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1. —Fhdt XTKNO44 I 45 &4 1, FeRE B 45 A KN044 H AL & & /b — N BR R 1 B — ] A
SERIE, BTk /b — AN B Bk L — AT AR g A 3 e 5 LR BCDRL L CDR2FICDR3 :
(1) SEQ ID NO:1f7~HJCDR1,SEQ ID NO:2fi7~fICDR2,SEQ ID NO: 3/ 7~ACDR3;
(2) SEQ ID NO:4fT7~fJCDR1,SEQ ID NO:5H1/~JCDR2,SEQ ID NO:6fTZ~HICDR3;
(3) SEQ ID NO:7fT7~fJCDR1,SEQ ID NO:8FT/NJCDR2,SEQ ID NO:9FTZ~HICDR3;
(4) SEQ ID NO:10ff7~fICDR1,SEQ ID NO:11Ff7~fJCDR2,SEQ ID NO: 1287~ fICDR3;
(5) SEQ ID NO:13f7~fICDR1,SEQ ID NO:14Ff7~fJCDR2,SEQ ID NO: 1587~ fICDR3;
(6) SEQ ID NO:16ff7~JCDR1,SEQ ID NO: 177 ~fJCDR2,SEQ ID NO: 187~ fICDR3;
(7) SEQ ID NO:19f7~JCDR1,SEQ ID NO:20Ff7~fJCDR2,SEQ ID NO:21 A7~ fICDR3;
(8) SEQ ID NO:227~ffJCDR1,SEQ ID NO:23Ff7~f{JCDR2,SEQ ID NO: 247~ fICDR3;
(9) SEQ ID NO:2587~JCDR1,SEQ ID NO: 267 ~f{JCDR2,SEQ ID NO:27 7~ fICDR3;
(10) SEQ ID NO:28Ff7~HICDR1,SEQ ID NO:29f7~fICDR2,SEQ ID NO:30f17~fKICDR3;
(11) SEQ ID NO:31f1/~[ICDR1,SEQ ID NO:327~[ICDR2,SEQ ID NO:33/1/<[¢JCDR3;
(12) SEQ ID NO:34ff7~HICDR1,SEQ ID NO:35/77~fICDR2,SEQ ID NO: 367~ KICDR3;
(13) SEQ ID NO:37ff7~HICDR1,SEQ ID NO:38f7~fICDR2,SEQ ID NO:3917~fKICDR3;
(14) SEQ ID NO:40ff7~fICDR1,SEQ ID NO:417~fICDR2,SEQ ID NO:42f7~fKICDR3;
(15) SEQ ID NO:43Ff7~fICDR1,SEQ ID NO:447~fICDR2,SEQ ID NO:45F17~KICDR3;
(16) SEQ ID NO:46f7~fJCDR1,SEQ ID NO:47fr7~fICDR2,SEQ ID NO:48f7~fICDR3;

F

(17) SEQ ID NO:49F1/~[fJCDR1,SEQ ID NO:50/ 7~ ICDR2,SEQ ID NO:51f1/~[fJCDR3.

2 BRI ZLR T A XTKNO44IR) &5 5 431 Forb BT ad S % Bk B ) 50— A AR 45 A4 482 VHH, 451]
an, N4 VHEH.

3 BRI ZLR 21 £ XTKNO441 45 & 43 1, Hoh ik VHHEL 57 SEQ 1D NO:52-68H f£ — 2 2k
B 751

4 AUFEER 1 -3E— T X KNO44 ) &5 6 40 1, FR B & s Bk H Fe X

5. BRI E SR A B XTKNO44 ) 45 & 4 1, Hoh ik S B3R ER I Fe X 72 N S Bk H Fe
X, L & N TgGlHIFc X s BE R A Bk A [ Fe X, ik /2 FRl TgG1FelX

6 . BRI ZLR B XTKNO44[R) 455 4 1, Horh T id N S BREE A Fe X @ B R 7 8o T
SEQ ID NO:69, Ff ik i, S BR 85 FFe X {2 L /8 5 4178 T-SEQ 1D NO:70.

7 BRI SR 1-6H AT — T £ XTKNOA4 [ 25 5 4 7, H 45 A KNO44 KD /N F 1 X 107M,
i /N F1 X 107, FEARIE /N T 1 X 107M, BEARZE/NTF1 X 107"M, e ik /N F1x 1071 M.

8. LIRS T » He AR 22 3K 1-TH AT — T £ RTKNO44 I 45 & 73 1

9. Rk E AR, oA 5 5 RIS WIS ToF AT 5 M B R BOR ZE R 8% R 731

10. 75 E A, HoAL E BRI B SR 8 HI AL R 771 B LA R ZE R O SRIA BRI AL, FF e ek
5 PR £ RTKNO44 [ 45 4 43 1

L1 PR AR R -7 T — T STKNO44 ) 45 5 43 F B 7 v L

a) TEFRVF AT £ XTKNO44) &5 6 40 T 3RIE I 261 N 85 7R BURIZE R 1000 75 E 40 5

b) \15 B L $Ra) B3 T2 RIS B 1 32 40 M R IA [ £F XTKNO44 I 2569 15 &

o) AR — B A A/ BB 1S H 22 3Rb) 5 XTKNO44 45 & 70 1

2
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12— ks W SRR 5 FRKNOA4 ) A7 £ A /B R HRKNO44 78 2 Rl &, A0 & R 22
K1-Tr AT — TR £ XFTRNO44 ) 45 60 1o

13 AR ZER 12167 &, Hob 0 & 3 FUE B IKNO44 1) %) BERE & o

14 . — PR I i KINO A4 A A7 75 A/ BROGHRE i FRKNO44 52 210 77k, FTid ik e da

a) TEEF XTKNO44 R 45 4 4 F 5KN044 2[RI RE S T R B I 26 AR R, 48 B iR A f XS
FERE 20 ) SRR B SR -7 HR AT — T £ ST KNO4 411 45 & 40 T 1 il s

b) KM S VIMTE R

Forp BT I BERE 5 550 REAE 2 (A1 A 0 TE ) 22 53 H8 7 SEAE TR KNO 44 (1 A7 78 A/ 5k
&, i, B ik FERE & B e B KN044 .

15 BRI ZE R 1419 7532, 3 FH T KNOAAR 254K 30 77 545 W, v 3R B o D LY o 461
i, I BRI -

16 —Ff F T8 4T STKNO44 K41 25 B4k (ADA) BRI &, A& BRI B SR 1- 79— i)
BFXTKNO44 ) 45 & 0 1, Hor Bk &1 XFKNO44 ) 45 643 1 FHAE BT i &1 RERKNO44 1 45 25 i Ak
(ADA) AU 4y BH P H0 48

17 BRI R 1677 &, HoOb 3 % KN044 .

18 —Foft FH TS O 5 FHKNO4 4 L 25 Hi 44 (ADA) B 77323, BT il 77 12 0 4

a) {FKNO44 53 51l 5§ b ABLRI L SR 179 AE — T £ 1 XTKNO44 1) &5 6 4 - ik 5

b) K A VIMTE R,

HAKNO44 5 AR ZE R 1-7 F T — TR () 51 XTKNOA4 TR 25 4 4 T BT T B 1 2 400 FE A Bt
it FHKNO44 I BT 2 oA (ADA) AR WU (1) BH 12 Xk B2, 3R et A e FH 1 KNO A4 (1) %+ 2 174 It 3 A
T 8 T 2 R =

19. 25 A4, FoA ERUR B R 1-TH AT — TR 4 XTKNO4A T 45 4 43 T UL Je 245 ]
£ NS

20 . — FRLEXS b B T i FHKNO44 AT 51 B BIE FH IR 732, B0 6 25 BT ik 5 St FH A
R BRI B SR 1 -7 H A — TR A P KNO44 1) 45 4 00 7 BUBURI R 19 25 A &4, BTk
KNO44 FH T 78 ik i G ch 15155 A1/ 589697 5 CTLAARE I 15955 , 49 S g SR e M 0

21 . UBUR)EE SR 2018 77325 , Herb ik dh T it FHKNO44 T 51 % i &IAE B N 4R R 1 X%

22 QAR EE SR 2080 21 BTk 11 715, oA BT &1 XS KNO44 45 & 4> T ER A A T
H FIKNO44

23 BRI B R 1-TH AT — T £ T XTKNOA4 /) 25 5 1 BURUR B3R 1910 245 W e & W e ) &%
Wb i g, BT IR 25 T 08 2 B 1 it FIKNO44 B 51K (1 BILE F , BT IRKN044 78 filF ik
X G R TR AN/ B TT 5 CTLAAAE IR B9 » 451 T A i J6 G 1 7




CN 110407942 A W OB P 1/24 T

£ XTKNO44 /Y B g ik

AR s

[0001] A% 5 W45 I 26 4 WU, 0 TF TP KNOAARK) M st s . LA 25, AR 1 A4 TF
TR E T R P 1 TKNOAAR 45 2 20 T R 3L AR L B L TR MIKNOAA L I
KNOAAFIHLZA L (ADA) R WA B0 . 297 £ MG FEIKNOA4FF 31 S B A I b ) P i

ERREA

[0002]  KNO44/& —Fh&F XFCTLA4R) EAH N AL PLCTLAA BRI BL Rk Fefil & & H (= I
CN201610332590.7) -KNO44 A g 5 5714« a2 A0 Al Ao v, 1 3008 Fn /83697 5
CTLAAAH IR0 » e e BB G M 5 05

[0003]  FEKNOA4[AHICHE ST , 75 ZERE S IR IKNO44 5t 5KNO44 =2k i S5 & 1 F T
KNO44 B ksl o 7341, HL25 B4 (ADA) [ BT g 2 FEARZG YT B R BU™ B A R N, 75 2
FHT-KNO44 1 $0 25 5044 (ADA) Al 1 BH M Bu A , B T PR X 36 1) e 92 PR A 7 Lk A, 255 i 3]
B CTLAARI HUAAR 25 WIKNO44H T HE 51 K A M IR 1 X% , 75 B2 e 8 PRoadt v FIKNO 443 14 1Y 24
W5 AE R ST 23 i DR IR A5 2 P I FH B I PR . 2R 9T F B

[0004] & WMk

[0005]  7E55—J71H, A & B ER A —Fh &t XTKNO44 R 45 & 7 1, HLRE 8 45 A KN044 H AL & &
o — AN G BEBRER 1 B — R AR S R, BT IR 2D — AN BR R B — W] AR S A I ik E DA
R FICDR1CDR2ANCDR3 :

[0006] (1) SEQ ID NO:1ff7~fJCDR1,SEQ ID NO: 2 ~fICDR2,SEQ ID NO:3f7~HICDR3;
[0007]  (2) SEQ ID NO:4ff7~fJCDR1,SEQ ID NO:5Hr7~fICDR2,SEQ ID NO:6/7~HICDR3;
[0008]  (3) SEQ ID NO:7ff7~fJCDR1,SEQ ID NO:8Fr/~fICDR2,SEQ ID NO:9AF7~HICDR3;
[0009]1  (4) SEQ ID NO:10f7~ffJCDR1,SEQ ID NO:11/7~fJCDR2,SEQ ID NO: 12/~
CDR3;

[0010]  (5)SEQ ID NO:13J7~ffJCDR1,SEQ ID NO:14f7~fJCDR2,SEQ ID NO: 1507~
CDR3;
[0011]  (6) SEQ ID NO:16fi7~fKJCDR1,SEQ ID NO:177~fJCDR2,SEQ ID NO: 18/~
CDR3;
[0012]1  (7)SEQ ID NO:19ff7~fFJCDR1,SEQ ID NO:207~JCDR2,SEQ ID NO:21 7~
CDR3;
[0013]  (8)SEQ ID NO:22fi7~fKJCDR1,SEQ ID NO:23f7~JCDR2,SEQ ID NO: 24 7R~
CDR3;
[0014]  (9) SEQ ID NO:25f7~fKJCDR1,SEQ ID NO:26Jf7~fCDR2,SEQ ID NO:27 i 7~
CDR3;
[0015]  (10) SEQ ID NO:28FT7~HICDR1,SEQ ID NO:29F77~fICDR2,SEQ ID NO:30FT~H
CDR3;
[0016]  (11)SEQ ID NO:31AT7~HICDR1,SEQ ID NO:32F77~fICDR2,SEQ ID NO:33FT~H
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CDR3;

[0017]  (12) SEQ ID NO:34ff7~[JCDR1,SEQ ID NO:35F7~FJCDR2,SEQ 1D NO:36 T/~
CDR3;

[0018]  (13)SEQ ID NO:37fT7~fICDR1,SEQ ID NO:38F77~fICDR2,SEQ ID NO:39FT /R~
CDR3;

[0019]  (14) SEQ ID NO:408F7~fJCDR1,SEQ ID NO:41fF7~FfJCDR2,SEQ ID NO:42f /<)
CDR3;

[0020]  (15)SEQ ID NO:43fF7~JCDR1,SEQ ID NO:44f7~FKJCDR2,SEQ ID NO:45 /7<)
CDR3;

[0021]  (16) SEQ ID NO:468F7~JCDR1,SEQ ID NO:47f7~FfJCDR2,SEQ ID NO:48f /<[]
CDR3 ; Al

[0022]  (17)SEQ ID NO:49f77~HICDR1,SEQ ID NO:50f7~fICDR2,SEQ ID NO:51FF 7~k
CDR3.

[0023]  #F LSy S Hh, Bk S BRER 1 B — AT AR 45 A3 VHE, 5140, A U546 R VHH.
[0024]  7F—4b HAKSE 5 =, ATIRVHHE & SEQ 1D NO:52-68H{F—Z FL R 741

[0025]  fF—sitiy 22, Pl &t STKNO44 [ 45 & 4> F b A & s BRI FelX

[0026]  7F—HEsjti 7 R, Frik S Bk EE F Fe X a2 N Z BREE HFelX , fRik 2 AN TgGLir)
FelX s B2 Bl s Bk B FFe X, AR ide &2 R TgG1FelX o

[0027]  fE—t8 B ARSI TT R, rid N 2 BRE A Fe X 1 2 25 R 7 417~ T-SEQ ID NO:
69, FTid B S e Bk B H Fe X [ & 25 R 7 517~ T-SEQ 1D NO:70.

[0028]  7F— b ELAASLiE 7 2, IR EE WTKNO44 ) 454 43 T 45 & KNO44 KD /N T-1 X 10
M, A3 /T 1 X 107°M, FE A3 /T 1 X 107M, SEAR IR /NF 1 X 10-"M, L ik /I F1 X 10
fllMo

[0029]  FE28 —J7 1, AR BRI —FIAZ IR 40 1, H G bS A% BH (1) B XTKNO44 K 256 53 1o
[0030]  7EZE =51, A K BHER At — PP SRR Ho A, HoAw 75 15 3Rk W% o 10 vT #8442 1
A I 7 IR 5o

[0031]  FESE DU TH , AN A BHER UL —FirE 40 B, HA & AR Uk BH I AL R 43+ B DA AR BH 1)
RIEBARFEAL, I RE W RIS IREHXTKNO44 ) 4554 o

[0032]  FESE T U7 , Ak BRER AL —Fh = A AR BH I £ XTKNO44[) 45 & 4 1 I 7 i, A «
[0033] &) 7ESRVF IR RTKNO441 256 73 1 R IE B 55 A T B F= A B 15 240 5

[0034]  b) IN15 H B 5Ra) B35 =R HH BT iR 15 2 AR I8 £ XTKNO44 45640 15 &
[0035] o) fRidkidt— P alifb A/ BRI AS H 22 BRb) A XTKNO44 4554 1o

[0036]  FEZE/NT7 T, A B SR AR — fkar IR A i HR KNO44 ) 47 75 A1/ B0 BB i HKN044
JE BN EGR L3 AN R B B BT RTKNO44 256 73 1

[0037]  fE—uLsiifi 7y 22, B ik 70 St A 75 2 Tl B U KNOA4 ) X HRFE it

[0038]  FEZE-LJ7 1 , A B SR AR — fkcr DL AE i FHKNO44 ) A7 78 F1 /B0 5 HKN044 38
BTV, iR 7

[0039] &) ZEAFXFTKNO44[ ) 45 &4 T HKN044 2 (8] RE S T i A I 2 4F R, A BTk ST R
R RERE i 29 301 5 A B ) BT XS KNOAA R 45 0+ il 5
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[0040]  b) kIS SRR,

[0041] b Bradk BEAE 5 5 06 BEAE a2 (R B2 & W0 B 22 57 Fa 7 SR A i R KNO44 [ A7 7E
A/ B, PLde L, Bk ) BEORE 5 TIE S ATKNO44 .

[0042]  fE—SBsjfi 7 = rf, Bk 77 3% F T KNO44 R Z AR J7 2446 I, B ik BE RS 5 A LV RE
fi A9, a2 B i .

[0043] 755 )\ J71f , 4= & B A — b T KNO44 A $T 25 47044 (ADA) 6 I k75 &, AL 5 A
R E SFTRNO44 [ 45 & 43 1, Fo b BT IR BT STKNO44 1) 45 & 43 1 FIAE B IR KNO 44K BT 2 Hidk
(ADA) o U ¥ FH A BT A4 o

[0044]  fE—LLSi 77 ZE, Frid ik 771 S A 7 KN0 44

[0045]  FEZ8 L5 T , AR B SR AR — i F T SERF 5 - KNO44 T Bt 25 Bk (ADA) K& 5 v2:
Frid 75 L4

[0046] &) {HKNO44 5351 55 $EAF: i FOAS J B B £ XTKNOA4 ) 45 & 71 B fil s

[0047]  b) kxS SRR,

[0048]  FLHTKNO44-5 A J B I 4 XTKNO44 45 & 70 1 BT TE i) 52640 P AR SRR & KRN0 44
(RIPL 25444 (ADA) Fax PR FH P GE L, o adR B ot DAy it FH 7 KNO44 1) X6 G B IV AE: it » 4510 If

BRI o
[0049]  fEZE+T5 1, AR SR —FZGMA GV, A S AR B XTKNO44 45 570 1
LA K #2252 i AR

[0050]  FE 25+ — T, A R WAL —Fh e Xd G 697 i T it FHKNO44 AT 51 & 1 BIAE
T332 BLHE S BT IR X G it A SR ) A R BH B BT S KNO44 1) 45 6 7 T BUAS i B I 25 A
Y, BT iR KNO44 F 78 Firads % 5 Hh FRLR7 A/ 836 97 5 CTLA4AH SR 299 , 48] e o B ek e A
I o

[0051]  fE—LLsiifi 7y 22, Firids B T+ it FHKNO44 Bt 51 1 il FH o 20 R JXU 3%

[0052]  7F—bsitiy 22, Pk &t XTKNO44 ) 45 & 45 F BR 25 W 2H &) F T FIKNO44.
[0053]  FEZE-1 U7 1T , A R BH PR A A U BH () & XFKNO44 1) 25 & 4 T 3R R B 25 241 &
YIAE i £ 25 Wb 1) A , B 2590 A 19697 B T3t FHKNO44 7 51 & 1) BILE , BT ik KNO44 F
T BT Gk G ST AN/ BIE T 5 CTLA4AE IE 178 , 451 T s e i 6 e P 076

[0054]  FEEE =7 TH , A K B A A K B B & XTKNO44 1 45 & 7 7 BA i BRI 25 i &
Y, H 19697 BTt FHKNO44 3 51 & B &R S Bk KNO44 FH 78 i i G b Fiis A1/ 576
J7 5 CTLAAAE I I 9 » 451 Gt R % e 1 7

3 15 BR

[0055]  [&]1. 7 HH At 6T KNOAA ) BB A 1 2 31

[0056] [ 2. 7~ T XFTKNO44M) 7 A Hi shRs i {5k Fr s i i 5 BT RKNO4 411 45 & i 42
[0057] P& 3.7~ HHEFXTKNOA4[) B3 i -Fefih & 8 1 S U IRKNO44 1) 45 & i 25

[0058] K BHifIAR

[0059] & X

[0060]  FRAE S5 FRam e S, 15 W BT A BT PR 18 350 FL A A A Hp (0 38 8 3 S, % U
ARSI ARN G T 8- 25 B inhs vEF-M , WiSambrook et al., “Molecular Cloning:
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A Laboratory Manual”;Lewin, “Genes VIII”; &kRoitt et al., “Immunology” (Z88kR) , LA
JAICH 5] ) — A BOR s BLAN, BRAE 3B U, 5 AR BARVER I B A 775 P IR B
AR BERAER T UL H 2 4 LA B 5 77 AT , %07 SO A AR S HER N A 1 i I 2
A ANARAE T IR — R R K 3 rb 5] FHI HoAth 225 STk

[0061]  BRAESIA ULHH , 5 I A] B HeAE FH IR AR IE “Prid” o e Bk 07 fEA S Lk 2 44
HEEPURIE TR ATEYUA , 5 AAE— RAE DL AFE K PuiR AN B DL S H P
g3 G IR B (BFEHAN R T-Pu SR 45 & S5 i3l B, 43 0l ] A VHH 5 A4 48 B VH/ VL 25 44
1) o eAh AT FERE “Fe 207 (1 anfe “Ge e BREE B 207 Pk 207 | “ B — ] AR 4 )
WA VHHFR A1) 85 B B 7 507 SRR TE ) — MRS B 9 BE LG A O B IR P 1), A,
FE A iR 7 8 (AR 7 B 8% B R 7 51, B AR AL 75 22 58 PR 8 ) fd e

[0062] WA A, RiE (ZRREREE B (1) “G5 3807 2 iRt S E A 40, AWML T &
H AR BB 4ERE L = R A5 . — RN &, i 7 st s B BN ThREE it , HAEVF 215
UL RTINS B2 B B 7% 22 FL Al R B T AN 403 2R 2 1 00 FL AR 43 0/ oS A 3K Th R

[0063] AR STl RV “Se B BR 8 1 45 M3 R R Bk Bt () an i 4 BE P4 1) B al
FEHLRIEE) BRI X8, B2 8 FE AR b HHIX RERIE X I8 2H B 22 ik« e e BR AR [ 45 A 330
FEAEAE T HLYERFPUAAR T 110 S e 3R 8 3 4 AR AIE , e i HEZIAE AN BAf B AR e B AR 5 —
IR B RS E I 20T ST AT BYT B R 2 )2 2 2 4H ke o

[0064] WA STl AR VE “Ge B Bk 8 1 n] AR 25 R 2 R A b P A 8 S T S 43l
FRA REZLIX 17 B “FR1” | “HEZR[X 27 B “FR2” L “HEZLIX 37 By “FR3” | J “HESEIX 4” 5L “FR4” ] 1Y
AN HEZRIX” 2H R8I B 28 BRER 3 435 R 380, e o B A B2 [X P AR 4530 S T S0 4 R Ol B AR
PesE X 17 8L “CDR1” | “H AN E X 27 51 “CDR2” \ K “H MR E [X 37 5 “CDR3” ) =A™ “HL MR 5E
(X B “CDR” [A] & T o DRI 1, 4 2 3R B [ AT A8 45 M 33 1) — i 46 A B3 2 T i R K7 4 - FR1-
CDR1-FR2-CDR2-FR3-CDR3-FR4 . %% BR i 1 ] AR 45 M R B AT 1R 45 5 A7 s M - P40t
PR 1

[0065]  GrA ST AT IR 1E “Fe e BR AR 81— P AR S5 M3 SR R RE WS AE AN 5 FAt S e 3Rk B
I T AR S5 R IC T R 1 00 T o e MR 4 S PR R AL I S 3R A 1 R] AR A e A R B B S
() S 2 3R B B — AT AR S R — AN SRR “E R TAR” , B an S e 3R B AT AR S5
$VH S VL (VHEE AL 8 S VLES F380) o S 28 BR AR 1 B0 — W AR G5 M) 5y — SEAFI D  SC0E
IR IEARH) “VHHZS A4 (2l 0%y “VHR?) .

[0066]  “VHHZE #J35k” , JRFR o B 4 B3 oA  VHH L VaH 25 #4358  VHHBTAAR Fr B FIVHHSTT AR, =2
PR “EFEBULAR” (R “BRh= 28 HAA”) BIPUE 456 S L BR 8 B (1) 7] A2 45 /38 (Hamers—
Casterman C,Atarhouch T,Muyldermans S,Robinson G,Hamers C,Songa EB,Bendahman
N,Hamers R.:“Naturally occurring antibodies devoid of light chains”;Nature
363,446-448 (1993) ) o {il FHATE “VHHES A3 LURE F it ] AR S5 4638 5 A7 A2 T 8 R4 B4R
%) B P AR 25 M3 CHLAE A SO PR “VHES #3) DL S AFAE T8 FNABE DU b 1K e i ] AR 45
Pyt CRLAE A SO ROl “VLEE M3 ) 37EAT [X 43 « VHHEE A 35 S 1 45 4 660 1 8 75 S A P )&
S A (I 5 5 ABEDUAA b B VHE VLS5 M3 S, ZE I B 0 T 3 I VLES Ry 8 5 VHAS
Ryt — 2 IR 0)) o VHHES K380 H B — S B BR AR 3 S5 AL 3R ) /NS B 5 K R B J AR i)
LT



CN 110407942 A W OB P 5/24 T

[0067]  FEZA S B i BN SO, R “HL R B PTART L VHHES F R L VHE | “VeHES A3
“VHHHL 4R Fr BE” L “VHHBL R DL J%z “Nanobody®” & “Nanobody® 4% #4358 (“Nanobody” A
Ablynx N.V./Z#],Ghent,Belgiumff) & fr) v B #efdi FH .

[0068]  #|&IRiechmann ZMuyldermans,J. Immunol .Methods 231,25-38 (1999) &2 fif
7 X T 3% BE R VHHZS #4380 B B FH ) 2 R Tk A AR e Kaba t 6 A 45 tH 1 VHES M3 i — i
i 5VEK G S (“Sequence of proteins of immunological interest”,US Public
Health Services,NIH Bethesda,MD, A H %R 5H915) ARG 1% %M 55,

[0069]  —FRIF & 7EA B 1-304b (1 LR TR A

[0070]  —CDR1GLE 7EAL B 313540 i LR Ik 2

[0071]  —FR2EL {5 FEN B 36-494b I HE TR

[0072]  —CDR2U & 754 B 50-6540 1) 2 FE R 7R 5

[0073]  —FR3f0 & FEAL B 66-944L Y S BE FR TR JE

[0074]  ~CDR3EL & 7R EI5- 10240 ) 2 JE R Tk = , H.

[0075]  ~FRAGLETEAL B 103-1134b I R IEFR TR IE

[0076] SR EVE = , WA AIE 0T VHEZE #4380 S VHHZES R 3805 22 R, %% CDRH 1) 28 B 1R
BRILH BB T B ANE , HooT Be A XS N T HKabat 45 45 7 1 20 F5 B2 B 2 1 2 20 (RIAR $i5
Kabat%i = 1] — 8L Z A7 B AT BEAE SLPR 7 21 R 5 4 , BRSEBR 7 21 AT BE 5 2 TKabat
%5 BT SUVFECE R R IR A AE) X SR E — R 5, AR #EKaba t 1) 2 5 AT fE 6 BB A] 58 A
X RSB P 81 HR S B R T A 1Y) SR PR G

[0077] R4 O A1 A 0T VHESE #3302 3 IR iR JE 134T 9 5 1 HoAth R 45, WiChothiad
5 &4t .Chothiall) 2 F: MR % 5 S5 Kaba t AR, {H H A KT CDRIX Kl 43 & i T HiAA n] A8 [X 2 4 v
[FI2F (Loop) X RBEAT (] , AL AECDRIX T A0 25 1 28 2 R X 48 b 2> 5 Kabat ) Fr AN ] o Stk Ak
A ADMZi i 22 5155 o B HoAh 2 6 22 4t v DA S ARt B2 FH T+ VHHSS #4380 SR, B AE A 1
B, 75 IAE AR T B A5 S BURI K A B B b, K80 0 B B ik B AR e Kaba t HI& T-VHHEZ: #4455
K145 , B 4% A Kabat 5Chothiaf) 4w 5 o

[0078]  VHHZE #3gk H () L PRk i Y S BUK I S AE 1 LO R 1 207G N, W 1 T 1125115
Z 18] o SR R BN R A T HIAR AT IS T A SR i H 1 .

