - VD G I9E  E S3R B - Bt A 20 « L IRAR AL 48 L e - e L 2
RAZEY 2 - Joa S CHY e 55 21 I e 5 T A 0 0 2 MR A Ak v 4 i 28 < 5 ELPE L

8
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EIRAR A MR JE A Y g8 45 1) ¢ B2 B E 0 K 28 JE 0 S AR SR SR 12 PR A 5tk
A DA Je 25 it DL R E (BT E00)

[0059] £ 55— AN BT T » AR W5 Je = AR AR R WA (1) B v B ik sl L B SR 45 A B BRI O
I BLRELE P2 AR B v PR BRI B R 45 6 B 26 A T B R 2 G o v B P AR B H B 5
GEE P B RZ BRI AL, LA Ko WA 200 B B 4 i 55 3 0 e AT B4 7 e i A B L R 45 B
[0060]  7F 55— AN BT, AR RV S A AL & AR B B s s B Bk s L bt R 45 5 B B
252G 72, BRI v P DR B PR 45 & LS 255 BT AR S
PSRRI S -

[0061]  7E F—/NE BT, A K BP0 ek B2 16 97 & R W B8 AL PHE - tauf77E [ 77282
Wi 23697 # H taudi E 0 B 7925, HOIE G AR R B R S RE LA B B R 4 A Bk e
MISZ Y67 % Th PHF - tau K £ 2

[0062]  AR#ELL T ATF A CLFE AR B IR VE 5 A AN FL A0 35 1) S i 75 58 DA K B B SR 22
SRS, A WA ) He Al T VERAE AR A0 R 5 W

M3 35 BB

[0063] 44 5 B Il (5] S I, 14 B 4 M B A 3R i BH P 25 DA R SCAR R BRI VR AR 3 o B
PR, AR BH AN PR B B o R RS A S T SR

[0064] K 17x i NI R R EE

[0065]  [E|2A- EI2AT R HY 1 R IS5 & AR IL AR il 2, DL VPAit RV T 5% GL ) K A B 48 i 1)
BRI PN JEALPT3 FabXiNPT- 655 B AL Ik 454 o

[0066]  [EI375 ! T JE N EHLFEELISASE S hmAb 5 pT21 7+ K 1 45 & 10 1K - 8 NPT 335 A< Fl
PT1B296 (R, HH Zc AT NI AL 3RS (1) A8 4k (GE[E & R A 412018/0265575) ) I 4 & i £ LLiEAT
b

[0067]  P&4A- AT H BT ade 160 B N UAL AR AR PT3 FIPT1B296 (I mAb AlIFab - Bt XRTNPT6 - ik 1)
RRFEVESPRES & ¥ .

[0068]  J&|5A- & 5F 7 H BT i 1) B N AL AR AR PT3 FIPT1B296 i mAb AllFab - B X PHF R AR
PESPRES &4 -

[0069]  [EI6A-EI6HAAH T 2R H ATk i) fF N JEALZZARPTIFIPT1B296 (1) P28 X 14 2
P, FLE TR 5T FUR AT ) B BRI 2 BT SR DUSE < NERWT (KIE 1) /N ERKO (UK
2) VKR (GKIE3) A (KIE4) (RIRAE (KIES) B (GKkIE6) &8 (kIE7) A1\ Gk H 9EAD
i B4 FAFS S BREY) (VKB S) 5 1SR YR T ADAN A PHF (B BtBraak VI) (3Kki&9) . F| FIHRPOAR L
HIPTOHATHE M (Vandermeeren®$ N, J.Alzheimers Dis.65 (1) :265-81 (2018)) PAfE i+ AN
PEEF ) Btaufs S . B6A:PT3 hlgGl; & 6B:PT1B296; K6C: PT1B844 ; [K|6D: PT1B847 ; [¥]
6E:PT1B856; [¥|6F : PT1B850; [X16G: PT1B333 ; F1&6H: PT9-HRPO.

[0070]  KE|TA-BETCRH T2k H Bride i) FE N VR4 AZ ARPT3 AIPT 1B296 ¥ mAbXF ADFIEAD X 4
HYI R 45 A5 .

[0071]  [EI8A-E8B/R i T ATt i) F AU AL AR AR PTI AIPT 1B296 7E 40 B A5 1Y v (1) Dy 2k, AT
FHUnE AR I FRETIN 22 - I 8BH 11 [ 45 7~ I8 % in 21 K 5 T AD i 1) ta w7 T o 4 4k B 38
T AR A F AR A %56



CN 115697393 A ﬁﬁ HH :I:; 6/44 T1

[0072]  [&9A- 9D/~ Y T AE 3L [A] jiti FH 5 , PT1B844 .PT1B296 FPT 34t e PHF vE S A5 784 b ) 1y
(2 W, fan, & L R A A2018/0265575) .

[0073]  [K10A- K 10B/~ HY T FF A J5ALASAAPT1B296 MIPT3AE pT2 1 7+3% v 435 &5 () A4 A 7 v
R (2 0L ol an, 56 [ & R A42019/0271710) o

[0074] 117~ H T PT1B844/PT1BI167E £ 8 M p B 7 B 2 J5 () 1M 3% FICSF PK

B A

[0075] LA S B P4 i b 5l R 1 & AR A S AN R 5 3 8 2 2 SR
()8 — 3 4 SC3 LA 51 77 SR AR ST A3 B 5 4G B o6 SO AT A MR R B S
I8 B FE AR BHAR AL B R ST 2R HR A AR DA L8 2 150 (14— S 0T Bl 4 35 = 10
PSRRI Bl A FF B S2 AUR SR R A BAEART R BT O BRI — 5653

[0076] & X

[0077]  BRAE S 5E X, 5 MIAS T - BT A BOR TR 2R TR 35 B 5 AR B i & 438 1)
SR NGB RGeSy W Nl S T OB S N =B S N SR D SR )
()5 S o A 5| IR BT & F1 S A A7 05 R AL H R 28 A 51 5 203 NS, an R fE A
SCHET T AT R

[0078]  MiiZyFE m A&, BrAE bR SCIE A i B, 15 D) 2 AR SCORH B B ASOR) 225K Hh B ) 22
OB A/ — B F Bk /1% AFEE 5 A

(00791 BRAESIEULHH , 5 WHEATEUE , 1 4 A< STl (1) 3 B2 Bk FE S 6] , B B g A 72
1B LT S5 AR “297 A& o IR, 20 (B8 B R BT IR B =10 % o il 40, Img /mL 1) ¥R B AL 45
0.9mg/mLZ&E 1. Img/mL.[AFf,1% 2£10% (w/v) BIIR VS FEA1450.9% (w/v) £211% (w/v) F&
Ak BN ST E RN 75 WA ST R S A FH R 508 70 ] B i b B 5 i AT R ) T
ZIE 2 N T AN EUE , B G L 2R VE 2 Y BRI VS 2 I 2

[0080]  4nATCAT A, ARG “r B AR YA 7 (B WL IR VIKEEE A D) o a8 54 0 K
SRAFAE IR A= AR 1 LA AR ) 2 43 (R JHCAds G €8 4R RN G 24 AR (R DNAFIRNA DA K 25 1 J5i0) A
Ay B A R R BN A Al R DR B, B BT AR KRN AR R A b U
AL T VR AL ) AL R AN . O S T AR S RN B SR A SR — 8, H R
AR HEYARZIR KR B A SRR —E85, WA 53 1) AR E T E
T E A 32 40 A EE 2H R IA A AR IR IR AN ER B o DL R AL S AR TR

[0081]  4nASLHT F, ARVE “PUid” B “Sn e sk 07 ) S 5 ELAHE S e Bk B Bk
¥ (BFEZ wlEDUE) R EYUE (B R B2 A& R (human-adapted) « A
AR A B v FE SR AR B S

[0082]  —fEk, PLik e B A BB IR BE , FLXT 45 2 Pr R R 45 A ke S 1 o ik gl # 2
PRI JE RO ) o AR AR B IR R IR P 21, AT Sy R R 1 4 08 N b 3 AP B TgA
IgD IgETgGHITgM. IgARITgGHE— 2 W43 2 A M AU TgAl . TgA2.TgG1 1gG2. TgG3 TG4
PRI 1, A BH PR v Dy b = R SS BT 7 (1) S 2R AR AT — o AR JE Hb , AR BH I B4R
TgGl.1gG2.1gG3m 1G4« A & BRI Hifk U FEFE HF e X B A48 Je i) AR L, {45 HAH L T- 87 A4
RFe X BA R, 3R AR -2 32 HIE K . ADCCERCDCY /N B IE K L A ITBRF e 3037
T IhRe o T HAH 5E G5 M IR 1R 7 21, T RAT AT 5 A P b () e Ad A2 B 48 8 R A 58 4

10
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AR S AL BRI 8 — Fob o DRI, A B I A BT 2 e BN B 1 Ja o AR AR5 o S it 7
AR I PUARaSE R B /NR SRS BUR R EEE A/ B R e X

[0083]  [ogk i N2 B4 2 5 M3k 2 Ab , PUARIE B G 42 Bl R 4 T AR X o B BR AR (1 Rk
HBE T AR X A PR S A s AT IR “HEZR” X 2H o PL s 465 67 et FH 1 25 R 8 Rl
CVEDE

[0084] (i) Kabat: “H b€ [X” 8L “CDR” 2T ¥ 51| Al A8 4 (WuAKabat,] Exp Med.132:
211-50,1970) . — R, PR 45 G AL AR A 7] 22 X B A = /NCDR (17 a0 Z1 4% w] 42 (X (VH)
H1({JHCDR1 \HCDR2AMHCDR3 , LA S 82 HE W] A2 [X (VL) H IYJLCDR1 \LCDR2HMILCDR3) ;

[0085]  (ii)Chothia: Ri% “EHASIX” . “HVR” B “HV” &GP 1] AR 45 MR X, 3% L [X A2 45
FITE A2 ), i ChothiaflLesk (ChothiafiLesk, ] Mol Biol.196:901-17,1987) fff 5 X f# .
— fcHb B 5 A 7 S EUA 2 NVH (H1WH2 . H3) FAVL (L1.L2.L3) H [ = AN A8 X CORFIHY
K95 258t L Sy E B £ i Abhinandan fiMartin (AbhinandanfiMartin,Mol Immunol.45:
3832-9,2008) f&1iT ;

[0086]  (iii) IMGT: EPLIRLE &AL IX 1) J— € X EilidLefranc (Lefranci A ,Dev
Comp Immunol.27:55-77,2003) J& T~ 4% BR &5 1 AT 40 M 52 44 1) V &5 A4 330 LE S Hg e o
International ImMunoGeneTics (IMGT) ¥ FEFR AL 11X 6 [X (1) b AE AL 25 5 A1 € X . CDRHV
FIMGTRI Ay 2 18] () 56of R #E Lefranc & A, 2003 (7] ) HHAG Bk ;

[0087]  (iv) AbM:KabatfliChothia%sm 5 /7 L& [Al {1 #7EH EMartin Martin ACR (2010)
Antibody Engineering,Zm4FKontermann R,Dubel S (Springer-Verlag,Berlin),52%:,
533-5170) BTk () AbM%w 5 L E o

[0088]  (v) o] T “f A4 v @ 7 AL” (SDRU) (Almagro,Mol Recognit.17:132-
43,2004) KR4 PR 45 A AL S, o SDRAE Fe B82S 5Pt R B2 (1) G0 e Bk B 11 1) & 25 R Tk
5.

[0089]  “HEZR” B “MEZL /T 51" 2 AEPUAR I v AR X 2 P B PR 58 AT 45 & 60 137 51 (1) 0
Z AN TR T B o R R B 45 6 A s B R D SCRT i Gn b BTk 1) 22 BRI 2 Sk e, BT A
I A6 B2 5 0 Bk -0 R 45 AL I 58 X AEZE X (FR) 2% 1) A% 25 A4 45k F1 B8 v 8 A~ 1) 34
93 o AR ELHE FNERBE 1Y v] AR 25 K3k 2% B L HE DU ANFR (43 7 NFR1WFR2\FR3FAFR4) , Hod K
B F ER AL il It = AN m R & B AR B I m AR PRl I PRI 5 — SR BRI R AR I R
a3 BA BT I BBUIR I TR 45 A 7 s o U 25 44 23 A S 7 S R 5 X Bl
TR 5 60 25010 PR B RS AR 2 [8] ) 9% & (ChothiaZ% N, J . Mol.Biol.227:799-817,1992;
Tramontano® A\, J.Mol.Biol.215:175-182,1990) . A& H 55138 S dEi & , AN A ) T
AR/ EBERI R, FRON “HLYE S5 17 o IR SE M) B 1 S PR B K FE i o, vk el i
0255  EBE A BCR IUMURE 3 BE R BB RE R E R B PR FIHE SR IX R i 7 B A OB R R Y
AR E -

[0090] WA SCHT FH, RE “BUIR 456 7 B R R Puik b By, v anf o, XUk (Fab Fab’ \F
(ab’) 2.Fv v Bt ZEi s As € Fv B (dsFv) « (dsFv) , XURF Rt dsFv (dsFv-dsFv' )  Zhi i
T AU (ds RUHTAE)  BAEEHUIR 7> T (scFv) « BLEE MY BTAAR (sdab) «scFv 3R AR (T4 W
Mrak) BB B — B ASCORMIPUAR I — 5870 T2 A1 22 40 5 P P A 3 e A B 4 A 3t
PRI S IR L A A AR B S R A S B B e B AR S M AT A

11
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fihbuik b B PR EE A B B e 45 & & 5o R PR EEE AR PR B B A S PR AR 1 i
JR AR YR HARS R T &, PURSE & A BUA SR BE T AR X VR FEE E X | DL S E 1 52 X [ Fd
X B o R4 H A BLAR St 7 2, B S5 A Br B S Fab ATF (ab’ ) .

[0091]  dnARSCRT Y, AR N IEAGHLART & Fa A8 1 e s 5 N Bupk i) e B R s () 3R N
PUbs, AP PR 25 SRR TS DLOR B (R LR AR I B s 1 B

[0092]  GnA TR, RAE “RA IR RIS ERE A PRSI HPUR S 6 B B 46
HA PR R AL AT B SRR R B I8 B A R = T S B AN E SR LR
TR T A o P S8 B R TR T 1) 0 A0 368 5 7 2 B T8 MR VA PR AR B 5 1T = R B T R 3R
A7 38 5 AE AR PRV TR AL B IN 32 2k o A8 R MU B R A R A 2 /03.4.5.6.7.8.9,
101131213 148 154N G IR » fff 7 2857 1) 2 18] K40 52 1 7 92 358 491 G x e 486 5 R 2 RN 2 4 %
fE YR . 2 WL WEpi tope Mapping Protocols in Methods in Molecular Biology, ::66
#%:,G.E . Morrisgmi (19964F) .

[0093]  GnARSCRTH , ARiE “tau” 88 “tautE (17 /& F5 A 2 PR Fh 2 (1) 3= & (1) A HX R0 ) [ 4o
2 RGBE A A NFARANE RGE(CNS) BT Rl AR BT 42, 4745 K/ N B 352 88 44 1 2 3
BRI 7S A0 3 B tauld Fh A (Hanger® A\, Trends Mol Med.15:112-9,2009) . [ Fh% i@ i
0- 2NN U N R BER AT N 5 W R 3B AN B BCHE A (1 B e 45 & B 52 3 A T A L AN ],
H B HON3R (SEQ ID NO:73) VIN3R (SEQ ID NO:74) <2N3R (SEQ ID NO:75) .ON4R (SEQ 1D
NO:76) -IN4R (SEQ ID NO:77) F12N4R (SEQ ID NO:78) . aA< S Al FH , A IE “Kf M tau” f2 $5SEQ
ID NO: 780 taulFl Fp A , Fof = B 1b K FABH IR JE 181 « W AR SCRT L, RIE “tau” BFE AL
KB A T taulfy 2878, G s 59 L R BE VAN SRR BB B AR K B T . R “tau” i i
T tau B LR 7 A1 B0 IS AB 1 o B R S B L FEIE AN IR T B R 1L -

[0094]  taushi & e HET R iE S 00 #4508 , 125 12 & vl tau B R A0 R T 1 i
T2 o FEADFIAH SR FRAS 1 , tau ) 55 5 B IR k& 25 im 1) , I HL g A e T f1/ sl & tau R 4
R N R B e 41 22 (PHF) f JEL£F 4 . PHE R E 41 2 1 FE B R AL tau. WA SCRT T, R 3
“RXTRR TR AN 22 - tau” BY “PHF - tau” J& $8 X MR e 41 22 1 tau SR 4 1Rk . PHR &5 44 P R AN 2
XA T R R BONH ., BIZRBAR AN FE T AR 22 s 58 BAR Sh 52 %0 H 1 /K A AR Uk
I HAL T 022 AE6 , 7 H 40 22 ) i a5 (3 0 G PHF ) £ 4 (Wischik® A\, Proc Natl Acad
Sci USA.85:4884-8,1988) .

[0095] A SCHTH » “454 PHF - tauff) 43 25 1 N IEAGPTAR” 8“7 B 10 A JE AL HTPHE - taudit
W B TEFR A L AE B AN [F 0 4 5 1 0 AR PR 19 N VR AL BUPHE - taudit & (51, 43
B NJRAL BUPHE - tauPu AR JE A RS S v h 485 5 BR PHE - tauZ SN IR I H04A) & SR 17T
73 B N I8 AL HTPHE - taudi Ak ol 5 451 dn sk F AR Fh (7 Q0PHE - tauP) R (R J5A) 1 3 Ath AR
KPR B A2 R N

[0096]  UnASCET Y, R “Re 45 57 5 “RE 45 57 & 48 AN K B I\ HUPHF - taudi i LA 291
X 10-ME FE AR, 1 1291 X 10- "M AR 491 X 10- MBI Z11 X 10-"MEL A% £11 X 10-
PMBR B AR 291 X 10~ MBEE AR L 211 X 10~ "Ml B A% B2 1 X 10~ "Mk 58 1% 14 A 289 3 5 (K )
L5100 5 BE 25 A B BE 77 . KD3E I Kd 5 Kaff b 3R (ETKd/Ka) FF H 3R 7m N BEEIRIRFE (M) o HR 4 A 2
T, PUAAR BIKDAE AT LA B A 5038 16 77 V0 52 o 510 4, HUPHE - taudit R I KDAE AT @ i {3 F %
T4 B PR 1 3L IR, 1 Wl i i B A AR K8 R4, 9 i Biacore® &4t \Proteon{U &%

12
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(BioRad) \KinExA{X#F (Sapidyne) \ELTSABRASSIIE I FE AN 53 O 5 58 4 P 25 6 I e vk
F 5 o 3B, HUPHE - taudfi ok 5 7 52 #1 (B, PHF - tau) 45 A K, bt 3O T a4 S RO K /N 2
A, drE it g I InProteOn X 2% (BioRad) (1) 26 25 & 3R T ILHR B (1) - SR 1T , 45
44 2 PHF - tauffy HPHE - taudifds nf 5 H At AH G HE , 51l 55>k B FoAm ARk (R1JEA) 1 A8 5] T
R B A AL X B o

[0097] WA SCAT A, [E) SCHBAR N “HE IR 7 17 B H IR B “HE R R IE “Z A% IR 2 ¥4
1A 2 K2 AL R B 2 00 SE A% B A% T IR, 0] 9 SR AB 1 () RNA B DNABY #5421 () RNA B DNA .
“ZRZE IR 0 R B AN T B4 AN XU U DNA | Sy B8 [X RN SUEE X 1) VR & W0 (R DNA | BB AT XL
S FRIRNALL N g B4 X A RUBE [X TR S A RNA L5 ] Dy Bt i o L 780 by SOU4 Bl oy 20
B X RTXUEE X (1) 7R & W) DNARIRNARY 22 670 1o BEAh, “Z A% H R A& 486 S RNABLDNABRNA
FIDNAPR # 1 = BE X o« RG22 HIRIE I 5 — DN Z AME R Bl L 1 DNABRNA , DL K& B
A TR s I B A B R T e A5 0 P 2 A YT DNABRNA o “D8 1 1 Bl 0, 354 2 = 2 PP Ay
P R0 A Bl i 1 LY & T LA XS DNAFIRNAGEAT 22 s i s PR, “Z R B3 8 8 R
SRATTEIN 2 W BRI AL 2 A B A sl AR M A P2 2, DL K78 25 R0 41 i 45745 ¥ DNAFIRNA
A2 AR B ALFE AR A8 AL TR BE , I8 H B N AL IR -

[0098]  GnAR SCH A, ARAE “EAR” & & i, Fhn) DL AT E AR 5 — %R X B A 5 kS
ZIX B S s Rk

[0099] WK TR A, R TR “T8 L 4A” 46 & AR AL IR 7> T R A0 ML . 75 4 H” v]
SNATART 2B AR, 5, JEAR A B 8% 3% R A0 A Elok E AN R 1 AR 7R — NS T R
W, “TE YRR & FAR R B IR IR 4 T 55 A 4B o 75 55— AN St 7 b, “TE 407 2 it
R LI M 1) 5 AREE 75 J5 AR A M 1) 5 AR RT DLERAS v S A f AH ), 45 4, el ] 7
Ja AR HR R AR 1) S AR B IR S S e B BT AL 2 TR A B e LA R R A .

[0100]  WIARSCRTH , AR “FRIA” R F8 5 K =W LE VDA o 12 AR AE 8 7 25 (R BIRNA T %
S o I ARVE IR IR G RNAS — AN B2 AN 22 BRI BRI HLIGS IR 56 BTG KSR AFAE IO 6 53 s A 3
JE BN o FRIK 1) 45 G PHE - taulf) NJRACPUAAR BB 45 & F B nT Ak T 1 = 4H M 1) 40 e i 2
W, AT 4R SRS E QN AP R R A KRR IR AR vh , B E R AN

[0101]  WIARSCHT L, ARE “EFA 2 R R 77 B e 77 AR 1) 3R W ) A e 7 1
VTR SRR S T T R AR L I S | BIA AT A ) TR 2 7 o e
() FE AR ) o I 224 AR, A8 71) S W TR 70) B0 88 751 P AR o B T B A I8 Y 1) it FH a2« AR
SCRT AL, ARAE 255 LT 852 3R 2 T8 A TP 35 4% 5 BH (1) 266 470 00) RCR BUAR 9 4 i B
20 A DIE VR AR B ERDRL AR AR A A T iR Bk st 7 &, 3& H Tk gl &
VIWIAT AR 255 b ] 8252 B sk 35 ] T AR B o

[0102]  WIARSCRT R, RIE “S26T7 5" R Fa sy, H BACIE R FE 0 FL3h W) o HR Hi 5 e S it
R, IRITE RIS, BREIE R K (BInIRLE 9P B AR D R R
KRR TR BN 3R K26 () af  BBPERR BN o TE4F 58 SE it T R, 326 9T & 2
N

[0103]  WIARSCHT A, RiE “YR97 A R R TR TR I8 97 3 1 5 AR I A= ) 5 B 25 ) 2 il
7 (14955 1 B B 2H 23 1) B YR T A AR A AR T 4R e B AR 38 48 56 91 DL R O 7 AT A
5E o 4N , W] AT 356 b R FH A4 1000 >k 5 Bh i B TR R B T TR R I B AR B

13
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VAT BRI B3 S BT s S REIR « ER A R R B IO S B IR A DA R B AR N B4 2L ) oA
PRI 2R, ARSI B AR N o] e BARAE ORI e 8 (91, 28 B I RIS o 78 il 77) o A5 K
FH FRTA 60 771 2 0 e T il FH I A28 DA R o 140 7™ B R, S L S 2 AR 90 12 A= 1 0 i g A
R AR Q= S By @il hee BB R AN = RNV RN/ b - BB R NE N P R VA R
S
[0104] AR SCHTH, RiE “bFR” A1 V697" ((“treat” . “treating” Al “treatment”) ¥ & 7E
ete S taukE ARA KH 20— M M EYE SR NS, KA — 8 22T & F
AR A HBERETE 23697 & IR ARGE “Ab B AL YR T AT HE S BUH IR T K R , 51
/D AL G5 B A BRUPRE I R J o AE — N AR St 7 S, Kb A VR TTT SR FR kAR L T
B1 R SR B R AR , B4R -5 taud [ 9 AH QIR 1) — PR 22 P IR 1 FR 20 18] o 75— MRE 2 S it
iR, “AbFR” RN YR TTT R TE T 0 B RS BORRE I R K o 7 — MR E S e, “Ab
R YR Fe 48 B P B RS B IE 1 28T E HIAEIE P s o A — MR e S T B
“RoI” FNVRTT” TR S IR T A I R RS B E R T B
[0105] WA SCAE A, “taut A7 I G2 B 2 N 1R tauw)ps BV S8 SR IR AT A #2218 A 11 9
5 o I SR T I AU MEADZ A, HAth o= 51 tau sl (G & 5 175 G o440 R 5% ) 450 S A
S AREEAAE (FTDP-17) AT A% M JRRIR B o258 U 1 A8 Rz e D BB AT B2 o Jie I
8 A AN 28 5 R R SRV T 8 IR T 4 2 A AR W AR ORE M R R UL 4 N 2R A AL
A AR EE G A - TR B G AIE R TR 25 50RE A% - it - 0 D98 I SR 8 - Tty 95 B iR AR L 2%
SO HEE 2 RBZEYEJE 2 - R e i CBY e vs 75 A 1 0 R O/ 0 T S A A 1 4 i
RIEEPENVE TR B M4 i 2 4 4 45 14 3F 5% B 328 B #0400 i 28 e A & AR 2% &1k
AP G145 1 A i 2 o RORE (ZB %) (MorrisZE A ,Neuron, 70:410-26,2011) .
[0106] iR ST AT L 7045 PR R R BE 22 Bl v it FH T 3296 97 & 19 B R S0 KRR “BRET 2
B2 T —Fhy7 i RiE “BRET B8 FFHRANR 9730 T 5236097 E k)T Bl i, 55—
i (lan, A SRR B 2H-A-9) w7538 97 it T 523697 3 2 1 (w5434 . 15934430
A3 ABAY P 1L/NEE L 2/NIE L AZINESE 6 /NEE 127N L 16 /NI L 24 /N L A8 /NI L 727N L 96 7/)N
B 128 3JE A 5 L6 A 8 JE B L2 I LA » SR, B2 J5 (B a5 8 1553 %8
30430 A543 B L 1/INEE 27N LA /NI L 67NEE L 127 INE L 167INF L 247 INF L A87INEF L 727N L 96 7]
INF 1R 28 38 4 5 L6 )8 (8 LBk 12 F LA ) Jiti
[0107]  $HiPHF-tauPifhk
[0108]  #E— AN 5 1 , 45 & BH 5 Ko 5 4 PHF - tau ) 23 25 1) B T B oAk sl e i R 45 &
Bt o WSS HIPHF - taudfi AR vl LA 45 A PHE - tau b () B BR 1k 36 7 BR 45 & 2 PHF - tau b () AR B R
T RALI R  BUPHE - taudi AR vl ARG T 55, LA 2 AR FE 2 W ial 7R, LUK I A P i
151 4 2H 2R B 48 i T PHE - tau.
[0109]  HR4f— N B AR, A K B R AE tausE A 1 & R IR 45 MRk i R AL b 45 &
Ak taut A 1970 B I AN IR PUIAR B PR 25 & Fr B o 72— AN S BAKR DT T, A R B0 R AR A
R AL T212 70 /B T21 THE I I RAL AL 45 & BRI tau s A HI 70 55 i N JRAb ik s H bt
JResE B
[0110]  NIEALHTIAR R A ZEAR bk B APk FRAESZ AR PTA) 1 0] AR X HEBL 5% DL R B A
kB AEASUE EP/N R BUE) FRO AR 2Bk E B B B AN E X o 2 W Queens A,
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Proc.Natl.Acad.Sci.USA.86:10029-10033,1989.W0 90,/07861.US5693762.US5693761 .
US5585089.US5530101 F1US5225539, — ANk 2 MEE X (WIERAAAE) HEEA EaisE kA A
T e BT o N AT AR X 38 H 3k JAPUIAR AU RIHESE /7 1 S5 CDRYE H (1 BB m] A8 X
SE R AR H = FE IR A 1R — 1 o R R A B T AR [XOHE SRk 5 T U AR R SOAS R i A Pk
JF 50 o NPURJE B BT R RARAFAE N B 7 51, 8038 o] 9 LA AR 26 1751 . 2 I, 4
un, E PR EFAARWO 92/22653 0 3 F HXFCORKI G A/ 5 5 HU R 25 & 0 AT RERZ M, I B AT
7R DXHE B AL BE 1 R R T e ol I A A A L RS A 1) R B IR ) R AIE B S 6
W58 H A 2 B TR B 480 B35 R 110 AR SRS I SIS AT e () 2 e gk AT B A

