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L. — Pt e 45 S HLA-DRIG 70 S I PR B IR 45 5 v B, Hoh ik S BB R 45
AR BSAE TR SUE S 45 G HLA-DR:

i) SEQ 1D NO:58¥) HE 45 A AF ek (VH) FISEQ 1D NO:61[1 5858 n] AR5, (VL)

) SEQ ID NO:56{VHFISEQ ID NO:60IVL

k) SEQ ID NO:57[{JVHMISEQ ID NO:61f{VL;

1) SEQ ID NO: 137[{JVHAISEQ ID NO:61[KJVL;

m) SEQ ID NO: 138[{JVHAISEQ ID NO:61[KVL;

n) SEQ ID NO:139[{JVHAMISEQ ID NO:61f{VL;

0) SEQ ID NO:140f¥JVHFISEQ ID NO: 142VL ;B E

p) SEQ ID NO:141[¥JVHFISEQ ID NO:61[¥IVL,

2. WREBCPE SR LR I HUAR B AU R 456 v B, b Frid iR s - 5 45 6 v B
HLA-DREJFEHLH -

SURIEBR Z R 1B 2T A M HU R B PR 456 7 B, Kb rid g s i R 456 7 B
7ENCDA T L 5 MR8 NHLA-DRA M) #% PRI 501 7 50 B B R 4 B 1 S5 385 55 v DL Lng /m
PR A I B 3 1) 2 21230 % T CD4 " T4 U389 4

4 RPN ZR -39 AT — TR PR K SR B S R 455 R B, Horb i SuAk s 40 )5
“iA F BEASBEWTHLA-DR-S [R5 T4H B 52 4 1) AH FLAE FH

5. MRABE A Z R - 4rh A — Tk () oA 8O 5 45 & v B, Hodh ik HLA-DR & 5 SEQ
ID NO: 7T EEZE IR E S M4 SEQ 1D NO: 13/ HLA-DRaFEMISEQ 1D NO: 14[{HLA-DRBHEK
HLA-DR4.,

6 . FRAE AR ZR 1 -5 AT — TR P (K S AR B S R 456 A B, Horb il SiAk B 470 5
@E R B EAVUNREER B A EA YA

a) LA5 X 107°MBI 5 /N ) P-4 A 15 5 30 (Ko) 45 45 SEQ 1D NO: TS R K E A HE S
SEQ ID NO:13fJHLA-DRaBEAISEQ 1D NO:14f{HLA-DRB%EEKTHLA-DR4 , H: rp Ko fE 5 DPBS
0.01% (w/v) B ILFLEREE20 (PS-20) A11001g/ml BSAMIZE M d T-25°Cf# FiProteOn XPR36
ARG AT E

b) A5 X 107 MBR B /) [ P46 At 155 55 50 (Ko) 45 45 SEQ 1D NO: THY MLt R IR B A a5
SEQ 1D NO:13[JHLA-DRaBEMISEQ 1D NO:15[JHLA-DRBEEJHLA-DRT , H o Kp/E AL DPBS,
0.01% (w/v) PS—20F1100ug/m1 BSAMIZE M T-25°C1f FiProteOn XPR36 2245 34T I & ;

c) HZ 5 T BAN ML I TR0 B8 77, Frb 3 o k5 A I o A B AR = A A1 JE At 4 e
(PBMC) A4S H1CD3™CD20 I ER (V1 / Z BEH i fry ATk I 52

d) = 5 FBAN ML T/ B2 77, A BAH i A8 T 3 o FH O X4t oA I & A\ PBMCHE A
H1CD3™CD20" IR £ [ V' Vs /38 BAH M I Ak i 5 ; B3

e) HMHIHLA-DR 5 CDAMI 454

T RIEBCR R 1 -6 AT — T AT A W Ju AR B 5 45 A v B, HE P HLA-DR/ZHLA-DR4 |
HLA-DR1 .HLA-DR3.HLA-DR10E{HLA-DR15.

8. MRARE AR SR T B ik ) SiAd Beh I 45 & A B, JOHHLA-DR o AITHLA-DR BAL 5 R %)
(WL T

a) 7> #IASEQ ID NO:13F114;
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b) 4> %I 9SEQ ID NO: 134115,

) 43 HI9SEQ 1D NO:13H1106

d) 4> #I9SEQ ID NO: 1341105

e) 4 HIJYSEQ 1D NO: 131107 s B

£) 43 H9SEQ 1D NO: 1371108,

9. FRIEAUHNZ R -8 AT — TR Pk K HUAR B SR 45 R B, Horb B SuAk s 40 5
E54 R BE LA /INT 295 X 107MIF) -4 A 5 4 (Ko) 45 A7 HLA-DR4.

10 FRAE BRI ZE R 1-9 P AF — T ik () AR B B R 45 5 v B, Ho HLA-DRAL {5 HH 2 2
% 31 QKRAA (SEQ 1D NO:66) -QRRAA (SEQ ID NO:67) BXRRRAA (SEQ ID NO:68) £H ity dL =
A7,

L1 ARAERCRE SR 1- 10 H A — ST R () AR B BLR 455 v By, HoHLA-DRS IRE & .

12 ARPEBCRE SR 1L TR N Piia B bR 456 F B, Hop Bk IR0, SEQ 1D NO: 7.8,
9.71.72.1048% 1 22/ 2 FE B 7771

L3 ARIE BRI E SR 1 2B R () Pk B B SR 45 6 v B, Hodp Bk IKFH SEQ 1D NO:7.8.9,
71,72, 10481 22 1R P 51 20 Jl o

14 ARPEBORE R 1- 1394 F — T fr il B uAR st R 456 v B, He b Bk A4 A 2 2%
MEHR HEE3 F108.D11OMIR14040 454 SEQ ID NO: 13[{HLA-DRAL*01: 02, Ff H 78 5 J: ih ik &
V143F1Q1494L 454 SEQ 1D NO: 14 HLA-DRB1%04: 01,

15 MRAB R Z R 14 Pr A W P ie B A R 45 & B By, Horb Birad S Ad 7 28 IR R K 2
E3.V6.E88.V89.T90.F108.D110.K111.R140.L144 R146F1K1764b454SEQ ID NO:13f{HLA-
DRA1%01:02, 7 HAEZ LR FEL114.K139.V142.V143.,S144.T145,0147.1148.Q149H1E162
A %54SEQ 1D NO: 14fJHLA-DRB1%04:01 o

16 MR HE BRI E R 1- 139 AF — T fir ik B uAR Bt SR 456 v B, He v Bk 4 7 2 2
TRAR K240 454 SEQ 1D NO: 13[¥JHLA-DRA1*01:02, 3 H 7F Z LR R HED41 . S126 \R130.V142
FIQ1494b 454 SEQ 1D NO: 14[JHLA-DRB1:04: 01,

L7 ARBERNER 16 Frid W Puia sl A R 45 & F B, Hoh Brid Ak e 2 L IR AR 11
K2.E3.D27.R140.E141.D142F1H1434b %54 SEQ 1D NO: I3HJHLA-DRA1*01:02, 7 H 7&K
W HEH16.F17.R23.R25.R29.R39.D41.D43.V44.V50.6G125.5126 . E128.V129.R130.V142,
G146.L147.QL49FIV1594b 454 SEQ 1D NO: 14fJHLA-DRB1%04:01 .

18 MRARARNE SR -1 T AT — BT R R AR B B R 45 & 7 B

a) 77 AWIASEQ 1D NO:73.74FN75/) HEE B AMJE X 1, 2413 (HCDR1 \HCDR2FIHCDR3) , A
J A IRSEQ 1D NO: 76\ 77781 42 FE H AN e X 1. 2813 (LCDR1 \LCDR2AILCDR3) ;

b) 43 HIASEQ ID N0O:39.42.46.50.52H154 K HCDR1 HCDR2.HCDR3.LCDR1 .LCDR2 Fll
LCDR3;

c) 73 I NSEQ 1D N0:40.43.47.51.53F155[KHCDR1HCDR2.HCDR3.LCDR1 . LCDR2Fll
LCDR3;

d) 7> HI~SEQ ID NO:41.44.48.51.53H155[KHCDR1 HCDR2.HCDR3.LCDR1 . LCDR2FH
LCDR3;

e) 7 W NSEQ ID NO:41.45.49.51.53H155fHCDR1HCDR2.HCDR3.LCDR1 \LCDR2FH
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LCDR3;

) 4375 8SEQ 1D NO:123.126.129.51.53F155[*JHCDR1 \HCDR2,HCDR3,LCDR1 . LCDR2FM!
LCDR3;

g) 7 HINSEQ 1D NO:123.126.130.51.53F155fHCDR1HCDR2,HCDR3 L.CDR1,L.CDR2FH
LCDR3;

h) 43 5128SEQ 1D NO:123,126.131.51.53F155[HHCDR1 \HCDR2HCDR3\LCDR1 LCDR2 A1
LCDR3;

i) 435I 4SEQ 1D NO:124.127.132.134.13541136fHCDR1 \HCDR2 HCDR3 \LCDR1 .LCDR2
FILCDR3; BY &

3) 437 ASEQ ID NO:125.128.133.51.53 41155/ HCDR1 \HCDR2,HCDR3 . LCDR1 . LCDR2 A1
LCDR3.

19 ARIE BRI ER 1- 18— T Frid B e iR B I IR 45 6 v B, Hop Brad S 40 5k
J5 T IGHV1-69 (SEQ ID NO:62) .IGHV5-51 (SEQ ID NO:63) BYIGHV3 3-23 (SEQ ID NO:161)
(1) AL

20 RPN E R LIOFT R SR B B R 45 & B, Horp Brad fo A A0 5 ok Y T 16KV 3-
20 (SEQ ID NO:64) \IGKV3-11 (SEQ ID NO:65) B{IGKV1-39 (SEQ ID NO:162) [K 52 BEHESE,

21 RPN R 20 F ik (1) HiAA B H L 5 456 R B, Ho b B o 1 AR 2 0 P ot 42

a) 7 HRIE-T IGHV1-69 (SEQ ID NO0:62) FIIGKV3-20 (SEQ ID NO:64) ;

b) 3 HRIE-T IGHV5-51 (SEQ ID NO:63) FIIGKV3-11 (SEQ ID NO:65) ;

c) 5 AR IET IGHV1-69 (SEQ 1D NO:62) F1IGKV3-11 (SEQ ID NO:65) ;

d) 43 HR V5T IGHV3_3-23 (SEQ ID NO:161) FIIGKV3-11 (SEQ ID NO:65) ;B

e) kY5 T IGHV5-51 (SEQ ID NO:63) FIIGKV1-39 (SEQ ID NO:162) .

22 RPERRNER 121 PAF— BT R ) Pk B R 45 & 7 B, B85 5 SEQ 1D NO:56
57.58.59.137.138.139. 1408k 141 [ 28 F: 1% /7 71 A5 4271284 % .85 % .86 %6 .87 % .88 % .89 % .
90% .91%.92% .93% .94% .95% .96 % 97 % 98 % .99 % 5100 % [F] — P VH,

23 MRABE PR E R 22 TR M Bu ik B B R 45 4 7 B, B8 5 SEQ 1D NO: 606181421
T T I F/090% .91 % .92% .93% 194 % . 95% .96 % .97 % .98 % .99 % B, 100 % [F] —
MERIVL.

24 ARABE BRI E SR 1-239 A — TTRT R ) U AR B IR 45 A 7 B, 2% SEQ 1D NO:56,
57.58.59.137.138.139. 1408 141 [{JVHEA J2SEQ ID NO:608K6 15 142(K VL , Bk VEFI BT A VL
et B A5 1.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16 . 1781 8N L % & #t .

25 MR PEBUR R 24 Ik AR B B 5 45 6 7 B B8 N B VHAAVL «

a) 7 INSEQ 1D NO:56F160 ;

b) 73> NSEQ 1D NO:57F161 ;

c) 7 HINSEQ 1D NO:58F161

d) 45 NSEQ 1D NO:59H161

e) 7 HINSEQ 1D NO: 137F161 ;

£) 43 HNSEQ ID NO:138F1161 ;

J
|
|
J
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g) 7> I NSEQ 1D NO: 13941161

h) 4> %9SEQ ID NO:140F1142 ;8% &

1) 43 %29SEQ ID NO: 141161,

26 RPN EE R 25 BT iR (SR B B IR 45 & v B, Hop B R VHAI BT A VL A %5 R 71
IEZ /3R VEIEE

a) 4 HIPNSEQ ID NO:79H180

b) 43 HINSEQ ID NO:81F182;

) 43 HIPHSEQ ID NO:83F182;

d) 4+ HINSEQ ID NO: 121182
e) 43 HIPNSEQ ID NO: 143H182;
£) 43 %IPNSEQ 1D NO: 144H182;
g) 7 I NSEQ 1D NO:145F182;,
h) 4> %9SEQ ID NO:146F1148; 8% &

1) 43 JI29SEQ ID NO: 147182,

27 MRABE PR E R 1-26 P — T Pk M PuAR B I 5 45 & v B, Hep i A

a) re 1gG1[A P2

b) & 1gG2[F] Fi 7Y ;

c) 7z 1 gG3[F] AP A ;

d) 52 1gG4[F] Fh 7Y 5

e) fEFcX A& i35 Frid fiid HFc y REFeRn i &5 & 1) 20— EH

) A2 AEFHEL T B A= Y 1 gG 2R 43, 57 V234A . G237AP238S  H268A . V309L . A330SFIP331S &
) TeG2[R] P ;

g) FEFEAHLL T B A4 H T oG 1R 40,5 L234A .\ L235A.G237A . P238S . H268A  A330S P33 1S &
i TG LA FpAY

h) R AEAH L T B A R T oG LI A7 L234A RIL235A B B i) LG L[] Fh 7Y Bk &

1) S ZEAH L T8 A 78 T gGAR 0,2 S228P  F234A FIL235A B 1 (1) 1 gGA R A AL,

28 MRAB BRI EL R 27 frak B ik, 0.2 T ZU R FEE (HO) MRt (LO) -

a) 7 INSEQ 1D NO:84F188;

b) 73 5I9SEQ 1D NO:85F189;

¢) 7 HIASEQ 1D NO: 86189,

d) 23 5NSEQ 1D NO:87H189;

e) 7 HIASEQ 1D NO:96F188;

£) 4 HIASEQ 1D NO:97H189;

2) 7 HIHSEQ 1D NO:98F189;

h) 4359 SEQ 1D NO:99F189;

1) 43 WI9SEQ 1D NO: 1497189
i 4 HINSEQ ID NO: 1504189,
k) 4> HI9SEQ ID NO: 1514189
1) 43 #I9SEQ 1D NO:152F1154 ; B &
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m) 43 A 9SEQ ID NO:1537F189.,

29 AR PEBURIZL R 28k (K i 4d , Herb ik HC M IR LCH T BN 2 1% 5 R S A«

a) 4 HINSEQ ID NO:90F194

b) 43 HI9SEQ ID NO:91F195;

¢) 43 HIPHSEQ ID NO:92F195;

d) 4 HINSEQ ID NO:937F195;

e) 43 HIPNSEQ ID NO: 1004194

£) 4+ %I°NSEQ ID NO:101F195;

g) 7> HNSEQ 1D NO: 10241195,

h) 4> %9SEQ ID NO:1037F195;

1) 43 JI9SEQ ID NO: 1557195

3 4 HINSEQ 1D NO: 156 F195

k) 4 HINSEQ ID NO:157H195;

1) 43 5I9SEQ ID NO: 158F1160 ; BY &

m) 43 A J9SEQ ID NO:159F195.,

30. — Pl S R 45 G HLA-DRIY 4 B I PR B PR 455 R B 7

a) 4+ M HSEQ ID NO:39.42.46.50.52F154 K HCDR1 . HCDR2,HCDR3.LCDR1 . LCDR2 A
LCDR3;

b) SEQ ID NO:56[(JVHAISEQ ID NO:60f¥VL; /B

c¢) SEQ ID NO:84mk96[¥HCFISEQ 1D NO:88[HILC,

31. —PiEE R R 45 G HLA-DRIY 7 B I BUAR B PR 456 R B 7

a) 4+ M NSEQ ID NO:40.43.47.51.53 55K HCDRL HCDR2,HCDR3.LCDR1 . LCDR2 A
LCDR3;

b) SEQ ID NO:57[{JVHMISEQ ID NO:61f¥VL; Fl/BL

¢) SEQ ID NO:85EK97HCFISEQ 1D NO:89MHILC,

32. —PiEE R R 45 G HLA-DRIY 7 B I BUAR B PR 456 R B 7

a) 7> MINSEQ ID NO:41.44.48.51.53F155HCDR1 \HCDR2.HCDR3,LCDR1 .LCDR2FN
LCDR3;

b) SEQ ID NO:58[{JVHAISEQ ID NO:61f¥VL; Fl/BL

¢) SEQ 1D NO:86ELISIHCHISEQ ID NO:89ILC,

33, — Plr e It 4 A HLA-DRIV) 43 B I B AR BOL U R 45 4 B, B

a) 7 HINSEQ ID NO:41.45.49.51.53F155HCDR1 \HCDR2.HCDR3,LCDR1 .LCDR2 AN
LCDR3;

b) SEQ ID NO:59f{JVLHISEQ ID NO:61f#¥VL; Fil/BL

¢) SEQ ID NO:87ER99MHCHISEQ ID NO:89KILC,

34 MRIBE PR LR 1-330 AT — BT R W Uik B - B R 45 6 7 By, R Frid Siia 48 & &
ST

35 MR B BRI LR 34 B ik B SR B R 45 A B B, Horb BTl e s 40— 2 ] A D BR 25
BN R B 2 5
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36 . RPN EE R 1 =35 (E— BTk I SR B AL R 45 A v B, o ik bidg & 2 47
e EPUR BN S RS A4

37. —FhZ5 AW, A S iR AR B R 1-36 AT — I T ik (K Hi A B 30 5 45 & B DA
Je#g2¢ b RTHESE B EAE

38. —FhZ I,

a) #mBSEQ ID NO:56.57.58.59.60.61.84.85.86.87.96.97.98.99.137.138.139,
140.141.142.149.150.151 15215385154 VH. VL .VHE VL HC.LC.B{HCHLC; BRF

b) 1,7 SEQ 1D NO:79.80.81.82.83.90.91.92.93.94.95.100.101.102.103.121.143.
144.145.146.147.148.155.156.157.158. 15985 1 60[¥) Z 1% 18 ¥ 71 .

39. —FhEidh , B B R AR RPN R 38T A ) 2 % I

40 . —PirrE =AM, A0 B AR EAUREE SR 39 ik 1) 44

41— Pl 2 AR PR BRI ZE K 25 Fir ik () B AR BOLHU R 456 Fr BUR 5 i, AR IA Irik
FURRI 26 T B = MR BCR R 40 BTk (4 15 =40 B, B ITUSC o 1 = 4 M= AR i S

42, — PR JT BUIRBT HLA-DRA N S K B i 19 77 7%, A 4% DL BAVE S THLA-DRA J (1) 5 95 1Y)
I [ [ri) o H A 75 L0 526038 Tt PG 7 A 2= I AR B BUREE 3R 1-36 HRAF — T Birads (1) S 44 B
HyR 46 R BEsE R AUR 2R 3T ik M 254 &4 o

43 FRPEBUREL R A2 BT IR 1 J5 7%, oA HLA-DRA T R0 A2 H & S 57

44 TR BN ERASPIR ) J7i2 , Kb vk B B )% 5w 22 HLA-DRBL-AHIG I B 5 F )%
P~ RGBT IR TT 2 RS YA K PE IS 8 A% T8 K W AR FUIR IR 28 L EE LR 77
Z R ERALIE . KRG A BORIE T A R

45  FRPEAURN EL R 42- 44 P T — DTl () 7 v, ool prid A s Kb IR 5 & R Bt 558
TRITHRIC AT .

46 . FRAEBURE SR A5 BT IR 1 7735 , o Firadt 85 V097 7542 Bz Jon A [ e i e 2 106 51

AT — PSR B B PR I S BLE I 7 i, AR DL DA B 6k B B R I S
72 (1) I ) 1) ok He A 75 04 52 303 i FH AR 48 BUR) L3R 136 HAF — T Al i 1 A4 B H 7 5
“hia R B R RO R 3Tk M 294 540

A8 AR PEAURNE R AT R 7735, b ek B S HUE AR T A B & % 5 1)

.
49 ARYEAUR R AS PR 1 738, Horh Birik B & S 0 5 o 2 S UGB MR 1 28 R 1Y)
SERE R PEICHT 28 KGR JO WA HUIR AR 25  FENLE 77 2 R EALIE . REEMELL R EEK
1 2R PR 9 o

50 — PG T FAXHLA-DRIY MR 1 5 325 , A48 LA 2 BAYR JT ZR IS HLA-DRIF J8g 1 B[] g
X HA T B 2 i G B AR R A T 40 55 25 ) 0 MR 4 BUR) 2R 1-36 AT — I
Frid B SR BT R 256 P Be B AR BRI 2R 3T Hr iR I I & 4) o

51. ARAERHN LR B0 IR () 751 , Herh SEIEHLA-DRIR) g A2 TR0 P g

52 AR AR EL RS LTI 77325, o v B o 30 2 e A2 B4 B A 28 7 49k 287 L B
JHL AR 2L 98 BT o P 90K 2 P 1 I A1 AR 2 98 L A IR 2 9 L B4 B ) s = PR
P 95  TAH BRIAR 08 T4 M 3 E 2 7 bk CR7 L 12 i P () T S PR S M (1 s . 2 %
PEBEME 1 7B 2 PR S AZ 40 i 1 195 (AMoL) .

7
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53 AR RS2 T IR 1K) T3 ¥ » T v iR FAE HLA-DRIK) o A2 J5 538 O S0 465
ELWE o AR 5 S0 1 B 5 B i L L B i o ) R

b4 — P EARYEBOM ZER 25 ik ) Hu A BOL DU 25 6 Fr B4 & B DU R R i 4

55— PR &, A S IR IEBUR ZR 25 IR M PR BT 45 5 B

56 . AR A ZER 1-36 F AL — T IR K ST BE MRAE AR ZER 3T IR I 29 AL 54
HAB T EM.

BT AR ZER1-36 FH AL — T IR ) JUAAR BE MRAE AU ZR 3T IR I 29 AL 54
HAEVRITHLA-DRA A ZRI B 5 S 5 B O 43
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B M EESHLA-DREYIT IR R H g

[0001]  [FFIFK
[0002]  AHIHA S A HEFS-Web$2AZ 1P AR, HATA A L 51 7 IR AR L. 20164F
12 H15H GBI RIASCT T SC A S 44 9 TBTI5078WOPCT _ST25. txt, IF H AK/NAN254 T .

B GuE
[0003] AP0 S MRS A HLA-DRIHUA A EL T S 45 15 Fr BL S iR B0 Bl %2
R BR LA L 1l 2 A P R SR A 5 K 52

EREAR

[0004]  FEHALHAMEE G4 MHC) 11380+ H T PR AR 2645004 T40. A
HA =FMHC 11354 F :HLA-DP HLA-DQAITHLA-DR, H: % [ FHalpha/beta (a/B) B F- 5 — 5
VKA R » 56 40 R PY 1 IR 51 L 455 75 31 40 e 3R T H AT 28 OMHC 11284y 7 3Rk T FEB4
L 5 A 4 AR 5 448 L £ A P70 R 2 38 4T (APC) 1R SR T

[0005]  FHHLA-DRA1%w b5 K HLA-DRa % & i1 B2 AR <5 1Y o FHHLA-DRB1 B} H: 5% 2 [F] YR P HLA-
DRB3 . HLA-DRB4BXHLA-DRB5 .2 — & A5 ({THLA-DRB%E & 8 22 A HE 1K (hyperpolymorphic) « 2K
B3 AR ) e Ji 2 06 1 R IA HLA-DRA 1 4 AL 1) o FTHLA-DRB1 465 (1) B , (A T AR IR 5
— Pl P FHHLA-DRB3 . HLA-DRB4FIHLA-DRB5 & A Fit) 4 e 4of ) o o KT I, R 408 3 2 ) B 5 R
SCYRAEAT HE R, AR T RIS A 2 VU PPHLA-DRIF) A AL

[0006]  HLA-DRBLAF A5 2 i N B B 9% B dp A S B  HLA-DRB 1 J: A (1) A% 57 A 52 M HLA-DR
JiT 2 356 (4] e S T O, H 0k 17 S B SR R S R CDAT T X iZHLA-DR / ik 52 4 W0 () 1R 591 g
% HLA-DRB1-5 [ B 4% 9 1) 183 % DR BRI 7~ 45 IR A1 8 AR A/ B0 e v 238 25 5l B T4
Mo T TS AL AL 22 B B o i 1 S P B8 RO B B IRATEE IR 7 N 40k - s S 1
CD4" Tr] B FEH L1015 , (7] fi 2 BAH AL, T30 8 S ™4 .

[0007] TR ILHLA-DRBI Z & ME 585001 N R B AHR B : KRR ST 8 RA) RS
PEGF R R PRI R A BR T M AR FR R 28 EURELE 77 2 R PEREALSE . RS P40 3R
I A R 1 RHE PR 9% (S 38 ILGough M1Simmonds, Curr Genomics 2007:8 (7) :453-465L4 K&
Shiina® A, JHuman Genetics 2009:54:15-19) o BHEMRI K L5 A UM G (1K) 70-7 447 28 a1
RN LR AL I HATFEH IEH A 5% 3E (QKRAALQRRAAEXRRRAA) o L R A7 /7 4E T-HLA-
DRB 14547 L AIHLA-DRB1%01: 01 %01 :02.%04: 01 %04 : 04,304 : 05,04 : 08 F1%10: 011, #EIA
RHAALI R N A TR IK , B SE RS AR OB 1 A N E R K Y1 = 2 HIRAE
BA AL T A E H B AR N ACPA Gt R B AL 2 A i) 8 S ouds, HEX 2 H T2
UL RATHLA-DRAY ¥ 238 2 5 I TN B A R TR B

[0008]  HLA-DRH 1A T 2 P v P e DA S SEAAR |, 3 HL O 53R 1% B 3 R Y 2 T
TR ITVZ: (Schweighofer®E A ,Cancer Immunol Immunotherap 61 (12)2367-73,2012;
SteinZF A\,2006,Blood 108:2736-44;Altamonte®$ A\ ,Oncogene 200322:6564-6569) ,1H
GITEF AR EE R,
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(00091 [tk , 5 B4 HLA-DR—F S B3 6401 1 0 90 s s ATHLA-DREFT PRI 7422«

LZRAE

[0010] A BHERAIL— Pl e 45 A HLA-DRIY 43 B I SR B Ho b i 45 5 Fr B, b Brid g
e KBt R 456 R BLS B8 NP Pk 584 45 G HLA-DR:

[0011]  SEQ ID NO:58[ HFE R A4 (VH) FISEQ ID NO:61FFRFE R A4 (VL) 5

[0012]  SEQ ID NO:56[JVHFISEQ ID NO:60[KIVL;

[0013]  SEQ ID NO:57[{JVHFISEQ ID NO:61[(VL;

[0014]  SEQ ID NO:137HJVHAISEQ ID NO:61[#JVL;

[0015]  SEQ ID NO:138fJVHAISEQ ID NO:61fVL;

[0016]  SEQ ID NO:139[VHFISEQ ID NO:61[FIVL;

[0017]  SEQ ID NO:140fVHAISEQ ID NO:142f{VL ;B2

[0018]  SEQ ID NO:141[{JVHFISEQ ID NO:61[IVL.

[0019] R BHIE IR AL — s 7 PR 45 A HLA-DRI 23 1 Bk B L 4 R4S & B, S i
B H RS A B

[0020] 43I ASEQ ID NO:73.74F0750) B 5% H Mk 52 [X 1. 2813 (HCDR1 HCDR2AIHCDR3) ,
PLE A3 5 2RSEQ 1D NO: 7677 FN78M #2545 B4k 2 [X 1. 2113 (LCDR1LCDR2FAILCDR3) 5

[0021] 43 5INSEQ ID NO:39.42.46.50.52F154f¥HCDR1 \HCDR2 \HCDR3.LCDR1.LCDR2 A1
LCDR3;

[0022] 43 %I°NSEQ ID NO:40.43.47.51.53 155K HCDR1 \HCDR2 \HCDR3,LCDR1,LCDR2 A1
LCDR3;

[0023] 43 %I°NSEQ ID NO:41.44.48.51.53 155K HCDR1 \HCDR2 \HCDR3.LCDR1.LCDR2 A1
LCDR3;

[0024] 435I °NSEQ ID NO:41.45.49.51.53 155K HCDR1 \HCDR2 \HCDR3.LCDR1 . LCDR2 A1
LCDR3;

[0025] 435 °ASEQ ID NO:123.126.129.51.53F155[HCDR1 HCDR2 \HCDR3 . LCDR1.LCDR2
FILCDR3;

[0026] 435 ASEQ ID NO:123.126.130.51.53F155[HCDR1 \HCDR2 \HCDR3 . LCDR1.LCDR2
FILCDR3 ;

[0027] 43 5)°ASEQ ID NO:123.126.131.51.53F155[HCDR1 . HCDR2 \HCDR3\LCDR1.LCDR2
FILCDR3 ;

[0028] 43 NSEQ ID NO:124.127.132.134.13581136HCDR1 \HCDR2 . HCDR3.LCDR1 .
LCDR2HILCDR3 ; BY &

[0029] 4| ASEQ ID NO:125.128.133.51.53 155 HCDR1 .HCDR2 \HCDR3.LCDR1.LCDR2
FILCDR3.

[0030] A% B4R Mk — Pl S itk 45 A HLA-DRIY 43 B3 (R FiAk B B R 45 & 1 B, Hoh ok
PURBCLIUR 455 7 BeB & AR ST ¥ 4 78 VHL VL  HCRILCZ LR J P 91

[0031] AU BB AL —Pivks S k45 A HLA-DRI 43 B8 ) AR B L R 45 & P ES, Bre
[0032] 43 5I°NSEQ ID NO:39.42.46.50.52F154f%HCDR1 .HCDR2 .HCDR3.LCDR1.LCDR2 A1
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LCDR3;
[0033]  SEQ ID NO:56[{IVHFISEQ ID NO:60[IVL; Fl/8k

[0034]  SEQ ID NO:84B%96[{JHCHISEQ ID NO:88[KILC,

[0035] AUk BBt — ks R E 45 A HLA-DRIG 73 S ) Bk s o JR 45 A A BL B8
[0036] 435 NSEQ ID NO:40.43.47.51.53 155K HCDR1 \HCDR2 \HCDR3.LCDR1 . LCDR2 A
LCDR3;

[0037]  SEQ ID NO:57[{JVHAISEQ ID NO:61[{IVL; /8%

[0038]  SEQ ID NO:85EZI7HIHCHISEQ ID NO:89FLC,

[0039] A Jk ARGt — ks R E 45 A HLA-DRIG 73 S ) Bk s e R 45 A A BL B8
[0040] 435 NSEQ ID NO:41.44.48.51.53 155K HCDR1 \HCDR2 \HCDR3.LCDR1 . LCDR2 A1
LCDR3;

[0041]  SEQ ID NO:58f{JVHFISEQ ID NO:61[VL; All/5,

[0042]  SEQ ID NO:86BX9S[{IHCHISEQ ID NO:89[ILC,

[0043] A HIEHRAE— ks R MR 45 A HLA-DRIG 73 2 ) Bk s e R 45 A A BL B8
[0044] 43 5°NSEQ ID NO:41.45.49.51.53 155K HCDR1 \HCDR2 \HCDR3.LCDR1 . LCDR2 A1
LCDR3;

[0045]  SEQ ID NO:59fVLAISEQ ID NO:61fVL; /8K

[0046]  SEQ ID NO:87HEZIIHJHCHISEQ ID NO:89HILC.

[0047] A WIS — PP 4R A 2 el I A K I B S 1 45 S HLA-DRIV SR Bl H 41

g & B
[0048] Ak HIE SR — R &1, LS AR W puik BUL SR S & Fr BLL 257
bRl A .

[0049] AR B T — M2 Z IR, H4mASSEQ 1D NO:56.57.58.59.60.61.84.85,
86.87.96.97.98.99.137.138.139.140,141.142.149.150.151.152. 1548154 VH. VL .VH
5VLHC.LC.BRHCHLC; BiA5 % SEQ ID NO:79.80.81.82.83.90.91.92.93.94.95.100.101 .
102.103.121.143.144.145.146.147.148.155.156.157 1581598160/ Z % H B F 51
[0050] AR BHIEFR it —Fh A5 Ak BRI 2 1% 5 BRI 344

[0051] AR BH IR SR it —Ph A5 Ak B I BRI 15 =400

[0052] Ak BIEF H— Bl & A R PR B LR S5 & F BRI 7 i i BAE AR R
PR 2 T B 72 AR B I 1 3240, LT r =40 i o = AR B A

[0053] A< BHIEFR AL — P iy 7 B FRBT HLA-DRA S I BRI I 730, 1% 7 ARG UL LR IT
HLA-DR A5 [ 2 9 1A s 7] ) o H A 75 2 00 52 638 it VR T A A B A R BB AR B B iR
“dih B

[0054] Ak BB F e — A bl Er 0k B B B ) S B 10 5 1% 07 145 DL 2 DA
BT B B B R G 5 R R (] ) of He A 7 0 52 i A R R B L B R 45 A
B

[0055]  Zk %% BH i $ Ak — Fh v o7 2 IR HLA-DRIG I (1K) 75 V2 , % 7 1B FE DL R BLYR YT R ik
HLA-DRIY Jitgg iy g 18] ) o) Ho A7 75 200 32 5038 i VR TT A A E RN R A S4B R AN AR
A PR B LI R 456 B
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[0056] A Wik 4RI —Phah S AR I TR BT R &5 6 F BU b s eRr B i 4
[0057] A it R A & A R I DU AR BT IR 25 A P B il &
[0058] A Wik 4R AR I R LA AL IR T B AE A

Bt 15 BA

[0059] &l 17 H BT az S A (FTHCDR 1 2 22 12 /7 1 ATHCDR 1 J& /3 71 o 38 FH o A A 1 BROA BM 3L
3T 7EMOE (CCG  Montreal) X A Fv (VH/ VLA AE 45 F R 28 ke I 52 J&@ 5 71 6f T- B A
[ K FEE FRI CDR , 32 T 45 A4 57 [X. S Bb 6o X e 55 Mg AR TR , 3 L% 58 45 M 25 [H] AU CDR A7 B

[0060] & 275 H BT B AR RTHCDR2 24 12 )7 51 ATHCDR2 )& /7 71  HCDR2 J& /7 71 il B 1 ik 4B
Jil o

[0061] & 375t T ik HL 44 (T HCDR3 2 2= 2 - 3| MTHCDR3 J& J 71] - HCDR3 J& J 71t ] 1 ik A=
Jil o

[0062] |47t Fri AR R LCDR1 2 2 2 v 7 MILCDR1J& > 51) - LCDR1 J& J 71t [ 1 ik A=
Jil o

[0063] & 575t BT ik S A4 F LCDR2 2 2= 2 - 7 MILCDR2 J& J> 71] - LCDR2 J& J 71t [ 1 ik A=
Jil o

[0064] K67 H BT BUAR I LCDR3Z L IR S 51 AILCDR3 )& /7 71 « LCDR3 & 7 F1 il B 1 ik A&
Jl o

[0065] ] 77 Hi%E S 1t 45 S HLA-DRIF BT i AR i S8 v AR (X (VH) 19 2R 7 FU R L X
VHIRAE AT UG AL B R B AR I 5 2878 - CDR 731 (FEKabat 52 X)) PR RIZebriE:

[0066]  F&I87R Hi%E T 1t 45 G- HLA-DRIV BT & A i) 8 vl AR 35 (VL) 19 =L 7 FU R EL X
VLIRAE AT UG AL B R BRI 5 2R 78 - CDR 731 (FHKabat 2 ) AR RIZebriE

[0067] &9/~ H{#i FiMeso Scale Discovery MSD) FiA W& i iR Hi4E 5DRAG89 (5 ik
ZMRHA_304-318E A KJHLA-DR4) [ 45 4 . ECL: AL SR B 155

[0068] ] 1075 H {8 FIMSDHE A& (1) Bk Hiddk 5 DRAGO3 (55 Lt Z JIKHA_304-318KE A1
HLA-DR1) f) 454 ECL: AL 22 R 615 5

[0069] P& 117 tHf FIMSDH A U & (1) BT id 44 5DRAGI0 (5 B JR & (A TTHRCIT_1236-1249
2 A THLA-DRY) [ 454 BCL: AL R 5 T o

[0070] & 127 tH AT FAMSDHE A I & 1 Frik B4k S5 DR4G99 (SRR SR A TTIKCIT_1236-1249
2 ATHLA-DRL) (454 BCL: AL R 65 T o

[0071] P 137 H A bE T [F) Rl 2R B, 75 5 2ug /m 1 0 -HLA-DRAFUAA 1) 85 7740 1 20 /N i
\PBMCH B8 T BEH o (1) 5785 (6 BRI 2 11 V3G /38 CD37CD207) &

[0072] P 147% H A bE T [F) Rl RS B, 75 5 2ug /m 1 0 -HLA-DRAFUAA 1) 85 774 Hh 20 /N i
\PBMCH 1 T BEH o (1) 5785 (6 BRI 2 11 V3G /38 CD37CD207) &

[0073] K 15A7 H 5DR4B1178E A IHLA-DR4 (DRAGS6) &5 44

[0074]  EE15B7 H 5DR4B1278 A HLA-DR4 (DRAGS6) I &5 44

[0075]  E[15CRH T 5T4HMZ 4% (TCR) & & HHLA-DRAM £5 44 o

[0076] P 16A7NHHDRAB1 17 FIDRAB127 ABHWrHLA-DR 5 [Fl P TCRIY AH F.AE F , MIDR4B4
DR4B5 FIDRAB6 145 Fir L W
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[0077] & 16B7~ HiDR4B22.DR4B30FIDR4B33AH Wi HLA-DR 55 [A] Y TCRI¥) #H F.AE HI , i DR4B6
A BITRE T

BRI AER

[0078]  Z i B 5 rh By 51 I Br & AR, L FEAEAS R T R L R i i S LA 5| 5 X9
ANARIC, INFREAR S e 25 H .