[0079]  VHHEZS #4355 A &5 A FL ) 22 KA oAt 25 M e ok S D RE P B T S 5 R -

[0080]  VHHZE#3 (L& R AR “Weit” DAEAAF AR B il AR 45 My 3 H A 5 5 55 n] AR 45 1)
BAHE AR RSO SPURDIReES &) v AR — HARXT BN DR bt iR 45 & S5 1 5
TG 5 R EN 22 K o I IX 43 VHHEE #3805 5 A BEDUAAR I VH AL VL 25 R 3k, X e VH JZ VLA #4380 H
Bl E A E TR N PR S & E el R Bk B B ] AR 5 AR AT SEBR B L (H 75 22
DA MR Ak ) — B A & DR AL Dhae bt R 456 5T (U0 LA WiFab by B S5 & I piig Ay
B X 5B H 5 VLGS A3 LA I B2 1 VHES A3k 4H A i) s cFv R TE 20

[0081] P T-IX R 14 o3 , 15 FHVHHEZE M35k — B b Bl AR N BOR 2 Ik — &84y — fe i 2
M T8 FIVH S VLA #33 L scFv R B pe Ak v Be (59 iiFab—BXF (ab’ ) o— A B) 1 i 1
AN TR LR — g MR DL S SR N ) Sk B A A pUE , AT A A5 BE AN 7R ZEAEAE A EEL
SERIE, WA TE B DR 1% 0 S 45 M3 DUIE 2 78 (A A G S M BUAEAE (9l i s e P — i 7 2448
ZRE T B8 Sk) s VHHES #3800] 5 B — LR 30k HAS 75 EER0 P8 I 31 B 8B 11 ; VHHSS #4138
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AT A Gy M S0 1 2 i B 22 s S A 20 (R 204k VEHES #4882 Rl v B SR AR e % s VHHE,
R 0) A pH 2 5 Bl A FCAh AR 1 77 B 2% A v FE AR A 5 LR WG ) A ) 4% L i A7 B b AN
FAYA VR4 » NI J 15 20 AR I 8] B PR 385% s VHHES #9358 5 T il & E AR BAn , B 2 7 A 7~
JIr 75 ) RRASE b R Akt s VHHES #4380 5 % M4 BE bk L PR 456 R BoH EE AR (R &
15kDa sl R /N AHE FIgGH]1/10) , BRI A LG T8 4 BE P4 A bt 456 v B, SR Bm 1)
HALSENE HT LU R 45 24 s VHHES M 380n] 2o il s 45 -6 v o O3 i T 58 VHE,
P 3EAE G ZE K I CDR3ER) , AT AT BIIA W AR HTAA S Pt i 45 & Fr BOAN AT 2104 1) 518 & 5=
(e
[0082]  3RAF&5 & R i€ Bt SR B AL VHHIY 7732, BB & & JF T AU R 3CER 1 :R.van der
Linden et al.,Journal of Immunological Methods,240 (2000) 185-195;Li et al.,]
Biol Chem.,287 (2012)13713-13721;Deffar et al.,African Journal ofBiotechnology
Vol.8(12) ,pp.2645-2652,17]June,2009;W094/04678;US7790367,2006-09-14 ,METHOD FOR
SCREENING A LIBRARY OF VHH POLYPEPTIDES,Casterman,Cecile,Hamers,Raymond; F1US
7786047,2006-02-10, IMMUNOGLOBULINS DEVOID OF LIGHTCHAINS,Casterman,Cecile,
Hamers,Raymond.

[0083]  ihAb, AR E AR N G KE T AR, A AT RERE— N ELZ AN FIRCDR “FoAE” T Hoth “ 5
287 (BFREAR T A SR B AR Fe e 3R B 50 20) b o T i CORAE AR ) S8 S 5 AR AE AR 43
B 2T HIT .

[0084]  4nA ST HY, AR TE “FRAL” AT T AL BB AR T “Bi SR e 8 787 R LA TLAMO B 46
A PR AT TR P E 75 o Bt SR 1 08 e B 2 43 R A 2 1 R T R A, 9] e i
PR BB EE , I HLI B R E I = 4E S5 MR IR DA BRI FL A ARRAE o 491 2, A3 8 DA
() 25 TR 45 2 /031456 7.8.9. 10 11,12, 13 1481 5ANEL: ol AF i S 1 &L R , 1
A DA “ERME” AL R R R AL 2 WL, 51U, Epitope Mapping Protocols in Methods
in Molecular Biology,#566%45,G.E.Morris,Ed. (1996) . fE£kMERAIH, B (i -5 AH B
F431 (BIangiia) 1806 BT A BLAE R R G S B ) — R B R 7 P A7 A - A1
RN, A EAE FHI R BN 0 70 T ) B R BRI R L AR AE

[0085] W {fi FH A< 41 5k A 2 1K 1 2 3R A E A R B B 4h R PR 1 R AL . 2 0L n
Epitope Mapping Protocols in Methods in Molecular Biology, #£66%:,G.E.Morris,
Ed. (1996) - 251 5 , £ 1% 2 A7 mT ek 45 an LA 7736k i€ « 75 B SCREY) BRI & ek
IR, Hrh X B RO N T A Bor T A ER O, HAT X S IRAETS R S SCRR BRI 1B L T
PR RN o 3X R AE A o 2 R0 B AR T a0 S8 [E £ R 254,708,871 5 ;Geysen
ZEN (1984) Proc.Natl.Acad.Sci.USA 81:3998-4002;Geysen® A (1986)
Molec.Immunol.23:709-715H1 . FALhih, #4 G & A7 mT 38 ik 1% a3 ok 497) 2 x S5 2 485 i 2 S 2.4
%ML ILHR B 8 R R 1) 2 (AT AA B I A 25501 2 WL aNEpi tope Mapping Protocols ([A] F) o
[0086] AT A FHA STUIREL AR N G2 O A1) B, it 5 A R AL 45 & 56 5+ P ik Pk .
B, A HEAT 56 4 FAE X FEF0E AT, DUOSRISAI I 56 5 02 M 5 SR 45 & bk A T8
MIRIAE S5 4 RARAG 25 G A [R) AL X LA D v 3 5 vk 4 3 T 1 o & R A W003 /48731
o PR, RIS AR SRR N L BN RLEOR 3R 3 S AR KIStk T4 &
KNO44 b [y HH R A7 (1) fidak S AR 456 R B
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[0087]  —JRIM & , Ri& “RrF " 48R E PR 4G 7 Falbi R 45 & | (Bl an 4 & i1 1)
T PEBRER [ — 0 AR S5 ) 7 Tl s A A R R PT R SR A B H T B TR R4S A
Iy FHISE RN IR/ B A e SLRE R o B TR S PR S A B O R T 5 (KD) B
FoRBIZERT, RRA GRS G E A LIRSS G AL 2 A1 256 0 I & KDIE RN, &
PS5 PR S G5 T 2 MR 456 o bk g (B0, SR A ] s R 4k & 4 Ka) , HoR L/
KD) o GnARSIIREE AN G0 T A, B T B ARIEGE I HT R , 7T LA LLE J07 = 2 S5 7. 5
EIAPRGE G F (B BRE A ik RIS ERE A B — RS E Hi £
R SHRPUR 2 M4 amEREE EE S TITHEA L SRS &0 7 LR
AL S RIISE RN T, LA RAEE T PR & 50 F R AR G AL A E -

[0088]  WIASCHTH , ARTE “BFXKNO44II 456 70 17 B AREAT Be % LA =2 A 71 45 G KN044 1)
3T o AERTRNOA4 ) 45443 1 ] LA H5 £ STKNO44 ) i As 5 8 R HiAR s H g8 &4 - BT 5t
KNOAAMRI 254 73 110 I 75 Ho e Bk i 1 B Kb Ag (1gSF) BCDRBEHE 4 1

[0089]  “F XFKNO44H] 455 4 17 8 v LAHR 45 G KNO44H) 54 73 1 (B 5KNO44 1) — A 5&
REEGIT) » L ek 2 M s &0 1 (g5 & —ADLL BRI A0 T) « AR
“EFSTKNOAARI 45 543 17 W DAL 22 /0 — AN 55 B KNO44 1) S S BR AR [ B — m AR 45 M 48 dn
VHH . 78— S5 St 77 2 0, A% % B ) bt ST RNO44 R 25 443 7 T LAAL 25 AN 45 S KNO44 1) S 3%
BREE H B Al AR 45 R N VHH

[0090] &, A% BH A XTKNO44 M) &5 & 7 144 LA Wil i Biacore BYKinExABL AR M) T4
Fi AR (Biolayerinterferometry,BLD) MR iE10 " FE 10 BE/R/FH M) VFEARIE10PZ 10
TR/ TR EEARELI0PFE L0 VR R RIE10 0% 10 Bl s A A 25 £ (KD) , /R
PLEATOM ARk Z D109 ik 2 /b 10°M T, AR IR ZE A 10" OM T Bl G A 2 10 M )
BB (KA) 456 Fr B a5 A PR (RIKN044) HiJR4E& HE A EE R4 & LA E
FNEATARTIE A 77 R E , A3 451 40 22 171 55 55 AR 2L 4R R (SPR) MI5E \ScatchardillE A
BT (Bio-Layer Interferometry,BLT) il All/ 5 5% 4P 25 A e (51 G FC St o 72 N 7
(RTA) B2 52 (ETA) Je Jetaz e G 1l 52

[0091]  FHEL T3 R SR AEV R IE AN/ B3R5 1% 2 IREUZ IR 70 7 1 [ A Bl i 77 2, M 3
O 5 &8 /D —FEZRIRB i (57720 HRIEH 5 2 FHC R AR 2 (Bl R —&E /2 K.
F— R 7 — W 5y BOR 5r T B R D — PG e ) A SR E AL 53) o i, 2 IR EX
B 5y TR T AR Ay B 7 e i, 2 KB IR 7 T H D alifh B /D25 Rl 2 22010
2% A A 2 /010045 H. 21810006550 1000 1% LA _E I 4 40 0 “FeA B2y B« &3E A i 52
AR (a3l A s B, W5 P I I e e PR UK) e, “BE AR B B 2 KB R 2 TR
AR F NI .

[0092]  “SRANJJ AL H BT XTKNOA4 R P4, 455 ) & VHHER 25 A 3 i 4, £ — AN B £ A4~ CDRH
HA N2 AL, TR0 S BOFKNOA4 25 A A EE T3 % B IS ANET XTKNO44 1) Bt
A BT 38 0 & 21 R0 77 BB BT XTKNO 44 4 Bt 4k mT 3 ask 461 Gt ey DA B 0 A 8 2 i
R H 2 MarksZE N ,1992,Biotechnology 10:779-7838¢BarbasZ: N\ ,1994,
Proc.Nat.Acad.Sci,USA 91:3809-3813.;ShierZs N\ ,1995,Gene 169:147-155;Yel tonZs
N51995, Tmmunol.155:1994-2004; JacksonZE N\ ,1995,J. Immunol . 154 (7) :3310-9; %
HawkinsZE N ,1992,].Mol.Biol.226 (3) :889896:;KS JohnsonX&RE Hawkins, “Affinity

10
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maturation of antibodies using phage display’ ,0xford University Press 1996,
[0093] WAL B ARTE KR AR FLh 4, JLH R KRB, THAZ AN .

[0094]  GpASC AT A ARAE “Br 2 Hi4R” 88 “ADA” 45 5 25 W0 AR A 0 S 1 IX 38k 45 A B AR
X R S X 38 AT DA SR 2 AR i P AR [X L CDR L 58 [X B0 45 44 o 3 Fh7i 25 B4 v] 22 254
FrvE I R v E T G G 8 i e S B AR IR R ) B 2 i M e 8 T g S PR AR 25 09T 3R
O™ AR RN AR “LIPiAR” fa ] it H 20 R TR T R P 45140 , 4548 K B
(R STt T 22, 3814k IKN044

[0095] % A A AT XTKNO44R 45 & 4%

[0096]  TEZE— 51, AR BIEEAL T —FPEXFKNO44 45 5 0 T HB & 2D — AR s &
KNO44 K] G ZEBR AR [ B — ] AR S R4 7E — B8 st 7 o vb , i T SKNO44 ) 45 5 F B &
— NS5 GKNO44) e BR AR 1 B — A AR S M AE — S T SR, B BT T KNO44 1) 45 A
I3 FAE I BE 24 G5B KNO44 ) S BRER 1 B — ] AR 5 A3 £E — B8 St 7 =0, A K
B TR FRIKNO44 A5 7~ T-SEQ 1D NO: 88K & LR T 71

[0097]  fE—dLsLyti 7 B, iR B /b — DN skE H B P RS IR S & EH LR )
CDR1.CDR2FICDR3:

[0098] (1) SEQ ID NO:1f7~[#JCDR1,SEQ ID NO:2f7~[fJCDR2,SEQ ID NO: 3/ 7~[fJCDR3
OO BT PR BinKN044-19-3 ¥ CDR) ;

[0099]  (2) SEQ ID NO:4ff7=[#ICDR1,SEQ ID NO:5F ~[FJCDR2,SEQ ID NO: 6/~ ICDR3
OO B TP BinKN044-97(#CDR) ;

[0100]  (3)SEQ ID NO:7fF7~[fJCDR1,SEQ ID NO:87~[fJCDR2,SEQ ID NO: 9 7~[#JCDR3
Cof BT #i44 #knKN044-125( CDR) ;

[0101]  (4)SEQ ID NO:10ff7~HICDR1,SEQ ID NO:11fF7~fICDR2,SEQ ID NO: 1217~
CDR3 (X} B F$i A& #RknKN044- 1941 CDR) ;

[0102]  (5)SEQ ID NO:13ff7~HICDR1,SEQ ID NO: 148 7~HICDR2,SEQ ID NO: 1517~
CDR3 (%} B F-$i 4 #knKN044-2001]CDR) ;

[0103]  (6) SEQ ID NO:16ff7~HICDR1,SEQ ID NO: 178 7~fICDR2,SEQ ID NO: 18F [
CDR3 (%} B F$i 4 #knKN044-2161ICDR) ;

[0104]  (7)SEQ ID NO:19ff7~HICDR1,SEQ ID NO:2087~fICDR2,SEQ ID NO:21 1<)
CDR3 (%} B F-$i 4 #knKN044-2201]CDR) ;

[0105]  (8) SEQ ID NO:22ff7~HICDR1,SEQ ID NO:23f7~fICDR2,SEQ ID NO: 247~
CDR3 (%} B F$i 4 #RnKN044-227 [/ CDR) ;

[0106]  (9) SEQ ID NO:25ff7~HICDR1,SEQ ID NO:267~fICDR2,SEQ ID NO: 27~
CDR3 (%} B F-$i 4 #knKN044-235 I CDR) ;

[0107]  (10) SEQ ID NO:28F7~IfJCDR1,SEQ ID NO:29f7~F{JCDR2,SEQ ID NO:30/~H)
CDR3 (%} B F-$i A& #RknKN044-24 4[] CDR) ;

[0108]  (11)SEQ ID NO:31AF7~ICDR1,SEQ ID NO:32f ~FKJCDR2,SEQ ID NO:33/ )
CDR3 (%} B F$i 4 #RknKN044 249 CDR) ;

[0109]  (12) SEQ ID NO:34f7<HICDR1,SEQ ID NO:35877~f{JCDR2,SEQ ID NO: 36~
CDR3 (%} B F-$i 4 #knKN044-2521]CDR) ;

11
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[0110]  (13)SEQ ID NO:37fr7~fICDR1,SEQ ID NO:38F77~fICDR2,SEQ ID NO:39FT /R~
CDR3 (X} B F$i A& #RknKN044-2641ICDR) ;

[0111]  (14) SEQ ID NO:408F7~JCDR1,SEQ ID NO:41f7~F{JCDR2,SEQ ID NO:42f 7<)
CDR3 (%} B F-$i 4 #knKN044-2661]CDR) ;

[0112]  (15)SEQ ID NO:43fF7~JCDR1,SEQ ID NO:44f7~FFJCDR2,SEQ ID NO:45 /7<)
CDR3 (X} B F-$i 4 #knKN044-268 I CDR) ;

[0113]  (16) SEQ ID NO:468F7~JCDR1,SEQ ID NO:47f7~FFJCDR2,SEQ ID NO:48f /<)
CDR3 (X} B T $i A& #knKN044-275 I CDR) ; 11

[0114]  (17)SEQ ID NO:49f77~HICDR1,SEQ ID NO:50f 7~ ICDR2,SEQ ID NO:51 7~k
CDR3 (4} B F-Hi A& #RknKN044 280 CDR) o

[0115]  7F—6sitiy Z2rh , A 5% BH (R 4 XTKNO44 ) 45 4 4> T I 2 /b — ANy Bk R 1 2
— ] AR 4E K3 VHH, 1 0, N JRAK I VHH . 75— 25 HAR S 7 2, il VHHEL 27 SEQ 1D NO:
52-68HAE— I Z LR 791 o £ ) — S 77 2P, AR B I AT KNO44 1) 256 43 H R VHH
£,4 5SEQ ID NO:52-68HF—H A £ /180% L1k 2 /090% EEAL kb 2 /095 % \ E &
B ARk 22 2099 % 1) 7 H1AH R 1 1 2 R R 17 91 o B, BT VHHIF) 20 512 /7 41 S5 SEQ 1D NO -
52-68FFE— ML A5 — B 2 AR I ER U, Plde PR ~p s B R B 9l 4, 451,231 4.5,
678,98 10/ 7 2 AR HUAX .

[0116]  fF—Rbsiti 7 22 rh , A K B 14 XTKNOA4 R 45 6 4 T 20t S5 F1 J1 k15 1 . &4
2 F 77 BRI £ ST RNO44 1 256 73 1 AT BALFE — AN 2 ANCORF B — a2 AN, BT id Az
1 FEOTKNO44 ) S5 A T AHLE T 28 A B XFTKNO44) 45 & 70 1A BT 38 .

[0117]  fE—Rbsiti 7 Rrh , AR B A STKNO44AI 5 &40 7, 18 7 2 /b— AN Be g B bk 4
HrKNO44 ) B BR B 1 R — Al AR g g3k A , i AL B e B BR A I Fe X o 75 A Jk B IR £ X KN044
& & Ha& RERRE AP X ] DT TR 456 70 T I 5 Ak . 7] T A K B ) Fe X
AT RLSR 3 AN E LR G e 3R B, 491, TeG (B4, TgG1 .\ TgG2. TgG3uIgG4 M AY) (TgAl
TgA2.1gD.IgEakIgM.

[0118]  #F—LEsjti 7 R, Prik e Bk EE I Fe X ARG & N S BREE AFe X, ARG & A
TgG1HFclX o fE— 48 BARSETf 7 S, Pk ey B3R EE F Fe X [ 2 258 7 517~ T-SEQ 1D NO:
69,

[0119]  FE—Esjti 77 R, Prid Gy BREE I Fe X AR IE A2 R A B BR B A Fe X, AR 2 B
TgGIHFclX o fE— 48 BARSETf 7 S, Pk ey B3R EE F Fe X [ 2 2518 7 517~ T-SEQ 1D NO:
70,

[0120]  7E—&& B ARSIl 7 9, Ak B EF XTKNO44 &5 & 2> 7+, FTiR o 38 Bk B I Fe X
(BN N TGl FelX B iR TgGLHIFelX) B a2k (nfikek) 1a) 48208 45 2 pr ik S 2 Bk
A AR g A (UTVHE) B Coif o

[0121] {5 —J7 10, A K BRI A XTKNO44 R 456 4 ik i 5 BE % 5 FHSEQ 1D NO:52-68+H
B R 7 51 2H i ) VHHZS A KNO44_E 1) AR 5] 26 A7 i A ST KNO44 - LAk 43 1

[0122] A BRI BT £ XTKNO44 [ 45 B 43 45 A KNO44 FIKDAE 7] BL/ZNF-1 X 107 M, flidk /s
F1X 107 MLFEARIE /N T 1 X 107 MO ARIE /N F1 X 107 M S H AL/~ F1 X 107M,

[0123]  7F—Lsjfi 7 R, A%k B R 41 RERNO 44 1) 45 & 43 F A PH IrKN044 5 88 65 (51 40

12
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CTLA4) Z 1A I AH ELAE FH o

[0124]  7F— L5z J7 S b, AR B A &T KRN0 44 45 & 3 1 A FELITKN044 5 88 55 ({1 0
CTLA4) Z [A] I AH ELAE F o #E — 2L St 77 S8, AR BH IR £ XMTKNO44 1 556 40 T H T1E R
KNO44 371 25344 (ADA) #6230 F) BH 14 30425

[0125]  7E—ubsijfi 5 R, A &k BH I 4T RFKNO44 1) 45 & 1 F T RKNO044 (1 Z5 AR 30 1 246
bR

[0126]  AZPR A 18 41

[0127]  FE 55— J7 i, AR BHI S Gmts A% B B B X KNO44 I 456 3 T IR IR 70 o A K
BH () A% 82 AT IRNADNABY cDNA o MR 48 A i B — AN S8t 77 58, A B AZ IR A2 A B 77 B
MR o A — 25 HARSZI 7 A, Gmbid A & B I £ XTKNO441) 4564 T AR 70 B & SEQ 1D
NO: T1-87THE— KL H IR FP 71«

[0128] AR EHMIAZIR W PT 28R TE 2, AT A7 AE T HoAR b A/ B n] 8RR —&8 4 , 1% 8k
A8 40 5 R K g OB B YAC o« B4 AT T H A Ak Befk , BTS2 AL RTKN044 /) 45 & 4 T 1R A1
/B RN (RIS A 8 FA0M 18 EEHURFN/ BL3RIE RGe ) RIS K %R IE FRE
WS RS —MAR AR, Kl E R & — AN a2 N E A I R E W o (Bl
JBB T IR AR TEE) A X FEREE 18 3 B SR IA R Bk To AR R T AT e B A
AT AR N LR H TR o X5 A R BH T XTKNO44 1 25 & 43 F 1 R 1A B0 75 ) 32 ok X
HAt e AF 0 BARSA], Bl a0 J5 301 3858 7 &b 7 VBEE R T OE BRI BT BT RS
HA .

[0129] AR BHBIRX IR AT 2 T 00 T AR SC4h HH A K B 1) 2 KR 2 2L IR 7 F1 45 B il
s = (Bl anim st H ZDNAG R/ 85 2 ZH DNARE AR il £ B3R 4S , A/ B mT I & 10 R AR K
P73

[0130]  FE S — M, AR K AP S RIKBLRE % 3R I8 — Fhak 2 FhAS & B I £ XTKNO44 1) 45
03T/ BE A AR B A% R BB AR 1 T = 4B . A R B IR e e 1 2 AN A B 4 B
PRI 20 B B L B P 4 i

[0131]  J& A1) 40 B 41 B 046 o == IR BP0 B B Ak (9 a0 K AT B (Escherichia coli)
PETEF B & (Proteus) BAK S AR5 i 1 J& (Pseudomonas) TR #K) 2 = == IK FH 14 40 T8 11 ik
(] 4n 2F fE AT B J& (Bacillus) WHE . BE & W )8 (Streptomyces) Btk il & BK i )&
(Staphylococcus) Wik X HAEKE J& (Lactococcus) FAKR) HIZHE .

[0132] &AM ERANIMWEAIEAKREE (Trichoderma) ik #I 1 J& (Neurospora) X i 6 &
(Aspergillus) BW R0 40 i ; B & A FE W BEE (Saccharomyces) (4 40 R iF 5% B)
(Saccharomyces cerevisiae)) ZJEHE# B} & (Schizosaccharomyces) (51 40 5E 8 448 1 £F
(Schizosaccharomyces pombe)) EE/REFREJE (Pichia) (a0t #yfE Ea R & (Pichia
pastoris) MW H EEEFRE#RE (Pichia methanolica)) KN FREFHEE (Hansenula) FI4)FPH)
il

[0133] 3 & F Wi L 3470 41 i A0 355 9 A HEK 293 41 g - CHOZH A - BHK £ g - He La 2l Y . COS 4 A

Var
2

(01341 AR, A< Bt mT Ak P SIS 4 L B2 HR 20 . e 20 40 i B A sy ] 1 2R3 e U
AR H AR 2 .
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[0135] % BH IR Bt 72 A A % B (1) 4 ST KNO A4 (1) 45 4 43 T I 7732, Bk 5 32538 4 4, 2 LA
ez ¥

[0136]  ~7E RVFRIEA K B IIEN XTKNO44RI 45 6 o T 26 T 85 3R AN R B I 78 = 4 s %
[0137] - AEEFRY) AUl BT IR 1 3 41 i IR I A F XTKNO44IH 45 553 15 [

[0138] ATkt — D alifb A/ BSR4 A B R EF XTKNO44 I 245593 7

[0139]  FE—AMILIE A SETit 77 S Hh , A BH B T XTKNO44 T 45 6 43 71 R L 3h ) 40 i 7=
A AR B B B XTKNO44 1) 256 J3 - 7T LUZE N FL3h A0 240 i vh 3 A5 e 238 o ol , SRk 7K-F 1]
15K Z)100mg /L HLik K 29150mg /L AR K £1200mg /L ik K£1300mg /L HEALIE K 2
400mg /LB 5Bt i% K £1500mg /LEY # 5 /& o

[0140] 7<% BH )£ XTKNOA4 1) 25 6 43+ o] 76 b Bk 48 A o DL A o =X () G 8 28 g
JH AE B BRAE LR A ) PR A B I AE A 4y B HAT Lk — A a4k s s AT LA
Mg 77 X (BInFERE 7718 F 4 85 Fe k) =4, B B 72k 0 & ARG gk — B alifh..
[0141]  FHTE4H A 2 IR 73 SO, 0 anss e i & R IR B AL aliie Ye 7 v L1k 3%
FRICY) 15 SR E R IE B T7VE VB F7 56 A SR AE A e 2 O AR o SR A, 3 FH T il A K
BH (R BT RTKNO44 1 256 2 1 I 73 I B 40 B AL BRI AR ST EE AR N 3 A
[0142] SR, A BH () 6P KNO44 ) 285 6 3 -t n] DUd I A 8 2 0 ) e AR B E
(7732 3R 15, 1 antb 26 8 45 [ AH BRIV AH G o

[0143] Al

[0144]  7E 55— TJ7 1 , AR BRI 7 — Pl IS RE S s KNOA4 1 A7 £E A1/ BN i HKN044
E BN 75, IR 712 A4 -

[0145] &) ZE4FAFKNO44 R 45 &) T 5KN044 2 A RE W6 T i 2 A I S48 T 45 T iR A
X HERE 20 1) 55 A R BH [P BT XFRNO44 I 245 6 1 e fik

[0146]  b) kxS SRR,

(01471 b B ik S i b5 06F RERE 5 2 18] 52 & W00 ) 22 7 4 7 SRR S R KNO44 I A7 7E
Iz 1, Ffr ik 5of FERE: it 25 T0UE B KNO44

[0148]  #F —Lbsizjifi 77 2=, Frik 77325 FH T-KNO44 /) 25 485 F7 2446 I, B iR #EAE 5 A I V3R
fi 92, a2 B i .