01111 i, 2 L R 78 SRR B4 v] A8 XHE B0 5 22k 5 Fride B () N ] 8 X HE 2R R R 2 ()
ZE S, MBI ZE R : () BEIEEM GG PR, (2) 4BUZCDRIX , (3) F3 45 CDRIX AH
HAEH (BFIUNTECDRIX Z1632 2 W) , 5 (4) S 5VL-VHF I , A HE GRS LR I8 24 38 5 A /s
R PTIAR I SE R RE R R B 4t

[0112]  FH T~ e () o A Ak e o2 52 A A HE SR G LR , HAEZ A7 B ALK T N S BR B B
DL o X BB FE R 1T R /N BR AR A 1) 5 () Ao B i o LY N G B Bk AR A R A5 TR A B I &
PR e o T 5 40 1 At 3 0 2 52 A NAE RS REIR , HAE AL BAL XS T N S e BRER L
I o NIERAR G P28 BRER 1 (1) 1T A8 X HEZR I8 1 7 H 5N R AR X AE 2R 7 51 22 /085 % (1) 7 4[] — 1
B KT

(0113 HUAAR N EAL AT A FH A BT JE I 545K 56 A 207 V2518 Rl S P e e ke 26 3 Thn 2 990
(SDRR) (US2010/0261620) . i E ¥ (Padlan A\ ,Mol. Immunol . 28:489-98,1991) .i# A\ I
1k, (WO 04/006955) F A A4 5 Y 244K, (UST657380) o A] F T+ AR A ml A U5 AL 1) A HE 22 5 %71
AT EH ARSI B AR N 53 A R H e AR 5 o i T 3d I 1 iQueen®E N, 1989 (] _E) BT A JF
(100 FI AL (g A, g B e 28 () AE BB ol R B B MG 5 485 5 S0 AN 0 o AR i LR St 2, T i
NERCEARTUAR N IR HTPHE - taudi A4 i 7 72 048 DL St 461 B i () AR 2

[0114] KRB STtk el 2 ME R =4, Bl in 2 228 1% (Kohler fiMilstein,
Nature.256:495-7,1975) . A] FHUS4816567H Bt A (1) 77 V4 | 2 X FE A ik A B e B P, Ho
AR B BT GEE SRR S ) 1R AN n] AR XOR1 ) 2 M2 A IR E S AR
GEH N 57— P FLERY b, 18 G ) 1052 B R B 4 18 5 (X ml LB AU E H AR N e

e N SR BRE 1 GEE R B S0 BICDRANIL A T U [ — Pk 2 Fh A\ S 3R 10
J5E TR e B BR AR 0 2 o S Z AR RN T B ) 58 4 N B v FEfU AR mT ad i DL R SCik A 4
Fe AR DN S B BR A A R K /N B il %6 (Lonbergs A ,Nature.368:856-9,1994;
FishwildZ A\ ,Nat Biotechnol.14:845-51,1996; fiiMendez%$ N\ ,Nat Genet.15:146-56,
1997) o i W MW TR A7 Ji& 7 ST 1] 5 AR A N B s FE AR (2 WL, 910, Knappik S8 A, J Mol
Biol.296:57-86,2000;KrebsZE N\ ,J Immunol Methods.254:67-84,2001;ShiZE A\ ,]J Mol
Biol.397:385-96,2010) .

[0115]  ASCHRfE 7 —Fh oy B R PR sl PR 4 & 7 B, HAa & A% H SEQ 1D
NO:71.45.51.57.63.69.39.41.43.47.49.53.55.59.61 658467 ] 2 Jik & 41| ) B 4 7] 45 X,
i B A% SEQ ID NO:72.46.52.58.64.70.40.42.44.48.50.54.56.62.665%68] % Jik ¢
FIR e v AR X, i i B v B B B B R 45 6 v BURe e R 45 G UG R e 4l 22 (PHF) -
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tau, Pk APHF-tau.
[0116]

[0117]  a.HASEQ ID NO:
()32 5 AT AR X
[0118] b.EASEQ
[ 32 B AT AR X
[0119] c¢.EASEQ
()32 B AT AR X
[0120] d.EASEQ
[ A2 B AT AR X
[0121]  e.EASEQ
()32 B AT AR X
[0122] f.HAGSEQ
()32 5 AT AR X
[0123] g. HASEQ
()32 B AT AR IX
[0124] h.HAGSEQ
()32 5 AT AR X
[0125]  i.HAGSEQ
()32 B AT AR X
[0126]  j.HAGSEQ
()32 B AT AR IX
[0127] k. HAGSEQ
()32 B AT AR X
[0128] 1.HAGSEQ
()32 B AT AR X
[0129] m. HASEQ
()32 B AT AR IX
[0130] n.HAGSEQ
()32 B AT AR X
[0131]  o.EASEQ
()32 B AT AR X
[0132] p.HASEQ
(P2 EE AT AR X s B

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

[0133] q.HASEQ ID NO:
PR R AR X,
[0134]

[0135]
B

4500 Z K7 7)1 EAE AT AR X, F1E A SEQ 1D NO:

512 IRy B EAE R AR X,

5T 2 My B FAE R AR X,

631 2 Ik 7 1 B T AR X

691 2 Ik 7 1 B T AR X

39 2 IR SR EAE R AR X,

A1H) 2 Ik 1 B T AR X

A3 2 Ik 1 B AT AR X

ATH) 2 Ik 7 1 B T AR X

491 2 Ik - 1) B T AR X

53 2 M B AR AR X,

551 2 IRy B HAE R AR X,

59 2 IR B EAE R AR X,

61 2 Ik 7 1) B T AR X

651 2 Ik 7 1 B T AZ X

67 2 Ik 7 1 B AT AR X

16

MR — AN EARTT I, A B 43 85 ) B v AR s P
T1H) 2 IR 20 B A ] A2 X, A1 E A SEQ 1D NO:

1 HASEQ

1 HASEQ

1 HA SEQ

1 HASEQ

1 HASEQ

A1 HA SEQ

1 HASEQ

1 HASEQ

AHATSEQ

1 HASEQ

1 HA SEQ

1 HASEQ

1 HASEQ

1 HA SEQ

A1 HA SEQ

e

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

FRIE 73— BARTT T, A R B S 43 B8 ) B o B oAk el L P i 45 &
a. A SEQ ID NO:37H)Z k740 8%, FHEASEQ ID NO: 38/ £ ik 74 H) #%

B HAS:

(PINEZING T

461 2 Bk 7471

5211 % Bk 3]

58I % Hk 7 41

641 % ik Fr 471

YUILEZNE Tl

4001 2 Bk P41

4201 2 BK P31

4411 2 K P31

L4811 % KP4

501 2 k¥ 1

54111 % Bk 3]

561 % ik y 51

60111 2 Ik 771

621 % ik Fr 471

66111 2 K771

6814 % ik Fr 471

B HAS:
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[0136] b.HASEQ ID NO:11HJZ k751 HEE, MTAASEQ ID NO: 129 2 JIKFF 51 i %
%1;37] c. HAASEQ ID NO: 172 ik Fr 51 B 6% , FIE A SEQ ID NO: 18K 2 Ik Fr 51 i 4%
%1;38] d. HASEQ ID NO: 2312 Ik Fr 21 i) E 5%, FIEASEQ ID NO: 241 £ K7 71 K %%
%1;39] e. HAASEQ ID NO: 29 ik Fr 51 i) H % , F1E A SEQ ID NO: 301 2 Ik Fr 51 i) 4%
%1;401 f. B SEQ ID NO:35 2 JIKfF 4 H 4%, MTA A SEQ 1D NO: 36/ £ JIKFr 51 i %
%1;41] g. FASEQ ID NO: 5/ 2 ik 7 41 i) B8 , FIEATSEQ 1D NO: 6 2 JIKFr B 42 %
[0142]  h.HASEQ ID NO:7H)Z Ik AR EAE, AT A A SEQ 1D NO:8HY 2 ik Fr #1425k «
;

[0143] i, HASEQ ID NO:9WJZ kA E4% , F1E A SEQ 1D NO: 101 2 Ik A1) 44 4%
[0144]  j. EHASEQ ID NO: 131 £ k¥4I EH 4%, FUEASEQ 1D NO: 141 £ K7 ¥ i &
Bt

[0145] k. EHASEQ ID NO: 15/ £ k74 4%, FUEASEQ 1D NO: 161 £ k¥ ¥ i &
Bt

[0146] 1. EHASEQ ID NO:19/) £ K74 4%, FIEASEQ 1D NO: 201 £ Ik ¥ 71 &
B

[0147]  m. HASEQ ID NO:211 £ k¥4I 4%, FIEASEQ 1D NO: 221 £ Ik ¥ ¥ i &
B

[0148] n.HASEQ ID NO:25/ £ k¥4I i) 4%, FIEASEQ 1D NO: 26/ £ Ik ¥ ¥ 1 &
B

[0149]  o. HASEQ ID NO:27H £ K JF 4 ) 4%, FIEASEQ 1D NO: 281 £ Ik ¥ ¥ 1 %
Bt

[0150] p. HASEQ ID NO:31H) £ k4 /) 5, AIEASEQ ID NO: 32/ £ ik & ¥ 1 %%
BB

[0151]  q.HASEQ ID NO:331) £ Ik 75 B 5, F R A SEQ 1D NO: 341 2 Ik 7 41 fr) 4%
B,

[0152] AR 55— AN EARTT I, A R W o B i NI iR s L BT R 46 & B, iz
PO BB S5 A P B A5 X 10 Ml B IR ) 72 0 0 (K) » s 1 X 10 "MB R IR, B 1 X
10" MBI K 5 N PHE - taush & , FoofK i 5k 26 1 25 B9 9 T 3L 398 20 # » 32 s 3 4 F
BiacoreB{ProteOn &4 & .

[0153] 454 PHF-taulf) NIBALTUAR S PR 45 & A Be i) Bhag s P T e ok A 45ide 2 %n % an
AR I 7 AT RAE - P T 3R 4F 45 & PHF - taulf HiAk R bt 5 45 & Fr B 77 A5 E
ANFR -2 A0 A S M 52 , 3 F5Biacore JELISAFIFACS 43 HT ; G 28 2H 234K, 24243 BT s AR 44
i 00 5 AR P Y S 52, DR A 0T 1] ta g A A Th A% s 4 75 0 i, DR VT 4R £
AR AR S P 241 A 5 1) 4 B3 P (ADCC) AR MA AR i 4 4 Bf B 14 (CDC) & P A7 AE 5 55 iR H B
RS TT R, T 3RAELS & PHF - taulf Pk S Pt g5 & B BC i 7 106 BL R St 491 fr iR
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(1) AL 254 PHF - tauti AT FE tauf) N IEAL BRI 7S B /N B SR A BT A PUIAPTS , A A
SEQ ID NO: 1Ry E&E A AZ[X FISEQ ID NO: 2[4 4EnT AR [X (2 WA an 36 E % F]9,371,376 , H
23 LL g TR S

[0154] AT DASR FH A 128 IR J7 12 K 0 58 AR B B HUAA 1) 485 6 2R A o 914, 4 7 Fh >4 21
Sy S5 RIS, T DL TRE B B - A 0 B DL s AR A B AE R AL A5 BT DA R e S AT
PR E AW TE - /D) 223, AP R g Bk 45 A 10 X 32047 2 A« BRI X B i AR
A5 AR AT DL K e AL g A B B R o A PR - PR R S L AR g Rk
55 e R R A AN E M A DT R ) e i AR HE BRI T 5, TR R AR B PR 25 A
AL 7 AFE LA S A5 B ik 1 IS £

[0155] A& BH BI04 T g XUHE e M Bl 22 5 53 14 1) o 7 91 1k XU S 4k Bt A ] 45 #E PHE -
tau L PN ANR ZRAT, BA] 45 4 PHE - tau FIBYE M FEER [ (AB) o 53— Pl f51) 14 XU4Rs S PE A
A 256 PHE - tau A0 P it I i 57 e B % 4 FH B2 A8, 18 T i s 21 S A VR R S A TR B A AR K
K1~ 12 AR R I8 85 A 524 R P ik B TeG138 2 ,

[0156] A< i BH ) U A ) G 2 20500 45 1k ol ol AR AT ) H AR N R 2L R B R E i Fe 1B
W5 2 158 B TR )G, Fe RN T T A6 anC 1 4% & AMAR Bt 40 g 25 1% (CDC) Hifkik
3 20 P A S ) A B 1 (ADCC) & WA R 40 PR 2R T 52 4k (157 B4 ff 32 47 s BCR) (1) 1
S, ISR B L E VR I F o FR ) e i Sk S8 AN/ Bl 1] o 245430 77 2 e M A T g it
F o 45 A4y 33 R A K BT A o 2 B 1) Bk 2 R AR 15 213 58 (Strohl, Curr Opin Biotechnol.20:
685-91,2009) .

[0157] 34k, A B B oA ol ad ook v anps 240 SR A L 5L B R AR A AE I L&
B G WIS ISR 20 B304 AR o Ak) Bl R 10047 B0 128 S5 A o LG ZRAB i v 8 Ak PN el Ak A1
A AN AR IR BRI DL 53R 2 R A CR 4 ) Ll K2 Rsh J12e it 4k . 4 A
AL I AT AR N T2 B AR IEAT - L EIESEIR YT M PR S PEGH) JLHE 3 58 25 3L
AT HIIRE KnightZE N\ ,Platelets.15:409-18,2004;LeongZE N\ ,Cytokine.16:106-
19,2001 ;YangZs A\ ,Protein Eng.16:761-70,2003) »

[0158]  7E 55— AN T T, AR BHI Ko Gt % 2 BH 1) B S AR B IL B IR 25 & B 4y
B 2 AL TR ARSI AN GO ER A, mr DASCAR (5] 4 B 3 L R AN SR B T I O
1 3 Z T AS 25A% B 1 B B R R T 4 o TR L, AR AU AR N D0 B A, m AR B8 i A i B
N IEAL BT AR BT S5 45 & BRI AR T 41 T A 038 B 1 5 1) 24 R 7 91 o o 91 2 B 1
2 1% IR 72 P A 75 SIS it 491 v P s 1) B 2 Bk R 1 ELRE AR 4 (9 nSEQ 1D NO:5-38) K%
BRI 2 A% R, A gm i 0 & B v AR X (VH) AR FE T AR X (VL) (I @iSEQ 1D NO:39-72) [
ZRRIN Z IR - % T 1E25 78 1K R G0 1) 10 4% 5 A i I M B 65— Sl A T 20 5% 4 O B
(P AAR () At 22 4% T R 1 E AR R BH IIVEL L 2 PN o A B 1 0 V25 P A mT A P Ak BT ) e g
B AR B A AR AT 1] 2% o A A ST R0 T v, 25 5 43 2 EL W 4 A o e P P AR )
DNA . 75 2 A I8 A2 B IR 400 T 5 16 2R 4 B mT A RDNAR SRV /B 4 Ja b — Mz £, w4 A
Horr w7 5 FE B = DA DG I R AR BOR , 1 Qv TR A4 B B A Ji s S

[0159]  #E 55— AN BB T, AR BRI S AL dmbs A B () S v P H AR s LBt R 456 i B
()53 B 1) 2 A% H R B AR o AR HE A A T, WA R A SIS B AR N 53 2 R AT AR 8044 , i dn o
s ik ity JORL S T AR B R B B AR AR L 7E — St T R, 3R A R IB AR, 1 W R
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L o B AR T A3 T ST R TE BAR 1) H IR T RE (AR JT AT, 9 W S BT AR 4 A e &k
T ISR T RS IO AT I A R BT R O R 5 T AL EBE A S B0 T . B 1) 4 A
T IR AL R IR 22 T e A FARTE AT 2 2RI, IF HLAE A SORT B 7R 40 vh 77 A Bk sl
PUR S G B W e B AR BN T3 R s T TR AR A B (1) S e 28 A2 pl B 41 3Rk
AR

[0160] 75 55— AN BB T, AR BRI S AL b A B () S v P H AR s LBt R 456 i B
5> B 2% TR B TE F40M . 8 T AR AT, ROUREI AR N R C A0 A 15 E 4 v]
FHEHARIEA R AR PIR B PURE S R B I 278 £ 4 v] o FUZ 40 B - 41 56 40 i A 4
T A B ot B AT o s 9 AR A B ] D LB | B R B SR LA sh kIR T FL B ) B
1% 20 P LT 7K AR A &R, U A2 98 BB BE IR AT & L 1 WiSP2/0 (SE [ L 2R 57 72 M) £ 3
.L» (ATCC) ;Manassas,Va.,CRL-1581) NSO (R #4335 7= 4 Cr i - 0> (ECACC) ,Salisbury,
Wiltshire,UK,ECACCS85110503) \FO (ATCCCRL-1646) Fl1Ag653 (ATCC CRL-1580) &l zh#
YR ZR o — PR N B BE R 4 i 52 /20266 (ATTC CRL-TIB-196) o HoAth a] FH A 40 i £ A5
P o [ A B O S (CHO) 20 Mo i 40 o 2% , 3% nCHO-K1 SV (Lonza Biologics) \CHO-K1 (ATCC
CRL-61,Invitrogen) 8(DG44 .,

[0161] 75 55— AN 7T, AR BRI K= A AR R B ) B S R TR B B R 245 & Fr BRI
0 BAEAE PR AR AR R B ) B s FE BRI B SR 4 6 B AR T RE IR AL S Y i B e PR AR
B PUR 45 A Fr B 2 A% BRI A i, LA S N2 M B4 B 5 224 (il an , >k B _E3E0) [F11E
PURB YR S5 6 Fr B RIB I BRI B i 45 6 7 B ol A IS 3R £ 21 3 AR His A< Sidek
LN ) o R AR A T 4l

[0162]  ZyMndH &M PR IT )ik

[0163] A B[ PLPHE - taubt AR BLA K BH 1) F Fr BE o] F 3697 IR BTy A w4 iR
AR IR BB 3 TR IR AP R IR AR IR S 2 Y taulf) e 31 SR 4, a8 G S ADIY
HEHEH taulE R .

[0164] [k, 76 55— AN T T, AR K BHUE S 2 A i 2 & AL & AR R B 55
BB v BE PR B PR 45 & v BURIZ) % bl 352 B Ak

[0165]  7E 7 —/NE BT, AR B I8 I7 B A 75 B 529097 38 H 0509 i 15 B
JPIE T U tau B S FRRE IR 1 ¥ S 1Z 5 iR LS R 32 1697 38 Tt A R B I 25 0 &40
[0166] 75 55— AN BT T, AR RS /DA 75 B 236097 3 R I B tau R ZE Bl tau
S AL 1) 7V T R W S IR T i A R I 23 A

[0167] AR & A A BH B St 77 58, 29020 S W AL 8096097 A SR I B 5 B HUPHE - tau i AR 5L
HYUR &6 R B AR SCRT A 32 B N IR HUPHE - taudt R B Bt R 4 & B B ¥R IT B /K
1) 5 7= F B S FE HUPHE - taubt R B P R 45 & 1 BEI = T B0R TT 00 B 65 B E 5 TRy 55
TR P ~ o iy B i %) e s B DR B 0 A SR A 5 928 0 5 3 B A A O BBk %) i
[0168] AR Hinds g St /7 58, V097 A R AT R DLSEILL MERH I —& & =& Y
VB 2 HBRTT R (D) Jk/NECGE BRI B RS O RE B 2 A S I )RR ) 7
HE; (L1) D BTG TT 0 B A B A B -5 2 A DGR FDRE R (1) R 220 18] 5 (111) TIBH Frve
7 B RS BOPTRE 5 2 A O BR IR R S s (Lv) BTG T7 720 B 15 B S B 5 2 A
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FRERAERTH IR 5 (v) TURIT B i 7 92 903 [ 0 B i B 5 2 AH SC BRI IR K R B AR 5 (vi)
BT B 6 7 508 < B i B RE 8K 5 A SRR EAR B 5 (vid) ek 2D B8 B VB 7 950 a0
BRE Y5 2 AH SRR R I 52 V6 9T 3 BIAERE ¥ 9T 5 (viii) 90 BE BTia 7 2 i 15 B
JRIE BY 5 2 A RBE IR 1 52 VR 97 & AR B i 1] 5 (ix) $2 /5 BB BT VR 7 P 0 < IR 5 B
35 2 AR IREIR ) 523697 B A7 5 (1) MBI D 5216097 2 BT iR 97 15500 P A5 B
TIE B 5 2 A OCIRIPRER 5 A1 /B (x 1 1) HG9mBR I3 Ty — PPy 7 VA I PRy A IT 80K -

[0169]  HR¥E B ARSI T 22, B J7 R 950 B i B0 E A2 taudi 1 o MR 40 58 B AR St 77
ZE 5 FITIR YT B9 5 15 B8 RE L3 E AN PR T SR P BT 7R 2 v R 95 50 1 Bl JR 2 T 2R
55175 GL AR AH S BRI R S A 4 ARER A AIE (FTDP-17) VIEAT A% b PR BRI | Bz Joid B JeC 19
AR R T s~ HEAT 1 B 5T T IR o 3 A AN G S R RIS M S S AT A A 4 AR A B AR
SOURL PR 0 2 UL 0 () 2 B AR A 45 AR5 G AR - R R A AE B IR SR B0 VA% - it - VD I S IS )
TR - TR 25 IR L 28 o - HEG 2 RG240 JE 2 - B s C AL | Jhoid 5 2 3 e 4 A
M SRR i R IR EMENVE FRAR BA MA A4k ok Bigsh s
TOI ~ I 28 S A 4 AR ER B AIE M P 1 1 o B2 T DRI R R 5) o

[0170]  tauflk H WA R HAT AR B A FEEAPR T A AP F S o R 45 L 74 8L
REBZ VGERE 2R FPRE RREE 18 2R S E /AT 9 AR T VIR L ik T R el d 21
AT 55« B A/ To i AL SR B = s B2 R B | T BRI IR A S SRR
FEXT ORAE SEIF IR B AR 2 47 0 B AR AN TRl B 0T SR T 22 S A A L OB IE W ANB) &8 ik
15 JE e e 22 U2 e 2P i e AR A A% b PR B AL BRR R L 7 U8 A 221 2 E A AR S BE R
YR AR 2R FEPIRE LK J1BE G | 52 Jo J i 3t 2 AN FE B0

(01711 R vEI7 ) BB B FE(EANER T Ak FADBR H Ath tau i FH 95 f& B H 1 TeRE IR AN, BA
e B Hi 7 AR 225 o N YE TT 1 AR B HE B O ATADIS A% 5 6 1 W AD S i 5 B PR 2
WA PR ST e DT 2% 1R A o o (9 S DT 3R R VE M AR TR R B (APP) W B RAR , JE 2 7E
SETITALLL S 6 TORMGT LA AL I 2R AE (53 i) Ay we e R i ML B R AR) o HoAth fa s PR 2% =2 A B2
B PSTAIPS2LA S ApoE4HH 8 FEAE | vy JIH [3] P2 IR B8 30 ik o 5 A A4 1) S 5 H i i
HADIIAMA R 3@ I E IR A PR 25 B A7 AE R REAE P R AT R0 o e A1, 2 2 i aT F
T4 58 BB ADI MR o 3 S8 AL FE I & o A R tau FIAB4 27K ~F o F+ 51 i) tau Iy /N R AB42 7K ~F
T /NADAFAE « BAAD ARt i@ L AD A AH G [ 5 Hp 2 (Related Disorders
Association) FriERIZHT .

[0172] A% BHIHUPHE - taubiffid & 7E A F 10 97 BUTRTT 22 18 A0 1 a1 ¥ 7 771 A
B 7RI Z AP IR M 10 S tau g BE M R AR , 1 WNADEY HAh taud 1 - 72 0 RE IR A&
F YR TT AT EEARAR SRR (B ANTEZ)10.15.20.25.30 %) Bf FF 46 SR 10, S8 %, B 3| 1A 3
21405060870 % I 74 7% B UGV IT VR I7 8 W 75 B0t — B (Rl () 2 A58 & 6 T AT
Tk 66 A I TR RS T € £ XVE T TR B B B A T4 A BB A A el 5 3E AT 4% o SR 8 R
B, I AT F8 7 s 7 &

(01731 FEFRDT B FH 4 245 W 20 & W s 24 77 it FH T e ADBEURR B 75 40 4b T ADS& s v 1)
F, Hoam 2 CLVE R Bl D SE R , J M B, BRE AR S I R AR B AR I AR Ak A A
SN/ BAT REAR 5 I ACRE FNLE 2 993 i J aok A2 o A7 A8 10 v [R) g B 27 R 2 O FEVR 9T Y R
W AP 2570 e A T RS B A B B SR I R, HL 2 DLYR/D (BH B B IR
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T PR AR H BT — (R4 2 S 2R 22 R0/ 8547 ) & Y697 750 Jit FH AT gsk 2D B Bk i R
BN 1% B TR R AR A B 2R 3 B IR B 2

[0174] Y& YT A A% & 550 & T AR YE & AR 21, o AR Bk V8 7 1 2 i [ 05 BRI A it FH 77
s HARERAL 26T & 0 AR DR AS (LG ana- 0 A i B 1481k, AR 26 T E 2 A
SN it R A 259 , L B 15 N TR PR BRI VR T B FE L R VR T R DA AL %
SRR

[0175] AR BHMIPUAR AT 4 ) s N A G A GV & B 6T B A ERPUREA
2455 AT S I AR B T R A) o BRI DRV, 1 A K R A ISR YR T T Bh
Y AE D B B VAN AR T R ST BRI AR 5, AT FHO L 4 96 £RUK
F10. 3% H &R o 1% Le R TC B 1, FF HLIE 3 AN 3 0N 40 o ‘B A T m] 3d 3k 8 R0 © ) 2K R
AR (NI E) AT KR A V)T AR I 75 25 255 BT 2 i At B o, DA AR 3
S, W W pH A T A AN GE R g A1) S BEBR R JEE R AN R S AR ISR 2 W R R R A R
BT BERT 2 o, BMFR B i h /N T-290.5% , I8 H N R /D291 % 2 21815 %
8%20% , 3 HA R B e £ n B A 7 5K, 32 E R T A 7R A & L LR AR AR VRS FE SR AT 1
o

[0176] AU B B HuAA ) 6 T P ) it P ASE 2T DL 2l ) 38 22 1 3 AR & 1 i
15 o B 1 5 7S ST R (1) 4E 5 0 R A I ok RS FH T 1 1 At S 45 G R P UL S IR P
FK PR B2 T B PN B P PA it FH B8R AT i 3 A B A B R

[0177]  Y&J7 AT AE B B N [R] R B A 9 22 51 &I (R 3R 45 1, 7EZ 2 A BN (B R, Y1286
SRR PTAE FH - 104N 23 S 0 7 &, B Jo 9 2 5 0/ B0 ik i 2 i 75 1) £ Ji5 820 [RD 1] B 45 7
) HoAth 5 &, Aot T 28 IR AEL -4 AR HEH MR T E EILN HZER—1 824
Ja 8RR . GG TR R B EFE: (1) 0.1 AR A, (1) 0.7 RFAS A, (111) oA
J, (v) 064 F, B A 2 BA 51 S FUIH 2 ok 42 5 T R R B9 8 96 T 7™ B A% 8 110 SO B g
Tt RIER .

