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L — PR P45 A N PCSK9 B H Se B 44, HA & 1% HCDR1.HCDR2 . A1 HCDR3 J¥ 31 [ 5
FER[ AR X, HAFAEAE T ik HCDRL J¥ 3124 GY X1X2X3 NY ;Fridk HCDR2 7 %124 SFYNGN ; Birid
HCDR3 %14 GYVMD X4 ; Hirb X1X2X3 #5814 ATY. TLN Bi# ALY ;X4 5 1 8t F ;i B Hp
HCDRs [ #IH 4 Chothia 5E X

2. WRHEBORE SR 1 Bk (4 B8 se B S 44, FARAEAE T, P Hodds i) 354 m] A2 [X 7 %71 401 SEQ
ID NO :16.17.18 B 19 PR IR IEIR T .

3. —Fhir R4S A N PCSKO (1) 5 e FE HiAA, A5 7% LCDR1.LCDR2. A1 LCDR3 7 1| (1) 4%
BER] AR X, HAFAEAE T :FTI& LCDR1 ¥ %1 RASQSINNWLD ; i LCDR2 J¥%1 )y AASTRPS ; Frid
LCDR3 7714 QQDQDIPPT ;1fif HF h LCDRs 58 UAR#E Chothia 5E L.

4. WMRPEBCRE SR 3 BTk i B se B foad, HAREAE T, FriR Suds i 285 v A2 [X 7 %1 40 SEQ
ID NO :20 [E IR T

5. —FiRF 45 A PCSK9 [ 55 v B i 44, HoA9 2 2 HCDR1. HCDR2. A1 HCDR3 J7> %] [y
FER[AF[X Je & LCDR1 LCDR2, A1 LCDR3 J¥ 711425k 7] AR (X, HARAEAE T : Fridk HCDR1 [ %1 K
GY X1X2X3 NY ;i HCDR2 75714 SFYNGN ; ik HCDR3 5714 GYVMD X4 ; Frik LCDRL J£71)
> RASQSTNNWLD ; B i& LCDR2 %14 AASTRPS ; i i LCDR3 FE 1A QQDQDIPPT 5 H: v X1X2X3
JFFIN ATY. TIN BGE ALY X4 4 T 83 F 51 H LA HCDRs A1 LCDRs /754 Chothia &
o

6. MRIEACRIE R 5 Bk () 5 v FE Ak, Frid Suds i S w42 [X %14 SEQ 1D NO :16,
BREER[AZX P H28 SEQ ID NO :20 sBYE#ER] A2 X JF 31y SEQ ID NO 17, 8t n] A2 X J¥ 71 K
SEQ ID NO :20 ;B HEFEA[AFX 75N SEQ ID NO : 18, 32 5E A 48X 75124 SEQ ID NO :20 ;8%
HEEA[ARX )4 SEQ 1D NO 19, 4 45 X F¥ 51 ly SEQ 1D NO :20.

7. MRPEACRIER 1 22 6 Frik BT — S fidds, Forb ik fiid A e K dudd AR b s
({47044 Fab A BCL T (ab’ ) r BYERBABE By BX.

8. MRPEAURIE R 7 Bk () 50w FE Ak, JRRIEAE T, Brid I Pudd & A N YR b

9. MRIEBCRER 1 & 6 Fridk FATAT— BB, A rid a5k 8 1861, 162
B TgG4 VA 1) H 4 H 8 XML 57k B kappa BY Lambda V2 (R 285 1H E X

10. HRPEBCRIESR 1 & 6 Frdk FARAT— B Hiis, X HIEZY.

L1 BUCREER 1-6 T — T . o BE BT AR TE VR YT I N PCSK9 A1 5 119 e R[] B2 0LE 11
Hi&.
12 RPEBCRNELR 10 Frid 9 i@, FRRAEAE T, Brad (14 v AR ] B A58 9 i e P v A I
B TUAE VR 28 v I L8 AP e Ak v R [ i
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FLA PCSK9 H 5z P ik

AR G

[0001] AW Ay DR T RE U 290 UK, Hp S5 A& 70 N PCSKO ) B 7 [ LA k. A 1]
W RNIEVEDIREVESTN PCSKO 3 5 B A, L KGR RETIRAEIRTT A PCSK9 13 (59 H 14
Hi .

HEREA

[0002]  Oo I8 P A E R B Ar B9 B0 12 Ji BR1, L A 3 Jok A A A 51 2 1140 4 U 9 il 4
R A JE 0 ke g A T BP0 T 32 i IR i A R T £ I IR B (LDL-C) /K F- =i A2 3))
UK BRI AR B A PR 00 I8 5 B K B S R DR R o AT 2825 2 B i PRI LDL-C & A 2 254,
{H A B4 B3 LK R BEE R, LA AT B AN BRI 52 A VT SR 254 . DRI, 752253
FRABYT LA By i 2 o HEL [T e 22540 » A S AIG D B3 A Al A A ML A8 9 1 DRSS o

[0003] FIEEEMEBREZHILEF 9 (proprotein convertase subtilisin kexin 9,
PCSK9), X PR N LT T2 %Ll 1 (neural apoptosis—regulated convertase 1,
NARC-1). PCSK9 g [ 3= 2 HHE h & il AN 73, PCSK9 H A #E N MUV 5, 42 JFH IR 5 AR
FE g8 A 5244k (the low—density lipoprotein receptor, LDLR) %54, /5 LDLR [&fiE, M
1713 B AR B A 5 LDL-C FR375 R BE F7, FH R L% LDL—C 7K °F o PCSKO 3 DR Rl s ) /) SR I 1 A 24
I [T 2 7K~ K24 BEEAI 50%, 1T FLASE e 7T 288 225 ) e A1 At ¢ L 7 7 ) R 52 4% i1 (Rashid S, et
al 2005, Proc Nath Acad Sci 102:5374-5379),

[0004]  #7i PCSKO H o [ 4 m] 45 2 BH 1L PCSK9 55 LDL-R 454, M\ & H 5 8 [ A [ 72 1)
YERL, BT TARTT VR IT ARAEFREAR YT AN 52 11 i HE ] e A 1) 26 3

[0005] [ R4 i) PCSK9 1457 Repatha (Evolocumab) F1#Ei#53E / B4 el &
PCSK9 #11|55) Praluent (Alirocumab)#S 2 FRAFRINAISE E FDA BOHEAE 77, HFia97 5
IR v T 2 OO VBSR4 s T MO AN e P s LT 2 e o (EL: AR TS 98 75 0 20
TRIT A OGS 3T PCSK9 Hiid

ZAAE

[0006]  ZJ B B HIZE T HRAL— R B4HT A PCSKO [ 88 v B iR B H A B . AR Bl
T2 PR SE DR v A8 X 7 3, AT s A K Bk AR N2 F TG PR B BN PCSK9 /i
(RIZe ( FH o IX L83l RO AFEEA R PR T T2« i e oo UL o] A TR VS 28 v Mg ML R0 ¢
T v L ] 2 ITILE

[0007] 7% B AT R4 22 K0 R 25 & R AR NI B AR A& (BN TL-17 Sovd R didk, &
FIHES 201510097117, 0) Hifdk LG 2] 17 4 AP PT PCSK9 g FEHifAk

[0008] %% BH (444 A 4 AR B SR SE B S A4, Pt 282D —Fh 55 PCSK9 BUHS 43 A SR 44
AREAR AR T

[0009]  {E—ANSZHEH] H, A K BB EFAEAE T RE 0543 R3] PCSK9 &5 4 41 A LDLR g
AR X EGF-AB 2514148, o
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[0010]  7F—ANSEHEMH o, A8 K B HUAR B RRAEAE T4 A PCSK9 B w45 & 25 77, o
JILT (H7TB12-1gG4) B 22 i3t 24 =) ¥ [F] 847044 Evolocumab LA K #i JE 2 7] (1 [F K Hifk
Alirocumab #H4L.

[0011]  fE—ANSKiafs] , A BH BT PCSKO Ly B & A Al B X Z K, %2 K& A 3
AN HCDR, HAFAEAE T < JITid HCDRL F# %1 GY X1X2X3 NY ;JiTi& HCDR2 %1y SFYNGN ; ik
HCDR3 /3710y GYVMD X4. Hr X1X2X3 JP512h ATY. TLN B ALY ;X4 4 T 803 Fo 1 B
H1 HCDRs JEFURRYE Chothia 8 Lo RIEHL, AR BIHT PCSK9 Lyt fuih & EEE ] AR X £
Ik, 1ZZ Ik B E SEQ 1D NO :16-19 [E LB FEF) .