[0149]  7F—LEsjia /5 R, 45 % B R 4 WTKNOA4 1 45 & 45 T 1T 2544 ] A TR I B a4
AR RS U 21 P 2 e ek b 22 R 22 AR B  [RD L R VPR ASSE IE — AN St T =, BTk
o 368 e A AU 2 R0 ) T S B A N ) 7 AT, W B Y B ZEEELTSA

[0150]  7E—LLSijiiJy 22, Bk SRR i A2 a8 it AN [R) 7 1) 4% [FIKNO44 7 i

(01511 7E 55— 71 , AR B SR AR — i FH TSR i - KNO44 I ft 25 B4 (ADA) il i 7732
Frid 75 L4

[0152] &) {KNO44 5371 5 SEAF: it PO AR 5 B R 1 RTKNO441) 46 & 73 1 Ffl s

[0153]  b) KIS EVIITE L

[0154]  FLHHKNO44-5 A J B I £ XTKNO44 1 45 & 70 7 BT TR ) 52640 P AR SRR & KRN0 44
[RIPL 25444 (ADA) Fax NPT FH A 6E HEL, o adR B ot DAy it FH 7 KNO44 1) %60 G IR IV i » 4510 If
LI -

[0155]  fF —Lbsjii J5 &, A & W AOKNO44 ] 28 475 ] FH T K60 S0 i, m g G Atk 38 70 6 0 38
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[R5 S G RE A I 22 IR S R AL 28 AR 55 o 7R — /N SE il 5 2 HR , BT A W 3o A 453k
EL KA G BRI ) 77 v 34T, 4R I BN B ELTSA.

[0156]  #F—Lesizjifi 7 2, A 2 B FR BT RTKNO44 ) 45 443 T IR BIKNO44 HH Y VHHE HE 22X,
DRI E AT LT 32 1 iR 5] 5 KNO44 [ VHHIR AE 42 X AH [R] L CDRAS [|] i) oAt VHH, B I mT AT 732
(R VHHA AL A A2 S Fnafify, .

(01571 {7 &

[0158] A< B (1) 3 Rl P ik B — A R 6, 12 K50 B B 46 A BH () BT X KNO44 /T 25 6 4y
T o 1 7 S — M B 4 2 B X ) S P A I T g (i an BT A DUKNO 44 B L5 14) 1A
25 o RTEFR AL FE AR A &b Bl S R — i SR A L Atk 77 2B 1k ) S i ) AR AT
[ RSy vy

(01591 53—T7 IHI, A< K BH () 3 Bl P 3 B0 35— il ) 8 720200 &0 B3 4% R BH ) 1 X KN0 44
(R 456 571 o R E— BB G R BRI & N S U F & (140, FHT-KNO44 1 Hi 25 P ik
(ADA) AW AR 25 o AT bR 280 46 72 1A 7 B b 35 6 7R — e fe 1 =3 LA I Ath 7 B X5
SR AT AR T3 T B B S A R

[0160]  Z5MIHEW

[0161]  F—4 T, RS HE—FH G, BG-G9, 50 5255 Ll B2 #
A TE 86 £ — R ) — Pl 2 A ) A 2 B B A XTRNO44 ) 455 00 1 o IR BRI L& vl DAL &5 —
FhEE A 1 (5 an v Pk 22 BN TR 59) AR B I A XTKNOA4 1) 456 0 - 91 a0, A R BRI 254
HEY LS A G YUR ERIAFRRA PRy THE

[0162]  AXSCAd ) “24 2% b T 8252 (P 3R R B A B 2 A 23 AT AR R0 BT A (035 5510 20 B/
JoT AR PO B R RT3 R 7R S8 R R UST S R 77 55 o DL de M, 2 AR IE A TR UL
W R B A0 B B B it (e el v S Bl danyds) o AR it FH ISR AL, AR AL P R
PRy T EFET —HM R, DRI A 50 52 P AE 2 Ak B9 SR 35 10 B AR LAt R SR 2% A4
AE

[0163] I TR AVE ST

[0164] 75 75— 7Tl , AR R A FR AL 7 A BH BT IR BT XFTKNO44 1) 45 6 0 1 B BR o 7 1 4
S 2540 AR IR T S RNOA4AE IS (1) 95 5 v 1 I A7 v o T FHAS R BH IR XTKNO44 /) 25
B TR YT BIKNOAAAE S (122955 9 £ Tt FHKNOAA T 31 & (I EIAE T, ngm B e - XU , BTk
KNO44 FH T 78 i %ot % o F55 A1/ 5836 97 5 CTLAARH < (R 95 » 451 T g i B s e 0 « A4S
HH (1) B RTKNO44 1K 256 73 BU A W 4H & 1) T FIKNO44

STl

[0165] "IN {36 ik S it A5 7Y 7 X adE — 25 0 BH AR B, (FL 5 A R ke 8 4 B R i £ P il ik
F1 S it )5 Bl o

[0166] St f5l1 < &t XTKNOAA) 2 B LIk P A4 1 i a2e % 23 A A il

[0167] 1. 1CPEMIRIEE

[0168]  JEHUARS G it (¥ 14 K 0% 3¢ 43 55 FCOPR L 20 A, 47 E 175 3 9% B %) JIE Uik 8 R B e
R EL 28 , A FHQIAGENZY W] 4 A1t 1) RNAFE Bt 1) 45 2 AR B2 40 i FH 2H 2 RNA, 4 FH Super—
Script ITI FIRST STRANDSUPERMIXia7 & % {15 B F5 4 4 B RNA 498 S 4% 5% e DNA, H
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HLAPCRY™ 14 b B B B A 1) ] AR X (AR R v B

(01691  [alUt H b B B SR HT AR L TR B B, 38 A PR v 9 DI (9 FINEB) Pst1 JZNot 1#%
L o 3R N R R S 7 FH A pMECS H o P2 W06 i H, B A0 22 K WA B P 3 B 2 A 4R B TG
HH ) g =l A 928 RS AR TR A J OIS S % ST R HEA TR R o d s o P AR R A, T B R
IR /NAIT . A X 107 AR I ST 22 A 4 N 26, BE ML 1004 5 B I A D0, B T wf ) AR
J BB N B T8 B M99, IE R R S99 % o 8 X6 I 5 7 FA DNART UL 182 7 371 43 il 43 #r L
XF UESE AT P 5 56 AN S 359 TR 3% SEVHH T 41, H 2 7609100 % .

[0170] 1. 241 GFKNOAAK) B Bl B el T A ) ks «

[0171]  Dh2ng/FLAY A B 20 85 FIKNO44 B AR , 4 CRUE IS - 58 — R H2 % G 95 = i
B2/ S R LI 100 LI B 44 (£910'°-10"pfu, Sk [ 1. IR0 58 IF G ps B I b pdk Je R
SCEE) L AE SR R AE 2/ o 2 J5 FIPBST (PBSH & 0. 05 % M 37 20) 253 , LA BEfi A SE &
PR Ve T 4 o B i FHP LR (100mM, pH 2. 0) K 5 RNOA4KF S 1M 45 & 1 W T A4 i 5, Ik e dek T
A K BOHR R AT BRI TG, 7= A Hali A g o A T —2e 1 i ik « b e i 72 88 5 3%¢
SEARR PR E 2 SR T KNO44AR B IR FE 22 0. 5ug/ L, AR BAER L ik, &4 T 5ok,
T ) WG B A Je T 2 AR e B A P FR KNOA44RE S ik

[0172] 1.3 FHEGEE S J5 1k (BLISA) e S AN B e o

[0173] ¥ DA L% J5 R4S FOKNOA4 25 A FH 4 1) e e Ak Sk e 28 1 K I A B R AR o B 5 B
LI ATV, 70 M Fh ZE2TY-AG, 5% 92 20D600£J0 . 815, HI AN TPTGLE K B £ 1mM , 25 °C 1 7
P FRIE LI PTARRIE T KA B B, I HSCGR B AR, I NTES HE 3% e i 7223
R A, B T ELTSARL I o FHKNO44 (4 TR 4 Cadk 14 , W5 3RA5 (R A b SR E 3 v Onf iR
Mo AR R BTSN, iR T R B2/ o YRS Ja N ZHuil SEPTHARR 2
HRP (&) H abcam) , 253 S B2 /N o ek 2 J5 N TMBAE: Fu3K 5 152 X 450nmAN650nmi K ' B
1B, 450nmsk K 19 W ' B B ok 2 6 50nmipe K W ' o5 A Dy e 24 R R D' A« 24 it FLODAE K
T HRLODIE 2435 LA _EINF, A58 S BH 4 2 L o e BH 1 T o 00 7

[0174] 3R 1. FEEIE G 5% J7% (BLISA) 7 06 3 S5 1k B [ 42 o e 485

[0175]
L E AR oD

nKN044-19-3 0.159

nKN044-97 0.678
nKN044-125 1.172
nKN044-194 0.754
nKN044-200 0.981
nKN044-216 0.886
nKN044-220 1.591
nKN044-227 0.917
nKN044-235 1.268
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[0176]

nKN044-244 1.056
nKN044-249 0.534
nKN044-252 0.76
nKN044-264 1.111
nKN044-266 0.968
nKN044-268 1.027
nKN044-275 0.791
nKN044-280 1.298

£H 0.03

(01771 #RYEF HILL X B A B1oEd i t 73 B %> v [ 1) 2 FL R 7 31 . FECDR 1 . CDR2 . CDR3JF 71
[F PR > 90 %6 1) ve B AR R [F] — PUAAR bR « e A L SRAF L TRRAS R PR, S5 SR &5 SR a1,
T LENL, H A HEKabat FCho thia 18 ) FHEAR HH CDRIX o

[0178] 1. 4BH M v R iR A% Rk DA R alifk

(01791 1. 3 v i e 3K A5 1 BH 4 v B B TR V& AE 2 TY - AG Hh 1% 57 3 0 | M+ VR 3 922 3
50mL2TY-AGE; F:F, 37 C S 7£ £0D60040 . 8IF, I TPTGE UK & Z11mM, 25 Cid % i 5 %
18 o IR SR BRAA T 1 s 2% vy B 8 I 75 B e 4, 5 FH IMAC 2 A R FH B 38 1 1)
Hi shRZEX) b3 B Bk e Rk gk AT 2l , 43 B AR B R e

[0180] 1.5 A% RAK M EF XTKNOA4 ) B B HL 3T AR KT KNO A4 212 1 77 A il

[0181]  DLO.5ug/FLIK) & FIKNOA4 AL S0 , 4 C B ISR o I . A FRAF ) L 5 A Hi s AR
)0 3 B IR BUAA O B6 BE R R 471, TRV 158 2 6o R AL, =0 SO 27N o v 2 Ja I\ B
R S A bR G S PiHi shRZE ) — Pt (streptavidin—HRP,SIGMA) , = 5 s ™. 1. 57Nt
Ve Z Ja I B, X4 50nm A6 50 nmi K B W ' FE AR » 450nm B K 1 W 16 B2 A ok 25
650nme K IO FEAR M e A WO FEAE o B B Sot fMax Pro v5. 41E4T 2040 A 2 AN/
K537, 1k DY Z U E 45 2105 RTKNO44 1) {5 126 B I3 T A4 5 KN044 1) 45 & ith 2k SXEC501E., PA
S I T gk 1 LI BT A4 RTKNO44 1) 55 TR

[0182] S5 IR WLIEI2AFN2B, FHo A AL AR ODME , 185 AL FR AT KTKNO44 [ 4% 34 BR3Pt 4k 1) R
(PAfTng/mL) o 45 5 26 B X BE 1 X KNO44 ) {5 8 BRI AR R BE 7 2501 45 E7KN044

[0183] St {12 - Jd ik 7ENR S Bh P 40 i Hh 2238 1] 25 B RTKNO44 1) B bR -Fefi & 8
[0184] 2. 14| 4¢ ik £ XTKNOAAK) B Is i 1A -F el & 25 A A ik

[0185] it 5l 4k AT PCRY™ HEKNO44 HL IS FL AR VHH v B, 15 9 Ay A ATER TgG1-Fe lIDNA v By
A (L nKN044-19-39 34 KN 44 Fis BT AR VHH A Bt 43 79 5 gt A TR TgG1-Fe IDNA A
BERl 4y, nKNO44-979 18 ft KNO 44 BA S AR VHH 1 B 5 4w i A\ TgG1-FciYDNA F7 BE Rl &) , I o
B 22 5 R FLBh 2B R , 3843 H T 1EMR L3I 28 £ XTKNO44 ) BT iR -F el & 2
A/ BT RTKNOA4 1) B33P AR —muF e il - 2 11 1 B5 40 ks o FLHe 9 B9 AN [ VHH A B A8 A iE
517, 5 N1gG1-FcIDNA Fv B il &3 FH A @ FH 51 0 F -

[0186] L3 5% cccACCGGTCAGGTGCAGCTGCAGGAGTC (SEQ ID NO:89)

[0187]  FUE51¥)cccGGATCCTGAGGAGACGGTGACCTGG (SEQ ID NO:90)

[0188]  EFR IgG1-FcDNA v B &6 R i@ 51 F

[0189]  F¥i¥ 5% cccACCGGTCAGGTGCAGCTGCAGGAGTC (SEQ ID NO:91)
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[0190] T 5]#)cccGGATCCATGCTGCCTGAGGAGACGGTGACCTGG (SEQ ID NO:92)

[0191] 2. 28k 4B XRFKNO44 K] B ik -Fet & 5 H

[0192] M52 1 Mg 3RAG A e ZHEK29 340 i 30 AT PU AR R W i R 08 o ¥ . 41 3R 0K ks
Freestyle2931% 7 M B INNFE AL BT 75 58 20 0 i (PET) Y89 » 15 BE2H 5k /PETIR &)
43 0 NHEK 293 4 e B3, B AE37°C , 5% C02, 130rpmIs 75 . PU /NG J5 M INEX—-CELL293
BB, 130rpmEL I 5 95 . 24/ JE 03 . 8mM VPA, 72/ JE NN 4g /L7 %) B . 35955 ~6 K
J5 , WAER I k398 FiEW, @it Protein ASERENTE, 4ith B 5% RTKNOA4 K B3 41
PR-Fefil & 8 A/ BER STKNO44 ) B Hi Ak —muFc il & 25 H - i@ 1 SDS-PAGE LA & SEC-HPLCHS:
P RAF I B B ) 20 &t PR Is T LAl B2 o0 i WL 32

[0193]  3R2: Fr3fAT B 4T RTKNOA4M) BRI AR -F ol & B 1 Bk 3% J — P Al 45 R

[0194]

GRS Kk & (mg/L) SDS-PAGE4}i & % BR8] %%
nkN044-19-3-Fc 358.5 >95% 98.97
nkN044-19-3-muFc 384 >95% 96.47
nkN044-97-Fc 93.6 >95% 95.69

(01951 n] L, BFXFKNO44 R BRI AA-F c il & 88 FInKNO44-19-3-Fc HInKN044-19-3-muFc %
R EIFE300mg/LUL b, H& M Protein ASEMENTH: — P4l )E, /15 7 B AT E WL,
A FE ) B AR 5 s nKN044-97-Fe Rk B A — 24, (H A B AR &y, 35 AR SR8 75 5K
[0196]  SEZjifh3 %5 72 4t X KNO44 ) BAlsl i A -F e & 8 1 i Thig

[0197] 3. 1EFXFKNOA4) Bk BT ik—F el & 8 5T RKNO44 1 45 A i 2k

[0198]  DLO.5ng/FLAY & F 92t 92 BT 45 B T XFTKNO44 ) BRI Bk -Fe b & B A AT 4R
[) I 5 B BH I, 4 °C it . I ANKNO44-Biotinfkf EER B R 51, IR SN 2/ o e ik
ZJE N BRI B B bR iC B E B R A K (streptavidin—HRP, SIGMA) , = 5 e M1 .5/,
Vel 2 5 N S5 €60, 32 B 450nm A165 0 nm 3z K- (19 R 6 B 18, 45 0nm s K 19 W8 ' 85 18 08 2=
650nmiE A< RO FEAE A e 28 RO AR B A SotfMax Pro vb . 43047 #fs b BE AN
B3 BT, e DU S 509004, 15 216 STKNO44 1) IR BT i -Fe il -4 8 11 5KN044 1 45 & i 2k &
EC501H , LA S B fi A 6T KNO44 1) 53 Fll g

[0199] 45 5L ULIE 3, Ho AL A7 N ODE , B AL b WKNO44-Biotingg (A I B (B fing/mL) ;
[ 77 %« 1E = # 18 = £ 43 IR R BT RTKNO44 [ B IR P4k -Fe il & 25 1 : nKN044-19-3-Fec.
nkN044-19-3-muFcnKN044-97-Fc . FH 4 %] H . HTAANnKN044-19-3-Fc AInKN044-19-3-muF ¢ X
KNO443H 1R =26 A1 77, B 55 BH X BEAH 22 AN K JTARnKN044-97-Fe XTKNO44¥ A 456 o
[0200]  3.23&4+ELISAZ L4 XTKNOA4 1) FIB AR -F el & 85 3 % CTLA4AIKNO44 AH B.AE H
(1% EL BT 235 SR

[0201]  LLO.5ng/fLIY & FCTLA4-muFc il & 25 AL A, [F) 4 B B 1 5o B, 4 °C it 74
TN S i 451 2 BT 45 4 R 25 FA nKINO44-19-3—muF ¢ F 86 JE FoRe 2251 G BB 20 2 22 i) LA J2
20ng/fLKNO44 (7 HAHAA MR HAA B E B, RIMAFARIRZE MR iR T RNV 2/M
ZJE N ST TG (Fey S 14) —HRP (6 [ Sigma 2y &) 5 5 i s M 2/ o Pevas 2 5 N &
O, B2 450nm A6 50nmiEE KW O FE AR  450nmiE < 1 W 't B AR ek 25 6 50nmiB 4 (1 W't B2 AE
NP FE A o 244 5 ODAE EE X6 BEODE << 0 . 8H , A o4 A BEL W7 R - 45 SR S, 3t
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AANKNO044~19-3-muF ¢ % CTLA4 FIKNOA4FH B AE FH TG FH 7 3% 5%

[0202] 3.3 Bridging ELISAZGIIFEFATKNO44H] B FiiA-Fefb & 5 M /E AKNO444i 25 Bk
(ADA) sz I (%) BH 14 444

[0203]  FHKNO44L 4 T4 , 4 Cak 4 - I S A5 2 Fir 43 (1) il 5 £ I nKNO044-19-3-muF ¢ [ 6
FERRE R A, B2 91 % BSA—0. 05 % PBST IX A\ %5 [ L3 L I X 884 25 3 L, ) i 4%
TN, I R N2/ o 2 JE IINKNO44-Biotin, 2536 R N 2/NF o BES 2 JE N B
M B AR L FE S SR A ES (streptavidin—HRP, STGMA) , Z i Wi 1. 57N o BV 2 J5
N 03T 5 152 B 450nm A6 50nmiE; KW AR, 450nm iRz K () W ' B A8 I 25 6 50nmiE K A
FE A 9 f 2 (RO B AR o W PR A SotfMax Pro v5. 4334T Hds ab B8 A & 3 4, il Y 2
BOAA, 15 BN 5 5 R R R S5 R A T KNOAA 1 45 4 ith 28 J2 EC501H , DA i A [ 5 B i
FS O3 R AR B AR

[0204] 455 W23, HH 45 5L Al &0, nKN044-19-3-FcAE St ADA bridging ELISAR) 746
LR FRRCLT 1) R o 10 AR AR R 09N 25 IR0 B 2 1 I 2R AR AT SR B A 1
H I R B 5 EPBS THE R HH B 22 48— 350 [T Bk, $TARnKNO44-19-3-Fc mf LLYE AKNO44 412
Poa (ADA) e I 1 FH P i

[0205]  %3.Bridging ELISAZ&IFEF XTKNO44 K] SIs ik —Fefib & & 1 NKNO44 B 2 hi
(ADA) &I A () BE 1A e A 1) &

[0206]
FERWREE | nKN044-19-3-muFc (1%BSA | nKN044-19-3-muFc (1X A | nKN044-19-3-muFc (1X ¥&
(ng/mL) +PBST20) 2 [ IfL3%) 7= [ IiiE)
12800 3.578 2.013 1. 471
6400 3. 503 1. 266 0.8
3200 2. 717 0. 727 0. 477
[0207]
1600 1.534 0. 436 0. 275
800 0. 607 0.272 0. 159
400 0.24 0. 196 0. 104
200 0.122 0. 167 0.08
100 0. 098 0.153 0.07
50 0. 083 0. 154 0. 072
0 0.077 0. 146 0. 068

[0208]  FyilE%:
[0209]1  >SEQ ID NO:1

[0210]  GYTYTNYIMA
[0211]  >SEQ ID NO:2
[0212]  SIYIGSGSTNYADSVKG
[0213]  >SEQ ID NO:3
[0214]  TRDGRWY

[0215]  >SEQ ID NO:4
[0216]  GYTYRRRSMG
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[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]
[0243]
[0244]
[0245]
[0246]
[0247]
[0248]
[0249]
[0250]
[0251]
[0252]
[0253]

>SEQ TD NO:5
SISTDGTTNYADSVKG
>SEQ TD NO:6
RSGLAASLLGSWYRY
>SEQ D NO:7
GYSYRRRCMG

>SEQ TD NO:8
TINSGGGSTYYADSVKG
>SEQ D NO:9
VRTMTLRYGNLTLRPDY
>SEQ D NO: 10
RYTIRSICMA

>SEQ D NO:11
DIDRYGTTHVADSVKD
>SEQ TD NO: 12
DSSRWCGAWWSPSSYNY
>SEQ TD NO: 13
RYTPRMA

>SEQ D NO: 14
ELNFFGTATYADSVKG
>SEQ 1D NO:15
GLRPGWWSLRLEPGAYNY
>SEQ ID NO: 16
GFPFSWSSMN

>SEQ ID NO:17
SINRRGTVTVYADSVKG
>SEQ TD NO: 18
ARRPETWYTDIWTPALFGT
>SEQ TD NO: 19
GFTFAAPYYIS

>SEQ D NO:20
SINTYNSVTYYADSVKG
>SEQ D NO:21
GWLFRGSWTGPRNFRY
>SEQ D NO:22
GYTNSISKMG

>SEQ D NO:23
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[0254]
[0255]
[0256]
[0257]
[0258]
[0259]
[0260]
[0261]
[0262]
[0263]
[0264]
[0265]
[0266]
[0267]
[0268]
[0269]
[0270]
[0271]
[0272]
[0273]
[0274]
[0275]
[0276]
[0277]
[0278]
[0279]
[0280]
[0281]
[0282]
[0283]
[0284]
[0285]
[0286]
[0287]
[0288]
[0289]
[0290]

TIFTAGGSTYYADSVKG
>SEQ D NO:24
ARPGWIWPTIKTMTRYEYNY
>SEQ TD NO:25
GYTYRRYCMG

>SEQ D NO:26
RIGTYGTTWYADSVKG
>SEQ D NO:27
DPGRYCRGDLLRTTLFAK
>SEQ TD NO:28
RNTYRNRWMG

>SEQ D NO:29
RINIRSGRAYYADSVKG
>SEQ 1D NO:30
SQSGGFFYGVLDTRSYHY
>SEQ D NO:31
GYTYSSNCIG

>SEQ TD NO:32
LTSSGNGRTWVADSVKG
>SEQ 1D NO:33
GPACSGVYWKWALRG

>SEQ ID NO:34
GYIYSRNWMG

>SEQ 1D NO:35
SISVNGDNTHYADSVKG
>SEQ ID NO:36
YWPGGGGSAAWSFWGRIFNF
>SEQ 1D NO:37
GYIYSNCMG

>SEQ ID NO:38
AIDRYGRATYADSVKG

>SEQ 1D NO:39
ARWRASCVTLVRFTS

>SEQ D NO:40
GYTLRTNYIG

>SEQ D NO:41
AIYRGGGSTYYGSTYYADSVKG
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[0291]  >SEQ ID NO:42
[0292]  GRSPFPVAFGGAWYSAGRYPY
[0293]  >SEQ ID NO:43
[0294]  GYTYSTKRVA

[0295]  >SEQ ID NO:44
[0296]  TISATMGIPIYADSVKG
[0297]  >SEQ ID NO:45
[0298]  GRPSRAAFLGYLRAAAYDY
[0299]  >SEQ ID NO:46
[0300]  SEYTRRSKRMG

[0301]  >SEQ ID NO:47
[0302]  AISSSGAFTYYADSVKG
[0303]  >SEQ ID NO:48
[0304]  GLRPGWWSLRLEPGAYNY
[0305]  >SEQ ID NO:49
[0306]  GSTYTNNYIA

[0307]  >SEQ ID NO:50
[0308]  TIDRRLGSTYYADSVRG
[0309] >SEQ ID NO:51
[0310]  GRGRAWLSRVWYNY
[0311]  >SEQ ID NO:52 nKN044-19-3
[0312]

QVALQESGGASVQAGGSLR LSCAASEYTYT NYI MﬂWFRQYPG KEREG VAISIYIGSG STN YADSVI(GlR FTISQDNAKNTLY
LQMNN LKPEDTAMYYCAA TRDGRWYFGQGTQVTVSS

[0313]  >SEQ ID NO:53 nKN044-97
[0314]

QVQOLQESGGGSVQAGGSL RLSCAASEYTYR RRSMGWFRQAPGKERE FVSISI STDGTTNYADSVKGRFTIYRDNAKNTVY
LaMm NSLKPEDTAWYCAS' RSGLAASLLG SWYRYiWG QGTQVTVSS

[0315]  >SEQ ID NO:54 nKN044-125
[0316]

QVALQESGGGSVQTG GSLRLSCVASEYSYRRRCM G|WFRQA PGKGLE WVSIT INSGGGSTYYADSVKGRFTISHDSATSTV
YLQMNN LKPEDTAMYHCA\A\I RTMTLRYGN LTLRPDYiWG QGTQVTVSS

[0317]  >SEQ ID NO:55 nKN044-194
[0318]

QVQLQESGGGSVQAGGSLRLSCAAS‘RYTIRSICMHWFRQAPG KE RERVA‘DIDRYG'ITHVADSVKD RFSISTDSAKNTLYL
QMNNLKPEDAG MYYCAA|D SSRWCGAWWSPSSYNYWGQGTQVTVSSAAA

[0319]  >SEQ ID NO:56 nKN044-200
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[0320]

QVQLQESGGGPVQAGGSLRLS RYTPRMAWFRQGPG KEREWGlE LNFFGTATYADSVKGRFTISKDNTNNTLYLQ
MNALKPEDTAM YYCAA|G LRPGWWSLRLE PGAYNﬂWG QGTQAVTVSS

[0321]  >SEQ ID NO:57 nKN044-216
[0322]

QVQLQESGGGLVQPG GSLRLSCAAS‘(_EFPFSWSSM NlWVRQAPG KGM EWVSISI NRRGTVTVYADSVKGRFTISRDNAKN
TVALOMNN LQPEDTAWYCARlA RRPETWYTDIWTPALFGTRGQGTQVTVSS

[0323]  >SEQ ID NO:58 nKN044-220
[0324]