[0178] WA K B PUAAR R 4R T H T8 47, FRAE T 2 i e & & 8ok b B I %5
AR E 7 R S HAR R 5T iR 24, I HLAT R A S O R ) R T A A B R .

[0179]  #R¥EBARSETT 2, V697 taudk B BT I AL & PR 8 5 A 206 7 A S 408
At 5 1) A RIS A FH o FEADI SO T, AR BH I 4 ] 5 9/ BT 7 BYE B A 2R
(AB) YLAR B 7RI BE A5 it FH » PHE - tauANABYS BE 22 05 [ 4 A& v RERY o (R L, [RJ s ) PHF - tau
FIABUA J2 ABAH G I 3 2% PR 3 1R ok R R 5 V8 97 vl RE L AN R 1) 2% 1 56 A 2% AE MR 4 AR I
A KR M EZR I G OL R L 15 R SR AT 20 o - T A% B 3 1 92 75 1 2 38 He L)
VBT o AN BE ) tau Mo - S AZ B E 0 3 I TE BRI BE & V697 AT RELL ANl BB AR — SR B e
B

[0180]  7E 55— AN TH , AR BIP K= A A& A R B ) s v R pr iRk s e BT R 45 6 7 B
2 S J7 1%, AT R FE PR B PR 4 & B 525 % B2 A A &,
DEIRETSLy/HERELY/R

[0181] S v Al &

[0182] <)k BH (1) B2 5 B HLPHE - taudi Ak v] T2 Wi 52 16 77 & HH I ADB I At tau i F 9% 1)
T
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[0183]  [Auth, 75 55— AN 7 T A% K BH UG BAar il 52 ¥6 97 35 HH PHF - taufE (E ) 5 iR iz
W32 1697 taudt F RN 7732, Foad i Al A AR B B v B B A B PR 45 B i BoR A
MISZI6F7 % Th PHF - taulf £ 2

[0184]  JE it fd AR A S e W bR el , I BRI 2 I p i 5 5ok B 2 iR T 8 1
FE R I BERR A tau I 456, AT AESR H 329607 & AR S (B4 I« 98  if % L T8] iR
B G HE VRRE ) ORI R R Ak tau o T R AT R I DN S L Ak BT R R U7V 1
ELTSA. G H 2340 2% L B 1 o B A Y A4

[0185] WA B SR P 38k i fok P v 55 380 BB R N, BB I AT A B @ iR R B
S5 30 i o AT e 5 BT AT A 5 3 0 AR K 12 R i 32 B 1 L BT B R R LA S YR T O
FHIR] B B 2 PN & B BT RbRL , R AR — S8 07 vk, WP IR AL tau LA SR AL — B e
Rbric ), H B ZFRic i H T 462 P bric Mk B H T 5 v - a0, 2% Sehn
0 IE FH T 6 I o DRUREE P A T R A A E T T8 7% R T W 2 B A o O M s i
AT A FHPETESPECT HEAT 46

[0186]  ZWrid i L K H 5216 7 & W FE S B2 ¥R 97 3 AR 1L PHE - tau . tau SR AR R/
B AR SR LT Y2 45 (K /RN Bl B ok I R 2R AR SR PRAT & FE LR AR P A R A BT
PH 1P 35K SR LGB A nTARERAE AR R 52 9697 2 R e 1 JE ATk P o

[0187]  JEILAEVRIT Z BT FEIR YT R RE TR BRAEVR YT 2 JE A 2697 # R BE IR AL tau I /7 1E
B SCHRER IS W 5 AT T M SR T AT A S o KX T3 LR AR R BRI R H
YRIT IR I LIRS 5 o B8 B 5 A tau A R I Bk, D AT 70 A= 00 A v o B 186 0

[0188] AR BHIEEE K H THAT Bk S Al 07 &l %, k& S H 2
R 7)1 T A & B PR PR R 3% ) AT AS AR iE o A2 I LR B 5 AT & AR AR IS (9 e
KT EV RS , H o B BT 2 R R B () a5 5 B i A V) & B E OB
AR 73— Fhade B8, AT 4 B & nlA AR 1E 10 28 k0], HoAiz s il — i B A 4
A S o B T I AR W RE R IR PHE - taul 2R &b R B I Ak T 5 A
% 4055 R e LA FL S A4t .

[0189]  ALFIHIGH A 5| N ZH TR N 2 (B3 S S0k AT R A E %
FIER U L B L [R) R w9 5 R ) 7R LB E DL 51 5 SO

[0190] =it 5%

[0191] A IR FEfE 7 LT RRR filPE STt 7 % .

[0192] St 77 & 172 — Fh 43 B A B S B AR BRI PR 456 B, 1% 00 0 1) 1 v B oAk s
Hyi s S B2 HA R ESEQ ID NO:71.45.51.57.63.69.39.41.43.47.49.53.55.
59.61.6585671 2 ik 7 51 1) 4 P A2 X, sl B A3% H SEQ ID NO:72.46.52.58.64.70.40.
42.44.48.50.54.56 62665681 Z Ik 7 51 1 5 0T AR X, Horh Bk B v B AR B H Bt iR
ghE BRSSP A O B e 4l 22 (PHF) - tau, fiLiZ Hb A PHE - tau.

[0193] S /5 FR 22 AR Hm S it 7 S8 LT 19 70 5 () B s B B AR B L L R 4 & B B, HeH i
BrlEPUAREBCH PR S B

[0194]  a. HAASEQ ID NO: 71/ 2 IKF A EEFE T AR X, FIEASEQ 1D NO: 72141 2 k¥ 41
[T AR X

[0195]  b.HASEQ 1D NO:45M 2 IKFHI I EEE R AZ X, F1EASEQ 1D NO: 461 2 K751
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I B AR X
[0196] c.HAGSEQ
I B AR X
(01971 d.HEAESEQ
B AR X
[0198] e.HAGSEQ
I B AR X
[0199] f.HFSEQ
I B AR X
[0200] g.HASEQ
B AR X
[0201] h.EFSEQ
B AR [X
[0202] i.HESEQ
I B AR X
[0203] j.HASEQ
B AR X
[0204] k.HEFASEQ
B AR X
[0205] 1.HSEQ
I B AR X
[0206] m.HEFSEQ
B AR X
[0207] n.EBSEQ
B AR X
[0208] o.HAGSEQ
I B AR X
[0209] p.HASEQ
IR BE AR X s B
[0210] q.HASEQ ID NO:
I BE AR X .

[0211]

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

512 IRy B AR AR X,

5T 2 Iy B EAE R AR X,

631 2 Ik 7 1) B AT AR X

691 2 Ik 7 1) B T AR X

39 2 IRy SR A R AR X,

A1H) 2 Ik 7 1 B T AR X

A3 2 Ik 1 B T AR X

ATH) 2 Ik 1 B T AR X

491 2 Ik 7 1 B T AR X

53 2 M B AR AR X,

551 2 Iy B HAE R AR X,

59 2 IR P B FAE R AR X,

61 2 ik 5 1 B T AR X

651 2 Ik 7 1 B T AZ X

67 2 Ik 7 71 AT AR X

iz T R DU B DUR 45 & B

[0212] a
HE
[0213] b.
HE
[0214] ¢
HE

23

1 HASEQ

A1 HA SEQ

1 HASEQ

1 HASEQ

A1 HA SEQ

1 HASEQ

1 HASEQ

1 HASEQ

AHATSEQ

1 HASEQ

1 HASEQ

A1 HA SEQ

1 HASEQ

1 HA SEQ

1 HASEQ

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO

ID NO:

ID NO:

ID NO

ID NO:

ID NO:

ID NO:

S it 7 5% 32 MR A5 S it 7 58 1 B2 i I 1Y) 1 1Y) R e B PR BREL PR 45

5211 % Bk 3]

58111 % Hk 7 31

641 % ik Fr 471

UILEZ sl

4001 2 Bk P41

4201 2 BK P31

4411 2 K P31

4811 2 kP41

150/ 2 ik 731

54111 % Bk 3]

561 2 ik y 51

60019 2 K741

621 % ik Fr 471

66111 2 K771

681 % ik Fr 471

B, 3

. HASEQ ID NO:37H)Z k7% i B 8%, MIEASEQ ID NO: 38 £ ik & ¥ 1 4%

HEASEQ ID NO:11HZ KAl E48E, A1 EASEQ 1D NO: 12/ £ Bk 7 5 i)

.HASEQ ID NO: 178 Z K74 i) B 4%, FIEASEQ 1D NO: 181 £ Ik ¥ ¥ i %
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[0215]  d.HASEQ ID NO:23()Z k541 H ek, MTAASEQ 1D NO: 241 2 JIKFF 51 i %
%2;16] e. HAASEQ ID NO: 29 ik Fr 51 i) H 4% , F1E A SEQ ID NO: 301 2 Ik Fr 51 i 4%
%2;17] f. BASEQ ID NO:35 2 JIKfF 4 H 4%, MTA A SEQ 1D NO: 36/ £ Ik Fr 51 i %
%2;18] g. B SEQ ID NO: 5/ 2 ik 7 41 i) B8 , FIEATSEQ 1D NO: 6 2 JIKFr B 42 %
[0219]  h.HASEQ ID NO:7H)Z Ik 2R s EE, AR A SEQ 1D NO:8HY 2 ik Fr #1142 5k «

;

—

[0220]  i.HASEQ ID NO:9H)Z kAR B 4%, f1E A SEQ 1D NO: 101 2 Ik FI ) 44 4%
[0221]  j. EHASEQ ID NO: 131 £ k74 4%, FUEASEQ 1D NO: 141 £ Ik 7 ¥ i &
Bt

[0222] k. HASEQ ID NO: 15/ £ k¥4I 4%, FIEASEQ 1D NO: 161 £ Ik ¥ ¥ i &
B

[0223] 1. HASEQ ID NO:191) £ k74 i) 4%, FIEASEQ 1D NO: 201 £ Ik ¥ ¥ 1 &
Bt

[0224] m.HASEQ ID NO: 211 £ K74 4%, FUEASEQ 1D NO: 221 £ Ik ¥ ¥ i &
B

[0225] n.HASEQ ID NO:25/ £ k¥4I i) 4%, FEASEQ 1D NO: 26/ £ Ik ¥ ¥ 1 &
B

[0226] o.HASEQ ID NO:27H £ K JF 4 i) 4%, FIEASEQ 1D NO: 281 £ Ik ¥ ¥ 1 &
B

[0227] p.HASEQ ID NO:31H)Z Ik 74 B8, FE A SEQ 1D NO: 32/ 2 Ik 7 41 i) 4%
BB

[0228] q.HASEQ ID NO:33W)Z Ik 74 B8, R A SEQ 1D NO: 341 2 Ik 7 41 fr) 4%
B,

[0229]  SiZjiti /7 SRA R — P BS AL IR » 1% 00 B AL BR Gm b A $8 St 77 R 1 2 37 AL — Ty
R T R PR B P R 25 & B

[0230]  sizjifi /7 R5 A& —Fh AR  1Z AR SR IE SL 6 5 RAFTIA K 4> B AL IR

[0231] St 7 62 — AP TE E4IHE , 1218 £ 40 A6 S AR 38 St /7 ROFT IR AL TR

[0232]  SEjiti 7 BT —MAWEEY 2 Z4MH SV B ERIEL T R1E23HAL—THT
AR 23 B B R AR e P R4S A B DA e 2 i BT 2 AR AR .

[0233]  sizjiti 5 82 — PPk /D 75 B A 323697 & P R B tau R AR B tau i R & SE Y
TV I AFE R 526 T 38 e FAR 4 S it 7 RTPTIR I A5 W)

[0234] st 5 RO —MRIT A T8 BRI I6 T & I tauss AW B 5k 1 Z 5 ARG R %2
VI A it AR PRS2 it BT I 2 A& .

[0235]  sizjiti 7 R 102 MR H8 S it 7 RO P 1Y) 7 vk , 1% 7 1 LG W) 32 3R 97 & it 96
ITH 75 B 2 V697 & P tau sk B I B I 5e) .

[0236]  sEjti 11L& —MRIT A T BRI 6 )T & I tausk BRI 5k, Z 7 A )
VR YT 3 it AR PR S 77 RTRTIR I 25 2L A0, Horb taufR A R0k B SR R K ER

24
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I~ BCRANER] R SR ER I 5 175 Bt AT OQ 1 BRI R KA e AR Sk B Ak (FTDP-17) i#E4T
PEAZ AR BRI S B oA Je 5 A 2 B B  EAT A B S5 g A AN S5 R i P A
20 IR LT YR 90 45 PR PS5 AL B ARBURL IR SRR LR 46 I R B AL A B AR S5 S IR - R B B AIE IR
LRAERE % - Tt - VD B I R - Bt O  RLIRIA LA e - R 2 RS e B2 - BT
JRCHL e 7 5 VB A 500 I SRR AL i R R ELEVE FRANR L B i i
2L AEPE L5 IR AR 5% By B B2 00 K R i A e AR R AL AR QIO TR s L DA e 2 o B3R oR
E (FER) -

(02371 Sty S 1 2 ARG St 7 SRV LTIk 1 7 8 2 D iR A A 1) 52 987 5 it R A
7 T B 3207 # T tauds 6 1 B a7 .

[0238] Sty SR 135 — My AR AR e S Bty 58 1 A2 3PP AR — THUIT IR 1) 0 e e L AR i B i
2h G P By ik AR AE 7 AR B S B DU B DU 5 6 Fr B 2 AR 1 B TR A0 55 G i o T e
PUARBE TR 45 & 7 B ARZ R KT 4R, LA B A A2 4H S B340 i 35 7= 0 1l Wi 0 e e Ak sl EL 4t
JR 4 & Fr Bl

(02391 Sty 58 1452 — Ml A8 AL & AR A S i 7 58 1 Z= 3P A — THUAIT I 14 B0 3 o e Ak Bl L
PURSS & v B 29 &R 7515 O E AR B e B SR B LR S5 & B S 2557k
RSB G USRS A EY).

(02401 Sty 58 155 AR St 75 58 1 28 3R AR — TR IR 11 73 F 1) 0 e o AR L B iR 4
& F B TR A R EI 36T & I taus R -

(02411 Sty 58 16 & AR5 St 75 58 1 28 3R AR — T i 11 73 F 1) P e e AR L T iR 4
& BCaUR YR S it 7 R TRT IR I 5L S R IR T A R E N R T B I tauER H
T » T U SR ] 7R 3 BRI  HSCA A BT R R HE BRI 5 175 e C A AR 5 (R BB A A K% A <6
RRERGAE (FTDP-17) JBEAT PEAZ _EAE BRI B2 2 Je AR 1 B 3 B  BEAT 1 B 5 i 1
A AR S PRI S R8P R T R 9 45 PR E5 AL B AU IR A R L UL A ) 2R A A < AR
LREE-RIOR B AL IR ERARE M - it - b RO I TR - T 0 BT AR UL % < o - e
T2 RGEEYE . JE 2 - B O CRY  eip 7 R F NI R A 0L 0 S 2 R A 4 i % L R L
PEWUE FRAN R AT i IR 2T 4R 25 (¥ A 5% By la s AP 28 700 I % e I e AR SR B AL 12 1 1)
DL B o BLIARAE (FEdrR) -

[0242] Sty SR 1 THRARYE St 77 58 1 2 3 AR — TR i 110 73 F 1) P e o AR B B iR 4
A BUH T HII07A & B 323607 1 taus R IR 257000 HTig

[0243] Sty 58 18 AR St 75 58 1 28 3R AR — T i 110 73 F 1) P e g AR B e iR 4
& BUH T8 67 7 22 32087 5 1 tau s FUR I 25010 RTO& , % tausl F R
USRI R] ZR DR R I ~ IO AR ] R R BRI < 5 175 G PR AR DR IR U R B < AR 43
AL (FTDP-17) HEAT PEAZ _EVERRBT L B AR IR AR « B2 5 B  BEAT 1 B Jo T~ Je o 46 2
ALY EE RO DRV I P28 SR LT AR 2 25 HE AT A I ARUBORL PR R VL2848 O 2R A A < AR 25
I - i R S AE R SR 5 A% - Tt - V0 B I SR8 - TR 00 B IR AL 28 3 - HE R L 2
RO JE B - BT CRY L o 55 5 1 i i A B I8 S0 S A A P e g ¢ < R ELVE L
EIRAR EAT MG SR S (1A 0% By s sl A o ik A R A AR SR AL IR R B i 1
B B2y BORIRAE (B )

[0244] St )5 S 1972 — FRAER B 523677 3 B A PIFEah A AS IUPHE - tau A7 4E 10 J7 1% » 1%

25
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JTEA AL A YRR b SRS ST SR LA 3R TR 1Y) 7 B 1Y) B T B AR B BT R 4
B A Befi i, DA R e i B v i AR B BTUR 45 5 7 Be S ok B 32 RT3 B RE S TP PHE - tauf)

SN
A

[0245] St 75 22 20 2 MR 4 S it 77 S 19l 1 77 v , Fe Rz AR DA ot = IV L3S I 2%
() AR ~ B 5 BBV o o

[0246] s 5 212 — FiB R MR B 523697 & B AE YRR 5 A PHE - tau I 7775 R 2 b 32
TBIT P taud I 5 7 TR AR R S SAR BE S iy 21 B 3 AT — TR 1)
oy B BT E SR B L PR 45 & B BeE i, DL SRS BT AR ST IR 25 & By 5ok H 2R IT A
(K RE 5 FR PHE - tauff 454 .

[0247] syt s

[0248]  AJ BRI LA T STt 451) B A5 32F — 22 U B AR R B A M Joid o 9 24 B A, DA TS SIS it 491 AN PR
HlA KRB S HA R B YE ] i BB ORISR T e -

[0249] st fsil1 - NJAb I FE RIS & R PE VAL MR

[0250]  HiTauPiAPT3HI AJELL

[0251]  SEAFAPTIZ ALK (046140, W02013/3096380; 3£ [H 4 4110,000,559B2) .
R 7B A E R AR R S R A IR B mOMER AP RERE A Fh R EEAESEH T
PR NVEAL 38 I KSR A TIX B 7 91 5 N JIX B 91 3R AT B Aok I VLI A T IX B DA f KAk
JF AR — 1 VHI N T X B AL HEGLO5VR AR

[0252]  H§ SPRX R IAAT B 7= AE B Fabif 47 NIEAL AR IR A IR

[0253]  Jj v« f FHMASS - 245 , o ] R At B 7 AR B N U Ak Fab b 3B W4T 2 T SPRIV i
B RN LG o 811 5 5 A8 FHEDC/NHSYR A W00 1 25 i (HCA) A& 2%ty 85 7, I HLAS i
AL ¥ R s A E O4000RU) iR 78, IF HAL FH QR fli R R R % R J5 . 1
A FEIZKSE (40-100RU) B HPESE ATl 3R AR R AL B IR taulik (NPT-6) o8 T Ml EFab 5
Fr i SR B R tau K 45 &, M Fab b 3f v A AV v S FE KRR T 1, FF B & &/ i 2
2k o B 5, B RR A R T FAE , FF N —#%CFab A BAE H o 8 #2525 2 M7 7 3 HrFab
RIS G B AR I, DU T i 55 2B 1 e S 7 o 5o A/ N PUARAHLL , 5 FFab b
TEWRE 7 LB I 1 A 2R, I IR B IX S6Fab G F T 1G4 b . FabZH ¥ 45 & 4% 8%
KIFEEI2A-2AT R 7R L 9F B B SR AE R TR 341

[0254] 1. KJHAT #iFab L iE5 SNPT-6k45 A HIMASS -2 SPRAfE B R &4

[0255) Tpab ik Kd[1/s]#*
PT34ti{k, ) Fab (PT1B187.002) 2.73E-05
/MR R A FAB <2.85E-05
L1-P1-D3 <2.85E-05
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
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H1-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
H1-P4-El11 4.05E-05
H2-P3-C10 1.50E-04
H2-P2-A2 1.65E-04
FZHEFAB 1.76E-04
H1-P2-G6 1.83E-04
H2-P1-D6 1.89E-04
H2-P3-E1 2.08E-04
H1-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
H1-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

[0256] I > T A2 e (Rl 52 SR AR i, HLB G ELTSAMIR SC 22 e FE AR S bt - IR 45
G, HPBES S REREARD THI R B ER B LA K T80% Mg AN E ST .
IIMT T o B 21 2 NI N P E B N 2% NI B 82 8 o b AT 3t — 2D 1 e , 04 P ik e B
PRI 58 2 ELTSAZE A fh 28 FISPRAF 25 K 4T (B 2A-2A1) o Tix s g ik P56 25 S M35k 5%
B o EHE AR BE 1Y AR5 FE B /E FabfEEL T SAH M H A A S AT (1) 45 SR AN 4518 o B 1% 2k fi 24
()5 %% B 55 A3 25 ek 2H A DA il 2% 15 Fh AR R Ak v B 1k (FR2AN13) I HLARIA N B e fE eG4 7 »
H HAE A FImAbiE— 25 M e B 25 A 1% [ &-Fh ok &l (Tm/TaggCICSECLAC-SINS,
AN RN i B Epd Vax 20 20 o 28 T 80 , PUARPT1B844R I 5ok A /N R BTk AH
BCGE bt - IR A A AP LR O AR B T — DI R 1B B 1gGl YTERRA
PT1B916 (F&2F13) .

[0257]  PT1B844FIPT1BI1635 5 A GLOSVINIEFEAMIE (AEN) TX Bt R RAR A T fif i A
TELE 1) 8, A1 iEmAb LK A7 B A 4 (8] N IR BT e FE AR R IE 9 T1gG1 N TgGL YTEW LA FH Tidk
— I RAE,

[0258] 32 AJsib v FE DA M) EAE (HC) A2 %EE (LC) J7 51
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[0259]

mAb 2.4~

5

SEQ
ID
NO:

PT3 HC

EVKLVESGGDLVKPGGSLKLSCAASGFTFSSYAMSWVRQNPE
KRLEWVASISKGGNTY YPNSVKGRFTISRDNARNILYLQMSSL
RSEDTALYYCARGWGDYGWFAYWGQVTLVTVSA

1

PT3 LC

DIKMTQSPSSMYASLGERVTITCKASQDINRYLNWFQQKPGKS
PKTLIYRANRLLDGVPSRFSGSGSGQDYSLTISSLDYEDMGIY'Y
CLQYDEFPLTFGDGTKLELK

# i HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KGLEWVSSISKGGNTYYADSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSS

%4 LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKA
PKSLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
LQYDEFPLTFGQGTKLEIK

PT1B841
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KGLEWVSSISKGGNTYYADSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

PT1B841
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKA

PKSLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
LQYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVV
CLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL

SSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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[0260]

mADb 204>

3

SEQ
1D
NO:

PT1B842
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KGLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCS
VMHEALHNHYTQKSLSLSPGK

)

PT1B842
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKA
PKSLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDMATYYC
QQYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

PT1B843
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KGLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

PT1Bg843
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKSP
KTLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQ
QYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVC
LLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

10

PT1B844
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KGLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

11

29
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3

SEQ
1D
NO:

PT1B844
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKA
PKTLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
QQYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV

VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

12

PT1B845
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KRLEWVASISKGGNTYYPNSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KK
VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEPEVKFNWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

13

PT1B845
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKA
PKSLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDMATYYC
QQYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV

VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

14

PT1B846
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KRLEWVASISKGGNTYYPNSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFESCS
VMHEALHNHYTQKSLSLSPGK

15

PT1B846
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKSP
KTLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQ
QYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVC
LLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS

STLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

16

30
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3

SEQ
1D
NO:

PT1B847
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KRLEWVASISKGGNTYYPNSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCS
VMHEALHNHYTQKSLSLSPGK

17

PT1B847
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKA
PKTLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
QQYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

18

PT1B848
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KRLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

19

PT1B848
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKA
PKSLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDMATYYC
QQYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

20

PT1B849
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KRLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

21

31
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3

SEQ
1D
NO:

PT1B849
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKSP
KTLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQ
QYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVC
LLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

22

PT1B850
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KRLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFESCS
VMHEALHNHYTQKSLSLSPGK

23

PT1B850
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKA
PKTLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
QQYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV

VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

24

PTIB851
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KGLEWVASISKGGNTYYPNSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFESCS
VMHEALHNHYTQKSLSLSPGK

25

PTIB851
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKA
PKSLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDMATYYC
QQYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV

VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

26

32
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SEQ
1D
NO:

PT1B852
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KGLEWVASISKGGNTYYPNSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

27

PT1B852
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKSP
KTLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQ
QYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVC
LLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

28

PT1B853
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG
KGLEWVASISKGGNTYYPNSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFA
YWGQVTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSS
LGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
EEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKS
LSLSPGK

29

PT1B853
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKA
PKTLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
QQYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV

VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

30

PT1B854
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQNPG
KGLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCS
VMHEALHNHYTQKSLSLSPGK

31

33
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SEQ
1D
NO:

PT1B854
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKA
PKSLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDMATYYC
QQYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV

VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

32

PT1B855
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQNPG
KGLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFESCS
VMHEALHNHYTQKSLSLSPGK

33

PT1B855
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKSP
KTLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQ
QYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVC
LLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

34

PT1B856
HC

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQNPG
KGLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFESCS
VMHEALHNHYTQKSLSLSPGK

35

PT1B856
LC

DIQMTQSPSSLSASVGDRVTITCKASQDINRY LNWFQQKPGKA
PKTLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
QQYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV

VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

36

34
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NO:
PT1B916 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPG | 37
HC KGLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSL
RAEDTAVYYCARGWGDYGWFAYWGQVTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYITREP
[0266] EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVEFSCS
VMHEALHNHYTQKSLSLSPGK
PT1B916 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKA | 38
LC PKTLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
QQYDEFPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
(02671 3. AL T HUAA ) H B A i m] A2 X (3] 9 VEAIVL)
mAb Vo2l SEQI
4 NO:
PT1B8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 39
41 VH | GLEWVSSISKGGNTYYADSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS
PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAP | 40
41 VL | KSLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCLQ
YDEFPLTFGQGTKLEIK
PT1B8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 41
42 VH | GLEWVASISKGGNTY YPDSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS
[0268] PT1B8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAP | 42
42 VL | KSLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDMATYYCQ
QYDEFPLTFGQGTKLEIK
PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 43
43 VH | GLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS
PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPK | 44
43 VL | TLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQY
DEFPLTFGQGTKLEIK
PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 45
44 VH | GLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS

35
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PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAP | 46