[0079] N4 T, AR SCHT HARE R 2o 7 #iR BARSLE T 2 B 1, FFHE B AT IR
il o B AE A ' X, B WA SCAE I BB BRI R 22 ARE 1 & S5 A R B B & S0k ) - i
FARN G B AR RS SOHFE]

[0080] B AR5 AR ST aA () I3 £ 7 vE A R A BB S5 R ) AR 3 U7 A AR LR BT DA F T4
B9 AR R BH () SE e, SR AR SR R SN A9 PR BRI TV o AE R N EL R AR AR R B, 4540
AT ARE

[0081]  frA i B 45 A0 B B BRI EE SR v By B BREAE N 28 55 A I Bt B, 5 0 s 50 X —
AN PR PR ARG S R AR DR 451, ek AN R S S PR AN ERCE 24
M A5

[0082]  “RRRMELEA” . “FrmlEHE A" Fr R d &7 B G 57 2 fEPUA L LL e e
JUJE T (K5 R0 A 45 B AN R B A (K 3R 7 o 5, BUAA A 291 X 107 MBRE /)N (31
TIZ5 X 1075MEE 5 /N L Z1 X 1075MBE B /N Z51 X 107 MBE B /N £91 X 1071 OMB B /N 451 X 107
MIMER T /N BT X107 MBI /) (S A A (Ko) 455 EPUR BB N 1R AT, 8 1%
Ko iz ik el & AR PR (IBSAVBREE ) FIKo &2 /0 H 932 — o Al Al AR HERE 172K
)i B L AR L R S MRS S R PR BT N B R A I AR R e X H B A IR B R
A AE X B, B4, e ok B e R (A1) (i a0 N B8R, B & B Rk (Macaca
fascicularis) (cynomolgus,cyno) «HJEME (Pan troglodytes) (chimpanzee,chimp)) Bk
JE (Callithrixjacchus) (common marmoset,marmoset) HJAHE TR B A AR X N BLAR
B M PUAREE RS & — D PUR BN R AL, XU R PR RS R R 45 S P ASFEI 3T
JR B AN AN [F] ) 2L o U 7 11 45 A HLA-DRIG HUAR™ B “Pi-HLA-DRIUAE” 2 45 22 /e e M 45
A M EASEQ ID NO: L3R4 fir 7 2 B8 /7 51 [KFJHLA-DRA 101 : 0 2/ FITHLA-DRB 1504 :
01BHEZH B[R HLA-DRA I AR o IR 24 %% FHHLA-DREE [ /i FH 2 A HLA-DRa FIHLA-DRB4E [ 32 A ()
AR G B R PR 25 A HLA-DRIF) F0AA th ] 4 S M 45 A HOB HLA-DREE (4 52, 1% TIHLA-
DR1.HLA-DR3.HLA-DR1OFIHLA-DR15.

[0083]  “Yifk” )" X b dR I AHE SR IRE A 4 BAR G R R g (B R R
ByaRE AR N B v B PR L N IRAL B SRR SR R S R BE BUAR) L DRSS A R B, U
PEE 2 e b, R YR B R, R b AE , DL S B R R e R
PURSE A7 S BRE A PR e 28, “S Ko+ 85 H M
TE 2 EEE (HO) 5454t (LO) BL A eI 2 Ak (Bl 1eW) o f % A & HEEn] Ap
3§ (VH) 0 E B S 5 1% A B e A B A CHL BB L CH2 FIICH3 o B 26 R B 0 1 i e m) A
I8 (VL) FnER e 2 I8 (CL) o VHAIVL AT 3 — 0 4l 40 AR AE AN E X (CDR) AR X, [H] 4 A7
HEZRIX (FR) o % ANVHAIVL FH =ANCDRAPUANFR Fr B il » 42 DA T I A 2 s i 42 7R 2 v
%1):FR1.CDR1.FR2.CDR2.FR3.CDR3FIFR4.
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[0084]  “H xh ik sE X (CDR)” Ak () “Bu )R 455 7 1™ o AT AT AN 1 A5 2K 58 L CDR:
(i) =/MFEVHT (HCDR1.HCDR2 \HCDR3) H =AN#EVLH (LCDRI L LCDR2.LCDR3) 4 T 4b ke 2 [X
(CDR) J& % T /¥ 51148 %k (WuMllKabat, (1970) J Exp Med 132:211-50;KabatZ A,
Sequences of Proteins of Immunological Interest,#85fix,Public Health Service,
National Institutes of Health,Bethesda ,Md.,1991). (ii) =/>4EVH (H1.H2.H3) *f H =
AEVL (L1 L2.13) FR A “HBAR X L “HVR” B “HV” , A& 8 444 ] A8 ek b ) 76 5 44 B AR 1 [X
I, WiChothiafllLesk T i€ X (ChothiafliLesk, (1987) Mol Biol 196:901-17) . [E Bx % J& ik
fE5 (IMGT) H i e (http://www_imgt_org) $&flk VLR GG AL AR HEAL G 5 F15E s
CDR HVAIIMGTHE A 22 [R] B % o< RRAELefranc®E A, (2003) DevComparat Immunol 27:55—
TTHA Bk o BRAEAE UL B b S3 A AU, AR SCRY FH L, R 3 “CDR”  “HCDR1” | “HCDR2” |
“HCDR3” \ “LCDR1” \ “LCDR2” A1 “LCDR3” B.4E b S AT iA I ATATT /7% (Kabat .ChothiaBIMGT) B
5E SLJCDR

[0085] s 3k a1 W AR AR H B H 8 X U B R e 4 e e N Tubp £ ERPSE TgA  TgD . IgE
TeGHITgM. TgARITgGiE— 0 W 2N A Fh AL TgAl . TgA2. 1gG 1 TgG2. 1gG3MITgG4 . fFE a5 Hi:
PP AR R ] R T HAE S I R R A R B N A e AR SR A R ) —
Fi, Blkappa (x) Al lambda (A) .

[0086]  “BiliZE & B i B IR E O 4 TR B SR AR 2K PR RI L5 456 4 T 1 51
gy o NIRRT R 45 A BOR B EE L ANJUE X (HCDR) 14 280 /853 324 Tk 2 X (LCDR) 1+
2F1/8%3.VH. VL. VH5 VL Fab.F (ab’) 2.FdFIFv J Bt LA F2 B — ANVHIgEL — AN VLA A B i i 41
14 (dAb) o VHRIVLISUR] 28 HH & Rl Sk e — 3 DA RO PR Y (1) S oA ot , o A2 VH
SVLIS S s AR SO0 , VH/VLIRZE 73 W B[R BC A » AR BB It S5 45 5 or
ML T A REEF Y (scFv) BOS U Ads s 41 /8 [ Fr % F) A FFW01998/44001 [ Br & Fl A FF
W01988/01649 ; [E x4 Fl A FFW01994 /13804 ; [E fr & FI A FFW01992/01047H Fr A 4 .
[0087]  “PATCREHUA” &R AERESE BRI RS R D B 0 — 2R IR A R U T bR T
A RE IR SRR, 1 0 A A EE A P B 25 COR ot 2 PR 2 A1 o PR e F Al i 45 5 — DML
FAL, T RURF S P B v BE PR S A D AR PR A7 o B B AR Rl AE AR FE N B
JRRE S AL o 55 v B A T DL B e VR B 2 R S R B R R B AN B AN .
ATE “HR T R AR AR AR SRR S RS

[0088]  “HEM)” RIEC LS5/ A& T HAP M R (Ban HAH 40 H e 5 5 R
B R/ BN I R Al A SR 1) 4 G QA B2 A% BRBER 11 5, A AA) (1) [R] S A4, DA
SR B D — A AL B D BRI B . R R4S A HLA-DRIY 43 B IR 3R S FR It AR
EAE e 4n A B Bk S BRI AR, IR LR R 43 RS A T A, 1 180 % . 81 %
82% .83% .84% .85% .86 % +87% +88% .89% .90 % .91 % .92% .93% .94% .95 % .96 % .
97 % <98% 99 % B 100 % 401 i [ 344

[0089]  “ AJsALBUAAR” J& 48 I v P L 45 A 0 s R T HE NP Rk EL AT A% X HEZE SR I T A U
Ty IR E A T BUAR « NI AEAE ZE h m] 40,5 B 4, (A HE L AT BB AN 2 RIS A
G Y IR BN S S BRER 1 P R DR P 31 RS 14 DL

[0090]  “AJifh” 2452 A EREAREE AT AR IR A ok, H R HEBE AN 5 455 A 5ok U5 T
N AIF )T B o 1 SR Fo A2 AT 51 5 B s I — 38 40, WUl s e ke s T AR IR I 7
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Fllo

[0091] G SR HuAd ) AT AR 5k AT N P 2 G % 3R 8 1 B HE % Bk 1 R R ) Rk 1S
M TR & “SRYE T N5 7 7)1 B BB B P AR I8 o H 2R 9 VR 3R G N AE IR T A4 B
FLEN AR bR R N e Bk 1 R IR SO R, DA S FE TR AR N 30, o 85 7 AR SC Pk
[N B 2 33K 2 11 e R R 1) /I8 BR BROK B, o 755 N P 3R # 3 BR i 1) i (R B R o 2 Bk il ) AR A
AT LR, A BT AL 2 T8 R SR A AE AR 4 B 8 AR B 3 AE AR 2R Bl S5 45 & A i
FER GINE BB E TR AR E R 05, A" (ER R T 5 5B AR R0 )%
BRER DR B E HE e S SR O B R S A ) = R R 7 P B A B /0 2980 % .81 % .82% .83 %
84% .85% .86 % .87 % 88% .89% .90 % .91% .92% .93% .94% .95 % .96 % .97 % .98 % .
99 % 85100 % H[F] — M o 7E— L 1F 0T, “ATUE” vl & HANEZL 7 51 43 B 15 21 (1) oA HE S
FE31 (I WiKnappiksE A, (2000) J Mol Biol 296:57-861 i) s B4 & Bl /R 7Rk 12 14
[N g8 3K E 1 2 PR S R 1 5 BGHCDR3 (Bl nshi S8 N, (2010) J Mol Biol 397:385-9641
[ bR R 2 FFW02009/08546 25 BT iA) o

[0092]  SRYET AN S Bk A 7 HU RS N FUAR n] 8 3R 40 v W 18 44 | 7 45 A A I CDR
A/ BCE R AE B SR AR A, B ] LR AT A A5 A8 DA B e PR, A4S 2IAS FH 4 P 2
AT RRIEN .

[0093]  “ AHUAE” 1) 52 X AFESUR S A mORIET-AE NIRRT 44 o

[0094]  “EEZH 447 & 5 UL HE 2 F Bl & Rk QI B B Hi ik L e E A . “EA
7 QLSS 5 7R R VT B B T A UK, v a0 N Bh A (1 BN B T S
(R FuAAs , BN fos 35K i 1 8k DR f 2 DR B30 et s, B0 AN G A1) 46 1) 2 58 0 9 S IR oAl (FE R
S B REIR) s WAL LSRR BRI 1 32 40 A 428 1) oA 5 A EE ZH 1 2E A AR SC R 4y
BRI s DA RO P Fof N S Bk A R DR 90 5 S DNAJT B BT AR — i AT H e
J7 ik FRIE B B P, B FHFabiE 28 4k o1 7= A2 B AR , i XURs S Bt
(e

[0095]  “SRA” SEABPUE B S PUIAERr 7 HE 4 B BUBR 43 o R AL H B8 i R LR B2 B
MBE () A 25 1 G, AR AR AR MR Bl 7K ) SR 2 [ 4 A 7 HL T A e 8 = 45 M s
FIE A S 5 FEU AR AIE o SR AT TR ) G 2 1) B3 T ) 32 482 AR/ BAS 32 8 B R R A o A T A
TEARRAT , K B BRI 2R 7 TR AN R340 () 2 L BL PR 88 1 o4y B & i AE =425 7] |
ESTig

[0096]  “H M & Fa D e e E 45 A W TR BE 40 o FLAM AT L AR it 2R PRIV, B3 AT
PLSE AN TS, Tk B A4 (1) S QI SR R < 1) 1) 2 [R) 9C R R, 11 A i ik 28 14 2R 51 1) 2
P& 110 22 [F) 9% B TE il o “HR B T ML R0 “HE B T M BY “FR B T M S IR A AL AN “HE B T
M E LR TR AL 43 T8 5 P U A 1 A R AT R AR, B R F, PR B AL
BRI TR -5 PR A I L AR R R

[0097]  “RURr Fe 17 JE 484 e M4 B AN E P 5 BRUR] — B R RS AN R R A () Brid
KU S P A A4 ] ) e A ISP SR B A A X R B ] 45 B AN BICHE 2 A A [A) Bt J5 2 )
B =N A

[0098]  “Z4FFPE” R ARRE IR G 2D A R BUR — B N I 2 DA AN F 3R
BT RIHTUAR « 22 SEVEFUAR AT 255 B PR A « =AS TS B FASAS [8] 470 5 B[R] — 370 i A AN [
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(K12 Ar

[0099]  “ZEFIR” R I8 E & B S LR LB B T B R B S F L Y
(1) B o cDNAJE B 2 1% 1 R 1 L RS 7R 461

[0100]  “ZHK” B “E A U 2 80 & H K EEE R A Bk 2 IR 22 /D PR EE IR TR L (1) &
o

[0101]  “fR” R HEK 2 230 RN H 2 k.

[0102]  “ARfA™ 25 A — b B 2 A 24 (B, — AN BLE AN B e 3E ABEVR) AR T 2
ZZ KW SHE L TR Z KB Z TR .

[0103]  “A&” EARREME /AN RGN EHIB /EX K RA L MBI Z %IR8k £
1% R 8 5 A o v A R I A R IR AL S 5 BUA AR e, HohRe R i s &
AT RRAC Y RS, WIan4n M e EE 3040 Y DL RR) FH B8 % 52 il B804 1) AR 42 3 () B2
ARG B G BUORER  BUR 2 % H IR P B BUOSUREDNABIRNA 73 BUX B8 73 (R R &
G2 S

[0104]  “SRIKFAE” AR T H T AW RABHFE £ R G T LR T HAFAE T R IEBAE
W ) 2 A% R 7 B dm b 1 22 BR AT BE 1R 1 3 A

[0105] IR 1E “47 345 a0 HH A S I B R N G 858 , FE4F 8 8 1K AT 2532 1k 22 V0 [
P L 2l B e T e 00 TR S 12 AL, BN A R D R A o AR R DB L &5 SR B S
ZM) TR S B AR S 4 B U B T I e T Y A B R U B, 75 0“4 B TR AR e A A
AR — AN PR AR 22 2 VB Z 225 %6 I TE ] e~ BE oK) .

[0106]  “FEA” JEH48 M2 FE 2 B AR A B 2P R YD) , L RAFAE T2l 3
A P9 B AR S AT O B 2R o 7 8 T ARE A Dl AR AR 5 T B LA L35 AR 2R RV T IR E A
PRV WV BEVR TRV HE T 55 o Wb A 203 RN 8 5 TR RS RS2 43 A0 R 3E 43 W HEK
JBE SO0, I JEE S T R EG e A T T U A BB SR R SRV IR AR TR 5 32 B
VAR R A VA, B AN A e AN 28 B 85 SR AL (R4 MBS B AR h e 77 20 VTR ISE
HIUEREFEA AT 28 ] TF AR TIER AR 28 B H = A s 724

[0107]  “Y.-- 2157 B I FNEE 2 Py T RILAR A — &  AE N B — 24 570 R i B A
B — 2R DA ART 0 A R e FH 25 52 0%

[0108]  “$Efusf)” Bda Y 5 AMME E s A Gl B & A R RAEAE T 2 20—
RS PR 73 o 214 28 /b — ol s S BRI MR A 41 R ok AE AN A AE RS BRI A B0 (i, 1)
PR R Ak 40 1) 2 2D — P s RLBSTE PR 22/ 2930 % .40 % .45 % .50 % .55 % .60 % 65 %
70%75% +80% +85% 90 % 95 % X100 % I BY 4 -5 AN A7 75 35 470 77045 100 T FE 400t A B 101 61
HA G E X R R Z VR, 2 F TS B o ) PSS 4 7 M 45 A HLA-DRIF B AR , 1%
ORI TAH B RS AL, I ICDA" THH M) 3858 o

[0109]  “S2 3387 A48 ATAT ANBAE N B0 “4E N 3™ B 48 B A 15 HESA , 1 oy 130
YRIEN FLEN , 18 Al N RN G 2 00 5 A 0 B B TRAT B 4.
7SR AE AR S R A B A

[0110]  “ A A 40 it IHHLA-DR” B, “HLA-DR” A& i 3= B2H U AR PR A4k (MHC) T12840 iR
[HI 5244  HLA-DRAZ a FIBEE 1) S 54 , I HL#5 7 L35 Jit— Ik  HLA-DRa’#% FHHLA-DRA1 464,
Jf H-HLA-DRB%E FHHLA-DRB1 5% H: 55 R [F] Y5 #/HLA-DRB3 . HLA-DRB4 . B HLA-DRB5.Z — & At - 11

3
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B\ 1, HLA-DRB1 2 8 2 25 11 11 « % FIHLA-DRa FTHLA-DRBHE 1) 4y 44 ~ cDNAFI S L TR 5 51 A
BT #4501 40, [ B ImMunoGeneTics information system® ( IMGT® )% e 42 44 p
HLA-DRA1MTHLA-DRBZw A5 ¥ 85 [ B 28 2 12 17 71 LA S e AT 2 2 R B b HLAfiy 44 42 fiEHLA
FEDRI AN 8 A 7 51 A SCHLASE A R R v, Fem] WL-THttp: _/_hla_alleles_org, Jf HIR& &
FRobinsonZE A ,Nucleic Acids Research (2015)43:D423-431FiMarch®E A, Tissue
Antigens (2010) 75:291-455H1,

[0111]  “HLA-DR4” Y “DR4” +& ¥ ML 75 24 2H 4 N i) 4 @ HLA T Jid o HLA-DR4a 8% FHHLA-DRA1%01
#hd , 3 H HLA-DR4B%%E FHHLA-DRB1%04 4 A% . HLA-DRB1%04 2 % 25 Pk I H gwhd & fhAS {4 , (45
A AN ST A FIEHLA-DRB1%04 : 01 \HLA-DRB1%04 : 02 .HLA-DRB1%04: 03 , HLA-DRB1
04:04.HLA-DRB1%04:05%%,

[0112]  “HLA-DR1”EY “DR1” &+ ML &2~ 2H 1 A Y 4 B HLABL R o HLA-DR1a % FHHLA-DRA1%01
gt , 3 HLHLA-DR1B%% FH HLA-DRB1x0 1 3£ [K 2@ td . HLA-DRB1%01 £ £ 2513+ H 2% & Fh AR 44,
A0 FE A AT AR 5T A S KHLA-DRB1%01: 01 \HLA-DRB1*01 : 02, HLA-DRB1%01 : 03 . HLA-
DRB1*01:04.HLA-DRB1%01 : 055,

[0113]  “HLA-DR3” &Y “DR3” J& 15 L iE 24 2H 3 A Y 4 8 HLAPL JR «HLA-DR3a % FHHLA-DRA1%01
#ahd , 7+ HHLA-DR3B%EE FHHLA-DRB1*03 3% K| 275 . HLA-DRB 103 2 2 &M 3 H 2R 5 25 P AR 44,
A FE AR AT AR 52 BT A S KTHLA-DRB1%03: 01 \HLA-DRB1*03 : 02, HLA-DRB1%03: 03 .HLA-
DRB1*03:04 . HLA-DRB1%03: 055,

[0114]  “HLA-DR10” BY “DR10” j& 8 MLiF 2= 4 10 9 19 5 e HLAT i o HLA-DR 10 a i FH HLA-
DRA101 %5 , 3 H.HLA-DR10B%% FH HLA-DRB 131 0 K 47 % . HLA-DRB 1 10 2 %2 2 P I H 4w hd
AR AR ARSI AR T A EIHLA-DRB1%10: 01 \HLA-DRB1%10: 02, HLA-DRB1*10:
03.HLA-DRB1%10:04 HLA-DRB110:05%%,

[0115]  “HLA-DR15” B “DR15” A& ¥ L iE 2% 4H 15 N 1 HF B HLABU R o HLA-DR 150 %% FH HLA-
DRA101 45 , 3 HLHLA-DR158%% FHHLA-DRB 13153 K 4% . HLA-DRB 1 15 5 22 2 P I H 4w 6Y
5 MHLA-DRB1 &5 [ 51 , G045 AU AR N 52 8 JIFHLA-DRB1%15: 01 \HLA-DRB1*15: 02
HLA-DRB1%15: 03 HLA-DRB1*15: 04 HLA-DRB1*15: 05%

[0116]  “SL=LRAL” 2 FRAE HBHE) 55 = A8 X v HH F e HLA-DRB1 5 o7 J5 R Ffy 4k =2 1L =2
GER BT A% AL L P AE IR 4 A T G AN 1 L A AN 2R R (BRAE70-74) , 3 H A QKRAA
(SEQ ID NO:66) .QRRAA (SEQ IDNO:67) B{RRRAA (SEQ ID NO:68) [ LM 77 Lz R 47
7£ T-HLA-DRB1 45 f7 3 [IHLA-DRB1%01: 01 %01 : 02,04 : 01 \*04 : 04,04 : 05, %04 : 08 F1%10: 01
H,

[0117] AR SR A, YA 4R ml R AR T AN W I FR P R4 e FE T (PCD) ik 2.

[0118]  “BAHMIE " 2454 J7 2N GRIE) Fr 8 BA AL L, o S R 234545 51 I H.
V5 R JONRE SN A AT T2 X5 BA S T BT AT e U =R S 4 e Fe

[0119]  “B &7 “E 451" & feHLA-DRa%sE  HLA-DRB%EE 547 T HLA-DRZ: 1~ Hh A JiK) Bk 45 &
VR R I — AN BRI B AW AEAR P IR /HLA-DRAH B AE FH A2 AR I A BLAE FH - R4 A1, BT 451
WA B T B W BREIN- R o (R, “B A7 IEEHLA-DR G HE S AL N &5 A IR R &
Mo

[0120]  “TZMPuyGAk” SR T M (B AnCDA”™ THH M) [t — Phak 22 Fh 2 o B2 25, B a3 5 L 4
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A4 20 B R 43 30 - 40 B B MR AR 43 R T AR L I A e B PR RIS .

[0121]  “HLA-DRB1-HHIRHI H B e it 1 O A Bk R HI 45 sE HLA-DRB1 A5 fir 5 [K 5 5
FER RS TE BAG A IS TR ) B S e

[0122]  “HLA-DR—/1 2B~ A& 4 2 /8870t B 5 T4 AZ A& (TCR) 454 [FTHLA-DRA T 1)
[0123]  BRAESH UL, &5 WA B U] 5 rh , JUARTE 2 X b ) 2 TR iR R A EUR
95, WKabatZE A ,Sequences of Proteins of Immunological Interest, 85/t
Public Health Service,National Institutes of Health,Bethesda,MD. (1991) 14 fir
IR

[0124]  ASCAT IR L s i) 8 R 7 BRI = 7 B IR AR

[0125] %1
01261
AR = TR LR
I Ala A
a2 IR Arg R
KA B Asn N
RAEIR Asp D
ez 1R Cys C
BAMR Gln E
B ABL Glu Q
HEAR Gly G
HAR His H
AR Ile I
i I Lys K
SRR Met M
RN AR Phe F
JIFi 2 I Pro p
22A R Ser S
TNATR Thr T
B IR Trp W
& 2 I Tyr Y
UR IR Val v

[0127] Wit 4Lk

(01281 A 4R 5 2 A HLA-DRAG A £ SEHIRICDA" TAMMAIT . o 1% 0 AT 2
EHE ML L, IF FLI th 2 A HLA-DPRHLA-DQ, [KL I P 1 F 77 s AR e 2 e 2 1
BEAE « 000015 11 5 G008 BATAESK 10 1 50 IR0 5238 R e 937 2 G 25 7 o 1
HLA-DPECHLA-DQ b & BRI & 36 A7 820 o AR 4RI 1 22 IR AN b AR R AR 1) 2 4% 1
PRBSC T B 1 A 2 1 R P A T

[0129] A S P £ HLA-DRAC 93 B8 10 S C LI 45 40 B, HEo Bt
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e KR 456 BLS B8 I PII HiAk 584 45 G HLA-DR:

[0130] &) SEQ ID NO:58[ H &5 m] AF Ik (VH) FISEQ 1D NO:61[KIHs5En] A7 (VL) ;

[0131]  b) SEQ ID NO:56[JVHAISEQ ID NO:60f#IVL;

[0132]  ¢) SEQ ID NO:57FJVHAISEQ ID NO:61f#IVL;

[0133]  d) SEQ ID NO:137f{JVHAISEQ ID NO:61[IVL;

[0134] ) SEQ ID NO:138f{JVHAISEQ ID NO:61[IVL;

[0135]  £)SEQ ID NO:139f{JVHAISEQ ID NO:61[JVL;

[0136]  g) SEQ ID NO:140{JVHAISEQ ID NO:142[VL; 83

[0137]  h) SEQ ID NO:141f{JVHAISEQ ID NO:61[IVL.

[0138] 4% 43 %I°NSEQ ID NO:58F1161 (mAb DR4B127) B56 1160 (mAbDRAB117) [ VHAIVLI]
PR O T8 I MU LA ICDAT T4H M v% 4k . DRAB127HIDRABL 1 TAECDALE A i B 456
HLA-DR, i 4 T4 HLA-DR 5 [F] J5 T 20 g 3244 (TCR) [ A0 BAE F o ASSZ AT S B BB IO 4R,
DR4B127FDRAB117 7] 5 SHLA-DRZ FF A4 % F1 /5 23 1) A8 A, AT B LEHLA-DR -5 7] Y5 T 48 g
AR 2 (] FH BAE F BCHLA-DR-S T4H g 35 52 44 CDA R AH B4 H - DRAB127FIDR4B1 17 AT 7] ™
HEIR TS 5 5 5, (BB 7] 55 S HLA-DR-FR 1P T4 i () K HH 30 1] o 1212 T M e S HLA-
DRHH T AR AE U M S Bk = $2 i, 7T 5 BT M FE 4 2K - 45 A HLA-DRIFT-HRCDAZE & I Fi 4
A SV 2 MM B HLA-DR/ TCRZS & M FoCDANI 454, M V4 4 21 183+ S 808 e B
I, 83 AR JETCRAL 5 P ITHLA-DROR By L T4HMaE Ak ) Fr 44 (191171, DRAB1 27 FIDRABL1 7L fe 55
DR4B127FIDRAB1 1748 X 55 5 45 A HLA-DRIF HLAE) AN PTRe A R TG 97, 1 B A T Fi s
H B T P o 28 58 4 25 G HLA-DRIK) 7~ 48] 14 144 2 H14ADR4B30.DR4B117 . DR4B127 |
DR4B78.DR4B38.DR4B70 . DR4B22FIDRAB33 . WIA L Hr7 , X FE 44 DR4B4 . DR4AB5 FDR4B6 K ¥
HLA-DRS TCRII &5 4 o

[0139] 5540845 VHAIVL 32 B ) A K B AR B B iR 455 BORTHLA-DRIV) 58 4 45 5 7]
13 N7 R AEAR AP HEAT DI 5E o 440, MSD Sul fo—-Tag™ NHS-EE—Aric ik £E RARIC ik A7
76 5] vEVEE 4L HLA-DRIK 45 & 7l 3@ i ELT SABEAT VA , B & Al ff fIBiacore 5 Hrikmiifi 8
YA AT 52 5 A K B I AR A 355 6 FH o 28— DRI PE I 58 b, 8501 1 10mg/m1 7] 95 1
HLA-DR4>+DR4G89EEDRAGII (A ilriA) M fif T-Meso Scale Discovery MSD) HighBind ¥4k
(Gaithersburg,MD) F2/NiF, 4R 5 FH150u1 0. IM HEPESHES3X o 1 F-4R 5 % BSAZE Mk £E4
CTRHEMAEHRH IR0 IM HEPESZ M (pH 7.4) Tk 3x, RIGIMAEZR TS
LmMf¥ JECHLA-DR mAb— & TR & 3048 I 4T Ruw) 4RI 1 ZFHLA-DR mAbIFVR A4 7R =
BN REIRHIE T 2/ 5, A FH0. IM HEPESZE MR (pH 7. 4) B3 T AR 3x o BEMSD 2 B 28 pf
T Z& KR B (46%) JF o LB % L, 5 FISECTORRE A 256000 (Meso Scale
Discovery,Gaithersburg,MD) BEAT 737 o 24 M HT A4 311l 80 %6 B HE K, 451 185 %6 B B K
90 % BY 55 K L B95 % BB K [ 2% ik SHLA-DRIK 45 &1, MR ik 5 S 2 hilk 5 45 5
HLA-DR.

[0140]  fE-—LEsjfi 7 S, AR I P BHBUR 45 & v BORHLA-DRE F5$0 771

[0141]  fE-—LEsji )y S, AR I S B Hbn 545 & 7 Bl bl T4 vs 4k

[0142] TN MG AL AT 9 T MO I TE - 54 40 B DR 70 b 40 B B3 2k 208 L 4~ R T30 Y A A
1040 B G R B R I . TN U AT A CDA™ T o 4770l TAH M3 A4 B 7~ 9 M oA 2 AR S Bk
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f{) 0 4ADR4B30 . DR4B117 \DR4B127 .DR4B78 .DR4B38 . DR4B70 .DR4B22 .DR4BISHIDR4B33
[0143] T4 M iE fb n] {8 ALK A SR 4N B B = e s 208 4 Me 5 CDA" TN 5 7= 10 VR A ik
(L4 B e B2 (MLR) 5 5 FF . 248 el ¢y 84 5L 10k 3H— 6 i s g A% 1 45 N\ 38 A FH AR S 19
TTERIE AL T AFOCS » AR P TR R v « 4 AHEE T [F PR AL RS, T8 B ys AL O
B A L DR 4 4 R R AR N 43 A0 Vi AL PR 0 ) 4 B B PR B AR AR ) &2 D
— NERAE R H]30 % .40 % . 45% .50 % .55% .60% .65% .70% .75% .80% .85% .90 % .
95% B 100 % , BLE 4 AHEL T 47 B [FUPp R0 R 0L T Al B g vt 2 S B 2 1 77 204
il o “[F) b 20 0] HE” A2 A 0 o S e, Al AEMLR I 5 h il = T4 % - v (IFN- v ) B{TNF-a
A3V I ISR IR CDAT TAHBRA AL

[0144] A — 2oLy Eh, AR PR B TR 455 BRfE ACDA™ Talif 5 IERIE AN
HLA-DRAK ¥4 22 [R5 73 15 A0 R 4 I () A5 855 30 Hh DA Lg /mL R 470440 R 40 6] 22 21230 96 1)
CD4" T 34 .

[0145] 35 ANHLA-DRAF 7~ 01| 14 %5 L R ) /2 /N B 24149 (Taconic Biosciences) oiX
G /N B 6 3% AHLA-DRA 101 FIHLA-DRB1%04: 01, #% T.F24k.R/IN6R T-F (H2-E) [ i .

[0146]  fF— oSy /7 S b, AR K I HTAR B HUR 45 & 7 BeAS I IHLA-DR -5 [A] Y5 T4 Jie
SZAK (TCR) 454 o

[0147] A — oSyt Jy S&rh , AR PR B B R 456 7 BEAS #6525 T-SEQ 1D NO:7
B AR BB A5 SEQ 1D NO: 13 HLA-DRa% FISEQ 1D NO: 14 HLA-DRB4E HLA-DR4 5 [H]
JRTCRIN S & o

[0148]  fE—LUsLjfiJy Sevh, AR I FiAA B bt R 45 & A Bl HLA-DR 5 CDAIR &5 & o
[0149]  “Ylff| &5 &7 45 L AHLL T [F) Fh B0 RS , 7547 72 HU 44 4% ¢ N HLA-DR 5 CDA K [R] Y5
TCRIV) 455 AT IE [ R B o 05 AT 490 A 7 A G T [R) R 2856 B 455 R F%30 %6 .40 % .45 %
50% .55% 60% +65% .70 % .75% +80% .85% .90 % .95% 8L 100 % , B & 7E A B T 72 [7 Fh
RN REAFAE T BRI LA Ge vt 2 S b B 38 10 77 Q0] o PRtk , 224 48 B T [0 Aol 28 o) R s 00
INT29% BRAE G T L B W iR A IS HLA-DR 5 [RIPHTCRIG 45 5 o

[0150]  HLA-DRETCRZE A 441 il i A% AR HEEL T SASE B0 HEAT o £ 7 B PR I 8 V2 vh L 45011
[FJHLA-DRALEDRAG 134 (AR SCHTIAR) Lhbug/mLiR 78 TMDS AR b, R iZ PARAE =0 T #3010
BhIF T4 CIL B TR 4 AR AE DA 22 3 (1xDPBS, 1 %BSA,0.05% tween 20) F135f 14 , 35445
WP VG 1072210 mg/m1 i PR 044 L Sug/m1 () L TCR (DRGT, A SCHFA) L 10ng/ml il
AMRPURLL F 2ug/ml SulfoTag-SARIVRAWIE MBFL b R PRI & 1/, ek, AR
Jn150u1 MSDZE M 2 J5 T-MSDHH 332 H

[0151]  fE—2esiyfi 77 rp , P B H PR 45 6 7 B B A UL R I — A A=A
PYANB LA

[0152] &) DA5 X 107 MBI 5 /I8 () P46 fift 15 5 5 (Ko) 45 & 5 SBQ 1D NO: Tt = M E A1
£3,2SEQ 1D NO:13fHLA-DRa%EFISEQ 1D NO: 14 JHLA-DRB#EAIHLA-DR4 , Hirh Kp e £, 25
DPBS.0.01% (w/v) B L ZLEEEE 20 (PS-20) F1100ng/ml BSAMIZE vk b T 25 °C1F H
ProteOnXPR36 R4 BEAT I & ;

[0153]  b) L5 X 107*MB B /M) 1487 it 15 55 £ (Ko) 454 5 SEQ 1D NO: 7(¥) L% 2 Ik A 1
4 SEQ 1D NO: 13fJHLA-DRa%E FISEQ 1D NO: 15[ HLA-DRBAE I HLA-DR1 , H P KofE AL
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DPBS.0.01% (w/v) PS-20H1100ug/ml BSARIZEphiiH T-25°C{# FiProteOn XPR36 R4 AT
=

[0154]  ¢) Bk = i S BYH ML T /Y BE A7, 2T V8 Tl i A P 9 2 40 e A - A\ 47b ] I 40 i
(PBMC) #£: 4+ CD37CD20 B IBE 8 [ V¥ / ZE BAH I (1) AR I 5

[0155]  d) =% SBAHMIBE TS /7, Herh BYH MO A B8 T 38 {5 1 97 =X 4 A ) A\ PBMC
FEARHCD3™CD20" IR £ 1 V7% /BE BAH ML i A ke I o 5 B

[0156]  ¢) $ItHIHLA-DRE CDAMI 45 4

[0157] k= 5 T BAHM I T (19 58 77 80 7= 9 PR30 AR =2 A SO B id i Fi 44 DR4B117 . DR4B30
DR4B127 .DR4B98HIDR4B33 . 24 51 T BN MI L - 1 i 44 (151 an X B 7t 44 DR4B4 . DR4B5 Al
DRAB6) FHEL IR, 1X Lo dd AT HA D8 1) 22 A TR

[0158]  B4HM A LRI 40 T W & {5 FHOR ARG MOA , 7EAE A5 a0 N\ A1 & L 552 48 i (PBMO) 4
AR R T BN M 4 52 A CD3TCD20 IR B (A V' I% /FE BN A o 24 AH Lk T FH [R] ol 28 xof HEE b 2
(R REAS I, G 30 A4 Ak B8 ) e A ob OB R T2 AE Gt 7 X B AS 38 i 38 hnist , A 2 B i)
Uik “BhZ % FBAE MR T IR /17 . U/ BR” AR AN F B AN AR AL, X 43 4 5 AR
Wi e e gk, 1 i1eF660 (3 EH BioLegend) .