[0012]  7E 5 —ANSEi 9] T, 48 % B 40 PCSKO B 50 B8 344 & A iR Bk nl A8 X %2 Ik, i% %2 Ik
A 3 LCDR J¥ 31, HARFAEAE T : Frid LCDR1 J3° %1 29 RASQSINNWLD ;5 BT i& LCDR2 JF 31 A
AASTRPS ;FTid LCDR3 F¥%1 >4 QQDQDIPPT, fif H L+ LCDRs & SUHRHE Chothia & . fLikHh,
AP P PCSK H v FE BB AL B R BE ] A X 2 IR, 12 2 IR H A% H SEQ 1D NO:20 ()24 R
3

[0013]  FEALIE (1) LTt 5, 48 & B 40 PCSK9 # ve B Hifk & 45 (i) & HCDR1. HCDR2. A
HCDR3 JF A ) B 55 Al A7 X, HARFEAE T < Brik HCDR1 £ 314 GY X1X2X3 NY ; ik HCDR2 J¥ %1
4 SFYNGN ; Fi& HCDR3 J£ 5128 GYVMD X4 ;= rh X1X2X3 J3 5128 ATY. TLN B3 ALY sX4 M 1 BY
Z F. 1 HH b HCDRs 7R HE Chothia 58 X (ii) & LCDRI.LCDR2.F1 LCDR3 7+ 142
PR AR X, HAFMELE T Bk LCDR1 514 RASQSINNWLD ; firik LCDR2 %1 Ay AASTRPS ; flrid
LCDR3 7314 QQDQDIPPT. i H.H:H LCDRs & MR Chothia & X

[0014]  7E BB L% I <L 45 v, AR < BH 47t PCSKO B8 b [ 4044 1) S BE P A2 [X P 31 9 SEQ 1D
NO : 16, 22 BE R AZ X 7518 SEQ 1D NO :20 ;B E #E ] AF X 7514 SEQ 1D NO 17, F4kE n] 4% [X
JFF 9 SEQ 1D NO :20 B E B R]AZ X /7714 SEQ 1D NO =18, 2285 m[ 4% X JF 5124 SEQ 1D NO -
20 ;B EFE R AZ X FFEFI A SEQ 1D NO :19, BB A 4F X 751 4 SEQ 1D NO :20,

[0015] AR BHAL PCSKO H vl B Hidd n] 40, 5 B HH 58 B 1 Pridg (RP A B 58 B Hi i
o H R 45 & 884, B30 Fab Jr B F(ab’ ) 2 F BRERBABE By i BRAL Ak

[0016] A% BT PCSK9 5 v & A4 A0 45 ] A8 X AIHE 5 X, Hop ik 8 4 2 X 7T L2
IgGl WAL (Seq ID 7). 1gG2 (Seq ID 8) B 1gG4 WHL(Seq 1D 9), #EEIE T X 1] L2
kappa W2 (Seq ID 10) B¢# Lambda W% (seq 1D 11),

[0017] AU BH ik ) B S B AR B3 H y Bog 4 AJR I

[0018] AR BHHUAAR SR AN 73 0] DAAE AR e DA iE v #HATIE . 8 5 2, W EE A
Biacore 3000, ¥4t A F B RIHUAMARBLE 08 OM6 R F, MBEIUEEAQ 26 ERE,
FRIE 200RU 7245 B UiEBE BTN Fe BT RER. BIuiEE — R EEEE (ex. 100nm,
50nm, 25nm, 12. 5nm, 6. 25nm, 3. 125nm, 1. 5625nm, Onm) 3722 [ 5& HH K 0, I 5E & 5 70 [ fi ik
[FIZERI 7.

[o019]  FE—ANsERtth, 34 1 6 FhASEIHT PCSK9 ST CE4E 4 Fioas & B I 5400 2 Ffowt
HE 50 # LDLR 5 PCSK9 454 (188 77, 45 A2 Re 3 23] LDLR &5 PCSK9 4G o
[0020] Ak BHHUAAAE A LIE H B9 FR0E T AT DAAEARHEMNA T A 3 ATIE . 6 5 <, Bt
JEE T UL A, 2 AR 200ul B B IR N IRA MLTEEL PBS 44K 30ug/ml
TRAIGE 37° C/KIIE 12 K (288 /M. 12 KJG, FIH ELISA 4 #r MG RE A (A Ab/

4
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normal human serum), PBS ££/% (B: Ab/PBS) FHFAFHIELFUAE S (C: Ab) 55 huPCSK9 145
A5 I3 A LB 25 SRS i 45 A huPCSK9 BB 71 1IABR1E (A/C) o 25 FEERIH AR J 81 v 1 DY #k 47t
huPCSK9 #4710 B AT 471 Ly Fa e Pk

[0021] 7% & B 47044 1 4170 1] PCSKO 5 3 48 e 2% (i LDLR T il (1% 3% 4 7] LA AE b o 00 7
EHHATIEH . 18 5 2, 1 HEK293 41 o %5 F 1 % &2 8%10E5 cells/ml , #fh T 24 fLAK
(500ul/ FL). R 5 75 48 ff o o N o4k Fi PCSKO, B V735 3% 3he SR 5 4 MUk 4 & L 4
e, F 1%BSA-PBS ¥E¥4 2 ¥, 2R 5 5 FITC-anti-LDLR ¥4 (Sino Biological Inc. Cat#
10231-R301-F) T-9K L§F & 45 7-%f, I PBS ik 2 ¥kJ5, H BD 2w Accuri C6 304 i
AT FITCIE 5 o PAARALER K] HEK293 41 i Ay saf B, B i b 72 5 40 B R [0 LDLR ) 7KF o
25 LI TR A R B 5% PCSK9 B3 (20ug/ml ) EME B B304 PCSK9 5 5 LDLR 7K°F R
[0022] AR BHHUARFN ] PCSK9 75 5 4l o $5 HX LDL-C 88 73 H¥E V£ v DAAE A o4 03X 77 725 o
HHATIEW . 1815 2, % HEK293 41 U5 B 13 & 8%10E5 cells/ml , /0T 24 FLAR (500ul/
FLo SRIGAEAN M M PCSKO FOFLAR, BIFHE 3% 2. 5ho R F- 40 AL BN FLH %1 BODTPY
FL LDL (Invitrogen, Cat#:1.3483) ZZIKE 6ug/ml, PhEIFITFF 2. 5he SR )5 o AEE
FALHAm M, F PBS Bt 2 kU, I BD AR Accuri 06 JiixC4H faf 438 BODIPY 155 (L
KK 488nM, KHT K 520) o DAAALFE () HEK293 21 i g B, BL % &% b b 78 i 441 o4t B
LDL-C H7KFo 25 5 oA K W 1) 22 Bh4i PCSK9 470 (20ug/ml) REA% B W40 PCSK9 #5 5
1] HEK293 2 i EX LDL-C 7K1~ i o

[0023]

Ff 152 AR

[0024] & 1 ERAHIH] PCSK9 &54 A LDLR fu4h X EGF-AB 254435

[0025] & 2 51 A PCSK9 HpfEHiig 554+ LDLR 454 A PCSK9.

[0026] & 3 :AR[FPT huPCSK9 HBLAEAE N MLIE R 2 PE - #r o

[0027] K& 4 : $it PCSK9 H . #71 fil] PCSK9 75 5 19 HEK293 4 Mo % 1 1Y LDLR '~ i (FL wp
anti-TL17 JN—HFRPL IL1T BIFAPL sALliro NPT PCSK9 [ %f RE BA 4 Alirocumab sEvolo AT
PCSK9 [f1%} R $i44 Evolocumab ;H4H4, H7B12, H8A7, H8F4 JyVUkk#L PCSK9 K HEH) .

[0028]  [&] 5 ;470 PCSK9 34| PCSK9 53 (1) HEK293 4 Ui HX LDL-C & /7 ) T i (3L
anti—-TL17 A—FEHT TL17 BIEEHT sALiro JNHT PCSKO [ %) HE B3¢ Alirocumab sEvolo AHT
PCSK9 (%} HE$i44 Evolocumab ;H4H4, H7B12, H8A7, H8F4 JyVUkk#L PCSK9 B HH) .

[0029]

BAXHEA R

[0030] DA S o {4 A BREAT 3E— D I UL A, S REER MR A0 Ak B I PR

[0031]  sLjfEfs] 1. %-PhEH S A AgHI 2.

[0032] il % H7T PCSK9 S 4t (Rt FE v 7R ZH 2 2 P AS 1R (9 #1240 & 7, B F5 A PCSK9
(huPCSK9, Seq ID No:1 ), /INE PCSK9 (moPCSK9, Seq ID No:2 ) FUJRME PCSK9(mmPCSK9,
Seq ID No:3), A LDLR fli4F[X (EGF-AB, Seq ID No:4 ), BLR AR, X Lo [ #
A RSB AB 0 (1 B8 S B iR B 2, DRI i 1) FH e L 30 41 e R 18 R G0k 5 A

5
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TIRFFEAE AWM IIEE. ok, AT i EAiL, dEPiiE R EHE AL Cmm i 1
His-tag (Seq ID No:5 ) BX# AN Fe B (mFc, Seq 1D No:6) . HALPFUAKSI&ERT, 31
IR B AETE 2 X AT DLJE TgGL WY (Seq ID No:7 ), 1gG2 WA (Seq ID No:8) BN 1gG4 WY
(Seq 1D No:9), % 8H1H 52 [X 7] PLJ& kappa 2 (Seq ID No:10) 87 Lambda YE2 (Seq 1D
No:11 Do

[0033]  #R¥E Uniprot £ A B &-Fh B A A E LR 75, it H Gl b % FhE
HEARERE (B His—tag B3 mFe w2 5D . R E 5B 22BN G U 45
P 2H 0 1 R R v PR 2 Al B B AZ RIA B (W invitrogen A W] pcDNAS. 1 Z5), SR8 5 A
G B (1 invitrogen A F] [ 293fectin 58 BUH B % 4Ll (40 PET 46 | & 1O 4
T RIS RIS YL N\ HEK293 4H il (01 invitrogen /AW A HEK293F), fE T I i B i35 95 4%
PR EEFE 3-4 K. ARl & 0% NOGREE 7 i .

[0034]  His—tag &R IA M HAH & AP H &8 25 o5 M Z M AE (0 GE A W)Y HisTrap
FF &) 0535 Bigh i EHE 3T — D et 1 mFe BlA3RA 1 H 40 & A A E 4 huik A
ProteinA/G SEMZMTAE (1 GE AR Mabselect SURE £5) #EAT 44k, SR 5 H 5
(W1 GE Aw][F Hitrap desaulting %) J4 B4 & AURAF SR B 8 PBS (pHT. 0) B
HEAEMEMB . L Emy, T PO HURFE AT I 8RR 85 5 3 RF T —20° Co
[0035]  sjif 5] 2. 1] A e T A 52 TR A A P2 i AR i e A AR A L A PCSKO FE T

[0036] DAl # ) B 20 huPCSK9-his ( BAR 815 2 PCSK9-His) NP, Z M SCHR Gt A
IL-17 BT, LA HiE S 201510097117, 0), 1 FH ¥ AH 57 1% 55 08 075 s 5 0\ PR 444
FERIWEE A, R1F 2R TIA FMEE: R4S A N PCSK9 (NS4, £0FE v % :S2B8 (Seq 1D
No:12), S2F5 (Seq ID No:13),S2G1 (Seq ID No:14), S3A12 (Seq ID No:15), H.Ar#EZH
AHUk S3A12 BB A ] PCSK9 454 H 40N LDLR g7k [X EGF-AB £ #43k (B 1),

[0037]  SRIGZSMESCHR G IL-17 SrifEduig, LR HE S 201510097117, OFHREHEE
AN E BE CDRs AR ¥ SR IS X AR HEAT A A S 0 77 il B 3R15 U RR S 0 $ m it A
PCSK9 470, BARFFIE BILK 1.