44 VL | KTLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQ
YDEFPLTFGQGTKLEIK

PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 47

45VH | RLEWVASISKGGNTYYPNSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS

PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAP | 48

45 VL | KSLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDMATYYCQ
QYDEFPLTFGQGTKLEIK

PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 49

46 VH | RLEWVASISKGGNTYYPNSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS

PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPK | 50

46 VL | TLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQY
DEFPLTFGQGTKLEIK

PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 51

47VH | RLEWVASISKGGNTYYPNSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS

PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAP 52

47 VL | KTLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQ
YDEFPLTFGQGTKLEIK

[0269] PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 53

48 VH | RLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS

PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAP 54

48 VL | KSLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDMATYYCQ
QYDEFPLTFGQGTKLEIK

PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 55

49 VH | RLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLOQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS

PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPK | 56

49 VL | TLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQY
DEFPLTFGQGTKLEIK

PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 57

50 VH | RLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS

PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAP 58

50 VL | KTLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQ
YDEFPLTFGQGTKLEIK

PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 59

51 VH | GLEWVASISKGGNTYYPNSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS

PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAP | 60

51 VL | KSLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDMATYYCQ
QYDEFPLTFGQGTKLEIK

36
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mAD 37 SEQID

40 4 NO:
PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 61
52VH | GLEWVASISKGGNTYYPNSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS
PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPK | 62
52 VL | TLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQY
DEFPLTFGQGTKLEIK
PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 63
53 VH | GLEWVASISKGGNTYYPNSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS
PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAP | 64
53 VL | KTLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQ
YDEFPLTFGQGTKLEIK
PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQNPGK | 65
54 VH | GLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS
PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAP | 66
54 VL | KSLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDMATYYCQ
QYDEFPLTFGQGTKLEIK
PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQNPGK | 67
55VH | GLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS
PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKSPK | 68
55 VL | TLIYRANRLLSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQY
DEFPLTFGQGTKLEIK
PTIB8 | EVQLVESGGGLVKPGGSLRLSCAASGFTESSYAMSWVROQNPGK | 69
56 VH | GLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS
PTIB8 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAP | 70
56 VL | KTLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQ
YDEFPLTFGQGTKLEIK
PTIB9 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYAMSWVRQAPGK | 71
16 VH | GLEWVASISKGGNTYYPDSVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARGWGDYGWFAYWGQVTLVTVSS
PTIB9 | DIQMTQSPSSLSASVGDRVTITCKASQDINRYLNWFQQKPGKAP 72
16 VL. | KTLIYRANRLLDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQ
YDEFPLTFGQGTKLEIK

[0271]  CDRFF1Jn K k2k

[0272]  ELISA

[0273]  JEILELISAZHT Xt & MpT217+taufk ik (PRQEFEVMEDHAGTYGLGDR (dPEG4)
GKTKTATPRGAAPPGQKG (dPEG4) GSRSR (pT) PSLP (pT) PPTREPKKV - fi%) (435 ASEQ ID NO:81-
83: A KT HIATFNSEQ ID NO:79) HIL 4 K BBRAL Ik (10ng/mL) BLHEIRE $UMR L, 3 HAE
FO. 1% Bt AR Wr 2 J5 , 5 AR B I 05 9 N TeGLI) Fr4g mbifk (PT3.PT1B296 A1 A&
L PUARPT1B844.PT1B847 . PT1B850MIPT1B856) —#L+% & o il it s INHRPOARIC I L1 2£F (ab’ ) 2
PN TgGR AT S 5 & WA o B J5 , AR 4 & v U6 W1 154 A — 2B TMBJE W)
(ThermoScientific;Waltham,MA) BEATALIN . B 3rp i &5 & 4~ H T SPT3AALL , PT1B296
PUARKI KA 5 SRR 6 N AL BUAPT1B844 \PT1B847 . PT1B850 FIPT1B856 A M 8% F|ixX
T o , e o HY SPT3AHEL R 5 AU 45 4

[0274] i R4S B TR IR (SPR) /SPRYS AN A i FR Ak k3R 4T 45 & VP

[0270]
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[0275] WA BT i%k 1 P Tau i M 4 5 75 A [6) 47 B AL BR 1b 11X tau Bk 11 45 & - SPRESZ G 7E
Biacore T2001X %% kAT . {10 = 2 , fd FHEDC/NHSYATR 111 : LIR AWK AL CMB A% JEk 28 45
T X 2 JE AT PN TGN B e 7 M Tg G TR A4 (C9000RU) i FL 0[] 5 A FH 2, B
iz o} A B S SR THI 1) 225 Ak o i HTF e 3R 1T (250 - 550RU) 4l SR M HT 44k A28 AmAb , 7 H.
B 5 V3 532 S R BRI TR AL tautk (30nM-0. 37nM, LASFEHERE) o 45 5l W W 24 & RN B8 H b 4
37 B FN3053 Bt o 48 1 - 1Langmui v 28 43 M MRmAb 5 AN [F] B R AL K 25 & 1) A% IR ], I HLA
ZERILT ARG R (ko) , BB Z (ko, ) IEEE R T K) o F4A-4TH R H T KA A S
NPT-6/K 45 6 (1 45 & AR KB I HLER A 7R Y T X RLB) 77 2 RIS 1 77 . &5 A1 1 I i da
5l tau ik S5 G5 f D7, I BLER6 /R T SRR AL tau ik o MXmAD 128 AR mAb X} 7
AL E 2128121 7R BERR ALK (NPT-6) 78 HE ey s A (G -nMSE LD , FF BT BAA 507 212
21725 A B IR ER AL s I K (NPT -5) 7 HH RS BRI 45 6 o Bl 2 (21284217) HAE—
WA FELERE TR S B 45 & B 2532 ¢ OuM;NPT-2.NPT-8.PT25-7.PT25-8) , 7 HXf T A BEA
MR 212 R121 THR L B IR 45 e 4 2% (PT25-6..NPT-C) »

[0276]  ZR4: AJEAmAbS & 55 A JINPT-6 k45 & UBiacoreSPR4:
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- 95%CI | . 95%CI | F# | 95% CI
. 3 ~
5 ik (ﬁ Hf/lkz)‘ ka j(rﬁ ljd kd KD KD
T (1Ms) ST (is) | (pM) | (pM)
PT3
mita (3.95 4238- | (@43 (65.0
PTIB17.005 | F A&« | 5.14E+06 6.32)E+06 04 6.03)E- | 81.9 98__;))
= 04
mAb
HFA -
mAb (1.10- 333E- | o (129.9-
PTIB296.004 | (4 x | 133E+06 | | Sob 6| 0 3439)5- 2537|3775
mAb )
PT3 2} (1.72- 1.90g- | (136 (25.8-
PTIB234.003 | .0 3.29E406 | 4 aot 06 | o ng)E- 72.9 119.9)
2.60- _
PT3 A (1.53- 3688 |¢ (86.9-
PTIB843.001 | . 2.07E+06 . 4.76)E- | 180.4 :
(02771 Bk 2.61)E+06 | 04 Y 273.9)
0.558-
PT3 A a40-  |1558 |¢ (48.5-
PTIB844.001 | o™ | 1L99E06 | 5 b o6 | o 3454)5- 77.2 105.9)
1.05-
PT3 A (1.20- 3.98- |¢ (92.4-
PTIB846.001 | o™ | 133E+06 | b o6 | oa 8;132)5- 2380 | 3536)
PT3 A (1.35- 1.158- | (089 (1.1-
PTIB847.001 | . 60E-+ : '
847 g | FOOBH06 | 1ol o6 | ok 3411)15 73.3 145.5)
PT3 A (1.48- 1278 | (0:432- (17.5-
PTIB850.001 | . : ' s '
850.001 | s | 17SEX06 | 5 00E 06 | 0 3410)15 73.2 128.9)
0.827-
PT3 A ©979- |2238- | (26.7-
PTIBSS3. . . . : : '
853.001 | n [ 132E406 | 1 cSb o6 | 03 8.463)]5 1733 |319.0)
0.829-
PT3 A a47- | 1856 |¢ (43.0-
PT1B856.0 . 64E+ _ :
01 | .o |164E+06 | 1 o6 | o4 3:487)E 136 | Ygq)
[0278]  3R5: AJEAmAb S EEIRL taulk4i & ) Biacore SPR4:
HERAL K Kp (pM)
- PT25- | NPT-
[0279] 5 NPT-6 | NPT-2 | NPT-5 | NPT-8 | PT25-7 | PT25-8 | = 5
/A | IR/E
PT1B234.003 | 92 16,933 |236 | 12,100 | 8793 |7.860 |, .0 |, 0
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BEBRALIK Kp (pM)

Mo NPT-6 | NPT-2 | NPT-5 | NPT-8 | PT25-7 | PT25-8 PT625' NET'

wAE | IK/E

PT1B844.001 | 89 15,011 | 140 8,356 | 11,411 |6,911 s s

&/ 7 | &R/

PT1B847.001 | 73 21,567 | 277 18,167 | 13,233 | 11,233 S oA

[0280] ®/ A | 1&/A

PT1B850.001 | 73 20,900 | 315 15,367 | 16,000 | 10,047 | ,, . AL A

) B

wWE | IE
PTIB856.001 | 114 19,900 | 250 12,867 | 10,297 | 8,497 N YN
& | 1R/
PT1B296.004 | 354 58,333 | 429 48,500 | 39,067 | 53,633 N N
wE | KA

PT1B333.005 | 337 33,967 | 414 21,300 | 29,067 |26,933 | ,, , S

oo =0

[0281]  3£6: iP5

% 204 10| 12| R4 217 220 D25
NPT6G TPIGS RS RM*PS LPM PPIT REPKEK
NPT2G T PGS RS RMTPS LPT PPIT RELPIKIEK
NPT5G TP GSIRIS RM PS*LPP ™ PP RELFPIKIEK
NPTSIG TP GSIRIS RM PS*LPPT PPT RELPIKIK
[0282] E;TZS‘G TPiGS RIS RT PPlS LM PPl RELPIKIEK
ETZS'G TGS RIS RT Pls*LPmPPT RELPEKIEK
ETZS'G TGS RIS P IS* L [P P Ip E P K [K
NPTCG T PGS RIS RT P S p P p REP KK

[0283]  «Rsfafb ik AL

[0284]  #FPHF (Fab+mAb) I [JSPR

[0285] 3k BT 3% 338 () U kmA b ) 4l Ak Fab 5 5 & SR IR A PHE - Taudd BHE) 45 4, DLURf &
W] A5 BN SR RN T oA AR A B K TH FH ProteOn 43 AT Hitau Fab5PHE- tauff AH B AEH , i%
A R 2 T FHHT 7 /) B mADAE Dy e 4 17713680 i 47l 4 AR DR PHE - tauske il 45 o i T &5 2, 188
B AANHS/EDCIE R I 1 - LIRA MDA & AGLCAR I #8205 7 o 1 T IZ AR R AL 4 HT 7 mAbSL A [
BfE RIS R (03000RU) , I H FH C B e 2R 1 2535 4k o SR IS AEHT 73R i E 5 2x &5 0
[PJPHF - Tau@E AT 4 S B BE O200RU) 33 5 2 e fri LA BEL W A T 280 432 1) S 87 14 B o s i tau: Fab
FEIBAT G HR (50.05% Tween F13mM EDTARHBS) R A5 I LAV R (0.02-3nM, 545 Fi B i)
TS o 20 51 W 000 235 25 AR AR 5 I R 824 73 B R160 43 B o A FH10mM Gly (pH 2. 0) SRHAT 12K
A T A A8 L - 1Langmuir &5 G A8 73 ffrFab-PHE - Tausl A AR KA, IF H A 45
RiLFAEEF (ko) , BB (ko) FIZEE R T) (K) o A Fab5PHF - Tausti & #RIE# &
%, B KpMya B A B SE A g o IR FabfR#F 555 A Fab  PT1B187 (K5A-5F MIZRT) AHABAT)
RAITT.

[0286]  %7: AJ§fkFab5PHF-Tau%k & fProteOn SPR% B
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o st | ROl [ RS [ R
P(T;TB;? PT3 5.1+03 33+06 6.6+1.7
P(TJ;ZBS?)‘ INJ657 30+£03 88+02 297 +3.0
[0287] p(T égfﬂ PT1B844 33+04 32+04 9.7+2.1
P(Tégf-f? PT1B847 3.8+04 3.1£0.5 8.4+2.0
PEQ??S? PT1B850 a8 i) c R Bl b 8.5+ 1.8
Tg§?? PTIB856 | 3.6+04 33406 94425
[0288]  HIF"HDX-MS F b A IS (¥ A4 AR IT 125
(02891 HDX-MSHAZ #5560 o JEid Kr 4uL i 25uM Tau Fab (PT1B187EEPTIB887) 1584 15300

M NPT-6#136uL H,0805TARZE M (20mM MES,pH 6.4,150mM NaClf¥]95%D,0%5 ¥ 520mM
Tris,pH 8.4,150mM NaClf195%D,09A ) ¥ & K IT IR SC e [ ML o 4 e LR S HI4ES . 2 C al
23 C MR B 158050801500 .500%> . 1,500%> .5, 0008515, 000%) . 38 1L 78 In40unL4 Hf)
SMJRZ «IM TCEP (pH 3.0) ¥ KA #1137 REEAT 7047

[0290] HDX-MS¥u4fE AN — 2P . H H 31{LHDx 24t (LEAP Technologies,
Morrisville,NC) #EATHDX -MSHE i il ¢  AE I A A B, XTI T Y R 1 g CR B A IR i &
(Aspergillus saitoi) WEEEE,XITIH) /BEAOMME (EE/HEE,1:1;2.1X30mm)
(NovaBioAssays Inc.,Woburn,MA) ;[ ,ACQUITY UPLC BEH C18 VanGuardpiBfE (2.1X
5mm) (Waters,Milford,MA) , 7> #7,Accucore C18(2.1X100mm) (Thermo Fisher
Scientific,Waltham,MA) ; f1LCZE ,VH-P10-A (Thermo Fisher Scientific) . 43E#7E (M
B A RIBFRE) FH99% /K 1% Z85.0.1% F R % B N600uL/min o K1 FE 72 (B A 21 43
HrAE) 4 B NAE2070 80 Y LL10OUL /minfE0 . 1 % R /K 15V T A8 %6 31128 % % 2. fiF .

[0291]  MSEi 4 K4 . HLTQ™ Orbitrap Fusion Lumos/fi#%{X (Thermo Fisher
Scientific) #EAT BT 7 #r , HoA BAHE IR B N275°C L 3 #3150, 000 H i &= [ (m/2)
300-2,000.

[0292]  HDX-MSZi#EHEH . fff HIBioPharma Finder 3.0 (Thermo Fisher Scientific) 7E
HDX 556 2 57 34T JE AL FE i B Bk 4 58 . ff FJHDExaminer 2.1k%K (Sierra Analytics,
Modesto, CA) AHDXSE 56 IMS Ji di 25 B SC A FR B 0o E

[0293]  4i

[0294]  PTI1B187HyH & (XF NMmAb NPT3) X B¢30-32.32-33 (CDR1) .100-101,102,103-
105,107 (CDR3) {E 5NPT-64%5 A J5 IE % o S P 2l , M T FR 78 B A 12 B AMY 1) B 255 . 82
HER X Bt 93-96 (CDR3) th i #E#hzh I HZ 5 HAM . B FER X Bt50-53 (CDR2) "l e S L 4
Fr o R X BE50-53 1 P34 /)N  AH 2 H 0 SR A 2235 2 ) A2, 40 S 1 WA F g 1] A
M2 X B 7 2 35 (M P B o B 88 ¥ CDR2 AN 8% (1 CDR 1A K ] g & L AMSL 1) — 0 7 - BB
fr)— L &Ry, X B 20-23.44-45.69.72-73.75-T7THIT87E 5NPT-64% & Ja 7 H AL K1 &
FHARAL X AT RS BT BRI RN
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[0295]  PT1B877H)EE & (X MmAbyPT1B844) [ [X Bt30-31.32 (CDR1) .53-54 (CDR2) 97-98.
99.100-101.102.103-104#1105 (CDR3) 7E 5NPT-64% & J |E & 5 ZUHb L 5l , M1 FE 7~ EE 4%
(1) B —A>CDR#P A& B Moz I B 225840 - R BE R CDR2 1] 2 5 45 o )RAE [X Bt 50- 551134728
AEHIEFFE10 % I BRIAE 2 T, {2 HH T SR AR HH ZRTE RE 1 72, Gn SR M I (g B ) A, TR X B
B H B ZE s B BERICDRT (5% 3£27-32) AN n] g /& HAM I — 37 - 52 85 A CDR3AS
HDX -MS W ¥l o BB () — 28384y, Fr BE22.44-45.69.70- 71 F74-T87E 5NPT-64% & Ja 7~ /AL
TP 2 25 A4k, 3X AT e A HH T A RN

[0296]  sjitifs2 - VPl 5 ZR AR AR B A tau ) S N

[0297] P AER 1 Joi BN AR I M A A8 X B

[0298]  J& it VAL >R H AN FE A0 (CINBR KBRS BB 8O0 A AN ) 1) A
W taulf) &5 AR IAT BUIR R 3E— 22 0 X T A Tau, £ 0] @ PETau Gk B JEAD A Sl i1 #i A2
EFEEY) 5 AEPHF Tau Gk AADK (Braak VI) i+ — ke R LS BRAN A TG il 701)) 22 1]
HATIX 53« A T REBE AL M HE TauAH 5S8R H KSR A AH AR F , Budd DA Lug /mL ) ¥R FE 3t
A7 MK B A = B AR A 2 (20ug AR ) sk B &EKE (4-12% Bis-Tris TG E &K
(BioRad;Hercules,CA) , 3 HAEMOPSZE R (3- MWk P e - 1 - fi iR) H db 471817 . fEIB T 2
J& » f# FHTurboblot &4t (BioRad) i#id - H B R4 8 1 % # B AL AT R B 7 % s
155 FH5 % JIi I8 L VA A T Tris G2 b b VAT Tween (TBS-T) 1 AR VAV , K IERE T 2 /D 1/, 3
HEAEAEPUAPT3 . PT1B296 A1 A P54k Hi /A PT1B844 .PT1B847 .PT1B850 FIPT1B856 (4= A lng/
mL) B TR B E® (4°C) , 8 5HRPOARICHIPTOWR & 1 /M (Vandermeeren®s A,
J.Alzheimers Dis.65(1) :265-281(2018)) . ik J5 (TETBS-THI3 X 543 %H) , FHHRPOARIC 1]
WIZEPL AN TgGRE M —PT (Jackson Immunoresearch;West Grove,PA) JF4F4E1 /NI o FE B 2% 08
Vb IR (FETBS-TH4 X 547 %%) )5, f# FHECL West Dura (Thermo Scientific) AT, 3 H
FHIEME I 6A-6HH /R 7KL M 4518, 3 BIG R I /R A PT3ARfA 5ok H /MR R
R A S R AR AE FAOE o ) tau i) S B

[0299] L5 >Ry - ADK () PHF () 58 J N PR AHLE , 5 ANHSEH tauff) 45 & A JE 5 U I - 7]
CLTIAN, B84 55k H tau KON B HR U [ 37 o B A1, FLAR 38 ANk 3 S B tau e
N, Hp FEAL B 22040 F) TR R FR R AR N &R » SR T 5, B IE S T AN YR AL I FE A 2 25
K EH A FE PR tauft) 5B

[0300]  fi FHIHCHI LA 7 AT

[0301]  XFADAHAEADMN (¥4 R U1 AT S R 22U % 70, AN 5 AR L tau AU B AR
M taulf R AL BV A R AR A7 B N I AR A A6 U0 (0um JE E) I 7848 F 2 1 £/
FET-80°C o 4 & 3B 70 15, Bl 5 12EAT A /K Sy AR [E 22, FH 53 %6 i A N Tl i S AL il
(DAKO,Glostrup,Denmark,S2023) 3[4 , I 7 /Nt HHE] ZEPBS1x+0. 3% Triton X-100+1i%
o —H1 (0. 4ug/ml) & A E SFARA 5 I PUA R B (DAKO, S3022) 34T #kE , 7 HLjiti in
T H VA VN AEMER BRI 2 )5 K 3% SHRPE A Pt/ — BT (Envision, DAKO,K4000)
—HIRE , 2 a3 T B ADABFRIC (DAKO,K4368) K 3% Fr FH 75 ACKS 5 4%, i /K I H A L8t
F 7l (Vectamount,Vector labs,Burlingame,CA,USA,H-5000) [% € . FH{Hamamatsu
NanoZoomer 2.0rs (Hamamatsu Photonics,Shizuoka, Japan) AT %1% .PT3.PT1B296 Fl
NIEALFUAARPT1B844 7 H 52K H ADX ) 4 taukf LI (5) 45 &, H 6 KI5 T AEAD K (K]
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TA-7C) BIZALY) A AR HA BN IO 1 22 S i 5 3% 65 8 1 o B e 5 s — 35 (B16A-6H)
[0302]  sijite 4513 — 4 AR N 5 P A ThE Ik

[0303]  ZEARE AL E  , MHAPT3 \PT1B296 A1 N\ Y54k FT /A PT1B844 .PT1B847 .PT1B850 4/
PT1B856%F taudd Ff ity 411 #] o 1% I & F) F 232 W5 e % (A AR 10 UK 18 tau Fr B AUHEK 4R A , 1%
YRR LE T SRR SR I P2 AR S T o A 4B FH SR VR T AN [R] SR U5 1) 5 45 AR R 1 56 B K/
tauff) Bl b AT AR BRI, 15 K18 B fhk , i B A i ad i Af 2 I A 4 e 43126 (FACS) XJ %4
HeALHRAEE L (FRET) P4 1Bk 31T € & (Holmes®E N ,2014,PNAS. 55111455641
], #5E4376-8571) »

[0304] 0 y2 E by 40 L I 5

[0305] N VAT A K A b A IME R 75 SR R A 1 % BB & A PT3  PT1B296 AT\ YA
Abi4APT1B844 \PT1B847 \PT1B850 AIPT1B856 7% A7 I Ft T H A 3 , PHAT G 28 AL 383 M 58 o 7E 4
955 K W 8 H 5 o taufh 7 5 BTk — iR & B & A GEBR I R Bk 05 R ] -
K18 HEK 4H i v il ok #6 25 b 35 VR 5k R #& Fh e /0, 91 B 4§t B id 3@ ik FACS 3k 47 43 #hr
(HolmesZE N ,Proc Natl Acad Sci U S A.111(41) :E4376-85,2014) .

[0306]  HH AR ORAT B NADAN ZH 237 A2 F T S FE v 1 & tauPh 111 213K o 76 N AD AR 47
P AE IR 5, EFE YR AL i pofectamine 2000 /E4E N MR AL 2 J5 i B3, L3RS ]
P2 B E T AR R HONADRR A 2 A 28w, T EHPT3 . PT1B296 AT N Y AL Hi/APT1B844 .
PT1B847.PT1B850FIPT1B856 58 2= F# I tausk Fh (KISAMIEISB) o T~ & I B & Jeb il (L5
A AR GEREF tauFIHEFhtau R LT 4E ) , DR R 7R IR Bl 2 R 1 5 v AS 2> Bk ik o Fi
T ES .

[0307]  taufifRiGIT IIAE LGS A —AN A 30 in) 2, I B E &2 2 Bl ke i
H PR A T 10 /0N B 5 24 i 1) 248 B 47 - 00 3 B O — > £ B AL (Funk®8 A, J Biol
Chem. 290 (35) :21652-62, 201504 zMcEwan%s A ,2017 ,PNAS 114:574-9) J#EM F R0, 5k
J5 T NG PR 38 A ARk 14 7 958 A vy T 2 DA R A A B BRI MR A M 25 SR, I BN VR Ak 1) e v
I (LA FPT3 TR0 2 B 240 1 N4k 7 7 PT1B844 . PT1B847 \PT1B850 FIPT1B856 &
A TSR IR ITIRED) .

[0308] izt f51]4 - PHFYE S AR 20 o f 4k P THAK

[0309] A7 [ HEFERIP30OLL /N RV SR, Hodofs tau i A S84 1 B, 18 T & iK1 8 iR
214t (LiflLee,Biochemistry.45 (51) :15692-701,2006) BV5 [ A ADR ¥ PFH- taufh 1~ ££ 41
i 2 SR 1 AR T AR 1) A S TR P30T L% 5 R /)N BSR4 17 I X it 5 X A g AT 3 43« 7
AT 5 FE AL tau B SE ) S 41 B ANE R 43 o 33 S K1 8BIPHE - tauf 176V E SR 47 , H.
FERNEE EAEZERER X 35 S tauds A% (PeeraerZE N\ ,Neurobiol Dis.73:83-95,
2015) o 24 535 T ADFiX (Y PHE - taufh 1 50K 18 JFL 2T 4 SLyE 5, B o 4 A ik Hidd G i
A I BT tauiAR) B BTHE RN RS (Ibas A ,2015,] Neurosci.33 (3) :1024-37,2013;Iba
£ N\ ,Acta Neuropathol.130(3) :349-62) .

[0310]  J Jofaya 559 (1) i 35 AD A 1)~ — e SE WL BR AN AN VA PE 2 o0 fi e tau SR BRI 221205 0 1
I AEVES I 2Bk, S (E SN 2 E A AE, JF BAEEN 2 E3 A — DR E.
HEENZERA A, —SEW I 4T BP301L R A Fr sk sh il 48 45 (Terwel28 A, J Biol
Chem. 280 (5) :3963-73,2005) . AT8 YLt /K FAE1A HFI3A H 2 [ $gm GEE TR A432018/
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0265575) , KL AE L3 55 2 JG 2 A MrPuis oh sz a6 (VandermeerenZE N, J. Alzheimers
Dis.65 (1) :265-81 (2018)) o F34k, I T3 555 R g 1 ADJX (1) -+ — Joe B Lz B AN v M % 7 i
R taudE B2 B 7R B AR PR BG40 38 ek v SR 2P R A b R LR BN AN T 1 43 1
MesoScale Discoveries MSD;Meso Scale Discovery;Rockville,MD) 4347 Fr il &1 o
(03111 4 b B A Py 33 4

[0312]  XFFyEH T, 34 Hid IR IE B AP301LRAE ) K N tauld] B (tau-4R/2N-
P301L) (%42 A tau-P301L/NR (Terwel 25 A, 2005, [F] 1) FFAMEHFE R B sEi6 4 R
B A0 B 25 53 25 B HEHE R 5 22 R IAT o 0 T 504K JE ) TR, FEAFEAE BUANAFAE B v FEPUARI A
LR N AEHE SR (AP-2.0,ML+2.0 CRE AT X)) ,DV 1. 8mm CR B i fixi ) ) =2 ) (5
FER) VEST3u1 GEFEO0. 2511 /min) fig 5 ADZH 2R 1 1 e SR L2 RN AN v ik 1l 571 (' 4 o T i
WA 22 , ePHF) o AbBE/INER IEAT AR5 (M N VES 52 H)D «

[0313]  FEHURE P

[0314] bR B 33 55 19 2P BRI /N B2 2R FR B 9 H AR AR AR 340 22 v sfl (10mM Tris HCI
(pH7.6) ;0.8M NaCl;10%w/viERE; ImM EGTA; PhosStopl BB I IR &40 ; 52 A4
EDTAM) i 284 85 1 g 4 1) 570) A 3394k o i 21K LA 28, 000 X g 85002043, I AE M TS LB (&
A1) RELEE 3 2 Ja , s N1 %6 N- HREBE LR - 7/£90 43 8 (900rpm, 37°C) Z & » ¥ ¥ i
PA184,000 X g F¢k 0 L/NINE o HIETROREE AT e NV RN AT Vs M0y T & A -+ =5
BN RN B MR T Y E 2 T3S i

[0315]  AEWfh: A

[0316] Mgt hifhk (PT51) FHPBS (1ng/ml) #ikE I H. &5 73 IMSDHR (& fL30uL) (L15XA,
Mesoscale Discoveries) H, K H7E4C FR & L& . 7 5 X 200u1 HIPBS/0.5% Tween-20
Vel Ja , ¥R 0. 1 % I 5 A PBSBH W7 3 FHI5 X 200u1 I PBS/0. 5% Tween- 20 F X Rk «
TEUNINFE i (F e ZE L2 IR AN TS MR 53) AbRvEEY) (W9 FHO . 1 % 1% 85 [ 1 PBS A T i
FE) 2 )5 B RAEAC PR B I Bl J5 B AR 5 X 20001 [1)PBS/0. 5% Tween - 209534 , 7 H¥
IV 40 1% B8 2K 1 I PBS 1 ) SULFO - TAG 48 & (ks M4k (PT51) , 3F BAE =1 FIRE 2
/NI (A AE600rpm T #R% o £ S 4 Bk Z J5 (5 X 2001 1[#PBS/0.5% Tween-20) , ¥s JH150u1
(12 X G PhFFIT , - H FHMSD AR 2% B2 HUAR o J5L 46 A5 5 St X0T ] A S AD A (1) -+ — e S L & B A A
VA 55 (ePHF) 1 164N R 2E B 1) B 7 il 2 BB AT 0 — 4k o JELB A5 oAb o it 8 32 AT
EIAL (AU) ePHF o HGraphPad g 85 3% 431 F “WE F R 1 B 343t B AR T AT Se it 2 it
(7 Bonferroni = J5 WA HFJANOVA) .