[0159] k= 5 3 BAH ML A 1= 58 77 089 7 461 P 470 44 2 A% SO ik 1) 048 DR4B 117 . DR4B30
DR4B127 .DR4B98HIDRAB33 . 24 51 T BAH ML HE T (I i 44 (451 an o B 7t 44 DR4B4 . DR4B5 Al
DR4B6) AHEG I, 1 L4514 v HAT D 11 2 A PR RFAIE

[0160] BN MU ZE - n] 0 I « 487 AR A0 B R , 758 A48 dn A 41 J T4 i (PBMO) 4R
L K B8 T B 28 5E HCD3CD20 e 2 (A VI /B8 BYH ML o 24 KH EL T F [ A 784 5o B 4k 750 )
FEAET , FIGR o ad b 22 18 RE A Hh () BEH O BE T2 75 G v 3 SO AS S8 25 (1) 38 i), A& B 1 4t
A “Bh= 7 S BYH AL T [ B

[0161]  m]fd H LN 5 RAA Sk FIHLA-DRYU SR , F FHELTSASK Ul & HLA-DR5CDA45 &
OEnEIR

[0162]  #F—tYsjifi /7 &, HLA-DR/&HLA-DR4 . HLA-DR1.HLA-DR3.HLA-DR10B{HLA-DR15.
[0163]  #F—tbsiifi J7 4, HLA-DR4AE, £ SEQ 1D NO: 13[4 HLA-DRA%01: 02F1SEQ ID NO:14
[JHLA-DRB1%04:01 ,

[0164]  #F—B8s2jfi 7 22 ,HLA-DR1A% 57 SEQ 1D NO: 13f¥JHLA-DRA101:02H1SEQ ID NO:
15/ HLA-DRB1%01: 01,

[0165]  #F—LLszjfi 7 Z2rh , HLA-DR44, 57 SEQ 1D NO: 13f¥JHLA-DRA101:02H1SEQ ID NO:
106[¥JHLA-DRB1%4: 02,

[0166]  fF— R8sz 7 22 ,HLA-DR3F% 57 SEQ 1D NO: 13f¥JHLA-DRA1*01:02H1SEQ ID NO:
105[¥JHLA-DRB1%3: 01,

[0167]  #F—tbsififi J7 €, HLA-DR1045,2SEQ 1D NO: 13f{JHLA-DRA1%01:02F1SEQ ID NO:
107(¥JHLA-DRB1%10:01,

[0168]  fF—tbsififi J7 &, HLA-DR1540, 2 SEQ ID NO: 13f{JHLA-DRA101:02H1SEQ ID NO:
108[¥JHLA-DRB1%15:01 ,

[0169] & FRHLA-DRaFIBHE [ iy 44 A2 HL 1R 7 21 9 AATTFT #8450 o %6 THLA-DRB1 £ 2 4
Ve, AR B SR TR e M 45 6 2 MHLA-DR S £

21



CN 108713027 A iﬁ, EH :I:S 14/101 L

[0170] A FH IS HR A4 S PR 45 A HLA-DRARY 20 B8 1 B AR o 4 S 45 & 1 B, Hevh i it
IRB AU ES A A BE LA/ T 205 X 107MER B /N P48 A 158 5 5 (Ko) 45 A HLA-DRA.

[0171]  HUiRB PR SS A H B HLA-DRABE H E HLA-DR A1 272 Fl 7 A] A FATAR 3@ 1
J7 V28 5 SL S X R T VAP DL R AU R N SR AT ProteOn XPR36.Biacore
30008CKinExAfY &% \ELTSABY 58 5 25 4 58 o AR AEAS R 25 A8 (ol 40, [RI75 25 BE L pH) T M
=, 1708 YAk /HLA-DRAH FLAE FHIR I & 58 A A m] A8 4k o DRI , S A A At 455 2 20 (B 4
Ko~ Kon~ Kot ) 40 & 360 55 FARMHEAL S5 A FIFRAEAG 22 M G AR SCRIT Il () G2 i) 3047 o A3 H
#ilanBiacore 30008 ProteOnH AT 55 1 770 & 1) P9 301 22 (W& AbriE IR 2% , SD) 8 Al 7E
SRS PR PN A D B 5% —33 % W o IR Bk, Ko 53 T B AR IS “ 407 I e 0 5 HP A S AR o v
TRZE . BT, 1 X 107 MK Ko L AISD A & 2240, 33 X 107

[0172]  H T A ST ik 256 H (T HLA-DR 73+ ] R 35 N Al iE MEFe—-@l & 8 1 JHLA-DR | 2 16
) JIR AT AN 142 T-HLA-DRBEE IN- R g AR T3R8 o AR 7S SRAH 22 (SEQ 1D NO:3) BY
StreplIFRZE (SEQ ID NO:6) Z FKEMFRZEIA &4 T /BiBEEBFe |, LR T Frikis &
JR AR o 32 S AT N 5L 380 0 JOE Lo R/ B B4 L Fe B840 AT/ B 4% R bR 25 22 1) o A3 R B Sk T Ry
B/ 22 Z ek (SEQ 1D NO: 18¢4) MR Ih S0 FENia ty B AE AL A3 (SEQ 1D NO:2)
B N B F3CE A B AR AT 5 (SEQ ID NO:5) o A ZEHLA DR | 52 33 Y 4038 1 Bk ol Dy I 2%
JIRHA_304-318 (SEQ ID NO:7) AXJEEE A TIL (CIT_1236-12498(CI1_257-273 (43 A N SEQ
ID NO:8FISEQ ID NO:9) B AL (SEQ ID NO:71) JERHEE A BHIk (SEQ ID NO:72) .
CLIPJK (SEQ ID NO:104) BUJEEEITIRLCIT 259-273 (SEQ 1D NO:122) o 7] F ik [ 7~ ) 1tk
HLA-DR7> ¥Rl KA LA M A 7Y .

[0173] ol . A5 B aBEN O 4ME, SEQ 1D NO: 1423k, SEQ 1D NO: 2ff) 4%k, SEQ 1D NO: 1
$23k ,Fedd, SEQ 1D NO: 3[Fr2s

[0174]  BEE:SEQ ID NO: 7K, SEQ ID NO:4f4%3k,SEQ 1D NO:5[HHk , 45 i BEE R L 41
1, SEQ 1D NO:4ff1#23k,SEQ ID NO: 2f4%3k,SEQ 1D NO:4[¥$#:3k ,Felk, SEQ 1D NO: 61 bx
25 o M BEE#R LR, IF H AR 1) eV — SRAE mT 9 0 A% AR 7 2R FHHL s6 MIStrep I THRZF
HEAT 44k HLA-DPFIHLA-DQ % ] 25l 2 1

[0175] AR B R AR e PR 45 A HLA-DRIF) 73 B I SR B L B IR 45 & B B, L HLA-DRAS,
B & FE R 7 51 QKRAA (SEQ 1D NO:66) QRRAA (SEQ ID NO:67) JEZRRRAA (SEQ ID NO:68) £H
R L R AT

[0176]  HLA-DRZEA7 FEKIHLA-DRB1%01:01.%01:02.%04:01 %0404 %04 :05.%04: 08 F1%10:
01 b [y 3= 47 2 HLA-DRB&E Hh 4R 47 B 70-744b TN LB 7R FEQKRAA (SEQ 1D NO:66)
QRRAA (SEQ 1D NO:67) BZRRRAA (SEQ ID NO:68) 3 /% .

[0177] B A LR A FJHLA-DREF A7 2L R 5 B B %% i WIRAAH G, JF H KB WoR 2
1A TA IR LB g AR A AR B B R BR A IE 40, ZERAT , O3 R AR B A
(ACPA) 1) B B FAAE 2 s RAE BT AAAE T LI o B il 2 22144F) , 3 HAERAIZHT 2 Hi 292
FEon W IN (Rantapaa—Dahlqvist®E A, Arthritis Rheum 2003;48 (10) :2741-9;
NielenZE A\ ,Arthritis Rheum 200450 (2) :380-6;Van de StadtZF A ,Arthritis Rheum
201163 (11) :3226-33) o T\ K ILHLA-DRB1 5 { FRACPA+MA R Ji& Ay S RAIJACPA+MA 1] X
(6 FHISEL (Hensvold%E A ,Ann Rheum Dis 201574 (2) :375-80) o K, fERA KR AE Z Hi , ACPA
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(RS DU X BRI AL B 10« R S PR 25 A HLA-DRA FUAR G 7 o] T R TAI LS AL , AT B Lk
ML B S 3K — B T s, I 406 S BRAS Wi 2 5 38 I o oAk 1 PR W A &
A5 FJHLA-DR 73 F 55 [R Y5 T2 i 52 4 2 T8) 10 A AR A Bl 38 3 5 S HLA-DR 7 F I A 5 (/3K
AR AR AL AT T4 TS AY , TR LEHLA-DR 5 [F] V5 T4 M 32 44 2 (8] A FLAE B AT B AN A
FIT6YT i F A R T FBG 5 & %% 505 -

[0178] 2500 2 2L 2 3R A7 BTHLA-DRIK) 75 491 PR 1A A& AR SCHT ik (R Fi A48 DR4B1 17 . DR4B30
DR4B127.DR4B98.DR4B78 . DR4B38 . DR4B70DR4B22FIDRAB33

[0179]  7E—LLsj )y 9  HLA-DREIKE 5.

[0180]  7E—ubsijifiyy S, IREL T SEQ 1D NO:7.88K9.71.72. 1045 1 221 S R 751
[0181]  fF—Rbsfifi )y 2, JREISEQ 1D NO:7.8B9.71.72. 104881 2201 2 3L R Fr 51 4L B o
[0182] A% MH IR R AL S PE 45 A HLA-DRIG 4 S i ik s L I R 45 & B B8 2 3R
SEQ ID NO:73.74 1750 B FE H 4k 2 [X 12413 (HCDR1 \HCDR2FHHCDR3) o

[0183]  SEQ ID NO:73.74H175% 7K RFs 71 45 A HLA-DREG TR B I R 45 6 v BL i
HDR1HCDR2FIHCDR3 J& 2 5 12 /7 7)) o J& P B U A ] T40 M vl A Ho 8k = 15 S B MU B T2 1)
B8 77 o AN PR ) I 2SS4 2 A A ST T IR (1) H 4 DRAB1 27 FIDR4BIS .

[0184] &1/ tHHCDR1 % & 8 7 51| FHCDR L J& 7 31 (¥ L %

[0185] & 27~ tH HCDR2Z 2 R JT 71 FHHCDR2 J& J7 1 T L Xt

[0186] &3/~ tH HCDR3Z R JT 71 FHCDR 3 J& J7 21 i L Xt

[0187]  SEQ ID NO:73

[0188]  SXiXoIXs;H.h

[0189]  XiAYEKD;

[0190]  Xo NS WERY; 3f H.

[0191] X3 AHEKG.

[0192]  SEQ ID NO:74

[0193]  GIXiPIX2GX3AX4YAQKFQG ; J

[0194]  XiWREEA;

[0195]  Xo ASELY;

[0196] X3 yNBLT; B

[0197] X4 NEBKY.

[0198]  SEQ ID NO:75

[0199]  DASXiX2RXsYGFDY; Hr

[0200] X AYEEW,

[0201] X2 WYERA; B

[0202] X3 ANBKA.

[0203] A< HH I B AL S Pk 45 A HLA-DRIG 4338 B Bk s L B IR 45 5 B 28 o oA
SEQ ID NO:76.77HI78[¥ % B4 e X 1213 (LCDR1 \LCDR2FILCDR3) -

[0204]  SEQ 1D NO:76.77 1785 | 7~ 7 Pk 45 A HLA-DRIY H AR B L HU B 45 & o B
LCDR1.LCDR2FNLCDR3 J& 2 2 12 17 71 o J PN 1) o A4 400 1) T 240 i Ak 3 HL 85k = 15 3 BAH 9 T2
F/BBE T B BE 77 o 7~ M8 PR ) S A A2 AR SC BT IR 9 U #4DR4B117 \DR4B30 \DR4B127 Al
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DR4B9S.
[0205]  K&]47R tHLCDR1 24 E£ /2 51| MILCDR L& 7 IR B XoT o

[0206]  &]578 tHLCDR224 £ /2 F7 51| MILCDR2J& 7 IR B X o

[0207]  K&]675x tHLCDR324 £ /2 J7 51| HILCDR3 & 7 KT B X o

[0208] SEQ ID NO:76

[0209]  RASQSVSSXiYLA; H

[0210] Xy lySEEERE.

[0211]  SEQ ID NO:77

[0212]  X1ASXoRAT; Hirr

[0213]  XiAGERD; I H.

[0214] X2 AySEEN,

[0215]  SEQ ID NO:78

[0216]  QQX1XoXsX4PLT; H o

[0217] X WYEER;

[0218] X2 AIGELS;

[0219]  Xa A SERN; A K2

[0220] X4 AySEEW.

[0221] % BH IR B AR S PR 45 A HLA-DRIG 43 3 I S AR s = U R 45 & A B 3 4 N
SEQ ID NO:73.74F175/) B 55 T 4k 52 X 1. 2413 (HCDR1  HCDR2AIHCDR3) , PA K2 73 51 N SEQ
ID NO:76.7T7THITSH 42 BE F A %E [X 1,213 (LCDR1 \LCDR2ZAILCDR3) »

[0222] K% MH IR HR A4S S MR 45 S HLA-DRIF 4 B8 1 Budd s Ho b sl 45 & A B, 8 SEQ 1D
NO:56.57.58.59. 137,138,139, 1408 1411 HEFEn]4Z [X (VH) * BT & [FTHCDR 1 JHCDR2F1
HCDR3, H:HHCDR1 \HCDR2FIHCDR3 FHKabat . IMGTE{ ChothiafE X o

[0223] K WH IR HR A4S S MR 45 S HLA-DRIF 4 B8 1 Budd sl Ho b il 45 & v B, A2 SEQ 1D
NO:60.618% 1421 F4En AF X (VL) 1 B & I LCDR1 . LCDR2FILCDR3 , H H1LCDR1 . LCDR2F
LCDR3HKabat IMGTE ChothiaE X,

[0224] KK IR R ALES S P45 S HLA-DRI 4 B8 1 buid sl Ho b il 45 A A B, 8 SEQ 1D
N0:39.40.41.123.1248%125FKJHCDRI .

[0225] % AR B AE4S S MR 45 S HLA-DRIF 4 B8 1 Budd sl Ho b il 45 & B, 28 SEQ 1D
NO:42.43.44.45.126.1278128fHCDR2

[0226] % B IR HR A4S S MR 45 S HLA-DRI 2 55 1 budd sl Ho b il 45 & v B, 28 SEQ 1D
NO:46.47.48.49.129.139.131.1328%133{/HCDR3

[0227] R IR R AR S P45 S HLA-DRI 2 55 1 budb sl Ho b il 45 A& v B, 28 SEQ 1D
NO:50.518%134#LCDR1 .

[0228] KK B IEFR (LR S P45 S HLA-DRIF 2 55 1 budb sl Ho b il 45 A& v B, 2 SEQ 1D
NO:52.538% 135/ LCDR2.

[0229] R W IEFRAE4E S P45 A HLA-DRI 2 55 1 Bk sl Ho b il 45 A v B, A8 SEQ 1D
NO:54.558% 136/ LCDR3.

[0230]  #F— sl 7 2, 4 SR 45 S HLA-DRIY AR B H 30 B 45 & BR A& R 31
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HCDR1 .HCDR2HCDR3.LCDR1 . LCDR2FNLCDR3:

[0231] \“J%SEQ ID NO:39.42.46.50.52F1154;

[0232] 435I 24SEQ ID NO:40.43.47.51.53F155;

[0233] 435I 4SEQ ID NO:41.44.48.51.53F1155;

[0234] iJinlSEQ ID NO:41.45.49.51.53F155;

[0235] 43 %°ASEQ ID NO:123.126.129.51.53F155;

[0236] 43 5°ASEQ ID NO:123.126.130.51.53F155;

[0237] 43 5°ASEQ ID NO:123.126.131.51.53F155;

[0238] 435 ASEQ ID NO:124.127.132.134.135H1136; 502

[0239] 4} %IASEQ ID NO:125,128.133.51.53F155.,
[0240]  fE—LESCE )y S Hp, PUIAE T FURIVIRIVL:
[0241] \”J?jSEQ ID NO:56H160;
[0242] 4} %I4SEQ 1D NO:57F161
[0243] jJIJjjSEQ ID NO:58H161

[0244] 4335 ASEQ ID NO:59A161 5
[0245] 435I °4SEQ 1D NO: 1374161 ;
[0246] 43 %SHSEQ ID NO: 13871161 ;
[0247] 43 %2HSEQ ID NO: 13971161
[0248] 435 ASEQ ID NO:140F1142, 83
[0249] 435 24SEQ 1D NO: 14140161,

[0250]  fE—LLsjifa )y S, VHAIVLEH B T 2 2% 5 17 51 1) 2 %1 IR 9w «
[0251] 43 %ISHSEQ ID NO:79F180;

[0252] 43 %ISHSEQ ID NO:81F182;

[0253] 43 %ISHSEQ ID NO:83F182;

[0254] 43 %SHSEQ ID NO: 121182,

[0255] 43 %SHSEQ ID NO: 1437182,

[0256] 43 %SHSEQ ID NO: 1447182,

[0257] 435 4SEQ ID NO:145F182;

[0258] 435 4SEQ 1D NO: 146711148, 80

[0259] 435I ASEQ ID NO:147F182,

[0260]  fE—LEsLjE )y 9, iR 5 R ZITHCHILC:
[0261] 43 %I°HSEQ ID NO:84F188;

[0262] 435I 24SEQ ID NO:851189;

[0263] 435I 24SEQ 1D NO:86F189;
[0264] 4351 24SEQ 1D NO:87F189;

[0265] 4355 24SEQ 1D NO:96F188;
[0266] 435I 24SEQ 1D NO:97F189;
=
Vi
%

[0267] 43 5I2NSEQ 1D NO:98F189;
[0268]  43%ISNSEQ 1D NO:99A189:
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[0269] 4> %I°HSEQ 1D NO: 1497189,

[0270] 4% %I°HSEQ 1D NO:1507189;

[0271] 4} %I°HSEQ 1D NO:151F189;

[0272] 43 BISASEQ ID NO:152F11154 ;B

[0273] 43+ %ISHSEQ ID NO:153F189,

[0274] AP B R AL — RhdE F MR 45 A HLA-DRI 2 B8 M R B L SR 45 & A B B8 2 )
SNSEQ 1D NO:39.42.46.50.52F154[¥JHCDR1HCDR2\HCDR3 LCDR1  LCDR2FILCDR3

[0275]  fF—desgify =P, Piik  BEHE B SRR T TGHV 1-69 (SEQ 1D NO:62) I Hfiiki2 5%
HEZE S5 T IGKV3-20 (SEQ 1D NO:64) .

[0276]  fE—LLsijfi 7 S rp , PUABILHUR 45 A Fr BR AL Z LR 7R #EE3 F108. D110 IR 1404k
454 SEQ 1D NO: 13(JHLA-DRA1*01:02, 3 H/EZ L Ry% V143 1Q1494b 454 SEQ 1D NO: 14
[“JHLA-DRB1*04:01 .,

[0277]  AE—Lesf /7 b, AR B I IR 45 & BUE E R IR 7R 25K 2 \E3 . V6 . E88. V89,
T90.F108.D110.K111.R140.L144 . R146FIK1764b45 4 SEQ ID NO: 13f¥JHLA-DRA1*01:02,
HAE R B ARIEL114 . K139.V142.V143.S144.T145.1147.1148.Q149F1E1624b 454 SEQ 1D
NO: 14ffJHLA-DRB1%04: 01,

[0278] {1 1% Se 5 B fR hk H b 45 A HLA-DRIG SR BRI IR 45 A v BEAECDSS & A s 4 A HLA-
DR, 3§ HASBH BTHLA-DR 5 [RI Y TCRIKI 454

[0279]  7E—RLsujifiJy b, A B BURES A F BB SEQ 1D NO: 56(1) H 8 n] AR 4 (VH)
FISEQ D NO: 60 424 m] A4 (VL) .

[0280]  7£— b 7 &, AR VHEI SEQ 1D NO: 790 2 %7 Be 9whd , 3+ HLVLHI SEQ 1D
NO: 80 2 % H IR L o

[0281]  fE—LLsjifi 7 S, Huidie 1gGL IR PP AL

[0282]  fE—ULSjifE Ty S, Ui IE TgG2[R P AL

[0283]  fE—LLSjE Ty S, Ui IE TgG3IR PP AL

[0284]  fE—LLSjiE 7 S, BUAARIE TgGA IR PP AL

[0285]  fE—LLsLyii /7 S, FUiRAEFe X A5 T fifk S5Fc v REFcRn & &1 2 D —A
B,

[0286]  fE—MesLjfi )y b, i EFc X B 20— E e, FEEUE S5Fc y RIWFey
RIIa.FcyRIIb.FcyRIITaB{Fcy RIIIbAIZS & NIk,

[0287]  {F—SLSTjfE 5 &b, PrAk S AEAHLL T B A R T g G2/ £3. 77 V234A.G237A . P238S,
H268A.V309L . A330SHIP331S E 1 [ TgG2[F Fi iy

[0288]  7F—ULSLjf Jy &b, PriA A EAHLL T B A M TG I 377 L234A . L235A.G237A
P238S.H268AA330SHIP331SHE # [ TG 1 [7] Fi Y,

[0289]  fE-—LLsija Jy e, Prik e AE AN bE T B AR B TgG L A0 5 L234ARIL235A B # 1 TgG1
[ i 2

[0290]  7F—RLsLjiiJr SRR, Jid AR AR AHLL T BF AL B T gGARS A0, 55 S228P \F234AFITL235A B 4
() TgGAH FhY

[0291]  7F—SLseiii )y &b, HiARA & SEQ 1D NO: 84[KHCHISEQ ID NO:88fKILC,
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[0292]  #F—Susifiy &rh, AR A SEQ 1D NO:96[KHCHISEQ ID NO:88[FILC.

[0293] AR BB HRAL — Rk S Ph 45 S HLA-DRIK 2 B I AR B i B4 & B 8
[0294] @) F I ¥JHCDR1 . HCDR2 HCDR3:

[0295] 1) 43 %I 9SEQ ID NO:40.43H147

[0296]  ii) 4% NSEQ ID NO:41.44F148; 8%

[0297]  ii1) 43 ASEQ ID NO:41.45F149; LA}z

[0298]  b) 43 HNSEQ ID NO:51.53F155[LCDR1 . LCDR2FILCDR3

[0299] A HHIE Rt — Pkl e PS5 A HLA-DRA 2 38 i Fi AR s L R 45 A A B B8 0 7l
SNSEQ 1D NO:40.43.47.51.53F155[¥HCDR1HCDR2HCDR3, LCDR1  LCDR2FILCDR3

[0300] 7 —desiifiy rp , Pk BEHE B kY5 T TGHV5-51 (SEQ 1D NO:63) I Hfiiki2 5%
HEZE S35 T IGKV3-11 (SEQ ID NO:65) .

[0301]  fE—2Lsijfi 75 e rp , PUABILIU R 45 A Fr BOAL & SEQ 1D NO: 571 B n] AF I, (VH)
FASEQ TD NO:61[1) 448 n] A48 (VL) .

[0302] ¢Sy &, VHEHSEQ 1D NO:81M £ i B 4whd, 37+ HVLEHSEQ ID NO:82
EZ /3R E LD

[0303]  fE—M8sLjfiJy S, Hidd e TgGLR P AL

[0304]  fE—MEsLjfJy S, HUid e TgG2fR pp AL

[0305]  fE—MUsCjfiJy S, Hidd e TgG3R Fh AL

[0306]  fE—MEsLjfiJy S, HUAA e TgG4 Rl Pl

[0307]  7E—L8SEj 5 2, Pris AEFc X S 1 Hiis 5Fc vy REKFcRn 45 & 1 2 /b — A~
i,

[0308]  fE—esgiiJy b, Ak AEFc X h B AT /b — AN E#, REE S5Fc vy R Fey
RITa-Fcy RIIb.Fcy RITTaBiFc y RITIbIKZE & T

[0309]  FE—uLsujyy Kb, Jiik R fEAH L T B AR U T g G2/t 15 V234A.G237A . P238S,,
H268A.V309LA330SFIP331S & 1 [ 1gG2[H] A ,

[0310]  FE—uLsujdy Kb, Jiik R /AL T B A B TgG IR 512344, L235A.G237A
P238S.H268AA330SFIP331S & 1 [1 1gG1[F] A7 ,

[0311]  FE—2esijfi 5 Rrp , JriA S 7EAHbE T8 A R T oG LA A 5 L234ARIL235A B #2 [) TgG1
[EELEES

[0312]  FE—ULsijifa 7y b, FUAA e FEAHEL T8 A U 1 g GART 43 7% S228P \ F234AFIL.235A H Ht
() 1gG4[F] Fh7d ,

[0313]  #F—uusgjifiJy &rh , Jiik A5 SEQ 1D NO:85[KHCHISEQ 1D NO:89IKILC,

[0314]  #F—susjifiJy rh, Juik A& SEQ 1D NO: 97K HCHISEQ 1D NO:89IKILC,

[0315] A BHIE PRI — Pkl 7 PR 45 A HLA-DRA 2 38 I Fi AR B L4 R 45 A A B B 5 40 il
J9SEQ ID NO:41.44.48.51.53H155[¥HCDR1 \HCDR2 . HCDR3, LCDR1 . LCDR2HILCDR3

[0316]  fE-—LLsja Jy 2 Hh , PUAA L BEHE AL Y5 T IGHV1-69 (SEQ 1D NO:62) 3f Hyuik 25t
HEZE S35 T IGKV3-11 (SEQ 1D NO:65) .

[0317]  fE-—LLsja )y 2 rp , PUABUIL TR 456 F B AE Z R IR FEK 24 454 SEQ 1D NO: 13
fTHLA-DRA1%01:02, 3 HAE#RFED41.S126 . R130.V142F1Q1494b 454 SEQ 1D NO: 14f{HLA-
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DRB1%04:01,

[0318]  7E-—sEsLjf )y B, PR B H It R 45 & BUAE 2 L IR Ak AL 11 K2 E3.D27 . R140 .
E141.D142F1H1434b454-SEQ ID NO: 13[{JHLA-DRA1*01: 02, 3 H7F S F B R HEH16 . F17 .
R23.R25.R29.R39.D41.D43.V44.V50.G125.S126.E128.V129.R130.V142.G146.L147.Q149
FIV1594b45-4SEQ 1D NO: 14fJHLA-DRB1%04: 01,

[0319]  7EiX SL o B g vk A b 45 G HLA-DRI B BRI 5 45 & A BEAECDZS & 4 i 4 A HLA-
DR, 3 HASBH WiHLA-DR R YR TCRIY &5 5 o

[0320]  7E—sLsijf )y b, PUiR B H TR 455 7 BL 5 SEQ 1D NO: 581 H 4% n] A2 5k (VH)
FASEQ D NO:61[1) 4545 n] A48 (VL) .

[0321]  #F—2sifi 7 Z2h , VHEHSEQ 1D NO:83[I £ B e 9wh5 , 3 HVLEHSEQ ID NO:82
EZ 3R E LR

[0322]  fE—M8sLjfiJy S, Hidd e TgGLR P AL

[0323]  fE—MUsLjfiJy S, Hidd e TgG2R pp A

[0324]  fE—M8sLjfiJy S, Hidd e TgG3R Fp AL

[0325]  fE—MUsCjfiJy S, Hidd e TgG4 R P

[0326]  7F—LLSLji 7 2, PriAAEFc X S T HifE 5Fc vy REKFcRn 5 & 1 2 b — A~
B,

[0327]  FE—esLi/; Bh, ik fEFc X A B D — 4 E ¥, 8Pk 5Fc vy RI.Fey
RITa-Fcy RIIb.Fcy RITTaBiFc vy RITIbIZE & T

[0328]  7F— UL AE— Ol U7 R, Pk S EAHEE T B A B TgG2I 49,15 V234A.G237A
P238S.H268A.V309L.A330SHIP331S & 1) TgG2[R B A

[0329]  AE—MLsLjE 7 R, huih & EAH L T B AR B T gG IR A&7 L234A . L235A.G237A
P238S.H268A A330SHIP331 S 1 [ TG 1 [7] Fi Y

[0330]  7E—uLsizjf )y &b, PR e EAHLE T B A AU TgG 1R 5 L234ARIL235A B #1161
A A

[0331]  FE—ULsijifa 7y R, FUAA & 7EAHEL T8 A U 1 gGART 437 S228P \F234AFINL.235A H Ht
() 1gG4 ] FhAY ,

[0332]  7E—uesgfifi 5 &b, HiAR AL SEQ ID NO: 86K B 4% (HC) AISEQ IDNO: 89 42 4%
(LO) .

[0333]  7E—ubspji &, FiAR S SEQ 1D NO: 98¢ & 4% (HC) FISEQ TDNO: 89K 42 4
(LO) .

[0334] AR BHIEHR AL — s e PR 45 A HLA-DRI 3 1 Bk B L H L 5 5 B 5 49 )
S9SEQ ID NO:41.45.49.51.53F155[FHCDR1 \HCDR2HCDR3 LCDR1 . LCDR2FILCDR3

[0335]  fE-—LLsija Jy 2, PUAA L BEHE AL RYE T IGHV1-69 (SEQ 1D NO:62) 3f Hyuik 25k
HEZE S35 T IGKV3-11 (SEQ 1D NO:65) .

[0336]  fE-—LLsja Ty P, PUABCLIUR 45 Fr B & SEQ 1D NO: 591 H1 % n] AR I, (VH)
HMISEQ ID NO:61f%F8En] A= (VL) .

[0337]  fF—Lsgjijy &b, VHIHSEQ 1D NO: 12118 2 H K 4whd , 7 HVLEHSEQ ID NO:82
WEZ /3N vE [P
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[0338]  fE—MLsLjfiJy S, HUiA e TgGLR PP AL

[0339]  fE—LLsLjfiJy S, Hudd e TgG2R P

[0340]  £E—MLsLjfiJy S, Hidd e TgG3R P

[0341] £ M8 Jy S, Hidd e TgGA R P

[0342]  fE—8esLyf )7 S, JUikEFe X A& T ifk SFc v REFcRn & &1 2 D —A
B,

[0343]  fE—Hesji Jy R b, Ak EFc X h B A 2=/ — N E i, REUE S5Fc vy RIFey
RITa-Fcy RIIb.Fcy RITTaBiFc vy RITIbKZE & T

[0344]  HF—SLSEiE T SRR, PiA R EAH L T B A M T gG2/ 387 V234A.G237A . P238S,
H268A.V309L A330SAIP331S & [ TG 2 [ A7 ,

[0345]  fE—SLSLifE Ty R, PR A AL T B A M TG IR L234A.L235A.G237A,
P238S.H268AA330SAIP331S & # [ TG 1 [F] A2,

[0346]  fE—LLsijfi 7y P, PrAR R AEAHLE T B A B T gG LA A5 L234AFIL235A B # 1 1gG1

[ o Y

[0347]  fE—2Lsijf 7 Rrp, Puib S 70 AL T B AR T T gGARY A5 S228P . F234AFIL235A B

(1) TgGAR P,

[0348]  fF—Lbsgjifi 7 &b, HiA4L S SEQ 1D NO: 87 H5E (HC) MISEQ 1D NO: 89 #% 4

(LO) -

[0349]  #F—sbsgjifi 7 = oh, HiA4L & SEQ 1D NO: 99K H5E (HC) MISEQ 1D NO: 89 4% 4k

(LO) -

[0350] &2/ th 1 riZHLA-DRILKI I Kabat CDRZAEEMR ST A FFAIbRIA S .

[0351] 2.

[0352]

mAb HCDR1 | HCDR2 | HCDR3 | LCDRI | LCDR2 | LCDR3

DR4B117 39 42 46 50 52 54
DR4B30 40 43 47 51 53 55
DR4B127 41 44 48 51 53 55

[0353]

DR4B98 41 45 49 51 53 55
DR4B78 123 126 129 51 53 55
DR4B70 123 126 130 51 53 55
DR4B38 123 126 131 51 53 55
DR4B33 124 127 132 134 135 136
DR4B22 125 128 133 51 53 55

[0354] AR BHIEIRAE T R 45 A HLA-DRIV 23 B IO AR sk b R 45 A A B, Hoh frid it
A Sk P T- IGHV1-69 (SEQ ID NO:62) \IGHV5-51 (SEQ ID NO:63) Bt IGHV3 3-23 (SEQ 1D
NO:161) [ EHFHESL

[0355] AR BHALIRAE T Hr 1 45 A HLA-DRIV 23 B G AR sk b i 45 A A B, Hoh frid it
AR5 Y5 T IGKV3-20 (SEQ ID NO:64) \IGKV3-11 (SEQ ID NO:65) B{IGKV1-39 (SEQ ID
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NO: 162) [ 3 BEHESE,

[0356] A WA HR L 1 4 S R 45 A HLA-DRIF) 43 55 1) Bk o He g JE 45 & A B, Hovb BB HE
BRI T IGHV1-69 (SEQ 1D NO:62) , 3 HFEEEHE LRI T 1GKV3-20 (SEQ 1D NO:64) .

[0357] A WA HR L T 4 S R 45 A HLA-DRIY) 23 B8 1 Bk o H g JE 45 4 B, b SR HE
ZSRJETF IGHV5-51 (SEQ 1D NO:63) , 3 HFEEEHE LRI T IGKV3-11 (SEQ 1D NO:65) »

[0358] A WHIEHR L T 4 S E 45 A HLA-DRIY) 43 55 1 Bk o He b JE 45 4 B, o SR HE
BRI T IGHV1-69 (SEQ 1D NO:62) , 3 HFEEHE LRI T IGKV3-11 (SEQ 1D NO:65) »

[0359] A WHIEHR L T 4 S E 45 A HLA-DRIY) 43 B8 1 Bk ol He i JE 45 4 B, Hovb EE B HE
ZSRJETF IGHV3-23 (SEQ 1D NO:161) , 3 HAEEEHE L KI5 T IGKV3-11 (SEQ 1D NO:65) »
[0360] A< BHIEFR L T 45 S PE 45 A HLA-DRIF) 23 B8 1 Bk ol He b JE 45 & A B, o B HE
ZERYETIGHVS5-51 (SEQ 1D NO:63) , I HALBEHEZLKYR-T- IGKV1-39 (SEQ 1D NO:162) .
[0361] A% SRV T e HELBUPD R 7 51 (1) B 4 B0 B mT A8 X 19 AR R B o dds A2 Fi8 A
FIN P R 50 0 BREE 1 2L [N 1 R G 3RAS IO B0, 1 Q0 M2 6 R /IN B B30 AR ST V8 1 W T8 4
TN SCERAR AR« SRIR T e e HEZRBOR R )7 5 e AR AH G T B o YR 1K 7 B, 7] B
FH T8 G0 R SR A7 AE ) A 4 B 58 A8 B e o 4 T L — SR U IR 22 5 o 7 A1 PR ) B A e e VH
FIVLAEZE 75 [ 4 S PE 45 S HLA-DRIG Bk R TR 17,

[0362] A< IH IR B AEAF S PR 45 S HLA-DRAG 2 B8 i AR B He Bl 45 & F BL B 87SEQ 1D
NO:56.57.58.59.137.138.139, 1408141 /¥ VH.