QVQLQESGGGLVQPGGSLTLSCEASGFTFAAPYYISWVRQAPGKGLDWLSSINTYNSVTYYADSVKGRFTITRONGGRTW
NLQMNYLEPEDSGIYYCAAGWLFRGSWTGPRNFRYWGQGTQVTVSS

[0325]  >SEQ ID NO:59 nKN044-227
[0326]

QVQLQESGGGSVOAGGSLRLSCTASGYTNSISKMGWFRQAPGKGRTEVATIFTAGGSTYYADSVKGRFTISQDNAKNTLY
LQMNNLKPEDTAMYYCAVARPGWIWPTIKTMTRYEYNYWGQGTQVTVSS

[0327]  >SEQ ID NO:60nKN044-235
[0328]

QVALQESGGGSVQAGGSL RLSCTASEYTYRRYCMG WFRQAPG KEREGVAlRIGTYG 'I'I'WYADSVI(G[R FTISRDNAKNTV
YLQMNSLKPEDTA MYYCAAIDPG RYCRGDLLRTTLFAKWGQGTQVTVSS

[0329]  >SEQ ID NO:61 nKN044-244
[0330]

QVQLQESGGGSVQPGGSLRLSCAASRNTYRNRWMGWFRQAPGKEREGVARINIRSGRAYYADSVKGRFTISRDNAKNT
LYLQMNSLKPEDTAMYYCAASQSGGFFYGVLDTRSYHY\WGPGTQVTVSS

[0331]  >SEQ ID NO:62 nKN044-249
[0332]

QVQLQESGGGSVQAGGSLRLSCAASIGYTYSSNCIG\WFRQAPGKGRNWVALTSSGNGRTWVADSVKGRFTISQDNAKN
TVYLQMNSLKPEDTGAYYCAAGPACSGVYWKWALRGWGQGTQVTVSS

[0333]  >SEQ ID NO:63 nKN044-252

[0334]
QVQLQESGGGSVQAGGSLRLSCAASGYIYSRNWMGWFRQAPGKEREWVAKISVNGDNTHYADSVKGRFTISQDAAKN
TVYLQMTSLKPEDTAMYYCAAYWPGGGGSAAWSFWGRIFNFRGQGTQVTVSS

[0335] >SEQ ID NO:64 nKN044-264
[0336]

QVQLQESGGGSVQAGGSLRLSCVASIGYIYSNCMGWFRQAPGKEREGLAAIDRYGRATYADSVKGRFTISRDNLKNTVSL
QMNSLKPEDTATYYCAAARWRASCVTLVRFTSWGQGTQVTVSS

[0337]  >SEQ ID NO:65 nKN044-266
[0338]

QVOLQESGGGSVQAGGSLRLSCVAAGYTLRTNYIGWFRQAPGKEREGVAAIYRGGGSTYYGSTYYADSVKGRFTISRDNA
KNTVYLEMNSLKPEDTAMYYCAAIGRSPFPVAFGGAWYSAGRYPYWGQGTQVTVSS
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[0339]  >SEQ ID NO:66 nKN044-268
[0340]

QVQLQESGGGSVQAGGSLRLSCAASGYTYSTKRVAWFRQAPGKEREGVATISATMGIPIYADSVKGRFTISRDNAKNTVYL
QMNNLKPEDTAMYYCAAGRPSRAAFLGYLRAAAYDYWGQGTQVTVSS

[0341]  >SEQ ID NO:67 nKN044-275
[0342]

QVQLQESGGGSVQAGGSLR LSCAAE EYTRRSKR MGlWF RQAPGKE REGVAlAISSSGA FTYYADSVKGRFTMSQDNTKNT
VYLQMNSLKPEDSA MYYCAAlG LRPGWWSLRLEPGAYN YlWG QGTQVTVSS

[0343]  >SEQ ID NO:68 nKN044-280
[0344]

QVQLQESGGGLVQPGGSLRLSCTASGSTYTNNYIAWFRQAPGKEREGVATIDRRLGSTYYADSVRGRFTISQDKAKNTVYL
QMNSLKPEDTAMYYCAAGRGRAWLSRVWYNYWGQGTQVTVSS

[0345]  >SEQ ID NO:69 IgGl-Fc
[0346]
EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ

YNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

[0347]  >SEQ ID NO:70 IgGl-muFc
[0348]

MDPKSSDKTHTCPPCPAPEVSSVFIFPPKPKDVLTITLTPKVTCVVVDISKDDPEVQFSWFVDDVEVHTAQTQPREEQFNST
FRSVSELPIMHQDWLNGKEFKCRVNSAAFPAPIEKTISKTKGRPKAPQVYTIPPPKEQMAKDKVSLTCMITDFFPEDITVEW
QWNGQPAENYKNTQPIMNTNGSYFVYSKLNVOKSNWEAGNTFTCSVLHEGLHNHHTEKSLSHSPGK

[0349]  >SEQ ID NO:71 nKN044-19-3
[0350]

CAGGTGCAGCTGCAGGAGTCTGGGGGAGCCTCGGTGCAGGCTGGAGGGTCTCTGAGACTCTCCTGTGCAGCCTCTG
GATACACCTACACAAATTACATCATGGCCTGGTTCCGCCAGTATCCAGGGAAGGAGCGCGAGGGGGTCGCATCTATTTA
TATTGGTAGTGGTAGCACAAACTATGCCGACTCCGTGAAGGGCCGATTCACCATCTCCCAAGACAACGCCAAGAACAC
CCTTTATCTGCAAATGAACAATCTGAAACCTGAGGACACTGCCATGTACTACTGTGCGGCGACGCGGGATGGTCGATGG
TACTTCGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0351]  >SEQ ID NO:72 nKN044-97
[0352]

CAGGTGCAGCTGCAGGAGTCTGGAGGAGGCTCGGTGCAGGCTGGAGGGTCTCTGAGACTCTCCTGTGCAGCCTCTG
GATACACCTACAGGCGCAGGTCTATGGGGTGGTTCCGCCAGGCTCCAGGGAAGGAGCGCGAGTTCGTCTCATCTATTA
GCACTGATGGTACCACAAACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTACCGAGACAACGCAAAGAACACGG
TGTATCTGCAGATGAACAGCCTGAAACCTGAGGACACTGCCGTGTACTACTGTGCGTCGAGATCAGGACTTGCTGCCA
GCCTGTTGGGATCGTGGTATAGGTACTGGGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0353]  >SEQ ID NO:73 nKN044-125
[0354]

CAGGTGCAGCTGCAGGAGTCTGGAGGAGGCTCGGTGCAGACTGGAGGGTCTCTGAGACTCTCCTGTGTAGCCTCTG
GGTACTCGTATAGACGCCGCTGCATGGGCTGGTTCCGACAGGCTCCAGGGAAGGGGCTCGAGTGGGTCTCAACTATTA
ATAGTGGTGGTGGTAGCACATACTATGCCGACTCCGTGAAGGGCCGATTCACCATCAGCCATGACAGCGCCACGAGCA
CGGTCTATCTGCAAATGAATAATCTGAAACCTGAGGACACCGCTATGTACCACTGTGCGGTAGTTCGGACAATGACCCTT
AGGTACGGAAACCTTACGCTTCGACCCGACTACTGGGGCCAGGGAACCCAGGTCACCGTCTCCTCA
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[0355]  >SEQ ID NO:74 nKN044-194
[0356]

CAGGTGCAGCTGCAGGAGTCTGGAGGAGGCTCGGTGCAGGCTGGAGGGTCTCTGAGACTCTCCTGTGCAGCCTCCA
GATACACTATTAGGAGTATCTGCATGGCCTGGTTCCGCCAGGCTCCAGGGAAGGAGCGCGAGAGGGTTGCAGATATTG
ATAGATATGGAACCACTCACGTCGCAGACTCCGTGAAGGACCGATTCAGCATCTCCACAGACAGCGCCAAGAACACTC
TGTATCTTCAAATGAACAACCTGAAACCGGAGGACGCTGGCATGTACTACTGTGCGGCAGACTCTTCTCGGTGGTGCG
GTGCCTGGTGGTCTCCCTCTAGTTATAATTATTGGGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0357]  >SEQ ID NO:75 nKN044-200
[0358]

CAGGTGCAGCTGCAGGAGTCTGGGGGAGGCCCGGTGCAGGCTGGAGGGTCTCTGAGACTCTCCTGTGCAGCCTCTA
GATACACCCCCCGCATGGCCTGGTTCCGCCAGGGTCCAGGCAAGGAGCGCGAGGTGGTGGGTGAGCTCAATTTTTTT
GGCACCGCAACCTACGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAAAGACAACACCAACAACACTCTATATCTGC
AAATGAACGCTCTGAAGCCTGAGGACACGGCCATGTACTACTGTGCGGCGGGTCTTCGACCAGGGTGGTGGTCACTG
CGCCTAGAACCTGGCGCGTATAACTACTGGGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0359]  >SEQ ID NO:76 nKN044-216
[0360]

CAGGTGCAGCTGCAGGAGTCTGGAGGAGGCTTGGTTCAACCTGGGGGGTCTCTGAGACTCTCCTGTGCAGCCTCTGG
ATTTCCCTTCAGTTGGTCGTCCATGAACTGGGTCCGCCAGGCTCCAGGGAAGGGGATGGAGTGGGTCTCATCTATTAA
CCGGCGGGGAACTGTCACAGTGTATGCAGACTCCGTAAAGGGCCGATTCACCATCTCCAGAGACAACGCCAAGAACA
CAGTGGCTCTGCAAATGAACAACCTGCAACCTGAGGACACGGCCGTGTATTATTGTGCCAGAGCCCGCCGGCCGGAA
ACTTGGTACACTGATATATGGACTCCCGCACTCTTCGGTACAAGGGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0361]  >SEQ ID NO:77 nKN044-220
[0362]

CAGGTGCAGCTGCAGGAGTCTGGGGGAGGCTTGGTGCAACCTGGGGGGTCTCTGACTCTCTCCTGCGAAGCCTCTG
GATTCACCTTCGCCGCTCCCTACTACATCAGCTGGGTCCGCCAGGCGCCAGGGAAGGGCCTGGACTGGCTATCCAGCA
TTAATACTTACAATAGTGTCACATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCACGCGACAAAATGGCGGTCG
CACGTGGAACTTACAGATGAATTACTTGGAGCCTGAAGACTCTGGTATTTACTACTGTGCAGCAGGGTGGCTGTTCCGT
GGTAGCTGGACCGGGCCCCGAAATTTTCGTTACTGGGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0363] >SEQ ID NO:78nKN044-227
[0364]

CAGGTGCAGCTGCAGGAGTCTGGGGGAGGCTCGGTGCAGGCTGGAGGGTCTCTGAGACTCTCCTGTACAGCCTCTG
GGTACACCAACAGCATCAGTAAAATGGGTTGGTTCCGCCAGGCTCCAGGGAAGGGGCGCACGGAGGTCGCAACTATT
TTTACTGCGGGTGGCAGCACATACTATGCCGACTCCGTGAAGGGCCGATTCACCATCTCCCAAGACAACGCCAAGAAC
ACGTTGTATCTGCAAATGAACAACCTGAAACCTGAGGACACTGCCATGTACTACTGTGCGGTAGCTAGGCCGGGCTGG
ATATGGCCTACTATAAAGACTATGACCCGCTATGAGTATAACTACTGGGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0365] >SEQ ID NO:79 nKN044-235
[0366]

CAGGTGCAGCTGCAGGAGTCTGGAGGAGGCTCGGTGCAGGCTGGAGGGTCTCTGAGACTCTCCTGTACAGCCTCTG
GATATACCTACAGAAGATACTGCATGGGCTGGTTCCGCCAGGCTCCAGGGAAGGAGCGCGAGGGGGTCGCACGTATT
GGTACCTATGGTACCACATGGTACGCAGATTCCGTGAAGGGCCGATTCACCATCTCCCGCGACAACGCCAAGAATACG
GTGTATCTGCAAATGAACAGCCTGAAACCTGAGGACACCGCCATGTACTACTGTGCGGCAGATCCAGGGAGATATTGTA
GGGGTGACTTACTTCGCACTACCCTCTTCGCTAAGTGGGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0367]  >SEQ ID NO:80nKN044-244
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[0368]

CAGGTGCAGCTGCAGGAGTCTGGAGGAGGCTCGGTGCAGCCTGGAGGGTCTCTGAGACTCTCCTGTGCAGCCTCTAG
AAACACCTACAGAAATCGTTGGATGGGCTGGTTCCGCCAGGCTCCAGGGAAGGAGCGCGAGGGGGTCGCGCGTATT
AATATACGCAGTGGACGGGCATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCCGAGACAACGCCAAGAAC
ACACTGTATCTCCAAATGAACAGCCTGAAACCTGAGGACACGGCCATGTACTACTGTGCGGCGTCCCAATCAGGGGGA
TTTTTTTACGGCGTACTTGACACGCGATCGTATCATTACTGGGGCCCGGGGACCCAGGTCACCGTCTCCTCA

[0369]  >SEQ ID NO:81 nKN044-249
[0370]

CAGGTGCAGCTGCAGGAGTCTGGGGGAGGCTCGGTGCAGGCTGGAGGGTCTCTGAGACTCTCCTGTGCAGCCTCTG
GCTACACCTACAGTAGCAACTGCATAGGCTGGTTCCGCCAGGCTCCAGGAAAGGGGCGCAACTGGGTCGCGCTTACT
TCTAGTGGCAATGGACGCACATGGGTTGCCGACTCCGTGAAGGGCCGATTCACCATCTCCCAAGACAACGCCAAGAAC
ACGGTGTATCTGCAGATGAACAGCCTGAAACCTGAGGACACTGGCGCGTACTATTGTGCGGCAGGCCCGGCTTGTAGT
GGTGTTTACTGGAAATGGGCCCTTAGAGGCTGGGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0371]  >SEQ ID NO:82 nKN044-252
[0372]

CAGGTGCAGCTGCAGGAGTCTGGGGGAGGCTCGGTGCAGGCTGGAGGGTCTCTGAGACTCTCCTGTGCAGCCTCTG
GATACATCTACAGTCGCAACTGGATGGGCTGGTTCCGCCAAGCTCCAGGGAAGGAGCGCGAGTGGGTCGCATCTATTA
GTGTTAATGGTGACAACACACACTATGCCGACTCCGTGAAGGGCCGATTCACCATCTCCCAAGACGCAGCCAAGAACA
CGGTGTATCTGCAAATGACCAGCCTGAAACCTGAGGACACTGCCATGTACTACTGTGCGGCATATTGGCCCGGAGGGG
GGGGGAGTGCTGCCTGGTCTTTTTGGGGGCGGATCTTTAACTTCCGGGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0373]  >SEQ ID NO:83 nKN044-264
[0374]

CAGGTGCAGCTGCAGGAGTCTGGGGGAGGCTCGGTACAGGCGGGGGGGTCTCTGAGACTCTCCTGTGTAGCCTCTG
GATACATCTACAGTAACTGCATGGGCTGGTTCCGCCAGGCTCCAGGGAAGGAGCGCGAGGGGCTCGCTGCTATTGATC
GTTATGGTCGTGCGACGTACGCGGACTCCGTGAAGGGACGATTCACCATCTCCAGAGACAACCTCAAGAACACGGTGT
CTCTGCAAATGAACAGCCTGAAACCTGAGGACACTGCCACTTACTACTGTGCGGCAGCCCGATGGCGTGCTAGCTGCG
TAACCTTGGTTCGCTTTACTTCTTGGGGTCAGGGGACCCAGGTCACCGTCTCCTCA

[0375]  >SEQ ID NO:84 nKN044-266
[0376]

CAGGTGCAGCTGCAGGAGTCTGGGGGAGGCTCGGTGCAGGCTGGAGGGTCTCTGAGACTCTCCTGTGTAGCCGCTG
GATACACCCTCCGTACCAACTACATCGGCTGGTTCCGCCAGGCTCCAGGGAAGGAGCGCGAGGGGGTCGCAGCTATT
TACCGTGGTGGTGGTAGTACATACTATGGTAGTACATACTATGCCGACTCCGTGAAGGGCCGATTCACCATCTCCCGAGA
CAACGCCAAGAACACGGTGTATCTGGAAATGAACAGCCTGAAACCTGAGGACACTGCCATGTACTACTGTGCGGCAG
GTCGATCCCCTTTCCCCGTGGCGTTCGGTGGTGCCTGGTATTCGGCGGGGAGATATCCCTACTGGGGCCAGGGGACCC
AGGTCACCGTCTCCTCA

[0377]  >SEQ ID NO:85 nKN044-268
[0378]

CAGGTGCAGCTGCAGGAGTCTGGGGGAGGCTCGGTGCAGGCTGGAGGGTCTCTGAGACTCTCCTGTGCAGCCTCTG
GATACACCTACAGTACCAAAAGGGTGGCCTGGTTCCGCCAGGCTCCAGGGAAGGAGCGCGAGGGAGTCGCAACTATT
TCTGCTACTATGGGTATCCCGATCTATGCCGACTCCGTGAAGGGCCGATTCACCATCTCCCGAGACAACGCCAAGAACA
CGGTGTATCTGCAAATGAACAACCTGAAACCTGAGGACACTGCCATGTACTACTGTGCAGCAGGCCGTCCGTCACGCG
CCGCTTTTCTTGGTTACCTCAGAGCCGCAGCATATGACTACTGGGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0379]  >SEQ ID NO:86 nKN044-275
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[0380]

CAGGTGCAGCTGCAGGAGTCTGGGGGAGGCTCGGTGCAGGCTGGAGGGTCTCTGAGACTCTCCTGTGCAGCCTCTG
AATACACCCGCAGAAGTAAGCGCATGGGCTGGTTCCGCCAGGCTCCCGGGAAGGAGCGCGAGGGGGTCGCAGCAAT
TTCGAGCAGCGGTGCATTCACATACTATGCCGACTCCGTGAAGGGCCGATTCACCATGTCCCAAGACAACACCAAGAA
CACGGTGTATCTGCAAATGAACAGCCTGAAACCCGAGGACAGTGCCATGTACTACTGTGCGGCGGGTCTTCGACCAGG
GTGGTGGTCACTGCGCCTAGAACCTGGCGCGTATAACTACTGGGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0381]  >SEQ ID NO:87 nKN044-280
[0382]

CAGGTGCAGCTGCAGGAGTCTGGGGGAGGCTTGGTGCAGCCTGGGGGGTCTCTGAGACTCTCCTGTACTGCCTCTGG
AAGCACCTATACTAACAATTACATCGCCTGGTTCCGCCAGGCGCCAGGAAAGGAGCGCGAGGGGGTCGCAACGATTG
ATCGTCGTCTTGGCAGCACGTACTATGCCGACTCCGTGAGGGGCCGATTCACCATCTCCCAAGACAAGGCCAAGAACA
CGGTGTATCTGCAAATGAACAGCCTGAAACCTGAGGACACTGCCATGTACTACTGTGCGGCCGGGCGCGGTCGTGCCT
GGCTTTCGCGTGTTTGGTATAATTACTGGGGCCAGGGGACCCAGGTCACCGTCTCCTCA

[0383] >SEQ ID NO:88 KN044
[0384]

QVQLVESGGGLVQPGGSLRLSCAASGYIYSAYCMGWFRQAPGKGLEGVAAIYIGGGSTYYADSVKGRFTISRDNSKNTLYL
QMNSLRAEDTAVYYCAADVIPTETCLGGSWSGPFGYWGQGTLVTVSSGAPQVQLVESGGGLVQPGGSLRLSCAASGYIYS
AYCMGWFRQAPGKGLEGVAAIYIGGGSTYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYCAADVIPTETCLGGS
WSGPFGYWGQGTLVTVSSGSEPKSSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFN
WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRD
ELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPGK

[0385]  >SEQ ID NO:89 i34

[0386] cccACCGGTCAGGTGCAGCTGCAGGAGTC

[0387]  >SEQ ID NO:90 R34

[0388]  cccGGATCCTGAGGAGACGGTGACCTGG

[0389]  >SEQ ID NO:91 Fif5|4

[0390] cccACCGGTCAGGTGCAGCTGCAGGAGTC

[0391]  >SEQ ID NO:92 FiF5¥

[0392] cccGGATCCATGCTGCCTGAGGAGACGGTGACCTGG
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SEQUENCE LISTING

<110> TR T AT VR TR A 7
<120> £l XFRNOA4 ] Bk A4

<130> 12019TC3040CB

<150> 201810392284 .1

<{151> 2018-04-27

<160> 92

<170> PatentIn version 3.5

210> 1

<211> 10

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 1

Gly Tyr Thr Tyr Thr Asn Tyr Ile Met Ala
1 5 10
<210> 2

211> 17

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 2

Ser Ile Tyr Ile Gly Ser Gly Ser Thr Asn Tyr Ala Asp Ser Val Lys
1 5 10 15
Gly

<210> 3

Q211> 7

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 3

Thr Arg Asp Gly Arg Trp Tyr

1 5

<210> 4

<211> 10
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<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 4

Gly Tyr Thr Tyr Arg Arg Arg Ser Met Gly

1 5 10

<210> 5

211> 16

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 5

Ser Ile Ser Thr Asp Gly Thr Thr Asn Tyr Ala Asp Ser Val Lys Gly
1 5 10 15
<210> 6

211> 15

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 6

Arg Ser Gly Leu Ala Ala Ser Leu Leu Gly Ser Trp Tyr Arg Tyr
1 5 10 15
210> 7

<211> 10

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 7

Gly Tyr Ser Tyr Arg Arg Arg Cys Met Gly

1 5 10

<210> 8

211> 17

<212> PRT

<213> Artificial Sequence

220>
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223> Artificial Sequence

<400> 8

Thr Ile Asn Ser Gly Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15
Gly

<210> 9

211> 17

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 9

Val Arg Thr Met Thr Leu Arg Tyr Gly Asn Leu Thr Leu Arg Pro Asp
1 5 10 15
Tyr

<210> 10

<211> 10

<212> PRT

<213> Artificial Sequence

<220>

223> Artificial Sequence

<400> 10

Arg Tyr Thr Ile Arg Ser Ile Cys Met Ala

1 5 10

<210> 11

211> 16

<212> PRT

<213> Artificial Sequence

<220>

223> Artificial Sequence

<400> 11

Asp Ile Asp Arg Tyr Gly Thr Thr His Val Ala Asp Ser Val Lys Asp
1 5 10 15
<210> 12

211> 17

<212> PRT

<213> Artificial Sequence

<220>

223> Artificial Sequence
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<400> 12

Asp Ser Ser Arg Trp Cys Gly Ala Trp Trp Ser Pro Ser Ser Tyr Asn
1 5 10 15
Tyr

<210> 13

Q211> 7

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 13

Arg Tyr Thr Pro Arg Met Ala

1 5

<210> 14

211> 16

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 14

Glu Leu Asn Phe Phe Gly Thr Ala Thr Tyr Ala Asp Ser Val Lys Gly
1 5 10 15
<210> 15

<211> 18

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 15

Gly Leu Arg Pro Gly Trp Trp Ser Leu Arg Leu Glu Pro Gly Ala Tyr
1 5 10 15
Asn Tyr

<210> 16

<211> 10

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 16
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Gly Phe Pro Phe Ser Trp Ser Ser Met Asn

1 5 10

<210> 17

211> 17

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 17

Ser Ile Asn Arg Arg Gly Thr Val Thr Val Tyr Ala Asp Ser Val Lys
1 5 10 15
Gly

<210> 18

211> 19

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 18

Ala Arg Arg Pro Glu Thr Trp Tyr Thr Asp Ile Trp Thr Pro Ala Leu
1 5 10 15
Phe Gly Thr

<210> 19

211> 11

<212> PRT

<213> Artificial Sequence

<220>

223> Artificial Sequence

<400> 19

Gly Phe Thr Phe Ala Ala Pro Tyr Tyr Ile Ser

1 5 10

<210> 20

211> 17

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 20

Ser Ile Asn Thr Tyr Asn Ser Val Thr Tyr Tyr Ala Asp Ser Val Lys
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1 5 10 15
Gly

<210> 21

211> 16

<212> PRT

<213> Artificial Sequence

<220>

223> Artificial Sequence

<400> 21

Gly Trp Leu Phe Arg Gly Ser Trp Thr Gly Pro Arg Asn Phe Arg Tyr
1 5 10 15
<210> 22

<211> 10

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 22

Gly Tyr Thr Asn Ser Ile Ser Lys Met Gly

1 5 10

<210> 23

211> 17

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 23

Thr Ile Phe Thr Ala Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15
Gly

<210> 24

<211> 20

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 24

Ala Arg Pro Gly Trp Ile Trp Pro Thr Ile Lys Thr Met Thr Arg Tyr
1 5 10 15
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Glu Tyr Asn Tyr
20
<210> 25
<211> 10
<212> PRT
<213> Artificial Sequence
<220>
223> Artificial Sequence
<400> 25
Gly Tyr Thr Tyr Arg Arg Tyr Cys Met Gly
1 5 10
<210> 26
211> 16
<212> PRT
<213> Artificial Sequence
220>
223> Artificial Sequence
<400> 26
Arg Ile Gly Thr Tyr Gly Thr Thr Trp Tyr Ala Asp Ser Val Lys Gly
1 5 10 15
<210> 27
<211> 18
<212> PRT
<213> Artificial Sequence
220>
223> Artificial Sequence
<400> 27
Asp Pro Gly Arg Tyr Cys Arg Gly Asp Leu Leu Arg Thr Thr Leu Phe
1 5 10 15
Ala Lys
<210> 28
<211> 10
<212> PRT
<213> Artificial Sequence
220>
223> Artificial Sequence
<400> 28
Arg Asn Thr Tyr Arg Asn Arg Trp Met Gly
1 5 10
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<210> 29

211> 17

<212> PRT

<213> Artificial Sequence

<220>

223> Artificial Sequence

<400> 29

Arg Tle Asn Ile Arg Ser Gly Arg Ala Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15
Gly

<210> 30

<211> 18

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 30

Ser Gln Ser Gly Gly Phe Phe Tyr Gly Val Leu Asp Thr Arg Ser Tyr
1 5 10 15
His Tyr

<210> 31

<211> 10

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 31

Gly Tyr Thr Tyr Ser Ser Asn Cys Ile Gly

1 5 10

<210> 32

211> 17

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 32

Leu Thr Ser Ser Gly Asn Gly Arg Thr Trp Val Ala Asp Ser Val Lys
1 5 10 15
Gly

35
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<210> 33
211> 15
<212> PRT
<213> Artificial Sequence
<220>
223> Artificial Sequence
<400> 33
Gly Pro Ala Cys Ser Gly Val Tyr Trp Lys Trp Ala Leu Arg Gly
1 5 10 15
<210> 34
<211> 10
<212> PRT
<213> Artificial Sequence
<220>
223> Artificial Sequence
<400> 34
Gly Tyr Ile Tyr Ser Arg Asn Trp Met Gly
1 5 10
<210> 35
211> 17
<212> PRT
<213> Artificial Sequence
220>
223> Artificial Sequence
<400> 35
Ser Ile Ser Val Asn Gly Asp Asn Thr His Tyr Ala Asp Ser Val Lys
1 5 10 15
Gly
<210> 36
<211> 20
<212> PRT
<213> Artificial Sequence
<220>
223> Artificial Sequence
<400> 36
Tyr Trp Pro Gly Gly Gly Gly Ser Ala Ala Trp Ser Phe Trp Gly Arg
1 5 10 15
Ile Phe Asn Phe
20