[0317] 455

[0318]  FEiZ Ly B b VAl 1 T N S B Taubt R AIPT3 (S0, 4, 36 [ & R A
1i2018/0265575f1Vandermeeren®E N, J.Alzheimers Dis.65 (1) :265-81 (2018)) . fE1%AT
FH, BT o T3 NIk AmG2a B AR K o i N JRAL AR 44, B PT1B844 7 Ly S i A &5
PT3.PT1B296 L ¢ 5 IPNOO2 AT LU 55, Horh 2 j BE R ik 55 2 f B /R I PHE EAT SL 35, 4
Vandermeeren®: N\, J.Alzheimers Dis.65 (1) :265-81 (2018) H ik . K1 9B-9D i) £ 5 J&
71 H X b i ER AR R 5 B K TR 5 TPNOO2 (1) TR AHLL , PT3\PT1B296 FIPT 1B844K Th X4 i
W R TIZIREE A BARR TRk EE (0.06 K¢ BE/R) 4 T-PT1B296 5 PT1B844 2 [A]
[PIEL 2
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[0319]  sEjtafsls- 1RSI B S

[0320] LA LA I HE 14 tauh 7, (EFE A 6 W (CSF) HRAS I A [R] 1 tau b Bt o A A
RBSIMOAFE A Fu 7 F FHPT3 PT1B296 FI VR AL LK MICSFH R A (S I, il an , SE 1 &
FAA2019/0271710) HiAAALHE S SO B pT217+(5 5 ISR (3 0L, B0, Galpern®§ N
Alzheimer’ s&Dementia:The Journal of the Alzheimer’ s Association 15(7) :252-3
(2019)) o H T NI TR SPT3AH L B A AL 55 A1 77 3F H 5 PT1B296 ML B B = 1 5%
A1 77, RT3 B 7E CSF48 N i H DAAS [R] (1) 280 70 S B2 F0 ) 22 S JHL HR o B8 I s e A ok 2
“B N7 CSFH, 2 5 FSTMOAM S i pT217+/KF, an (=W, il an, £ W L R A 42019/
0271710) FTik

[0321]  JH-F-SIMOAR#FAELAD J5 32 (M&M)

[0322] Ul 4 R T : Simoa HomebrewiRX i # (Quanterix, H 3% 5101351
Quanterix;Billerica,MA) JAfiBEE (Quanterix, H35101732) .pT3/NER B o0 [ Uik
(mAb) \hT43 mAb.pT82 mAbAThT7mAb.pT3 &R Hp217+tauffizE Afuik, 3 HIH NI R
TEARSCHFR A NIEALDPTS mAb.

[0323] ¥4 REA R T50mM Tris.50mM NaCl.5mM EDTA.2% 4= MiE A& .0.1% Tween
20F10.05%ProClin 300 (pH 7.8) H1.,

[0324]  {§i FHNew England Peptide (Gardner,MA) it Fi) 155 i 5 il K e B2 v T 2 (RS 1
JBE) o

[0325]  JkpT3xhT43% A 18 id PEGATE Sk 84K hT43 . PTS 1 Mp T3 A7, I H A A 6893g/mol
) 4> F & . BkpT3xhT43 K & 3L B ¥ 5 NPRQEFEVMEDHAGTYGLGDR (dPEG4)
GKTKIATPRGAAPPGQKG (dPEG4) GSRSR (pT) PSLP (pT) PPTREPKKYV - ik i (43 %I ASEQ ID NO:81-
83; & KJFHI AT ASEQ ID NO:79) .

[0326]  JkpT3xpT82 %A i PEGAHE S HE (K pT82 FIp T3 A , 3 H A A 4551g/mol 1) 53 ¥
. IEpT3xpT82MH & K lE 7 41| )y 2. Tk 3 - SLEDEAAGHVTQARMVSK (dPEG4) GSRSR (pT) PSLP (pT)
PPTREPKKY - Fif % (43 51 SEQ 1D NO:84 183 ;4K 741 A JF ASEQ ID NO:80) .

[0327] s 4%

[0328]  #%f@QuanterixF MR FRALA0 J7 & FHO . 3mg/m1 ()4 $EAD BT $RER s 48 B 1)
Jili SR BRAE B AR R 25 v R A B 22200, 000551 EK /m1 , SR8 J5 s 1200, 000451 %k /m 1 F 4t B Ek , A
EERA MR E 9400, 0005512k /m1 - B Quanter i x T M b $2 L A 7 ZK A I AR 3E 4760135
VR IAL , FF fEHomebrewhy M 2%/ FE A MBI P M B 221 . 8ug/ml,

[0329] MM HAERKAEO. 1 %6 BEER /7K Hh B A4 y5mg/m1 , 55 53 2001 FF ¥4 1k o 4 HE 2 Ad I, 4%
RUEIREE S AR R I LA L 1000FRBE (514, 4 1. Sul kg £ 1498 . 5ulHh) , 3F H A4 B LA
1: 1000F5 B , {815 ik i e 2 WK B 95000pg /m1 o A 30pg/m1 JT- 45 il /F B 37k 58 K ) b v il
2.

[0330]  MGCSFREALL 2 /D1 ARGRE T REARFRREVR T o 4 4 Fe 5 s (HV) FEARLAL: 58110
Mk, I HASADFEAR DL 22701 20/ B%

[0331]  SimoalllsE

[0332] G [ RLFEN A T7 REUE HISimoalliE , %N A2 77 R A5 FFi 3R AD K AR A MIAD
BEAT 350> Bh VRS, 2 5 AR B PUAEY R B A B- LN RS (SBG) #E1T5% #h . B R N4

45



CN 115697393 A ﬁﬁ HH :F; 42/44 T

FLFE 2501 BRIE R 10001 FEAS BRAR AEYD 200 LA VAV AN 100m] SBG . 48 5E HUIAR I 45K, I H.
BEOCRT 28 Nt 22 T MR R A AN T MRS 44 o I A R FE Simoa bt (8 L AT SN, Bk
B Ja— RGN AR LAET I KY) RGP) =R, S8 5 FGER AT I &

[0333] 45

[0334] & 10A- LOBH [ & H5 th 1 pT217+(5 5 [ I B2 AR 1 A2 B A IR /K~FpT21 7+ CSF
Rk D T HAE S A mpT217+7KF B it At sk 2D, did ik STMOAT & (1Y) » 5 Bk 28 F0 i i
— 2, 5PT1B296 (EC, fH248ng/mL) FALL , ME FIPT3 (EC fH 14ng/mL) MAJRACAR R (B4
PT1B844 (EC, {H24ng/mL) ) 1) B4 24l .

[0335]  sjitif5)6-PT1B916 (PT1BS44MIYTEARAA) (B8 A MK T1/2,

[0336]  HUAARMIVEYT I I B B B SO H MR W T X v g fEFe X H 42 HM252Y/
S254T/T256ER A MF cRnzE Ay sk 3 I (Dall’ Acqua®$ A, JBC 281 (33) :23514-24
(2006) ) , PRl b IX b S 2 ) T-PT1B8447p 1 LA A PT1BI16 , — Fft B A R T IR 45 & X ABAE
FelX 1 BB M252Y/S254T/T256ER AL 73 A 1 Jos H LI 2R~ 2 3], 76 £ B A o kAT A
7 I 37 PRAJF 5% o £E TVVESSPT1B844 84 PT1B916 (10mg/kg) 2 J& » £ & 1 1 b F5 7% fR I ] A ffe 2
M 2RFE i, Ho 7R 45 24 J5 SR 42 R R AR B S I AR b

[0337] A TgGlmAbF] [F] Ffr S5 7o i 36 P 4G 01

[0338] P& 11+ i £ 47 th 17 I rh AR 7K 1 1R I ) A6 6 4 P AIK . 5 PT1B844 (6. 95K
+/-,) AHLG , PT1B916 (20. 05K +/-) A AE [ 32 I B8 1% , AT $E 7~ PT1BO16 14 ML 3 - %2 HH 38
2.5f.

[0339] R ACKR W &G H ARSI 77 ZEEAT 1 VEAIHIAR , {H0 T A S ) i 52 RN B
SRR ST 25 WLER)F2  WT LAFE AN B B AR 5 W ) i 5 AN L PR I8 0 AT & A AR AL FIAE L
[0340] S ik

[0341]  AbhinandanfIMartin,Mol Immunol.45:3832-9,2008

[0342] AdamsZ: A\ ,Acta Crystallogr D Biol Crystallogr.66 (Pt 2):213-21,2010
[0343] AllenZ N\,J Neurosci.22(21) :9340-51,2002

[0344]  Almagro,Mol Recognit.17:132-43,2004

[0345]  AsuniZE N,J Neurosci.27:9115-29,2007

[0346]  BoutajangoutZ$ A\ ,J Neurochem.118:658-67,2011

[0347]  BoutajangoutZ$ N\ ,J Neurosci.30:16559-66,2010

[0348] BrundenZf A\ ,Nat Rev Drug Discov.8:783-93,2009

[0349] ButnerfllKirschner,] Cell Biol.115(3) :717-30,1991

[0350] ChaiZ: A\,J] Biol Chem.286:34457-67,2011

[0351] ChothiafllLesk,] Mol Biol.196:901-17,1987

[0352] ClavagueraZf A\ ,Nat Cell Biol.11:909-13,2009

[0353] ClavagueraZ® A\ ,Proc Natl Acad Sci U S A.110(23) :9535-40,2013

[0354] Clavaguera®® A\ ,Proc Natl Acad Sci USA.110(23) :9535-40,2013

[0355] Collaborative Computational Project,Number 4,Acta Crystallogr D Biol
Crystallogr.50 (Pt 5):760-3,1994

[0356] CollinZ% A ,Brain.137 (Pt 10) :2834-46,2014
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Dall’AcquaZ® \,J biol.Chem.281 (33) ;23514-23524,2006
EmsleyfliCowtan,Acta Crystallogr D Biol Crystallogr.60 (Pt 12Pt 1):

2126-32,2004

[0360]

Epitope Mapping Protocols in Methods in Molecular Biology,566%:,

G.E.MorrisgmiH (1996)

[0361]
[0362]
[0363]
[0364]
[0365]

Fishwild% A\ ,Nat Biotechnol.14:845-51,1996

FranssonZ N\ ,J Mol Biol.398(2) :214-31,2010

Frost% A ,J Biol Chem.284:12845-52,2009
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<130>
<140>
<141>
<150>
<151>
<150>
<151>
<160>
<170>
<210>
211>
<212>
<213>
<220>

JNJ.004.WO

63/026, 387
2020-05-18
63/007,118
2020-04-08
84

1

PatentInfilx4A3.5

1
118
PRT

NILF5)

ERES
<110> JANSSEN BIOTECH, INC.

<120> PUPHF - taudifa Jz H A&k

223> NLFHIHIH : A

EQN

220>
223>
<400>

PT3 HC
1

Glu Val Lys Leu

1

Ser Leu Lys Leu

20

Ala Met Ser Trp

35

Ala Ser Ile Ser

50

Gly Arg Phe Thr

65

Gln Met Ser Ser

Arg Gly Trp Gly

100

Leu Val Thr Val

115

Val

Ser

Val

Lys

Ile

Leu

85

Asp

Ser

Glu

Cys

Arg

Gly

Ser

70

Arg

Tyr

Ala

Ser
Ala
Gln
Gly
55

Arg

Ser

Gly

Gly
Ala
Asn
40

Asn
Asp

Glu

Trp

Gly
Ser
25

Pro
Thr
Asn

Asp

Phe
105

49

Asp
10

Gly
Glu
Tyr

Ala

Thr
90
Ala

Leu
Phe
Lys
Tyr
Arg
75

Ala

Tyr

Val
Thr
Arg
Pro
60

Asn

Leu

Trp

Lys
Phe
Leu
45

Asn
Tle

Tyr

Gly

Pro

Ser

30

Glu

Ser

Leu

Tyr

Gln
110

Gly
15

Ser
Trp
Val
Tyr
Cys

95
Val

Gly
Tyr
Val
Lys
Leu
80

Ala

Thr



CN 115697393 A

5l %R

2/83 Tl

<210> 2

211> 107
<212> PRT

213> NLR%)

<220>

223> NLFHIHIH : A

EZIN
220>

223> PT3 LC

<400> 2

Asp Ile Lys Met

1
Glu Arg

Leu Asn

Tyr Arg
50

Ser Gly

65

Glu Asp

Thr Phe

<210> 3

Val
Trp
35

Ala
Ser

Met

Gly

211> 118
<212> PRT

213> NLRF%)

<220>

Thr
20

Phe
Asn
Gly

Gly

Asp
100

Thr

Ile

Gln

Arg

Gln

Ile

85
Gly

Gln
Thr
Gln
Leu
Asp
70

Tyr

Thr

Ser
Cys
Lys
Leu
55

Tyr

Tyr

Lys

223> NLFHIHIH : A

EZIN
220>

<223> F4HHHC

<400> 3

Pro
Lys
Pro
40

Asp
Ser

Cys

Leu

Glu Val Gln Leu Val Glu Ser Gly

1

5

Ser Leu Arg Leu Ser Cys Ala Ala

20

Ala Met Ser Trp Val Arg Gln Ala

Ser Ser
10

Ala Ser

25

Gly Lys

Gly Val
Leu Thr
Leu Gln

90

Glu Leu
105

Met

Gln

Ser

Pro

Ile

75

Tyr

Lys

Asp
Pro
Ser
60

Ser

Asp

Ala
Ile
Lys
45

Arg

Ser

Glu

Gly Gly Leu Val Lys

10

Ser Gly Phe Thr Phe

25

Ser

Asn

30

Thr

Phe

Leu

Phe

Pro

Ser
30

Pro Gly Lys Gly Leu Glu

50

Leu Gly
15
Arg Tyr

Leu Ile

Ser Gly

Asp Tyr

80
Pro Leu
95

Gly Gly
15
Ser Tyr

Trp Val
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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
211> 107
<212> PRT
213> NTLF4
220>
223> NLFPARIHEIR « 5
Z ik
220>
223> FEHELC
<400> 4
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> b5
211> 448
<212> PRT

213> NLRF%)
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<220>

223> NLFHIHIHG : A

EQN
220>

<223> PT1B841 HC

<400> 5
Glu Val
1

Ser Leu

Ala Met

Ser Ser
50

Gly Arg

65

Gln Met

Arg Gly

Leu Val

Leu Ala
130

Cys Leu

145

Ser Gly

Ser Ser
Ser Leu
Asn Thr

210
His Thr
225

Val Phe

Thr Pro

Gln Leu Val

Arg
Ser
35

Tle
Phe
Asn
Trp
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys

Leu

Glu

Leu
20

Trp
Ser
Thr
Ser
Gly
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro

Phe

Val

5

Ser
Val
Lys
Ile
Leu
85

Asp
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro

245
Thr

Glu

Cys

Arg

Gly

Ser

70

Tyr

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

230

Pro

Cys

Ser

Ala

Gln

Gly

95

Ala

Gly

Ala

Ser

135

Phe

Gly

Leu

Tyr

Lys

215

Pro

Lys

Val

Gly
Ala
Ala
40

Asn
Asp
Glu
Trp
Ser
120
Thr
Pro
Val
Ser
Tle
200
Val
Ala

Pro

Val

Gly
Ser
25

Pro
Thr
Asn
Asp
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys

Val

52

Gly
10

Gly
Gly
Tyr
Ala
Thr
90

Ala
Lys
Gly
Pro
Thr
170
Val
Asn
Pro
Glu
Asp

250
Asp

Leu
Phe
Lys
Tyr
Lys
75

Ala
Tyr
Gly
Gly
Val
155
Phe
Val
Val
Lys
Leu
235

Thr

Val

Val
Thr
Gly
Ala
60

Asn
Val
Trp
Pro
Thr
140
Thr
Pro
Thr
Asn
Ser
220
Leu

Leu

Ser

Lys
Phe
Leu
45

Asp
Ser
Tyr
Gly
Ser
125
Ala
Val
Ala
Val
His
205
Cys
Gly

Met

His

Pro
Ser
30

Glu
Ser
Leu
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly

Ile

Glu

Gly
15

Ser
Trp
Val
Tyr
Cys
95

Val
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys
Pro
Ser

255
Asp

Gly
Tyr
Val
Lys
Leu
80

Ala
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240

Arg

Pro
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Glu
Lys
Ser
305
Lys
Tle
Pro
Leu
Asn
385
Ser
Arg

Leu

<210

Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp
Trp
His

> 6

Lys
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Asn
435

Q211> 214
<212> PRT
213> N5

<220

>

260
Phe

Pro

Thr

Val

Ala

340

Arg

Gly

Pro

Ser

Gln

420
His

Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Trp
Glu
Leu
310
Asn
Gly
Glu
Tyr
Asn
390
Phe

Asn

Thr

Tyr

Glu

295

His

Lys

Gln

Met

Pro

375

Asn

Leu

Val

Gln

223> NLFHIHIH : A

EQN
€220

<223> PT1B841 LC

<400

>

> 6

Asp Ile GIn Met Thr Gln Ser

1

5

Asp Arg Val Thr Ile Thr Cys

20

Leu Asn Trp Phe GIn Gln Lys

35

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyr

Phe

Lys
440

Pro

Lys

Pro
40

265
Asp

Tyr

Asp

Leu

Arg

345

Lys

Asp

Lys

Ser

Ser

425

Ser

Ser
Ala

25
Gly

53

Gly Val Glu

Asn Ser Thr
300
Trp Leu Asn
315
Pro Ala Pro
330
Glu Pro GIn

Asn Gln Val

Ile Ala Val
380
Thr Thr Pro
395
Lys Leu Thr
410
Cys Ser Val

Leu Ser Leu

Ser Leu Ser
10
Ser Gln Asp

Lys Ala Pro

Val
285
Tyr
Gly
Tle
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Ala

Ile

Lys
45

270
His

Arg

Lys

Glu

Tyr

350

Leu

Trp

Val

Asp

His

430

Pro

Ser

Asn
30

Ser

Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Val
15
Arg

Leu

Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp

400

Ser

Ala

Lys

Gly

Tyr

Ile
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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
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> 7
211> 448
<212> PRT
213> NLFH)
220>
223> NLFPARIHER : 5k
Z ik
220>
<223> PT1B842 HC
<400> 7
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

54
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50

Gly Arg Phe

65
Gln

Arg
Leu
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225
Val
Thr
Glu
Lys
Ser
305
Lys

Ile

Pro

Met
Gly
Val
Ala
130
Leu
Gly
Ser
Leu
Thr
210
Thr
Phe
Pro
Val
Thr
290
Val
Cys

Ser

Pro

Asn
Trp
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys
275
Lys
Leu
Lys

Lys

Ser
355

Thr
Ser
Gly
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala

340
Arg

Tle
Leu
85

Asp
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325

Lys

Glu

Ser
70

Arg
Tyr
Ser
Lys
Tyr
150
Ser
Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn

Gly

Glu

55
Arg

Ala
Gly
Ala
Ser
135
Phe
Gly
Leu
Tyr
Lys
215
Pro
Lys
Val
Tyr
Glu
295
His
Lys

Gln

Met

Asp
Glu
Trp
Ser
120
Thr
Pro
Val
Ser
Tle
200
Val
Ala
Pro
Val
Val
280
Gln
Gln
Ala

Pro

Thr
360

Asn
Asp
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg

345
Lys

55

Ala
Thr
90

Ala
Lys
Gly
Pro
Thr
170
Val
Asn
Pro
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330

Glu

Asn

Lys
75

Ala
Tyr
Gly
Gly
Val
155
Phe
Val
Val
Lys
Leu
235
Thr
Val
Val
Ser
Leu
315
Ala

Pro

Gln

60

Asn

Val

Trp

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Ser
Tyr
Gly
Ser
125
Ala
Val
Ala
Val
His
205
Cys
Gly
Met
His
Val
285
Tyr
Gly
Ile

Val

Ser
365

Leu
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr

350
Leu

Tyr
Cys
95

Val
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys
Pro
Ser
255
Asp
Asn
Val
Glu
Lys
335

Thr

Thr

Leu
80

Ala
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr

Leu

Cys
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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> 8
211> 214
<212> PRT
213> NI
<220>
223> NLFPAURIHEIR « 5
Z ik
220>
<223> PT1B842 LC
<400> 8
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 GIln 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
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

56



CN 115697393 A ,? yu % 9/83 T

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> 9
211> 448
<212> PRT
213> NI
220>
223> NLFPARIHER : 5k
Z ik
220>
<223> PT1B843 HC
<400> 9
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 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
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Ser
Ser
Ser
Asn
His
225
Val
Thr
Glu
Lys
Ser
305
Lys
Tle
Pro
Leu
Asn
385
Ser

Arg

Leu

<210> 10

Gly
Ser
Leu
Thr
210
Thr
Phe
Pro
Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Asn
435

211> 214
<212> PRT

Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala
340
Arg
Gly
Pro
Ser
Gln

420
His

Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Ser
Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn
Gly
Glu
Tyr
Asn
390
Phe

Asn

Thr

Gly

Leu

Lys
215
Pro
Lys
Val
Tyr
Glu
295
His
Lys
Gln
Met
Pro
375
Asn
Leu

Val

Gln

Val

Ser

Ile

200

Val

Ala

Pro

Val

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyr

Phe

Lys
440

His Thr Phe

Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg
345
Lys
Asp
Lys
Ser
Ser

425

Ser

58

170
Val

Asn
Pro
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330
Glu
Asn
Tle
Thr
Lys
410

Cys

Leu

Val

Val

Lys

Leu

235

Thr

Val

Val

Ser

Leu

315

Ala

Pro

Gln

Ala

Thr

395

Leu

Ser

Ser

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Val

380

Pro

Thr

Val

Leu

Ala
Val
His
205
Cys
Gly
Met
His
Val
285
Tyr
Gly
Tle
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Val
Pro
190
Lys
Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr
350
Leu
Trp
Val
Asp
His

430

Pro

Leu
175
Ser
Pro
Lys
Pro
Ser
255
Asp
Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Gln
Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp
400
Ser

Ala

Lys
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213> NLRF%)

<220>

223> NLFHIHIH : A

EQN
220>

<223> PT1B843 LC

<400> 10

Asp Ile Gln Met Thr

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
Phe Asn

210

<210> 11
211> 44

Val
Trp
35

Ala
Ser
Phe
Gly
Val
115
Ser
Gln
Val
Leu
Glu

195
Arg

8

<212> PRT
213> N5

Thr
20

Phe
Asn
Gly
Ala
Gln
100
Phe
Val
Trp
Thr
Thr
180

Val

Gly

5
Ile

Gln
Arg
Thr
Thr
85

Gly
Tle
Val
Lys
Glu
165
Leu

Thr

Glu

Gln Ser Pro Ser

Thr Cys Lys Ala
25
Gln Lys Pro Gly
40
Leu Leu Ser 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
His Gln Gly Leu
200
Cys

59

Ser
10

Ser
Lys
Val
Thr
Gln
90

Ile
Asp
Asn
Leu
Asp
170

Tyr

Ser

Leu

Gln

Ser

Pro

Ile

75

Tyr

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Ser
Asp
Pro
Ser
60

Ser
Asp
Arg
Gln
Tyr
140
Ser
Thr

Lys

Pro

Ala

Ile

Lys

45

Ser

Glu

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

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
Tle
Gly
Pro
80

Leu
Ala
Gly
Ala
Gln
160
Ser

Tyr

Ser
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<220

>

223> NLFHIHIHG : A

EQN
€220

<223> PT1B844 HC
<400> 11

>

Glu Val Gln Leu Val

1

Ser Leu Arg

Ala
Ala
Gly
65

Gln
Arg
Leu
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225

Val

Thr

Met
Ser
50

Arg
Met
Gly
Val
Ala
130
Leu
Gly
Ser
Leu
Thr
210
Thr

Phe

Pro

Ser
35

Tle
Phe
Asn
Trp
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys

Leu

Glu

Leu
20

Trp
Ser
Thr
Ser
Gly
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro

Phe

Val

5

Ser
Val
Lys
Ile
Leu
85

Asp
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro

245
Thr

Glu

Cys

Arg

Gly

Ser

70

Tyr

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

230

Pro

Cys

Ser

Ala

Gln

Gly

95

Ala

Gly

Ala

Ser

135

Phe

Gly

Leu

Tyr

Lys

215

Pro

Lys

Val

Gly
Ala
Ala
40

Asn
Asp
Glu
Trp
Ser
120
Thr
Pro
Val
Ser
Tle
200
Val
Ala

Pro

Val

Gly
Ser
25

Pro
Thr
Asn
Asp
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys

Val

60

Gly
10

Gly
Gly
Tyr
Ala
Thr
90

Ala
Lys
Gly
Pro
Thr
170
Val
Asn
Pro

Glu

Asp
250

Leu
Phe
Lys
Tyr
Lys
75

Ala
Tyr
Gly
Gly
Val
155
Phe
Val
Val
Lys
Leu
235

Thr

Val

Val
Thr
Gly
Pro
60

Asn
Val
Trp
Pro
Thr
140
Thr
Pro
Thr
Asn
Ser
220
Leu

Leu

Ser

Lys
Phe
Leu
45

Asp
Ser
Tyr
Gly
Ser
125
Ala
Val
Ala
Val
His
205
Cys
Gly

Met

His

Pro
Ser
30

Glu
Ser
Leu
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly

Ile

Glu

Gly
15

Ser
Trp
Val
Tyr
Cys
95

Val
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys
Pro
Ser

255
Asp

Gly
Tyr
Val
Lys
Leu
80

Ala
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240

Arg

Pro
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Glu
Lys
Ser
305
Lys
Tle
Pro
Leu
Asn
385
Ser

Arg

Leu

<210> 12

Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

Lys
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Asn
435

Q211> 214
<212> PRT
213> N5

<220

>

260
Phe

Pro

Thr

Val

Ala

340

Arg

Gly

Pro

Ser

Gln

420
His

Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Trp
Glu
Leu

310

Asn

Gly

Glu

Tyr

Asn

390

Phe

Asn

Thr

Tyr

Glu

295

His

Lys

Gln

Met

Pro

375

Asn

Leu

Val

Gln

223> NLFHIHIH : A

EQN
€220

<223> PT1B844 LC
<400> 12

>

Asp Ile GIn Met Thr Gln Ser

1

5

Asp Arg Val Thr Ile Thr Cys

20

Leu Asn Trp Phe GIn Gln Lys

35

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyr

Phe

Lys
440

Pro

Lys

Pro
40

265
Asp

Tyr

Asp

Leu

Arg

345

Lys

Asp

Lys

Ser

Ser

425

Ser

Ser
Ala

25
Gly

61

Gly Val Glu

Asn Ser Thr
300
Trp Leu Asn
315
Pro Ala Pro
330
Glu Pro GIn

Asn Gln Val

Ile Ala Val
380
Thr Thr Pro
395
Lys Leu Thr
410
Cys Ser Val

Leu Ser Leu

Ser Leu Ser
10
Ser Gln Asp

Lys Ala Pro

Val
285
Tyr
Gly
Tle
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Ala

Ile

Lys
45

270
His

Arg

Lys

Glu

Tyr

350

Leu

Trp

Val

Asp

His

430

Pro

Ser

Asn
30
Thr

Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Val
15
Arg

Leu

Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp

400

Ser

Ala

Lys

Gly

Tyr

Ile
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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
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> 13
211> 448
<212> PRT
213> NLFH)
220>
223> NLFPARIHER : 5k
Z ik
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
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50