[0038] 3K 1 SEAITTRGEAIHTA PCSKI [ HEHT

2 H4H4 H7B12 H8AT7 H8F4
EGHGTIED H4H4 (seqID 16) [H7B12 (seqID 17) [H8A7 (seqID 18) [H8F4 (seqID 19)
B (7 55) L3A8 (seqID 20) |L3A8 (seqID 20) [L3A8 (seqID 20) [L3A8 (seqID 20)

[0039]  SZjafh] 3: Blacore 300035 A AR IS 77,

[0040] Amine couling kit Al human antibody capture kit PLAz CM5 2O 5l pH7. 4 |
10 X HBS-EP W H GE Healthcare.

[0041]  HRHE G & UL A, BN FBIIUBR IR S OB [F3R 10 b, FRed g
EEARAEWREL, RIE 200RU 224 BIPUiEHE T Fe BIPiiaHsR. 14 huPCSK9 & & — R 7
I FEBRFE (ex. 100nm, 50nm, 25nm, 12. 5nm, 6. 25nm, 3. 125nm, 1. 5625nm, Onm) ¥ £ [# 52 FH #
[, I 5 5% BB 5n R AR 5B A0 47, F RIRER 77750052 Evolocumab (Seq ID No:21, Seq 1D
No:22)F Alirocumab (Seq ID No:23,Seq ID No:24 DIKSEFIFME RN, S8 WE 2 fr
TNo

[0042] 3 2. anti—huPCSK9 mAbs 3R /7% $oi & BU(H .

6
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Antibody Kon (1/MS) Koff(1/S) KD

H4H4-1gG4 7. 14E+05 4. T0E-05 65. 9pM
H7B12-1gG4 1. 01E+06 3. 26E-05 32. 3pM
H8F4-1gG4 6. 63E+05 4. 48E-05 67. 5pM
H8A7-1gG4 7. 46E+05 4. 83E-05 64. 8pM
Evolocumab—1gG4 2. 28E+05 1. 93E-05 76. 4pM
Alirocumab 2. 2TE+06 1. b4E-04 67. TpM

[0043]  SLjifafs] 4. BT A PCSKO | v FE A 3 4+ PCSK9AZ4A LDLREE S PCSK9.
[0044]  ThBEVEIPT PCSKO HLHUN % ReAE g 17K F L FEIEr LDLR A1 PCSK9 Z M) 454, AR5k
JE 4 7 6 FhAS[EIPT PCSK9 Badi (H4H4, H7B12, H8A7, H8F4, Evolocumab A1 Alirocumab)
1 LDLR 5 PCSK9 454 (1) &8
[0045]  FH 5. 6ug/ml [¥] PCSK9-his %f % Hf v [ P A 29E 47 86 B2 A% B, 4L 11 MR R IR,
B 6 NS L1 A RE, J5 5 N BRIE 1:2 W R, o P44 & 46 ¥R 1 U8 22 04 30ug/ml. F A
HRP-mouse—anti—his IgG BAFika I LDLR 5 PCSKO 4 &5 5, SR G A GraphPad Prism
6 BEATEE 7 A AR (B 2D
[0046]  sLjfEfsl] 5.4 PCSKO HudifE A iE AR e PE At .
[0047] 2y T W14 AN [FI40 PCSKO B0 73 I e e R S LT A28 1 1#E4T 1 470 PCSK H
PUE NI AR 8 VE 73 AT o e 706046 6 PPAS [R5t PCSK9 B35, 43 v HAH4, HTB12, H8AT,
H8F4, Evolocumab Fll Alirocumab. Uit yE 2= B SEPUEE S, 9 FBET 200ul LB IE S
NI A MLFEEL PBS BAIKE 30ug/ml , TRAJJGE 37T CARIINE 12 K (288 /). 12 K,
FIH ELISA A3 M &L S (A Ab/normal human serum), PBS ¥£f4h (B: Ab/PBS) FNEAEIK)
FHURESL (C: Ab)5 huPCSK9 & & (B 3D, 3937l LIS B ikt i 45 & huPCSK9 BB 77110748
e (A/C)e F5 R GR 3) RUIAK I B VU PR huPCSK9 470 HAT 1 [ ML 5 A8 5E Tk o
[0048]
K 3 AR FAM T BB A A huPCSK9 B8 7719784k

Evolocumab | H4H4 | H7B12 | H8A7 | H8F4 | Alirocumab

TgG4 1gG4 | T1gG4 | TgG4 | 1gG4 TgG4
AIC 0:437 0.642 | 0.607 | 0.600 | 0.535 |  0.868
[0049]  sLfififs] 6.3 PCSKQ A | PCSKOVE S HEK2934H N ] LDLRAZAAM) T .
[0050]  ASSEZfiE 5 A 52 P 23595 T 293 Freestyle 5373, (Invitrogen ) HEK293 41 fifd .
¥ HEK293 210 2 B i 2 % 8%10E5 cells/ml , efhT 24 FLIR (500ul/ ). SRJEHHEEK 4
B3 77 AL R0, 273557 3he ARG 7 mIUCER &AL 400, A 1%BSA-PBS Btk 2 X, 285
5 FITC-anti-LDLR #3571 (Sino Biological Inc. Cat# 10231-R301-F) Tk EiF&E 45 &
B, A PBS BE¥& 2 K, A BD A Accuri C6 J sRAHMIA 43 #r FITC 15 5« BARALEE[
HEK293 40 s B, LhEg &5 P ab TR S A e 2 17 LDLR [197KF . 4528 (B 4) B7R :10ug/ml [¥)
PCSK9 4bHE HEK293 41 ffd S5 5 £ 40 Mo % B LDLR 7K °F- B3 &6 T B, 1 22 Bt PCSK9 B4 (20ug/
ml) BEM% B B4 PCSK9 53 1Y LDLR 7K1 T
[0051] 3 4 :HEK293 41 ) A [H) b 2 75 =X

Anti-PCSK9 mAb
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T T pesk | pesko |
o PCSKB+A: | PCSK# POSK# | POBK+ | PESK+ , g
untreat | PCSKS , . v 9+H8 | +HBF |
nti-1L17 Aliro Evolo H4AH4 | H7B12 :
A7 4
PCSKQ o S 3 + 4 4 + F ¥ e
(10ug/mi)
mAB - = Aoti-IL17 | Alivocu | Evoloe | H4H4 | H7B12 | HBA7 | H8F4
{20ug/ml) mab. umab

[0052]  sLfififsi] 7.4 PCSKO A I PCSKOVE S HEK2934H i A LDL-CEE A7 T 1 .
[0053]  ASLEWAT R SFE 3T 293Freestyle 32375 (Invitrogen) [ HEK293 4 Y.,
1 HEK293 2 M % [ 1 52 22 8%10E5cells/ml, Befh T 24 FLAR (500ul/ L)« SRIGHERER 5 Pt
P77 AL, BB 57 2. 5ho SR 5 B2 Al AE &L M BODIPY FL LDL (Invitrogen,
Cat#:1.3483) H LK 6ug/ml, P EIFIEFE 2. 5ho ARG AR &AL 40, ] PBS BEisk
2 % Ja, H BD A7) Accuri 06 i zC4HALAX 73 #r BODIPY 155 (BB A 488nM, KK
520) o« LARALZE ) HEK293 2 Jy it B, BLEE o5 b AL 38/ 40 e B LDL-C FR7KF. &5 538 (&
5) ‘&7~ :10ug/ml [¥] PCSK9 4b ¥ HEK293 400 f5 5 40 & B LDL-C &= W & R B, i 2 Fibt
PCSK9 147t (20ug/ml) WS B 4] PCSK9 155 ) HEK293 41 U $8 8 LDL-C /K- T 4 .
[0054]

# 5 :HEK293 4l (1A [F] Ab #7750

; - pcska | pesks | pesk | Peske |
| PCSK | PCSK9+A | PCSK9 | PCSK9 |
| untreat +HAH | +H7B1 | 9+HS | +HSF |
: 9 nti-IL17 +4live. | +Evolo . :
4 2 A7 4
PCSK9 = * - ¥ + + + + +
(10ug/mi) | | |
mAB. . . Anti-IL17 | Alirocu | Evoloc | HAHA | H7B12 | HBA7 | HaF4
(20ug/ml) mak | umab
LDL-BODIPY | + + ¥ + ¥ + = | &
(6ug/ml) |
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EIES

110> bt B AE R A IR A F
<120> 3 A\ PCSK9 B FipEHiik

<160>24
<210>1
<211>639
<212>PRT

<213> 2 A\ (Homo

220>

<{223>huPCSK9

<400>1

Glu Ala Pro Glu

1
Asp Pro

Thr His

Ala Ala
50

Leu Leu

65

Ala Leu

Phe Ala
Tyr Arg
Val Tyr
130
Gly Arg
145
Thr Arg
Leu Ala

Ser Met

Ser Gly

Trp
Leu
35

Arg
Pro
Lys
Gln
Ala
115
Leu
Val
Phe
Gly
Arg

195
Thr

Arg
20

Ser
Arg
Gly
Leu
Ser
100
Asp
Leu
Met
His
Val
180

Ser

Leu

sapiens)