36
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<210> 37

211> 9

<212> PRT

<213> Artificial Sequence

<220>

223> Artificial Sequence

<400> 37

Gly Tyr Ile Tyr Ser Asn Cys Met Gly

1 5

<210> 38

211> 16

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 38

Ala Ile Asp Arg Tyr Gly Arg Ala Thr Tyr Ala Asp Ser Val Lys Gly
1 5 10 15
<210> 39

211> 15

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 39

Ala Arg Trp Arg Ala Ser Cys Val Thr Leu Val Arg Phe Thr Ser
1 5 10 15
<210> 40

<211> 10

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 40

Gly Tyr Thr Leu Arg Thr Asn Tyr Ile Gly

1 5 10

<210> 41

211> 22

<212> PRT

37



CN 110407942 A F 5 * 11/52 Wi

<213> Artificial Sequence
<220>
223> Artificial Sequence
<400> 41
Ala Ile Tyr Arg Gly Gly Gly Ser Thr Tyr Tyr Gly Ser Thr Tyr Tyr
1 5 10 15
Ala Asp Ser Val Lys Gly
20
<210> 42
211> 21
<212> PRT
<213> Artificial Sequence
220>
223> Artificial Sequence
<400> 42
Gly Arg Ser Pro Phe Pro Val Ala Phe Gly Gly Ala Trp Tyr Ser Ala
1 5 10 15
Gly Arg Tyr Pro Tyr
20
<210> 43
<211> 10
<212> PRT
<213> Artificial Sequence
220>
223> Artificial Sequence
<400> 43
Gly Tyr Thr Tyr Ser Thr Lys Arg Val Ala
1 5 10
<210> 44
211> 17
<212> PRT
<213> Artificial Sequence
220>
223> Artificial Sequence
<400> 44
Thr Ile Ser Ala Thr Met Gly Ile Pro Ile Tyr Ala Asp Ser Val Lys
1 5 10 15
Gly
<210> 45
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211> 19

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 45

Gly Arg Pro Ser Arg Ala Ala Phe Leu Gly Tyr Leu Arg Ala Ala Ala
1 5 10 15
Tyr Asp Tyr

<210> 46

211> 11

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 46

Ser Glu Tyr Thr Arg Arg Ser Lys Arg Met Gly

1 5 10

<210> 47

211> 17

<212> PRT

<213> Artificial Sequence

<220>

223> Artificial Sequence

<400> 47

Ala Ile Ser Ser Ser Gly Ala Phe Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15
Gly

<210> 48

<211> 18

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 48

Gly Leu Arg Pro Gly Trp Trp Ser Leu Arg Leu Glu Pro Gly Ala Tyr
1 5 10 15
Asn Tyr

<210> 49
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<211> 10

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 49

Gly Ser Thr Tyr Thr Asn Asn Tyr Ile Ala

1 5 10

<210> 50

211> 17

<212> PRT

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 50

Thr Ile Asp Arg Arg Leu Gly Ser Thr Tyr Tyr Ala Asp Ser Val Arg

1 5 10 15

Gly

<210> 51

211> 14

<212> PRT

<213> Artificial Sequence

<220>

223> Artificial Sequence

<400> 51

Gly Arg Gly Arg Ala Trp Leu Ser Arg Val Trp Tyr Asn Tyr

1 5 10

<210> 52

211> 116

<212> PRT

<213> Artificial Sequence

220>

<223> nKN044-19-3

<400> 52

Gln Val Gln Leu Gln Glu Ser Gly Gly Ala Ser Val Gln Ala Gly Gly

1 5 10 15

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

Ile Met Ala Trp Phe Arg Gln Tyr Pro Gly Lys Glu Arg Glu Gly Val
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Ala Ser
50

Lys Gly

65

Leu Gln

Ala Ala

Thr Val

<210> 53

211> 12
<212> PR

35
Ile

Arg

Met

Thr

Ser
115

3
T

Tyr

Phe

Asn

Arg

100

Ser

Ile Gly Ser

95

Thr Ile Ser

70

Asn Leu Lys

85

Asp Gly Arg

<213> Artificial Sequence

<220>

<223> nKN044-97

<400> 53
Gln Val
1

Ser Leu

Ser Met

Ser Ser
50

Gly Arg

65

Gln Met

Ser Arg
Trp Gly
<210> 54

211> 12
<212> PR

Gln

Arg

Gly

35

Ile

Phe

Asn

Ser

Gln
115

6
T

Leu
Leu
20

Trp
Ser
Thr

Ser

Gly
100
Gly

Gln

Ser

Phe

Thr

Ile

Leu

85

Leu

Thr

Glu

Cys

Arg

Asp

Tyr

70

Lys

Ala

Gln

Ser

Ala

Gln

Gly

95

Arg

Pro

Ala

Val

<213> Artificial Sequence

<220>

40
Gly

Gln

Pro

Trp

Gly

Ala

Ala

40

Thr

Asp

Glu

Ser

Thr
120

Ser Thr Asn

Asp

Glu

Tyr
105

Gly
Ser
25

Pro
Thr
Asn
Asp
Leu

105
Val

41

Asn
Asp

90
Phe

Gly
10

Gly
Gly
Asn
Ala
Thr
90

Leu

Ser

Ala
75
Thr

Gly

Ser

Tyr

Lys

Tyr

Lys

75

Ala

Gly

Ser

Tyr
60
Lys

Ala

Gln

Val

Thr

Glu

Ala

60

Asn

Val

Ser

45
Ala

Asn

Met

Gly

Gln
Tyr
Arg
45

Asp
Thr

Tyr

Trp

Asp

Thr

Tyr

Thr
110

Ala
Arg
30

Glu

Ser

Val

Tyr
110

Ser
Leu
Tyr

95
Gln

Gly
15

Arg
Phe
Val
Tyr
Cys

95
Arg

Val
Tyr
80

Cys

Val

Gly
Arg
Val
Lys
Leu
80

Ala

Tyr
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<223> nKN044-125

<400> 54

Gln Val Gln Leu Gln

1

Ser Leu

Cys Met

Ser Thr
50

Lys Gly

65

Leu Gln

Ala Val

Pro Asp

<210> 55

211> 12
<212> PR

Arg
Gly
35

Ile
Arg
Met

Val

Tyr
115

8
T

Leu
20

Trp
Asn
Phe
Asn
Arg

100
Trp

5

Ser
Phe
Ser
Thr
Asn
85

Thr

Gly

Glu

Cys

Arg

Gly

Ile

70

Leu

Met

Gln

Ser

Val

Gln

Gly

95

Ser

Lys

Thr

Gly

<213> Artificial Sequence

<220>

<223> nKN044-194

<400> 55
Gln Val
1

Ser Leu

Cys Met

Ala Asp
50

Asp Arg

65

Gln Met

Ala Asp

Gln
Arg
Ala
35

Tle
Phe

Asn

Ser

Leu
Leu
20

Trp
Asp
Ser

Asn

Ser
100

Gln
5

Ser

Phe

Arg

Ile

Leu

85
Arg

Glu
Cys
Arg
Tyr
Ser
70

Lys

Trp

Ser
Ala
Gln
Gly
55

Thr

Pro

Cys

Gly

Ala

Ala

40

Gly

His

Pro

Leu

Thr
120

Gly
Ala
Ala
40

Thr
Asp

Glu

Gly

Gly
Ser
25

Pro
Ser
Asp
Glu
Arg

105
Gln

Gly
Ser
25

Pro
Thr
Ser

Asp

Ala
105

42

Gly
10

Gly
Gly
Thr
Ser
Asp
90

Tyr

Val

Gly
10

Arg
Gly
His
Ala

Ala
90
Trp

Ser

Tyr

Lys

Tyr

Ala

75

Thr

Gly

Thr

Ser
Tyr
Lys
Val
Lys
75

Gly

Trp

Val

Ser

Gly

Tyr

60

Thr

Ala

Asn

Val

Val
Thr
Glu
Ala
60

Asn

Met

Ser

Gln

Tyr

Leu

45

Ala

Ser

Met

Leu

Ser
125

Gln
Ile
Arg
45

Asp
Thr

Tyr

Pro

Thr
Arg

30
Glu

Thr
Tyr
Thr

110

Ser

Ala
Arg
30

Glu
Ser
Leu

Tyr

Ser
110

Gly
15

Arg
Trp
Ser
Val
His

95
Leu

Gly
15

Ser
Arg
Val
Tyr
Cys

95

Ser

Gly
Arg
Val
Val
Tyr
80

Cys

Arg

Gly
Ile
Val
Lys
Leu
80

Ala

Tyr
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Asn Tyr Trp Gly Gln Gly Thr Gln Val Thr Val Ser Ser Ala Ala Ala

<210> 56
211> 12
<212> PR

115

3
T

<213> Artificial Sequence

<220>

<223> nKN044-200

<400> 56

Gln Val Gln Leu Gln

1

Ser Leu

Trp Phe

Asn Phe
50

Thr Ile

65

Ala Leu

Arg Pro
Trp Gly
<210> 57

211> 12
<212> PR

Arg
Arg
35

Phe
Ser
Lys

Gly

Gln
115

8
T

Leu
20

Gln
Gly
Lys
Pro
Trp

100
Gly

5

Ser
Gly
Thr
Asp
Glu
85

Trp

Thr

Glu

Cys

Pro

Ala

Asn

70

Asp

Ser

Gln

Ser

Ala

Gly

Thr

95

Thr

Thr

Leu

Val

<213> Artificial Sequence

<220>

<223> nKN044-216

<400> 57

Gln Val Gln Leu Gln Glu Ser

1

5

Ser Leu Arg Leu Ser Cys Ala

20

Ser Met Asn Trp Val Arg Gln

35

Ser Ser Ile Asn Arg Arg Gly

120

Gly

Ala

Lys

40

Tyr

Asn

Ala

Arg

Thr
120

Gly
Ala
Ala

40
Thr

Gly
Ser
25

Glu
Ala
Asn
Met
Leu

105
Val

Gly
Ser
25

Pro

Val

43

Gly
10

Arg
Arg
Asp
Thr
Tyr
90

Glu

Ser

Gly
10

Gly
Gly

Thr

Pro

Tyr

Glu

Ser

Leu

75

Tyr

Pro

Ser

Leu

Phe

Lys

Val

Val
Thr
Val
Val
60

Tyr

Cys

Gly

Val

Pro

Gly

Tyr

125

Gln

Pro

Val

45

Lys

Leu

Ala

Ala

Gln

Phe

Met

45
Ala

Ala

30

Gly

Gly

Gln

Ala

Tyr
110

Pro

Ser
30
Glu

Gly
15

Met
Glu
Arg
Met
Gly

95

Asn

Gly
15
Trp

Trp

Ser

Gly
Ala
Leu
Phe
Asn
80

Leu

Tyr

Gly

Ser

Val

Val
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50

95

Lys Gly Arg Phe Thr Ile Ser

65

70

Leu Gln Met Asn Asn Leu Gln

85

Ala Arg Ala Arg Arg Pro Glu

100

Ala Leu Phe Gly Thr Arg Gly

<210> 58
211> 12
<212> PR

115

6
T

<213> Artificial Sequence

<220>

<223> nKN044-220

<400> 58
Gln Val
1

Ser Leu

Tyr Tyr

Leu Ser
50

Val Lys

65

Asn Leu

Cys Ala

Phe Arg

<210> 59

211> 12
<212> PR

Gln

Thr

Ile

35

Ser

Gly

Gln

Ala

Tyr
115

9
T

Leu
Leu
20

Ser
Tle
Arg

Met

Gly
100
Trp

Gln
5

Ser
Trp
Asn
Phe
Asn
85

Trp

Gly

Glu

Cys

Val

Thr

Thr

70

Tyr

Leu

Gln

Ser

Glu

Leu

Phe

Gly

<213> Artificial Sequence

<220>

<223> nKN044-227

<400> 59

Pro

Thr

Gln
120

Gly
Ala
Gln
40

Asn

Thr

Glu

Thr
120

Asp Asn Ala
75
Glu Asp Thr
90
Trp Tyr Thr
105
Gly Thr Gln

Gly Gly Leu
10

Ser Gly Phe

25

Ala Pro Gly

Ser Val Thr

Arg GIn Asn

Pro Glu Asp
90

Gly Ser Trp

105
Gln Val Thr

44

60
Lys

Ala

Asp

Val

Val

Thr

Lys

Tyr

60

Gly

Ser

Thr

Val

Asn

Val

Ile

Thr
125

Gln

Phe

Gly

45

Tyr

Gly

Gly

Gly

Ser
125

Thr
Tyr
Trp

110
Val

Pro

Ala
30
Leu

Ala

Arg

Ile

Pro

110

Ser

Val
Tyr
95

Thr

Ser

Gly
15
Ala

Asp

Asp

Thr

Tyr

95
Arg

Ala
80
Cys

Pro

Ser

Gly
Pro
Trp
Ser
Trp
80

Tyr

Asn
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Gln
1
Ser
Lys
Ala
Lys
65
Leu
Ala

Arg

Ser

<210>
211>
212>
<213>

Val

Leu

Met

Thr

50

Gly

Gln

Val

Tyr

<220>

223>
<400>

60
126
PRT

Artificial Sequence

Gln

Arg

Gly

35

Ile

Arg

Met

Ala

Glu
115

Gln Val Gln

1

Ser
Cys
Ala
Gly
65

Gln

Ala

Phe

Leu
Met
Arg
50

Arg
Met

Asp

Ala

Arg
Gly
35

Tle
Phe
Asn

Pro

Lys

Leu
Leu
20

Trp
Phe
Phe
Asn
Arg

100
Tyr

nkKN044-235
60

Leu

Leu
20
Trp

Gly

Thr

Ser

Gly

100
Trp

Gln

Ser

Phe

Thr

Thr

Asn

85

Pro

Asn

Gln
5

Ser
Phe
Thr
Ile
Leu
85

Arg

Gly

Glu

Cys

Arg

Ala

Ile

70

Leu

Gly

Tyr

Glu

Cys

Arg

Tyr

Ser

70

Lys

Tyr

Gln

Ser

Thr

Gln

Gly

95

Ser

Lys

Trp

Trp

Ser

Thr

Gln

Gly

95

Pro

Cys

Gly

Gly

Ala

Ala

40

Gly

Gln

Pro

Ile

Gly
120

Gly

Ala

Ala

40

Thr

Asp

Glu

Arg

Thr

Gly
Ser
25

Pro
Ser
Asp
Glu
Trp

105
Gln

Gly
Ser
25

Pro
Thr
Asn
Asp
Gly
105

Gln

45

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Pro

Gly

Gly
10

Gly
Gly
Trp

Ala

Thr
90
Asp

Val

Ser

Tyr

Lys

Tyr

Ala

75

Thr

Thr

Thr

Ser

Tyr

Lys

Tyr

Lys

75

Ala

Leu

Thr

Val

Thr

Gly

Tyr

60

Lys

Ala

Ile

Gln

Val

Thr

Glu

Ala

60

Asn

Met

Leu

Val

Gln

Asn

Arg

45

Ala

Asn

Met

Lys

Val
125

Gln

Tyr

Arg

45

Asp

Thr

Tyr

Arg

Ser

Ala

Ser
30
Thr

Asp

Thr

Tyr

Thr

110
Thr

Ala

Arg
30
Glu

Ser

Val

Tyr

Thr

110

Ser

Gly
15

Tle
Glu
Ser
Leu
Tyr
95

Met

Val

Gly
15

Arg
Gly
Val
Tyr
Cys

95
Thr

Gly

Ser

Val

Val

Tyr

80

Cys

Thr

Ser

Gly
Tyr
Val
Lys
Leu
80

Ala

Leu



CN 110407942 A F 5 = 19/52 T
115 120 125
<210> 61
211> 127
<212> PRT
<213> Artificial Sequence
220>
<223> nKN044-244
<400> 61
Gln Val Gln Leu Gln Glu Ser Gly Gly Gly Ser Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Arg Asn Thr Tyr Arg Asn Arg
20 25 30
Trp Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Gly Val
35 40 45
Ala Arg Ile Asn Ile Arg Ser Gly Arg Ala Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Lys Pro Glu Asp Thr Ala Met Tyr Tyr Cys
85 90 95
Ala Ala Ser Gln Ser Gly Gly Phe Phe Tyr Gly Val Leu Asp Thr Arg
100 105 110
Ser Tyr His Tyr Trp Gly Pro Gly Thr Gln Val Thr Val Ser Ser
115 120 125
<210> 62
211> 124
<212> PRT
<213> Artificial Sequence
220>
<223> nKN044-249
<400> 62
Gln Val Gln Leu Gln Glu Ser Gly Gly Gly Ser Val Gln Ala Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Tyr Ser Ser Asn
20 25 30
Cys Ile Gly Trp Phe Arg Gln Ala Pro Gly Lys Gly Arg Asn Trp Val
35 40 45
Ala Leu Thr Ser Ser Gly Asn Gly Arg Thr Trp Val Ala Asp Ser Val
50 55 60

46
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Lys Gly Arg Phe Thr Ile Ser Gln Asp Asn Ala Lys Asn Thr Val Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Lys Pro Glu Asp Thr Gly Ala Tyr Tyr Cys

85 90 95
Ala Ala Gly Pro Ala Cys Ser Gly Val Tyr Trp Lys Trp Ala Leu Arg
100 105 110
Gly Trp Gly Gln Gly Thr Gln Val Thr Val Ser Ser
115 120
<210> 63
211> 129
<212> PRT
<213> Artificial Sequence
<220>
<223> nKN044-252
<400> 63
Gln Val Gln Leu Gln Glu Ser Gly Gly Gly Ser Val Gln Ala Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Ile Tyr Ser Arg Asn
20 25 30
Trp Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Trp Val
35 40 45
Ala Ser Ile Ser Val Asn Gly Asp Asn Thr His Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Gln Asp Ala Ala Lys Asn Thr Val Tyr
65 70 75 80
Leu Gln Met Thr Ser Leu Lys Pro Glu Asp Thr Ala Met Tyr Tyr Cys
85 90 95
Ala Ala Tyr Trp Pro Gly Gly Gly Gly Ser Ala Ala Trp Ser Phe Trp
100 105 110
Gly Arg Ile Phe Asn Phe Arg Gly Gln Gly Thr Gln Val Thr Val Ser
115 120 125
Ser
<210> 64
211> 122
<212> PRT
<213> Artificial Sequence
220>
<223> nKN044-264
<400> 64
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Gln
1

Ser
Met
Ala
Arg
65

Met

Ala

Gly

<210>
211>
212>
<213>

Val

Leu

Gly

Ile

50

Phe

Asn

Arg

Gln

<220>

223>
<400>

65
135
PRT

Artificial Sequence

Gln

Arg

Trp

35

Asp

Thr

Ser

Trp

Gly
115

Leu
Leu
20

Phe
Arg
Tle
Leu
Arg

100
Thr

nkKN044-266
65

Gln

Ser

Arg

Tyr

Ser

Lys

85

Ala

Gln

Gln Val Gln Leu Gln

1

Ser
Tyr
Ala
Tyr
65

Lys

Ala

Gly

Leu
Tle
Ala
50

Ala
Asn

Met

Gly

Arg
Gly

35
Ile

Asp

Thr

Tyr

Ala
115

Leu
20

Trp
Tyr
Ser
Val
Tyr

100
Trp

5

Ser
Phe
Arg
Val
Tyr
85

Cys

Tyr

Glu

Cys

Gln

Gly

Arg

70

Pro

Ser

Val

Glu

Cys

Arg

Gly

Lys

70

Leu

Ala

Ser

Ser

Val

Ala

Arg

95

Asp

Glu

Cys

Thr

Ser

Val

Gln

Gly

95

Gly

Glu

Ala

Ala

Gly

Ala

Pro

40

Ala

Asn

Asp

Val

Val
120

Gly

Ala

Ala

40

Gly

Arg

Met

Gly

Gly
120

Gly
Ser
25

Gly
Thr
Leu
Thr
Thr

105

Ser

Gly
Ala
25

Pro
Ser
Phe
Asn
Arg

105
Arg

48

Gly Ser
10
Gly Tyr

Lys Glu

Tyr Ala

Lys Asn
75

Ala Thr

90

Leu Val

Ser

Gly Ser
10
Gly Tyr

Gly Lys
Thr Tyr
Thr Ile

75
Ser Leu
90

Ser Pro

Tyr Pro

Val
Ile
Arg
Asp
60

Thr

Tyr

Arg

Val

Thr

Glu

Tyr

60

Ser

Lys

Phe

Tyr

Gln
Tyr
Glu
45

Ser
Val

Tyr

Phe

Gln

Leu

Arg

45

Gly

Arg

Pro

Pro

Trp
125

Ala
Ser
30

Gly
Val
Ser

Cys

Thr
110

Ala
Arg
30

Glu
Ser
Asp
Glu
Val

110
Gly

Gly
15

Asn
Leu
Lys
Leu
Ala

95

Ser

Gly
15

Thr
Gly
Thr
Asn
Asp
95

Ala

Gln

Gly
Cys
Ala
Gly
Gln
80

Ala

Trp

Gly

Asn

Val

Tyr

Ala

80

Thr

Phe

Gly
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Thr Gln Val Thr Val Ser Ser
130 135
<210> 66
<211> 128
<212> PRT
<213> Artificial Sequence
220>
<223> nKN044-268
<400> 66
Gln Val Gln Leu Gln Glu Ser Gly Gly Gly Ser Val Gln Ala Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Tyr Ser Thr Lys
20 25 30
Arg Val Ala Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Gly Val
35 40 45
Ala Thr Ile Ser Ala Thr Met Gly Ile Pro Ile Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Thr Val Tyr
65 70 75 80
Leu Gln Met Asn Asn Leu Lys Pro Glu Asp Thr Ala Met Tyr Tyr Cys
85 90 95
Ala Ala Gly Arg Pro Ser Arg Ala Ala Phe Leu Gly Tyr Leu Arg Ala
100 105 110
Ala Ala Tyr Asp Tyr Trp Gly Gln Gly Thr Gln Val Thr Val Ser Ser
115 120 125
<210> 67
211> 127
<212> PRT
<213> Artificial Sequence
220>
<223> nKN044-275
<400> 67
Gln Val Gln Leu Gln Glu Ser Gly Gly Gly Ser Val Gln Ala Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Glu Tyr Thr Arg Arg Ser Lys
20 25 30
Arg Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Gly Val
35 40 45
Ala Ala Ile Ser Ser Ser Gly Ala Phe Thr Tyr Tyr Ala Asp Ser Val

49
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50
Lys Gly Arg
65
Leu GIn Met

Ala Ala Gly

Ala Tyr Asn
115
<210> 68
211> 123
<212> PRT

Phe

Asn

Leu

100
Tyr

95

Thr Met Ser

70

Ser Leu Lys

85

Arg Pro Gly

Trp Gly Gln

<213> Artificial Sequence

<220>

<223> nKN044-280

<400> 68

Gln Val Gln Leu Gln

1
Ser Leu Arg

Tyr Ile Ala
35
Ala Thr Ile
50
Arg Gly Arg
65
Leu GIn Met

Ala Ala Gly

Trp Gly Gln
115
<210> 69
211> 232
<212> PRT

Leu
20

Trp
Asp
Phe
Asn
Arg

100
Gly

5

Ser
Phe
Arg
Thr
Ser
85

Gly

Thr

Glu

Cys

Arg

Arg

Ile

70

Leu

Arg

Gln

Ser

Thr

Gln

Leu

95

Ser

Lys

Ala

Val

<213> Artificial Sequence

<220>

<223> TgGl-Fc

<400> 69

Gln

Pro

Gly
120

Gly
Ala
Ala
40

Gly

Gln

Pro

Thr
120

Asp Asn Thr
75
Glu Asp Ser
90
Trp Ser Leu
105
Thr GIn Val

Gly Gly Leu
10

Ser Gly Ser

25

Pro Gly Lys

Ser Thr Tyr

Asp Lys Ala
75
Glu Asp Thr
90
Leu Ser Arg
105
Val Ser Ser

50

60
Lys

Ala

Arg

Thr

Val
Thr
Glu
Tyr
60

Lys

Ala

Val

Asn

Met

Leu

Val
125

Gln

Tyr

45

Ala

Asn

Met

Trp

Thr
Tyr
Glu

110

Ser

Pro
Thr
30

Glu
Asp
Thr

Tyr

Tyr
110

Val
Tyr
95

Pro

Ser

Gly
15

Asn

Gly

Ser

Val

Tyr

95

Asn

80
Cys

Gly

Gly
Asn
Val
Val
Tyr
80

Cys

Tyr
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Glu
1
Pro
Lys
Val
Asp
65
Tyr
Asp
Leu
Arg
Lys
145
Asp
Lys
Ser