Gly Arg Phe

65
Gln

Arg
Leu
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225
Val
Thr
Glu
Lys
Ser
305
Lys

Ile

Pro

Met
Gly
Val
Ala
130
Leu
Gly
Ser
Leu
Thr
210
Thr
Phe
Pro
Val
Thr
290
Val
Cys

Ser

Pro

Asn
Trp
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys
275
Lys
Leu
Lys

Lys

Ser
355

Thr
Ser
Gly
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala

340
Arg

Tle
Leu
85

Asp
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325

Lys

Glu

Ser
70

Arg
Tyr
Ser
Lys
Tyr
150
Ser
Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn

Gly

Glu

55
Arg

Ala
Gly
Ala
Ser
135
Phe
Gly
Leu
Tyr
Lys
215
Pro
Lys
Val
Tyr
Glu
295
His
Lys

Gln

Met

Asp
Glu
Trp
Ser
120
Thr
Pro
Val
Ser
Tle
200
Val
Ala
Pro
Val
Val
280
Gln
Gln
Ala

Pro

Thr
360

Asn
Asp
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg

345
Lys

63

Ala
Thr
90

Ala
Lys
Gly
Pro
Thr
170
Val
Asn
Pro
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330

Glu

Asn

Lys
75

Ala
Tyr
Gly
Gly
Val
155
Phe
Val
Val
Lys
Leu
235
Thr
Val
Val
Ser
Leu
315
Ala

Pro

Gln

60

Asn

Val

Trp

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Ser
Tyr
Gly
Ser
125
Ala
Val
Ala
Val
His
205
Cys
Gly
Met
His
Val
285
Tyr
Gly
Ile

Val

Ser
365

Leu
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr

350
Leu

Tyr
Cys
95

Val
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys
Pro
Ser
255
Asp
Asn
Val
Glu
Lys
335

Thr

Thr

Leu
80

Ala
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr

Leu

Cys
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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
213> NI
<220>
223> NLFPAURIHEIR « 5
Z ik
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
Leu Asn Trp Phe GIln 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
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

64
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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> 15
211> 448
<212> PRT
213> NI
220>
223> NLFPARIHER : 5k
Z ik
220>
<223> PT1B846 HC
<400> 15
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
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Ser
Ser
Ser
Asn
His
225
Val
Thr
Glu
Lys
Ser
305
Lys
Tle
Pro
Leu
Asn
385
Ser

Arg

Leu

<210> 16

Gly
Ser
Leu
Thr
210
Thr
Phe
Pro
Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Asn
435

211> 214
<212> PRT

Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala
340
Arg
Gly
Pro
Ser
Gln

420
His

Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Ser
Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn
Gly
Glu
Tyr
Asn
390
Phe

Asn

Thr

Gly

Leu

Lys
215
Pro
Lys
Val
Tyr
Glu
295
His
Lys
Gln
Met
Pro
375
Asn
Leu

Val

Gln

Val

Ser

Ile

200

Val

Ala

Pro

Val

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyr

Phe

Lys
440

His Thr Phe

Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg
345
Lys
Asp
Lys
Ser
Ser

425

Ser

66

170
Val

Asn
Pro
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330
Glu
Asn
Tle
Thr
Lys
410

Cys

Leu

Val

Val

Lys

Leu

235

Thr

Val

Val

Ser

Leu

315

Ala

Pro

Gln

Ala

Thr

395

Leu

Ser

Ser

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Val

380

Pro

Thr

Val

Leu

Ala
Val
His
205
Cys
Gly
Met
His
Val
285
Tyr
Gly
Tle
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Val
Pro
190
Lys
Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr
350
Leu
Trp
Val
Asp
His

430

Pro

Leu
175
Ser
Pro
Lys
Pro
Ser
255
Asp
Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Gln
Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp
400
Ser

Ala

Lys
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213> NLRF%)

<220>

223> NLFHIHIH : A

EQN
220>

<223> PT1B846 LC

<400> 16

Asp Ile Gln Met Thr

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
Phe Asn

210

<210> 17
211> 44

Val
Trp
35

Ala
Ser
Phe
Gly
Val
115
Ser
Gln
Val
Leu
Glu

195
Arg

8

<212> PRT
213> N5

Thr
20

Phe
Asn
Gly
Ala
Gln
100
Phe
Val
Trp
Thr
Thr
180

Val

Gly

5
Ile

Gln
Arg
Thr
Thr
85

Gly
Tle
Val
Lys
Glu
165
Leu

Thr

Glu

Gln Ser Pro Ser

Thr Cys Lys Ala
25
Gln Lys Pro Gly
40
Leu Leu Ser 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
His Gln Gly Leu
200
Cys

67

Ser
10

Ser
Lys
Val
Thr
Gln
90

Ile
Asp
Asn
Leu
Asp
170

Tyr

Ser

Leu

Gln

Ser

Pro

Ile

75

Tyr

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Ser
Asp
Pro
Ser
60

Ser
Asp
Arg
Gln
Tyr
140
Ser
Thr

Lys

Pro

Ala

Ile

Lys

45

Ser

Glu

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

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
Tle
Gly
Pro
80

Leu
Ala
Gly
Ala
Gln
160
Ser

Tyr

Ser
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<220

>

223> NLFHIHIHG : A

EQN
€220

<223> PT1B847 HC
<400> 17

>

Glu Val Gln Leu Val

1

Ser Leu Arg

Ala
Ala
Gly
65

Gln
Arg
Leu
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225

Val

Thr

Met
Ser
50

Arg
Met
Gly
Val
Ala
130
Leu
Gly
Ser
Leu
Thr
210
Thr

Phe

Pro

Ser
35

Tle
Phe
Asn
Trp
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys

Leu

Glu

Leu
20

Trp
Ser
Thr
Ser
Gly
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro

Phe

Val

5

Ser
Val
Lys
Ile
Leu
85

Asp
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro

245
Thr

Glu

Cys

Arg

Gly

Ser

70

Tyr

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

230

Pro

Cys

Ser

Ala

Gln

Gly

95

Ala

Gly

Ala

Ser

135

Phe

Gly

Leu

Tyr

Lys

215

Pro

Lys

Val

Gly
Ala
Ala
40

Asn
Asp
Glu
Trp
Ser
120
Thr
Pro
Val
Ser
Tle
200
Val
Ala

Pro

Val

Gly
Ser
25

Pro
Thr
Asn
Asp
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys

Val

68

Gly
10

Gly
Gly
Tyr
Ala
Thr
90

Ala
Lys
Gly
Pro
Thr
170
Val
Asn
Pro

Glu

Asp
250

Leu
Phe
Lys
Tyr
Lys
75

Ala
Tyr
Gly
Gly
Val
155
Phe
Val
Val
Lys
Leu
235

Thr

Val

Val
Thr
Arg
Pro
60

Asn
Val
Trp
Pro
Thr
140
Thr
Pro
Thr
Asn
Ser
220
Leu

Leu

Ser

Lys
Phe
Leu
45

Asn
Ser
Tyr
Gly
Ser
125
Ala
Val
Ala
Val
His
205
Cys
Gly

Met

His

Pro
Ser
30

Glu
Ser
Leu
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly

Ile

Glu

Gly
15

Ser
Trp
Val
Tyr
Cys
95

Val
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys
Pro
Ser

255
Asp

Gly
Tyr
Val
Lys
Leu
80

Ala
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240

Arg

Pro
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Glu
Lys
Ser
305
Lys
Tle
Pro
Leu
Asn
385
Ser

Arg

Leu

<210> 18

Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

Lys
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Asn
435

Q211> 214
<212> PRT
213> N5

<220

>

260
Phe

Pro

Thr

Val

Ala

340

Arg

Gly

Pro

Ser

Gln

420
His

Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Trp
Glu
Leu

310

Asn

Gly

Glu

Tyr

Asn

390

Phe

Asn

Thr

Tyr

Glu

295

His

Lys

Gln

Met

Pro

375

Asn

Leu

Val

Gln

223> NLFHIHIH : A

EQN
€220

<223> PT1B847 LC
<400> 18

>

Asp Ile GIn Met Thr Gln Ser

1

5

Asp Arg Val Thr Ile Thr Cys

20

Leu Asn Trp Phe GIn Gln Lys

35

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyr

Phe

Lys
440

Pro

Lys

Pro
40

265
Asp

Tyr

Asp

Leu

Arg

345

Lys

Asp

Lys

Ser

Ser

425

Ser

Ser
Ala

25
Gly

69

Gly Val Glu

Asn Ser Thr
300
Trp Leu Asn
315
Pro Ala Pro
330
Glu Pro GIn

Asn Gln Val

Ile Ala Val
380
Thr Thr Pro
395
Lys Leu Thr
410
Cys Ser Val

Leu Ser Leu

Ser Leu Ser
10
Ser Gln Asp

Lys Ala Pro

Val
285
Tyr
Gly
Tle
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Ala

Ile

Lys
45

270
His

Arg

Lys

Glu

Tyr

350

Leu

Trp

Val

Asp

His

430

Pro

Ser

Asn
30
Thr

Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Val
15
Arg

Leu

Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp

400

Ser

Ala

Lys

Gly

Tyr

Ile
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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
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> 19
211> 448
<212> PRT
213> NLFH)
220>
223> NLFPARIHER : 5k
Z ik
220>
<223> PT1B848 HC
<400> 19
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
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50

Gly Arg Phe

65
Gln

Arg
Leu
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225
Val
Thr
Glu
Lys
Ser
305
Lys

Ile

Pro

Met
Gly
Val
Ala
130
Leu
Gly
Ser
Leu
Thr
210
Thr
Phe
Pro
Val
Thr
290
Val
Cys

Ser

Pro

Asn
Trp
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys
275
Lys
Leu
Lys

Lys

Ser
355

Thr
Ser
Gly
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala

340
Arg

Tle
Leu
85

Asp
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325

Lys

Glu

Ser
70

Arg
Tyr
Ser
Lys
Tyr
150
Ser
Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn

Gly

Glu

55
Arg

Ala
Gly
Ala
Ser
135
Phe
Gly
Leu
Tyr
Lys
215
Pro
Lys
Val
Tyr
Glu
295
His
Lys

Gln

Met

Asp
Glu
Trp
Ser
120
Thr
Pro
Val
Ser
Tle
200
Val
Ala
Pro
Val
Val
280
Gln
Gln
Ala

Pro

Thr
360

Asn
Asp
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg

345
Lys

71

Ala
Thr
90

Ala
Lys
Gly
Pro
Thr
170
Val
Asn
Pro
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330

Glu

Asn

Lys
75

Ala
Tyr
Gly
Gly
Val
155
Phe
Val
Val
Lys
Leu
235
Thr
Val
Val
Ser
Leu
315
Ala

Pro

Gln

60

Asn

Val

Trp

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Ser
Tyr
Gly
Ser
125
Ala
Val
Ala
Val
His
205
Cys
Gly
Met
His
Val
285
Tyr
Gly
Ile

Val

Ser
365

Leu
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr

350
Leu

Tyr
Cys
95

Val
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys
Pro
Ser
255
Asp
Asn
Val
Glu
Lys
335

Thr

Thr

Leu
80

Ala
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr

Leu

Cys
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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> 20
211> 214
<212> PRT
213> NI
<220>
223> NLFPAURIHEIR « 5
Z ik
220>
<223> PT1B848 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 GIln 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
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

72
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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> 21
211> 448
<212> PRT
213> NI
220>
223> NLFPARIHER : 5k
Z ik
220>
<223> PT1B849 HC
<400> 21
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 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
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Ser
Ser
Ser
Asn
His
225
Val
Thr
Glu
Lys
Ser
305
Lys
Tle
Pro
Leu
Asn
385
Ser

Arg

Leu

<210> 22

Gly
Ser
Leu
Thr
210
Thr
Phe
Pro
Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Asn
435

211> 214
<212> PRT

Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala
340
Arg
Gly
Pro
Ser
Gln

420
His

Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Ser
Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn
Gly
Glu
Tyr
Asn
390
Phe

Asn

Thr

Gly

Leu

Lys
215
Pro
Lys
Val
Tyr
Glu
295
His
Lys
Gln
Met
Pro
375
Asn
Leu

Val

Gln

Val

Ser

Ile

200

Val

Ala

Pro

Val

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyr

Phe

Lys
440

His Thr Phe

Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg
345
Lys
Asp
Lys
Ser
Ser

425

Ser

74

170
Val

Asn
Pro
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330
Glu
Asn
Tle
Thr
Lys
410

Cys

Leu

Val

Val

Lys

Leu

235

Thr

Val

Val

Ser

Leu

315

Ala

Pro

Gln

Ala

Thr

395

Leu

Ser

Ser

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Val

380

Pro

Thr

Val

Leu

Ala
Val
His
205
Cys
Gly
Met
His
Val
285
Tyr
Gly
Tle
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Val
Pro
190
Lys
Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr
350
Leu
Trp
Val
Asp
His

430

Pro

Leu
175
Ser
Pro
Lys
Pro
Ser
255
Asp
Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Gln
Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp
400
Ser

Ala

Lys
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213> NLRF%)

<220>

223> NLFHIHIH : A

EQN
220>

<223> PT1B849 LC

<400> 22

Asp Ile Gln Met Thr

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
Phe Asn

210

<210> 23
211> 44

Val
Trp
35

Ala
Ser
Phe
Gly
Val
115
Ser
Gln
Val
Leu
Glu

195
Arg

8

<212> PRT
213> N5

Thr
20

Phe
Asn
Gly
Ala
Gln
100
Phe
Val
Trp
Thr
Thr
180

Val

Gly

5
Ile

Gln
Arg
Thr
Thr
85

Gly
Tle
Val
Lys
Glu
165
Leu

Thr

Glu

Gln Ser Pro Ser

Thr Cys Lys Ala
25
Gln Lys Pro Gly
40
Leu Leu Ser 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
His Gln Gly Leu
200
Cys

75

Ser
10

Ser
Lys
Val
Thr
Gln
90

Ile
Asp
Asn
Leu
Asp
170

Tyr

Ser

Leu

Gln

Ser

Pro

Ile

75

Tyr

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Ser
Asp
Pro
Ser
60

Ser
Asp
Arg
Gln
Tyr
140
Ser
Thr

Lys

Pro

Ala

Ile

Lys

45

Ser

Glu

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

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
Tle
Gly
Pro
80

Leu
Ala
Gly
Ala
Gln
160
Ser

Tyr

Ser
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<220

>

223> NLFHIHIHG : A

EQN
€220

<223> PT1B850 HC
<400> 23

>

Glu Val Gln Leu Val

1

Ser Leu Arg

Ala
Ala
Gly
65

Gln
Arg
Leu
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225

Val

Thr

Met
Ser
50

Arg
Met
Gly
Val
Ala
130
Leu
Gly
Ser
Leu
Thr
210
Thr

Phe

Pro

Ser
35

Tle
Phe
Asn
Trp
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys

Leu

Glu

Leu
20

Trp
Ser
Thr
Ser
Gly
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro

Phe

Val

5

Ser
Val
Lys
Ile
Leu
85

Asp
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro

245
Thr

Glu

Cys

Arg

Gly

Ser

70

Tyr

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

230

Pro

Cys

Ser

Ala

Gln

Gly

95

Ala

Gly

Ala

Ser

135

Phe

Gly

Leu

Tyr

Lys

215

Pro

Lys

Val

Gly
Ala
Ala
40

Asn
Asp
Glu
Trp
Ser
120
Thr
Pro
Val
Ser
Tle
200
Val
Ala

Pro

Val

Gly
Ser
25

Pro
Thr
Asn
Asp
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys

Val

76

Gly
10

Gly
Gly
Tyr
Ala
Thr
90

Ala
Lys
Gly
Pro
Thr
170
Val
Asn
Pro

Glu

Asp
250

Leu
Phe
Lys
Tyr
Lys
75

Ala
Tyr
Gly
Gly
Val
155
Phe
Val
Val
Lys
Leu
235

Thr

Val

Val
Thr
Arg
Pro
60

Asn
Val
Trp
Pro
Thr
140
Thr
Pro
Thr
Asn
Ser
220
Leu

Leu

Ser

Lys
Phe
Leu
45

Asp
Ser
Tyr
Gly
Ser
125
Ala
Val
Ala
Val
His
205
Cys
Gly

Met

His

Pro
Ser
30

Glu
Ser
Leu
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly

Ile

Glu

Gly
15

Ser
Trp
Val
Tyr
Cys
95

Val
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys
Pro
Ser

255
Asp

Gly
Tyr
Val
Lys
Leu
80

Ala
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240

Arg

Pro
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Glu
Lys
Ser
305
Lys
Tle
Pro
Leu
Asn
385
Ser

Arg

Leu

<210> 24

Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

Lys
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Asn
435

Q211> 214
<212> PRT
213> N5

<220

>

260
Phe

Pro

Thr

Val

Ala

340

Arg

Gly

Pro

Ser

Gln

420
His

Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Trp
Glu
Leu

310

Asn

Gly

Glu

Tyr

Asn

390

Phe

Asn

Thr

Tyr

Glu

295

His

Lys

Gln

Met

Pro

375

Asn

Leu

Val

Gln

223> NLFHIHIH : A

EQN
€220

<223> PT1B850 LC
<400> 24

>

Asp Ile GIn Met Thr Gln Ser

1

5

Asp Arg Val Thr Ile Thr Cys

20

Leu Asn Trp Phe GIn Gln Lys

35

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyr

Phe

Lys
440

Pro

Lys

Pro
40

265
Asp

Tyr

Asp

Leu

Arg

345

Lys

Asp

Lys

Ser

Ser

425

Ser

Ser
Ala

25
Gly

7

Gly Val Glu

Asn Ser Thr
300
Trp Leu Asn
315
Pro Ala Pro
330
Glu Pro GIn

Asn Gln Val

Ile Ala Val
380
Thr Thr Pro
395
Lys Leu Thr
410
Cys Ser Val

Leu Ser Leu

Ser Leu Ser
10
Ser Gln Asp

Lys Ala Pro

Val
285
Tyr
Gly
Tle
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Ala

Ile

Lys
45

270
His

Arg

Lys

Glu

Tyr

350

Leu

Trp

Val

Asp

His

430

Pro

Ser

Asn
30
Thr

Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Val
15
Arg

Leu

Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp

400

Ser

Ala

Lys

Gly

Tyr

Ile



CN 115697393 A ,? yu % 30/83 Tt

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
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> 25
211> 448
<212> PRT
213> NLFH)
220>
223> NLFPARIHER : 5k
Z ik
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
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50

Gly Arg Phe

65
Gln

Arg
Leu
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225
Val
Thr
Glu
Lys
Ser
305
Lys

Ile

Pro

Met
Gly
Val
Ala
130
Leu
Gly
Ser
Leu
Thr
210
Thr
Phe
Pro
Val
Thr
290
Val
Cys

Ser

Pro

Asn
Trp
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys
275
Lys
Leu
Lys

Lys

Ser
355

Thr
Ser
Gly
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala

340
Arg

Tle
Leu
85

Asp
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325

Lys

Glu

Ser
70

Arg
Tyr
Ser
Lys
Tyr
150
Ser
Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn

Gly

Glu

55
Arg

Ala
Gly
Ala
Ser
135
Phe
Gly
Leu
Tyr
Lys
215
Pro
Lys
Val
Tyr
Glu
295
His
Lys

Gln

Met

Asp
Glu
Trp
Ser
120
Thr
Pro
Val
Ser
Tle
200
Val
Ala
Pro
Val
Val
280
Gln
Gln
Ala

Pro

Thr
360

Asn
Asp
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg

345
Lys

79

Ala
Thr
90

Ala
Lys
Gly
Pro
Thr
170
Val
Asn
Pro
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330

Glu

Asn

Lys
75

Ala
Tyr
Gly
Gly
Val
155
Phe
Val
Val
Lys
Leu
235
Thr
Val
Val
Ser
Leu
315
Ala

Pro

Gln

60

Asn

Val

Trp

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Ser
Tyr
Gly
Ser
125
Ala
Val
Ala
Val
His
205
Cys
Gly
Met
His
Val
285
Tyr
Gly
Ile

Val

Ser
365

Leu
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr

350
Leu

Tyr
Cys
95

Val
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys
Pro
Ser
255
Asp
Asn
Val
Glu
Lys
335

Thr

Thr

Leu
80

Ala
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr

Leu

Cys



CN 115697393 A ,? yu % 32/83 T

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
213> NI
<220>
223> NLFPAURIHEIR « 5
Z ik
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
20 25 30
Leu Asn Trp Phe GIln 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
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

80
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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> 27
211> 448
<212> PRT
213> NI
220>
223> NLFPARIHER : 5k
Z ik
220>
<223> PT1B852 HC
<400> 27
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
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

81
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Ser
Ser
Ser
Asn
His
225
Val
Thr
Glu
Lys
Ser
305
Lys
Tle
Pro
Leu
Asn
385
Ser

Arg

Leu

<210> 28

Gly
Ser
Leu
Thr
210
Thr
Phe
Pro
Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Asn
435

211> 214
<212> PRT

Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala
340
Arg
Gly
Pro
Ser
Gln

420
His

Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Ser
Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn
Gly
Glu
Tyr
Asn
390
Phe

Asn

Thr

Gly

Leu

Lys
215
Pro
Lys
Val
Tyr
Glu
295
His
Lys
Gln
Met
Pro
375
Asn
Leu

Val

Gln

Val

Ser

Ile

200

Val

Ala

Pro

Val

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyr

Phe

Lys
440

His Thr Phe

Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg
345
Lys
Asp
Lys
Ser
Ser

425

Ser

82

170
Val

Asn
Pro
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330
Glu
Asn
Tle
Thr
Lys
410

Cys

Leu

Val

Val

Lys

Leu

235

Thr

Val

Val

Ser

Leu

315

Ala

Pro

Gln

Ala

Thr

395

Leu

Ser

Ser

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Val

380

Pro

Thr

Val

Leu

Ala
Val
His
205
Cys
Gly
Met
His
Val
285
Tyr
Gly
Tle
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Val
Pro
190
Lys
Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr
350
Leu
Trp
Val
Asp
His

430

Pro

Leu
175
Ser
Pro
Lys
Pro
Ser
255
Asp
Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Gln
Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp
400
Ser

Ala

Lys
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213> NLRF%)

<220>

223> NLFHIHIH : A

EQN
220>

<223> PT1B852 LC

<400> 28

Asp Ile Gln Met Thr

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

Phe Asn
210
<210> 29
211> 44
<212> PR

Val
Trp
35

Ala
Ser
Phe
Gly
Val
115
Ser
Gln
Val
Leu
Glu

195
Arg

8
T

Thr
20

Phe
Asn
Gly
Ala
Gln
100
Phe
Val
Trp
Thr
Thr
180

Val

Gly

213> NLRF%)

5
Ile

Gln
Arg
Thr
Thr
85

Gly
Tle
Val
Lys
Glu
165
Leu

Thr

Glu

Gln Ser Pro Ser

Thr Cys Lys Ala
25
Gln Lys Pro Gly
40
Leu Leu Ser 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
His Gln Gly Leu
200
Cys

83

Ser
10

Ser
Lys
Val
Thr
Gln
90

Ile
Asp
Asn
Leu
Asp
170

Tyr

Ser

Leu

Gln

Ser

Pro

Ile

75

Tyr

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Ser
Asp
Pro
Ser
60

Ser
Asp
Arg
Gln
Tyr
140
Ser
Thr

Lys

Pro

Ala

Ile

Lys

45

Ser

Glu

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

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
Tle
Gly
Pro
80

Leu
Ala
Gly
Ala
Gln
160
Ser

Tyr

Ser
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<220

>

223> NLFHIHIHG : A

EQN
€220

<223> PT1B853 HC
<400> 29

>

Glu Val Gln Leu Val

1

Ser Leu Arg

Ala
Ala
Gly
65

Gln
Arg
Leu
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225

Val

Thr

Met
Ser
50

Arg
Met
Gly
Val
Ala
130
Leu
Gly
Ser
Leu
Thr
210
Thr

Phe

Pro

Ser
35

Tle
Phe
Asn
Trp
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys

Leu

Glu

Leu
20

Trp
Ser
Thr
Ser
Gly
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro

Phe

Val

5

Ser
Val
Lys
Ile
Leu
85

Asp
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro

245
Thr

Glu

Cys

Arg

Gly

Ser

70

Tyr

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

230

Pro

Cys

Ser

Ala

Gln

Gly

95

Ala

Gly

Ala

Ser

135

Phe

Gly

Leu

Tyr

Lys

215

Pro

Lys

Val

Gly
Ala
Ala
40

Asn
Asp
Glu
Trp
Ser
120
Thr
Pro
Val
Ser
Tle
200
Val
Ala

Pro

Val

Gly
Ser
25

Pro
Thr
Asn
Asp
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys

Val

84

Gly
10

Gly
Gly
Tyr
Ala
Thr
90

Ala
Lys
Gly
Pro
Thr
170
Val
Asn
Pro

Glu

Asp
250

Leu
Phe
Lys
Tyr
Lys
75

Ala
Tyr
Gly
Gly
Val
155
Phe
Val
Val
Lys
Leu
235

Thr

Val

Val
Thr
Gly
Pro
60

Asn
Val
Trp
Pro
Thr
140
Thr
Pro
Thr
Asn
Ser
220
Leu

Leu

Ser

Lys
Phe
Leu
45

Asn
Ser
Tyr
Gly
Ser
125
Ala
Val
Ala
Val
His
205
Cys
Gly

Met

His

Pro
Ser
30

Glu
Ser
Leu
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly

Ile

Glu

Gly
15

Ser
Trp
Val
Tyr
Cys
95

Val
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys
Pro
Ser

255
Asp

Gly
Tyr
Val
Lys
Leu
80

Ala
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240

Arg

Pro
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Glu
Lys
Ser
305
Lys
Tle
Pro
Leu
Asn
385
Ser

Arg

Leu

<210> 30

Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

Lys
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Asn
435

Q211> 214
<212> PRT
213> N5

<220

>

260
Phe

Pro

Thr

Val

Ala

340

Arg

Gly

Pro

Ser

Gln

420
His

Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Trp
Glu
Leu

310

Asn

Gly

Glu

Tyr

Asn

390

Phe

Asn

Thr

Tyr

Glu

295

His

Lys

Gln

Met

Pro

375

Asn

Leu

Val

Gln

223> NLFHIHIH : A

EQN
€220

<223> PT1B853 LC
<400> 30

>

Asp Ile GIn Met Thr Gln Ser

1

5

Asp Arg Val Thr Ile Thr Cys

20

Leu Asn Trp Phe GIn Gln Lys

35

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyr

Phe

Lys
440

Pro

Lys

Pro
40

265
Asp

Tyr

Asp

Leu

Arg

345

Lys

Asp

Lys

Ser

Ser

425

Ser

Ser
Ala

25
Gly

85

Gly Val Glu

Asn Ser Thr
300
Trp Leu Asn
315
Pro Ala Pro
330
Glu Pro GIn

Asn Gln Val

Ile Ala Val
380
Thr Thr Pro
395
Lys Leu Thr
410
Cys Ser Val

Leu Ser Leu

Ser Leu Ser
10
Ser Gln Asp

Lys Ala Pro

Val
285
Tyr
Gly
Tle
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Ala

Ile

Lys
45

270
His

Arg

Lys

Glu

Tyr

350

Leu

Trp

Val

Asp

His

430

Pro

Ser

Asn
30
Thr

Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Val
15
Arg

Leu

Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp

400

Ser

Ala

Lys

Gly

Tyr

Ile
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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
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
213> NLFH)
220>
223> NLFPARIHER : 5k
Z ik
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
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
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50