[0363] A< IH IR $R LT S PR 45 S HLA-DRAG 2 B8 i oAk s He i Rl 45 & B BL B 8SEQ 1D
NO: 606181421 VL,

[0364] A< IH IR B LA S PR 45 S HLA-DRIG 2 B8 i oAk B He i Bl 45 & Fr BL B8 SEQ 1D
NO: 56/ VHAISEQ ID NO: 60 VL,

[0365] A< IH IR $R LT S PR 45 S HLA-DRAG 2 B8 i oAk B He Bl 45 & Fr BL A 5SEQ 1D
NO:57HIVHAISEQ ID NO: 611 VL,

[0366] A W 3B $R A4 3 Pk 45 A HLA-DRIK 20 B85 1 F R B L 30 R 45 & A B, A5 SEQ 1D
NO: 58({JVHFISEQ ID NO:61[IVL,

[0367] AR BHIEFR AR S PR 25 A HLA-DRIF 73 B I 344, 9. 2 SEQ 1D NO: 59/ VHAISEQ 1D
NO:61fIVL.

[0368] A< HH IR $R LA S PR 45 S HLA-DRIG 2 55 IO oAk B He i 45 & Fr BL 5 SEQ 1D
NO:57 .58 59f] VHAISEQ 1D NO:61fIVL.

[0369] 7R MR 45 S PR 45 A HLA- DRI B B I 5 45 & BRI VHAVL L R J 7 51 7R T
F14.FKI5FMFEI6H,

[0370]  JRUE St 1 R B s I S U7 S AR ORI AT AR I, — Ak B BB H A RA R
B, AR ARSI AN SRR R 530k SE it 77 48 )AL KR L — B R ] AR X B — R m] AR
B A AR SECR] P T 07 0 B 8 T i R 8 491 T 25 A HLA-DRIF) 380k et i i 45 & v B mT A8
S o 7 200 T S VR T A R O 07 208 7 2 R e B, G rR S A £ T s e R FW01992/01047
BTN FF R 43 2 AULA 512 o AE M7 6, A0 VIR 7o [ BV o [ 116 B T V& e P Sl g
Gt 55— (VLEVH) (1) 5 R 9 545 SO 5 3% HBT 19 00 U e S PR U JRL &8 A Al P B s vk
RS SC TR 16 1S S R 4 0 T AR o T B ARk e % o DRI L, BRI VHRITVL 22 ik ] A T J it [
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B A FFW01992/01047 Fir 2 FFI 77 12 %8 78 e 7 PR 45 A HLA-DRIG B oA

[0371]  [AlYEHifk

[0372] Q&3R4 R IGHIFR 16 /R VHE VLU LR 7§11 AR % B 1) e e 14 45 S HLA-DRIY)
PURBL R 4G A Be I AR AR AE AR A BH S 2 I o 48, 844 BT AE VAT /BRVLH AL 75—
= =T oSBT s P E P EC AN E SRR B, R E R UE
FEAHEL T 3R AR PR I (R 37 B A O B D RR A PERN AT o A — S8 SETf 7 S v, % A K BH I VH
B VLS EE 2 51 (1 2 31 [l — PR AT 2990 % .91 % .92 % .93 % .94 % .95 % .96 % .97 % .98 %
8%99% .

[0373] % F MR 45 A HLA-DRI [FIE LA B IR 455 Bo TS P71 H B A DU R
(K] — N A =AY ANER F A

[0374] &) LA X 107 MBS /NI 4 it 25 3 55 (Ko) 45 & 5 SEQ 1D NO: 7R L #t & Ik E A1
£1& SEQ 1D NO: 13fJHLA-DRa%EMISEQ 1D NO: 14K HLA-DRB%EHIHLA-DR4 , H: rp Ko fE AL &
DPBS.0.01% (w/v) BB EE20 (PS-20) F1100ng/ml BSAMKZE My T 25 °C 18
ProteOnXPR36 4t #H47 I &

[0375]  b) u5><10‘8MIE/J\Eﬁﬂ?@Tﬁ$%ﬁ§& (Ko) 454 5SEQ 1D NO: 7Hy ML¥E 2 K E &1
£15 SEQ 1D NO: 13[JHLA-DRa%EMISEQ 1D NO: 15[ HLA-DRBEEHIHLA-DRT , H: rp Ko fE AL &
DPBS.0.01% (w/v) PS-20/1100ug/m1 BSAM) 2% P T 25 °Cff HProteOn XPR36 R40i4T
&

[0376] ) k=i SBAHMLIE T 68 F7, Horb I T 38 150 FH 97 2K 0 i A 0 & A 471 ) L 49 i
(PBMC) 14 CD37CD20 R IBE £ [ V'V / ZE BAH (1) AR I 5

[0377]  d) Bk =5 SBAHMRAL TP B 77, BAH MU 1 AE 1 e {57 A v x4 A ) & A PBMCHE AR
H1CD3™CD20" I £ 1 V'I% /B8 B ML I Ak e B

[0378] ) #IITHIHLA-DR5CDAI 45 & o

[0379] AR Wb iR LR e P45 & HLA-DRI 70 B I bk B Ko J5 45 4 v B, B3 SEQ 1D
NO: 56K VHAFISEQ 1D NO: 60 VL, Hrh Bk VH VL BRVH S VL F kit m & —. . =4,
T2 wiO AN A i s Eeie RO s o 10 =) e TR 1B YL A S vvh - N = NP
CDRZ W -

[0380] % AH IR HR A4S S ME 45 S HLA-DRIF 4 55 1 budd sl Ho b il 45 A B, 8 SEQ 1D
NO: 57 VHFISEQ 1D NO:61fJVL, Hr i VHL VL BVH S VL F AT A & — . = =,
ETATN v AN A TR N e pOy oy w11V =170 e TR = L O v P Eﬁﬁ?ﬁeﬂ%
CDRZ N o

[0381]  RK WA FR A4S S P45 S HLA-DRI 2 B8 1 budd sl Ho b il 45 A B, 8 SEQ 1D
NO: 58/ VHFISEQ 1D NO:61fJVL, Hr Bridk VHL VL BVHS VL F AT A & — . . =,
ETANN /AN A TR N e pOy iy w11V =170 e TR = L O v Eﬁﬁ?ﬁaﬂ%
CDRZ N o

[0382] KR AR FR A4S S P45 S HLA-DRI 2 B8 1 bk sl Ho b il 45 A v B, 8 SEQ 1D
NO: 59 VHFISEQ ID NO:6 1K VL, Hodt frak VH, VL BRVH S VLI F ARk i & — . = =,
ETANN v/ AN A TR N e psOy iy o 111 =173 e TR L O v Eﬁﬁ?ﬁe?ﬁ:
CDRZ N o
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[0383] AR MG IR LRE e MR 45 G HLA-DRIEY 2 B I bk Bl H B 5 45 A v B, B 3 SEQ 1D
NO: 137/ VHAISEQ ID NO:61FVL, Horh Bk VH. VL ERVHS VL & ARk iAo & — . = =Y.
E AN IO AN A TR s Eei RO s o 111 e TR~ 1B YL Vb W e G 7 NP
CDRZ W -

[0384] AR B IR HLRF e P45 G HLA-DRIE 43 B I bk B H B 5 45 A v B, B3 SEQ 1D
NO: 138K VHAISEQ 1D NO:61fVL, Hrh iR VH. VL ER VH S VLR ik oS —. = = 4.
TosE G B P E BT AN R IR R B R AR, (AT B AT
CDRZ W -

[0385] AR BH LR LR e M4 G HLA-DRIEY 43 B W bk B H A 5 45 v B, A3 SEQ 1D
NO: 139K JVHAISEQ ID NO:61FVL, Horh Bk VH. VL ERVHS VL & Ak i a5 — . = =Y.
AW IO AN TR s Eeie IR e o 10 =i e TR 1B YL Vb < W I 7 NP e
CDRZ o

[0386] Ak B LR (LR e M4 G HLA-DRIE 73 B W Bk B H A 5 45 A v B, B3 SEQ 1D
NO: 140f VHAISEQ 1D NO:142fVL, H P BrifVH. VL BRVHS VL it & —. 0 =
L I N i AN T e e I 1[50 e e 187 1= & v 9 o 0 = /2
FECDRZ N o

[0387] Ak WG FR 4T PSS S HLA-DRIG 70 B I AR B e R 45 5 v BL, B8 SEQ 1D
NO: 141 VHAISEQ 1D NO:61fIVL, Hrh iR VH. VL B VH S VLR Z i & —. = =74,
AW IO AN A i s Eeie RO e o 10 =i e TR 1B YL A 5 vvh - W = NP
CDRZ o

[0388] AR B iR HbRr F R4S A HLA-DRIF 7 B I AR B B R 45 6 v B B S 2R IR 7
F]5SEQ 1D NO:56.57.58.59.137.138.139. 1408814 1K) VHA £ /090% .91% .92% .93 % .
94% .95% .96 % .97 % 98 % 1%.99 % [F] — L VH. fFi%& Hh , SEQ 1D NOF) = 1)1 A4 B AL AN FE
CDRZ o

[0389] AR B IR HbRr F R4S S HLA-DRIF 7 B I AR B B R 45 6 v B B S R IR
% 5SEQ ID NO:60.618%142/VLE £ 090% .91 % .92%.93% 194 % .95% .96 % 97 % «
98 % 899 % Al — LA VL AT e, SEQ 1D NOF 2 B [ ATAA] A8 4L ASZECDRZ A o

[0390] Py (1) 4 5 ME 45 A HLA-DRIT) BT AR 1) VISR (K 3L 1R e I Ee o T 7ok, 3 HLBT
T (PR I VLI 2 R B 7 F I B o 7 T B 8 v o VHAIVLEE AE R AT R 8 b B L P B1AR IR 5
N o VHAN/BRVLH ] G2 (1) B 447 U PR 2 AT 22 R 5 67 B 440, PT/ESEQ 1D NO:
56,57 58EL 59 VH (AR A7 B 1.16.18.20.24.27.28.30.40.43.67.71.74.76.81.82,
83.87.88.894b AT B 4 o T HEAT I 7~ M9 14k L e v AR <7 L IR B 40 , B A RS S MR 45 A HLA-
DRIV A UK () X6 B2 5% A7 B A7 A 1) 2 R PR vk Bk B 5 o 49 1, 7ESEQ ID NO: 58 VHHT, 4
FEFRR AT E1.16.18.20.24.27.28.30.40.43.67.71.74.76.81.82.83.87.88.89 7] ##SEQ
ID NO:5657ELH9 M VHH AFAE 1) %] L5 B 4, Bid 3 BUR SFAZ A (WA SCHTR) 12 L R
B AL, /ESEQ ID NO: 61 VLAY, S L FR R JE 47 9.6 1. 78 P #SEQ 1D NO:60[¥VLH
FEAE B0 5 B A, BUA 5 BUOR A (AR SCRTIR) 1 2 Ry E 4

[0391] AN 32 51 2 18] 19 1 43 B[] — P52 e 0 i A A 1 A (R0 7 B 20 B % ek 250 (B[R] —
Y% = MHFEAL B RIEE /AL B S E0X 100) , BRI B4 8 B RSO KR, 25
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XL T AN PP s AL T

[0392]  PANEIFEIR 7 5 2 [F [ E 2 Le R — M rT PR HE . Meyers FIW. Mi 1 ler (Comput
Appl Biosci 4:11-17(1988)) WM& L (ZH LT &I NALIGNFE I (A 2.0) ) , ff A
PAM120 A i B 32 A K B2 11 43 12 RS A7 T 43 AR T 58 o« B4, RN R IR T 9 2 1R (1) 1
A Eb A — 1R AT PA# FINeed 1eman filWunsch (JMol Biol 48:444-453(1970)) i 5E GZ 5
CIFAGCCH AR (] fEhttp: //_www_gcg_com3RfR) FIGAPFESFH) , [ FiBlossum 62504 B}
PAM250%E 4 LA 2 16.14.12.10.86 B AR B AR A1 .2.3.4 .5 BR6 ) KA R .
[0393]  HAIRSFAZIGE] bk

[0394] K& B A R AL 40 5 5 A HCDR 1 VHCDR2 ATHCDR 3 7 %1 () VHAN & A LCDR1 . LCDR2 £
LCDR3 /7 FIII VLI 5 S P 45 G HLA-DRIF) o B M e AR B H B R 456 A B, Hodb — FPEl 2 FHCDR
PV S BT A SCHT iR Bk (B an 2R 280 R 14 s HUAR) 1 e e & 1 7 5 B e AT IR <742
i, 3 HH A Bk Ui IR EE 1 R 45 S HLA-DRIV S AR PR 1 A B Dh Re e Tk o

[0395]  ELHMRSHEMiR R RS S HLA-DRIG PR B L i 4 A Bog i, - H R A
AN FFHE R B — S IS = A B

[0396] &) A5 X 107 MK 5 /)N -4 At 155 £ (Ko) 4545 SEQ 1D NO: TR LBt & KR A1
f1& SEQ 1D NO: 13[JHLA-DRa%EMISEQ 1D NO: 14K HLA-DRB%EHIHLA-DR4 , H: rp Ko fE AL &
DPBS.0.01% (w/v) 1L FLEEHE20 (PS-20) F1100ng/ml BSAM 22 Mk b T-25°C fi
ProteOnXPR36 : 4t 3H4T I & ;

[0397]  b) A5 X 107 Mk /)N - 48 At 155 £ (Ko) 4545 SEQ 1D NO: TR LBt & KR A1
£ & SEQ 1D NO: 13[JHLA-DRa%EMISEQ 1D NO: 15K HLA-DRBEEHIHLA-DRT , H: rp Ko fE AL &
DPBS.0.01% (w/v) PS-20F1100ug/ml BSAFKZE M Hh T-25°C1H FiProteOn XPR36 R4t iHAT
=

[0398]  c) {5 = 75 S BYH MU T/ BE A7, Herp 08 T 4 A I g i AR B0 2 A A I 4
(PBMC) 14 CD37CD20 " R IBE £ [ V'V / ZE BAH L (1) A3 R I 5

[0399]  d) Bk =5 SBAHMUAE T 1¥) B 77, BAH MU 1 AE 1 e {7 A v x4 A ) & A PBMCHE AR
H1CD3™CD20 FR I 2 1 V5 /AL BAH M A SOk I 52 s 3L

[0400] ) IHIHLA-DR 5 CDA/I 54 o

[0401] A BHICHE M —FiRs S E 45 A HLA-DRIS 7 B M Pk B L B R 45 & B, B8 43 3
NSEQ ID NO:39.42F146f£HCDR1 \HCDR2 \HCDR3, BA F2 43 5N SEQ 1D NO:50.52F154 (]
LCDR1\LCDR2ANLCDRS , LA A2 BT IR Sy 4547 o

[0402] A BHILHR A —FiRe S E 45 A HLA-DRIS 7 B M PR B L B R 45 & B, B8 43 3
NSEQ ID NO:40.43.47.51.53 8155/ HCDR1 \HCDR2 \HCDR3LCDR1 \LCDR2FILCDR3 , LA J2 & 411
[RAR ST o

[0403] A BHILHE A —FiRe S E 45 A HLA-DRI 7 B M Pk B L B IR 45 & B, B8 43 3
NSEQ ID NO:41.44.48.51.53 155 HCDR1 \HCDR2 \HCDR3.LCDR1 \LCDR2AILCDR3 , LA 2 & 47]
(AR ST o

[0404] A B IRH Ak — Pl Stk 45 A HLA-DRIY 43 B3 (R FiAR B B R 45 & 1 B, 05745 )
NSEQ 1D NO:41.45.49.51.53 155 HCDR1 \HCDR2 \HCDR3L.CDR1 \LCDR2FILCDR3 , LA A2 & 41]
[RAR SR o
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[0405] Ak WIAE R AL — Fhir MR 45 A HLA-DRI 29 B8 M LR B SR S5 & F B B8 2 )
SHSEQ 1D NO:123.126.129.51.53F155[HCDR1HCDR2-HCDR3.L.CDR1 . LCDR2FILCDR3, LA &%
AR

[0406] Ak WIAEHR AL — FhE F ME 45 A HLA-DRI 2 B8 M R B L SR 45 & H B B8 7 )
SHSEQ 1D NO:123.126.130.51.53F155[JHCDR1HCDR2HCDR3.L.CDR1 . LCDR2FILCDR3, LA &%
AR

[0407] A% WIIE R AL —Rhdr F MR 45 A HLA-DRIY 29 B8 M R B SR 45 & H B B8 9 )
SHSEQ 1D NO:123.126.131.51.53F155/JHCDR1HCDR2HCDR3.LCDR1 . LCDR2FILCDR3, LA &%
AR

[0408] Ak HIIEHR AL — FhiE F MR 45 A HLA-DRIG 2 B8 I R B L HUR 45 & A B B8 7 )
SHSEQ ID NO:124.127.132.134.135%1136[JHCDR1HCDR2. HCDR3. LCDR1 . LCDR2FILCDR3 , LA
FEAAR A& -

[0409] A% HIIEFR AL — FhdE F P45 A HLA-DRIG 20 B8 M PR B AL SR 45 & H B B8 7 )
SHSEQ 1D NO:125.128.133.51.53F155[HCDR1HCDR2HCDR3.LCDR1 . LCDR2FILCDR3, LA %
EAT AR

[0410] A J W] 3 $2 AL 3 Pk 445 A HLA-DRIK 20 B85 1 HR B ML 0 R 45 4 A B, A8 SEQ 1D
NO: 56[KJVHAISEQ 1D NO:60[IVL, bA R B AT IR S A i

[0411] A S W] 3B $R A 3 Pk 445 A HLA-DRIK 20 B8 1 HR B AL 0 R 45 4 A B, A8 SEQ 1D
NO: 57FIVHFISEQ 1D NO:61FIVL, LR A IR A& i o

[0412] A S W3 $R A 3 Pk 445 A HLA-DRIK 20 15 1 H R B AL 0 R 45 4 A B A8 SEQ 1D
NO: 58[KJVHAISEQ 1D NO:61[IVL, bA R AR AR S A& i

[0413] A S W3R SR A 3 Pk 445 A HLA-DRIK 20 B85 1 Hk B L 0 R 45 4 A B, A8 SEQ 1D
NO: 59FVHAISEQ 1D NO:61FIVL, LR A IRIAR S FAE i o

[0414] A S W] 3B $R A4S 3 Pk 45 A HLA-DRIK 20 B85 1 F R B L 30 R 45 4 A B, A SEQ 1D
NO: 137HVHAISEQ 1D NO:61FIVL, LA K e IR 4511 o

[0415] A S W3 $R AT 3 Pk 445 A HLA-DRIK 20 B85 1 Fk B L 30 R 45 & A B, A8 SEQ 1D
NO: 138/ VHAFISEQ 1D NO:61[IVL, LA K e A IR 5454 .

[0416] A S W 3B $R A4S Pk 45 A HLA-DRIK 20 B85 1 R B L 30 R 45 & A B, A SEQ 1D
NO: 139FVHAISEQ 1D NO:61[IVL, LA K e IR 451 .

[0417] A S W 3B SR AR 3 Pk 45 A HLA-DRIK 20 B85 1 R B L 30 R 45 & A B, A SEQ 1D
NO: 140fJVHFISEQ ID NO: 142(KVL, L &2 EAT I AR P& i o

[0418] A W3R FR AR 5 Pk 45 A HLA-DRIK 20 B85 1 R B L 30 JR 45 & A B, A5 SEQ 1D
NO: 141 FJVHFISEQ ID NO:61[IVL, LA K B AR AR 7454 .

[0419]  “LREFABUG A2 45 AN 2 W0 25 S Ma B A 5 A G R BR AR AR IR 044 1) 45 5 e Ak 1) 2 2
BRAG M o DR ST AZ AT A5 SRR B L TS AN R 2 o R S 2l TR 460 8 L U R IR A LA A AL
M (1) 0 s e ke 55 8 1Y) 8 0 o L A7 AR AL A e 1 0 IR e 2 X I A T A o LI B LA
T TR R B R I - PR IR (8, R A SRR A ) PRI RE (81, IR K TR
MR AR IR EE (B, R VAR AR R &R R R AR R A
BR) AT H AR PR EE (9 4, H 2R R AR 4 B e A 1 R S 22 2R AR TR
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B VR R) 55 IR MNEE (9, 28T 2R (L R - A 2R TR R - R IR e (9, H 2R
HAMR AR AR AR L AR AR (BERk (B, RA B 4y 2B %) B-
Ay MBS (a0, 72 R AR S E ) DA S i eE CRIE IR IR AR) - ihsh, £
JH H B ATART AR B S mT TR &R ok B e, S mir et A AR #5152 B ik (MacLennan %
N, (1988) Acta Physiol Scand Suppl 643:55-67;SasakiZE A, (1988) Adv Biophys 35:
1-24) o A A & B oA ) U R B ml Sl ) 400 5 V64T, 9 il i PCRIB AR (G £ )
4,683,195) HEAT . et , w] 5 4n e FBE AL (NNK) B ARRE AL 2580 7 (B AnDVK 2588+, H 4w hg
LIRS (Ala.Cys Asp.Glu.Gly.Lys.Asn Arg.Ser Tyr.Trp)) K ;/=A=A54& 3 . A] {8 i
ARSI I U 52 V2o AR BT 1S AR AR AR R RFAIE o

[0420]  TREALAUEHEDUA

[0421] AR BRI PRSI R &5 & BT gl gk — 20 TRRAL L= AR AE b4, 7E AL T2
APUER BA AL A I RE M . P AEA R B PR o ARG VHL VL VHAIVL E 58 X B
HEZE AR BENEZL BT R B A 375 1NCDR.

[0422] A B oA ] i ik COREE A BEAT TREAL - P AR R B B o dde v (1) — A~ B2 A CDR
J7 B A BIASE I AE B 7 51 b o CORYZAS P8 L N VR AN AR SC BT IR (9 7 1504 T o

[0423] W] fif H RO HE S 7 B AT 3R H A JEDNASLHE 2 s L F6 R R BUE LR R P B S %
SCHR o 451 41, N B AR A T A B R R R DNA R R 8 1 5 51U AT LT IMGT®, the
international ImMunoGeneTics information systemhttp://_Www—imgt_orgoﬁ{?j@%%&
FH ok B 4 48 R B B 16 B HE 22 7 51 B ME B2 5 51 ] DR S8 7R AEVHER VLI AN B BRAE
FR1\FR2.FR3IFMFRAMIKE b 58 AT AR I ) 1 43 b (%6) A — PR fe i B IR L8 o Ik Ah , A i (1)
HEZER] B T-VHHIVL CDR1LA A CDR2HK B AH [ () LCDR1 . LCDR2, LCDR3 . HCDR 1 MIHCDR2:AA 15 45
PR — D . Bl M AEZE m] 3 O R0 7 VAR AT e 3, 9 1 38 [ 5 RI8 , 748, 356 FIrik 1
NHEZE PG AU B3 [ 07,709, 226 (1 68 A Y5 AL«

[0424] S R I TR0 S04 (1 A 22 2 5103 AT 4] s ek [ 52 5 A8 Sk iz, DA VR SZ N/ Bl 3
BT rs AL AR S 3 SR 45 A, a5 35 [ F6, 180, 3709 A BT filiid o S AN B L REAL 044 1)
HEZR 75130 A it AR SR X Py (B ik i — N ELZ N CDRIX ) 1 — AN BN 2 MR IR RAS K AL
Ui, AR R T— 40 M 26, I T B2 ALK A4 ) 985 A B0 38 D PR o i T I A R O “ 25 S 8 A0 9 HLAE
2 1 LA FFUS20070014796 13— 5 BER

[0425] W] fd AR B HUAAR T CDRIR L RAZ , DAl & Hi 44 S5 HLA-DRIF S AT 77

[0426] W] {ifi AR BH HU A4 (1) CORGR JE AR , LA ATI B 26 i A8 1 1) AU B /MK o Ji 2 40 (NS)
BRI AL K A#E (DP) Ak (DS) BICAE A (W) Hh ) HE e 5 7 110 S PR R 2k P 4 AT AFT R AR A7 AE
1) IR B e LAS AR BL Y, I HLRT S A A ST i (#) 75 1600 5 B S ProAd (1) Dh e MR R AR e 1 o
[0427] AT 22480 LA e R e ME I Ve L 28 SORORME L S A 7 L A SR M B BT 7R AR
S BYAE ) B A PR I AR B ) AR AR AR R B E 2 PR R e R T 2 I R R
My, A 45 (1) 52 N 78 R 5 PRI BBl R 1 o3 B, (2) IPHCANLCHE X HA R i & A i/
B RS AHEAE L, (3) bR PR RS A, (4) AR PR AN L R (T HER I 26 5 LA K2 (5)
H& W 73R40 77 1 R T8 F Aar FORR MRS L 40 A WornZE A, (2001) JMo1Bio1305:
989-1010) o ¥ 7E 1) 25 6 AR 8 B 1k T R A i P A 1) it A 445 ) BRUAE R e O 1 Jd i - 22
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B S 2, 9 HUFTR BRI TP Adde e MR 2 ] e b A2 Rl PEAS 75 T 48 e iR vh 5 7 R
75 () AR AR R IR o — 3 N AR R 5 PRI T VR T R HR ZE R B E 3G (DSC) W= 1) #h
A E) g (Tw) » — MR VE, B2 3 B Tu 5 HAR 2 MEAR DG I L5 i 1 i 2 A AR
L S A T 1% 25 1 SR AT B A1) 1) B A ok R 1 2 J8 P s 1) AH 26 (Remme 1e % A, (2000)
Biopharm 13:36-46) . KEMIFF A E LA T I DSCLL # Rz & M iy 0 & 11 il 75 P F e g
PR R ) S5l e 7B E R Y AR e AR PE (GuptafE A, (2003)
AAPSPharmSci 5E8;Zhang®s A, (2004) JPharm Sci 93:3076-89;MaaZs A, (1996) Int
JPharm 140:155-68;Bedu—AddoZs A , (2004) Pharm Res 21:1353-61;RemmeleZE A, (1997)
Pharm Res 15:200-8) . fillFfIHF 427~ , Fab Tukl AH SmAb K BB R4 5E AT 520

[0428] W] I 76 MO A U PR R BA R RIS VST IR A4 Th B BR C- AR im i 2 e (CTL) (Cai
& N, (2011) Biotechnol Bioeng 108:404-412) o 7E 4% HH1W] , m] i85 45 4140 B 41 Zn® \EDTA
BREDTA-Fe™ HI B, 4 CTLAS R 35 1 BN T- e KK, 38 [ £ A FFUS2014027309270 4
Btk ik sh i CTL & & ] A8 A C En 7 V40 e

[0429]  7E—LLSTjE 7 2, Fr e R 45 S HLA-DRIGHUAR B A 2910% £ 2790% . 2920 % £ £
80% £140% FELIT0% 2155 % E 2170 % BLLI60 % 1 C— A i i R & & o

[0430] W] XS AR B BB AREAT Fe B 4, DLR T SR SR DhRe A/ B2 A8 77 e Pk A
LG B heeh , FiiE-BURE W5 %08 2500 40 MR A B AE 7= A 2 Rh sz, 98 A3
S~ Ty B 18] 2001 7 A A0 R0 1100 0 M e A IS DA 4 e ot DR AR T A FH 5 381 B % 18 7 45 5 491
TR 4 B 3 5 S AR S o BT AT X LA T AR AR I SR W PR E s A S5 41
P S A R SR T B2 AR B T AT SR T o R PR AN S0 52 S Ak 1 400 P S22 1 22 RE R T
NFeSZARN B3 i : Fe v RT (CD64) JFc vy RI1a (CD32A) AlFc y RITT (CD16) f&iFfkFe v
AR (BRI 4% R4 5 MiFc v RITb (CD32B) Z&4ilFc v 324k (RP Huye REulii) 454 FcRn
SARYRT T B

[0431]  fE—LLsjfi 77 2 h , AR I R E 45 S HLA-DRI AR fEFe K A 2 b — A B
e

[0432] 7 —esSLifn 7y b, A K IR R 45 S HLA-DRID AR fEF e X A — L = =
11V AN RN/ i i ey Ry s 111N e T = /O

[0433]  m] i B 4 LA A T PuAk 3 BRI F e B2 AR Tl tDall” Acqua®s A, (2006) J
Biol Chem 281:23514-240;ZalevskyZE A, (2010) Nat Biotechnol 28:157-159;Hinton%%
A, (2004) J Biol Chem 279 (8) :6213-6216;Hinton% A, (2006) J Immunol 176:346-356;
ShieldsZE A. (2001) J Biol Chem 276:6591-6607 ;Petkova®s A, (2006) Int Immunol 18:
1759-1769 ;Datta-MannanZE A, (2007) Drug Metab Dispos,35:86-94,2007 ; Vaccaro®s A,
(2005) Nat Biotechnol 23:1283-1288;YeungZ A, (2010) Cancer Res,70:3269-3277F1
Kim%& A, (1999) Eur J Immunol 29:2819+ ¥ HELL, I HALFE{7 H 250, 252,253,254, 256
257.307.376.380.428.434F1435 . A] F ot B 2H 5 3H AT 1 7= ) M B 46 R B 46 T250Q..M25.2Y
1253A.S254T.T256E.P2571.T307A.D376V.E380A M428L ,H433K N434S N434A . N434H,
N434F \H435AMIHA35R . ] FH T 38 o fds e 52 JA I 7~ 451 PR SRk Bl 4H & B 6 0 B M4 281/
N434S.M252Y/S254T/T256E . T250Q/M428L N434AFIT307A/E380A/N434A . 7] TR/ N fd 2
W I ) 1 e ph B 2 2 B 4 N B 4 H435A . P2571 /N434H.D376V/N434H M252Y /S254T/
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T256E/H433K/N434F . T308P/N434AFIH435R

[0434]  FE—sbspifi &b, Ak B (K 5 S P 45 S HLA-DRIG AR AE S Fe b i R L BR fr B
250.252.253.254,256.,257.307.376.380.428 434843540 . & & /b— AN E i,

[0435]  ZF—sbspifi b, Ak B K5 S P 45 S HLA-DRIG FU AR AE A Fe b &3 5 R %)
[ % b — AN B #: T250Q.M252Y . 1253A,S254 T T256E \P2571 . T307A.D376V.E380A M428L.
H433K \N434S \N434A N434H N434F . H435A FIH435R

[0436]  fE—SLsLji g b, AR T G R4S S HLA-DRIG AR ZE SR P e rp B 5 % R 5
(1) 48 /b — AN B #0 . M428L/N434S M252Y/S254T/T256E . T250Q/M428L \N434A. T307A/E380A/
N434A H435A.P2571/N434H,D376V/N434H M252Y/S254T/T256E /H433K/N434F . T308P /N434A
FIHA35R

[0437]  FE—sbsgjifi &b, A Kk B K 5 3 P 45 S HLA-DRIG Fi AR AEFe X rh A & = b — A B
B, Frik B H AR TR SiERe v 524K (Fe v R) M4 & 91 B /B0 B RPN F 2heE , &
ClaZs & AMA MR R 4H ML 2514 (CDC) B A4 (RS 11 4 A 1) 4 i 55 P (ADCC) B Wk A
(ADCP) »

[0438]  m] 4k B e DAFEARBUIA SiG L Fe v RES A I JE B AR RN T ThRR [ F e B 2 #id T
#lfnshields®E A, (2001) JBiol Chem 276:6591-6604 ; HPR & F]/AFFW02011/066501 5 35 H
£ H)6,737,056F15,624,821 ; XuZsE A, (2000) Cell Immunol,200:16-26;AlegreZs A,
(1994) Transplantation 57:1537-1543:BoltZE A, (1993) Eur J Immunol 23:403-411;
ColeZE N, (1999) Transplantation,68:563-571;RotherZE A, (2007)Nat Biotechnol 25:
1256-1264;Ghevaert® A, (2008) J Clin Invest 118:2929-2938;An%% A , (2009) mAbs,1:
572-579) FK AR LEL , 3 HALHEN7 B 214.233.234.235,236.237.238.265,267.268,270.295,
297.309.327.328.,329.330.331 M1365 . A] HLpfHh BCZH A 3 AT 10 7 191 14 B 9 Tg Gl 162,
1gG3EE IgGAH [ B #K214T E233P 1234V, L234A G236 82k . V234A . F234A.L235A.G237A.
P238A.P238S.D265A.S267E . H268A . H268Q.Q268AN297A.A327Q.P329A.D270A.Q295A
V309L.A327S.L328F A330SHIP331S . 5 FADCCIR/IN I H A4 ) 48] 12 4 45 S e M TGl A
HL234A/1L235A.1gG2 F[{IV234A, /G237A/P238S/H268A/V309L/A330S/P331S.1gG4 I [K]
F234A/1.235A 1gG4 I ¥)S228P/F234A/L235A Fi A 1g R Bh Y _FHIN297A 1gG2 - fIV234A/
G237A.1gG1 Ff{IK214T/E233P/L234V/1.235A/G236-#k 2k /A327G/P331A/D365E/L358M. 1 gG2
FIH268Q/V309L/A330S/P331S.1gG1 F[#¥1S267E/L328F 1gG1 F[{L234F/L235E/D265A .
TgGl f{1L234A/1.235A/G237A/P238S/H268A/A330S/P331S.1gG4 F{]S228P/F234A/1.235A/
G237A/P238S. LA M2 1gG4 I [K]S228P/F234A/1.235A/G236-k 2k /G23TA/P238S o i AJ 1 F 4 &
1gG2/AFcH,, B Hn HAT K E TgG2M 5% 1 17-260 F15Kk [ TeGAIK) 7% 7261 -44T(¢]Fc.

[0439] /A SIfKIS228P B Al 78 1gGAfi A& BE4T , DL IHE 1oGARa 52 Tk o

[0440]  YE—SLsijifi Jy S b, AR IH ()5 7 P 5 A HLA-DRIG AR L 22 /b — MR AR A B 214
233.,234,235.236,237.238.265.267.268,270.295,297.309.,327.328.329.330. 3315365
b A B, R R R IEEUR 5 31T 9 5

[0441]  7E—Sbsgjfi &b, AR R S PESS SHLA-DRI LA B &% 3 R A E A —A
B K214T.E233P.L234V.L234A.G23685k 5 \V234A \F234A . L235A.G237A . P238A . P238S.
D265A.S267E \H268A . H268Q.Q268A N297A A327Q.P329A.D270A.Q295A.V309L . A327S.
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L328F . A330SHIP331S, H B FEAMAREUR 5134740 5 .

[0442]  7F—RLspjiiy b, AR W (4 7 PR 45 S HLA-DRIG AR 78 2 /b — Mk L 37 B 228
234.235,237.,238,268.3305331 Ab 0. & B #, Hh B EARPEEUR 51 #4179 5

[0443]  7F—SLsjif 7 b, AR B 04 S e 45 A HLA-DRI P A AL 5 S228P B e, Ho ik it
RIEEVE 5131795 -

[0444]  7E—LLsififi Jy S rp, AR BH (104 7 PE 45 S HLA-DRIGT BUAR B 5 V23 4A B e, Hoh ik
RILEVE 5131795 -

[0445]  7F—SLspfifiJr b, AR B B4 S e 45 S HLA-DRIG PR A S F234A B e, Hoh ikt
RIEEUE 5131795 -

[0446]  7F—SLsjifi Jr &b, AR B B4 S e 45 A HLA- DRI PR 5 G23TA B e, Hoh ikt
RIEEUE 51 31T 9w 5 -

[0447]  #F—SLsji 7 S, AR B B4 S e 45 A HLA-DRI P A AL 5 P238S B e, H ik it
RIEEVE 5131795 -

[0448]  fF—ULspfifi 7 =, A A B I S MR 45 S HLA-DRIG FUAAR AL A H268A & e, Hodh sk ik
RIEEUE 5131795 -

[0449]  7F—RLspjifiy R rb, AR B (R4 7 PR 45 S HLA-DRIG HUAA 25 Q26 8A B #e , Hoh ik 3t
RIEEUE 51T 9w 5 -

[0450]  7E—uLsizjf 7y Z2vb, AR I R4 S PR 45 S HLA-DRIG H A B 5 A330S B 4, Horp A 2k
RIMEUE 51T 9w 5 -

[0451]  7F—SLsjifi 7 &b, AR B B4 S e 45 S HLA-DRI PR A 5 P33 1S B e, Hoh ik It
RIEEVE 51T RS .

[0452]  FE— G SLjili 7 G, A Y ) S VR4 AP HLA-DRIK U4 61 75 1.234A . L235A . G237A
P238S.H268AA330SHIP331S & #t , H iR IEIRIEEUR BB TR 5 .