His Gly Thr Thr Ala Thr Phe

Leu Pro Gly Thr Tyr Val Val
25
Gln Ser Glu Arg Thr Ala Arg
40
Gly Tyr Leu Thr Lys Ile Leu
55
Phe Leu Val Lys Met Ser Gly
70 75
Pro His Val Asp Tyr Ile Glu
85 90
Ile Pro Trp Asn Leu Glu Arg
105
Glu Tyr Gln Pro Pro Asp Gly
120
Asp Thr Ser Ile Gln Ser Asp
135
Val Thr Asp Phe Glu Asn Val
150 155
Arg Gln Ala Ser Lys Cys Asp
165 170
Val Ser Gly Arg Asp Ala Gly
185
Leu Arg Val Leu Asn Cys Gln
200
Ile Gly Leu Glu Phe Ile Arg

His

Val

Arg

His

60

Asp

Glu

Ile

Gly

His

140

Pro

Ser

Val

Gly

Lys

Arg
Leu
Leu
45

Val
Leu
Asp
Thr
Ser
125
Arg
Glu
His
Ala
Lys

205

Ser

Cys
Lys
30

Gln
Phe
Leu
Ser
Pro
110
Leu
Glu
Glu
Gly
Lys
190

Gly

Gln

Ala
15

Glu
Ala
His
Glu
Ser
95

Pro
Val
Tle
Asp
Thr
175
Gly

Thr

Leu

Lys

Glu

Gln

Gly

Leu

80

Val

Arg

Glu

Glu

Gly

160

His

Ala

Val

Val
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Gln

225

Ser

Val

Ser

Gln

305

Asp

Ala

Leu

Asp

Pro

385

Gln

Met

Cys

Ala

Glu

465

Cys

Val

Trp

210

Pro

Arg

Leu

Pro

Asp

290

Val

Cys

His

Thr

Val

370

Asn

Leu

Ala

Ser

Gln

450

Gly

Ser

His

Glu

Val

Val

Val

Ala

275

Gln

Asp

Ser

Val

Leu

355

Ile

Leu

Phe

Thr

Ser

435

Gly

Val

Val

Cys

Val
51b

Gly
Leu
Thr
260
Ser
Pro
Leu
Thr
Ala
340
Ala
Asn
Val
Cys
Ala
420
Phe
Gly
Tyr
His
His

500
Glu

Pro
Asn
245
Ala
Ala

Val

Phe

Glu
Glu
Ala
Arg
405
Tle
Ser
Lys
Ala
Thr
485

Gln

Asp

Leu
230
Ala
Ala
Pro
Thr
Ala
310
Phe
Ile
Leu
Ala
Ala
390
Thr
Ala
Arg
Leu
Ile
470
Ala

Gln

Leu

215
Val

Ala

Gly

Glu

Leu

295

Pro

Val

Ala

Val

Arg

Ser

Val

455

Ala

Pro

Gly

Gly

Val

Cys

Asn

Val

280

Gly

Gly

Ser

Ala

Gln

360

Phe

Pro

Trp

Cys

Gly

440

Cys

Arg

Pro

His

Thr
520

Leu

Gln

Phe

265

Ile

Thr

Glu

Gln

Met

345

Arg

Pro

Pro

Ser

Ala

425

Lys

Arg

Cys

Ala

Val

505
His

10

Leu
Arg
250
Arg
Thr
Leu
Asp
Ser
330
Met
Leu
Glu
Ser
Ala
410
Pro
Arg
Ala
Cys
Glu
490

Leu

Lys

Pro
235
Leu
Asp
Val
Gly
Ile
315
Gly
Leu
Ile
Asp
Thr
395
His
Asp
Arg
His
Leu
475
Ala

Thr

Pro

220

Leu

Ala

Asp

Gly

Thr

300

Ile

Thr

Ser

His

Gln

380

His

Ser

Glu

Gly

Asn

460

Leu

Ser

Gly

Pro

Ala

Arg

Ala

Ala

285

Asn

Gly

Ser

Ala

Phe

365

Gly

Gly

Glu

Glu

445

Ala

Pro

Met

Cys

Val
525

Gly
Ala
Cys
270
Thr
Phe
Ala
Gln
Glu
350
Ser
Val
Ala
Pro
Leu
430
Arg
Phe
Gln
Gly
Ser

510

Leu

Gly
Gly
255

Leu

Asn

Ser
Ala
335
Pro

Ala

Leu

Thr
415
Leu
Met
Gly
Ala
Thr
495

Ser

Arg

Tyr
240
Val
Tyr
Ala
Arg
Ser
320
Ala
Glu
Lys
Thr
Trp
400
Arg
Ser
Glu
Gly
Asn
480
Arg
His

Pro
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Arg Gly Gln Pro Asn Gln Cys
530 535
Ala Ser Cys Cys His Ala Pro
545 550
Gly Ile Pro Ala Pro Gln Glu
565
Trp Thr Leu Thr Gly Cys Ser
580
Gly Ala Tyr Ala Val Asp Asn
595
Ser Thr Thr Gly Ser Thr Ser
610 615
Cys Cys Arg Ser Arg His Leu
625 630
<210>2
<211>660
<212>PRT
<213> /i, (Mus musculus)
<220>
<223>mopcsk9
<400>2
Gln Asp Glu Asp Gly Asp Tyr
1 5
Gln Glu Asp Gly Leu Ala Asp
20
Phe Arg Arg Cys Ser Lys Glu
35
Val Val Leu Met Glu Glu Thr
50 55
His Arg Leu Gln Thr Arg Ala
65 70
Leu His Ile Phe Tyr Asp Leu
85
Ser Asp Leu Leu Gly Leu Ala
100
Glu Glu Asp Ser Phe Val Phe
115
Arg Ile Ile Pro Ala Trp His
130 135

Val
Gly
Gln
Ala
Thr
600

Glu

Ala

Glu
Glu
Ala
40

Gln
Ala
Phe
Leu
Ala

120
Gln

Gly His Arg

Leu
Val
Leu
585
Cys

Glu

Gln

Glu
Ala
25

Trp
Arg
Arg
Pro
Lys
105

Gln

Thr

11

Glu
Thr
570
Pro
Val

Ala

Ala

Leu
10

Ala
Arg
Leu
Arg
Gly
90

Leu

Ser

Glu

Cys
555
Val
Gly
Val

Val

Ser
635

Met

His

Leu

Gln

Gly

75

Phe

Pro

Ile

Glu

Glu
540
Lys
Ala
Thr
Arg
Thr

0620
Gln

Leu

Val

Pro

Ile

60

Tyr

Leu

His

Pro

Asp
140

Ala
Val
Cys
Ser
Ser
605

Ala

Glu

Ala
Ala
Gly
45

Glu
Val
Val
Val
Trp

125
Arg

Ser

Lys

Glu

His

590

Arg

Val

Leu

Leu
Thr
30

Thr
Gln
Ile
Lys
Glu
110

Asn

Ser

Ile

Glu

Glu

575
Val

Ala

Gln

Pro
15

Ala
Tyr
Thr
Lys
Met
95

Tyr

Leu

Pro

His
His
560
Gly
Leu

Val

Tle

Ser

Thr

Ile

Ala

Val

80

Ser

Ile

Glu

Asp
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Gly Ser Ser

145
Ala

Val

Asp

Gly

Gln

225

Arg

Pro

Leu

Asp

Val

305

Gly

Ile

Gly

Leu

Ile

385

Asp

Thr

His

Glu

His

Pro

Ser

Val

210

Gly

Lys

Leu

Ala

Asp

290

Gly

Thr

Tle

Thr

Ser

370

His

Gln

His

Ser

Glu

Arg
Glu
His
195
Ala
Lys
Ser
Ala
Arg
275
Ala
Ala
Asn
Gly
Ser
355
Arg
Phe
Gln
Glu
Gly

435
Glu

Gln
Glu
Glu

180
Gly

Gly
Gln
Gly

260
Thr

Thr
Phe
Ala
340
Gln
Glu
Ser
Val
Thr
420

Pro

Leu

Val
Ile
165
Asp
Thr
Gly
Thr
Leu
245
Gly
Gly
Leu
Asn
Gly
325
Ser
Ala
Pro
Thr
Leu
405
Gly

Thr

Leu

Glu
150
Glu
Gly
His
Thr
Val
230
Ile
Tyr
Val
Tyr
Ala
310
Arg
Ser
Ala
Thr
Lys
390
Thr
Gly

Arg

Ser

Val

Gly

Thr

Leu

Ser

215

Ser

Gln

Ser

Val

Ser

295

Gln

Cys

Asp

Ala

Leu

375

Asp

Pro

Gln

Thr

Cys

Tyr
Arg
Arg
Ala
200
Leu
Gly
Pro
Arg
Leu
280
Pro
Asp
Val
Cys
His
360
Thr
Val
Asn
Leu
Ala

440

Ser

Leu Leu Asp

Val
Phe
185
Gly
His
Thr
Ser
Ile
265
Val
Ala
Gln
Asp
Ser
345
Val
Leu
Ile
Leu
Leu
425

Thr

Ser

12

Thr
170
His
Val
Ser
Leu
Gly
250
Leu
Ala
Ser
Pro
Leu
330
Thr
Ala
Ala
Asn
Val
410
Cys

Ala

Phe

155
Ile

Arg

Val

Leu

Ile

235

Pro

Asn

Ala

Ala

Val

315

Phe

Cys

Gly

Glu

Met

395

Ala

Arg

Thr

Ser

Thr

Thr

Gln

Ser

Arg

220

Gly

Leu

Ala

Ala

Pro

300

Thr

Ala

Phe

Ile

Leu

380

Ala

Thr

Thr

Ala

Arg

Ser
Asp
Ala
Gly
205
Val
Leu
Val
Ala
Gly
285
Glu
Leu
Pro
Met
Val
365
Arg
Trp
Leu
Val
Arg