Gly Arg Phe

65
Gln

Arg
Leu
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225
Val
Thr
Glu
Lys
Ser
305
Lys

Ile

Pro

Met
Gly
Val
Ala
130
Leu
Gly
Ser
Leu
Thr
210
Thr
Phe
Pro
Val
Thr
290
Val
Cys

Ser

Pro

Asn
Trp
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys
275
Lys
Leu
Lys

Lys

Ser
355

Thr
Ser
Gly
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala

340
Arg

Tle
Leu
85

Asp
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325

Lys

Glu

Ser
70

Arg
Tyr
Ser
Lys
Tyr
150
Ser
Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn

Gly

Glu

55
Arg

Ala
Gly
Ala
Ser
135
Phe
Gly
Leu
Tyr
Lys
215
Pro
Lys
Val
Tyr
Glu
295
His
Lys

Gln

Met

Asp
Glu
Trp
Ser
120
Thr
Pro
Val
Ser
Tle
200
Val
Ala
Pro
Val
Val
280
Gln
Gln
Ala

Pro

Thr
360

Asn
Asp
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg

345
Lys

87

Ala
Thr
90

Ala
Lys
Gly
Pro
Thr
170
Val
Asn
Pro
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330

Glu

Asn

Lys
75

Ala
Tyr
Gly
Gly
Val
155
Phe
Val
Val
Lys
Leu
235
Thr
Val
Val
Ser
Leu
315
Ala

Pro

Gln

60

Asn

Val

Trp

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Ser
Tyr
Gly
Ser
125
Ala
Val
Ala
Val
His
205
Cys
Gly
Met
His
Val
285
Tyr
Gly
Ile

Val

Ser
365

Leu
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr

350
Leu

Tyr
Cys
95

Val
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys
Pro
Ser
255
Asp
Asn
Val
Glu
Lys
335

Thr

Thr

Leu
80

Ala
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr

Leu

Cys
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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> 32
211> 214
<212> PRT
213> NI
<220>
223> NLFPAURIHEIR « 5
Z ik
220>
<223> PT1B854 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 GIln 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
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
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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> 33
211> 448
<212> PRT
213> NI
220>
223> NLFPARIHER : 5k
Z ik
220>
<223> PT1B855 HC
<400> 33
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 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
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Ser
Ser
Ser
Asn
His
225
Val
Thr
Glu
Lys
Ser
305
Lys
Tle
Pro
Leu
Asn
385
Ser

Arg

Leu

<210> 34

Gly
Ser
Leu
Thr
210
Thr
Phe
Pro
Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Asn
435

211> 214
<212> PRT

Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala
340
Arg
Gly
Pro
Ser
Gln

420
His

Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Ser
Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn
Gly
Glu
Tyr
Asn
390
Phe

Asn

Thr

Gly

Leu

Lys
215
Pro
Lys
Val
Tyr
Glu
295
His
Lys
Gln
Met
Pro
375
Asn
Leu

Val

Gln

Val

Ser

Ile

200

Val

Ala

Pro

Val

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyr

Phe

Lys
440

His Thr Phe

Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg
345
Lys
Asp
Lys
Ser
Ser

425

Ser

90

170
Val

Asn
Pro
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330
Glu
Asn
Tle
Thr
Lys
410

Cys

Leu

Val

Val

Lys

Leu

235

Thr

Val

Val

Ser

Leu

315

Ala

Pro

Gln

Ala

Thr

395

Leu

Ser

Ser

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Val

380

Pro

Thr

Val

Leu

Ala
Val
His
205
Cys
Gly
Met
His
Val
285
Tyr
Gly
Tle
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Val
Pro
190
Lys
Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr
350
Leu
Trp
Val
Asp
His

430

Pro

Leu
175
Ser
Pro
Lys
Pro
Ser
255
Asp
Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Gln
Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp
400
Ser

Ala

Lys
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213> NLRF%)

<220>

223> NLFHIHIH : A

EQN
220>

<223> PT1B855 LC

<400> 34

Asp Ile Gln Met Thr

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
Phe Asn

210

<210> 35
211> 44

Val
Trp
35

Ala
Ser
Phe
Gly
Val
115
Ser
Gln
Val
Leu
Glu

195
Arg

8

<212> PRT
213> N5

Thr
20

Phe
Asn
Gly
Ala
Gln
100
Phe
Val
Trp
Thr
Thr
180

Val

Gly

5
Ile

Gln
Arg
Thr
Thr
85

Gly
Tle
Val
Lys
Glu
165
Leu

Thr

Glu

Gln Ser Pro Ser

Thr Cys Lys Ala
25
Gln Lys Pro Gly
40
Leu Leu Ser 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
His Gln Gly Leu
200
Cys

91

Ser
10

Ser
Lys
Val
Thr
Gln
90

Ile
Asp
Asn
Leu
Asp
170

Tyr

Ser

Leu

Gln

Ser

Pro

Ile

75

Tyr

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Ser
Asp
Pro
Ser
60

Ser
Asp
Arg
Gln
Tyr
140
Ser
Thr

Lys

Pro

Ala

Ile

Lys

45

Ser

Glu

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

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
Tle
Gly
Pro
80

Leu
Ala
Gly
Ala
Gln
160
Ser

Tyr

Ser
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<220

>

223> NLFHIHIHG : A

EQN
€220

<223> PT1B856 HC
<400> 35

>

Glu Val Gln Leu Val

1

Ser Leu Arg

Ala
Ala
Gly
65

Gln
Arg
Leu
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225

Val

Thr

Met
Ser
50

Arg
Met
Gly
Val
Ala
130
Leu
Gly
Ser
Leu
Thr
210
Thr

Phe

Pro

Ser
35

Tle
Phe
Asn
Trp
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys

Leu

Glu

Leu
20

Trp
Ser
Thr
Ser
Gly
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro

Phe

Val

5

Ser
Val
Lys
Ile
Leu
85

Asp
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro

245
Thr

Glu

Cys

Arg

Gly

Ser

70

Tyr

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

230

Pro

Cys

Ser

Ala

Gln

Gly

95

Ala

Gly

Ala

Ser

135

Phe

Gly

Leu

Tyr

Lys

215

Pro

Lys

Val

Gly
Ala
Asn
40

Asn
Asp
Glu
Trp
Ser
120
Thr
Pro
Val
Ser
Tle
200
Val
Ala

Pro

Val

Gly
Ser
25

Pro
Thr
Asn
Asp
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys

Val

92

Gly
10

Gly
Gly
Tyr
Ala
Thr
90

Ala
Lys
Gly
Pro
Thr
170
Val
Asn
Pro
Glu
Asp

250
Asp

Leu
Phe
Lys
Tyr
Lys
75

Ala
Tyr
Gly
Gly
Val
155
Phe
Val
Val
Lys
Leu
235

Thr

Val

Val
Thr
Gly
Pro
60

Asn
Val
Trp
Pro
Thr
140
Thr
Pro
Thr
Asn
Ser
220
Leu

Leu

Ser

Lys
Phe
Leu
45

Asp
Ser
Tyr
Gly
Ser
125
Ala
Val
Ala
Val
His
205
Cys
Gly

Met

His

Pro
Ser
30

Glu
Ser
Leu
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly

Ile

Glu

Gly
15

Ser
Trp
Val
Tyr
Cys
95

Val
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys
Pro
Ser

255
Asp

Gly
Tyr
Val
Lys
Leu
80

Ala
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240

Arg

Pro
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Glu
Lys
Ser
305
Lys
Tle
Pro
Leu
Asn
385
Ser

Arg

Leu

<210> 36

Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

Lys
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Asn
435

Q211> 214
<212> PRT
213> N5

<220

>

260
Phe

Pro

Thr

Val

Ala

340

Arg

Gly

Pro

Ser

Gln

420
His

Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Trp
Glu
Leu

310

Asn

Gly

Glu

Tyr

Asn

390

Phe

Asn

Thr

Tyr

Glu

295

His

Lys

Gln

Met

Pro

375

Asn

Leu

Val

Gln

223> NLFHIHIH : A

EQN
€220

<223> PT1B856 LC
<400> 36

>

Asp Ile GIn Met Thr Gln Ser

1

5

Asp Arg Val Thr Ile Thr Cys

20

Leu Asn Trp Phe GIn Gln Lys

35

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyr

Phe

Lys
440

Pro

Lys

Pro
40

265
Asp

Tyr

Asp

Leu

Arg

345

Lys

Asp

Lys

Ser

Ser

425

Ser

Ser
Ala

25
Gly

93

Gly Val Glu

Asn Ser Thr
300
Trp Leu Asn
315
Pro Ala Pro
330
Glu Pro GIn

Asn Gln Val

Ile Ala Val
380
Thr Thr Pro
395
Lys Leu Thr
410
Cys Ser Val

Leu Ser Leu

Ser Leu Ser
10
Ser Gln Asp

Lys Ala Pro

Val
285
Tyr
Gly
Tle
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Ala

Ile

Lys
45

270
His

Arg

Lys

Glu

Tyr

350

Leu

Trp

Val

Asp

His

430

Pro

Ser

Asn
30
Thr

Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Val
15
Arg

Leu

Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp

400

Ser

Ala

Lys

Gly

Tyr

Ile
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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
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
213> NTLF4
220>
223> NLFPARIHER : 5k
Z ik
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
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50

Gly Arg Phe

65
Gln

Arg
Leu
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225
Val
Glu
Glu
Lys
Ser
305
Lys

Ile

Pro

Met
Gly
Val
Ala
130
Leu
Gly
Ser
Leu
Thr
210
Thr
Phe
Pro
Val
Thr
290
Val
Cys

Ser

Pro

Asn
Trp
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys
275
Lys
Leu
Lys

Lys

Ser
355

Thr
Ser
Gly
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala

340
Arg

Tle
Leu
85

Asp
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325

Lys

Glu

Ser
70

Arg
Tyr
Ser
Lys
Tyr
150
Ser
Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn

Gly

Glu

55
Arg

Ala
Gly
Ala
Ser
135
Phe
Gly
Leu
Tyr
Lys
215
Pro
Lys
Val
Tyr
Glu
295
His
Lys

Gln

Met

Asp
Glu
Trp
Ser
120
Thr
Pro
Val
Ser
Tle
200
Val
Ala
Pro
Val
Val
280
Gln
Gln
Ala

Pro

Thr
360

Asn
Asp
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg

345
Lys

95

Ala
Thr
90

Ala
Lys
Gly
Pro
Thr
170
Val
Asn
Pro
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330

Glu

Asn

Lys
75

Ala
Tyr
Gly
Gly
Val
155
Phe
Val
Val
Lys
Leu
235
Thr
Val
Val
Ser
Leu
315
Ala

Pro

Gln

60

Asn

Val

Trp

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Ser
Tyr
Gly
Ser
125
Ala
Val
Ala
Val
His
205
Cys
Gly
Tyr
His
Val
285
Tyr
Gly
Ile

Val

Ser
365

Leu
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr

350
Leu

Tyr
Cys
95

Val
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys
Pro
Thr
255
Asp
Asn
Val
Glu
Lys
335

Thr

Thr

Leu
80

Ala
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr

Leu

Cys
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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> 38
211> 214
<212> PRT
213> NI
<220>
223> NLFPAURIHEIR « 5
Z ik
220>
<223> PT1B916 LC
<400> 38
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 GIln 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
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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> 39
211> 118
<212> PRT
213> NI
220>
223> NLFPARIHER : 5k
Z ik
220>
<223> PT1B841 VH
<400> 39
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> 40
211> 107
<212> PRT

213> NLR5
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<220>

223> NLFPARIHER : 5k

Z ik

220>

<223> PT1B841 VL

<400> 40

Asp Ile GIn 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

213> NTLFF4

220>

223> NLFPAURIHEIR « 5

Z ik

220>

<223> PT1B842 VH

<400> 41

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
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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> 42
211> 107
<212> PRT
213> NI
220>
223> NLFPAURIHEIR « 5
Z ik
220>
<223> PT1B842 VL
<400> 42
Asp Ile GIn 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 GIln 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
100 105
<210> 43
<211> 118
<212> PRT
213> NI
220>
223> NLFPARIHEIR « 5
Z ik
220>
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<223> PT1B843 VH

<400> 43

Glu Val Gln Leu Val

1
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> 44
211> 107
<212> PRT

Leu
20
Trp

Ser

Thr

Ser

Gly

100
Val

213> NLR%)

<220>

5

Ser
Val
Lys
Ile
Leu
85

Asp

Ser

Glu Ser
Cys Ala
Arg Gln
Gly Gly
55

Ser Arg
70

Arg Ala

Tyr Gly

Ser

223> NLFHIHIH : A

EQN
220>

<223> PT1B843 VL

<400> 44

Asp Ile Gln Met Thr

1
Asp Arg Val

Thr
20

5
Ile

Leu Asn Trp Phe Gln

35

Tyr Arg Ala Asn Arg

50

Ser Gly Ser Gly Thr

65
Glu Asp Phe

Ala

Thr

Gln Ser

Thr Cys

Gln Lys

Leu Leu
55

Asp Phe

70

Tyr Tyr

Gly
Ala
Ala
40

Asn

Asp

Glu

Pro
Lys
Pro
40

Ser

Thr

Cys

Gly
Ser
25

Pro
Thr
Asn

Asp

Phe
105

Ser
Ala
25

Gly
Gly
Leu

Gln

100

Gly
10

Gly
Gly
Tyr
Ala
Thr

90
Ala

Ser
10

Ser
Lys
Val

Thr

Gln

Leu

Phe

Lys

Tyr

Lys

75

Ala

Tyr

Leu

Gln

Ser

Pro

Ile

75
Tyr

Val
Thr
Gly
Pro
60

Asn

Val

Trp

Ser
Asp
Pro
Ser
60

Ser

Asp

Lys
Phe
Leu
45

Asp
Ser

Tyr

Gly

Ala
Ile
Lys
45

Arg

Ser

Glu

Pro

Ser

30

Glu

Ser

Leu

Tyr

Gln
110

Ser
Asn
30

Thr
Phe

Leu

Phe

Gly
15
Ser

Trp

Val

Cys
95
Val

Val
15

Arg
Leu
Ser

Gln

Pro

Gly
Tyr
Val
Lys
Leu
80

Ala

Thr

Gly

Tyr

Ile

Gly

Pro

80
Leu
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85

90

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

100
<210> 45

211> 118

<212> PRT

213> NI 75
<220>

223> NLFHIHIH : A

Z ik

220>

<223> PT1B844 VH

<400> 45

Glu Val GIn Leu

1

Ser Leu Arg Leu
20

Ala Met Ser Trp

35
Ala Ser Ile Ser
50

Gly Arg Phe Thr

65

Gln Met Asn Ser

Arg Gly Trp Gly
100

Leu Val Thr Val

115

<210> 46

211> 107

<212> PRT

213> NTLF4

220>

Val
5

Ser
Val
Lys

Ile

Leu
85
Asp

Ser

Glu

Cys

Arg

Gly

Ser

70

Arg

Tyr

Ser

Ser
Ala
Gln
Gly
55

Arg

Ala

Gly

223> NLFHIHIHE : A

EQN

220>

<223> PT1B844 VL
<400> 46

Gly
Ala
Ala
40

Asn

Asp

Glu

105

Gly
Ser
25

Pro
Thr
Asn

Asp

Phe
105

101

Gly
10

Gly
Gly
Tyr

Ala

Thr
90
Ala

Leu

Phe

Lys

Tyr

Lys

75

Ala

Tyr

Val
Thr
Gly
Pro
60

Asn

Val

Trp

Lys
Phe
Leu
45

Asp
Ser

Tyr

Gly

Pro

Ser

30

Glu

Ser

Leu

Tyr

Gln
110

95

Gly
15

Ser
Trp
Val
Tyr
Cys

95
Val

Gly
Tyr
Val
Lys
Leu
80

Ala

Thr
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Asp Tle
1
Asp Arg

Leu Asn

Tyr Arg
50

Ser Gly

65

Glu Asp

Thr Phe

<210> 47

Gln

Val

35

Ala

Ser

Phe

Gly

211> 118
<212> PRT

213> NLRF%)

<220>

Met
Thr
20

Phe
Asn
Gly

Ala

Gln
100

Thr

Ile

Gln

Arg

Thr

Thr

85
Gly

Gln
Thr
Gln
Leu
Asp
70

Tyr

Thr

Ser
Cys
Lys
Leu
55

Phe

Tyr

Lys

223> NLFHIHIH : A

EQN
220>

<223> PT1B845 VH

<400> 47

Glu Val Gln Leu Val

1

Ser Leu

Ala Met

Ala Ser
50

Gly Arg

65

Gln Met

Arg Gly

Leu Val

Arg
Ser
35

Tle
Phe
Asn

Trp

Thr

Leu
20
Trp

Ser

Thr

Ser

Gly

100
Val

5

Ser
Val
Lys
Ile
Leu
85

Asp

Ser

Glu

Cys

Arg

Gly

Ser

70

Tyr

Ser

Ser

Ala

Gln

Gly

95

Ala

Gly

Pro
Lys
Pro
40

Asp
Thr

Cys

Leu

Gly
Ala
Ala

40

Asn

Glu

Trp

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

Gly
Ser
25

Pro
Thr
Asn
Asp
Phe

105

102

Ser Leu
10
Ser Gln

Lys Ala

Val Pro

Thr Ile
75

Gln Tyr

90

Ile Lys

Gly Leu
10
Gly Phe

Gly Lys

Tyr Tyr

Ala Lys
75

Thr Ala

90

Ala Tyr

Ser
Asp
Pro
Ser
60

Ser

Asp

Val
Thr
Arg
Pro
60

Asn

Val

Trp

Ala
Ile
Lys
45

Arg

Ser

Glu

Lys
Phe
Leu
45

Asn
Ser

Tyr

Gly

Ser

Asn

30

Thr

Phe

Leu

Phe

Pro

Ser

30

Glu

Ser

Leu

Gln
110

Val
15

Arg
Leu
Ser

Gln

Pro
95

Gly
15

Ser

Val
Tyr
Cys

95
Val

Gly

Tyr

Ile

Gly

Pro

80
Leu

Gly
Tyr
Val
Lys
Leu
80

Ala

Thr
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115
<210> 48
<211> 107
<212> PRT
213> NLFH)
<220>
223> NLFPARIHER : 5k
Z ik
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
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
100 105
<210> 49
<211> 118
<212> PRT
213> NI
220>
223> NLFPARIHER « 5
Z ik
220>
<223> PT1B846 VH
<400> 49
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
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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> 50
211> 107
<212> PRT
213> NI
220>
223> NLFPARIHER : 5k
Z ik
220>
<223> PT1B846 VL
<400> 50
Asp Ile GIn 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
Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105
<210> 51
211> 118
<212> PRT

104
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213> NI

220>

223> NLFPARIHER 5k

Z ik

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

<210> 52

211> 107

<212> PRT

213> NTLF4

220>

223> NLFPAURIHEIR « 5

Z ik

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 GIln Gln Lys Pro Gly Lys Ala Pro Lys Thr Leu Ile

35

40

105

45
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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
213> NTLFF4
220>
223> NLFPARIHER : 5k
Z ik
220>
<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
213> NI
220>
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223> NLFHIHIH : A

Z ik

220>

<223> PT1B848 VL

<400> 54

Asp Ile GIn 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
100 105

<210> 55

<211> 118

<212> PRT

213> NI

220>

223> NLFPAURIHEIR : 5k

Z ik

220>

<223> PT1B849 VH

<400> 55

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
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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
213> NI
220>
223> NLFPAURIHEIR : 5k
Z ik
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
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
213> NI
220>
223> NLFPARIHEIR : 5k
Z ik
220>
<223> PT1B850 VH
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<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
115
<210> 58
211> 107
<212> PRT
213> NTLF4
220>
223> NLFPAURIHEIR « 5
Z ik
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 GIln 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
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Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

<210> 59

211> 118
<212> PRT

213> NLRF%)

<220

>

100

223> NLFHIHIH : A

EQN
€220

<223> PT1B851 VH
<400> 59

>

Glu Val Gln Leu Val

1

Ser
Ala
Ala
Gly
65

Gln

Arg

Leu

<210> 60

Leu
Met
Ser
50

Arg
Met

Gly

Val

Arg
Ser
35

Tle
Phe
Asn

Trp

Thr
115

211> 107
<212> PRT

213> NLRF%)

<220

>

Leu
20
Trp

Ser

Thr

Ser

Gly

100
Val

5

Ser
Val
Lys
Ile
Leu
85

Asp

Ser

Glu

Cys

Arg

Gly

Ser

70

Arg

Tyr

Ser

Ser
Ala
Gln
Gly
55

Arg

Ala

Gly

223> NLFHIHIH : A

EQN
€220

<223> PT1B851 VL
<400> 60

>

Gly
Ala
Ala

40

Asn

Glu

Trp

105

Gly
Ser
25

Pro
Thr
Asn

Asp

Phe
105

Gly
10

Gly
Gly
Tyr

Ala

Thr
90
Ala

Leu

Phe

Lys

Tyr

Lys

75

Ala

Tyr

Val
Thr
Gly
Pro
60

Asn

Val

Trp

Lys
Phe
Leu
45

Asn
Ser

Tyr

Gly

Pro

Ser

30

Glu

Ser

Leu

Gln
110

Gly
15

Ser
Trp
Val
Tyr
Cys

95
Val

Gly
Tyr
Val
Lys
Leu
80

Ala

Thr

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
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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
100 105
<210> 61
211> 118
<212> PRT
213> NI
220>
223> NLFPAURIHEIR « 5
Z ik
220>
<223> PT1B852 VH
<400> 61
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
115

111
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<210> 62
211> 107
<212> PRT

213> NLR%)

<220>

223> NLFHIHIH : A

EQN
220>

<223> PT1B852 VL

<400> 62

Asp Tle GIn Met Thr

1
Asp Arg Val

Leu Asn Trp
35
Tyr Arg Ala
50
Ser Gly Ser
65
Glu Asp Phe

Thr Phe Gly
<210> 63

211> 118
<212> PRT

Thr
20

Phe
Asn
Gly

Ala

Gln
100

213> NLRF%)

<220>

5
Ile

Gln

Arg

Thr

Thr

85
Gly

Gln
Thr
Gln
Leu
Asp
70

Tyr

Thr

Ser
Cys
Lys
Leu
55

Phe

Tyr

Lys

223> NLFHIHIH : A

EQN
220>

<223> PT1B853 VH

<400> 63

Pro

Lys

Pro

40

Ser

Thr

Cys

Leu

Glu Val Gln Leu Val Glu Ser Gly

1

5

Ser Leu Arg Leu Ser Cys Ala Ala

20

Ala Met Ser Trp Val Arg Gln Ala

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

Gly

Ser
10

Ser

Lys

Val

Thr

Gln

90
Ile

Gly
10

Leu Ser Ala

Gln Asp Ile

Ser Pro Lys
45
Pro Ser Arg
60
Ile Ser Ser
75
Tyr Asp Glu

Lys

Leu Val Lys

Ser Gly Phe Thr Phe

25

Ser

Asn

30

Thr

Phe

Leu

Phe

Pro

Ser
30

Pro Gly Lys Gly Leu Glu

112

Val Gly
15
Arg Tyr

Leu Ile

Ser Gly

Gln Pro

80
Pro Leu
95

Gly Gly
15
Ser Tyr

Trp Val
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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> 64
211> 107
<212> PRT
213> NLF%
220>
223> NLFPARIHEIR « 5
Z ik
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 GIln 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

213> NLR%
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<220>
223> NLFPARIHER : 5k
Z ik
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
213> NLFH)
220>
223> NLFPARIHER : 5k
Z ik
220>
<223> PT1B854 VL
<400> 66
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 GIln 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
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50

95

Ser Gly Ser Gly Thr Asp Phe Thr

65

70

Glu Asp Met Ala Thr Tyr Tyr Cys

85

Thr Phe Gly Gln Gly Thr Lys Leu

100
<210> 67

<211> 118

<212> PRT

213> NI 75
<220>

223> NLFHIHIH : A

Z ik

<220>

<223> PT1B855 VH

<400> 67

Glu Val GIn Leu

1

Ser Leu Arg Leu
20

Ala Met Ser Trp

35
Ala Ser Ile Ser
50

Gly Arg Phe Thr

65

Gln Met Asn Ser

Arg Gly Trp Gly
100

Leu Val Thr Val

115

<210> 68

211> 107

<212> PRT

213> NTLF4

220>

Val
5

Ser
Val
Lys

Ile

Leu
85
Asp

Ser

Glu

Cys

Arg

Gly

Ser

70

Arg

Tyr

Ser

Ser
Ala
Gln
Gly
55

Arg

Ala

Gly

223> NLFHIHIH : A

Gly
Ala
Asn
40

Asn
Asp

Glu

Trp

60

Leu Thr Ile Ser Ser Leu Gln Pro

Gln

Glu
105

Gly
Ser
25

Pro
Thr
Asn

Asp

Phe
105

115

Gln
90
Tle

Gly
10

Gly
Gly
Tyr

Ala

Thr
90
Ala

75

80

Tyr Asp Glu Phe Pro Leu

Lys

Leu

Phe

Lys

Tyr

Lys

75

Ala

Tyr

Val
Thr
Gly
Pro
60

Asn

Val

Trp

Lys
Phe
Leu
45

Asp
Ser

Tyr

Gly

Pro

Ser

30

Glu

Ser

Leu

Tyr

Gln
110

95

Gly
15

Ser
Trp
Val
Tyr
Cys

95
Val

Gly
Tyr
Val
Lys
Leu
80

Ala

Thr
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EQIN
220>

<223> PT1B855 VL

<400> 68
Asp Ile Gln
1

Asp Arg Val

Leu Asn Trp
35
Tyr Arg Ala
50
Ser Gly Ser
65
Glu Asp Phe

Thr Phe Gly
<210> 69

211> 118
<212> PRT

Met
Thr
20

Phe
Asn
Gly

Ala

Gln
100

213> NLRF%)