[0453]  7E— LS 7y 2, AR W e S PR 45 S HLA-DRIK A A8, £ V234A . G237A . P238S,
H268A V3091 A330SFIP331SH e , H P AR IEMAREUR 53T 40 5

[0454]  7F— LSy rb, AR B K R 55 PE 45 A HLA-DRA AR AL 5P 234A . 1L.235A.G237A
P238SHIQ268AE e, Hrh R FEMIAEEUZR B3 T 4 5

[0455]  7E—LLs iUy Serh , AR WK e S VR4S A HLA-DRIS U/ 1 55 1.234A . 1L 235ABK1L.234A
HIL235AE e, Hoh AR FAREEUR 51 AT 9 5

[0456]  #F—UesLfifi )y S b, AR BH (0 4 S M 45 A HLA-DRIGFLAA B 5 F234A . 1L235ABEF234A
FL235AE He , H LR HEEUZR 513 T4 5

[0457]  7F— RSy b, AR B (1) 3 PR 45 A HLA-DRIK B4 49 2 S228P \ F 234 A FIL235A
B, K R R IEEUR 5 T o 5 o

[0458]  #F—esLifi )y S, AN W R 4 Sk 45 A HLA-DRIK 440 £ S228P B e, b ik It
RIFEVE 51 34T 90 5 .

[0459] ;= Ak [ YR HLAR L B DR SFAB I FiAk DA S TR AMB AR 1 J7 v

[0460]  FEAHEL T-28 AR HUAR IS 2B BR 1y B A7 D3R A0 A R W i A4 ] A FH PR o el AN R IA 4
AR N, AT TE M AR BPCRAYT B AL LA 51 NRAR , I AT AT F 2 R0 7 12 R0 SE T
191 e A SC RIS (K 7 VRV A o B 45 45 B B B S 1 R T (Y R
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[0461] 44 [ P 2L A0 [H] Fp S 2L

[0462] A IR BHEIFUAET] NT1gG1 1862 TgG3E TG4 fA ,

[0463]  fE—LEsLjfiJy S, AR WK e R4S S HLA-DRI HUAR N TgGL R Fp AL

[0464]  fE—LESLjfE 7 S, AR IR e R4S S HLA-DRI A N TgG2 R Fpd

[0465]  7E-—LLsLja Ty 2, AR BH R RE e 1 45 G HLA-DRIV Fi A4y TeG3[A] B AL

[0466]  fE—LEsLjfE 7 S, AR IR e R4S S HLA-DRIK JuAd 9 TgGA R FpAL

[0467]  y&97 MEHUAA (1) G 12 J5L PR 5 18 ORI B0 s IS KU ARG /ISR YR T S IS 465 282 (1] FH 2K
Bk (BaertFE A, (2003) NEnglJMed 348:602-08) o GI7 PR IURAE E T HH 5 3 iE N RS
T4 AR ) [E) P SRR I 5E (SticklerZE A, (2011) Genes and Immunity 12:213-
21) o HUAR ] B e Y 5 AR i 1E 5 X 71 v e o8 o B IR 28 B R P18 e AH G R 3o Hh ke
(118G 1gG2 A 1gGA R Fft A

[0468] 7 LSLHlE T S, AR W4T PEAS S HLA-DRAY 449G 2m (n) [F] P57
(04691 £ —BLsLHfi 5 S P, AR W RS S MESS S HLA-DRE LA NG 2m (n-) [F P2
[0470]  7E-—2sCifaJy G b, AR B HE R MRS A HLA-DRI FLAKAG2m (n) / (n-) [F) A AL
(04711 £E— RS S8, AR I T 7 MRS S5 HLA-DRAY 44 AynGam (a) [F] Ff 7
[0472]  £E— RSy S8, AR I T 7 PEAS S HLA-DRAG LR NG Im (17) [R Fp A
[0473]  fE—L85ifi )y S, AR B B e PR S HLA-DRI LA NG Im (17, 1) R F e Al
[0474]  %3.
FfFd | REEBEAMNRARARE (BRIE%5: BURID)
1gG2 IgG4 1gG1l
189 | 282 | 309 1422 | 214 | 356 | 358 | 431
G2m(n) T |M
[0475] | G2m(n-) P |V
G2m(n){n~) | T |V
nG4m(a) L R
Glm(17) K |E M A
Glm(17,1) K |p L [A

[0476]  Fuphd L didk

[0477] A DIEAR LT 5 1 45 B AR W ) e e R4S S HLA-DRES LA R s 2 B Ak
[0478] Ak IR IR ALEE FPELE A4 57 SEQ 1D NO: 56/ VHAISEQ 1D NO: 601 VLI FiiA 1)
FUMER Y TR .

[0479] Ak IR IR AILEE FPESE A4 57 SEQ 1D NO:5TVHAISEQ 1D NO:61 VLI FiA K
UMFR BUAAK o

[0480] Ak BHIRIRAILER FPE LS A4 57 SEQ 1D NO: 58 VHAISEQ 1D NO:61 VLI FA K
UMFR RLAAK o

[0481] Ak IR IR AILER FPELE A4 87 SEQ 1D NO: 59/ VHAISEQ 1D NO:61 VLI FiA K
UMER RLAAK o

[0482] A%k BB SR LR S RSS-S0 5 SEQ 1D NO: 137/ VHAISEQ ID NO: 61 VLA K
PR R4
[0483] A Wbt VR4S S5 SEQ 1D NO: 138 VHAISEQ ID NO:61 VLK

39



CN 108713027 A iﬁ, EH :I:S 32/101 7T

FUIER LS4

[0484] A% WA HR AR S PRS4SS5 4 SEQ 1D NO: 139fIVHMISEQ ID NO:61 VLI HiAK
FUMFR LS4

[0485] AR WIS AR PR 45 A8 SEQ 1D NO: 140/ VIAISEQ ID NO: 142K VLI ik
INEARUIESRIVE RTINS

[0486] A W HR A4S S PRS4SS5 4 SEQ 1D NO: 141 [IVHMISEQ ID NO:61 VLA HiAK
FUMAFR LS4

[0487]  HrighRe 2 (Td) Pidd 2 RO P 0 B Jot ok o A% (4840 T A7 B CDR) () ik Ld B
A AT SR o P P B A e PP A o A7 D e AT 2 T T P TR S AR S v i S A (8 A ST B
R AR R B PTHLA-DRIUAAE) o JE S A1 1 Td ] F TR DUAEAS (K i i Qi &, S 45 & T
J5, B SE A 45 A T IUR AU o Td3ruids ml it AP de oot 1E 75 1 4% 30 Ld ) sh A g ok il 4
[0488] i Tddufdeid n] LA FIAE %% i LLAE 55— sh W i 3 Sy B2, AT 77 AR BT B 9 i -
Prldgedg . -1 ddifkn] 555 SH0-1dMHIUG 5w FE SRR A B AHIR o PRt , e i Af A At
ST B B AR P A R 28 e S AR TR A S T AR 1) HH SR A TR R S M AR I L e v BE L B Td
PO DA (AT = AR T T d A A8 44) I HL /B0 IR AT AT A58 B AR AT AL, Bl e A
S e R P 2 A HLA-DRIFUAA 4044 i fr R

[0489] AR HH 4 LS A HLA-DRI FUATI R A1

[0490] AR BG4 L — PR A 2 F IR 7 M 45 S HLA-DRIS 43 B M SR BUH B
“dihh B

[0491]  FE-—SESL it Ty SR, U4 2 AT A DU Fm 25 B4 M 55 25 77

[0492] AR BHIR R —FPER A & ATk MU AR 25 1) 4 7 M 45 A HLA-DRI) 73 B ) P Ak sl He bt
JR e A R B

[0493] Ak BICHE L — B A 2 40 M 55 2 0 B0 RF S R 45 A HLA-DRIV 43 &8 () AR B 3t
JR A R B

[0494]  Z5-GHLA-DRIJFUAAEL H A S5 45 A Fr Beml A TVE 97 770 2 1] 23 R A HLA-DRIV 4 Jfd
A PSR A 22 40 M55 25 50 4 7 P 45 A HLA-DR IS B4 18 [ 3k 3 SA HLA-DRFF) i Jed 40, 12 400
B 2 FIAEHLA-DRIUAA P AL e S BEAN A o S 3 b , T 3% 32 28 Y697 7RI A HLA - DR A4 8 1) Rk
HLA-DREJE PRI , 3697 8 75— HN A sl 38 240 i 2h B8 (91 et S DR il 7)) o 4
TH LV 068 2 i DA B 2H 4398 40 i 6 5 HLA-DR (CabreraZs A ,Scand J Immunol 1995;41:398-
406; Al tomonteZFE A ,Oncogene 2003;22:6564-6569) , K i A# FH 37044 8 [a) 1 L6 441 Jity m] 2 13E
BIT AL

(04951 A B BB AR 40 M N 7EAL , SR 7T, e AT I M AS 5 5 BAN A 07 L2 /B 1 0 1% 4
U AT 2% 22 40 i 55 2 R0 T VR T HLA-DRBH P2 g , 01 L s P e

[0496]  7E—LLsfi 7y G2 rp, ARG JUAR 25 A1 A2 41 M 55 25 71 o

[0497] 285 2 AT AG MIAR 2SI AR B 16 e e 14 45 S HLA-DRIF) 43 B B Bk B Bt Ji 45 5
BRI T VP4 2 PiREAR HLA-DRIK RIS o

[0498] W] A MIFRAEAFE 40 A 2 A K BH (1) 45 57 14 45 B HLA-DRIV 43 B9 I S AR B 3t Ji 45
A F BORHE A B R AR B I G Ak 2 EAL A L S AL SR AL 2 T B I B (R A A
Yo
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(04991 JR A8 14k Fé) AT A I 25 A0 50 S S PR R 47 25 W REER « & R Bk S OB\ o e ek L 1
2 A B (B, i BT ELTSA) VAR R VLR 28 BP0 RO 2 R e F
DEIEHEL DI PR R B B R PR R AL R N HRAE (scintillates) JHUAED)
REAHERAEMREA EAFRAVEA KRG PRSI B 2 HEMR Ni™  Flaghi 2.
mychrZE 48 B B R ER I L 1 AL SO R A/ A2 A Y g R AL £ IR
o

[0500] 4514 24 AT A% AR ZE A U PR R A2 R, PTG I RR 25 7] B KRR S5 5 . A H T
GUT, ATRE AR ZE B T4 Mg RO R 5 5

(05011 7548 14k B IS S M (R 7 28 P R R y 9 26 R SR L (Auger) R GTBYT £k R 5
a Bt 28 R S IE F T O P R 7 22 o 7 9 M B e ) 7 B 1L T CL P L NG TRV R
%C0+°7C0.%Co. Cu.*%Cu. *Cu.5"Cu. %%Ga. “As. ®Br. 8y . 897y 905y HuTc T 1101 123 |
1241\1251\1311\ZHAt\ZIZBi\213Bi\223Ra\226Ra\225A05ﬁ]227ACo

[0502]  JRGIVE 48 JE T2 IR BUR T 2000 68 i 0 4S B 1 B R VKR VHLIR
RS0 o) S G S o e S G T e S = ) R S 4 B S 1) S T
FORE A EE TV R A B E RR VB R VR R VR VS R AT R VB R
TR R E T VR VIR VB R B R R R R R VIR
B R VR S R VBRI VR VR AR S R R R R TR
FVHY R BRI R BRI R B R B R R R VRV R
F LR BRI R A BE TV R P VR VR R B R AR VB R T R
F VR F VR VR R R TV R R BRI VB R T AR B R T B
R+

[0503]  7E—ubsufifi s Erp, &R EF T LU IR F R EOR T = Fim 4R .

[0504]  7E—Udbsufifi s rp, &R F B R T R .

[0505]  7E—Ubsufifi s Erp, &R F AU R TR .

[0506]  7E—ULsufifi s b, &R IEF Al RS R .

[0507]  7E—Ubsufiiy Zrp, &R F N &R

[0508]  fE—ULsLjifi)y &, &R I ] & IR B R R AIEL R

[0509]  FE-—S8sCtiJy B, 4 @ I 7] DL B 7453 (RO %283 (RR4k) 14 ).
[0510]  7E—U8sfii s b, & Il o T AR 8 1 )5+

[0511] & J& R+ A A+ 1 +2. B3 AR 4 8 B 1, 1 Ba™ \Bi® . Cs ™. Ca™ . Cr™'
Cr¥ . Cr®  Co® . Co® .Cu' Cu® .Cu®" \Ga™ .Gd* . Au" Au' \Fe \Fe* \F*" .Pb* Mn? Mn®* Mn*",
M Hg® WNi% \Ni* Ag".Sr?.Sn? . sn® Fzn®" . 4 J& J5 F AT L5 4 JR AL 18 A AL Bk L
B E AL AL -

[0512] & X&) BB OFR AT AT v] 7 I 52k} i i s (6) —2 L9823 . IRDye 680RDE K
B %85 IRDye 800CW . 4T 22 HL g Gupl &

[0513] A& G R R EIRW IR FITC) G R IERR T B L 8 70 g 4T
CyDye (B #1Cy3.Cy5.Cy5.5) \Alexa Fluors (| f1Alexad88.Alexab55.Alexab94;
Alexab47) L 4h (NIR) (700-900nm) 5 Ve Gkl LK A6 T FIR FE 2K 24 I Yo )

[0514] 2% 45 Z A A6 PRSI A & B4R S PR 45 A HLA-DRI 20 55 I S AR B L3 R 45 & 1 BR
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Al FAVE G RPN IR 43 A, 12 W7 RIS HLA-DRI 41 B I A7 7L

[0515] ¢ —sbspjifi =, A &k K5 S P 45 S HLA-DRIY 23 B8 I S AR B L J JR 45 & A B
o rdERA.

[0516]  7F-—LLsTjf 7 S, AR 2 ety of 298 AR KR B R (o, A S
B AR B SN YRS R S TR R B BO BUBUIPER A 2R (B, U PR 5

[0517] 256 22 40 W 5 3 50 AR & I R RF S PR 45 S HLA-DRIV 43 BS I SR B B )R 46 &
B AT FH T4 240 5 2 550 400 1) 336306 28 491 0 AML  ALLERMMEH i K2 Hovb (g g AR B4, Horh R4
Jit FIX L R 28 A () A L B 2 77 T B0 IR 4R B AP A AT 3257

[0518]  FE—ubsuji 7 &b, LB HZ AR B F R T E R F RN KER - 5
FOEW, AGHR) EMRER M REER  EERREYRE < EAE R QRERA
T ARERE B0 45 G DNALS G BV 0 e A I 400 1 76 A B ATL A 5 L 20 o 5 2 R0 44 a0
LA

[0519]  fE—LesLyifi /7 2rh , UM B 3 N R R VS h B 2 W I I WRARE A R B R RS
AETE R B AR R ARE Ok B RSB 5 iU TE (Pseudomonas aeruginosa) )  EEREF RARE A
B EHRATE WER T RAE o \BIKE R M Aleurites fordii) A AT RE
5. EMTEEE (Phytolaca americana) & [ fi (PAPT.PAPTITHIPAP-S) . JR (momordica
charantia) # 7] BRI 5K L S8 2 LB E (sapaonaria officinalis) #Iil5l. F
WER EAER.BRIEER MER HEE RN RS R IRL Y.

[0520]  7F-—sbsfifiy b, AN B 2 R U HEAZ 2R i B P P In OV RT Re
[0521]  fF—Lesiiii Jy Z2h , 4 35 3R 0 & 2 hr AR VT B2 hr ml b YT BRSSP AT A4
U i ) At VT ECER R R DR W A VT R R o PR ) AE SR [ 2 R)5, 635, 483415, 780,588
W AT o 22 P AR T T R B By W) At VT O ARIE SE AT T HUCE B 775 WG TP K A LA K 24 i e M 4 i
4338 WoykeZE N, (2001) Antimicrob Agents and Chemother.45 (12) :3580-3584) , 3 H H
A U AP B N 1 o 22w T R B W At T B 25030 43 AT IR 25 A N (D)
R BC GRAL) K W002/088172) B3 48 FH T FEAL BN b AT AT - ot S B e 2 B AR
AH A FN3 1 o

[0522]  mIA FH L AN 7 208 A R B IR 4 e 14 45 S HLA-DRIF) 43 BS I Bk SO B Ji 45 5
B A B A TRRZE

[0523]  fE—Esjii )y &b Wl R bR 28 S AR Ao

[0524]  fE-—Lesfil 77 S, 22 BRSO m] A AR 25 4 28 A% R B ) 4 S ME 45 A HLA-DRIY)
PUAB LI R 455 Fr B

[0525] W] {3 FH L 6011140 7 V20 M ARG DU A 28 B0 200 5 2 0 0 B e ) et e 2 22 R R 1
R S 45 A HLA-DRIGHUR BT R 45 A A Bt o A @ I ek AE AR AU 2 & 300, I BB 45 491
WA AR 4 Sk (N-BRBTIE W e B - R B B SR AT AR s IR ) R IR AL IR B A 71
P A, 01,4, 7, 10- VY B3R+ —ki-1,4,7,10, V4 2. (DOTA) fiT 44 —F 2.
H=J LT OTPA) TAEY)  S-2- (- AR FURERRE R ) - 1,4, T- =8 R £ hi-1,4,7-=
218 (NOTA) T AEMILA K1, 4,8, 11-PY 58U R+ 48 -1,4,8, 11-PU Z 8 (TETA) fT44) N-3%
HABE P i -3— (2-hmg 3 3 5L) IR ER (SPDP) P2 FE VU S ey (IT) - IV &R Ji 1 XU S BE AT
AW G R R e I BRHCD) iR PR ER G 1o R R ESE L BR) I G ik
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1) B REAY GEX O 2 F R B O ) W EATAEY G A X- O H 4%
IRBEEIL) -2, ) REEREE GE R 2, 6- R E5BE) U X IE RS Y GE
1,5- 92, 4= HHFEIR) R EE A « Al B RSkt 2 F .

[0526]  fE— oSyl Jy GeHh , 48 B T A M ILVBURS KR A S PR 45 A HLA-DRA AR B HL 370 S 4
LS

[0527] A A4 ™ A

[0528] A 5 PR 45 S HLA-DREY A K W HiAR B B IR 45 5 7 BOmT A A &% A R 7 A o 9
A FiKohler fiMi Istein,Nature 256:495, 197553 1) 4458 I8 5 120k r= A B i F i ds 2
FATIETTIE , A SR B 5 K8 & R K NPt & & ) A Bicyno HLA-DRILJE K
Tz /MR B B8 E0Y GF 0GR KRB 2 J5 8 AR HE T 2080k B & s P i e
M0 5 R E R H R R A DA A2 I 4l i (Gooding ,Monoclonal Antibodies:Principles
and Practice,#59-1037 (Academic Press,1986)) . n] it H B BN 7k A Ak 2222 J68 40 i
AR E UL BAA IR Rt GE 4 S5 e S8 R M PEEU B Z 45 55 e 1 L Bk
Z A SN LA SR SR A0 7)) IR 4iA4

[0529]  AodEafe £ N SZARME B 1) /- B e A UL R B FECDREE R, R & A5, 225,539) |
SDR¥ZH; R % 416,818,749) (K [ E ¥ (Padlan, (1991) Mol Immunol 28:489-499) %75
PR E R R 2 GEE LR A F12010/0261620) - AAEZERAY GEE %18, 748, 356) BX
VAL GEE L H7,709,226) FEIXEE TV, SEARPUAR I CORAE 55 4 B AAEZR | iZ AAHE
ZAT] T H 5 e AR HEZR I S AR R YR 1 , 5T CDRK B (1K) AU L BRIV 45 W 1R — P L 3R AT]
(K & AT IR R

[0530]  wladid an B ak Bt — AR N VA BT AR DA H S P /R B R i e B PR BCE AN )
TR iV a0 Br 2 R A FHFW01090,/00786 L FIW01992/22653 9 Flr ik I EL A, 5I AMBLLIFIHE
BESTRF R ARAR TR A5 A 28 0 77 (IR B R AR) |, B i A2 AT AR CDRAL 51 N ARAE ] An ok 2 47t
EIIZER T

[0531]  FLPRIZH vh #577 N Gy sk ar i (1) 2 DA e () %6 B DR s ) G /s BROBOK BR) AT T
A BHIHLA-DREE LAY A fuAd , IR AE 491 2 38 [ 06 , 150,584 [ s & F A FFW099/45962
x| A FFW02002/066630 .W02002/43478 .W02002,/043478F1W01990/04036 , LonbergZs
A (1994) Nature 368:856-9:GreenZs A (1994) Nature Genet.7:13-21;Green&Jakobovits
(1998) Exp.Med.188:483-95;LonbergfHuszar (1995) Int Rev Immunol 13:65-93;
Bruggemann®E A, (1991) EurJImmunol21:1323-1326;Fishwild% A, (1996) Nat
Biotechnol 14:845-851;:Mendez% A, (1997) Nat Genet 15:146-156:Green (1999)
JImmunolMethods 231:11-23;YangZE A, (1999) Cancer Res 59:1236-1243;Briiggemannf/l
Taussig (1997) Curr Opin Biotechnol 8:455-458%1 45 Fir ik . n] Wl £R 2550 o 1K) N U
A G, 2 3R B 1) A R R B a2 e R s 2K, 9 L AT A A G 0 AR BRI B DR i (R O e AR
(7 58 B 2 0 22 /D — i 58 BE B 0 I N A B BR AR ) R DR 4 N SR R DR 2 e o AT A 1 T

Regeneron (http:// www_regeneron com) \Harbour Antibodies (http:// www_

harbourantibodies com) .Open Monoclonal Technology,Inc. (OMT) (http://_www_
omtinc_net) \KyMab (http://_www_kymab _com) .Trianni (http:// www.trianni_com) Fl
Ablexis (http://_www_ablexis_com) %5/ wH A IR AR LR AL ST B 09 APk
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[0532] A HuAATT ik B Wi T A J s SC 8, HL Rl TR AR A TREAL DL R IE N S % 3R 8 1 B
a5, W WFab BLBEHTUAA (scFv) B R ECA BRECH iR a4 X (Knappik%E A, (2000) J Mol
Biol 296:57-86;Krebs®E A, (2001) J Immunol Meth 254:67-84;Vaughan A, (1996)
Nature Biotechnology 14:309-314;SheetsZE A, (1998) PITAS (USA) 95:6157-6162;
HoogenboomfliWinter (1991) J Mol Biol 227:381;MarksZE A, (1991) J Mol Biol 222:
581) o ] 51l G A TR A4k p T X 71 76 £ 1 MK 0 4 B S A A e ] A0 (X R A B B 1 ) e BT A
JE 7 SCE R 43 8 AR R B I A4, ishi 25 A, (2010) JMo1Biol 397 :385-96 Fl[H br & F) 2
FFW009/08546 2+ BT I o A ST J2E Hh it 45 & B A AT /B cyno HLA-DRAGWR B 44 , I nl gt — 20
RAEFTIRIGIO BH PR v B , e B S h 43 B Fab, g R IE N &K TG FIT 2 5 A duik
1) LR B A4 R T AR T s SR £ R5,223,409.5,403,484.5,571,698.5,427,
908.5,580,717.5,969,108.6,172,197.5,885,793:6,521,404;6,544,731:6,555,313:6,
582,915%16,593,081

[0533] W4 R A 5B AR 3 G 45 A HLA-DRI A4 « A8 P B8 A4 R S B, 0 B i S
PEZ & ANHLA-DRI I, FE0ik th B = A I Re % 5 S B Judf s 4+ 45 A HLA-DRI i 4
[0534] G s Y 11 Bt Jir (40 i) 2% LA % B v B 0 AR 16 77 A ] AR AT & 3 B FoR i L 4 2
P AR SR BT o G % PR AT DA Al A B 1 STE AR 1 BUVR A (B A 41 i B AT L B B B
HEFRENYD) (1% 2 F T3040 » BB ] 7E BI04 P HH 2w B it 370 Ji B30 49 O R R A
SR

[0535]  fE-—RLsiji )y &b, ARk B A S 45 A HLA-DRIF) AR B 4 R 45 & A B BUER
SR

[0836] A8ty S, AR I FUAB L BURSS & v Boe 258 R PP

[0837] AR WY I S 1P 45 A HLA-DRIK) B As S PR A4 T TR 5 I oSURs S P A4, 12 8UFF
S PP A A 5 T A R PR B TR P o AT L A A B D7 R A R B B AR Y VLIX R/ BOVH
X 2 45 P 1 1 Tand Ab® 10t (B BR & FIA FFW01999 /571505 35 [ & FI A FF2011/
0206672) [ HL8ERURE 7 P, B TR0 &S i A T3 B L R15, 869,620 5 [ fr %)
ANFEW01995/15388 . [ Br 4 FIl 2 FFW01997 /147 1988 [ Fr 4 F1) A FFW02011/036460H i A
T L [ XURR S s RV,

[0538] AR B BRI VLIX FIT/BRVHIX , AT TRE s e SRS S e A Ko i, b i dk
B 25 A AR P SR SR AT o AT IE I 1  3X AR AR B R 2 [R) R CH3AH T AR FH ] 2% St 2 XUEE
FEPEFUAA, DT T 3E L RIT, 695,936 5 B BR L FI A FFW02004/111233 5 3£ [H & R A FF
2010/0015133; 3£ E £ FIAF2007/0287170 5 [F 5 & F A FW02008/119353 ; 3£ [H & F A F
2009/0182127 ; SEH £ F| A F12010/0286374 ; £ H % | A FF2011/0123532 ; [ i 4 F| 2 FF
W02011/131746 ; [H Bx & A FFW02011 /143545 ; B 35 [H] & F 2 F£2012/0149876 Fr ik ) 5 46
e ARTE AR P A

[0539] il , XURE S PR P A AT £E A 41 o 40 B B0 458 s T 71 07 207 AR - A8 T PR ERARR S
[FIUR — SRGUAA R CH3 X 1 I NASKE R RAL , I AL SR 2% AF T BH PR Mo A B S ME (R U 23R
U TE Bl AR e Ve e SR Al , TR AR Bl B L R A FFW02011/131746 R BRI 714 70
VP IR A o AERTIR T AR, W P R L e 1 A A TR A 7E CH3 B AL B AT (2 3 S+
TR RARRR E PRI SRS B 4 0 XSS HUAARTE A2 A BB X v (1) 2 I R A I B R A
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[R3E JF SR TR — RS B s AT Fab i 58 #  AL XURs e M di g iR B 261 s B AR ML AT PR
BB S 25 o AT FHR R B PR SRR 2- 32 2 e (2-MEA) IR A HE B (DTT) AR/ &
WEEE (DTE) BB HE K. = Q-FR 255 B (TCEP) LB AR AR50 JL 2. % , Al ade Ay | 2-
SRAHE 2 R MR EE AN = (2R 2.8 IR I B TR o 49, A AR R A5 AR F /D 25mM 2-
MEARAFAE S B D0 . 5nM BRI FEEE I AR 7E T, £E5-8IK pHH 4pHT7 . 0BLpHT . 4, % /120 °C
BET IR E 20905 .

[0540] W] AT XU VR UAR R 55— EBE A — F R 78 1 1 CH3 9848 FK409R AP 4051
[0541] W] 7F e A 25 A A R B K AR A VLIX RN/ BOVHIX B 55 A0 2245 S5 1 435 44 2 451 G XL m]
AR A E Bk 8 A (Dual Variable Domain Immunoglobulins,DVD) (HEBr & F| 2 HW02009/
134776) , BUEHE 2 Ph — RAGI DGR R B A AN FR PR PRSP I 454, 18 e A R hr
FEER JE B AR (E PR £ R A FFW02012/022811 . £ [ 4 F5,932, 448, 3£ FH £ F6, 833,
441) DVDSE A Kefidh , HoAm & B VI -3k - VH2-CHES MY S B AL A VL1 -4k -VL2-CL&5
PR R s B AR IR 1

[0542] R H R B AENTE 400

[0543] A% B it de (B AT 5 58 VHAIVL 7 B IR s S PR 45 S HLA-DRIG HU AR B O R 46 &
B, MR PR VHEH 55— 2 % H RS It IR VL 58 2 H RS . 2 % R v A B Ak
WAL IR (cDNA) , FF H Al 2208 AL DLFE @ I 1 2 Rk 08 IR AR A Frg AR .
[0544] A% B IE AR 4 AL A R BH JOAAR O VL AR 2 B AR A VL A 2 I AR i B BE B A
ARSI BB 2 B 2 % TR

[0545] AR HIRFRAE4RASSEQ 1D NO:56.57.58.59,137.138,139.140814 1 VHI 4 5
(1) 2 % .

[0546] AR B2 AEZRASSEQ 1D NO:60.61BL 1421 VLI 4 B 2% .

[0547] AR LML SRASSEQ ID NO:56.57.58.59.137.138.139. 1408141 [KIVHLA £ SEQ
ID NO:60.61B 142 VLI 2 B 1 2 - 1

[0548] A BRI AESRASSEQ 1D NO:84.85.86.87.96.97.98.99.149.150.151 15288
163 R 4 B ) 2 2R

[0549] AR B AL AESEQ 1D NO:88. 898K 1 54N & B 4 B I 2 A% 1% »

[0550] A% IR A SEQ ID NO:84.85.86.87.96.97.98.99.149.150.1511528%
153K DL K SEQ 1D NO: 88,898 1 54 ) KR4k 0 B I £ 1 1

[0551] A B HRAEALASEQ ID NO:79.80.81.82.83.90.91.92.93.94.95.100.101
102.103.121.143,144.145.146.147.148.155.156,157 158, 1598% 1 60[¥] 2 4% L & 7 51 (1]
BN Z IR

[0552]  Zhih AR S BH AR () VHAT / BRVLER L B JiL 45 6 i B B0AR J BH 70 4 1) B A A2 1
ZIZH R IT P Ge % A B0 2 — DN E A o E 1w 8 37 BUE R %I Tt o
VPIZ R 7 FAE T E =4 e rp 1 3808 2 3% H R 7] M eDNA.

[0553] AR EHICHRfE T A5 A B 1) 22 A% IR () B4R o G S A4 T DA SR 3044 o B
AR FH T RO B R AR I 34 5 T B (1) 3804 B3O APT HL e 0 T I8 A AT R BOR AR Kk
B B B 2 12 IR 51 N 25 58 AR AR Bt A% 1 S R 38 AR o 461 4, 4 W] A 20k 5 4 5 X2 )
Gt AR R B B A 1) R e ] AR X R/ B B T AR (X 1) 2 A% R il N SRR B A v B B AT/ B
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B T A v B A R BN ] ) R IR BUAA o 1A g AL G 03 3R B 1 B DNA - B ] 45 1 o 2
BIHALR G E BREE 1 2 IRRE I — DN B2 A RIEF AR 1 1K 06T BEF 31 o 6t 200t B B4 HE (5
SIEFS a8+ @, ARSI SRR 5 30 I8 oo R S &k 7P B AT
HRE, UAEH 515 T RB TN 18 TAMMBAHT SRS 45 & 2 U8 £ )5, 818 14
FREE T8 A U S KCERIA AT T, ik & A R4 & 1 2 % R R .

[0554]  fF—dLsifi )y b, HAML A SEQ 1D NO: 79K £ B R FISEQ 1D NO: 80/ £ % tF

178

[0555]  fF—Lsijfi )y b, AL A SEQ 1D NO: 81K £ K R MISEQ 1D NO:82[ £ 1% tF
178

[0556]  fF—LLsijfi )y b, HAML A SEQ 1D NO:83[K £ B R FISEQ 1D NO: 82/ £ 1% tF
[

[0557]  7E—Leszifi )y & rh , HAA A5 SEQ 1D NO: 121/ 2 B H B FISEQ 1D NO: 82/ £ #%
HER

[0558]  7E—Lbszii & rh, HAA A SEQ 1D NO: 1430 2 B H B FISEQ 1D NO: 82f £ #%
HER

[0559]  7E—Lbszifi )y & rh , HAA A SEQ 1D NO: 1440 2 B H B FISEQ 1D NO: 82/ £ #%
HER

[0560]  7¢—Lbszifi )y & rf , HAA A 5 SEQ 1D NO: 1450 2 B H B FISEQ 1D NO: 82/ £ #%
HER

[0561]  fE—dbsijfi )5 b, HAM A SEQ 1D NO: 146/ £ B BE FISEQ 1D NO: 14811 %1%
HER

[0562]  7E—Lbszifi 5 &rp , HAA A SEQ 1D NO: 147THI 2 B H B FISEQ 1D NO: 82/ £ #%
HER

[0563] ek () R AK BUAAR I AT DA AE T 32 AR A4 1 D 18 25k DR B 32 B (0 ARDNA R — 8
Ay REATE IR, RIEBAE O EFIRIL, WA R T ER M HERIUE NIRRT
M RIBERPUMEECT B R DU, AMEX AR AL, 7 B DNAF B () 240 gk A7 A6 I o

[0564] & Jo )5 M 3R o A e AR U E SN - O T AE EAZ A R Ak R TR
B AR R FE AN /B B e R 1 R DR A B AU SR oA < AR R L R0 B S B))
5 PRS2 s RN S B0 s R SHSVA0 SR Bl 0 S R KK I A o
FFAER) JA BT s /DR & BRI B - TR 3h 7 B S B 2 AR AL 2V e PR a3 0 FR0d 24 1
BN A B AEAR U AR N R AR A

[0565] w7~ ) P 3044 N 401 : pBs wphagescript.PsiX174.pBluescript SK.pBs
KS.pNH8a .pNH16a.pNH18a.pNH46a (Stratagene,La Jolla,Calif.,USA) ;pTrc99A.pKK223-
3.pKK233-3.pDR540FIpRIT5 (Pharmacia,Uppsala,Sweden)  H.A% : pWLneopSV2cat p0G44.
PXR1.pSG (Stratagene) .pSVK3.pBPV.pMSGHIpSVL (Pharmacia) -pEE6.4 (Lonza) fIpEE12. 4
(Lonza) .