445

Ser

Ile

Phe

Ser

190

Arg

Leu

Glu

Val

270

Asn

Val

Gly

Gly

Ser

350

Ala

Gln

Phe

Pro

Trp

430

Cys

Gly

Gln
Asn
175
Lys
Asp
Asn
Phe
Leu
255
Arg
Phe
Ile
Thr
Lys
335
Gln
Arg
Arg
Pro
Pro
415
Ser

Ala

Arg

Gly
160
Ser

Cys

Ala

Tle
240
Leu
His
Arg
Thr
Leu
320
Asp
Ser
Met
Leu
Glu
400
Ser
Ala

Pro

Arg
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Arg
465
Leu
Leu
Ala
Thr
Gln
545
Gln
Cys
Val
Gly
Ala
625

Thr

Ser

450
Gly

Asn

Val

Gly

Gly

530

Pro

Ala

Lys

Ala

Ala

610

Arg

Val

Trp

<210>3

<211>639
<212>PRT

Asp

Ala

Pro

Leu

515

Cys

Ala

Ala

Ile

Cys

595

Ser

Val

Ala

Val

Trp

Phe

Arg

500

Glu

Ser

Leu

Ser

580

Glu

Leu

His

Ala

Gln
660

Ile
Gly
485
Ala
Thr
Phe
Arg
Val
565
Glu
Ala
Thr

Asp

Ala
645

Glu
470
Gly

Asn

His

His

Ser

550

Tyr

His

Gly

Leu

Thr

630
Ile

455
Ala

Glu

Cys

Val

<213 ¥iffx (Macaca mulatta)
220>

<223>mmPCSK9

<400>3
Asp Ala Pro Glu His Gly Ala Thr Ala

1

Asp Pro Trp Arg Leu Pro Gly Thr

20

5

Ile Gly Gly Gln

Gly Val

Ser Ile
505

His Cys

520

Glu Val

Arg Gln

Ser Cys

Ile Ser
585

Thr Leu

600

Ala Tyr

Arg Ala

Cys Arg

25

Tyr
490
His
His

Glu

Pro

Thr

Ser

Ser
650

475
Ala

Asn

Gln

460
Gln

Val

Thr

Leu
540
Gln
Ala

Ser

Val

Ala

Pro

Asp

525

Ser

Pro
Glu
Asn
605
Asn

Ser

Ser

Thr Phe His Arg

10

Tyr Val Val Val Leu

Cys
Arg
Ala
510
His
Val
Val
Gly
Gln
590
Val
Leu

Gly

Ala

Lys
Cys
495
Ala
Val
Arg
Gly
Leu
575
Val
Leu
Cys

Glu

Lys
655

Ala
480
Cys
Arg
Leu
Arg
His
560
Glu
Thr
Pro
Val
Ala

640
Ala

Cys Ala Lys

15

Lys Glu Glu

30

Thr His Arg Ser Gln Ser Glu Arg Thr Ala Arg Arg Leu Gln Ala Gln

13
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Ala
Leu
65

Ala
Phe
Tyr
Val
Gly
145
Thr
Leu
Gly
Ser
Gln
225
Ser
Val
Ser
Gln
Cys
305

Asp

Ala

Ala
50

Leu
Leu
Ala
Arg
Tyr
130
Arg
Arg
Ala
Leu
Gly
210
Pro
Arg
Leu
Pro
Asp
290
Val

Cys

His

35
Arg

Pro

Lys

Gln

Ala

115

Leu

Val

Phe

Gly

Arg

195

Thr

Val

Val

Val

Ala

275

Gln

Asp

Ser

Val

Arg

Gly

Leu

Ser

100

Asp

Leu

Met

His

Val

180

Ser

Leu

Gly

Phe

Thr

260

Ser

Pro

Leu

Thr

Ala
340

Gly
Phe
Pro
85

Tle
Glu
Asp
Val
Arg
165
Val
Leu
Ile
Pro
Asn
245
Ala
Ala
Val
Phe
Cys

325
Gly

Tyr
Leu
70

His
Pro
Tyr
Thr
Thr
150
Gln
Ser
Arg
Gly
Leu
230
Ala
Ala
Pro
Thr
Ala
310

Phe

Ile

Leu
55
Val

Val

Val
Leu
215
Val
Ala
Gly
Glu
Leu
295
Pro

Val

Ala

40
Thr

Lys

Asp

Asn

Pro

120

Ile

Phe

Ser

Arg

Leu

200

Glu

Val

Cys

Asn

Val

280

Gly

Gly

Ser

Ala

Lys Ile Leu

Met

Tyr

Leu

105

Pro

Gln

Glu

Lys

Asp

185

Asn

Phe

Leu

Gln

Phe

265

Ile

Thr

Glu

Arg

Met
345

14

Ser
Tle

90
Glu

Ser

Ser

170
Ala

Ile

Leu

Arg

250

Arg

Thr

Leu

Asp

Ser

330
Met

Gly
75

Glu
Arg
Gly
Asp
Val
155
Asp
Gly
Gln
Arg
Pro
235
Leu
Asp
Val
Gly
Ile
315

Gly

Leu

His
60

Asp
Glu
Ile
Gly
His
140
Pro
Ser
Val
Gly
Lys
220
Leu
Ala
Asp
Gly
Thr
300
Ile

Thr

Ser

45
Val

Leu

Asp

Thr

Ser

125

Arg

Glu

His

Ala

205

Ser

Ala

Arg

Ala

Ala

285

Asn

Gly

Ser

Ala

Phe

Leu

Ser

Pro

110

Leu

Glu

Glu

Gly

190

Gly

Gln

Gly

Ala

Cys

270

Thr

Phe

Ala

Gln

Glu
350

His
Glu
Ser
95

Ala
Val
Tle
Asp
Thr
175
Gly
Thr
Leu
Gly
Gly
255
Leu
Asn
Gly
Ser
Ala

335

Pro

His
Leu
80

Val
Arg
Glu
Glu
Gly
160
His
Ala
Val
Val
Tyr
240
Val
Tyr
Ala
Arg
Ser
320

Ala

Glu
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Leu Thr Leu

Asp
Pro
385
Gln

Met

Ala

Glu

465

Val

Trp

Arg

Ala

545

Gly

Trp

Gly

Ser

Cys
625

Val
370
Asn
Leu
Ala
Ser
Gln
450
Gly
Ser
His
Glu
Gly
530
Ser
Ile
Thr
Ala
Thr

610
Cys

<210>4

<211>120
<212>PRT

R15%5)
Ile

Leu
Phe
Thr
Ser
435
Gly
Val
Val
Cys
Val
515
Gln
Cys
Pro
Leu
Tyr
595

Thr

Arg

Ala

Asn

Val

Ala
420
Phe
Gly
Tyr
His
His
500
Glu
Pro
Cys
Ala
Thr
580
Ala

Gly

Ser

Glu
Glu
Ala
Arg
405

Val

Ser

Ala
Thr
485
Gln
Asp
Asn
His
Pro
565
Gly
Val

Ser

Arg

Leu

Ala

Ala

390

Thr

Ala

Arg

Arg

Ile

470

Ala

Gln

Leu

Gln

Ala

550

Gln

Cys

Asp

Thr

His
630

Arg
Trp
375

Leu

Val

Ser
Val
455
Ala

Pro

Glu

Ser

Asn

Ser

615

Leu

Gln
360
Phe

Pro

Trp

Gly

440

Arg

Pro

His

Thr

520

Val

Gly

Gln

Pro

Thr

600

Lys

Val

Arg Leu Ile

Pro
Pro
Ser
Ala
425
Lys
Arg
Cys
Ala
Val
505
His
Gly
Leu
Val
Leu
H85
Cys

Glu

Gln

15

Glu
Ser
Ala
410
Gln

Arg

Ala

Gly
490

Leu

His
Glu
Tle
570
Pro
Val

Ala

Ala

Asp
Thr
395
His
Asp
Arg
His
Leu
475
Ala
Thr
Pro
Arg
Cys
55hH
Val
Gly
Val

Val

Ser
635

His
Gln
380
His
Ser
Glu
Gly
Asn
460
Leu
Ser
Gly
Pro
Glu
540
Lys
Ala
Thr
Arg
Ala

620
Gln

Phe
365
Arg
Arg
Gly
Glu
Glu
445
Ala

Pro

Met

Val
525
Ala
Val
Cys
Ser
Ser
605

Ala

Glu

Ser
Val
Ala
Pro
Leu
430
Arg
Phe
Gln
Gly
Ser
510
Leu
Ser
Lys
Glu
His
590
Arg

Val

Leu

Ala
Leu
Gly
Thr
415
Leu
Tle
Gly
Val
Thr
495
Ser
Arg
Ile
Glu
Asp
575
Val
Asp

Ala

Gln

Lys
Thr
Trp
400
Arg
Ser
Glu
Gly
Asn
480
Arg
His
Pro
His
His
560
Gly
Leu

Val

Tle
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<213> 2 A\ (Homo

<220>

<223>LDLR-EGFAB

<400>4

Thr Leu
1

Ile Thr

Ser Asp

Asn Gly
50

Cys Leu

65

Asp lle

Asn Leu

Asp Pro

<210>5
<211>11

<2125PRT

Cys

Leu

Glu

35

Gly

Cys

Asp

Glu

His
115

Glu

Asp
20

Pro

Pro

Glu

Gly
100
Thr

213> NLFF%

220>

<223>his hp%%

<400>5

sapiens)

Gly

Lys

Tle

Ser

Asp

Pro

Val

Lys

His

Gly

70

Gln

Tyr

Ala

Asn

Glu

Val
55
Phe

Lys

Asn

Gln

Pro

Phe
Met
25

Gly
Asn
Leu

Asp

Gln
105

Lys
10
Ala

Thr

Val

Thr
90

Cys

Asn

Leu

Ala
7H

Glu

Ala Ser Gly Ala Ala His His His His His His

1
<210>6

<211>234
<212>PRT
<213> /v (Mus musculus)