Ser

Ser
225

Pro Lys

Glu Leu

Asp Thr
35

Asp Val

50

Gly Val

Asn Ser

Trp Leu

Pro Ala
115

Glu Pro

130

Asn Gln

Ile Ala

Thr Thr

Lys Leu
195
Cys Ser

210
Leu Ser

<210> 70
<211> 230
<212> PRT

<213>

<220>

223>

<400> 70
Met Asp Pro Lys Ser Ser Asp Lys Thr His Thr Cys Pro Pro Cys Pro

1

Ser

Leu

20

Leu

Ser

Glu

Thr

Asn

100

Pro

Gln

Val

Val

Pro

180

Thr

Val

Leu

IgGl-muF

Cys

Gly

Met

His

Val

Tyr

85

Gly

Ile

Val

Ser

Glu

165

Pro

Val

Met

Ser

5

Asp

Gly

Ile

Glu

His

70

Arg

Lys

Glu

Tyr

Leu

150

Trp

Val

Asp

His

Pro
230

Lys
Pro
Ser
Asp
55

Asn
Val
Glu
Lys
Thr
135
Thr
Glu
Leu
Lys
Glu

215
Gly

Artificial Sequence

Thr

Ser

40

Pro

Ala

Val

Tyr

Thr

120

Leu

Cys

Ser

Asp

Ser

200

Ala

Lys

His Thr Cys

Val
25

Thr
Glu
Lys
Ser
Lys
105
Tle
Pro
Leu
Asn
Ser
185

Arg

Leu

51

10
Phe

Pro
Val
Thr
Val
90

Cys
Ser
Pro
Val
Gly
170
Asp

Trp

His

10

Leu
Glu
Lys
Lys
75

Leu
Lys
Lys
Ser
Lys
155
Gln
Gly

Gln

Asn

Pro

Phe

Val

Phe

60

Pro

Thr

Val

Ala

Arg

140

Gly

Pro

Ser

Gln

His
220

Pro
Pro
Thr
45

Asn
Arg
Val
Ser
Lys
125
Asp
Phe
Glu
Phe
Gly

205
Tyr

Cys
Pro
30

Cys
Trp
Glu
Leu
Asn
110
Gly
Glu
Tyr
Asn
Phe
190

Asn

Thr

Pro
15

Lys
Val
Tyr
Glu
His
95

Lys
Gln
Leu
Pro
Asn
175
Leu

Val

Gln

15

Ala

Pro

Val

Val

Gln

80

Gln

Ala

Pro

Thr

Ser

160

Tyr

Tyr

Phe

Lys
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Ala Pro

Val Leu

Ile Ser
50

Val Glu

65

Ser Thr

Leu Asn

Ala Pro

Pro Gln
130

Lys Val

145

Thr Val

Thr Gln

Leu Asn

Ser Val
210
Ser His
225
<210> 71

Glu
Thr
35

Lys
Val
Phe
Gly
Tle
115
Val
Ser
Glu
Pro
Val
195

Leu

Ser

<211> 348
<212> PRT
<213> Artificial Sequence

<220>

Val
20

Ile
Asp
His
Arg
Lys
100
Glu
Tyr
Leu
Trp
Ile
180
Gln
His

Pro

Ser

Thr

Asp

Thr

Ser

85

Glu

Lys

Thr

Thr

Gln

165

Met

Lys

Glu

Gly

<223> nKN044-19-3

<400> 71

Ser

Leu

Pro

Ala

70

Val

Phe

Thr

Ile

Cys

150

Trp

Asn

Ser

Gly

Lys
230

Val

Thr

Glu

95

Gln

Ser

Lys

Ile

Pro

135

Met

Asn

Thr

Asn

Leu
215

Phe
Pro
40

Val
Thr
Glu
Cys
Ser
120
Pro
Tle
Gly
Asn
Trp

200
His

ITle Phe Pro

25
Lys

Gln
Gln
Leu
Arg
105
Lys
Pro
Thr
Gln
Gly
185

Glu

Asn

Val
Phe
Pro
Pro
90

Val
Thr
Lys
Asp
Pro
170
Ser

Ala

His

Thr
Ser
Arg
75

Tle
Asn
Lys
Glu
Phe
155
Ala
Tyr

Gly

His

Pro
Cys
Trp
60

Glu
Met
Ser
Gly
Gln
140
Phe
Glu
Phe

Asn

Thr
220

Lys
Val
45

Phe
Glu
His
Ala
Arg
125
Met
Pro
Asn
Val
Thr

205
Glu

Pro
30

Val
Val
Gln
Gln
Ala
110
Pro
Ala
Glu
Tyr
Tyr
190

Phe

Lys

Lys
Val
Asp
Phe
Asp
95

Phe
Lys
Lys
Asp
Lys
175
Ser

Thr

Ser

Asp
Asp
Asp
Asn
80

Trp
Pro
Ala
Asp
Ile
160
Asn
Lys

Cys

Leu

Cys Ala Gly Gly Thr Gly Cys Ala Gly Cys Thr Gly Cys Ala Gly Gly

1

5

10

15

Ala Gly Thr Cys Thr Gly Gly Gly Gly Gly Ala Gly Cys Cys Thr Cys

20

25

52

30
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Gly
Thr
Gly
65

Cys
Ala
Gly
Gly
Gly
145
Gly
Cys
Ala
Thr
Cys
225
Cys
Thr
Thr
Gly
Gly
305

Cys

Ala

Gly
Cys
50

Thr
Ala
Thr
Cys
Gly
130
Cys
Thr
Thr
Ala
Cys
210
Ala
Thr
Gly
Gly
Cys
290
Thr

Cys

Cys

Thr
35

Thr
Gly
Cys
Cys
Cys
115
Ala
Ala
Ala
Ala
Gly
195
Thr
Ala
Gly
Ala
Cys
275
Gly
Cys

Ala

Cys

Gly

Cys

Cys

Cys

Ala

100

Ala

Gly

Thr

Gly

Thr

180

Gly

Cys

Gly

Cys

Ala

260

Cys

Gly

Gly

Gly

Gly

Cys
Thr
Ala
Thr
85

Thr
Gly
Cys
Cys
Thr
165
Gly
Gly
Cys
Ala
Ala
245
Ala
Ala
Cys
Ala
Gly

325
Thr

Ala
Gly
Gly
70

Ala
Gly
Thr
Gly
Thr
150
Gly
Cys
Cys
Cys
Ala
230
Ala
Cys
Thr
Gly
Thr
310

Gly

Cys

Gly
Ala
55

Cys
Cys
Gly
Ala
Cys
135
Ala
Gly
Cys
Cys
Ala
215
Cys
Ala
Cys
Gly
Ala
295
Gly

Gly

Thr

Gly
40

Gly
Cys
Ala
Cys
Thr
120
Gly
Thr
Thr
Gly
Gly
200
Ala
Ala
Thr
Thr
Thr
280
Cys
Gly

Ala

Cys

Cys Thr Gly

Ala

Thr

Cys

Cys

105

Cys

Ala

Thr

Ala

Ala

185

Ala

Gly

Cys

Gly

Gly

265

Ala

Gly

Thr

Cys

Cys

53

Cys
Cys
Ala
90

Thr
Cys
Gly
Thr
Gly
170
Cys
Thr
Ala
Cys
Ala
250
Ala
Cys
Cys
Ala
Cys

330
Thr

Thr
Thr
75

Ala
Gly
Ala
Gly
Ala
155
Cys
Thr
Thr
Cys
Cys
235
Ala
Gly
Thr
Gly
Cys
315

Cys

Cys

Gly
Cys
60

Gly
Ala
Gly
Gly
Gly
140
Thr
Ala
Cys
Cys
Ala
220
Thr
Cys
Gly
Ala
Gly
300
Thr

Ala

Ala

Ala
45

Thr
Gly
Thr
Thr
Gly
125
Gly
Ala
Cys
Cys
Ala
205
Ala
Thr
Ala
Ala
Cys
285
Gly

Thr

Gly

Gly
Cys
Ala
Thr
Thr
110
Gly
Gly
Thr
Ala
Gly
190
Cys
Cys
Thr
Ala
Cys
270
Thr
Ala

Cys

Gly

Gly
Cys
Thr
Ala
95

Cys
Ala
Thr
Thr
Ala
175
Thr
Cys
Gly
Ala
Thr
255
Ala
Gly
Thr

Gly

Thr
335

Gly
Thr
Ala
80

Cys
Cys
Ala
Cys
Gly
160
Ala
Gly
Ala
Cys
Thr
240
Cys
Cys
Thr
Gly
Gly

320
Cys
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340 345
<210> 72
<211> 369
<212> PRT
<213> Artificial Sequence
220>
<223> nKN044-97
<400> 72
Cys Ala Gly Gly Thr Gly Cys Ala Gly
1 5
Ala Gly Thr Cys Thr Gly Gly Ala Gly
20 25
Gly Gly Thr Gly Cys Ala Gly Gly Cys
35 40
Thr Cys Thr Cys Thr Gly Ala Gly Ala
50 55
Gly Thr Gly Cys Ala Gly Cys Cys Thr
65 70
Cys Ala Cys Cys Thr Ala Cys Ala Gly
85
Thr Cys Thr Ala Thr Gly Gly Gly Gly
100 105
Gly Cys Cys Ala Gly Gly Cys Thr Cys
115 120
Gly Gly Ala Gly Cys Gly Cys Gly Ala
130 135
Thr Cys Ala Thr Cys Thr Ala Thr Thr
145 150
Ala Thr Gly Gly Thr Ala Cys Cys Ala
165
Thr Gly Cys Ala Gly Ala Cys Thr Cys
180 185
Gly Gly Cys Cys Gly Ala Thr Thr Cys
195 200
Ala Cys Cys Gly Ala Gly Ala Cys Ala
210 215
Gly Ala Ala Cys Ala Cys Gly Gly Thr
225 230
Cys Ala Gly Ala Thr Gly Ala Ala Cys

54

Cys
10

Gly
Thr
Cys
Cys
Gly
90

Thr
Cys
Gly
Ala
Cys
170
Cys
Ala
Ala

Gly

Ala

Thr
Ala
Gly
Thr
Thr
75

Cys
Gly
Ala
Thr
Gly
155
Ala
Gly
Cys
Cys
Thr

235
Gly

Gly
Gly
Gly
Cys
60

Gly
Gly
Gly
Gly
Thr
140
Cys
Ala
Thr
Cys
Gly
220

Ala

Cys

Cys
Gly
Ala
45

Thr
Gly
Cys
Thr
Gly
125
Cys
Ala
Ala
Gly
Ala
205
Cys

Thr

Cys

Ala
Cys
30

Gly
Cys
Ala
Ala
Thr
110
Gly
Gly
Cys
Cys
Ala
190
Thr
Ala

Cys

Thr

Gly
15

Thr
Gly
Cys
Thr
Gly
95

Cys
Ala
Thr
Thr
Thr
175
Ala
Cys
Ala

Thr

Gly

Gly
Cys
Gly
Thr
Ala
80

Gly
Cys
Ala
Cys
Gly
160
Ala
Gly
Thr
Ala
Gly

240
Ala
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245
Ala Ala Cys Cys Thr Gly Ala
260
Cys Gly Thr Gly Thr Ala Cys
275
Thr Cys Gly Ala Gly Ala Thr
290 295
Cys Thr Gly Cys Cys Ala Gly
305 310
Ala Thr Cys Gly Thr Gly Gly
325
Thr Gly Gly Gly Gly Cys Cys
340
Ala Gly Gly Thr Cys Ala Cys
355
Ala
<210> 73
<211> 378
<212> PRT
<213> Artificial Sequence
220>
<223> nKN044-125
<400> 73
Cys Ala Gly Gly Thr Gly Cys
1 5
Ala Gly Thr Cys Thr Gly Gly
20
Gly Gly Thr Gly Cys Ala Gly
35
Thr Cys Thr Cys Thr Gly Ala
50 55
Gly Thr Gly Thr Ala Gly Cys
65 70
Cys Thr Cys Gly Thr Ala Thr
85
Thr Gly Cys Ala Thr Gly Gly
100
Gly Ala Cys Ala Gly Gly Cys
115

Gly
Thr
280
Cys
Cys
Thr

Ala

Cys
360

Ala

Ala

Ala

40

Gly

Cys

Ala

Gly

Thr
120

Gly
265
Ala
Ala
Cys
Ala
Gly

345
Gly

Gly
Gly
25

Cys
Ala
Thr
Gly
Cys

105
Cys

55

250
Ala

Cys
Gly
Thr
Thr
330

Gly

Thr

Cys
10

Gly
Thr
Cys
Cys
Ala
90

Thr

Cys

Cys
Thr
Gly
Gly
315
Ala

Gly

Cys

Thr

Ala

Gly

Thr

Thr

75

Cys

Gly

Ala

Ala
Gly
Ala
300
Thr
Gly

Gly

Thr

Gly

Gly

Gly

Cys

60

Gly

Gly

Gly

Gly

Cys
Thr
285
Cys
Thr
Gly

Ala

Cys
365

Cys

Gly

Ala

45

Thr

Gly

Cys

Thr

Gly
125

Thr
270
Gly
Thr
Gly
Thr
Cys

350
Cys

Ala

Cys
30
Gly

Cys

Gly

Cys

Thr

110
Gly

255
Gly

Cys
Thr
Gly
Ala
335

Cys

Thr

Gly
15
Thr

Gly
Cys
Thr
Gly
95

Cys

Ala

Cys
Gly
Gly
Gly
320
Cys

Cys

Cys

Gly

Cys

Gly

Thr

Ala

80

Cys

Cys

Ala
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Gly
Thr
145
Gly
Cys
Ala
Thr
Cys
225
Cys
Thr
Cys
Gly
Thr
305
Ala
Cys

Ala

Cys

<210> 74

Gly
130
Cys
Thr
Thr
Ala
Cys
210
Ala
Thr
Gly
Gly
Cys
290
Gly
Ala
Cys

Gly

Gly
370

Gly
Ala
Gly
Ala
Gly
195
Ala
Cys
Gly
Ala
Cys
275
Gly
Ala
Ala
Cys
Gly

355
Thr

<211> 375
<212> PRT
<213> Artificial Sequence
220>

<223> nKN044-194
<400> 74

Gly
Ala
Gly
Thr
180
Gly
Gly
Gly
Cys
Ala
260
Thr
Gly
Cys
Cys
Gly
340

Gly

Cys

Cys
Cys
Thr
165
Gly
Gly
Cys
Ala
Ala
245
Ala
Ala
Thr
Cys
Cys
325
Ala

Ala

Thr

Thr
Thr
150
Gly
Cys
Cys
Cys
Gly
230
Ala
Cys
Thr
Ala
Cys
310
Thr
Cys

Ala

Cys

Cys
135
Ala
Gly
Cys
Cys
Ala
215
Cys
Ala
Cys
Gly
Gly
295
Thr
Thr
Thr

Cys

Cys
375

Gly
Thr
Thr
Gly
Gly
200
Thr
Ala
Thr
Thr
Thr
280
Thr
Thr
Ala
Ala
Cys

360
Thr

Ala Gly Thr

Thr
Ala
Ala
185
Ala
Gly
Cys
Gly
Gly
265
Ala
Thr
Ala
Cys
Cys
345

Cys

Cys

56

Ala
Gly
170
Cys
Thr
Ala
Gly
Ala
250
Ala
Cys
Cys
Gly
Gly
330
Thr

Ala

Ala

Ala
155
Cys
Thr
Thr
Cys
Gly
235
Ala
Gly
Cys
Gly
Gly
315
Cys

Gly

Gly

Gly
140
Thr
Ala
Cys
Cys
Ala
220
Thr
Thr
Gly
Ala
Gly
300
Thr
Thr

Gly

Gly

Gly

Ala

Cys

Cys

Ala

205

Gly

Cys

Ala

Ala

Cys

285

Ala

Ala

Thr

Gly

Thr
365

Gly
Gly
Ala
Gly
190
Cys
Cys
Thr
Ala
Cys
270
Thr
Cys
Cys
Cys
Gly

350
Cys

Thr
Thr
Thr
175
Thr
Cys
Gly
Ala
Thr
255
Ala
Gly
Ala
Gly
Gly
335

Cys

Ala

Cys
Gly
160
Ala
Gly
Ala
Cys
Thr
240
Cys
Cys
Thr
Ala
Gly
320
Ala

Cys

Cys
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Cys Ala Gly

1
Ala

Gly
Thr
Gly
65

Cys
Thr
Gly
Gly
Gly
145
Ala
Cys
Gly
Cys
Gly
225
Cys
Ala
Cys

Gly

Gly

Gly
Gly
Cys
50

Thr
Ala
Gly
Cys
Gly
130
Cys
Thr
Gly
Ala
Cys
210
Ala
Ala
Ala
Ala
Cys

290
Gly

Thr
Thr
35

Thr
Gly
Cys
Cys
Cys
115
Ala
Ala
Gly
Cys
Cys
195
Ala
Ala
Ala
Cys
Thr
275

Ala

Thr

Gly
Cys
20

Gly
Cys
Cys
Thr
Ala
100
Ala
Gly
Gly
Gly
Ala
180
Cys
Cys
Cys
Ala
Cys
260
Gly

Gly

Gly

Thr

Thr

Cys

Thr

Ala

Ala

85

Thr

Gly

Cys

Ala

Ala

165

Gly

Gly

Ala

Ala

Thr

245

Gly

Thr

Ala

Cys

Gly

Gly

Ala

Gly

Gly

70

Thr

Gly

Gly

Gly

Thr

150

Ala

Ala

Ala

Gly

Cys

230

Gly

Gly

Ala

Cys

Gly

Cys
Gly
Gly
Ala
55

Cys
Thr
Gly
Cys
Cys
135
Ala
Cys
Cys
Thr
Ala
215
Thr
Ala
Ala
Cys
Thr

295
Gly

Ala
Ala
Gly
40

Gly
Cys
Ala
Cys
Thr
120
Gly
Thr
Cys
Thr
Thr
200
Cys
Cys
Ala
Gly
Thr
280

Cys

Thr

Gly Cys Thr

Gly
25

Cys
Ala
Thr
Gly
Cys
105
Cys
Ala
Thr
Ala
Cys
185
Cys
Ala
Thr
Cys
Gly
265
Ala
Thr

Gly

57

10
Gly

Thr
Cys
Cys
Gly
90

Thr
Cys
Gly
Gly
Cys
170
Cys
Ala
Gly
Gly
Ala
250
Ala
Cys

Thr

Cys

Ala
Gly
Thr
Cys
75

Ala
Gly
Ala
Ala
Ala
155
Thr
Gly
Gly
Cys
Thr
235
Ala
Cys
Thr

Cys

Cys

Gly
Gly
Gly
Cys
60

Ala
Gly
Gly
Gly
Gly
140
Thr
Cys
Thr
Cys
Gly
220
Ala
Cys
Gly
Gly
Thr

300
Thr

Cys
Gly
Ala
45

Thr
Gly
Thr
Thr
Gly
125
Gly
Ala
Ala
Gly
Ala
205
Cys
Thr
Cys
Cys
Thr
285

Cys

Gly

Ala
Cys
30

Gly
Cys
Ala
Ala
Thr
110
Gly
Gly
Gly
Cys
Ala
190
Thr
Cys
Cys
Thr
Thr
270
Gly

Gly

Gly

Gly
15

Thr
Gly
Cys
Thr
Thr
95

Cys
Ala
Thr
Ala
Gly
175
Ala
Cys
Ala
Thr
Gly
255
Gly
Cys

Gly

Thr

Gly

Cys

Gly

Thr

Ala

80

Cys

Cys

Ala

Thr

Thr

160

Thr

Gly

Thr

Ala

Thr

240

Ala

Gly

Gly

Thr

Gly
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305 310
Gly Thr Cys Thr Cys Cys Cys
325
Ala Ala Thr Thr Ala Thr Thr
340
Gly Gly Ala Cys Cys Cys Ala
355
Cys Thr Cys Cys Thr Cys Ala
370 375
<210> 75
<211> 369
<212> PRT
<213> Artificial Sequence
220>
<223> nKN044-200
<400> 75
Cys Ala Gly Gly Thr Gly Cys
1 5
Ala Gly Thr Cys Thr Gly Gly
20
Gly Gly Thr Gly Cys Ala Gly
35
Thr Cys Thr Cys Thr Gly Ala
50 55
Gly Thr Gly Cys Ala Gly Cys
65 70
Cys Ala Cys Cys Cys Cys Cys
85
Thr Gly Gly Thr Thr Cys Cys
100
Cys Ala Gly Gly Cys Ala Ala
115
Gly Gly Thr Gly Gly Thr Gly
130 135
Ala Ala Thr Thr Thr Thr Thr
145 150
Cys Ala Ala Cys Cys Thr Ala
165
Cys Gly Thr Gly Ala Ala Gly

Thr

Gly

Gly
360

Ala
Gly
Gly
40

Gly
Cys
Cys
Gly
Gly
120
Gly
Thr

Cys

Gly

Cys
Gly

345
Gly

Gly
Gly
25

Cys
Ala
Thr
Gly
Cys
105
Gly
Gly
Thr
Gly

Gly

58

315

Thr Ala Gly Thr

330

Gly Gly Cys Cys

Thr

Cys
10

Gly
Thr
Cys
Cys
Cys
90

Cys
Ala
Thr
Gly
Cys

170
Cys

Cys

Thr
Ala
Gly
Thr
Thr
75

Ala
Ala
Gly
Gly
Gly
155

Ala

Cys

Ala

Gly
Gly
Gly
Cys
60

Ala
Thr
Gly
Cys
Ala
140
Cys

Gly

Gly

Cys
365

Cys
Gly
Ala
45

Thr
Gly
Gly
Gly
Gly
125
Gly
Ala

Ala

Ala

Thr
Ala

350
Cys

Ala
Cys
30

Gly
Cys
Ala
Gly
Gly
110
Cys
Cys
Cys

Cys

Thr

Ala
335
Gly

Gly

Gly
15

Cys
Gly
Cys

Thr

Cys
95
Thr

Gly

Thr

Cys

Thr

175
Thr

320
Thr

Gly

Thr

Gly
Cys
Gly
Thr
Ala
80

Cys
Cys
Ala
Cys
Gly
160

Cys

Cys
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180 185 190
Ala Cys Cys Ala Thr Cys Thr Cys Cys Ala Ala Ala Gly Ala Cys Ala
195 200 205
Ala Cys Ala Cys Cys Ala Ala Cys Ala Ala Cys Ala Cys Thr Cys Thr
210 215 220
Ala Thr Ala Thr Cys Thr Gly Cys Ala Ala Ala Thr Gly Ala Ala Cys
225 230 235 240
Gly Cys Thr Cys Thr Gly Ala Ala Gly Cys Cys Thr Gly Ala Gly Gly
245 250 255
Ala Cys Ala Cys Gly Gly Cys Cys Ala Thr Gly Thr Ala Cys Thr Ala
260 265 270
Cys Thr Gly Thr Gly Cys Gly Gly Cys Gly Gly Gly Thr Cys Thr Thr
275 280 285
Cys Gly Ala Cys Cys Ala Gly Gly Gly Thr Gly Gly Thr Gly Gly Thr
290 295 300
Cys Ala Cys Thr Gly Cys Gly Cys Cys Thr Ala Gly Ala Ala Cys Cys
305 310 315 320
Thr Gly Gly Cys Gly Cys Gly Thr Ala Thr Ala Ala Cys Thr Ala Cys
325 330 335
Thr Gly Gly Gly Gly Cys Cys Ala Gly Gly Gly Gly Ala Cys Cys Cys
340 345 350
Ala Gly Gly Thr Cys Ala Cys Cys Gly Thr Cys Thr Cys Cys Thr Cys
355 360 365
Ala
<210> 76
<211> 384
<212> PRT
<213> Artificial Sequence
220>
<223> nKN044-216
<400> 76
Cys Ala Gly Gly Thr Gly Cys Ala Gly Cys Thr Gly Cys Ala Gly Gly
1 5 10 15
Ala Gly Thr Cys Thr Gly Gly Ala Gly Gly Ala Gly Gly Cys Thr Thr
20 25 30
Gly Gly Thr Thr Cys Ala Ala Cys Cys Thr Gly Gly Gly Gly Gly Gly
35 40 45
Thr Cys Thr Cys Thr Gly Ala Gly Ala Cys Thr Cys Thr Cys Cys Thr
50 55 60

59
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Gly Thr Gly

65
Thr

Thr
Gly
Gly
Thr
145
Gly
Gly
Ala
Thr
Cys
225
Cys
Thr
Gly
Gly
Cys
305
Thr
Gly

Gly

Gly

Cys
Cys
Cys
Gly
130
Cys
Gly
Thr
Ala
Cys
210
Ala
Thr
Gly
Gly
Cys
290
Gly
Gly
Cys

Gly

Gly

Cys
Cys
Cys
115
Gly
Ala
Gly
Ala
Gly
195
Thr
Ala
Gly
Cys
Cys
275
Cys
Gly
Ala
Ala
Gly

355
Thr

Cys
Cys
Ala
100
Ala
Gly
Thr
Gly
Thr
180
Gly
Cys
Gly
Cys
Ala
260
Cys
Ala
Ala
Thr
Cys
340

Gly

Cys

Ala
Thr
85

Thr
Gly
Ala
Cys
Ala
165
Gly
Gly
Cys
Ala
Ala
245
Ala
Gly
Gly
Ala
Ala
325
Thr

Cys

Ala

Gly
70

Thr
Gly
Gly
Thr
Thr
150
Ala
Cys
Cys
Ala
Ala
230
Ala
Cys
Thr
Ala
Ala
310
Thr
Cys

Cys

Cys

Cys

Cys

Ala

Cys

Gly

135

Ala

Cys

Ala

Cys

Gly

215

Cys

Ala

Cys

Gly

Gly

295

Cys

Ala

Thr

Ala

Cys

Cys
Ala
Ala
Thr
120
Gly
Thr
Thr
Gly
Gly
200
Ala
Ala
Thr
Thr
Thr
280
Cys
Thr
Thr
Thr
Gly

360
Gly

Thr
Gly
Cys
105
Cys
Ala
Thr
Gly
Ala
185
Ala
Gly
Cys
Gly
Gly
265
Ala
Cys
Thr
Gly
Cys
345
Gly

Thr

60

Cys
Thr
90

Thr
Cys
Gly
Ala
Thr
170
Cys
Thr
Ala
Ala
Ala
250
Ala
Thr
Cys
Gly
Gly
330
Gly

Gly

Cys

Thr
75

Thr
Gly
Ala
Thr
Ala
155
Cys
Thr
Thr
Cys
Gly
235
Ala
Gly
Thr
Gly
Gly
315
Ala
Gly

Gly

Thr

Gly

Gly

Gly

Gly

Gly

140

Cys

Ala

Cys

Cys

Ala

220

Thr

Cys

Gly

Ala

Cys

300

Thr

Cys

Thr

Ala

Cys

Gly
Gly
Gly
Gly
125
Gly
Cys
Cys
Cys
Ala
205
Ala
Gly
Ala
Ala
Thr
285
Cys
Ala
Thr
Ala
Cys

365
Cys

Ala
Thr
Thr
110
Gly
Gly
Gly
Ala
Gly
190
Cys
Cys
Gly
Ala
Cys
270
Thr
Gly
Cys
Cys
Cys
350