<220>

Thr
5
Tle

Gln

Thr

Thr
85
Gly

Gln
Thr
Gln
Leu
Asp
70

Tyr

Thr

Ser
Cys
Lys
Leu
55

Phe

Tyr

Lys

223> NLFHIHIH : A

EQN
220>

<223> PT1B856 VH

<400> 69
Glu Val Gln
1

Ser Leu Arg

Ala Met Ser
35
Ala Ser Ile
50
Gly Arg Phe
65
Gln Met Asn

Leu
Leu
20

Trp
Ser

Thr

Ser

Val
5

Ser
Val
Lys

Ile

Leu

Glu

Cys

Arg

Gly

Ser

70
Arg

Ser
Ala
Gln
Gly
55

Arg

Ala

Pro
Lys
Pro
40

Ser
Thr

Cys

Leu

Gly
Ala
Asn
40

Asn

Asp

Glu

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

Gly
Ser
25

Pro

Thr

Asn

116

Ser
10

Ser
Lys
Val
Thr
Gln

90
Ile

Gly
10

Gly
Gly
Tyr

Ala

Thr

Leu

Gln

Ser

Pro

Ile

75

Tyr

Lys

Leu

Phe

Lys

Tyr

Lys

75
Ala

Ser
Asp
Pro
Ser
60

Ser

Asp

Val
Thr
Gly
Pro
60

Asn

Val

Ala
Ile
Lys
45

Arg

Ser

Glu

Lys
Phe
Leu
45

Asp

Ser

Tyr

Ser
Asn
30

Thr
Phe

Leu

Phe

Pro
Ser
30

Glu
Ser

Leu

Tyr

Val
15

Arg
Leu
Ser

Gln

Pro
95

Gly
15

Ser
Trp
Val

Tyr

Cys

Gly

Tyr

Ile

Gly

Pro

80
Leu

Gly

Tyr

Val

Lys

Leu

80
Ala



CN 115697393 A ,? yu % 69/83 Tt

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> 70
211> 107
<212> PRT
213> NTLF4
220>
223> NLFPARIHER : 5k
Z ik
220>
<223> PT1B856 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
213> NTLFF4
220>
223> NLFPAIRIHER : 5
Z ik
220>
<223> PT1B916 VH
<400> 71
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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
213> NI
220>
223> NLFPAURIHEIR : 5k
Z ik
220>
<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
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100 105
<210> 73
<211> 352
<212> PRT
213> NLF4
<220>
223> NLFPARIHER : 5k
Z ik
220>
<223> Tau ON3R
<400> 73
Met Ala Glu Pro Arg Gln Glu Phe Glu Val Met
1 5 10
Thr Tyr Gly Leu Gly Asp Arg Lys Asp Gln Gly
20 25
Gln Asp GIn Glu Gly Asp Thr Asp Ala Gly Leu
35 40
Gly Ile Gly Asp Thr Pro Ser Leu Glu Asp Glu
50 55
Thr Gln Ala Arg Met Val Ser Lys Ser Lys Asp
65 70 75
Asp Lys Lys Ala Lys Gly Ala Asp Gly Lys Thr
85 90
Arg Gly Ala Ala Pro Pro Gly Gln Lys Gly Gln
100 105
Ile Pro Ala Lys Thr Pro Pro Ala Pro Lys Thr
115 120
Glu Pro Pro Lys Ser Gly Asp Arg Ser Gly Tyr
130 135
Pro Gly Thr Pro Gly Ser Arg Ser Arg Thr Pro
145 150 155
Pro Thr Arg Glu Pro Lys Lys Val Ala Val Val
165 170
Ser Pro Ser Ser Ala Lys Ser Arg Leu Gln Thr
180 185
Pro Asp Leu Lys Asn Val Lys Ser Lys Ile Gly
195 200
Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile
210 215

119

Glu

Gly

Lys

Ala

60

Gly

Lys

Ala

Pro

Ser

140

Ser

Arg

Ala

Ser

Val
220

Asp
Tyr
Ala
45

Ala
Thr
Tle
Asn
Pro
125
Ser
Leu
Thr
Pro
Thr

205
Tyr

His
Thr
30

Glu
Gly
Gly
Ala
Ala
110
Ser
Pro
Pro
Pro
Val
190

Glu

Lys

Ala
15

Met
Glu
His
Ser
Thr
95

Thr
Ser
Gly
Thr
Pro
175
Pro

Asn

Pro

Gly

His

Ala

Val

Asp

80

Pro

Arg

Gly

Ser

Pro

160

Lys

Met

Leu

Val
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Asp Leu Ser Lys Val

225

His Lys Pro Gly Gly
245

Phe Lys Asp Arg Val

260
His Val Pro Gly Gly
275
Phe Arg Glu Asn Ala
290

Tyr Lys Ser Pro Val

305

Asn Val Ser Ser Thr
325

Ala Thr Leu Ala Asp

340

<210> 74

211> 381

<212> PRT

213> NTLF4

220>

Thr
230
Gly
Gln
Gly
Lys
Val
310

Gly

Glu

Ser

Gln

Ser

Asn

Ala

295

Ser

Ser

Val

223> NLFHIHIH : A

Z ik
220>
<223> Tau IN3R
<400> 74
Met Ala Glu Pro Arg
1 5
Thr Tyr Gly Leu Gly
20
Gln Asp Gln Glu Gly
35
Gln Thr Pro Thr Glu
50
Asp Ala Lys Ser Thr
65
Asp Thr Pro Ser Leu
85
Arg Met Val Ser Lys

Gln
Asp
Asp
Asp
Pro
70

Glu

Ser

Glu
Arg
Thr
Gly
55

Thr

Asp

Lys

Lys

Val

Lys

Lys

280

Lys

Gly

Ile

Ser

Phe
Lys
Asp

40

Ser

Ala

Glu

Asp

Cys Gly Ser

Glu
Ile
265
Lys
Thr
Asp

Asp

Ala
345

Glu

Asp

25

Ala

Glu

Glu

Ala

Gly

120

Val
250
Gly
Tle
Asp
Thr
Met

330

Ser

Val
10

Gln
Gly
Glu
Ala
Ala

90
Thr

235
Lys

Ser
Glu
His
Ser
315

Val

Leu

Met
Gly
Leu
Pro
Glu
75

Gly

Gly

Leu

Ser

Leu

Thr

Gly

300

Pro

Asp

Ala

Glu
Gly
Lys
Gly
60

Glu
His

Ser

Gly

Glu

Asp

His

285

Ala

Arg

Ser

Lys

Asp
Tyr
Glu
45

Ser
Ala

Val

Asp

Asn

Lys

Asn

270

Lys

Glu

His

Pro

Gln
350

His
Thr
30

Ser
Glu
Gly

Thr

Asp

Ile

Leu
255
Tle

Leu

Ile

Leu

Gln

335
Gly

Ala
15

Met
Pro
Thr

Ile

Gln
95
Lys

His
240
Asp
Thr
Thr
Val
Ser
320

Leu

Leu

Gly
His
Leu
Ser
Gly
80

Ala

Lys
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Ala
Ala
Lys
145
Lys
Pro
Glu
Ser
Lys
225
Pro
Lys
Gly
Arg
Gly
305
Asn
Pro

Ser

Ala

<210> 75

Lys
Pro
130
Thr
Ser
Gly
Pro
Ala
210
Asn
Gly
Val
Gly
Val
290
Gly
Ala
Val

Thr

Asp
370

Gly
115
Pro
Pro
Gly
Ser
Lys
195
Lys
Val
Gly
Thr
Gly
275
Gln
Gly
Lys
Val
Gly

355
Glu

<211> 410
<212> PRT

213> NLR5

100
Ala

Gly
Pro
Asp
Arg
180
Lys
Ser
Lys
Gly
Ser
260
Gln
Ser
Asn
Ala
Ser
340

Ser

Val

Asp
Gln
Ala
Arg
165
Ser
Val
Arg
Ser
Lys
245
Lys
Val
Lys
Lys
Lys
325
Gly

Ile

Ser

Gly
Lys
Pro
150
Ser
Arg
Ala
Leu
Lys
230
Val
Cys
Glu
Ile
Lys
310
Thr
Asp

Asp

Ala

Lys
Gly
135
Lys
Gly
Thr
Val
Gln
215
Ile
Gln
Gly
Val
Gly
295
Ile
Asp
Thr

Met

Ser
375

Thr
120
Gln
Thr
Tyr
Pro
Val
200
Thr
Gly
Tle
Ser
Lys
280
Ser
Glu
His
Ser
Val

360
Leu

105
Lys

Ala
Pro
Ser
Ser
185
Arg
Ala
Ser
Val
Leu
265
Ser
Leu
Thr
Gly
Pro
345

Asp

Ala

121

Tle
Asn
Pro
Ser
170
Leu
Thr
Pro
Thr
Tyr
250
Gly
Glu
Asp
His
Ala
330
Arg

Ser

Lys

Ala

Ala

Ser

155

Pro

Pro

Pro

Val

Glu

235

Lys

Asn

Lys

Asn

Lys

315

Glu

His

Pro

Gln

Thr
Thr
140
Ser
Gly
Thr
Pro
Pro
220
Asn
Pro
Tle
Leu
Tle
300
Leu
Tle
Leu

Gln

Gly
380

Pro
125
Arg
Gly
Ser
Pro
Lys
205
Met
Leu
Val
His
Asp
285
Thr
Thr
Val
Ser
Leu

365
Leu

110
Arg

Tle
Glu
Pro
Pro
190
Ser
Pro
Lys
Asp
His
270
Phe
His
Phe
Tyr
Asn

350
Ala

Gly
Pro
Pro
Gly
175
Thr
Pro
Asp
His
Leu
255
Lys
Lys
Val
Arg
Lys
335

Val

Thr

Ala
Ala
Pro
160
Thr
Arg
Ser
Leu
Gln
240
Ser
Pro
Asp
Pro
Glu
320
Ser

Ser

Leu
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<220

>

223> NLFHIHIHG : A

EQN
€220

>

<223> Tau 2N3R

<400> 75

Met Ala Glu Pro

1
Thr

Gln
Gln
Asp
65

Asp
Ile
Ser
Ser
Ala
145
Gly
Pro
Asp
Arg
Lys
225

Ser

Lys

Tyr
Asp
Thr
50

Ala
Glu
Pro
Leu
Lys
130
Asp
Gln
Ala
Arg
Ser
210
Val

Arg

Ser

Gly
Gln
35

Pro
Lys
Gly
Glu
Glu
115
Ser
Gly
Lys
Pro
Ser
195
Arg
Ala

Leu

Lys

Leu
20

Glu
Thr
Ser
Ala
Gly
100
Asp
Lys
Lys
Gly
Lys
180
Gly
Thr
Val

Gln

Ile

Arg

Gly

Gly

Glu

Thr

Pro

85

Thr

Glu

Asp

Thr

Gln

165

Thr

Tyr

Pro

Val

Thr

245
Gly

Gln
Asp
Asp
Asp
Pro
70

Gly
Thr
Ala
Gly
Lys
150
Ala
Pro
Ser
Ser
Arg
230

Ala

Ser

Glu
Arg
Thr
Gly
55

Thr
Lys
Ala
Ala
Thr
135
Tle
Asn
Pro
Ser
Leu
215
Thr

Pro

Thr

Phe
Lys
Asp
40

Ser
Ala
Gln
Glu
Gly
120
Gly
Ala
Ala
Ser
Pro
200
Pro
Pro

Val

Glu

Glu
Asp
25

Ala
Glu
Glu
Ala
Glu
105
His
Ser
Thr
Thr
Ser
185
Gly
Thr
Pro
Pro

Asn

122

Val
10

Gln
Gly

Glu

Ala

90

Ala

Val

Asp

Pro

170

Gly

Ser

Pro

Lys

Met

250
Leu

Met
Gly
Leu
Pro
Val
75

Ala
Gly
Thr
Asp
Arg
155
Tle
Glu
Pro
Pro
Ser
235

Pro

Lys

Glu
Gly
Lys
Gly
60

Thr
Gln
Tle
Gln
Lys
140
Gly
Pro
Pro
Gly
Thr
220
Pro

Asp

His

Asp

Tyr

Glu

45

Ser

Ala

Pro

Gly

Ala

125

Lys

Ala

Ala

Pro

Thr

205

Ser

Leu

Gln

His
Thr
30

Ser
Glu
Pro
His
Asp
110
Arg
Ala
Ala
Lys
Lys
190
Pro
Glu
Ser

Lys

Pro

Ala
15

Met
Pro
Thr
Leu
Thr

95
Thr

Met

Lys

Pro

Thr

175

Ser

Gly

Pro

Ala

Asn

255
Gly

Gly
His
Leu
Ser
Val
80

Glu
Pro
Val
Gly
Pro
160
Pro
Gly
Ser
Lys
Lys
240

Val

Gly
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Gly
Ser
Gln
305
Ser
Asn
Ala
Ser
Ser

385
Val

<210> 76

Lys
Lys
290
Val
Lys
Lys
Lys
Gly
370

Ile

Ser

Val
275
Cys

Glu

Ile

Lys

Thr

355

Asp

Asp

Ala

<211> 383
<212> PRT
213> NTIF5)
<220>
223> NTLFHIHA : &

Z ik

<220>
<223> Tau ON4R

<400> 76

Met Ala Glu

1

Thr Tyr Gly

Gln Asp Gln

35

Gly Ile Gly

50

Thr Gln Ala

65

260
Gln

Gly

Val

Gly

Ile

340

Asp

Thr

Met

Ser

Ile

Ser

Lys

Ser

325

Glu

His

Ser

Val

Leu
405

Val
Leu
Ser
310
Leu
Thr
Gly
Pro
Asp

390
Ala

Tyr
Gly
295
Glu
Asp
His
Ala
Arg
375

Ser

Lys

Pro Arg Gln Glu

5

Leu Gly Asp Arg

20

Glu Gly Asp Thr

Asp Thr Pro Ser

95

Arg Met Val Ser

70

Lys
280
Asn
Lys
Asn
Lys
Glu
360
His
Pro

Gln

Phe
Lys
Asp
40

Leu

Lys

265

Pro

Ile

Leu

Ile

Leu

345

Ile

Leu

Gln

Gly

Glu
Asp
25

Ala

Glu

Ser

123

Val

His

Asp

Thr

330

Thr

Val

Ser

Leu

Leu
410

Val
10

Gln
Gly

Asp

Lys

Asp

His

Phe

315

His

Phe

Tyr

Asn

Ala
395

Met

Gly

Leu

Glu

Asp
75

Leu
Lys
300
Lys
Val
Arg
Lys
Val

380
Thr

Glu

Gly

Lys

Ala

60
Gly

Ser
285
Pro
Asp
Pro
Glu
Ser
365

Ser

Leu

Asp
Tyr
Ala
45

Ala

Thr

270
Lys

Gly

Arg

Gly

Asn

350

Pro

Ser

Ala

His
Thr
30

Glu

Gly

Gly

Val

Gly

Val

Gly

335

Ala

Val

Thr

Asp

Ala
15

Met
Glu

His

Ser

Thr

Gly

Gln

320

Gly

Lys

Val

Gly

Glu
400

Gly

His

Ala

Val

Asp
80
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Asp
Arg
Tle
Glu
Pro
145
Pro
Ser
Pro
Lys
Asp
225
His
Leu
Lys
Lys
Val
305
Arg
Lys

Val

Thr

<210> 77

Lys
Gly
Pro
Pro
130
Gly
Thr
Pro
Asp
His
210
Leu
Val
Ser
Pro
Asp
290
Pro
Glu
Ser

Ser

Leu
370

Lys
Ala
Ala
115
Pro
Thr
Arg
Ser
Leu
195
Gln
Ser
Pro
Lys
Gly
275
Arg
Gly
Asn
Pro
Ser

355
Ala

Ala
Ala
100
Lys
Lys
Pro
Glu
Ser
180
Lys
Pro
Asn
Gly
Val
260
Gly
Val
Gly
Ala
Val
340

Thr

Asp

Lys
85

Pro
Thr
Ser
Gly
Pro
165
Ala
Asn
Gly
Val
Gly
245
Thr
Gly
Gln
Gly
Lys
325
Val

Gly

Glu

Gly
Pro
Pro
Gly
Ser
150
Lys
Lys
Val
Gly
Gln
230
Gly
Ser
Gln
Ser
Asn
310
Ala
Ser

Ser

Val

Ala
Gly
Pro
Asp
135
Arg
Lys
Ser
Lys
Gly
215
Ser
Ser
Lys
Val
Lys
295
Lys
Lys
Gly

Ile

Ser
375

Asp
Gln
Ala
120
Arg
Ser
Val
Arg
Ser
200
Lys
Lys
Val
Cys
Glu
280
Tle
Lys
Thr
Asp
Asp

360
Ala

Gly
Lys
105
Pro
Ser
Arg
Ala
Leu
185
Lys
Val
Cys
Gln
Gly
265
Val
Gly
Tle
Asp
Thr
345

Met

Ser

124

Lys
90

Gly
Lys
Gly
Thr
Val
170
Gln
Tle
Gln
Gly
Tle
250
Ser
Lys
Ser
Glu
His
330
Ser

Val

Leu

Thr
Gln
Thr
Tyr
Pro
155
Val
Thr
Gly
Tle
Ser
235
Val
Leu
Ser
Leu
Thr
315
Gly
Pro

Asp

Ala

Lys
Ala
Pro
Ser
140
Ser
Arg
Ala
Ser
Tle
220
Lys
Tyr
Gly
Glu
Asp
300
His
Ala
Arg

Ser

Lys
380

Tle
Asn
Pro
125
Ser
Leu
Thr
Pro
Thr
205
Asn
Asp
Lys
Asn
Lys
285
Asn
Lys
Glu
His
Pro

365
Gln

Ala
Ala
110
Ser
Pro
Pro
Pro
Val
190
Glu
Lys
Asn
Pro
Tle
270
Leu
Tle
Leu
Tle
Leu
350

Gln

Gly

Thr
95

Thr
Ser
Gly
Thr
Pro
175
Pro
Asn
Lys
Tle
Val
255
His
Asp
Thr
Thr
Val
335
Ser

Leu

Leu

Pro
Arg
Gly
Ser
Pro
160
Lys
Met
Leu
Leu
Lys
240
Asp
His
Phe
His
Phe
320
Tyr

Asn

Ala
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211> 441
<212> PRT
213> NI 75
<220>
223> NTLFHIHA : &

Z ik

<220>
<223> Tau 1IN4R

<400> 77

Met Ala Glu Pro

1
Thr

Gln

Gln

Asp

65

Asp

Ile

Ser

Ser

Ala

145

Gly

Pro

Asp

Arg

Lys
225

Tyr
Asp
Thr
50

Ala
Glu
Pro
Leu
Lys
130
Asp
Gln
Ala
Arg
Ser

210
Val

Gly
Gln
35

Pro
Lys
Gly
Glu
Glu
115
Ser
Gly
Lys
Pro
Ser
195

Arg

Ala

Leu
20

Glu
Thr
Ser
Ala
Gly
100
Asp
Lys
Lys
Gly
Lys
180
Gly

Thr

Val

Arg

Gly

Gly

Glu

Thr

Pro

85

Thr

Glu

Asp

Thr

Gln

165

Thr

Tyr

Pro

Val

Gln

Asp

Asp

Asp

Pro

70

Gly

Thr

Ala

Gly

Lys

150

Ala

Pro

Ser

Ser

Arg
230

Glu
Arg
Thr
Gly
55

Thr
Lys
Ala
Ala
Thr
135
Tle
Asn
Pro
Ser
Leu

215
Thr

Phe
Lys
Asp
40

Ser
Ala
Gln
Glu
Gly
120
Gly
Ala
Ala
Ser
Pro
200

Pro

Pro

Glu
Asp
25

Ala
Glu
Glu
Ala
Glu
105
His
Ser
Thr
Thr
Ser
185
Gly

Thr

Pro

125

Val
10

Gln
Gly
Glu
Asp
Ala
90

Ala
Val
Asp
Pro
Arg
170
Gly
Ser

Pro

Lys

Met

Gly

Leu

Pro

Val

75

Ala

Gly

Thr

Asp

Arg

155

Ile

Glu

Pro

Pro

Ser
235

Glu
Gly
Lys
Gly
60

Thr
Gln
Tle
Gln
Lys
140
Gly
Pro
Pro
Gly
Thr

220

Pro

Asp
Tyr
Glu
45

Ser
Ala
Pro
Gly
Ala
125
Lys
Ala
Ala
Pro
Thr

205

Ser

His

Thr

30

Ser

Glu

Pro

His

Asp

110

Ala

Ala

Lys

Lys

190

Pro

Glu

Ser

Ala
15

Met
Pro
Thr
Leu
Thr
95

Thr
Met
Lys
Pro
Thr
175
Ser
Gly

Pro

Ala

Gly

His

Leu

Ser

Val

80

Glu

Pro

Val

Gly

Pro

160

Pro

Gly

Ser

Lys

Lys
240
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Ser
Lys
Gly
Ser
Ser
305
Lys
Val
Lys
Lys
Lys
385
Gly

Ile

Ser

<210> 78

Arg
Ser
Lys
Lys
290
Val
Cys
Glu
Ile
Lys
370
Thr
Asp

Asp

Ala

Leu
Lys
Val
275
Cys
Gln
Gly
Val
Gly
355
Tle
Asp
Thr

Met

Ser
435

211> 441
<212> PRT
213> NLFH)

<220

>

Gln
Tle
260
Gln
Gly
Tle
Ser
Lys
340
Ser
Glu
His
Ser
Val

420
Leu

Thr
245
Gly
Tle
Ser
Val
Leu
325
Ser
Leu
Thr
Gly
Pro
405

Asp

Ala

Ala
Ser
Ile
Lys
Tyr
310
Gly
Glu
Asp
His
Ala
390
Arg

Ser

Lys

Pro
Thr
Asn
Asp
295
Lys
Asn
Lys
Asn
Lys
375
Glu
His
Pro

Gln

223> NLFHIHIHE : A

EQN
€220

>

<223> Tau 2N4R

<400> 78

Val
Glu
Lys
280
Asn
Pro
Tle
Leu
Tle
360
Leu
Tle
Leu

Gln

Gly
440

Pro Met Pro

Asn
265
Lys
Tle
Val
His
Asp
345
Thr
Thr
Val
Ser
Leu

425
Leu

250
Leu

Leu
Lys
Asp
His
330
Phe
His
Phe
Tyr
Asn

410
Ala

Lys
Asp
His
Leu
315
Lys

Lys

Val

Lys
395
Val

Thr

Asp
His
Leu
Val
300
Ser
Pro
Asp
Pro
Glu
380
Ser

Ser

Leu

Leu
Gln
Ser
285
Pro
Lys
Gly
Arg
Gly
365
Asn
Pro

Ser

Ala

Lys
Pro
270
Asn
Gly
Val
Gly
Val
350
Gly
Ala
Val

Thr

Asp
430

Asn
255
Gly
Val
Gly
Thr
Gly
335
Gln
Gly
Lys
Val
Gly

415
Glu

Val
Gly
Gln
Gly
Ser
320
Gln
Ser
Asn
Ala
Ser
400

Ser

Val

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
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Gln
Gln
Asp
65

Asp
Ile
Ser
Ser
Ala
145
Gly
Pro
Asp
Arg
Lys
225
Ser
Lys
Gly
Ser
Ser

305
Lys

Asp
Thr
50

Ala
Glu
Pro
Leu
Lys
130
Asp
Gln
Ala
Arg
Ser
210
Val
Arg
Ser
Lys
Lys
290

Val

Cys

Gln
35

Pro
Lys
Gly
Glu
Glu
115
Ser
Gly
Lys
Pro
Ser
195
Arg
Ala
Leu
Lys
Val
275
Cys

Gln

Gly

20
Glu

Thr

Ser

Ala

Gly

100

Lys

Lys

Gly

Lys

180

Gly

Thr

Val

Gln

Ile

260

Gln

Gly

Ile

Ser

Gly
Glu
Thr
Pro
85

Thr
Glu
Asp
Thr
Gln
165
Thr
Tyr
Pro
Val
Thr
245
Gly
Tle
Ser

Val

Leu
325

Asp
Asp
Pro
70

Gly
Thr
Ala
Gly
Lys
150
Ala
Pro
Ser
Ser
Arg
230
Ala
Ser
Ile
Lys
Tyr

310
Gly

Thr
Gly
55

Thr
Lys
Ala
Ala
Thr
135
Tle
Asn
Pro
Ser
Leu
215
Thr
Pro
Thr
Asn
Asp
295

Lys

Asn

Asp
40

Ser
Ala
Gln
Glu
Gly
120
Gly
Ala
Ala
Ser
Pro
200
Pro
Pro
Val
Glu
Lys
280
Asn

Pro

Ile

25
Ala

Glu
Glu
Ala
Glu
105
His
Ser
Thr
Thr
Ser
185
Gly
Thr
Pro
Pro
Asn
265
Lys
Tle

Val

His

127

Gly

Glu

Ala

90

Ala

Val

Asp

Pro

170

Gly

Ser

Pro

Lys

Met

250

Leu

Leu

Lys

His
330

Leu
Pro
Val
75

Ala
Gly
Thr
Asp
Arg
155
Tle
Glu
Pro
Pro
Ser
235
Pro
Lys
Asp
His
Leu

315
Lys

Lys
Gly
60

Thr
Gln
Tle
Gln
Lys
140
Gly
Pro
Pro
Gly
Thr
220
Pro
Asp
His
Leu
Val
300

Ser

Pro

Glu
45

Ser
Ala
Pro
Gly
Ala
125
Lys
Ala
Ala
Pro
Thr
205
Arg
Ser
Leu
Gln
Ser
285
Pro

Lys

Gly

30

Ser

Glu

Pro

His

Asp

110

Ala

Ala

Lys

Lys

190

Pro

Glu

Ser

Lys

Pro

270

Asn

Gly

Val

Gly

Pro
Thr
Leu
Thr
95

Thr
Met
Lys
Pro
Thr
175
Ser
Gly
Pro
Ala
Asn
255
Gly
Val
Gly

Thr

Gly
335

Leu
Ser
Val
80

Glu
Pro
Val
Gly
Pro
160
Pro
Gly
Ser
Lys
Lys
240
Val
Gly
Gln
Gly
Ser

320
Gln
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Val Glu Val Lys Ser Glu Lys Leu Asp Phe Lys Asp Arg Val Gln Ser
340 345 350
Lys Ile Gly Ser Leu Asp Asn Ile Thr His Val Pro Gly Gly Gly Asn
355 360 365
Lys Lys Ile Glu Thr His Lys Leu Thr Phe Arg Glu Asn Ala Lys Ala
370 375 380
Lys Thr Asp His Gly Ala Glu Ile Val Tyr Lys Ser Pro Val Val Ser
385 390 395 400
Gly Asp Thr Ser Pro Arg His Leu Ser Asn Val Ser Ser Thr Gly Ser
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
213> NLF4
220>
223> NLFPAURIHEIR « 5
Z ik
220>

<223> TaukZ k1

<220>

<221> MOD RES
<222> 44) .. (44)
<223> BRIk Thr

<220>

<221> MOD_RES

<222> (49) .. (49)

<223> W1 Thr

<220>

<221> MOD_RES

<222> (58) .. (58)

<223> BEfgtbval

<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
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20

25 30

Pro Pro Gly Gln Lys Gly Gly Ser Arg Ser Arg Thr Pro Ser Leu Pro

35

40

45

Thr Pro Pro Thr Arg Glu Pro Lys Lys Val

50

<210>
211>
<212>
<213>
<220>

223> NLFHIHIHE : A

Z ik

<220>
223>
<220>
221>
222>
223>
<220>
221>
222>
223>
<220>
221>
222>
223>
<220>
221>
222>
223>
<400>

80
38

PRT
NTLF3

Tauf #E k2

MOD RES
..
LAk Ser

MOD RES
(24) .. (24)
TR A Thr

MOD RES
(29) .. (29)
TR A Thr

MOD RES
(38) .. (38)
b val
80

Ser Leu Glu Asp Glu Ala Ala Gly His Val Thr Gln Ala Arg Met Val

1

5

10 15

Ser Lys Gly Ser Arg Ser Arg Thr Pro Ser Leu Pro Thr Pro Pro Thr

Arg Glu Pro Lys Lys Val

<210>
211>

20

35
81
20

25 30
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<212> PRT
213> NI 75
<220>
223> NTPHIRHEA & L

Jik
<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
213> NTIF5)
<220>
223> NTPHIRHEA &k

Jik
<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
213> NI 75
<220>
223> NTRHIRHEA &k

Jik
<220>
<221> MOD RES
<222> (6)..(6)
<223> WAL Thr
<220>
<221> MOD RES
<222> (11)..(11)
<223> BB Thr
<220>
<221> MOD RES
<222> (20) .. (20)

130



CN 115697393 A ,? yu % 83/83 It

<223> W&tk 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
213> NI
220>
223> NLFPAURIHEIR : 5k
Jik
<400> 84
Ser Leu Glu Asp Glu Ala Ala Gly His Val Thr Gln Ala Arg Met Val
1 5 10 15

Ser Lys
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