<220>

<223>mFc FR%%

<400>6

5

10

His

Gln

Ser

Glu

Ser

Gly
Arg

30

Leu

Leu

Phe
110

Glu
15

Asp
Asp
Tyr
Cys
Cys

95
Gln

Cys

Asn
Glu
Glu
80

Val

Leu

Ala Ser Pro Arg Gly Pro Thr Ile Lys Pro Cys Pro Pro Cys Lys Cys

1

5

10

15

Pro Ala Pro Asn Leu Leu Gly Gly Pro Ser Val Phe Ile Phe Pro Pro

16
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Lys
Val
Phe
65

Glu

His

Ser

Met

145

Pro

Asn

Met

Ser

Thr
225

Ile
Val
50

Val
Asp
Gln
Asp
Val
130
Thr
Glu
Tyr
Tyr
Tyr

210
Lys

<210>7

<211>330
<212>PRT

Lys
35

Val
Asn
Tyr
Asp
Leu
115
Arg
Lys
Asp
Lys
Ser
195

Ser

Ser

20
Asp

Asp
Asn
Asn
Trp
100

Pro

Ala

Ile
Asn
180
Lys

Cys

Phe

<213> & A (Homo
<220>
<223>1gG-C1
<400>7
Ala Ser Thr Lys

1

Ser Thr Ser Gly

20

Phe Pro Glu Pro

Val

Val

Val

Ser

85

Met

Ala

Pro

Gln

Tyr

165

Thr

Leu

Ser

Ser

sapiens)

Leu

Ser

Glu

70

Thr

Ser

Pro

Gln

Val

150

Val

Glu

Arg

Val

Arg
230

Met
Glu
55

Val
Leu
Gly
Ile
Val
135
Thr
Glu
Pro
Val
Val

215
Thr

Ile
40
Asp

His

Arg

Glu
120
Tyr
Leu
Trp
Val
Glu
200

His

Pro

Gly Pro Ser Val

5

Gly Thr Ala Ala

25

Ser Leu Ser

Asp
Thr
Val
Glu
105
Arg
Val
Thr
Thr
Leu
185
Lys

Glu

Gly

Phe

Leu
25

Val Thr Val Ser Trp

17

Pro
Ala
Val
90

Phe

Thr

Leu

Gly

Lys

Asp
Gln
75

Ser
Lys
Ile
Pro
Met
155
Asn
Ser

Asn

Leu

Pro
Val
60

Thr
Ala
Cys
Ser
Pro
140
Val
Gly
Asp

Trp

His
220

Ile
45

Gln
Gln

Leu

Gly

Val
205

Asn

Pro Leu Ala Pro

10

Gly Cys Leu Val

30
Val

Ile

Thr

Pro

Val

110

Pro

Glu

Thr
Ser
190
Glu

His

Ser

Thr
Ser
His
Ile
95

Asn
Lys
Glu
Phe
Glu
175
Tyr

Arg

His

Ser
15

Cys
Trp
Arg
80

Gln
Asn
Gly
Glu
Met
160
Leu
Phe

Asn

Thr

Lys

Lys Asp Tyr

30

Asn Ser Gly Ala Leu Thr Ser
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Gly
Leu
65

Tyr

Arg

Pro

Val
145
Tyr

Glu

His

Lys

Gln

225

Met

Pro

Asn

Leu

Val

305
Gln

Val
50

Ser
Ile
Val
Ala
Pro
130
Val
Val
Gln
Gln
Ala
210
Pro
Thr
Ser
Tyr
Tyr
290

Phe

Lys

<210>8

<211>326

35
His

Ser
Cys
Glu
Pro
115
Lys
Val
Asp
Tyr
Asp
195
Leu
Arg
Lys
Asp
Lys
275
Ser

Ser

Ser

Thr
Val
Asn
Pro
100
Glu
Asp
Asp
Gly
Asn
180
Trp
Pro
Glu
Asn
Tle
260
Thr
Lys

Cys

Leu

Phe

Val

Val

85

Leu

Thr

Val

Val

165

Ser

Leu

Ala

Pro

Gln

245

Ala

Thr

Leu

Ser

Ser
325

Pro

Thr

70

Asn

Ser

Leu

Leu

Ser

150

Glu

Thr

Asn

Pro

Gln

230

Val

Val

Pro

Thr

Val

310

Leu

Ala
55
Val

His

Gly
Met
135
His
Val
Tyr
Gly
Ile
215
Val
Ser
Glu
Pro
Val
295

Met

Ser

40
Val

Pro

Lys

Asp

Gly

120

Ile

Glu

His

Arg

200

Glu

Tyr

Leu

Trp

Val

280

Asp

His

Pro

Leu
Ser
Pro
Lys
105
Pro
Ser
Asp
Asn
Val
185
Glu
Lys
Thr
Thr
Glu
265
Leu
Lys

Glu

Gly

18

Gln
Ser
Ser
90

Thr

Ser

Pro
Ala

170
Val

Thr

Leu

Cys

250

Ser

Asp

Ser

Ala

Lys
330

Ser
Ser
75

Asn
His
Val

Thr

Ile

Pro

235

Leu

Asn

Ser

Arg

Leu
315

Ser
60

Leu
Thr
Thr
Phe
Pro
140
Val
Thr
Val
Cys
Ser
220
Pro
Val
Gly
Asp
Trp

300
His

45
Gly

Gly

Lys

Leu
125
Glu

Ser
Lys
Gln
Gly
285

Gln

Asn

Leu
Thr
Val
Pro
110
Phe
Val
Phe
Pro
Thr
190
Val
Ala
Arg
Gly
Pro
270
Ser

Gln

His

Tyr
Gln
Asp
95

Pro
Pro
Thr
Asn
Arg
175

Val

Ser

Glu
Phe
255
Glu
Phe

Gly

Tyr

Ser

Thr
80
Lys

Trp
160
Glu
Leu
Asn
Gly
Glu
240
Tyr
Asn
Phe

Asn

Thr
320
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<212>PRT

<213> & A\ (Homo
<2207
<223>1gG2-C
<400>8

Ala
1
Ser
Phe
Gly
Leu
65
Tyr
Thr
Pro
Thr
Val
145
Val
Ser
Leu
Ala
Pro
225

Gln

Ala

Ser

Thr

Pro

Val

50

Ser

Thr

Val

Val

Leu

130

Ser

Glu

Thr

Asn

Pro

210

Gln

Val

Val

Thr
Ser
Glu
35

His

Ser

Glu
Ala
115
Met
His
Val
Phe
Gly
195
Ile
Val

Ser

Glu

Lys

Glu

20

Pro

Thr

Val

Asn

Arg

100

Ile

Glu

His

Arg

180

Lys

Glu

Tyr

Leu

Trp
260

sapiens)

Gly

Ser

Val

Phe

Val

Val

85

Pro

Ser

Asp

Asn

165

Val

Glu

Lys

Thr

Thr

245
Glu

Pro
Thr
Thr
Pro
Thr
70

Asp
Cys
Ser
Arg
Pro
150
Ala
Val
Tyr
Thr
Leu
230

Cys

Ser

Ser
Ala
Val
Ala
55

Val

His

Val
Thr
135
Glu
Lys
Ser
Lys
Ile
215
Pro

Leu

Asn

Val
Ala
Ser
40

Val

Pro

Val
Phe
120
Pro
Val
Thr
Val
Cys
200
Ser
Pro

Val

Gly

Phe

Leu

25

Trp

Leu

Ser

Pro

Glu

105

Leu

Glu

Gln

Lys

Leu

185

Lys

Lys

Ser

Lys

Gln
265

19

Pro

10

Asn

Gln

Ser

Ser

90

Phe

Val

Phe

Pro

170

Thr

Val

Thr

Arg

Gly

250

Pro

Leu

Ser
Ser
Asn
75

Asn
Pro
Pro
Thr
Asn
155
Arg
Val
Ser
Lys
Glu
235

Phe

Glu

Ala

Leu

Ser

60

Phe

Thr

Pro

Pro

140

Trp

Glu

Val

Asn

Gly

220

Glu

Tyr

Asn

Pro
Val
Ala
45

Gly

Gly

Tyr

Glu

His

Lys

205

Gln

Met

Pro

Asn

Cys

30

Leu

Leu

Thr

Val

Pro

110

Pro

Val

Val

Gln

Gln

190

Gly

Pro

Thr

Ser

Tyr
270

Ser
15
Asp

Thr

Gln
Asp
95

Ala
Lys
Val
Asp
Phe
175
Asp
Leu
Arg
Lys
Asp

255
Lys

Arg
Tyr
Ser
Ser
Thr
80

Lys
Pro
Asp
Asp
Gly
160
Asn
Trp
Pro
Glu
Asn
240

Ile

Thr
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Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 285
Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
290 295 300
Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
305 310 315 320
Ser Leu Ser Pro Gly Lys
325
<210>9
<211>327
<212>PRT
<213> & N\ (Homo sapiens)
<220>
<223>1gG4-C
<400>9
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15
Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30
Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45
Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 55 60
Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80
Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95
Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110
Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125
Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140
Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
145 150 155 160
Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
165 170 175
Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
180 185 190

20
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Trp

Pro

Glu

225

Asn

Ile

Thr

Arg

Cys

305

Leu

Leu

Ser

210

Pro

Gln

Ala

Thr

Leu

290

Ser

Ser

<210>10

<211>107
<212>PRT

Asn

195

Ser

Gln

Val

Val

Pro

275

Thr

Val

Leu

Gly

Ile

Val

Ser

Glu

260

Pro

Val

Met

Ser

<213> 2 A\ (Homo
<220>
<223>kappa V. 425 H 2 [X
<400>10

Arg
1
Gln

Tyr
Ser
Thr
65

Lys

Pro

Thr
Leu
Pro
Gly
50

Tyr
His

Val

Lys

Glu

Tyr

Leu

245

Trp

Val

Asp

His

Leu
325

Glu Tyr

Lys Thr
215

Thr Leu

230

Thr Cys

Glu Ser

Leu Asp

Lys Ser
295

Glu Ala

310

Gly Lys

sapiens)