Cys

Thr

Thr
Cys
95

Cys
Ala
Thr
Gly
Gly
175
Thr
Cys
Gly
Cys
Cys
255
Ala
Gly
Gly
Ala
Cys
335
Ala

Cys

Cys

Thr
80

Gly
Cys
Ala
Cys
Cys
160
Thr
Ala
Ala
Cys
Thr
240
Cys
Cys
Thr
Cys
Cys
320
Cys
Ala

Ala

Ala
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<210> 77

370

<211> 378
<212> PRT
<213> Artificial Sequence
220>

<223> nKN044-220
<400> 77

Cys Ala Gly Gly Thr

1
Ala

Gly
Thr
Gly
65

Cys
Thr
Thr
Gly
Cys
145
Cys
Ala
Gly
Cys
Thr

225
Ala

Gly
Gly
Cys
50

Cys
Ala
Ala
Cys
Ala
130
Thr
Thr
Thr
Thr
Cys
210

Gly

Ala

Thr
Thr
35

Thr
Gly
Cys
Cys
Cys
115
Ala
Ala
Thr
Ala
Gly
195
Ala

Gly

Cys

Cys
20

Gly
Cys
Ala
Cys
Thr
100
Gly
Gly
Thr
Ala
Cys
180
Ala
Thr

Cys

Thr

5
Thr

Cys

Thr

Ala

Thr

85

Ala

Cys

Gly

Cys

Cys

165

Thr

Ala

Cys

Gly

Thr

Gly
Gly
Ala
Gly
Gly
70

Thr
Cys
Cys
Gly
Cys
150
Ala
Ala
Gly
Ala
Gly

230
Ala

375

Cys
Gly
Ala
Ala
55

Cys
Cys
Ala
Ala
Cys
135
Ala
Ala
Thr
Gly
Cys
215

Thr

Cys

Ala
Gly
Cys
40

Cys
Cys
Gly
Thr
Gly
120
Cys
Gly
Thr
Gly
Gly
200
Gly

Cys

Ala

Gly
Gly
25

Cys
Thr
Thr
Cys
Cys
105
Gly
Thr
Cys
Ala
Cys
185
Cys
Cys
Gly

Gly

61

Cys
10

Gly
Thr
Cys
Cys
Cys
90

Ala
Cys
Gly
Ala
Gly
170
Ala
Cys
Gly

Cys

Ala

Thr
Ala
Gly
Thr
Thr
75

Gly
Gly
Gly
Gly
Thr
155
Thr
Gly
Gly
Ala
Ala

235
Thr

380

Gly
Gly
Gly
Cys
60

Gly
Cys
Cys
Cys
Ala
140
Thr
Gly
Ala
Ala
Cys
220

Cys

Gly

Cys
Gly
Gly
45

Thr
Gly
Thr
Thr
Cys
125
Cys
Ala
Thr
Cys
Thr
205
Ala

Gly

Ala

Ala
Cys
30

Gly
Cys
Ala
Cys
Gly
110
Ala
Thr
Ala
Cys
Thr
190
Thr
Ala

Thr

Ala

Gly
15

Thr
Gly
Cys
Thr
Cys
95

Gly
Gly
Gly
Thr
Ala
175
Cys
Cys
Ala

Gly

Thr

Gly
Thr
Gly
Thr
Thr
80

Cys
Gly
Gly
Gly
Ala
160
Cys
Cys
Ala
Ala
Gly

240
Thr
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Ala

Cys

Thr

Thr

305

Gly

Thr

Ala

Cys

Cys Thr

Thr Cys
275

Gly Thr

290

Gly Thr

Ala Cys
Thr Thr
Gly Gly

355

Gly Thr
370

<210> 78
<211> 387
<212> PRT
<213> Artificial Sequence
220>

<223> nKN044-227

<400> 78

Cys
1
Ala
Gly
Thr
Gly
65
Cys

Ala

Gly

Ala Gly
Gly Thr
Gly Thr
35

Cys Thr
50

Thr Ala
Ala Cys

Ala Ala

Cys Cys

Thr
260
Thr
Gly
Thr
Cys
Cys
340

Gly

Cys

Gly
Cys
20

Gly
Cys
Cys
Cys
Ala

100
Ala

245
Gly

Gly

Cys

Cys

Gly

325

Gly

Gly

Thr

Thr

Thr

Cys

Thr

Ala

Ala

85

Thr

Gly

Gly

Gly

Ala

Cys

310

Gly

Thr

Ala

Cys

Gly

Gly

Ala

Gly

Gly

70

Ala

Gly

Gly

Ala

Thr

Gly

295

Gly

Gly

Thr

Cys

Cys
375

Cys

Gly

Gly

Ala

95

Cys

Cys

Gly

Cys

Gly
Ala
280
Cys
Thr
Cys
Ala
Cys

360
Thr

Ala

Gly

Gly

40

Gly

Cys

Ala

Gly

Thr

Cys
265
Thr
Ala
Gly
Cys
Cys
345

Cys

Cys

Gly
Gly
25

Cys
Ala
Thr

Gly

Thr
105
Cys

62

250
Cys

Thr

Gly

Gly

Cys

330

Thr

Ala

Ala

Cys
10

Gly
Thr
Cys
Cys
Cys
90

Thr

Cys

Thr
Thr
Gly
Thr
315
Cys

Gly

Gly

Thr

Ala

Gly

Thr

Thr

75

Ala

Gly

Ala

Gly
Ala
Gly
300
Ala
Gly

Gly

Gly

Gly

Gly

Gly

Cys

60

Gly

Thr

Gly

Gly

Ala
Cys
285
Thr
Gly
Ala

Gly

Thr
365

Cys

Gly

Ala

45

Thr

Gly

Cys

Thr

Gly

Ala
270
Thr
Gly
Cys
Ala
Gly

350
Cys

Ala
Cys
30

Gly
Cys
Gly
Ala
Thr

110
Gly

255
Gly

Ala
Gly
Thr
Ala
335

Cys

Ala

Gly
15
Thr

Gly
Cys
Thr
Gly
95

Cys

Ala

Ala
Cys
Cys
Gly
320
Thr

Cys

Cys

Gly

Cys

Gly

Thr

Ala

80

Thr

Cys

Ala
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115

Gly Gly Gly

Gly
145
Cys
Cys
Ala
Thr
Cys
225
Cys
Thr
Thr
Gly
Gly
305
Thr
Cys
Ala

Cys

Thr
385

<210> 79

130
Cys

Gly
Thr
Ala
Cys
210
Ala
Thr
Gly
Gly
Cys
290
Cys
Ala
Gly
Cys
Cys

370
Cys

Ala
Gly
Ala
Gly
195
Thr
Ala
Gly
Ala
Cys
275
Gly
Thr
Thr
Cys
Thr
355

Ala

Ala

<211> 378
<212> PRT
<213> Artificial Sequence

Gly
Ala
Gly
Thr
180
Gly
Cys
Gly
Cys
Ala
260
Cys
Gly
Gly
Ala
Thr
340

Gly

Gly

Cys
Cys
Thr
165
Gly
Gly
Cys
Ala
Ala
245
Ala
Ala
Thr
Gly
Ala
325
Ala

Gly

Gly

Gly
Thr
150
Gly
Cys
Cys
Cys
Ala
230
Ala
Cys
Thr
Ala
Ala
310
Ala
Thr

Gly

Thr

Cys
135
Ala
Gly
Cys
Cys
Ala
215
Cys
Ala
Cys
Gly
Gly
295
Thr
Gly
Gly

Gly

Cys
375

120
Ala

Thr
Cys
Gly
Gly
200
Ala
Ala
Thr
Thr
Thr
280
Cys
Ala
Ala
Ala
Cys

360
Ala

Cys
Thr
Ala
Ala
185
Ala
Gly
Cys
Gly
Gly
265
Ala
Thr
Thr
Cys
Gly
345

Cys

Cys

63

Gly
Thr
Gly
170
Cys
Thr
Ala
Gly
Ala
250
Ala
Cys
Ala
Gly
Thr
330
Thr

Ala

Cys

Gly
Thr
155
Cys
Thr
Thr
Cys
Thr
235
Ala
Gly
Thr
Gly
Gly
315
Ala
Ala

Gly

Gly

Ala
140
Thr
Ala
Cys
Cys
Ala
220
Thr
Cys
Gly
Ala
Gly
300
Cys
Thr
Thr

Gly

Thr
380

125
Gly

Ala
Cys
Cys
Ala
205
Ala
Gly
Ala
Ala
Cys
285
Cys
Cys
Gly
Ala
Gly

365
Cys

Gly
Cys
Ala
Gly
190
Cys
Cys
Thr
Ala
Cys
270
Thr
Cys
Thr
Ala
Ala
350

Gly

Thr

Thr
Thr
Thr
175
Thr
Cys
Gly
Ala
Cys
255
Ala
Gly
Gly
Ala
Cys
335
Cys

Ala

Cys

Cys
Gly
160
Ala
Gly
Ala
Cys
Thr
240
Cys
Cys
Thr
Gly
Cys
320
Cys
Thr

Cys

Cys
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<220>

<223> nKN044-235
<400> 79

Cys Ala Gly Gly

1
Ala

Gly
Thr
Gly
65

Thr
Thr
Gly
Gly
Gly
145
Ala
Cys
Gly
Cys
Gly
225
Cys

Ala

Cys

Gly
Gly
Cys
50

Thr
Ala
Gly
Cys
Gly
130
Cys
Thr
Gly
Gly
Cys
210
Ala
Ala

Ala

Ala

Thr
Thr
35

Thr
Ala
Cys
Cys
Cys
115
Ala
Ala
Gly
Cys
Cys
195
Cys
Ala
Ala

Cys

Thr
275

Cys
20

Gly
Cys
Cys
Cys
Ala
100
Ala
Gly
Cys
Gly
Ala
180
Cys
Gly
Thr
Ala
Cys

260
Gly

Thr
5
Thr
Cys
Thr
Ala
Thr
85
Thr
Gly
Cys
Gly
Thr
165
Gly
Gly
Cys
Ala
Thr
245

Thr

Thr

Gly
Gly
Ala
Gly
Gly
70

Ala
Gly
Gly
Gly
Thr
150
Ala
Ala
Ala
Gly
Cys
230
Gly

Gly

Ala

Cys
Gly
Gly
Ala
55

Cys
Cys
Gly
Cys
Cys
135
Ala
Cys
Thr
Thr
Ala
215
Gly
Ala

Ala

Cys

Ala
Ala
Gly
40

Gly
Cys
Ala
Gly
Thr
120
Gly
Thr
Cys
Thr
Thr
200
Cys
Gly
Ala

Gly

Thr
280

Gly
Gly
25

Cys
Ala
Thr
Gly
Cys
105
Cys
Ala
Thr
Ala
Cys
185
Cys
Ala
Thr
Cys
Gly

265
Ala

64

Cys
10

Gly
Thr
Cys
Cys
Ala
90

Thr
Cys
Gly
Gly
Cys
170
Cys
Ala
Ala
Gly
Ala
250

Ala

Cys

Thr
Ala
Gly
Thr
Thr
75

Ala
Gly
Ala
Gly
Gly
155
Ala
Gly
Cys
Cys
Thr
235
Gly

Cys

Thr

Gly
Gly
Gly
Cys
60

Gly
Gly
Gly
Gly
Gly
140
Thr
Thr
Thr
Cys
Gly
220
Ala
Cys

Ala

Gly

Cys
Gly
Ala
45

Thr
Gly
Ala
Thr
Gly
125
Gly
Ala
Gly
Gly
Ala
205
Cys
Thr
Cys

Cys

Thr
285

Ala
Cys
30

Gly
Cys
Ala
Thr
Thr
110
Gly
Gly
Cys
Gly
Ala
190
Thr
Cys
Cys
Thr
Cys

270
Gly

Gly
15

Thr
Gly
Cys
Thr
Ala
95

Cys
Ala
Thr
Cys
Thr
175
Ala
Cys
Ala
Thr
Gly
255

Gly

Cys

Gly
Cys
Gly
Thr
Ala
80

Cys
Cys
Ala
Cys
Thr
160
Ala
Gly
Thr
Ala
Gly
240
Ala

Cys

Gly
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Gly Cys Ala Gly Ala Thr Cys
290 295
Ala Thr Thr Gly Thr Ala Gly
305 310
Ala Cys Thr Thr Cys Gly Cys
325
Thr Thr Cys Gly Cys Thr Ala
340
Ala Gly Gly Gly Gly Ala Cys
355
Cys Gly Thr Cys Thr Cys Cys
370 375
<210> 80
<211> 381
<212> PRT
<213> Artificial Sequence
220>
<223> nKN044-244
<400> 80
Cys Ala Gly Gly Thr Gly Cys
1 5
Ala Gly Thr Cys Thr Gly Gly
20
Gly Gly Thr Gly Cys Ala Gly
35
Thr Cys Thr Cys Thr Gly Ala
50 55
Gly Thr Gly Cys Ala Gly Cys
65 70
Cys Ala Cys Cys Thr Ala Cys
85
Thr Gly Gly Ala Thr Gly Gly
100
Gly Cys Cys Ala Gly Gly Cys
115
Gly Gly Ala Gly Cys Gly Cys
130 135
Gly Cys Gly Cys Gly Thr Ala
145 150

Cys

Gly

Ala

Ala

Cys

360
Thr

Ala
Ala
Cys
40

Gly
Cys
Ala
Gly
Thr
120

Gly

Thr

Ala Gly Gly Gly

Gly
Cys
Gly
345

Cys

Cys

Gly
Gly
25

Cys
Ala
Thr
Gly
Cys
105
Cys

Ala

Thr

65

Gly
Thr
330
Thr

Ala

Ala

Cys
10

Gly
Thr
Cys
Cys
Ala
90

Thr
Cys

Gly

Ala

Thr
315
Ala
Gly

Gly

Thr

Ala

Gly

Thr

Thr

75

Ala

Gly

Ala

Gly

Ala
155

300
Gly

Cys

Gly

Gly

Gly
Gly
Gly
Cys
60

Ala
Ala
Gly
Gly
Gly

140
Thr

Ala

Ala

Cys

Gly

Thr
365

Cys
Gly
Ala
45

Thr
Gly
Thr
Thr
Gly
125

Gly

Ala

Gly

Cys

Cys

Gly

350
Cys

Ala
Cys
30

Gly
Cys
Ala
Cys
Thr
110
Gly

Gly

Thr

Ala
Thr
Thr
335

Cys

Ala

Gly
15

Thr
Gly
Cys
Ala
Gly
95

Cys
Ala

Thr

Ala

Thr
Thr
320
Cys

Cys

Cys

Gly

Cys

Gly

Thr

Ala

80

Thr

Cys

Ala

Cys

Cys
160
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Gly Cys Ala

Cys
Ala
Thr
Cys
225
Cys
Thr
Gly
Gly
Gly
305
Cys
Thr

Gly

Cys

<210> 81

Thr
Ala
Cys
210
Ala
Thr
Gly
Gly
Cys
290
Gly
Gly
Cys

Cys

Ala
370

Ala
Gly
195
Thr
Ala
Cys
Ala
Cys
275
Gly
Gly
Thr
Gly
Cys

355
Cys

211> 372
<212> PRT
<213> Artificial Sequence
220>

<223> nKN044-249
<400> 81

Gly
Thr
180
Gly
Cys
Gly
Cys
Ala
260
Cys
Gly
Gly
Ala
Thr
340

Cys

Cys

Thr
165
Gly
Gly
Cys
Ala
Ala
245
Ala
Ala
Cys
Ala
Cys
325
Ala

Gly

Gly

Gly

Cys

Cys

Cys

Ala

230

Ala

Cys

Thr

Gly

Thr

310

Thr

Thr

Gly

Thr

Gly

Ala

Cys

Gly

215

Cys

Ala

Cys

Gly

Thr

295

Thr

Thr

Cys

Gly

Cys
375

Ala
Gly
Gly
200
Ala
Ala
Thr
Thr
Thr
280
Cys
Thr
Gly
Ala
Gly

360
Thr

Cys Gly Gly

Ala
185
Ala
Gly
Cys
Gly
Gly
265
Ala
Cys
Thr
Ala
Thr
345

Ala

Cys

170
Cys

Thr

Ala

Ala

Ala

250

Ala

Cys

Cys

Thr

Cys

330

Thr

Cys

Cys

Thr
Thr
Cys
Cys
235
Ala
Gly
Thr
Ala
Thr
315
Ala
Ala

Cys

Thr

Gly

Cys

Cys

Ala

220

Thr

Cys

Gly

Ala

Ala

300

Thr

Cys

Cys

Cys

Cys
380

Cys Ala

Cys Gly
190

Ala Cys

205

Ala Cys

Gly Thr

Ala Gly

Ala Cys
270

Cys Thr

285

Thr Cys

Ala Cys

Gly Cys

Thr Gly
350

Ala Gly

365

Ala

Thr
175
Thr
Cys
Gly
Ala
Cys
255
Ala
Gly
Ala
Gly
Gly
335

Gly

Gly

Ala
Gly
Ala
Cys
Thr
240
Cys
Cys
Thr
Gly
Gly
320
Ala

Gly

Thr

Cys Ala Gly Gly Thr Gly Cys Ala Gly Cys Thr Gly Cys Ala Gly Gly

1

5

10

15

Ala Gly Thr Cys Thr Gly Gly Gly Gly Gly Ala Gly Gly Cys Thr Cys

20

25

66

30
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Gly Gly Thr

Thr
Gly
65

Cys
Thr
Gly
Gly
Gly
145
Gly
Gly
Ala
Thr
Cys
225
Cys
Thr
Thr
Gly
Gly
305

Gly

Gly

Cys
50

Thr
Ala
Gly
Cys
Gly
130
Cys
Cys
Gly
Ala
Cys
210
Ala
Thr
Gly
Gly
Cys
290
Thr

Ala

Gly

35
Thr

Gly
Cys
Cys
Cys
115
Gly
Gly
Ala
Thr
Gly
195
Thr
Ala
Gly
Ala
Gly
275
Gly
Ala

Ala

Cys

Gly

Cys

Cys

Cys

Ala

100

Ala

Gly

Cys

Ala

Thr

180

Gly

Cys

Gly

Cys

Ala

260

Cys

Gly

Gly

Ala

Thr

Cys
Thr
Ala
Thr
85

Thr
Gly
Cys
Thr
Thr
165
Gly
Gly
Cys
Ala
Ala
245
Ala
Gly
Cys
Thr
Thr

325
Gly

Ala
Gly
Gly
70

Ala
Ala
Gly
Gly
Thr
150
Gly
Cys
Cys
Cys
Ala
230
Gly
Cys
Cys
Ala
Gly
310

Gly

Gly

Gly
Ala
55

Cys
Cys
Gly
Cys
Cys
135
Ala
Gly
Cys
Cys
Ala
215
Cys
Ala
Cys
Gly
Gly
295
Gly

Gly

Gly

Gly
40

Gly
Cys
Ala
Gly
Thr
120
Ala
Cys
Ala
Gly
Gly
200
Ala
Ala
Thr
Thr
Thr
280
Gly
Thr

Gly

Gly

Cys Thr Gly

Ala

Thr

Gly

Cys

105

Cys

Ala

Thr

Cys

Ala

185

Ala

Gly

Cys

Gly

Gly

265

Ala

Cys

Gly

Cys

Cys

67

Cys
Cys
Thr
90

Thr
Cys
Cys
Thr
Gly
170
Cys
Thr
Ala
Gly
Ala
250
Ala
Cys
Cys
Thr
Cys

330
Cys

Thr
Thr
75

Ala
Gly
Ala
Thr
Cys
155
Cys
Thr
Thr
Cys
Gly
235
Ala
Gly
Thr
Cys
Thr
315

Cys

Ala

Gly
Cys
60

Gly
Gly
Gly
Gly
Gly
140
Thr
Ala
Cys
Cys
Ala
220
Thr
Cys
Gly
Ala
Gly
300
Thr

Thr

Gly

Ala
45

Thr
Gly
Cys
Thr
Gly
125
Gly
Ala
Cys
Cys
Ala
205
Ala
Gly
Ala
Ala
Thr
285
Gly
Ala

Thr

Gly

Gly

Cys

Cys

Ala

Thr

110

Ala

Gly

Gly

Ala

Gly

190

Cys

Cys

Thr

Gly

Cys

270

Thr

Cys

Cys

Ala

Gly

Gly
Cys
Thr
Ala
95

Cys
Ala
Thr
Thr
Thr
175
Thr
Cys
Gly
Ala
Cys
255
Ala
Gly
Thr
Thr
Gly

335
Gly

Gly
Thr
Ala
80

Cys
Cys
Ala
Cys
Gly
160
Gly
Gly
Ala
Cys
Thr
240
Cys
Cys
Thr
Thr
Gly
320

Ala

Ala
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340

345

350

Cys Cys Cys Ala Gly Gly Thr Cys Ala Cys Cys Gly Thr Cys Thr Cys

355

Cys Thr Cys Ala

<210> 82

370

<211> 387
<212> PRT
<213> Artificial Sequence
220>

<223> nKN044-252
<400> 82

Cys Ala Gly

1
Ala

Gly
Thr
Gly
65

Cys
Thr
Gly
Gly
Gly
145
Ala
Cys

Ala

Thr

Gly
Gly
Cys
50

Thr
Ala
Gly
Cys
Gly
130
Cys
Thr
Thr

Ala

Cys

Thr
Thr
35

Thr
Gly
Thr
Gly
Cys
115
Ala
Ala
Gly
Ala
Gly

195
Thr

Gly
Cys
20

Gly
Cys
Cys
Cys
Ala
100
Ala
Gly
Thr
Gly
Thr
180

Gly

Cys

Thr

Thr

Cys

Thr

Ala

Thr

85

Thr

Ala

Cys

Cys

Thr

165

Gly

Gly

Cys

Gly

Gly

Ala

Gly

Gly

70

Ala

Gly

Gly

Gly

Thr

150

Gly

Cys

Cys

Cys

Cys

Gly

Gly

Ala

95

Cys

Cys

Gly

Cys

Cys

135

Ala

Ala

Cys

Cys

Ala

360

Ala
Gly
Gly
40

Gly
Cys
Ala
Gly
Thr
120
Gly
Thr
Cys
Gly
Gly

200
Ala

Gly
Gly
25

Cys
Ala
Thr
Gly
Cys
105
Cys
Ala
Thr
Ala
Ala
185
Ala

Gly

68

Cys
10

Gly
Thr
Cys
Cys
Thr
90

Thr
Cys
Gly
Ala
Ala
170
Cys

Thr

Ala

Thr

Ala

Gly

Thr

Thr

75

Cys

Gly

Ala

Thr

Gly

155

Cys

Thr

Thr

Cys

Gly

Gly

Gly

Cys

60

Gly

Gly

Gly

Gly

Gly

140

Thr

Ala

Cys

Cys

Gly

365

Cys
Gly
Ala
45

Thr
Gly
Cys
Thr
Gly
125
Gly
Gly
Cys
Cys
Ala

205
Cys

Ala
Cys
30

Gly
Cys
Ala
Ala
Thr
110
Gly
Gly
Thr
Ala
Gly
190

Cys

Ala

Gly
15

Thr
Gly
Cys
Thr
Ala
95

Cys
Ala
Thr
Thr
Cys
175
Thr

Cys

Gly

Gly

Cys

Gly

Thr

Ala

80

Cys

Cys

Ala

Cys

Ala

160

Ala

Gly

Ala

Cys
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210 215 220
Cys Ala Ala Gly Ala Ala Cys Ala Cys Gly Gly Thr Gly Thr Ala Thr
225 230 235 240
Cys Thr Gly Cys Ala Ala Ala Thr Gly Ala Cys Cys Ala Gly Cys Cys
245 250 255
Thr Gly Ala Ala Ala Cys Cys Thr Gly Ala Gly Gly Ala Cys Ala Cys
260 265 270
Thr Gly Cys Cys Ala Thr Gly Thr Ala Cys Thr Ala Cys Thr Gly Thr
275 280 285
Gly Cys Gly Gly Cys Ala Thr Ala Thr Thr Gly Gly Cys Cys Cys Gly
290 295 300
Gly Ala Gly Gly Gly Gly Gly Gly Gly Gly Gly Ala Gly Thr Gly Cys
305 310 315 320
Thr Gly Cys Cys Thr Gly Gly Thr Cys Thr Thr Thr Thr Thr Gly Gly
325 330 335
Gly Gly Gly Cys Gly Gly Ala Thr Cys Thr Thr Thr Ala Ala Cys Thr
340 345 350
Thr Cys Cys Gly Gly Gly Gly Cys Cys Ala Gly Gly Gly Gly Ala Cys
355 360 365
Cys Cys Ala Gly Gly Thr Cys Ala Cys Cys Gly Thr Cys Thr Cys Cys
370 375 380
Thr Cys Ala
385
<210> 83
<211> 366
<212> PRT
<213> Artificial Sequence
220>
<223> nKN044-264
<400> 83
Cys Ala Gly Gly Thr Gly Cys Ala Gly Cys Thr Gly Cys Ala Gly Gly
1 5 10 15
Ala Gly Thr Cys Thr Gly Gly Gly Gly Gly Ala Gly Gly Cys Thr Cys
20 25 30
Gly Gly Thr Ala Cys Ala Gly Gly Cys Gly Gly Gly Gly Gly Gly Gly
35 40 45
Thr Cys Thr Cys Thr Gly Ala Gly Ala Cys Thr Cys Thr Cys Cys Thr
50 55 60
Gly Thr Gly Thr Ala Gly Cys Cys Thr Cys Thr Gly Gly Ala Thr Ala

69
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65

Cys Ala Thr

Ala
Ala
Gly
Gly
145
Gly
Gly
Cys
Gly
Cys
225
Ala
Cys
Thr
Gly
Gly
305
Thr

Gly

Thr

<210> 84

Thr
Gly
Cys
130
Cys
Thr
Gly
Gly
Ala
210
Ala
Thr
Thr
Thr
Cys
290
Cys
Cys

Gly

Cys

Gly
Gly
115
Gly
Thr
Cys
Ala
Ala
195
Gly
Cys
Gly
Gly
Ala
275
Cys
Thr
Gly

Thr

Ala
355

<211> 405

Cys
Gly
100
Cys
Cys
Ala
Gly
Cys
180
Thr
Ala
Gly
Ala
Ala
260
Cys
Cys
Gly
Cys
Cys

340
Cys

Thr
85

Gly
Thr
Gly
Thr
Thr
165
Thr
Thr
Cys
Gly
Ala
245
Gly
Thr
Gly
Cys
Thr
325

Ala

Cys

70
Ala

Cys
Cys
Ala
Thr
150
Gly
Cys
Cys
Ala
Thr
230
Cys
Gly
Ala
Ala
Gly
310
Thr

Gly

Gly

Cys
Thr
Cys
Gly
135
Gly
Cys
Cys
Ala
Ala
215
Gly
Ala
Ala
Cys
Thr
295
Thr
Thr

Gly

Thr

Ala
Gly
Ala
120
Gly
Ala
Gly
Gly
Cys
200
Cys
Thr
Gly
Cys
Thr
280
Gly
Ala
Ala

Gly

Cys
360

75

Gly Thr Ala

Gly
105
Gly
Gly
Thr
Ala
Thr
185
Cys
Cys
Cys
Cys
Ala
265
Gly
Gly
Ala
Cys
Gly

345
Thr

70

90
Thr

Gly
Gly
Cys
Cys
170
Gly
Ala
Thr
Thr
Cys
250
Cys
Thr
Cys
Cys
Thr
330

Ala

Cys

Thr
Gly
Cys
Gly
155
Gly
Ala
Thr
Cys
Cys
235
Thr
Thr
Gly
Gly
Cys
315
Thr

Cys

Cys

Ala
Cys
Ala
Thr
140
Thr
Thr
Ala
Cys
Ala
220
Thr
Gly
Gly
Cys
Thr
300
Thr
Cys

Cys

Thr

Cys
Cys
Ala
125
Cys
Thr
Ala
Gly
Thr
205
Ala
Gly
Ala
Cys
Gly
285
Gly
Thr
Thr

Cys

Cys
365

Thr
Gly
110
Gly
Gly
Ala
Cys
Gly
190
Cys
Gly
Cys
Ala
Cys
270
Gly
Cys
Gly
Thr
Ala

350
Ala

Gly
95

Cys
Gly
Cys
Thr
Gly
175
Gly
Cys
Ala
Ala
Ala
255
Ala
Cys
Thr
Gly
Gly

335
Gly

80
Cys

Cys
Ala
Thr
Gly
160
Cys
Ala
Ala
Ala
Ala
240
Cys
Cys
Ala
Ala
Thr
320

Gly

Gly
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<212> PRT
<213> Artificial Sequence
220>