[0566] A WAL HR AL —Fi g - 40, HoA 5 AR R I — A B 2 AN Ak . “1E E A 2 4R
O I NBUR I 40 o SLZFRAE , ARETE FAMAN B R R E B0 FARA ML, i 45 S 40 e (1)
T, IF HAR R e AR NPT ™ A IR e A R U B T RATECE T IR, 78 )5
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AR AT R A A i, DR I Bl A ] SRR A AN [ AR B RE TR A ST R ARE “76 32
YH” BIYE R N o HESETE R A rT DU EAZ AN L JSAZ AN AL L AN B B A SR A T R
AR 7~ 2 K AF B (Escherichia coli) HAFEJE (bacilli) i WAL EF AT E
(Bacillus subtilis) ' EBmMEF (enterobacteriaceae) & WY ] IK
(Salmonella) VP& IKHE (Serratia) PL L& P R MU J& (Pseudomonas) ##f  HAth A4
T W R T] TR 18 T B & (Saccharomyces) (W1, BRIEEERE (S. Cerevisiae)) FIEESR
T £} (Pichia) f2& Arid i TR 4RI 1 o s 9 VE B AZ 1 R 4 vl DL IR AL 30 B e
SR E SR VR I FL BN e 3 A 0 4 T PR R VR A 4 B AR v 0 R R B
AL R, W aSP2/0 (35 E L R 5532 £7 9 P o0y (ATCC) ,Manassas, VA, CRL-1581) NSO (KX
PNZH B 32 R g8 O (ECACC) ,Salisbury,Wiltshire,UK,ECACC No.85110503) \FO (ATCC
CRL-1646) F1Ag653 (ATCC CRL-1580) b 40N 5 o — Pl 5 PR N B #8840 i 2 42 U266 (ATTC
CRL-TIB-196) . H-'&m] IR 4H i SR FEATAE B G0 bR RS (CHO) 20 i 1) IS e 4 i 5%, 15 T
CHOK1SV (Lonza Biologics,Walkersville,MD) . Potelligent™ CHOK2SV (Lonza) CHO-K1

(ATCC CRL-61) BY¢DG44,

[0567] A WAL FR AL — Bl & A K I HUAR B IR 455 BRI 5 v i i BFE £ RIS
PRI 264 D B R A B (1) 1 4R ME , FF H IS rE 32 40 M ™ A I P o il w8 A 1 e 4l
A 712 AR BN o — B A R (WA AEE A 7 20 Ja, & duis H =R
A ERANERBE N /B BE L BICGE B P i B o VEA/ BV, W DAAR AR bR P AT Al Ak,
ALFE IR IR FL DT UE o M AT A JZ A i L RO €43 (HPLC) A4k B L Uk 56 55 (0
generally Scopes,Protein Purification (Springer-Verlag,N.Y., (1982)) .52\ & ik
AT LA AR bR S (1, 0, 2 /0 2580 % 4285 % 4hiiF . B /0 2985 % 290 % 4iiF & £190%
$95% A BUE 22998 % 299 %6 A, BUE T INAi, B0, AS S S B, v 2 e T
RS RE UR Z AMR K 5

[0568] AN B ads i £ — i i & A R W 1) e e MR 45 A HLA- DRI HUAAR B A SR 45 6 i BRI

T AL
(0569 ¥R VI B % R HF B R R P IO VLI 85 — % TP R 51\
i,

[0570]  FRAHAREEAL1E T 40 5

[0571]  FEAEVLAVHRIEFF TR AT T, F518 T AE B R e AT 55 9% DA &
[0572] M =4 i i 57 B v (RIS A

(05731 FIAS FHARAE 53+ AN 75 154G S i A B R 4R 8 VHER VT3 B 22 1% 1R 45 5 B %%
P oA NI 7 VR S TG £ AN iR EE Ak (B 9% (AR IR Rtk

[0574]  ZyMel 59/ H

[0575] A B ERAHAD & AR B (M SR BB IR 45 A Fr BE DA 20 2 b nl 252 I BUAR K 24
WG 5UiGIT T ST S v AR R I B Gl & A2 A &Y ZAMA S A A
R PR N2 2 b AT 52 (3 6 T 2 » R S Fe A R B A 5 2 — it A
(10 65 e 1) A2 700 TR T SR SR LA o S 2 A mT DA A, 8 S 7K R il B 58 SR T 9
S KE D I A R BRSO T 2R L 4, T A
0.4% $hK 0. 3% H IR X L IFBUE T G, - HIE 5 A S BR . e AT ml it sn i &
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MUK E A (] it 98) #EAT KT SV rl R TR 254 2577 Bl 52 108 B ot , DA
AR ISR A A8 G pHAJE 7 R0 b 551 91 SRR 7R T SRR A RIS L A SR 2 il 7
H AR BRSO R S5 & v BURIR BERT M AZ E E v H/ T £90.5% , 1l B & /021 9% |
% 15158820 % oAz, H AT AR 4 rde £ 00 HAR T FH U7 3, = 2 T e /s &= AR AR AR ORG
LATESEAE L EANED W, NS B &) 78N IS & 58P0 i 55 A2 45 20
Remington:The Science and Practice of Pharmacy,#21k%,Troy,D.B.Zm%5,Lipincott
Williams and Wilkins,Philadelphia,PA 2006, 35%4% ,Pharmaceutical
Manufacturing, 55691-109271 (575 2 W.55958-989 1) HH A ik .

[0576] T A& B HU AR B U IR 456 B BRG o7 1 FH a8 () e A A 2UmT DL R i i
K EIE FRARAT A G, 18 a0 B B At 90 30 35 A VLRI S BRI K P B TS
A8, R L (1 s s B A I N B ) o AT 70 B VAR K AR R S R T 2
s DA RS AR ST EANZEE VB ER & VIR s B RN TR R AR (1) A AT 2
(i H ey 2o Al ] A AR U7 SR IR fURE S PR A A B A SORE N BN VR
WVBCE N EN RIEN NN RE N SN EE N BNV OIER BN B
PO P IR S B S PN S BT BB P I P B N BN AR P B A TR L
W FE N ILE AN VBB RN BE B DR S T BN B IR .

[0577] A BRI HiAR B H B IR 45 5 i BRI AR ] 0 PR e 458 Bl FH 45 52 303, 491 i i
FRBKIA (v ) B B AL QS A AR I U7 2C L DAOLIAI A 07 R Bz 1 U7 sRE iR e O =X
A LR B11 543 b L 3043t 604 4h L 9044 L 12043 L 18043 B ER 24043 BT Y L B L/ L 278
3/INEF 47N S BZNEE L6 /INEE L T/INESF S 8ZINE L 9/NIE L LO/NEE L TL/INIF ERCL 270N P 45T A IR P A
TEo

[0578] ] 32l 245 T 1 55 B 2 LA G2 A 22 /D3R 40 Mt 1k L BCFR BT IEAE VR T 5w (IR
HWE”) ,IF HAR A H0.005mg/ kg & £1100mg/ ke , B 7120 . 05mg/ kg & £130mg/ kg , B4
5mg/kg & £)25mg/ kg , B £)4mg kg , #18mg/kg , #116mg/kgBL £ 24mg / kg , B 5| {14 Img / kg -
2mg/kg.3mg/kg.4mg/kg.bmg/kg.6mg/kg.7mg/kg.8mg/kg.9mg/kgi10mg/ kg, {HA] HF #H
51, W4 15mg / kg 16mg/kg . 17mg/ kg 18mg/ kg 19mg/kg.20mg/kg.21mg/kg.22mg/kg .
23mg/kg+24mg/kg  25mg/kg 30mg/ kg 40mg/kg.50mg/kg .60mg/kg-70mg/kg80mg/kg .90mg/
kgE 100mg/kg .

[05791  thw] BA%A T [ 5 f) 847 55 &, 5 2150mg » 100mg « 200mg  500mg 1% 1000mg , B & 7 &
AT B R R A, 41 500mg /m” . 400mg /m” . 300mg /m” . 250mg /m” . 200mg /m“B 1 00mg /m”
AL FH AT URISIR 2 8] (BT, 1243456 TBL8IR) [ 7 &k iA 7 B (H AT 4 F9.
10411.12.13.14.15.16 171819208 LK (177 &

[0580]  F[AE—R.BR.ZR YRR ANK A WEEZE—AH A S
FRA H EZA HUA BB H L SAS HECE A [A) 2 5 =5 A K I ) Sk s 4t
JR 456 B o AT DL E SR 7 ik A, 44 BRAR M it T — A o 7 550t R Dy A () 7] & A [ 77
S, AR SR I AR B AR B SR 4 5 v BT I i bk A B LA Smg / kg B B 16mg/
kg 4% — J&] ¥ ) 7] 1) B e I8 JA , 255 LA 8mg / kg B LA 1 6mg / kg 4% B5 R Jil — I ¥ 75 X it FH 16
JE, %5 )5 LA 8mg / kg B PA 16mg / kg #4 B: P J— ¢ (14 77 2t FH o

[0581] 44, A B M PUAR BRI 5 45 & v B AT BB T P G 5 851 .2.3.4.5.6.7.8.9,
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10.11.12.13.14.15.16.17.18.19.20.21.22.23.24.25.26.27.28.29.30.31.32.33.34.
35363738 39B40 R TR & D, B Sy, £551.2.3.4.5.6.7.8.9.10. 11,12,
13.14.15.16 171819820 Ja o () 22 /b — ] , BUHAT AT A&, 4 P B R BB B624 12,
8.6 4B 2/ NN — IR 1) 43k A EECHATATH 5, LL£90. 1-100mg /kg I & AF o H I =3 4t , 1#%
710.5mg/kg.0.9mg/kg-1.0mg/kg-1.1mg/kg.1.5mg/kg.2mg/kg3mg/keg4mg/kg.5mg/kg
6mg/kg.7mg/kg.8mg/kg.9mg/kg.10mg/kg.11mg/kg.12mg/kg.13mg/kg14mg/kg.15mg/kg.
16mg/kg.17mg/kg18mg/kg.19mg/kg.20mg/kg.21mg/kg-22mg/kg23mg/kg . 24mg/kg25mg/
kg.26mg/kg.27mg/kg.28mg/ kg 29mg/kg30mg/kg.40mg/kg.45mg/kg.50mg/kg.60mg/kg .
70mg/kg80mg/kg90mg/kgB 100mg kg /K o

10582) A ) OB H TR LA IR A B T BB PG A, WA T 2 1 5 9 e i
PSS A1/ BRCRE SR AER A AE o

10831 2 Wt BRI LI A BT R T- e , 8 T2 B0 A A B
5 o I AR AR UE S0 8 ;A 2 3 i 004 %0, BTSRRI R AR SR
f0584]  JrikAUfHi

[0585] Ak IR TUARER BT IR 45 & Fr B R AT AEAR A A N #EAT 1217, BL SR 7 AR (Y
FH 3 o 49120, A R B B 044 ] il FH T A4 0 B30 A 15 57 1 A0, B0 vy T IR 32l 2, TR
A/ BAS Wr - A9 » T AMHLA-DR—4 A0 » A1 H B G B R BRI HLA-DRIS Ji R
[0586] Ak BiLFR A —Fhify T B IR HLA-DRA N 3 B i 1) 5 1%, A 4% B 2 ARy HLA-DR
S P ) B ) [ ohof HCAT 75 () 523 2 il G 7 RS R A K I )RR S PP 45 S HLA-DR
AR R 456 B

[0587] AU L FR fit— FhFHBTHLA-DRA N 3 B B I 5 i, 45 BA 2 LAV HLA-DRA M 3 (Y
S P IS i) [ 0 HAT 75 2 1 52 1038 1 FH VR 77 RO 0 AR A BH B9 e 1Pk 45 -5 HLA-DRAY 47144
BB RSA FB

[0588]  7E—LbsLii )y ZEHh, HLA-DRA R B A& 1 B S 00

[0589]  7E—LbsLii )y ZErh, [ B F B IR A S K

[0590]  7E— BB S 7y S, 51 AR AR 4AFE IS R IR PR IS R VAR BRI R Lk
FrRIRER B AE VIR B A AT 28 VBRI IR 5 2

[0591]  fE—SLsLyifi Ty S, A B S o & 4 B U AR R PSS 4

[0592]  7E—SLsLyifi )y S, 3 B S S 2 45 E KW

[0593]  fE—SLSLi )y S, B B GBI A M AR IR IR %

[0594]  fE— oSy b, B B S o it EAEILE 77

[0595]  fE—SLsLifi )y S, B B S i & 2 K PEREALAE .

[0596]  fE—MesLif Ty b, B B S B e AR o

[0597]  7E—2sLyifi )y &, I e RGTELLHEIRIE (SLE) BUR R AL L BEARIE (CLE) o

[0598]  FE-—dLsLiti )y b, 2k A TRIETEE K.

(05991 fE—MesCi Ty &b, B B S B i | R SR o

[0600]  7E—LLSLifE )y S, B B G B AT R VR o

(06011 fE—BesLifi )y S b, YW 7 % BRI .

[0602]  7E—SLs2ifi )y S, RVENGA /& 5t TR A i %

49



CN 108713027 A iﬁ, EH :I:S 42/101 BT

[0603] A& BHIEFR AL —FPyA T HLA-DRBIAHSR I B B S B i 77 ik, B FE LR LAY H
B G5 B9 (1) B 1) 1) % LA 75 B 52303 il VR T A S I Ak R ) 5 5 PR 45 A HLA-DR
PR E bR 455 F B

[0604]  ZR K BHIE IR AL — PP FRBH HLA-DRBIAHZR H) B & % i ik, AR LA 2 LAFIRT B
B G5 5095 (1) B 1) [ % AT 75 B 52303 i VR 7 A S I Ak B ) 5 7 R 45 A HLA-DR
PR E bR 456 h B

[0605]  fE—SLSLjfi )y b, H B S B m e KRR IS % - RAPEA R R PRI
¥ I WA R B A8 BREIILTE 77 2 R AR IR B L 2R AR PR

[0606] A% B SR AL — Bl il BT Ak B 5 P50 S B 1 U7 1%, AR DL @ LA BT 4 B
BB G0 R TR 7] ) o0 H A 75 2 523 T F A R BH 1 e 5 R 45 S HLA-DRIG i
BB RS A B

[0607] A% BH IR HEAE— AR ST HLA-DRBLAH 3 0 H & o0& B0m 10 77 v B4R LU LR T
HLA-DRBLAHIC K] ) B e 2 5 9 (40 B ) 1) o H AT 75 B0 326 3 it YR 97 A U E A & 7 )
JNSEQ ID NO:39.42.46.50.52F154f#/HCDR1 . HCDR2 HCDR3 LCDR1 . LCDR2 FLCDR3 [ 4 5 11k
S5 G HLA-DRI A B LR 455 B

[0608]  7F—ULsLji )y 2, HiARAL A SEQ ID NO: 56/ VHAISEQ ID NO: 60/ VL.

[0609]  ZR % BH IR HEAE— Fia S HLA-DRB1AH 3 1 H & 0% 20w 10 77 v, 4 LU 2 LR T
HLA-DRBLAH I IR 1 B Fe 2 5 o 140 B[] 1) o H A 75 B 1) 326 3 it VR 97 A U E A 2 0 )
JNSEQ ID NO:40.43.47.51.53 155/ HCDR1 .HCDR2HCDR3LCDR1 . LCDR2FLCDR3 {4 5 11k
S5 G HLA-DRIJ A B TR 455 B

[0610]  fE-—MLsjfi 7 2, B4R £ SEQ ID NO: 57/ VHAISEQ ID NO:61f#VL,

[0611] R IR HEAE— Fia S HLA-DRBUAH R 18 H & G0 20w 10 75 v, B4 LU 2 LR T
HLA-DRB1AH IS K 1 B Fe % o (40 A i) 1) %o H A 75 B ) 3260 3 it YR 7 & A 25 0 )
JNSEQ ID NO:41.44.48.51.53 155/ HCDR1HCDR2HCDR3LCDR1 . LCDR2FANLCDR3 [ 4 5 11k
A HLA-DRIJPFUAB LR 45 5 7 B

[0612]  #F—8sjfir &rh , FiAkA 5 SEQ 1D NO:58KIVHAISEQ ID NO:61fIVL,

[0613] % BH IR &AL — Fia S HLA-DRBUAH 1 H & G0 20w 10 75 v, B4 LU 2 LR T
HLA-DRBIAH I B Ho 2 < o 1) I 1] (a0 H AT 75 B0 523038 it VG 97 A A= AL 2 49 i)
JNSEQ ID NO:41.45.49.51.53 155/ HCDR1 HCDR2HCDR3LCDR1 . LCDR2FILCDR3 [ 4 5 12k
A HLA-DRIPFUAB IR 45 5 B

[0614]  YE—U852jE 5 b, FUARAL A SEQ 1D NO: 59 VHAISEQ 1D NO: 61/ VL,

[0615] AR BHIE $R A — Py T 7 R ISHLA-DRIV MR (1) 77 v2: , B4 DL 2 BLYR Y7 R IASHLA-DRIY
JIf e (4] I T i) o G A 75 B 32 303 Tt VR 97 A 3R B 405 22 2 I 25 2 R A R W P R
HiR 46 R B

[0616]  {E—LLsLjifiJr S, FIAHLA-DRIC R A& IR M IR

[0617]  HE— L5 J7 S rh , M % PR FrlRe A BN B =l 22 A7 S bk E2 8 . B4 B bk £ 089 . B4 Jig
SIS PR I AR AR R L AT U R R A 1 s L = MR R YR O I L T4
TRE IR L T AF 2 A7 S ybh g 12 PR BE M (3 T0999 02 PR E2 P (9 L5 « 28 PR P (9 L 9 B
SR ERAZ AN MR P (AMoL) .

50



CN 108713027 A iﬁ, EH :I:S 43/101 BT

[0618]  7E—LLsLiiJy 2, FEIAHLA-DRIF R A& B B o

[0619] £ oSl 7y 52, FRIAHLA-DRIF) T /2 BN L .

[0620]  fF—MEsLjfiJy S, RIKHLA-DRIK IR =& 45 W BN

[0621]  7E—L8sLi Jy 2, FIAHLA-DRIV MR A& By AR o

[0622]  7£—2LSCfE Ty S , RAKHLA-DRIK) fivR 2 5 5 o

[0623]  fE—LLsifi )y S , FRAKHLA-DRAY IR 2 B 0

[0624]  AE—LUsCjii 7 S, 2R AR5 W Wk B B UL FLIR B 2L e

[0625] L HAIAHLA-DRFE A IX By hE P (Z W WiDiaoZE A, Int J Clin Exp Pathol
2015;8 (5) :5483-90;Rangel % A ,Cancer Biol ther 2004;3 (10) :1021-7;CabreraZt A,
Scand J Immunol 1995;41:398-406;Matsushita®f A ,Cancer Sci 2005;97 (1) :57-63;
TriebZE A ,Pathol res Practices 1998;194:679-684) .

[0626]  AFRIGITHHLAS I B B S 5 008 A1/ BOREE ) A I B s S P 45 5 HLA-DR
PR BC R BT R 45 & 7 B 1R A AR Pl AR AE I A HOR R € o 9 2, AR Al A4 Ak
I A 75 B 1 78 B R BV [ o AR b, W ORI E B S B e 1 T 90 TS AR B A
PEICHT %% B E I A R I 4 5 PE 45 A HLA-DRI SR B B R 45 A B 7 & el ik g AR
ST CL BN TR AH S B AR A it R 5 PR 45 A HLA-DRIG B A Sk i 2 o 0 AR K A R0 B e
A AU A B AR N SR HE 0 2 MR Z 25 & (010, 2l e AR TS SRAAE - IR =
FEARRIO ST BCIRBI B0 i S RER SR AR | S B IR A DA RCBOR N 52 8 A0 He At
PRI 2% o 72 1l 791 v ASp A58 FH B0 RS 0 7 Bt o Bk T 25 24 4 DA S )™ AR R, O LI
P = AR A AREAS SR B R DU Uk o A R n] R ok B A4 A B Sh PR AL I & Y
FREE M 7 i 2 KA o AT AT FH AR ST I AR A R AT AT — A SR A S B AR ) D o
HO= .

[0627]  HREVRYT

[0628] A B U7 v 4 S VR 45 S HLA-DRAY SR B R 455 BT BL 5 88 Ry A
A A AR B2 0

[0629] AU B 45 5 PSS S HLA-DRIHUR B SR 45 & Bo] AR E M TE 5%
PR TV IR & T H S PIrik 7 V2 A 48 2 R m] TR 97 B B S e o (B0 i A B G A fe
FHED) B AEARTR BRI E H 5 o LSS TR ANG ST R A SRR BT ARG T (9 an 7l
ARG GETIERAR FRIR IR A ML B AR 25 B oR i A8 s B R i T
ARES B REESE) VBT Q0SS BT AN AR SR B B TR VR TR VRN TR L
TV R R 29077 3 (il , T30 97 S IR0 fanadd B e e P iz 8 R 2 iz
() R R S VAT B A% B v B B A T

[0630] &5 a7 7 R] g B T 2SI B L FrOIE 24y S B AT 7 B P 24 ) S B L 8 5 71
[0631]  FE—Lesgifi )y S8, 85 W7 MR Ik JBML VIR e AT . K JE JE «deflazcort JF2Ak
S (TS | F 2N PRI i L 22 B W I Sl OIMF) B R 0 P 3 2 R AOKr
50 355 % R Rituxan® ) BRI Benlysta® ) .

[0632]  FE—LESZE Jy S b, 55 IR YT A B S L AR S A K 5T R 25 (NSATD) /K41
b WIS e | A M ER PR 2 L S SR A 2 R T R R TT R VAT R A i
(FK506 ; ProGrafrM) &My 5 g 14 2 3 w) (IHE2) i SAOR I 2 R UK e J2
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malononitriloamideZ &AM & ffh 2« 2 i fh 2 A AL PT | il 22 75 0 A5 At oK A
fluocinole I BETRES & 2K R 25 (FR N5-ASAIR )  ZE k5 & WA SR KIT
JEPR fenprofen FLL I 25 AIESF B 55 R A T TR Eh (meclofamate) \RIEEH . ZE T £
B 2535 AR R TR (ILL 2 BE L B AR KR ER L D5 ROK SR T BERR R A - 445
PL-TNFadifh % K F# ( REMICADE® ) | KFIA H41( SIMPONI® ) RIFT 15 A 5 471
( HUMIRA® ) V0B Rm He A , okl B e

[0633] YR JT AR BURAR] 8 AR R AT VAL, 01 eh 32 B KB 7 52 5Bt (American College
of Rheumatology) FrfE /B XGE 7 B 542> (European League ofRheumatism) FnifE . B T
] H e bt s SR W R e B2 BTl » 2 W TP el sonZE A (1995) Arthritis Rheum.38:727-
35flvan GestelZE A (1996) Arthritis Rheum.39:34-40,

[0634] A B e 7 1 45 G HLA-DRIJ TR B L R 45 A i BB E A R AR 2 70
e 1 45 A HLA-DRI SR B IR 45 6 v BEnT SR A R Re s i (a0 A TR 7 vk
R BRI B A A

[0635] 12T FHa At &

[0636] 5l &

[0637] A J B ICH L — Fh AL & AR B (19 45 S M 45 A HLA-DRI SR B B 5 45 6 v Be i)
vl

[0638] a7 & ] TR Y7 kIt AR 2R &

[0639] 551 & vl FH TA B AE A H HLA-DRIFJAZAE

[0640]  fF-—2Lsija Ty S, R G B AN R R M SR B B R 45 6 F BORT T4 oA
R0 7| ] S e et I 2 O = NS o¥ B R ST S P o | I R T R S D 11N
B A T SR S R0 BOG 7 R A B e 7 sUBRBER SR S B A s
T & it PR 26 B B IL M RE s 2525 T2 I A4 s DA B 1a) 3260 2 e FH I 2% B B L
‘EMEL

[0641]  fE—2LSija 7y 2 rp , AR S A S AE AR A P A R B SR B IR 456 BORnal 7l
A UL

[0642]  fE—LEsji Ty S, WS I PR AR T .

[0643]  FE—dLsijfi 5 Zrp , WS &S A SEQ 1D NO:56[1VHAISEQ 1D NO: 60/ VLI HF
S PR A HLA-DRIG PR B LI R 456 Fr B

[0644]  7F—dLsgjfi 7 b A& S A SEQ 1D NO:57[HIVHAISEQ ID NO: 611 VLI 4
SRS A HLA-DRIG PR B LR 456 Fr B .

[0645]  7E—SLspjfi &b, WSS S A SEQ 1D NO: 58I VHAISEQ 1D NO: 61 VLI
S PELE A HLA-DRIG LR B LA R 45 5 1 B

[0646]  7E—SLspjfi &b, WA S S A SEQ 1D NO: 59 VHFISEQ 1D NO: 61/ VLK
S PELE A HLA-DRIG FUAR B LA R 45 5 1 B

[0647]  FE—SLszfifi 5 B, il A& A S-S SEQ 1D NO: 137 VHAISEQ 1D NO: 61/ VLK
5 S 25 A HLA-DRI FU AR B P R 45 5 B

[0648]  FE— szt 5 Z b, il & A S & A SEQ 1D NO: 138/ VHAISEQ 1D NO: 61 VLK
5 S 25 A HLA-DRI FU AR B H i IR 45 & B
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[0649]  7F—Lszifa )y &b, WA & 5 54 SEQ 1D NO: 139f\ VHFISEQ D NO:61 VL
F5 5 45 A HLA-DRIG IR T B R 45 & B

[0650]  7F—desijifi iy &, WA &AL A SEQ ID NO: 140f VHFISEQ 1D NO: 142f4VLI)
R 45 A HLA-DRIG IR T P R 45 & B

[0651]  7E—Leszifa 7 &b, WA & 5 54 SEQ 1D NO: 141 VHFISEQ ID NO:61 VL
F5 5 S5 A HLA-DRIG AT B R 45 & B

[0652]  # JIHLA-DRIF /7 ¥

[0653] A%k BB HR AL T — ik JUAE A hHLA-DRIK 7738 , 3%  SRAGRE A  fF RE A 5 A K B
(1) 7 R 45 A HLA-DRIG B AR B B R 45 6 i Bcdesih, 3 ELARS -5 A2 A U HLA-DRES A 1 31
1

[0654]  AE—LLsLyif 77 S, FEAS AT SRR T RV LV - TS IR e 7 7K 7 P 40
T PR e 20 i A2 2345 & 1 2 e (R I B 40 ) 2023 (0 an T AR DB 1 g 20 23 75 A4
LT, AFEAE TR AL ) (AL 2R 2 &

[06551 W {i FH 0 40110 5 126 0 45 A HLA-DRIK) AR & B () oAk R L U R 45 & A B o o B 1 T
ALFRE DO C UL 22 R PR  BUSS PR C B AR e B, B0 1 5 TR I 34 (G
WA R SR A AREE) B BIA R B M H ik b R B AR AR 4 4T L Tn-DOTA
-2 2,0 =R L 28R (DTPA) BRIk ALY o P T BRI A B FLAE TP R A&
B2 (HISHRZF) 07 we Ju k16 5 Je k) L 2 G ER Je Rk e Zu okt | JEme Jurt L 2T B gy k) A
Alexafluor® 44kt

[0656] A J BB AR T FH -T2 Al 5 AR DA% A Hh (1 HLA-DR o 735 481 14 (149 00 52 Sy 8 1 o B
TR BT G0 DU 5 36 TH) 25 B IR 1 LR L SR LTE ST BT L s T B A R RO
(ECL) 4% W58 S i Al S0 2 0 BOE 4 e 4 3%% (FACS) BRELTSAMIE

[0657] AR EH H B SLi )y &

[0658] "N SCHRHEAS SCRAR ) 23 Y RIRIE T A W R B Seiti T 58 o B S0 5
ARSI T (0 5 Y AE R IR A A Y B S e 5 58 BRI AR 9 B T AT IR S8 HL B 4 5 (R SE T Ty

FHE—E

[0659] 1) — b S Pk 445 A HLA-DRAG 43 B8 A 44 , 493 HLA-DRa 8% FTHLA-DRB%4 .

[0660]  2) MREEACH)EE R 1 BT iR ) sk, H A HLA-DRZHLA-DR4

[0661]  3) HRHEAUR R 2k (g 44k , Hoh iR HLA-DRaBE45 57 SEQ 1D NO: 13[( & LR 7
B, 3 LR HLA-DRBEE AL 5 SEQ 1D NO: 4R LM FE 51

[0662]  4) MRHRACR R 1 BRI sk, H A HLA-DRZHLA-DR1 o

[0663]  5) R HEBURI R AP K $i44 , Hoh FriAHLA-DRaBE 675 SEQ 1D NO: I3[\ & 58 7
B, 3 H R HLA-DRBEE L5 SEQ 1D NO: 15[ MR FE 5 o

[0664]  6) MRHEAUHN LR 1-5H A —TUET IR ) fufd , Horp Bk $iid s = 15 3 B4 T2 1 fe
7o

[0665] 7)) KEHEASUR) EE SR 6 BT 3 i 4044, b 9 Ol i A5 A o7 o 400 e A 00 A 47 JR ot 4
(PBMC) #£AXH1 CD37CD20 " B & (V4% / B8 BAH ML (1) SR I 52

[0666]  8) HRHEAURIEE R 1-THAT— T R I B , o v Brid S 4 sk = 175 ‘5 B4H B BT L1 R
e
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[0667]  9) MRHEAUHNELRT Frak (¥ Frudd , He v Birak B4H G 1) B8 1 38 458 A i =040 B AR I & N
PBMCAE A H1CD3™CD20" B £ 11 VY /B8 BT I AUER U 72

[0668]  10) HRAEAURIE R 1k i Fudd , HoHLA-DREL & HL 25847

[0669]  11) FRAZBCHIZL R 10 ol [ Hi 44 , He v Bk A 5230 67 40,455 24 F5 18 /7 31 QKRAA (SEQ
ID NO:66) .QRRAA (SEQ ID NO:67) .B{RRRAA (SEQ ID NO:68) .

[0670]  12) RIEACHILE R 10EL L1 FraR () fud , Horb pirad 3 =238 47 B 24 B2 182 17 31 QKRAA (SEQ
ID NO:66) \QRRAA (SEQ ID NO:67) .B{RRRAA (SEQ ID NO:68) ZH i -

[0671]  13) WRIEACRE R 1-12FAF— B pr iR ) fidhk , P HLA-DREIKE &

[0672]  14) ARYEBUCRIZLR 13 FTIA B HiA4 , Hodb Birad [P 2 I IR 82 1 TT (SEQ 1D NO:69) | it
% (SEQ ID NO:70) \NY-ESO1 (SEQ ID NO:71) BRI % (SEQ ID NO:72) ik B

[0673]  15) ARAEAUHI LR 138 1AFT A Jufh , Horp ik JIREL & SEQ 1D NO:7.8.9.108¢11
W RIEBRIT

[0674]  16) ARIEACHNEZL R 13-15HF— T prak () udd , b Brdk IKEHSEQ 1D NO:7.8.9.10
ERRE=E- T

[0675]  17) WRAEACHE R 1-16 P AE— T pT IR () Hidds , Horp Bk Sk 6 T40 He s AL o

[0676]  18) MRAE AL M EL R 1-17H £ — T BT ks (1K) odds , Hevb 58 A St 461 4 o B ads (49 900 5 5 B
PUAELAEANCDA TEH -5 M FRIE ANHLA-DRA [ 4% BL DK B4 40 3 (1A 9 41 e (1) e 5 52 4 Hh DA
Lig/m1 FR3 B 4T 22 /230 % FICDAT T4 a3 51

[0677]  19) RIEACHNEL R 1- 18 (£ — Tk K44, 405 43 PN SEQ ID NO:73.74H175[K]
FERE T AMREX 12513 (HCDR1 \HCDR2AITHCDR3) .

[0678]  20) ARIEACHNE R 1- 18 (£ — Tk K144, 405 43 HINSEQ ID NO: 76,7778
RBE T AMREX 12513 (LCDR1 . LCDR2AILCDR3) .

[0679]  21) MRABEHAZ R 1-20 P AF— T IR () Hi44, £9. 27 SEQ 1D NO:56.57.58EL59 ] H
AR IX (VH) 1 BF & RUHCDR 1 JHCDR2 FTHCDRS , H: 1 B AR HCDR1 < BT iR HCDR2 1 BT IR HCDR3 o
Kabat.IMGTEChothia®E X .

[0680]  22) HEABAHIE R 1-21 FAF— Tk (47044, £9. 27 SEQ 1D NO: 60846 1 1) 48 n] A%
[X (VL) o Jr & HILCDR1 . LCDR2AILCDR3, Hoft iR LCDR1 \ FIr IR LCDR2 AT A LCDR3 FHKabat |
IMGTE . ChothiafE Y.

[0681]  23) AR ZER 1229 AE—THFTIA B Bidd , 75 SEQ 1D NO: 39,4084 1HCDR1
[0682]  24) RHIEHCHI LR 1-23 9 A — TPk ) Hiddk, €5 SEQ 1D NO:42.43.448(45()
HCDR2.

[0683]  25) MRHEHCHI LK 1-24 A — TPk ) Hidk, €5 SEQ 1D NO:46.47.488149()
HCDR3.

[0684]  26) FRAEAHNE R 1-25M A — Ik 1) Hidg , 4057 SEQ 1D NO: 50851 LCDR1 .
[0685]  27) FRAEAUHNE R 1-26 HH A — Ik 1 A, 40 57 SEQ 1D NO: 52853 LCDR2.
[0686]  28) FRHFEAUHNEE R 1-27 HH A — Ik 1 A, A0 57 SEQ 1D NO: 54855[% LCDR3.
[0687]  29) MRIEACR) LR 1-28H T — T Frid K udd , £ 543 78 SEQ 1D NO:39.42F1461)
HCDR1 \HCDR2 . HCDR3 , LA A2 43 5 SEQ 1D NO:50.52F154 /4 LCDR1 . LCDR2AILCDR3

[0688]  30) MR £ R 1-28 AT — I pr IR (1) fudds , 0. 75
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[0689] @) T %I f¥JHCDR1 . HCDR2 HCDR3:

[0690] i) 4% %I9SEQ 1D NO:40.43F047

[06911  ii) 4% NSEQ ID NO:41.44F148; 8%

[0692]  iii) 45 HSEQ ID NO:41.45F149; LA}z

[0693]  b) 43 HIASEQ ID NO:51.53F155/)LCDRT . LCDR2FILCDR3,

[0694]  31) #R¥E AL AN E SR 30 BT iA 1K 044 , 5 93 A NSEQ 1D NO:40.43.47.51.53F155[1]
HCDR1 HCDR2 . HCDR3.LCDR1 . LCDR2FILCDR3

[0695]  32) ¥R P AUHE R 30 FT ik 44, £ 55 4 B NSEQ 1D NO:41.44.48.51.53F155H]
HCDR1 HCDR2 . HCDR3.LCDR1 . LCDR2FILCDR3

[0696]  33) R AL A E SR 30 BT IA 1K 44 , 5 93 A NSEQ 1D NO:41.45.49.51.53F155[1]
HCDR1 . HCDR2 . HCDR3.LCDR1 . LCDR2FILCDR3

[0697]  34) MR4E AR ELRK 1-33HAF— TR AT iR P, Ho b ek o As 405 Sk Y T IGHV1-69
(SEQ ID NO:62) BLIGHV5-51 (SEQ ID NO:63) [ AEHES .

[0698]  35) M4 AR ELK 1-34HAF— TR FT IR P, Ho b e AR 405 Sk Y T TGKV3-20
(SEQ ID NO:64) BLIGKV3-11 (SEQ ID NO:65) IS EEHES .

[0699]  36) MRIEACH] K 34835 T IR () Fru s , Hevb ik 558 B B4RV T IGHV1-69 (SEQ 1D
NO:62) , 3 H prid B HE LRI T IGKV3-20 (SEQ 1D NO:64) .

[0700]  37) MRIEACHI K 34835 T IR () Fru s , Hevb ks 5% B Bk T IGHV5-51 (SEQ 1D
NO:63) , 3 H ik B EEHE LRI T IGKV3-11 (SEQ ID NO:65) .

[0701]  38) MRHEACHIZEK 34835 IR () Fr s , Hevb i 5 B Bk VS T IGHV1-69 (SEQ 1D
NO:62) , 3 H b B EEHE SR T IGKV3-11 (SEQ ID NO:65) .

[0702]  39) MRAEHAE R 1-38 P AF— T iA (K Hi44 , £ 2 5 SEQ 1D NO:56.57.58E4591H]
FILTR T H 52 /084% .85% .86 % .87 % +88% .89% .90% .91 % .92% .93% .94% .95 % .
96% <97 % +98% .99 % B 100 % [H] — A VH,

[0703]  40) FRAEHUR)E K 1-38 1 AF— T firak (i 47044, £9.% 5 SEQ 1D NO: 6086 1 ) 2 K iR
A4 2 /090% .91% .92% .93% .94% .95% .96 % .97 % 98 % .99 % 5,100 % [ — 4 [ VL
[0704] A1) ARFAUFIZR 1-40 P AT — TFTIR K FidE , A ESEQ 1D NO:56.57,58E59VH,
FA VAR B AT 1.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16 1 7TEL 18NS JE TR B i
[0705]  42) MRHEAUFI R 1-41 AT — TR B4k, 5 SEQ 1D NO:60E 61/ VL, FriAVL
et B A51.2.3.4.5.6. 7E8 NG L L B 41

[0706]  43) RIEBCHFN LR 1-4 27 A — TR 1 Hidd, €5 SEQ 1D NO: 56 VHAISEQ 1D
NO: 60 VL.

[0707]  44) RIEBCRNER 1-4279 A — TR 9 Hidd, 5 SEQ ID NO:57/VHAISEQ 1D
NO:61fIVL,

[0708]  45) RIEHCHIEL R 1-42H A — TPk 1 Hidd, €5 SEQ ID NO: 58 VHAISEQ 1D
NO:61VL,

[0709]  46) RIEHCFIELR 1-42H A — TR 9 Hiddk, 5 SEQ ID NO: 59 VHAISEQ 1D
NO: 61/ VL.

[0710]  47) MRABEBR LR 1- 4294 F— TUFT IR B 344, €05 SEQ 1D NO:57.588( 59/ VH, LA
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J2SEQ 1D NO:61[VL,

[0711]  48) MRHEBRNE R 1-47 AT — T BTk i o, Horb Brid udd & A Sk s A it
14

[0712]  49) R IEARE R 1-48 AT — TR [ dodk , Horp ik ik A 1gG1 . 1gG2. 1gG3EY
TgGA[R] Fp7Y

(07131 50) AR E R 1- 49— IR I peif , HAESTUAFch & —. . = 8 s
AN VAN N i =
[0714]  51) MRIEBOM ZERB0Frd M s, Kb prig — . = = W AL o8 B WA

B SER A 5iE e v Z4& Fe v R) 45 S FERAK.