Val Ala Ala

Lys
Arg
35

Asn
Ser

Lys

Thr

Ser
20

Glu
Ser
Leu

Val

Lys
100

5
Gly

Ala

Gln

Ser

Tyr

85

Ser

Pro Ser
Thr Ala
Lys Val
Glu Ser
55
Ser Thr

70
Ala Cys

Phe Asn

Lys
200
Ile
Pro
Leu
Asn
Ser
280

Arg

Leu

Val

Ser

Gln

40

Val

Leu

Glu

Arg

Cys Lys Val

Ser
Pro
Val
Gly
265
Asp

Trp

His

Phe
Val
25

Trp
Thr
Thr

Val

Gly
105

21

Lys

Ser

250

Gln

Gly

Gln

Asn

Ile
10
Val

Lys

Glu

Leu

Thr

90
Glu

Ala
Gln
235
Gly
Pro
Ser

Glu

His
315

Phe
Cys
Val
Gln
Ser
75

His

Cys

Ser
Lys
220
Glu
Phe
Glu
Phe
Gly

300
Tyr

Pro
Leu
Asp
Asp
60

Lys

Gln

Asn
205
Gly
Glu
Tyr
Asn
Phe
285

Asn

Thr

Pro
Leu
Asn
45

Ser

Ala

Gly

Lys

Gln

Met

Pro

Asn

270

Leu

Val

Gln

Ser
Asn
30

Ala
Lys

Asp

Leu

Gly

Pro

Thr

Ser

255

Tyr

Tyr

Phe

Lys

Asp
15

Asn
Leu
Asp

Tyr

Ser
95

Leu

Arg

Lys

240
Asp

Ser

Ser

Ser
320

Glu

Phe

Gln

Ser

Glu

80

Ser
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<210>11
<211>105
<212>PRT

<213> & N (Homo sapiens)

<220>

<223>1ambda YV AL 43 5E1H 2 [X

<400>11

Gln Pro Lys Ala Ala Pro Ser

1
Glu Leu Gln

Tyr Pro Gly
35
Lys Ala Gly
50
Tyr Ala Ala
65
His Arg Ser

Lys Thr Val
<210>12

<211>245
<212>PRT

Ala
20

Ala
Val
Ser

Tyr

Ala
100

213> NP7

<220>
<223>S2B8
<400>12

Gln Val Gln
1

Ser Leu Arg

Ser Met Asn
35
Ser Ser Ile
50
Lys Gly Arg
65
Leu GIn Met

Leu
Leu
20

Trp
Ser

Phe

Asn

5

Asn

Val

Glu

Ser

Ser

85

Pro

Val

Ser

Val

Ser

Thr

Ser

Lys
Thr
Thr
Tyr
70

Cys

Thr

Glu

Cys

Arg

Gly

Ile

70

Leu

Ala
Val
Thr
55

Leu

Gln

Glu

Ser
Ala
Gln
Ser
55

Ser

Arg

Val
Thr
Ala
40

Thr

Ser

Val

Gly
Val
Ala
40

Ser

Arg

Asp

Thr
Leu
25

Trp
Pro
Leu

Thr

Ser
105

Gly
Ser
25

Pro
Asn

Asp

Glu

22

Leu
10
Val

Ser

Thr

His
90

Gly
10

Gly
Gly
Ile

Asn

Asp

Phe

Pro
75
Glu

Leu

Phe

Lys

Tyr

Ala

75
Thr

Pro

Leu

Gln
60
Glu

Val
Thr
Gly
Tyr
60

Lys

Ala

Pro
Ile
Ser
45

Ser

Gln

Ser

Lys
Phe
Leu
45

Ala

Asn

Val

Ser
Ser
30

Ser
Asn

Trp

Thr

Pro
Ser
30

Glu
Asp

Ser

Tyr

Ser

15

Pro

Asn

Val
95

Gly
15

Arg
Trp
Ser

Leu

Tyr

Glu

Phe

Val

Lys

Ser

80
Glu

Gly

His

Val

Val

Tyr

80
Cys
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Ala Arg Gly

Thr
Ser
Ser
145
Ser
Gly
Gly
Leu
Ser

225
Val

Leu

Gly
130
Gly
Asp
Lys

Val

Thr
210

Ser

Thr

<210>13

<211>242
<212>PRT

Val
115
Gly
Ser
Tle
Ala
Ser
195
Ile

Tyr

Val

Gly
100
Thr
Gly
Pro
Gly
Pro
180
Asn
Ser

Thr

Leu

Q213> N T3
<2202
<223>S2F5
<400>13
Gln Val Gln Leu

1

Ser

Ser

Gly

Gln

65
Met

Val Lys Val

20

Ile His Trp

35

Trp Ile Asn

50

Gly Arg Val

Glu Leu Ser

85

Leu

Val

Gly

Gly

Asp

165

Arg

Gly

Ser

Gly
245

Val

Ser

Val

Pro

Thr

Ser

Gly

Ser

Ser

Gln

150

Asn

Leu

Phe

Leu

Ser
230

Gln

Cys

Arg

Ile

Ile

70

Leu

Pro

Ser

Ser

135

Ser

Asn

Met

Ser

Gln

215

Ser

Ser
Lys
Gln
Ser
55

Thr

Arg

Glu
Gly
120
Ser
Tle
Phe
Ile
Gly
200

Ala

Thr

Gly
Ala
Ala
40

Gly

Ala

Ser

90

Tyr Leu Gln

105
Gly

Glu

Thr

Val

Tyr

185

Ser

Glu

Leu

Ala
Ser
25

Pro
Ser

Asp

Glu

23

Gly

Leu

Ile

Ser

170

Asp

Lys

Asp

Val

Glu
10

Gly
Gly
Ala

Lys

Asp

Gly

Thr

Ser

155

Trp

Val

Ser

Glu

Phe
235

Val

Gly

Gln

Asn

Ser

75
Thr

His
Ser
Gln
140
Cys
Tyr
Ser
Gly
Ala

220
Gly

Lys
Thr
Gly
Tyr
60

Thr

Ala

Trp
Gly
125
Pro
Thr
Gln
Asn
Asn
205

Asp

Gly

Lys
Phe
Leu
45

Ala

Ser

Val

Gly
110
Gly
Ala
Gly
Gln
Arg
190
Thr

Tyr

Gly

Pro
Thr
30

Glu
Gln

Thr

Tyr

95
Gln

Gly

Ser

Thr

Tyr

175

Pro

Ala

Tyr

Thr

Gly
15

Gly
Trp
Lys

Ala

Tyr

Gly

Gly

Val

Ser

160

Pro

Ser

Ser

Cys

Lys
240

Ser

Tyr

Met

Phe

Tyr

80
Cys



CN 105348390 A F 5 & 16/23 Tt

85 90 95
Ala Arg Thr Gln Asn Asn Thr Gly Tyr Arg Gly Thr Asp Tyr Trp Gly
100 105 110
Gln Gly Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly
115 120 125
Gly Gly Ser Gly Gly Gly Ser Asp Ile Gln Met Thr Gln Ser Pro Ser
130 135 140
Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Arg Ala
145 150 155 160
Ser Gln Ser Val Ser Ser Tyr Leu Asn Trp Tyr Gln Gln Lys Pro Gly
165 170 175
Lys Ala Pro Lys Leu Leu Ile Tyr Gly Ala Ser Thr Arg Pro Ser Gly
180 185 190
Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu
195 200 205
Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln
210 215 220
Gln His Ala Asp Thr Pro Thr Thr Phe Gly Gln Gly Thr Lys Val Glu
225 230 235 240
Ile Lys
<210>14
<211>237
<212>PRT
213> N3
<220>
<223>52G1
<400>14
Gln Met Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Thr Ser Gly Gly Thr Phe Gly Ser Ser
20 25 30
Ala Ile His Trp Val Arg Gln Ala Pro Arg Gln Gly Leu Glu Trp Met
35 40 45
Gly Arg Ile Asn Pro Val Leu Gly Thr Thr Asn Tyr Thr Gln Lys Phe
50 55 60
His Asp Arg Leu Thr Ile Thr Ala Asp Glu Ser Thr Thr Thr Ala Tyr
65 70 75 80
Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95