<223> nKN044-266
<400> 84

Cys Ala Gly Gly Thr

1
Ala

Gly
Thr
Gly
65

Cys
Thr
Gly
Gly
Gly
145
Gly
Cys
Thr
Ala
Cys
225

Ala

Thr

Gly
Gly
Cys
50

Thr
Ala
Ala
Cys
Gly
130
Cys
Thr
Thr
Ala
Gly
210
Thr

Ala

Gly

Thr
Thr
35

Thr
Gly
Cys
Cys
Cys
115
Ala
Ala
Gly
Ala
Thr
195
Gly
Cys

Gly

Gly

Cys
20

Gly
Cys
Thr
Cys
Ala
100
Ala
Gly
Gly
Gly
Thr
180
Gly
Gly
Cys

Ala

Ala
260

5
Thr

Cys
Thr
Ala
Cys
85

Thr
Gly
Cys
Cys
Thr
165
Gly
Cys
Cys
Cys
Ala

245
Ala

Gly
Gly
Ala
Gly
Gly
70

Thr
Cys
Gly
Gly
Thr
150
Gly
Gly
Cys
Cys
Gly
230

Cys

Ala

Cys
Gly
Gly
Ala
55

Cys
Cys
Gly
Cys
Cys
135
Ala
Gly
Thr
Gly
Gly
215
Ala

Ala

Thr

Ala
Gly
Gly
40

Gly
Cys
Cys
Gly
Thr
120
Gly
Thr
Thr
Ala
Ala
200
Ala
Gly

Cys

Gly

Gly
Gly
25

Cys
Ala
Gly
Gly
Cys
105
Cys
Ala
Thr
Ala
Gly
185
Cys
Thr
Ala

Gly

Ala
265

71

Cys
10

Gly
Thr
Cys
Cys
Thr
90

Thr
Cys
Gly
Thr
Gly
170
Thr
Thr
Thr
Cys
Gly

250
Ala

Thr
Ala
Gly
Thr
Thr
75

Ala
Gly
Ala
Gly
Ala
155
Thr
Ala
Cys
Cys
Ala
235

Thr

Cys

Gly
Gly
Gly
Cys
60

Gly
Cys
Gly
Gly
Gly
140
Cys
Ala
Cys
Cys
Ala
220
Ala

Gly

Ala

Cys
Gly
Ala
45

Thr
Gly
Cys
Thr
Gly
125
Gly
Cys
Cys
Ala
Gly
205
Cys
Cys

Thr

Gly

Ala
Cys
30

Gly
Cys
Ala
Ala
Thr
110
Gly
Gly
Gly
Ala
Thr
190
Thr
Cys
Gly

Ala

Cys
270

Gly
15

Thr
Gly
Cys
Thr
Ala
95

Cys
Ala
Thr
Thr
Thr
175
Ala
Gly
Ala
Cys
Thr

255
Cys

Gly
Cys
Gly
Thr
Ala
80

Cys
Cys
Ala
Cys
Gly
160
Ala
Cys
Ala
Thr
Cys
240

Cys

Thr
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Gly Ala Ala Ala Cys Cys Thr
275
Gly Cys Cys Ala Thr Gly Thr
290 295
Cys Gly Gly Cys Ala Gly Gly
305 310
Thr Thr Thr Cys Cys Cys Cys
325
Gly Gly Thr Gly Gly Thr Gly
340
Cys Gly Gly Cys Gly Gly Gly
355
Cys Thr Ala Cys Thr Gly Gly
370 375
Ala Cys Cys Cys Ala Gly Gly
385 390
Cys Cys Thr Cys Ala
405
<210> 85
<211> 384
<212> PRT
<213> Artificial Sequence
<220>
<223> nKN044-268
<400> 85
Cys Ala Gly Gly Thr Gly Cys
1 5
Ala Gly Thr Cys Thr Gly Gly
20
Gly Gly Thr Gly Cys Ala Gly
35
Thr Cys Thr Cys Thr Gly Ala
50 55
Gly Thr Gly Cys Ala Gly Cys
65 70
Cys Ala Cys Cys Thr Ala Cys
85
Ala Gly Gly Gly Thr Gly Gly
100

Gly
280
Ala
Thr
Gly
Cys
Gly
360

Gly

Thr

Ala
Gly
Gly
40

Gly
Cys

Ala

Cys

Ala Gly Gly

Cys
Cys
Thr
Cys
345
Ala

Gly

Cys

Gly
Gly
25

Cys
Ala
Thr

Gly

Cys
105

72

Thr
Gly
Gly
330
Thr
Gly

Cys

Ala

Cys
10

Gly
Thr
Cys

Cys

Thr
90
Thr

Ala
Ala
315
Gly
Gly
Ala

Cys

Cys
395

Thr
Ala
Gly
Thr
Thr
75

Ala

Gly

Ala
Cys
300
Thr
Cys
Gly
Thr
Ala

380
Cys

Gly
Gly
Gly
Cys
60

Gly

Cys

Gly

Cys
285
Thr
Cys
Gly
Thr
Ala
365

Gly

Gly

Cys
Gly
Ala
45

Thr
Gly

Cys

Thr

Ala

Gly

Cys

Thr

Ala

350

Thr

Gly

Thr

Ala
Cys
30

Gly
Cys
Ala

Ala

Thr
110

Cys

Thr

Cys

Thr

335

Thr

Cys

Gly

Cys

Gly
15
Thr

Gly

Cys

Thr

Ala

95
Cys

Thr

Gly

Cys

320

Cys

Thr

Cys

Gly

Thr
400

Gly
Cys
Gly
Thr
Ala
80

Ala

Cys



CN 110407942 A

.1l

%=

46/52 T

Gly Cys Cys

Gly
Gly
145
Cys
Cys
Ala
Thr
Cys
225
Cys
Thr
Thr
Gly
Cys
305
Thr
Gly

Gly

Gly

<210> 86

Gly
130
Cys
Thr
Thr
Ala
Cys
210
Ala
Thr
Gly
Gly
Cys
290
Ala
Gly
Cys

Gly

Gly
370

115
Ala

Ala
Ala
Ala
Gly
195
Thr
Ala
Gly
Ala
Cys
275
Ala
Cys
Gly
Ala
Gly

355
Thr

<211> 381
<212> PRT
<213> Artificial Sequence
220>

Ala
Gly
Ala
Thr
Thr
180
Gly
Cys
Gly
Cys
Ala
260
Cys
Gly
Gly
Thr
Gly
340

Gly

Cys

Gly
Cys
Cys
Gly
165
Gly
Gly
Cys
Ala
Ala
245
Ala
Ala
Cys
Cys
Thr
325
Cys

Cys

Ala

Gly
Gly
Thr
150
Gly
Cys
Cys
Cys
Ala
230
Ala
Cys
Thr
Ala
Gly
310
Ala
Ala

Cys

Cys

Cys
Cys
135
Ala
Gly
Cys
Cys
Gly
215
Cys
Ala
Cys
Gly
Gly
295
Cys
Cys
Thr

Ala

Cys
375

Thr
120
Gly
Thr
Thr
Gly
Gly
200
Ala
Ala
Thr
Thr
Thr
280
Gly
Cys
Cys
Ala
Gly

360
Gly

Cys Cys Ala

Ala
Thr
Ala
Ala
185
Ala
Gly
Cys
Gly
Gly
265
Ala
Cys
Gly
Thr
Thr
345

Gly

Thr

73

Gly
Thr
Thr
170
Cys
Thr
Ala
Gly
Ala
250
Ala
Cys
Cys
Cys
Cys
330
Gly

Gly

Cys

Gly
Cys
155
Cys
Thr
Thr
Cys
Gly
235
Ala
Gly
Thr
Gly
Thr
315
Ala
Ala

Gly

Thr

Gly
Gly
140
Thr
Cys
Cys
Cys
Ala
220
Thr
Cys
Gly
Ala
Thr
300
Thr
Gly
Cys

Ala

Cys
380

Gly
125
Ala
Gly
Cys
Cys
Ala
205
Ala
Gly
Ala
Ala
Cys
285
Cys
Thr
Ala
Thr
Cys

365
Cys

Gly
Gly
Cys
Gly
Gly
190
Cys
Cys
Thr
Ala
Cys
270
Thr
Cys
Thr
Gly
Ala
350

Cys

Thr

Ala
Thr
Thr
Ala
175
Thr
Cys
Gly
Ala
Cys
255
Ala
Gly
Gly
Cys
Cys
335
Cys

Cys

Cys

Ala
Cys
Ala
160
Thr
Gly
Ala
Cys
Thr
240
Cys
Cys
Thr
Thr
Thr
320
Cys
Thr

Ala

Ala
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<223> nKN044-275
<400> 86

Cys Ala Gly

1
Ala

Gly
Thr
Gly
65

Cys
Cys
Gly
Gly
Gly
145
Gly
Cys
Ala
Thr
Cys
225
Cys
Thr

Thr

Gly

Gly
Gly
Cys
50

Thr
Ala
Gly
Cys
Gly
130
Cys
Cys
Thr
Ala
Gly
210
Ala
Thr
Gly

Gly

Cys

Thr
Thr
35

Thr
Gly
Cys
Cys
Cys
115
Ala
Ala
Gly
Ala
Gly
195
Thr
Ala
Gly
Ala
Cys

275
Gly

Gly
Cys
20

Gly
Cys
Cys
Cys
Ala
100
Ala
Gly
Gly
Gly
Thr
180
Gly
Cys
Gly
Cys
Ala
260

Cys

Gly

Thr
Thr
Cys
Thr
Ala
Cys
85

Thr
Gly
Cys
Cys
Thr
165
Gly
Gly
Cys
Ala
Ala
245
Ala

Ala

Cys

Gly
Gly
Ala
Gly
Gly
70

Gly
Gly
Gly
Gly
Ala
150
Gly
Cys
Cys
Cys
Ala
230
Ala
Cys

Thr

Gly

Cys
Gly
Gly
Ala
55

Cys
Cys
Gly
Cys
Cys
135
Ala
Cys
Cys
Cys
Ala
215
Cys
Ala
Cys

Gly

Gly

Ala
Gly
Gly
40

Gly
Cys
Ala
Gly
Thr
120
Gly
Thr
Ala
Gly
Gly
200
Ala
Ala
Thr
Cys
Thr

280
Gly

Gly
Gly
25

Cys
Ala
Thr
Gly
Cys
105
Cys
Ala
Thr
Thr
Ala
185
Ala
Gly
Cys
Gly
Gly
265
Ala

Thr

74

Cys
10

Gly
Thr
Cys
Cys
Ala
90

Thr
Cys
Gly
Thr
Thr
170
Cys
Thr
Ala
Gly
Ala
250
Ala

Cys

Cys

Thr
Ala
Gly
Thr
Thr
75

Ala
Gly
Cys
Gly
Cys
155
Cys
Thr
Thr
Cys
Gly
235
Ala
Gly

Thr

Thr

Gly
Gly
Gly
Cys
60

Gly
Gly
Gly
Gly
Gly
140
Gly
Ala
Cys
Cys
Ala
220
Thr
Cys
Gly

Ala

Thr

Cys
Gly
Ala
45

Thr
Ala
Thr
Thr
Gly
125
Gly
Ala
Cys
Cys
Ala
205
Ala
Gly
Ala
Ala
Cys

285
Cys

Ala
Cys
30

Gly
Cys
Ala
Ala
Thr
110
Gly
Gly
Gly
Ala
Gly
190
Cys
Cys
Thr
Gly
Cys
270

Thr

Gly

Gly
15

Thr
Gly
Cys
Thr
Ala
95

Cys
Ala
Thr
Cys
Thr
175
Thr
Cys
Ala
Ala
Cys
255
Ala

Gly

Ala

Gly
Cys
Gly
Thr
Ala
80

Gly
Cys
Ala
Cys
Ala
160
Ala
Gly
Ala
Cys
Thr
240
Cys
Gly

Thr

Cys
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290 295
Cys Ala Gly Gly Gly Thr Gly
305 310
Gly Cys Gly Cys Cys Thr Ala
325
Gly Cys Gly Thr Ala Thr Ala
340
Gly Cys Cys Ala Gly Gly Gly
355
Cys Ala Cys Cys Gly Thr Cys
370 375
<210> 87
<211> 369
<212> PRT
<213> Artificial Sequence
220>
<223> nKN044-280
<400> 87
Cys Ala Gly Gly Thr Gly Cys
1 5
Ala Gly Thr Cys Thr Gly Gly
20
Gly Gly Thr Gly Cys Ala Gly
35
Thr Cys Thr Cys Thr Gly Ala
50 55
Gly Thr Ala Cys Thr Gly Cys
65 70
Cys Ala Cys Cys Thr Ala Thr
85
Thr Ala Cys Ala Thr Cys Gly
100
Gly Cys Cys Ala Gly Gly Cys
115
Gly Gly Ala Gly Cys Gly Cys
130 135
Gly Cys Ala Ala Cys Gly Ala
145 150
Gly Thr Cys Thr Thr Gly Gly

Gly

Gly

Ala

Gly

360
Thr

Ala
Gly
Cys
40

Gly
Cys
Ala
Cys
Gly
120
Gly

Thr

Cys

Thr
Ala
Cys
345

Ala

Cys

Gly
Gly
25

Cys
Ala
Thr
Cys
Cys
105
Cys
Ala
Thr

Ala

75

Gly
Ala
330
Thr

Cys

Cys

Cys
10

Gly
Thr
Cys
Cys
Thr
90

Thr
Cys
Gly

Gly

Gly

Gly
315
Cys
Ala

Cys

Thr

Thr

Ala

Gly

Thr

Thr

75

Ala

Gly

Ala

Gly

Ala

155
Cys

300
Thr

Cys

Cys

Cys

Cys
380

Gly
Gly
Gly
Cys
60

Gly
Ala
Gly
Gly
Gly
140

Thr

Ala

Cys

Thr

Thr

Ala

365
Ala

Cys
Gly
Gly
45

Thr
Gly
Cys
Thr
Gly
125
Gly

Cys

Cys

Ala
Gly
Gly

350
Gly

Ala
Cys
30

Gly
Cys
Ala
Ala
Thr
110
Ala
Gly

Gly

Gly

Cys
Gly
335
Gly

Gly

Gly
15

Thr
Gly
Cys
Ala
Ala
95

Cys
Ala
Thr

Thr

Thr

Thr
320
Cys

Gly

Thr

Gly

Thr

Gly

Thr

Gly

80

Thr

Cys

Ala

Cys

Cys

160
Ala
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Cys Thr Ala

Ala
Thr
Cys
225
Cys
Thr
Thr
Gly
Gly
305
Thr
Thr

Ala

Ala

<210> 88

Gly
Cys
210
Ala
Thr
Gly
Gly
Cys
290
Thr
Gly

Gly

Gly

Gly
195
Thr
Ala
Gly
Ala
Cys
275
Gly
Gly
Thr

Gly

Gly
355

<211> 493
<212> PRT
<213> Artificial Sequence
<220>
<223> KN044

<400> 88

Thr
180
Gly

Cys

Gly

Cys

Ala

260

Cys

Gly

Cys

Thr

Gly

340
Thr

165
Gly

Gly
Cys
Ala
Ala
245
Ala
Ala
Cys
Cys
Thr
325

Gly

Cys

Cys
Cys
Cys
Ala
230
Ala
Cys
Thr
Cys
Thr
310
Gly

Cys

Ala

Cys
Cys
Ala
215
Cys
Ala
Cys
Gly
Gly
295
Gly
Gly

Cys

Cys

Gln Val Gln Leu Val Glu Ser

1

5

Ser Leu Arg Leu Ser Cys Ala

20

Cys Met Gly Trp Phe Arg Gln

35

Gly Ala
185

Gly Ala

200

Ala Gly

Ala Cys

Thr Gly

Thr Gly
265

Thr Ala

280

Gly Gly

Gly Cys
Thr Ala
Ala Gly

345

Cys Gly
360

Gly Gly

Ala Ser

25
Ala Pro
40

76

170
Cys Thr

Thr Thr

Ala Cys

Gly Gly
235

Ala Ala

250

Ala Gly

Cys Thr
Cys Gly
Thr Thr

315
Thr Ala
330

Gly Gly

Thr Cys

Gly Leu
10
Gly Tyr

Gly Lys

Cys
Cys
Ala
220
Thr
Cys
Gly
Ala
Cys
300
Thr
Ala

Gly

Thr

Val

Ile

Gly

Cys
Ala
205
Ala
Gly
Ala
Ala
Cys
285
Gly
Cys
Thr

Ala

Cys
365

Gln

Tyr

Gly
190
Cys
Gly
Thr
Gly
Cys
270
Thr
Gly
Gly
Thr
Cys

350
Cys

Pro

Ser
30

175
Thr

Cys
Gly
Ala
Cys
255
Ala
Gly
Thr
Cys
Ala
335

Cys

Thr

Gly
15
Ala

Gly
Ala
Cys
Thr
240
Cys
Cys
Thr
Cys
Gly
320
Cys

Cys

Cys

Gly

Tyr

Leu Glu Gly Val

45
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Ala Ala Tle

Lys
65

Leu
Ala
Gly
Gly
Pro
145
Ser
Glu
Asp
Thr
Tyr
225
Ser
Val
Pro
Phe
Val
305
Phe

Pro

Thr

50
Gly

Gln
Ala
Pro
Ala
130
Gly
Ala
Gly
Ser
Leu
210
Tyr
Trp
Ser
Pro
Pro
290
Thr
Asn

Arg

Val

Arg
Met
Asp
Phe
115
Pro
Gly
Tyr
Val
Val
195
Tyr
Cys
Ser
Ser
Cys
275
Pro
Cys
Trp

Glu

Leu

Tyr
Phe
Asn
Val
100
Gly
Gln
Ser
Cys
Ala
180
Lys
Leu
Ala
Gly
Gly
260
Pro
Lys
Val
Tyr
Glu

340
His

Tle
Thr
Ser
85

Tle
Tyr
Val
Leu
Met
165
Ala
Gly
Gln
Ala
Pro
245
Ser
Ala
Pro
Val
Val
325

Gln

Gln

Gly
Ile
70

Leu
Pro
Trp
Gln
Arg
150
Gly
Ile
Arg
Met
Asp
230
Phe
Glu
Pro
Lys
Val
310
Asp

Tyr

Asp

Gly
55

Ser
Arg
Thr
Gly
Leu
135
Leu
Trp
Tyr
Phe
Asn
215
Val
Gly
Pro
Glu
Asp
295
Asp
Gly

Asn

Trp

Gly

Arg

Ala

Glu

Gln

120

Val

Ser

Phe

Ile

Thr

200

Ser

Ile

Tyr

Lys

Leu

280

Thr

Val

Val

Ser

Leu

Ser Thr Tyr

Asp
Glu
Thr
105
Gly
Glu
Cys
Arg
Gly
185
Tle
Leu
Pro
Trp
Ser
265
Leu
Leu
Ser
Glu
Thr
345

Asn

7

Asn
Asp
90

Cys
Thr
Ser
Ala
Gln
170
Gly
Ser
Arg
Thr
Gly
250
Ser
Gly
Met
His
Val
330

Tyr

Gly

Ser
75

Thr
Leu
Leu
Gly
Ala
155
Ala
Gly
Arg
Ala
Glu
235
Gln
Asp
Gly
Tle
Glu
315
His
Arg

Lys

Tyr
60

Lys
Ala
Gly
Val
Gly
140
Ser
Pro
Ser
Asp
Glu
220
Thr
Gly
Lys
Pro
Ser
300
Asp
Asn

Val

Glu

Ala

Asn

Val

Gly

Thr

125

Gly

Gly

Gly

Thr

Asn

205

Asp

Cys

Thr

Thr

Ser

285

Arg

Pro

Ala

Val

Tyr

Asp
Thr
Tyr
Ser
110
Val
Leu
Tyr
Lys
Tyr
190
Ser
Thr
Leu
Leu
His
270
Val
Thr
Glu
Lys
Ser

350
Lys

Ser
Leu
Tyr
95

Trp
Ser
Val
Tle
Gly
175
Tyr
Lys
Ala
Gly
Val
255
Thr
Phe
Pro
Val
Thr
335

Val

Cys

Val
Tyr
80

Cys
Ser
Ser
Gln
Tyr
160
Leu
Ala
Asn
Val
Gly
240
Thr
Cys
Leu
Glu
Lys
320
Lys

Leu

Lys
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Val

Ala
385
Arg

Gly

Pro

Ser

Gln

465
His

<210>
211>
<212>
<213>

Ser
370
Lys
Asp
Phe
Glu
Phe
450

Gly

Tyr

<220>

223>
<400>

89
29
DNA

Artificial Sequence

355

Asn

Gly

Glu

Tyr

Asn

435

Phe

Asn

Thr

Lys

Gln

Leu

Pro

420

Asn

Leu

Val

Gln

Ala

Pro

Thr

405

Ser

Tyr

Tyr

Phe

Lys
485

Leu
Arg
390
Lys
Asp
Lys
Ser
Ser

470

Ser

Pro
375
Glu
Asn
Tle
Thr
Lys
455

Cys

Leu

Artificial Sequence
89

360
Ala

Pro

Gln

Ala

Thr

440

Leu

Ser

Ser

Pro Ile Glu

Gln

Val

Val

425

Pro

Thr

Val

Leu

cccaccggte aggtgecaget gecaggagte 29

<210>
211>
<212>
<213>

<220>

<223>
<400>

90
28
DNA

Artificial Sequence

Artificial Sequence
90

ccecggatect gaggagacgg tgacctgg 28

<210> 91
211> 29

<212> DNA
<213> Artificial Sequence
220>
223> Artificial Sequence

78

Val

Ser

410

Glu

Pro

Val

Met

Ser
490

Tyr
395
Leu

Trp

Val

Asp

His

475

Pro

Lys
380
Thr
Thr
Glu
Leu
Lys
460

Glu

Gly

365
Thr

Leu

Cys

Ser

Asp

445

Ser

Ala

Lys

Tle
Pro
Leu
Asn
430
Ser

Arg

Leu

Ser
Pro
Val
415
Gly
Asp

Trp

His

Lys
Ser
400
Lys
Gln
Gly

Gln

Asn
480
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<400> 91

cccaccggte aggtgecaget gecaggagte 29

<210> 92

211> 36

<212> DNA

<213> Artificial Sequence

220>

223> Artificial Sequence

<400> 92

ccecggatecca tgetgectga ggagacggtg acctgg 36
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17 4> dAb BYERER 75 (HR¥E Kabat A Chothia BN FIHERR H CDR)

>nKN044-97
QVOLQESGGGSVQAGGSLRLSCAASGYTYRRRSMGWFRQAPGKEREFVSSISTDGTTNYADSVKGRFTIYRDNAKNTVY
LQMNSLKPEDTAVYYCASRSGLAASLLGSWYRYWGQGTQVTVSS

>nKN044-125
QVQLQESGGGSVQTGGSLRLSCVASIGYSYRRRCMGWFRQAPGKGLEWVSTINSGGGSTYYADSVKGRFTISHDSATSTV
YLQMNNLKPEDTAMYHCAVVRTMTLRYGNLTLRPDYWGQGTQVTVSS

>nKN044-19-3
QVQLQESGGASVQAGGSLRLSCAASGYTYTNYIMAWFRQYPGKEREGVASIYIGSGSTNYADSVKGIRFTISQDNAKNTLY

LQMNNLKPEDTAMYYCAATRDGRWYFGQGTQVTVSS

>nKN044-266
QVQLQESGGGSVOQAGGSLR LSCVAI@YT LRTNYIGWFRQAPGKE REGVA|AIYRGG GSTYYGSTYYA DSVKG[R FTISRDNA
KNTVYLEM NSLKPEDTAMYYCANG RSPFPVAFGGAWYSAG RYPﬂWG QGTQVTVSS

>nKN044-200

QVQLQESGGGPVQAGGSLRLSCAASRYTPRMAWFRQGPGKEREVVGELNFFGTATYADSVKGRFTISKDNTNNTLYLQ
MNALKPEDTAMYYCAAGLRPGWWSLRLEPGAYNYWGQGTQVTVSS

>nKN044-275
QVQLOESGGGSVQAGGSLRLSCAASEYTRRSKRMGWFRQAPGKEREGVAAISSSGAFTYYADSVKGRFTMSQDNTKNT
VYLQMNSLKPEDSAMYYCAAGLRPGWWSLRLEPGAYNYWGQGTQVTVSS

>nKN044-280
QVQLOESGGGLVQPGGSLRLSCTASIGSTYTNNYIAWFRQAPGKEREGVATIDRRLGSTYYADSVRGRRFTISQDKAKNTVYL
QMNSLKPEDTAMYYCAAGRGRAWLSRVWYNYWGQGTQVTVSS

>nKN044-244
QVQLOESGGGSVQPGGSLRLSCAASRNTYRNRWMGWFRQAPGKEREGVARINIRSGRAYYADSVKGRFTISRDNAKNT
LYLQMNSLKPEDTAMYYCAASQSGGFFYGVLDTRSYHYWGPGTQVTVSS

>nKN044-268
QVQLQESGGGSVQAGGSLRLSCAASIGYTYSTKRVAWFRQAPGKEREGVATISATMGIPIYADSVKGRRFTISRDNAKNTVYL
QMNNLKPEDTAMYYCAAGRPSRAAFLGYLRAAAYDYWGQGTQVTVSS

>nKN044-227

QVQOLQESGGGSVOAGGSLRLSCTASGYTNSISKMGWFRQAPGKG RTEVP{T IFTAGGSTYYADSVKGRFTISQDNAKNTLY

LOMNNLKPEDTAM YYCA\I{AR PGWIWPTIKTMTRYEY NY]WG QGTQVTVSS

K1
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>nKN044-235
QVQLQESGGGSVQAGGSLRLSCTASGYTYRRYCMGWFRQAPGKEREGVARIGTYGTTWYADSVKGRFTISRDNAKNTV
YLQMNSLKPEDTAMYYCAADPGRYCRGDLLRTTLFAKWGQGTQVTVSS

>nKN044-194
QVQLQESGGGSVQAGGSLRLSCAASRYTIRSICMAWFRQAPGKERERVADIDRYGTTHVADSVKDRFSISTDSAKNTLYL
QMNNLKPEDAGMYYCAADSSRWCGAWWSPSSYNYWGQGTQVTVSSAAA

>nKN044-264
QVQLQESGGGSVQAGGSLRLSCVASGYIYSNCMGWFRQAPGKEREGLAAIDRYGRATYADSVKGRFTISRDNLKNTVSL
QMNSLKPEDTATYYCAAARWRASCVTLVRFTSWGQGTQVTVSS

>nKN044-252
QVQLQESGGGSVQAGGSLRLSCAASGYIYSRNWMGWFRQAPGKEREWVASISVNGDNTHYADSVKGRFTISQDAAKN
TVYLQMTSLKPEDTAMYYCAAYWPGGGGSAAWSFWGRIFNFRGQGTQVTVSS

>nKNO044-249
QVOLQESGGGSVOAGGSLRLSCAASGYTYSSNCIGWFRQAPGKGRNWVALTSSGNGRTWVADSVKGRFTISQDNAKN
TVYLQMNSLKPEDTGAYYCAAGPACSGVYWKWALRGWGQGTQVTVSS

>nKN044-216
QVQLQESGGGLVQPGGSLRLSCAASGFPFSWSSMNWVRQAPGKGMEWVSSINRRGTVTVYADSVKGRFTISRDNAKN
TVALQMNNLQPEDTAVYYCARARRPETWYTDIWTPALFGTRGQGTQVTVSS

>nKN044-220

QVQLQESGGGLVQPGGSLTLSCEAS|GFTFAAPYYI RQAPGKGLDW LSISI NTYNSVTYYADSV KGlR FTITRONGGRTW

NLQMNYLEPEDSGIYYCAAGWLFRGSWTGPRNFRYWGQGTQVTVSS

1 (28)
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A

Graph#{

@
X
fud
>
0.01 01 1 10 100 1000 10000 100000
X axs
4PFty=(A-DJ(1+(x/CyB)+D: A B c D
4 PFotiH (nkN044-216: Concentration vs OD) 00118  1.03 310 212 099
© Plob#2 (nkN044-220: Concentration vs 0D} 000315 1.1 346 221 0999
O Plot#3 (nkN044-227: Concentration vs OD) 00219 135 13e+)4 199 1
A Pot#4 (nKN044-249: Concentration vs OD) 00269 117 251e03 1.3 0.999
© Ploti#5 (nKN044-244: Concentration vs OD) 00124 123 294 1.78 1
® Ploti6 (nKN044-194: Concentration vs OD) 0019 126 465403 2 1
B PloB#7 (nkN044-200: Concentration vs D) 000506 1.05 786 226 099
Weighting: Fixed
]
@
>
X axis
4PRty=(A-DY(1+(xC)"B)+D: A B c D R2
4 Ploti (nkN044-288: Concentrafion vs OD) 00208 115 106et03 154 0899
O Poti#2 (nkKN044-266: Concentration vs O0) 00373 114 293 19 0997
O Plot#3 (nKN044-264: Concentration vs OD) 00181 142 627 153 0999
A Ploti#4 (nKN044-235: Concentration vs OD) 0011 144 176 18 0999
& Plot#5 (nkKN044-252: Concentration vs OD) 00T 121 877 178 0899
@ Ploti6 (nkKN044-280: Cancentration vs OD) 00148 1.06 87 185 0999
W Plot#7 (nKN044-275: Concentration vs OD) 0.017 0696 657 209 0991
Weighting: Fixed

K2
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