[0715]  52) MRAEAURIE RSPk M Hiak , Hp Brid i 4Fe v RAgFe vy RI.Fe vy RI1a.Fcy
RIITa.B¢Fc yRIIIb,

[0716]  53) RIEBHNERS2FT A ) Fisd, 0.5

[0717] @) L234A.L235A.G237A.P238S.H268AA330SFIP331S B 4t ;

[0718]  b) V234A.G237A.P238S.H268A.V309L.A330SFIP331SE #t ;

[0719]  ¢) F234A.1235A.G237A.P238SHIQ268A E 4 ;

[0720]  d) L234A.L235ABEL234AFIL235A E #: ;

[0721] ) F234A.L235ABF234AFIL235A & # ; B 3

[0722] ) V234AEHk , o iR AR AEEUR 51 AT % ' o

[0723]  54) RPN ZLRE3FTIAR R Fifd , 75 S228P & e, H A BRI IEEUR 51 31T 9w 5
[0724]  55) —FhZWAH G, A5 WRARAUR R 1-54 9 T — TR ) Bk 24 2 1 m 43
AR5

[0725]  56) — P 2% L , H O AR PR BRI 2R 19-54Hh A — BT IR I 044 VL HTAR VL L 5L
FUAVHE HUAKVL,

[0726]  57) —Fhaifh, B S AR BUR K56 TR R Z % AT 1R -

[0727]  58) —FhfE 40, A FRAR BRI ZRET BT IR 1) 54k .

[0728]  59) — P ifil] 2 MR P AR EL R 19-54 AT — AT IR I Bk 18 75 v, AR 7R R IK Frid Bt
IR 26N 55 FEARIE R ZR 58 Bk i 15 3= 40 H., 31 HL RIS BT id 7 S5 40 i = A= P B
[0729]  60) —FivaJT BAHLA-DRBIAHICHY B B S Pk 1 52 3 & 1 77 4G BLE BTG
J7 BT IR HLA-DRB1AHIC 1) F B G 2 T3 (RN [1) () % He A 75 210 52 3038 e VAR T A A= AR
PR ZLR =54 T — T iAok .

[0730]  61) MRHEAUFIEEKO0 IR (1) 751, Ho b iR HLA-DRB1-AHIC I [ B 595 5 1 A2 28 R
TP R RGVELAF R R PRI T 28 AR T R W AR HOIR IR 28 RN 77 2 K PRk
I RGPEABERIE L UM R

[0731]  62) — Rl &t 0T B 5 P r G BIE R 7%, AHELLZ DA G £ B 5 3t i
o 58 L R IRF ] 1) o) AT 75 2 19 523 it FHAR P8 BCR) 23R 1 -54 A — TR IR I i
[0732]  63) HRAEBURIER 62 Frak (1) 77, Hodh Birik B S 50572 T8 B 5 S i
BEH

[0733]  64) MRIEACHIEREFTIAR T7i%, b BTk B 5 F i Bim e R RIR S %8 R
VEGAF R R PRI 28 A B R M A RUIR IR 28 - RS 77 2 R VEREAE RS PEALBEIR
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JETE L U R I -

[0734]  65) —Fh SRR ZERA3-4TFAE— BT IR B S LS A I PR B s

[0735]  66) —Fhit &, B S AR PR AR 2R 4347 FAE— BT iR By S dds

[0736]  67) MRIEAURIEL R 66 Fridk il 7 & , A F TR DU B IR A4 (g 3 7 A Ud B
[0737]  EARCEMEREHLHEAR T AR BN (H 2 AR BH (1) SR 7 2304 76 LA T SE g v it —
A FE DA SE it 91 AN B EE A A PR ORI SR VG .

[0738] st {4 1 : P 5 AN BR PO IR 7= A

[0739]  HLA-DR.HLA-DQFIHLA-DP i —RAEPU R RIL NPl AN , HEA AL H 7] 5]
P T T HLABEE (N v O AL i B2 1 L 25 L IR 5 2 1 TR & 2R BRNY -ESOJIK o a1 B 4 A
WM R

[0740]  a/#:ECD-G4S-TEV-GaS-Fc-Hiss

[0741] B : ik—3xGS-HRV3C-ECD-GaS-TEV-G4S—Fc—Strepl

[0742]  ECD: RIEHIHLABE R M S M

[0743]  G4S:GGGGS (SEQ ID NO: 1)

[0744]  TEV:EDLYFQ(SEQ 1D NO:2) ; HHELIhSUm RiNia s (A B S MF A7

[0745]  Hise:HHHHHH (SEQ ID NO:3)

[0746]  3xGS:GSGSGS (SEQ 1D NO:4)

[0747]  HRV3C:LEVLFQGP (SEQ ID NO:5) ; A\ &I FE3CH (A ZLMAAT &

[0748]  Strepll:WSHPQFEK (SEQ ID NO:6) ;StreplIinZs

[0749] it IkHA 304-318: ACPKYVKQNTLKLAT (SEQ ID NO:7)

[0750] R JREE I TIJRCIT 1236-1249: LQYMRADQAAGGLR (SEQ ID NO:8)

[0751] IR TIHKCIT_257-273: EPGTAGFKGEQGPKGEP (SEQ 1D NO:9)

[0752]  fii i IKINS 1-15:FVNQLOGSHLVEAL (SEQ ID NO:10)

[0753]  NY-ESOJKNY-ESO_157-169: SLLMWITQCFLPV (SEQ 1D NO:11)

[0754]  PLPJKPLP_178-186:NTWTTCQSI (SEQ ID NO:37)

[0755]  Fc: {8k 1gG4 (SEQ 1D NO:12)

[0756]  CPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNAK TKPREE
QFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSTEKTI SKAKGQPREPQVY TLPPSQEEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSVMHEALHNHY TQKSLSLSL
[0757]  HLA-DRA1*01:02 (SEQ ID NO:13)

[0758]  IKEEHVIIQAEFYLNPDQSGEFMFDFDGDEIFHVDMAKKE TVWRLEEFGRFASFEAQGALANTAVDKAN
LEIMTKRSNYTPITNVPPEVTVLTNSPVELREPNVLICF IDKFTPPVYNVTWLRNGKPVTTGVSETVFLPREDHLER
KFHYLPFLPSTEDVYDCRVEHWGLDEPLLKHWEFDAPSPLPETTE

[0759]  HLA-DRB1*4:01 (SEQ ID NO:14)

[0760]  GDTRPRFLEQVKHECHFFNGTERVRFLDRYFYHQEEYVRFDSDVGEYRAVTELGRPDAEYWNSQKDLLE
QKRAAVDTYCRHNYGVGESFTVQRRVYPEVTVYPAKTQPLQHHNLLVCSVNGEYPGSTEVRWFRNGQEEKTGVVSTG
LIQNGDWTFQTLVMLETVPRSGEVYTCQVEHPSLTSPLTVEWRARSESAQSK

[0761]  HLA-DRB1*1:01 (SEQ ID NO:15)

[0762]  GDTRPRFLWQLKFECHFFNGTERVRLLERCIYNQEESVRFDSDVGEYRAVTELGRPDAEYWNSQKDLLE
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QRRAAVDTYCRHNYGVGESFTVQRRVEPKVTVYPSK TQPLQHHNLLYCSVSGFYPGSTEVRWFRNGQEEKAGVVSTG
LIQNGDWTFQTLVMLETVPRSGEVYTCQVEHPSVTSPLTVEWRARSESAQSK

[0763]  HLA-DQAL (SEQ ID NO:16)

[0764]  EDIVADHVASCGVNLYQFYGPSGQYTHEFDGDEQFYVDLERKETAWRWPEFSKFGGFDPQGALRNMAVA
KHNLNIMIKRYNSTAATNEVPEVTVESKSPVTLGQPNTLICLVDNIFPPVVNI TWLSNGQSVTEGVSETSFLSKSDH
SFFKISYLTFLPSADEIYDCKVEHWGLDQPLLKHWEPE IPAPMSELTE

[0765]  HLA_DQB1%6:02 (SEQ ID NO:17)

[0766]  RDSPEDFVFQFKGMCYFTNGTERVRLVTRYIYNREEYARFDSDVGVYRAVTPQGRPDAEYWNSQKEVLE
GTRAELDTVCRHNYEVAFRG ILQRRVEPTVTISPSRTEALNHHNLLYCSVTDFYPGQIKVRWFRNDQEETAGVVSTP
LIRNGDWTFQILVMLEMTPQRGDVYTCHVEHPSLQSPTTVEWRAQSESAQSK

[0767]  HLA-DPA1 (SEQ ID NO:18)

[0768]  AGATKADHVSTYAAFVQTHRPTGEFMFEFDEDEMFYVDLDKKETVWHLEEFGQAFSFEAQGGLANTATL
NNNLNTLIQRSNHTQATNDPPEVTVEPKEPVELGQPNTLICHI DKFFPPYLNVTWLCNGELVTEGVAESLFLPRTDY
SFHKFHYLTEVPSAEDFYDCRVEHWGLDQPLLKHWEAQEPTQMPETTE

[0769]  HLA-DPB1*4:01 (SEQ ID NO:19)

[0770]  RATPENYLFQGRQECYAFNGTQRFLERYIYNREEFARFDSDVGEFRAVTELGRPAAEYWNSQKDILEEK
RAVPDRMCRHNYELGGPMTLQRRVQPRVNVSPSKKGPLQHHNLLVCHVTDFYPGSTQVRWFLNGQEETAGVVSTNLI
RNGDWTFQILVYMLEMTPQQGDVYTCQVEHTSLDSPVTVEWKAQSDSARSK

[0771]  Fdon HFRIAIHLARE & & (A T R . 578 o FIBBE I H I IR 751 o il Rk A4l Ak
M5, FHLACFIBECD-Fefl A 4A7EHEK 293Expi 4i i rp 3L4#6 YL, 2 HProteinA/SECHK Al {1k 7]
VATEHLA-ECD FeBli &8 [ of FHEZ-Link ™BRAC-NHS-LC- A4 2 flbric ik 71 (Thermo, H 3%
521327) B BT A HLA-DRIUJRZ% & 2 AR , R 2 WAL B Sl i HABA- S AR ) 25 & 1 U
%€ (Thermo, H 3% '546610) flOctetiHIT 2 HT-

[0772] %4
[0773]

FaFLHh | EaFhk

DR4G89 LA ik F Ik HA_304-318 (HA) 49 A HLA-DRA1*01:02/DRB1#04:01

ECD, A A:

aft: BCD G4S+TEV+G4S+MMB+6xHisTag;

B4%: HA+3XGSHHRV3CHECD+GAS+TEV+GAS+MMB+Strepll
DR4G90 BA RSB &G 1Ak CIT_1236-1249 (CII_1236) #9A HLA-
DRA1*01:02/DRB1*04:01 ECD, #X#:

akt: ECD G4S+TEV+GAS+MMB+6xHisTag;

BoE: CH 1236+3XGS+HRV3CHECD+GASH+TEV+G4S+MMB+Strepll
DR4G92 B BARE&EG AR CIL_257-273 (CII_257) #9A HLA-
DRA1*01:02/DRB1*04:01 ECD, # X %:
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[0774]

a%t: ECD G4S+TEV+G4S+MMB+6xHisTag;
B%E: CII 257+3XGS+HRV3ICHECD+GASHTEV+GAS+MMB+Strepll

DR4G93

ELA Bt & K HA 304-318 (HA ) 49 A HLA-DRAI*01:02/DRB1*1:01

ECD, H X b

a%k: ECD G4S+TEV+G4S+MMB+6xHisTag;
B4%: HA+3XGS+HRV3ICHECD+G4S+TEV+G4S+MMB+Strepll

DR4G99

BABEE Ik CIL1236-1249 (CH_1236) 49 A HLA-

DRA1*01:02/DRB1*1:01 ECD,; #

KA

o%t: ECD G4S+TEV+G4S+MMB+6xHisTag;
B4t: CH 1236+3XGS+HRV3ICHECD+GAS+TEV+GAS+MMB+Strepll

DR4G102

BAREE G 1K CIL_257-273 (CII_257) #9A HLA-

DRA1*01:02/DRB1*1:01 ECD, #

KA

a%t: ECD G4S+TEV+G4S+MMB+6xHisTag;
B%E: CII 257+3XGS+HRV3ICHECD+GASHTEV+G4S+MMB+Strepll

DR4G111

EA M B E IR INS 1415 69.A HLA-DQA1*01:02/DQB1*06:02 ECD, #

a%%: ECD G4S+TEV+G4S+MMB+6xHisTag;

p 4k

INS 1-15+3XGS+HRVICHECD+GASHTEV+G4S+MMBHStrepll

DR4G112

EA PLP ik PLP 178-186 (PLP 178) #9A HLA-
DQA1*01:02/DQB1*06:02 ECD, A #:

o%%: ECD G4S+TEV+G4S+MMB+6xHisTag;

B#t: PLP 178+3XGS+HRV3C+ECD+G4S+TEV+GAS+MMB+Strepll,

DR4GI113

EA NY-ESO K NY-ESO 157-169 ( NYESO-1) #9A HLA-

DPA1*03/DPB1*04:01 ECD,

N

o $%: ECD G4S+TEVHG4S+MMB+6xHisTag:

B 4k

NYESO-1+3XGS+HRV3CHECD+GAS+TEV+GAS+MMB+Strepll

[0775]
[0776]

R5:

B G IR

o bk BRI 9]

B4k BB 7

DR4G89 («
4. SEQID
NO; 20; B
4#: SEQID
NO:21)

IKEEHVIIQAEFYLNPDOQSGEF
MFDFDGDEIFHVDMAKKETV
WRLEEFGRFASFEAQGALANI
AVDKANLEIMTKRSNY TPITN
VPPEVTVLTNSPVELREPNVLI
CFIDKFTPPVVNVTWLRNGKP
VTTGVSETVFLPREDHLFRKF
HYLPFLPSTEDVYDCRVEHW
GLDEPLLKHWEFDAPSPLPET
TEGGGGSEDLYFQSGGGGSCP
PCPAPEAAGGPSVFLFPPKPK

ACPKYVKONTLKLATGSGSGSLEV
LFQGPGDTRPRFLEQVKHECHFFN
GTERVRFLDRYFYHQEEYVRFDSD
VGEYRAVTELGRPDAEYWNSQKD
LLEQKRAAVDTYCRHNYGVGESFT
VQRRVYPEVTVYPAKTQPLQHHNL
LVCSVNGFYPGSIEVRWFRNGQEE
KTGVVSTGLIQNGDWTFQTLVMLE
TVPRSGEVYTCQVEHPSLTSPLTVE
WRARSESAQSKGGGGSEDLYFQSG
GGGSCPPCPAPEAAGGPSVFELFPPK
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[0777]

DTLMISRTPEVTCVVVDVSQE

DPEVQFNWYVDGVEVHNAK
TKPREEQENSTYRVVSVLTVL
HQDWLNGKEYKCKVSNKGL
PSSIEKTISKAKGQPREPQVYT
LPPSQEEMTKNQVSLTCLVKG

FYPSDIAVEWESNGQPENNYK

TTPPVLDSDGSFFLYSRLTVD
KSRWQEGNVFSCSVMHEALH
NHYTQKSLSLSLGKHHHHHH

PKDTLMISRTPEVTCVVVDVSQEDP
BEVQFNWYVDGVEVHNAKTKPREE
QENSTYRVVSVLTVLHQDWLNGK

EYKCKVSNKGLPSSIEKTISKAKGO
PREPQVY TLPPSQEEMTKNQVSLTC
LVKGFYPSDIAVEWESNGQPENNY

WQEGNVEFSCSVMHEALHNHYTQK
SLSLSLOKWSHPQFEK

DR4G90

(o hk:
SEQ ID NO:
20; P#k:
SEQ ID NO:
22)

IKEEHVIIQAEFY LNPDQSGEF

MFDEDGDEIFHVDMAKKETYV
‘WRLEEFGRFASFEAQGALANI

AVDKANLEIMTKRSNY TPITN

VPPEVTVLINSPVELREPNVLI

CFIDKFTPPVVNVTWLRNGKP

VITTGVSETVFLPREDHLFRKF

HYLPFLPSTEDVYDCRVEHW
GLDEPLLKHWEFDAPSPLPET
TEGGGGSEDLYFQSGGGGSCP

PCPAPEAAGGPSVELFPPKPK
DTLMISRTPEVTCVVVDVSQE

DPEVQFNWYVDGVEVHNAK
TKPREEQFNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKGL
PSSIEKTISKAKGQPREPQVYT
LPPSQEEMTKNQVSLTCLVKG

EYPSDIAVEWESNGQPENNYK

TTPPVLDSDGSFFLYSRLTVD
KSRWQEGNVFSCSVMHEALH
NHYTOQKSLSLSLGKHHHHHH

LOYMRADQAAGGLRGSGSGSLEV
LFQGPGDTRPRFLEQVKHECHFEN
GTERVRFLDRYFYHQEEYVREDSD
VGEYRAVTELGRPDAEYWNSQKD
LLEQKRAAVDTYCRHNYGVGESFT
VQRRVYPEVTVYPAKTQPLOHHNL
LVCSVNGFYPGSIEVRWFRNGQEE
KTGVVSTGLIQNGDWTFQTLVMLE
TVPRSGEVYTCQVEHPSLTSPLTVE
WRARSESAQSKGGGGSEDLYFQSG
GGGSCPPCPAPEAAGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSQEDP
EVQENWYVDGVEVHNAKTKPREE
QFNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKGLPSSIEKTISKAKGQ
PREPQVY TLPPSQEEMTKNQVSLTC
LVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSRLTVDKSR
WQEGNVESCSVMHEALHNHYTQK
SLSLSLGKWSHPQFEK

DR4G92

(o %%:
SEQ ID NO:
20; PBak:
SEQ ID NO:
23)

IKEEHVIQAEFYLNPDQSGEF
MFDEDGDEIFHVDMAKKETV
WRLEEFGRFASFEAQGALANI
AVDKANLEIMTKRSNYTPITN
VPPEVTVLTNSPVELREPNVLI
CFIDKETPPVVNVTWLRNGKP
VTTGVSETVFLPREDHLFRKF
HYLPFLPSTEDVYDCRVEHW
GLDEPLLKHWEFDAPSPLPET
TEGGGGSEDLYFQSGGGGSCP
PCPAPEAAGGPSVFELFPPKPK
DTLMISRTPEVTCVVVDVSQE
DPEVQFNWYVDGVEVHNAK
TKPREEQFNSTYRVVSVLTVL
HQDWLNGKEYKCKVSNKGL
PSSIEKTISKAKGQPREPQVYT
LPPSQEEMTKNQVSLTCLVKG

FYPSDIAVEWESNGQPENNYK.

EPGIAGFKGEQGPKGEPGSGSGSLE
VLFQGPGDTRPRFLEQVKHECHEF
NGTERVRFLDRYFYHQEEYVRFDS
DVGEYRAVTELGRPDAEYWNSQK
DLLEQKRAAVDTYCRHNYGVGES
FTVORRVYPEVTVYPAKTQPLQHH

NLLVCSVNGFYPGSIEVRWFRNGQ

EEKTGVVSTGLIQNGDWTFQTLVM
LETVPRSGEVYTCQVEHPSLTSPLT
VEWRARSESAQSKGGGGSEDLYFQ
SGGGGSCPPCPAPEAAGGPSVFLEP
PKPKDTLMISRTPEVTCVVVDVSQE
DPEVQFNWYVDGVEVHNAKTKPR
EEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKG
QPREPQVYTLPPSQEEMTKNQVSL
TCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSRLTVDK
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[0778]

TTPPVLDSDGSFFLYSRLTVD
KSRWQEGNVFSCSVMHEALH
NHYTQKSLSLSLGKHHHHHH

SRWQEGNVFSCSVMHEALHNHYT
QKSLSLSLGKWSHPQFEK

DR4G93
(o ht:

205 pHE:

24)

SEQ ID NO:

SEQ ID NO:

IKEEHVIIQAEFYLNPDQSGEF
MFDFDGDEIFHVDMAKKETV
WRLEEFGRFASFEAQGALANI
AVDKANLEIMTKRSNYTPITN
VPPEVTVLTNSPVELREPNVLI
CFIDKFTPPVVNVTWLRNGKP

VTTGVSETVFLPREDHLFRKF

HYLPFLPSTEDVYDCRVEHW
GLDEPLLKHWEFDAPSPLPET
TEGGGGSEDLYFQSGGGGSCP
PCPAPEAAGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSQE
DPEVQFNWYVDGVEVHNAK
TKPREEQFNSTYRVVSVLTVL
HQDWLNGKEYKCKVSNKGL
PSSIEKTISKAKGQPREPQVYT
LPPSQEEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSRLTVD
KSRWQEGNVFSCSVMHEALH
NHYTQKSLSLSLGKHHHHHH

ACPKYVKQNTLKLATGSGSGSLEV
LFQGPGDTRPRFLWQLKFECHFFN
GTERVRLLERCIYNQEESVRFDSDV
GEYRAVTELGRPDAEYWNSQKDL
LEQRRAAVDTYCRHNYGVGESFTV
QRRVEPKVTVYPSKTQPLQHHNLL
VCSVSGFYPGSIEVRWFRNGQEEK
AGVVSTGLIQNGDWTFQTLYMLET
VPRSGEVYTCQVEHPSVTSPLTVE
WRARSESAQSKGGGGSEDLYFQSG
GGGSCPPCPAPEAAGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSQEDP
EVQFNWYVDGVEVHNAKTKPREE
QFNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKGLPSSIEKTISKAKGQ
LVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSRLTVDKSR
WQEGNVFSCSVMHEALHNHYTQK
SLSLSLGKWSHPQFEK

DR4G99
(o 4%:

20; Pik:

25)

SEQ ID NO:

SEQ ID NO:

IKEEHVIIQAEFYLNPDQSGEF
MFDEDGDEIFHVDMAKKETV
WRLEEFGRFASFEAQGALANI
AVDKANLEIMTKRSNYTPITN
VPPEVTVLTNSPVELREPNVLI
CFIDKFTPPVVNVTWLRNGKP
VTTGVSETVFLPREDHILFRKF
HYLPFLPSTEDVYDCRVEHW
GLDEPLLKHWEFDAPSPLPET
TEGGGGSEDLYFQSGGGGSCP
PCPAPEAAGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSQE
DPEVQFNWYVDGVEVHNAK
TKPREEQFENSTYRVVSVLTVL
HODWLNGKEYKCKVSNKGL
PSSIEKTISKAKGQPREPQVYT
LPPSQEEMTKNQVSLTCLVKG
FYPSDIAVEWESNGOQPENNYK
TTPPVLDSDGSFFLYSRLTVD
KSRWQEGNVFSCSVMHEALH
NHYTQKSLSLSLGKHHHHHH

LOYMRADQAAGGLRGSGSGSLEV
LFQGPGDTRPRFLWQLKFECHFFN
GTERVRLLERCIYNQEESVRFDSDV
GEYRAVTELGRPDAEY WNSQKDL
LEQRRAAVDTYCRHNYGVGESFTV
QRRVEPKVTVYPSKTQPLQHHNLL
VCSVSGFYPGSIEVRWFRNGQEEK
AGVVSTGLIQNGDWTFQTLVMLET
VPRSGEVYTCQVEHPSVTSPLTVE
WRARSESAQSKGGGGSEDLYFQSG
GGGSCPPCPAPEAAGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSQEDP
EVQFNWYVDGVEVHNAKTKPREE
QFNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKGLPSSIEKTISKAKGOQ
PREPQVYTLPPSQEEMTKNQVSLTC
KTTPPVLDSDGSFFLYSRLTVDKSR
WQEGNVEFSCSVMHEALHNHYTQK
SLSLSLGKWSHPQFEK

DR4G102
(o4

205 PEE:

SEQ ID NO:

IKEEHVIIQAEFYLNPDQSGEF
MEDFDGDEIFHVDMAKKETV
WRLEEFGRFASFEAQGALANI
AVDKANLEIMTKRSNYTPITN

EPGIAGFKGEQGPKGEPGSGSGSLE
VLFQGPGDTRPRFLWQLKFECHFF

NGTERVRLLERCIYNQEESVRFDSD
VGEYRAVTELGRPDAEYWNSQKD
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[0779]

26)

SEQ ID NO:

VPPEVTVLTNSPVELREPNVLI
CFIDKFTPPVVNVTWLRNGKP

VTTGVSETVFLPREDHLFRKF
HYLPFLPSTEDVYDCRVEHW
GLDEPLLKHWEFDAPSPLPET
TEGGGGSEDLYFQSGGGGSCP

PCPAPEAAGGPSVFLIFPPKPK

DTLMISRTPEVTCVVVDVSQE
DPEVQFNWYVDGVEVHNAK

TKPREEQFNSTYRVVSVLTVL
HQDWILNGKEYKCKVSNKGL

PSSIEKTISKAKGQPREPQVYT
LPPSQEEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYK

TTPPVLDSDGSFFLYSRLTVD

KSRWQEGNVFSCSVMHEALH

NHYTQKSLSLSLGKHHHHHH

LLEQRRAAVDTYCRHNYGVGESFT
VQRRVEPKVTVYPSKTQPLQHHNL
LVCSVSGFYPGSIEVRWFRNGQEE
KAGVVSTGLIQNGDWTEQTLVMLE
TVPRSGEVYTCQVEHPSVTSPLTVE
WRARSESAQSKGGGGSEDLYFQSG
GGGSCPPCPAPEAAGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSQEDP
EVQFNWYVDGVEVHNAKTKPREE
QFNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKGILPSSIEKTISKAKGQ
PREPQVYTLPPSQEEMTKNQVSLTC
LVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSRLTVDKSR
WQEGNVFSCSVMHEALHNHYTQK
SLSLSLGKWSHPQFEK

DR4G111
(o %t

27; BAE:

28)

SEQ ID NO:

SEQ ID NO:

EDIVADHVASCGVNLYQFYG
PSGQYTHEFDGDEQFYVDLE

RKETAWRWPEFSKFGGFDPQ
GALRNMAVAKHNLNIMIKRY

NSTAATNEVPEVTVESKSPVT

LGQPNTLICLVDNIFPPVVNIT

WLSNGQSVTEGVSETSFLSKS

DHSFFKISYLTFLPSADEIYDC
KVEHWGLDQPLLKHWEPEIP
APMSELTEGGGGSEDLYFQSG
GGGSCPPCPAPEAAGGPSVFL
FPPKPKDTLMISRTPEVICVV
VDVSQEDPEVQENWYVDGVE
VHNAKTKPREEQFNSTYRVV
SVLTVLHODWLNGKEYKCK
VSNKGLPSSIEKTISKAKGQPR
EPQVYTLPPSQEEMTKNQVSL
TCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY
SRLTVDKSRWOQEGNVFSCSV
MHEALHNHY TQKSLSLSLGG
SHHHHHH

FVNQHLCGSHLVEALGSGSGSLEV
LFQGPRDSPEDFVFQFKGMCYFTN
GTERVRLVTRYITYNREEYARFDSD
VGVYRAVTPQGRPDAEYWNSQKE
VLEGTRAELDTVCRHNYEVAFRGI
LQRRVEPTVTISPSRTEALNHHNLL
VCSVTDFYPGQIKVRWFRNDQEET
AGVVSTPLIRNGDWTFQILVMLEM
TPQRGDVYTCHVEHPSLQSPITVE
WRAQSESAQSKGGGGSEDLYFQSG
GGGSCPPCPAPEAAGGPSVFELFPPK
PKDTLMISRTPEVTCVVVDVSQEDP
EVQFNWYVDGVEVHNAKTKPREE
QFNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKGLPSSIEKTISKAKGQ
PREPQVYTLPPSQEEMTKNQVSLTC
LVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSRLTVDKSR
WQEGNVFSCSVMHEALHNHYTQK
SLSLSLGKWSHPQFEK

DR4G112
(o %%:

27; PEE:

38)

SEQ ID NO:

SEQ ID NO:

EDIVADHVASCGVNLYQFYG
PSGQYTHEFDGDEQFYVDLE
RKETAWRWPEESKFGGFDPQ
GALRNMAVAKHNLNIMIKRY
NSTAATNEVPEVTVFSKSPVT
LGQPNTLICLVDNIFPPVVNIT
WLSNGQSVTEGVSETSFLSKS
DHSFFKISYLTFLPSADEIYDC
KVEHWGLDQPLLKHWEPEIP
APMSELTEGGGGSEDLYFQSG

NTWTTCQSIGSGSGSLEVLFQGPRD
SPEDFVFQFKGMCYFTNGTERVRL
VTRYIYNREEYARFDSDVGVYRAV
TPQGRPDAEYWNSQKEVLEGTRAE
LDTVCRHNYEVAFRGILQRRVEPT
VTISPSRTEALNHHNLLVCSVTDEY
PGQIKVRWFRNDQEETAGVVSTPLI
RNGDWTFQILVMLEMTPQRGDVY
TCHVEHPSLQSPITVEWRAQSESAQ
SKGGGGSEDLYFQSGGGGSCPPCP
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[0780]

FPPKPKDTLMISRTPEVTCVV
VDVSQEDPEVQFNWYVDGVE
VHNAKTKPREEQFNSTYRVV
SVLTVLHQDWLNGKEYKCK
VSNKGLPSSIEKTISKAKGQPR
EPQVYTLPPSQEEMTKNQVSL
TCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY
SRLTVDKSRWOQEGNVFESCSV
MHEALHNHYTQKSLSLSLGG
SHHHHHH

APEAAGGPSVFLFPPKPKDTLMISR
TPEVTCVVVDVSQEDPEVQFNWY
VDGVEVHNAKTKPREEQFNSTYRV
VSVLTVLHQDWLNGKEYKCKVSN
KGLPSSIEKTISKAKGQPREPQVYT
LPPSQEEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLD
SDGSFFLYSRLTVDKSRWQEGNVFE
SCSVMHEALHNHYTQKSLSLSLGK
WSHPQFEK

DR4G113
(o %k

SEQ ID NO:

20; P4k

SEQ ID NO:

30)

AGAIKADHVSTYAAFVQTHR
PTGEFMFEFDEDEMFYVDLD
KKETVWHLEEFGQAFSFEAQ
GGLANIAILNNNLNTLIQRSN
HTQATNDPPEVTVFPKEPVEL
GQPNTLICHIDKFFPPVLNVT
WLCNGELVTEGVAESLFLPRT
DYSFHKFHYLTFVPSAEDFYD
CRVEHWGLDQPLLKHWEAQ
EPIQMPETTEGGGGSEDLYFQ
SGGGGSCPPCPAPEAAGGPSV

FLFPPKPKDTLMISRTPEVTCV

VVDVSQEDPEVQFNWYVDG
VEVHNAKTKPREEQFNSTYR
VVSVLTVLHQDWLNGKEYK
CKVSNKGLPSSIEK TISKAKG
QPREPQVYTLPPSQEEMTKNQ
VSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSF
FLYSRLTVDKSRWQEGNVFS
CSVMHEALHNHYTQKSLSLS
LGGSHHHHHH

SLLMWITQCFLPVGSGSGSLEVLEQ
GPRATPENYLFQGRQECYAFNGTQ
RFLERYIYNREEFARFDSDVGEFRA
VTELGRPAAEYWNSQKDILEEKRA
VPDRMCRHNY ELGGPMTLQRRVQ
PRVNVSPSKKGPLOHHNLLVCHVT
DFYPGSIQVRWFLNGQEETAGVVS
TNLIRNGDWTEQILVMLEMTPQQG
DVYTCQVEHTSLDSPVTVEWKAQS
DSARSKGGGGSEDLYFQSGGGGSC
PPCPAPEAAGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSQEDPEVQF
NWYVDGVEVHNAKTKPREEQENS
TYRVVSVLTVLHQDWLNGKEYKC
KVSNKGLPSSIEK TISKAKGQPREP
QVYTLPPSQEEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSRLTVDKSRWQ
EGNVFSCSVMHEALHNHYTQKSLS
LSLGKWSHPQFEK

[0781]

FUARLym—1 By 3k B4 (apolizumab) (1D10) FIL24 37646 52 18 B T FE 4k N 1gG2o[H

PR 55, FAES BB HUAE . T R4 1gG20omAb IR £ 44 NDR4AB4 (Lym—1) ~DR4B5 (5] JF Bk B 30)
FIDRAB6 (1.243) - 1gG20 &R B F- Ui ERFe I HAEAH L T A= U T g G2 H A5 B #1V234A.G237A.
P238S.H268A. V3091 A330SHIP331S, 1gG207E £ H L 8,961 ,967H A Fr ik .