24
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Ala Arg Glu

Val

Gly

Val

145

Asn

Leu

Ser

Gln

Pro
225

Ser
Ser
130
Gly
Trp
Tle
Gly
Pro

210
Val

<210>15

<211>235

Ser
115
Asp
Asp
Leu
Tyr
Ser
195

Glu

Thr

<212>PRT
213> NP3
<220>
<223>S3A12
<400>15
Gln Val Gln

1

Ser
Gly
Gly
Gln
65

Met

Ala

Val
Ile
Trp
50

Gly

Glu

Lys

Lys
Ser
35

Val
Arg

Leu

Gly

Gly
100
Gly
Ile
Arg
Asn
Ala
180
Gly

Asp

Phe

Leu
Val
20

Trp
Ser
Gly

Arg

Tyr
100

Ile

Gly

Gln

Val

Trp

165

Ala

Ser

Phe

Gly

Val

Ser

Val

Tyr

Thr

Ser

85
Gly

Pro

Gly

Met

Thr

150

Tyr

Ser

Gly

Ala

Gln
230

Gln
Cys
Arg
Phe
Met
70

Leu

Met

Met
Gly
Thr
135
Ile
Gln
Asn
Thr
Thr

2156
Gly

Ser
Lys
Gln
Gly
55

Thr

Arg

Glu

Ile
Ser
120
Gln
Thr
Gln
Arg
Asp
200

Tyr

Thr

Gly
Ala
Ala
40

Gly
Thr

Ser

Ile

Trp Gly Gln

105
Gly

Ser

Cys

Lys

Ala

185

Phe

Tyr

Lys

Ala
Ser
25

Pro
Ser
Asp

Asp

Trp
105

25

Gly
Pro
Arg
Pro
170

Ser

Thr

Val

Glu
10

Gly
Gly
Thr
Pro
Asp

90
Gly

Gly

Ser

Ala

155

Gly

Gly

Leu

Gln

Glu
235

Val
Tyr
Gln
Thr
Ser
75

Thr

Gln

Gly
Gly
Ser
140
Ser
Lys
Val
Thr
Gln

220
Ile

Lys
Ala
Gly
Tyr
60

Thr

Ala

Gly

Thr

Ser

125

Leu

Gln

Ala

Pro

Ile

205

Ser

Lys

Ile

Leu

45

Ala

Ser

Val

Thr

Met
110
Gly
Ser
Gly
Pro
Ser
190

Ser

Gly

Pro
Tyr
30

Glu
Gln
Thr

Tyr

Thr
110

Val

Gly

Ala

Ile

Lys

175

Arg

Ser

Lys

Gly
15

Asn

Trp

Lys

Ala

Tyr

95
Val

Thr

Gly

Ser

His

160

Leu

Phe

Leu

Gln

Ala
Tyr
Met
Leu
Tyr
80

Cys

Ser
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Ser Gly

Asp Ile
130

Asp Arg

145

Leu Asp

Tyr Ala

Ser Gly

Glu Asp
210
Thr Phe
225
<210>16
<211>115
<212>PRT

Gly
115
Gln
Val
Trp
Ala
Ser
195

Phe

Gly

Gly

Met

Thr

Tyr

Ser

180

Gly

Ala

Gln

<213> NLF%

<220>
<223>H4H
<400>16
Gln Val
1

Ser Val

Gly Ile

Gly Trp
50

Gln Gly

65

Met Glu

Ala Arg

Val Ser

4

Gln

Lys

Ser

35

Val

Arg

Leu

Gly

Ser
115

Leu
Val
20

Trp
Ser
Gly

Arg

Tyr
100

Gly

Thr

Ile

Gln

165

Thr

Thr

Thr

Gly

Val

Ser

Val

Phe

Thr

Ser

85
Val

Ser

Gln

Thr

150
Gln

Thr
230

Gln

Cys

Arg

Tyr

Met

70

Leu

Met

Gly
Ser

135
Cys

Ala

Phe

Tyr
215

Ser
Lys
Gln
Asn
55

Thr

Arg

Asp

Gly
120
Pro
Arg
Pro
Ser
Thr

200

Val

Gly
Ala
Ala
40

Gly
Thr

Ser

Ile

Gly Gly Ser

Ser

Ala

Gln

Glu

Ala

Ser

25

Pro

Asn

Asp

Asp

Trp
105

26

Ser

Ser

170

Val

Thr

Gln

Ile

Glu
10

Gly
Gly
Thr
Pro
Asp

90
Gly

Leu
Gln
155
Ala
Pro

Ile

Asp

235

Val

Tyr

Gln

Asn

Ser

75

Thr

Gln

Gly
Ser
140
Asn
Pro

Ser

Ser

220

Lys
Ala
Gly
Tyr
60

Thr

Ala

Gly

Gly
125
Ala

Val

Arg

Ser
205

Lys
Ile
Leu
45

Ala
Ser

Val

Thr

Gly
Ser
Asn
Leu
Phe
190

Leu

Val

Pro
Tyr
30

Glu
Gln
Thr

Tyr

Thr
110

Gly
Val
Asn
Leu
175
Ser

Gln

Pro

Gly
15

Asn

Trp

Lys

Ala

Tyr

95
Val

Ser
Gly
Trp
160
Ile
Gly

Pro

Val

Ala
Tyr
Met
Leu
Tyr
80

Cys

Thr
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<210>17
<211>115
C212>PRT
213> N3
<220>
<223>H7B12
<400>17
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Leu Asn Asn Tyr
20 25 30
Gly Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Val Ser Phe Tyr Asn Gly Asn Thr Asn Tyr Ala Gln Lys Leu
50 55 60
Gln Gly Arg Gly Thr Met Thr Thr Asp Pro Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gly Tyr Val Met Asp Ile Trp Gly Gln Gly Thr Thr Val Thr
100 105 110
Val Ser Ser
115
<210>18
<211>115
<212>PRT
213> NLFP3
<220>
<223>H8H7
<400>18
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Ile Tyr Asn Tyr
20 25 30
Gly Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Val Ser Phe Tyr Asn Gly Asn Thr Asn Tyr Ala Gln Lys Leu
50 55 60

Gln Gly Arg Gly Thr Met Thr Thr Asp Pro Ser Thr Ser Thr Ala Tyr

27
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65 70 75 80
Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gly Tyr Val Met Asp Phe Trp Gly Gln Gly Thr Thr Val Thr
100 105 110
Val Ser Ser
115
<210>19
<211>115
<212>PRT
213> NLFPF
<220>
<223>H8F4
<400>19
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Leu Tyr Asn Tyr
20 25 30
Gly Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Val Ser Phe Tyr Asn Gly Asn Thr Asn Tyr Ala Gln Lys Leu
50 55 60
Gln Gly Arg Gly Thr Met Thr Thr Asp Pro Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gly Tyr Val Met Asp Ile Trp Gly Gln Gly Thr Thr Val Thr
100 105 110
Val Ser Ser
115
<210>20
<211>108
<212>PRT
213> N L3
<220>
<223>L3A8
<400>20
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

28
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Asp Arg Val

Leu Asp Trp

35

Tyr Ala Ala

50

Ser Gly Ser

65

Glu Asp Phe

Thr Phe Gly

<210>21

<211>115

<212>PRT
213> N L3
<220>
<223>EvoloVH
<400>21
Gln Val Gln Leu

1

Ser
Gly
Gly
Gln
65

Met

Ala

Val

Val
Ile
Trp
50

Gly
Glu

Arg

Ser

<210>22

<211>109
<212>PRT

Lys
Ser
35

Val
Arg
Leu

Gly

Ser
115

Thr
20

Tyr
Ser
Gly

Ala

Gln
100

Val
20

Trp
Ser
Gly

Arg

Tyr
100

<213> NLF%

Ile

Gln

Thr

Thr

Thr

85
Gly

Val

Ser

Val

Phe

Thr

Ser

85
Gly

Thr
Gln
Arg
Asp
70

Tyr

Thr

Gln
Cys
Arg
Tyr
Met
70

Leu

Met

Cys
Lys
Pro
h)

Phe

Tyr

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Arg
Pro
40

Ser

Thr

Val

Ala
Ala
40

Gly
Thr

Ser

Val

Ala Ser Gln

25
Gly

Gly

Leu

Gln

Glu
105

Ala
Ser
25

Pro
Asn
Asp

Asp

Trp
105

29

Lys

Val

Thr

Gln

90
Ile

Glu
10

Gly
Gly
Thr
Pro
Asp

90
Gly

Ala
Pro
Tle
75

Asp

Lys

Val

Tyr

Gln

Asn

Ser

75

Thr

Gln

Ser
Pro
Ser
60

Ser

Gln

Arg

Lys
Thr
Gly
Tyr
60

Thr

Ala

Gly

Ile
Lys
45

Arg

Ser

Asp

Leu
Leu
45

Ala
Ser

Val

Thr

Asn
30

Leu
Phe

Leu

Ile

Pro

Thr

30

Glu

Gln

Thr

Tyr

Thr
110

Asn

Leu

Ser

Gln

Pro
95

Gly
15

Ser

Trp

Lys

Ala

Tyr

95
Val

Trp

Ile

Gly

Pro

80

Pro

Ala
Tyr
Met
Leu
Tyr
80

Cys

Thr
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<220>

<223>EvoloVL

<400>22

Gln Ser Ala Leu Thr Gln Pro Ala Ser Val Ser Gly Ser Pro Gly Gln

1 5 10 15

Ser Ile Thr Ile Ser Cys Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr
20 25 30

Asn Ser Val Ser Trp Tyr Gln Gln His Pro Gly Lys Ala Pro Lys Leu

35 40 45
Met Ile Tyr Glu Val Ser Asn Arg Pro Ser Gly Val Ser Asn Arg Phe
50 55 60

Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu Thr Ile Ser Gly Leu

65 70 75 80

Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Asn Ser Tyr Thr Ser Thr

85 90 95

Ser Met Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105

<210>23

<211>118

<212>PRT

213> N T3

<220>

<223>AliroVH

<400>23

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

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

Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Asp Trp Val

35 40 45
Ser Thr Ile Ser Gly Ser Gly Gly Thr Thr Asn Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Ile Ile Ser Arg Asp Ser Ser Lys His Thr Leu Tyr

65 70 75 80

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

85 90 95

Ala Lys Asp Ser Asn Trp Gly Asn Phe Asp Leu Trp Gly Arg Gly Thr
100 105 110

Leu Val Thr Val Ser Ser
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115
<210>24
<211>113
<212>PRT
213> N3
220>
<223>AliroVK
<400>24
Asp Ile Val Met
1
Glu Arg Ala Thr

20
Ser Asn Asn Arg

35

Pro Pro Asn Leu
50

Pro Asp Arg Phe

65

Ile Ser Ser Leu

Tyr Tyr Thr Thr
100
Lys

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Gln

Asn

Phe

Ile

70

Ala

Tyr

Ser

Ser

Glu

Thr

Pro

Gly
40

Trp
Gly

Asp

Phe

Asp

Ser

25

Ala

Ser

Val

Gly
105

31

Ser
10

Ser

Tyr

Ser

Gly

Ala

90
Gln

Leu
Gln
Gln
Thr
Thr
75

Val

Gly

Ala

Ser

Gln

Thr

Val

Val

45

Glu

Phe

Tyr

Ser

Leu

30

Pro

Ser

Thr

Leu
110

Leu

Leu

Gln
95
Glu

Gly
Arg
Gln
Val
Thr
80

Gln

Ile
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