[0782]
[0783]

Lym-1 VH(SEQ ID NO:31)
QVQLKESGPGLVAPSQSLSITCTISGFSLTSYGVHWVRQPPGKGLEWLVVIWSDGSTTYNSALKSRLST

SKDNSKSQVFLKMNSLQTDDTATYYCASHYGSTLAFASWGHGTLVTVSA

[0784]
[0785]

Lym-1 VL (SEQ ID NO:32)
DIQMTQSPASLSASVGETVTITCRASVNIYSYLAWYQQKQGKSPQLLVYNAKTLAEGVPSREFSGSGSGT

QFSLKINSLQPEDFGSYYCQHHYGPFTFGSGTKLEIK

[0786]

BT VAR BT VH (SEQ 1D NO:33)
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[0787]  QVQLQESGPGLVKPSETLSLTCTVSGFSLTNYGVHWVRQSPGKGLEWIGVKWSGGSTEYNAAFTSRLTI
SKDTSKNQVSLKLNSLTAADTAVYYCARNDRYAMDYWGQGTLVTVSS

[0788]  FA[yIRkEEHTVL (SEQ 1D NO:34)

[0789]  DIQMTQSPSSLSASVGDRVTITCRASENTYSYLAWYQQKPGKAPKLLVSNAKTLAEGVPSRFSGSGSGK
QFTLTISSLQPEDFATYYCQHHYGNSYPFGQGTKLETK

[0790] 1,243 VH(SEQ ID NO:35)

[0791]  QIQLVQSGPELKKPGETVKISCKASGETFTNYGMNWVKQAPGKGLKWMGW INTY TREPTYADDFKGRFA
FSLETSASTAYLQINNLKNEDTAKYFCARDITAVVPTGFDYWGQGTTLTVSS

[0792] 1,243 VL (SEQ ID NO:36)

[0793]  DIQMTQSPASLSVSVGETVTITCRASENTYSNLAWYRQKQGKSPQLLVFAASNLADGVPSRFSGSGSGT
QYSLKINSLQSEDFGDYYCQHFWTTPWARGGGTNLETK

[0794] )it {12« Wik B A Je 7 SC % P 45 A HLA-DRIF A Y 4

[0795]  HLA-DRZE A Fabif H 4 M Sk A alip TXIE B 44 fi 7 SCHE , WishiZE A, J Mol Biol
397:385-96,2010; [ fr & F A FFW02009,/08546 2+ BT ik « 8111 5 < » i 2 FEA A ST B4R J
WAL SCE (FRV3 . 0FIV5 . 0) , Hirh ff Z2VHZE A TGHV1-69%01 . IGHV3-23%01 F IGHV5-51%01 5
NIGH] -4/ N B R 22 HH3 3R B 20 (TGHT -6/ 2 KB F T-V5..0) , F H AP RVLk EE[R 012
(IGKV1-39%01) \L6 (IGKV3-11%01) \A27 (IGKV3-20%01) FIB3 (IGKVA-1%01) 5 TGK J—1fsk /)N 5
D] 6 2H DL 2H 255 52 B VHIR RTVL A, o 6 6 A0 GeH1 JH2 L1 L2AIL3FF (1) T 4 Fn 42 5 7 A8 [X )
BB T Z R, BT 47 B 54 55 0 N 48 5 B 1 R0 IR st 42 Ak () 67 55 AEDGT I o 75328 58 A7
AL PR 2 REPE IR T 76 & AN TGHVER IGLV S R Y TGHVER TGLV Rh 28 5L R 5% e v () /N or B
Aab IR ) B 2 S A P R T 1A E R R O T-V3L 03 1) R B N6- 191 S 4 IR O
FV5.03C ) B R 2 A S5 KN A R R 72 A AEHS R AL ) 22 AR PE o BT AEH3 b Y R LR 4>
A » AR AR 7EN B o W 22 31 1) S S B A8 57 o AR AR B AT A VHFIVL Rl R 2L R IR, i 4 H T
A ST R S BV OFIVS . OIX FREEL T & , 0 T4l SO 0 = AN T 48 SCE %5 B 5004 F
RBFEDURN RBBESCHEA A, DL A L 2FURR (¥ VH: VLA &, Hoa FH T8 % R IAHLA-DRES Rl
A TFe v BURTHLA-DRIS) M A5 i 7 HARr e PR A ) 2 200 B R 1 B PR 56

[0796] £ “B: T AW 1L £, SR FHH Dk SR W, BO I T 51 0f ANy BB R AT BUR SR 20 G
AR, U937) IHTUAFE A B8, R i R AT ot S0 28 o7 B AL e g i (AL 40 R) Ik #26
PR, ISHLA-DR15[ L4040 22 (Uniprot:POL1911) JH it £EU9 ST 41 g v A o e ey 7= A o 31X
Tl i K, % 5 2 s e R 45 el 0 AN DG 1 L 6 00 e 3R D A2 A TR W T A o AR R b
PO I W B AR B, S A HABKHA_304-31 81 AE M) 2R Bt AL HLA-DR4 (DRAG89) BY & A FX I 25
I TTHKCIT_257-273[HLA-DR4 (DRAG92) FIVEAHZR NI 52 Wik B AR 45 A V0 ) 51 5  AE B RE1%
PE2 5, 8 2 Sl 1 B JR S e 22 v B G T AARE L T SA , LIS ) 37 ) 376 52 36 1) A 1 o 4
W MRt E BEHLA-DRIC 45 & 0 1) S 26 v 37 5 56 v U B 1 Wk T 4 s — 20 R FH B S B Fab
ELTSABEAT e , Hovb | SR [ Fab b B R IS IO Fab & [ Bk /R JLAPAS 5] AE ) 25 BE AL HLA-
DR (DR4G89 . DRAGI0DRAGI2.DRAG102) LA S A Z B ALHLA-DP (DR4G113) FTHLA-DQ
(DR4G111FIDRAGI12) L5 &1 . ¥ X HLA-DRIE 45 & 15 5 bb B e R R Fab i 1A% H%
HLA-DPEXHLA-DQI 45 A 15 5 Lb B X B Fab /N F A% I Fab v B F T3 — 2 94 . B 5611
Fab b F& 1620/ xappadf FIMSDIN & i — P 3R Ak
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[0797]  SEEHI3 - F-HLA-DRITA LS 5 AT ¥ PEHLA-DR A 1Ml 5 2 389 AR
[0798]  RAEIEFEMI = A UK 5 25 A IR 12 T BHEAON-R S 1 P ¥ PEHLA-DR HLA-DQBX

HLA-DPH SR K 45 45 o B AE , 3 /MU X HE AR DRAB4 . DRABS AIDRAB6 o £E4°C T , K Al VA P40 J
DR.DPFIDQLASug/m1 578 TMSDAR#EFHR Meso Scale Discovery, H 3% 5L15XA-3) Fil#& .
W 5 TARAE B 3 AR B 2 (Bio Tek) 1 FPBSTEEU , liStartingBlock™ (Thermo
Scientific, H3R*537543) # HI30 %5 Bh I S i — I 1 1/ X DRI 25 45 R
0.04-5ug/m1 Y8 [l P (1 U b 44 B2 1 AT UK o o DP RIDQATL S5 4 & K I — ik FE Rl Sug/
m AT I o AE eI = IR 2 )5 » s Sul foTagiii A /NHPx — 3T (Meso Scale Discovery, H 3%
FD20TF-6) FE B 1/IM AEFHFEFE =R JG, B P IR/EMSDIZHU# (Meso Scale
Discovery) FiEHL, 3F HWE AL 22 K (ECL) o K 9MSDHR A % & 1 F 20 , BN EdE o —
RGBT - FUAK SDRDPELDQHT SR 45 A (BLECLAS 5 3KoR) 145 RoRm T3&6 0, %t T 45 4 DP Al
DQIf] & Huf ik % Hyoueg/ml, I HA T 45 G DR Ar HE K] 1] & ST IR 0. 2ug/ml, I H %45
AT PUCTAT B 5E BT S ME . FLA LS G DRAG9 (LA HA_304-318KAYHLA-DR4) H 715
i 7 27 T B9 o LRSS ArDRAGIS (RATHA_304-3 18K (FTHLA-DRL) (¥ 77 iy 2 b £ 7R T
B 109 o i 45 ArDRAGI0 (HL A CTT_1236-1249fK FTHLA-DRA) [ 51 = i oz pth 2 7= TR 11
PUAES GDRAGI9 CRLATCTT_1236- 1 249K FTHLA-DRL) (¥ 57 5 bz il Ze7s Tl 127

[0799] B2 A [ B4k 45 A HLA-DRAFTHLA-DR 1 1 SHLA-DR [ 2 ¥ 1 Bk TC %, BrAS[H) 1 2

DRABIS N H 5 HACIT 1236-1249 K [T HLA-DRIKI 45 4 T % - Hiddk s T SHLA-DQFIHLA-DP

() 454 B i

[0800]  %6:

[0801]
HLA DQB6:02 | DP4:01 DRBI1*04:01 DRB1*01:01

¥ 4 4% | DRAGITT DRSG Ul DR4Gg9 | DR4GOO | DR4G93 | DR4G99
T . o 4 | HA 304- | CII 1236- | HA 304- | CII 1236-
Hrameyk | INS_1-15 ?78?6«,1) 318 1249 318 1249
DR4B30 12905 1969 | 1128453 1248862 1066233 1199978
DR4B98 941 817 774933 889767 140066 49986
DR4B117 927 27683 | 733860 636052 631598 658790
DR4B127 941 702 1029857 1097830 918166 718806
DR4B4 128 138 1276361 1086146 887698 15503
DR4B5 195 120 1260358 | 1306176 1295750 1183017
DR4B6 282 298 1337274 1353100 1322424 1242429

[0802]  sZia 9|4 : HTHLA-DRILAA K] F4E

(08031 s Ff 7 A e A4 4 47 S5 e T T 200 M A 15 ANHILA-DRA%S 58 K 514 43 5 1T 0 %
21 AN A A A AT (PBMC) 45 5D BE 77 5 LA S JERT BAN LS 3 ) 52 o

[0804]  Jyif:

(08051 7t Jir A5 S A T4 Jf A 44 ]« HLA—DR 4% Ji PR] /1 B B4 5% 48 o 8 45 bk L2 40 Jf S 7 (MLR)

J5E (“HLA-DR4 DC MLR”)
[0806]  MLRSE FH T VFA% B 7= AL O B4 $0 1 T40 ey AL B9 BE 77, Fodh 7E ACD4™ T4 it A1 A
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1 NHLA-DRA ) 5 JE DRI 514043 8 TR oS % 248 4] 15 5% 5 4 v N - 40 38 i ) 0 1

[0807] i 5 40 it >R Y5 T Ab b 5 / % FE INHLA-DR4 /N B B B (5 24149, Taconic
Biosciences) oiX£6/NER # ik AHLA-DRAFIHLA-DRB1%04:01 , #% T. 724k A/NE 1-E (H2-E) ¥
T RS o M/ BR T 28 B B 5 FFAE-80 °C N YA TR o M B BEMR IR » (0 4 e 3.8 T 10m 1 18 5 4411 g
(DC) K77 4 (RPMI-1640/Glutamax, f 51 % F & =/ MH R 1 % WA 1 % A flC L /5 35
FE3E (MEM) R 067 S FE B8 (NEAA) I8 10 % K3 IG A4+ 1L iE (&8 E Thermo Fisher
Scientific) M50uM 2-FKEZ B (Sigma-Aldrich)) o K 4 LA 1200rpmES Lo 1043 4F, SR IS
HET10ml DRy AT, THEOIF IR LA 1200rpm e 55 843 B o 1 41 i I #b 7845 20ng /m1 FH 40
/INERGM-CSF (Peprotech) BIDCH; SRR L 0.3 X 105N HIML/m1 o K 6m1 {47 B4l i 46 7%
BN FUBR I &AL s AR S EARAESTC /5% C0o NI B 96 /NI o A &AL 3m1 3555 3 3F
3mlfHTEEDCHE; R 2 +20ng/m1 GM-CSF& # o 4V AR AE37°C /5% CO2 T FHilR B 48h. N &AL
B4 3m1 3% 3% 3 3 FH 3m1 1 HT SEDCRE 72 £ +20ng/ml GM-CSF+2ug/ml LPS G F1ug/ml LPSH
2L3IE) (Enzo Life Sciences) &t S8 5 FARAE3TC /5% Co2 i B 18/

[0808] ¥ A T-MLRIUSE I ACDA™ THH L M 7R 1) APBMC (Hemacare) HH 73125 o 1 A MU ff 75 ,
R R 50ml HER S, H40m] 1 58 &8y 77 (RPMI-1640/Glutamax, &1 % HH R/ 5%
£ 10% WORIE MRS (A8 Thermo Fisher Scientific) M50uM 2-%% L 2 e
(Sigma-Aldrich)) ¥Eik o K4 LA 1000rpm 55008 73, il th 3BV, JF 5 401 e & T-40m1
FasySepZe i (PBS+2% K IE AAZF ML +1mM EDTA) P 41 Mo LA 1200 rpm S 008438, 3 H.
A5 X 10"~ At /m 1 () 34 5 B T-Basy SepZ8 PPl 9 #4652 55 15m1 38 25 203 R J A v o A A
EasySep ACD4A™ T4 M43 B8 77 S AR 4 i3 i 1) i BH 5 (Stemcell Technologies) A
CDA" THHH - K53 B8 (I 41 LA X 10PN /m | ()96 i F B T e i 3R 3k v

[0809] AP HACER LPS— il /N Bt i il DI Yt 1) B SR 4 I, 0 TR NS 0m L HE TR & v o 1%
BR FH2m1 f{IPBSTEIE , AR5 45 2m1 PBS+3mM EDTA (Thermo Fisher Scientific) 7E37°C/5%
CO2 T A FLH 10438, DUASCER Tl 4% 1T B8 R 4 G o AT~ AR AT 4 4 . I 5 4% 21 50m 1 E T2 A5
K2 Y FHA0m ] 584 3 55 B e i = Ik (ML 1200rpm S 0843 ) IS DCHE & T 58 4 ks 55 b
F2.5X 10N HL/m1 A B oK 501 F 41 B i N 96 FL IR JES R f) 45 AN L o K 31 -HLA-DR
FUELA1Oug/ml Y S5 SN , B 58 415 77 i S B B AXI B 2R I, I HLIE50u1 47
PR REBUMAN AL o A BRAL 32500 L [ 1 7728 R T BRI I 210 %A FL (1oon1 /4L, 1 X
LO°ANTZH L /m1) H, #53200u1 /FLET SRR K AR FESTC /5% Co: R B SR AE B LG,
251 (&4 1. 0mCi /FL3H- AR MENE 4% 1 (Perkin Elmer) [K) 58 485 35 s N3 fr 45 4L
FHAE3TC /5% CO2 T il B 67N K AU ZR B Uni il ter—-96,GF/CHR (Perkin Elmer) I, fff
HAESR TSR E50ul fMicroscint—20 (Perkin Elmer) fnN & ANFLH 348 A
TopCount{X 2§ (Perkin Elmer) #4741,

[0810] 44 S HLA-DRASE FEPH /N KA R AN 25 &

(08111 PFAfHT-HLA-DRILAA S HLA-DRA%L L [KI /N B (1A S 40 B i) 45 & - HLA-DR4 DCI iy
AREIIEEAF B HEDC (5 X LO°ANZH AL/ L) 4l AR 2196 FL IR &S AR ) 58 4 15 97 3% (RPMT-1640/
Glutamax, B F 1Y EHFE R/ HMER+10% MBI MLE ——4W MW HEHThermo Fisher
Scientific) W fH 4 i # & T-50u1 ()& A TruStain FeX (BioLegend) [ 584x 855 5L, If
FEZ I T B 10438 K Jt-HLA-DR mAb N [F] F AL X] B mAb FH 56 4= 3 57 FE A B 28 2X A 24 Bk
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WS ek 10ug/ml) K500 SR ImAD IO L o i FARAE37 C N IR & 304 B . 45 41
ML FH200u 1 A5 2 B ARG / 8 A B PBSEE RN IR, HAE4C T LA1400rpm B L5 73
S oA 2 0 BB T 1 4000 B 100n1 45,5 Viability Dye eFluor 450 (eBioscience) ff]
PBSH B (KT PBSH o 44 AR ££.2-8°C T il B 30 73 B FF AR 47 o 45 4 i H 15011 I FACS 2%
MVREE R IEAEA°C N LA 1400 pm S 0o 5 73 B 50 1 I AL 5 0 R HL /DB CD 1 1e-PE-Cy 7 (BD
Biosciences;1:20,5u1 /) FIAF647AFfiniPure F(ab’ ) 2y BE 1l EHT A TgGFe v 4 552tk
Fr Bt (Jackson Tmmunoresearch;1: 20007 %) HIFACSZE B A N2 254N fLH , HR- P AR 78
VK TR AN IR B 3098 o K 40 i T 15001 FACSZE L/ FLEE I I 4E4°C F BL1400rpm s 054>
b SRR AE2000] 4% 2B FPESVAER (Affymetrix) B AU E 240, IFAEvK BIR B 157 4.
WA B L 1800 pm S 00543 4 I B 2 T 200u 1 AUFACSZE P 1 o FELSR 1137 20 48 o {X (BD
Biosciences) I >REEFAF .13 HIF Low jo B AF I 5B 3G /B - Cd 1 L e+ 5 41 i 1) ~F- 3505 e ik J&F
(MFT,GeoMean) o Hi-HLA-DR mAb[J &5 & 7K -5 [Rl P AL xS BE#HAT L H

[0812]  ABZHMLIS /1 IU5E

[0813] M Johnson&Johnson M3 £ & R 6 i, H A A a0 T Ils IR 7 & -
NOCOMPOUNDNAP1001 “Generation of reagents from human whole blood for the
development and control oflaboratory assays and procedures” o 45 IfIL ¥k 48 B 5
FF & AN HIBD B 4% S L& g iy PBSHR B L: 15 1: 3,95 15mlflFicol 1-Paque (GE
Heal thcare) MIAS0mIHETEZ A H , FF04 30m 1 28 H B 1) ML VR A 004} 5 30 R 380 18 18 i 4 T
Ficoll I B HE A 75 = T PA400g AN ] 7 250030438 o #5 PBMC 2 S AL B 50m L HETE A v, S8
JEIEFEPBS, - AE1200rpm & &0 1073 B o K5 40 i FHPBS FRe i — K o T 4l i B T 58 e 4 55
Herp (RPMI-1640/Glutamax, & 1% HEHE R/ IR R 1 % WEIER SN . 1 %6NEAA | 1 % HEPES A
10 % #ORIE AR M3 , A3 H Thermo Fisher Scientific) #3115, F 41 LL800, 000
AN/ LI BE AR AR 296 AL IR JEC AR o 5T -HLA-DRFTAR LLO . 2ng/m1 Al 2ng /m1 (13K JE s
INBNFLH G PARAEST C /5% CO2 il B 20h AR J5 , /R =I5 N E AT 5 A 100ug/ml A
IgG (Sigma—Aldrich) {11001 FACSZE MWK (52 % K IR 4 L5 I PBS, ThermoFisher
Scientific) #1544 i B O UMY IE , FFAEVK B E = T-50ul kiR &4 204 4.
MR EAEPLT % G pl 22 ppik (BD Biosciences) «$—-CD3-PE Cy7 [ OKT3
(BiolLegend) » H1-CD20-APC Cy7¥i[&2H7 (BiolLegend) «H1-CD16-BV6057a% 3G8 (BioLegend)
PA S 3-CD14-BV785 FLfEMSE2 (BioLegend) o ¥R fi i 41 s FHPBS#E 42X, B & T-100n1 [ Live/
Dead 4t i 7|-eF660 (/D) (eBioscience; lnl/ml PBS) H, JEAEUK FiE B 209 %% o 15 40 i FH
PBSHE— K, SR 5 IR IR ER (A VES A 22 P BioLegend) ¥Eis— R AT U/AERIE FEE T
1000 ] I BEER I VES A G2 PR +5ul R EE (A V-Pacific Blue (BioLegend) FH12043F . ¥ 41 ity
FIREI0E 2R I VS B 2 R 5 — IR, JRAEVK & 10011 CytoFix (BD Biosciences) H110
A3 o T 41 e FHFACS 22 M B 35—k, SR S L2 T-200u 1 FACSZE MR H - /ELSR 11304 i
X (BD Biosciences) FREEEM ;F FHUltracomp®k (eBisocience) 3 & v B 4 M, H
Flow jo® At 5 v/ (L/D) A1 IE 5 (3 V+/-BAU M i) S8 HE /EGraphPad Prism 69 {ER .
FE LB (K A B0 5 CD3™CD20 4 i (H yeF660" AR (V) 1K T 4 b o 3 T B4 1K)
AELTT 5N CD3TCD20 4 i (1 eF660 MR & (V) I H b o i IR IG B G it B2
P
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[0814] 455 APBMCHHifk

[0815] PPt Hi-HLA-DRIUAA SPBMCHI 454 - 0 b Birad 43 185 A PBMC . 1545 H #4144 () PBMC
PA500, 00040/ FLAHAR 2196 1L ISP 4R o AT 4B Mo AE = IR F & T & A 100ug/ml A TgG
(Sigma—Aldrich) f100ul FACSZEZ MM (2% M KIE MG 24F MG FIPBS) 15480 5 & Lug
HT-HLA-DR mAb[#) 25017 E Hy gLkl 22 phy (BD Biosciences) ISINEIFLH , 28 5K 2501 () 5t
IRA M IRNFL BURIR S A B QB i (BD Biosciences) Fl2ul/ MK
N H4FE  31-CD3-PE Cy7 v f&OKT3 (BioLegend) #i-CD20-APC Cy73iF% 2H7 (BioLegend) .
$-CD16-BV605 w5 3G8 (BioLegend) A Fii-CD14-BV785 5t fEMAE2 (BioLegend) o 5 41 i 7E
UK I B 204381, SR 5 FHFACSZ2 BRI PR IR o SR I » AE UK F- 3 40 i 78 T 500 1 [ AR 488— 4
iCHJAffinipure F(ab)’ 2 B IL2EPT AN TG Fe v ¥ 53 H Bk (Jackson Immunoresearch)
(K11 : 200F VR 2073 B o K 40 e FHPBSTR IR PR X, I AEUK L H & T 10001 Live /Dead 4L 1
7] (eBioscience,0.5ul/ml PBS) H130435F . 15 41 M FHFACSZR MR e i — IR, fEUK FE BT
100u1 Cytofix (BD) H1107 B, FHFACSZE MR eI — K, SR 5 B & T-200m1 FACSZEZ MR .
FELSR TTimaC4ife % (BD Biosciences) F RAEHA:; {8 S B A4 LI 4 i ok 22 37 5 fu %
12 A% FHF Low jo ARl 58 ~F- 3¢ 58 B2 (MFT, GeoMean) , fEGraphPad Prism 6 /EE ¥ 51—
HLA-DR mAb{) 455 7K1 5 [F] A0k B AT HE 3

[0816] 45

(08171  FEMLRIN5E H , Fr A3 P HT A4 A5 101g /m1 1) B 57 B ik B #e1 T40 By 46 - ZEMLR I
SEH L PUARLLO. 11-5. 361g/m1 7 [l P 59 T Caof L 401 il 4 Mo 39 5 X HE HTARDRABG LA 77| 5 4 i Tk
77 AN HIMLR , 177 4 B JTAADRABAFIDRABS £E 1 0eg /m 1 1) 3¢ i I 4 B R AR AL 2 100 % ) F0 76
PRI AN AT B I e H AR 1 B HH TCao i

[0818] g ik 4 & APBMC, 3 HAR 45615 B ANHLA-DR4%: BRI B DC . — Flowt
PUAARIDRABS 7~ HHHLA-DR4 5 B FERIDCH B 45 &

[0819] P A= i) fudds 5 MU AR (AN [F] 2 b 78 T H 75 B O A8 T B T (K BE /7. & 13
SN A EL TR AP A BRSBTS AR K SHLA-DRPUAR Sk =N P 7 A A4 vp (K B8 T B4H A 1 A3
A F20A , 100 BT AADRABE 7 H A8 L BAH MU A AE G vt i3 X b W2 1K AL, ] 14
7 H BT AR I BTHLA-DREUABR AN 52k B =N AR 1 BAH B8 1, 1 % RE ST/ DRAB6 1175
EL

~Fo

[0820] K7 /Rt iz i-HLA-DRETAAI Fr 4

[0821] 7R tHDR4B4 (Lym—1) FIDRABS (B YEIEK H40) 15 5 BAN MR IE Lo AIBE T (Zhang % A,
Cancer Biother Radiopharm 22:342-56,2007 ;MoneZE A ,Blood 103:1846-54,2004) .
[0822] 7.

68



CN 108713027 A iﬁ, EH :I:S 61/101 BT

[0823]
HLA-DR4 DC HLA-DR4 DC
MLR MLR _
FHIHIE | FRIHE o glﬁf: A b
mAb | (%) (%) pos |PBMC | o2
(£ 10pg/ml (f lpgimimAb | o | | OF
mAb F ) * Ty o* "
AR T | BMR 2 | BMR T | AR 2
?MBM 42.1% | 37.6% | 252% |28.8% e 5 FAEA
DR4B30% | 30.2% | 48.6% | 8.3% |2.8% = # FAEA
E,)R“Blz T44% | 92.6% |778% |718% | & | & A
DR4B98 | 72.6% | 82.4% | 40.5% | 50.6% =3 = | 2EA
; | - - e
DR4B6 89.3% | 90.1% & & P
MRS | R4 R 3 |BHR 4
DR4B4 | 464% |269% |263% | 22.4%
DR4BS | 49.1% | 734% | 25.7% | 67.7% 1%,
S . ; ; . . Pt
DR4B6 | NT NT 91.4% | 100% Z % o
e R EAAEIL PR Z 49T 3 30 8] F ok
tDR4B30 7 1 £ 30ug/ml F oAl EAME 1 5 2 % 39.8%F 69.9%89
I,

[0824]
[0825]

SEEAR5 « ST-HLA-DRAUAAR K 45 #4 RAF
15 AR AE R AR FRAG JUAR I cDNA Y 51 A1 IR ] 1% o 78 22 IR 7 210 52 vp , — B8 4 b

A AR X B A KU S A4 cDNA IR E T iR EAT 3 6 DAL LA KRR TS

[0826]  K8IRHH Frik HTHLA-DRITIAITHCDR L Z 3 2 /7 51

[0827] 975t Tk HTHLA-DRILAA T HCDR 2 L 4 175 71

[0828] #1077 H BT i HTHLA-DRITAR I HCDRSZ LR JF 71

[0829] 1175 H BT i HHLA-DRILAR K LCDR1 LIRS 71 o

[0830] 1275 Hi BT % S HLA-DRILAR K LCDR2E LIRS 71 o

[0831] 1375 Hi BT 1% HHLA-DRILAR K LCDRIZ LRI 71 o

[0832] 147”1 FTHLA-DREUAA K VHL VL HCAILCH 1 2 A 55 PR 1R 5
[0833] 15/~ T FrafeHLA-DRYTAR ) 4 A VH, VL HCHILCH 2 % H R 7 PR 1R 5
[0834]  F167%H T P HLA-DRIUAA [ VH. VL  HCFILCIR) 2 5 18 7 ) M 4w B e AT 1K) 2 4% 4
B2 I7 51 o

[0835] 17/~ HFTIE R Hi-HLA-DRETAE R HERL .

[0836] #%8:
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HCDR1

mAb g SEQ ID NO:

DR4BI17|S|Y|S |1 [H|[39

DR4B30 [S |D|W ][I |G |40

DR4B127 |S |Y|Y |l |H |4l
08371 I 5R4BOs TS 1Y Y |1 |H |41

DR4B78 |S |Y|A |M|S |123

DR4B70 [S|Y|A [M|S |123

DR4B38 |S|Y|A |M|S [123

DR4B33 |S|A|Y |1 |N|124

DR4B22 |S|Y|A [M|N|125
[0838] 9.
[0839]

HCDR2
mAb e SEQ
F 7! ID NO:

DR4B117 |[Y[I [1 JPIEJY[G[TJAIN]YJAJOQIK][F]OQ[G |42
DR4B30 |1 [I [R[P[GID[S|D|T|Y|Y[S[P[S|F|Q[G |43
DR4B127 |G |1 [R|P |1 [s|GIN]JAIE|Y|A|Q|KI|F Q|G |44
DR4B98 |G |1 AP |1 |[Y|G|T|A|Y|Y|A|Q|KI|F|Q|G]45
DR4B78 |A |1 |S|IG|S|G|IG|S|T|Y|Y|A|[D|S|VIK|G]|I126
DR4B70 |A |l |S|G|s |GG s |T|Y|Y|A|D|S|VIK|G]126
DR4B38 |A|I |S|IG|S|GlIG|S|T|Y|Y|A|DI|s|VIK|G]|I26
DR4B33 |1 |1 IR|P|G|D|S|R|TIR|Y|S|P|S|F|Q|G]|127
DR4B22 |A |1 |S|Gls|GlalY [T [NIY|A|IDIS|VIKI|G]|128

[0840] %X 10:
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[0841]
mADb o SEQ
HCDR3 /7 D O
DR4 |GIR|Y|Y[I [GIN|RIR|G[S|Y[Y|G|F[D|Y 46
B117
DR4 |E|S |Y|Y|Y|V|G|VIR|Y|R|P|S|Y|Y|F|D| Y| |47
B30
DR4 |D|A|S|Y|Y|R|N|YI|G|F|D|Y 48
B127
DR4 |D|A|S |WIA|[R[A[Y|G|F|D]|Y 49
B9S
DR4 |D|G|G|Y|Y|R|Y|VIR|T|I|S|G|D|Y|A|F|D|Y| 129
B78
DR4 |DIS|S|Y|Y|R|Y|T|G R|Y L|G|D|Y[A[F|D|Y| 130
B70
DR4 |D|S|G|Y|Y|R|L|A[A|T |GIR|S|D|Y|A[F|D|Y|I131
B38
DR4 |D|G|Y|Y|F|V|G|S|I |1 ]|Y|Y|G|M|D|[V 132
B33
DR4 |D|G|G|Y|Y|R|Y|[V|Y|R|Y|P|G|D|Y|[A|F|[G]|Y]I33
B22
[0842] F11:
[0843]
LCDRI
HAb 57 SEQ ID NO:
DR4BII7|R |A |S |Q [S [V S [S [s [Y |L [A |50
DR4B30 |R |A |S |Q |S |V [S [s |Y |L [A [51
DR4BI27|R |A |[S [Q [S [V s [s |[Y |L |A 51
DR4B9R |R |A |S |Q |S |V |S |s |[Y |L |A 51
DR4B78 |R |A |S |QO |S |V S [S |Y |L |A |51
DR4B70 |R |A |S |Q |S |V [S |S [Y |L [A 51
DR4B38 |[R_|A |S |Q |S |V |S [8 |[Y |[L [A | [5I
DR4B33 |R |A |S |Q |S |1 |S |S |Y |L [N 134
DR4B22 |R |A |S |Q |S |V |Ss [S |Y |L [A 51
[0844] FE12.
LCDR2
losas] | AP =7 SEQ ID NO:
DR4BI17]G |A |S [S [R |A |T |52
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DR4B30 |D |A |S [N |R |A |T |53
DR4B127|D |A |S [N |R |A |T |53
DR4B98 |D |A |S |N |R |A |T |53
r0ssg] |DR4B78 D A S IN |R |A T |53
DR4B70 |D |A |S [N |R |A |T |53
DR4B38 |D |A |S [N |R |A |T |53
DR4B33 |A |A |S |s |L |0 |S 135
DR4B22 |D |A |S [N |R |A |T |53
[0847]  £13:
LCDR3
mAD Vel SEQ ID NO:
DR4BI17|0Q |Q |Y |G |S |S |P |L |T |54
DR4B30 |Q |Q |R |S I[N |W I[P |L |T |55
DR4BI27|0Q |Q |R |[S [N |[W|P |L [T |55
[0848] | DR4B98 |Q |Q |R |S [N |[W|P |[L [T |55
DR4B78 |Q |Q |R |S [N |W I[P |L |T |55
DR4B70 |Q |Q |R |S [N |W I[P |L |T |55
DR4B38 |Q |Q |R |S [N |[W|P |L |T |55
DR4B33 |Q |Q |S |Y |S |T |P |L |T |136
DR4B22 |Q |Q |R |S [N |W|P |L |T |55
[0849] K 14:
VH &4 VL%&é& |HC%d |LC%d
mAb VH & 4% | JE SEQ | VL &4k | Ji SEQ | /A SEQ | /& SEQ
1D NO:; ID NO: | ID NO; 1D NO;
DR4B117 | DR4H4 | 56 PHOLI |60 84 | 88
DR4B30 | DR4H39 | 57 PHOL3 |61 85 89
logso] | DR4B127 | DR4HT |58 PHOL3 |6l 86 1 89
DR4B98 | DR4H50 | 59 PHOL3 |61 87 89
DR4B78 | DR4H62 | 137 PHIL3 |6l 149 89
DR4B70 | DR4H29 | 138 PHIL3 |6l 150 89
DR4B38 | DR4H56 | 139 PHIL3 |61 151 89
DR4B33 | DR4H58 | 140 PHOL4 | 142 152 154
DR4B22 | DR4H16 | 141 PHIL3 |61 153 89
[0851]  K15:
A2 ki s :
[0852] | mAb L SEQ ID N"’ , — — ‘
VH 44k | VHLSEQ | VL %4 | VLSEQ | HCSEQ [LC SEQ
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1D NO: IDNO: |[IDNO: |IDNO:
DR4B117 | DR4H4 | 79 PHOL1 |80 90 94
DR4B30 | DR4H39 | 81 PHOL3 |82 91 95
DR4B127 | DR4H7 | 83 PHYL3 | &2 92 95
[0853] DR4B98 | DR4H50 | 121 PHOL3 |82 93 95
DR4B78 | DR4H62 | 143 PHIL3 |82 155 95
DR4B70 | DR4H29 | 144 PHOL3 |82 156 95
DR4B38 | DR4HS56 | 145 PH9L3 |82 157 95
DR4B33 | DR4H58 | 146 PHOL4 | 148 158 160
DR4B22 | DR4H16 | 147 PHOL3 |82 159 95
[0854] £ 16:
[0855]
9 4 4k Giel Si%?D
DRAB117 vE | QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYSTHWVR
(DRaH4) | QAPGQGLEWMGYIPEYGTANYAQKFQGRVTITADESTS <5
£k TAYMELSSLRSEDTAVYYCARGRYYIGNRRGSYYGFDY
A WGQGTLVTVSS
DRABI0VH | EVQLVQSGAEVKKPGESLKISCKGSGYSFTSDWIGWVR
(DRAH30) | QMPGKGLEWMGIRPGDSDTYYSPSFQGQVTISADKSIST 57
£k AYLQWSSLKASDTAVYYCARESYYYVGVRYRPSYYFD |
e YWGQGTLVTVSS
DRAB127 Vi | QVQLVQSGAEVKKPGSSVKVSCKASGGTFKSYYTHWVR
(DR417) | QAPGQGLEWMGGIRPISGNAEY AQKFQGRVTITADESTS sg
ok TAYMELSSLRSEDTAVYYCARDASYYRNYGFDYWGQG
o TLVTVSS
DRAB9S VH | QVQLVQSGAEVKKPGSSVKVSCKASGGTFKSYYTHWVR
(DR41S0) | QAPGQGLEWMGGIAPIYGTAYYAQKFQGRVTITADEST -
Y STAYMELSSLRSEDTAVYYCARDASWARAYGFDYWGQ
= GTLVTVSS
DR4B117 VL | EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQK
(PHOL1) & | PGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTISRLEP 60
E 53 EDFAVYYCQQYGSSPLTFGQGTKVEIK
DR4B30.
DR4B127#= | EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKP
DR4B98 VL. | GQAPRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPE 61
(PHIL3) 4 | DFAVYYCQQRSNWPLTFGQGTKVEIK
FER
QVOQLVQSGAEVKKPGSSVKVSCKASGGTFSSYSIHWVR
DRAB117 He | QAPGQGLEWMGYTIPEY GTANYAQKFQGRVTITADESTS
P TAYMELSSLRSEDTAVYYCARGRY YIGNRRGSYYGFDY 84
W WGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
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[0856]

VVTVPSSNEFGTQTYTCNVDHKPSNTKVDKTVERKCCVE
CPPCPAPPAAASSVFLFPPKPKDTLMISRTPEVTCVVVDYV
SAEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVS
VLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISK TKGQP
REPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQOQG

| NVESCSVMHEALHNHYTQKSLSLSPGK

DR4B30 HC

EVOQLVQSGAEVKKPGESLKISCKGSGYSFTSDWIGWVR
QMPGKGLEWMGIIRPGDSDTYYSPSFQGQVTISADKSIST
AYLQWSSLKASDTAVYYCARESYYYVGVRYRPSYYFD
YWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLS
SVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCV
ECPPCPAPPAAASSVFLFPPKPKDTLMISRTPEVTCVVVD
VSAEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVV
SVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKTKGQ
ESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQ
GNVFSCSVMHEALHNHYTQKSLSLSPGK

85

DR4B127 HC
R

QVQLVQSGAEVKKPGSSVKVSCKASGGTFKSYYIHWVR
QAPGQGLEWMGGIRPISGNAEYAQKFQGRVTITADESTS
TAYMELSSLRSEDTAVYYCARDASYYRNYGFDYWGQG
TLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCP
APPAAASSVFLFPPKPKDTLMISRTPEVTCVVVDVSAEDP
EVQFNWY VDGVEVHNAKTKPREEQFNSTFRVVSVLTVL
HODWLNGKEYKCKVSNKGLPSSIEK TISKTKGQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVESC
SVMHEALHNHY TQKSLSLSPGK

86

DR4B98 HC
R

QVOQLVQSGAEVKKPGSSVKVSCKASGGTFKSYYIHWVR
QAPGQGLEWMGGIAPIYGTAYYAQKFQGRVTITADEST
STAYMELSSLRSEDTAVYYCARDASWARAYGFDYWGQ
GTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDY
FPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTV
PSSNEGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCP
APPAAASSVFLFPPKPKDTLMISRTPEVTCVVVDVSAEDP
EVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLTVL
HQDWLNGKEYKCKVSNKGLPSSIEKTISKTKGQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVESC
SVMHEALHNHY TQKSLSLSPGK

87

DR4BI117 LC
R

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQK
PGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTISRLEP
EDFAVYYCQQYGSSPLTFGQGTKVEIKRTVAAPSVFEIFPP
SDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
THOQGLSSPVTKSFNRGEC

88
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[0857]

DR4B30.
DR4B127 #=
DR4B98 LC
R

| EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKP

GQAPRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPE
DFAVYYCOQQRSNWPLTFGQGTKVEIKRTVAAPSVFIFPP
SDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
THOGLSSPVTKSFNRGEC

89

DR4B117 VH
(DR4H4)
S AnArE

CAGGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAA
AAACCGGGCAGCAGCOGTGAAAGTGAGCTGCAAAGCG
AGCGGCGGCACCTTTAGCAGCTATTCCATTCACTGGG
TGCGCCAGGCGCCGGGCCAGGGCCTGGAATGGATGG
GCTACATTATTCCGGAGTACGGGACTGCCAATTACGC
GCAGAAATTTCAGGGCCGCGTGACCATTACCGCTGAT
GAAAGCACCAGCACCGCGTATATGGAACTGAGCAGCC
TGCGCAGCGAAGATACCGCGGTGTATTATTGCGCGCG
CGGCCGATACTATATCGGCAACCGTCGTGGCAGTTAT
TACGGTTTTGACTATTGGGGCCAGGGCACCCTGGTGA

 CCGTCTCGAGT

79

DR4B30 VH
( DR4H39)
% B Em

GAAGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAA

AAACCGGGCGAAAGCCTGAAAATTAGCTGCAAAGGC

AGCGGCTATAGCTTTACCAGCGACTGGATTGGTTGGG
TGCGCCAGATGCCGGGCAAAGGCTTGGAATGGATGGG
TATCATTCGCCCGGGCGATAGCGATACGTATTACAGC
CCGAGCTTTCAGGGCCAGGTGACCATTAGCGCGGATA
AAAGCATTAGCACCGCGTATCTGCAGTGGAGCAGCCT
GAAAGCGAGCGATACCGCGGTGTATTATTGCGCGCGT
GAATCCTATTATTACGTTGGCGTGCGTTACCGTCCAAG
CTATTATTTCGATTACTGGGGCCAGGGCACCCTGGTG
ACCGTCTCGAGT

81

DR4B127 VH
( DR4H7 )
SR

CAGGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAA
AAACCGGGCAGCAGCGTGAAAGTGAGCTGCAAAGCG
AGCGGCGGCACCTTTAAATCCTACTACATTCACTGGG
TGCGCCAGGCGCCGGGCCAGGGCCTGGAATGGATGG
GTGGTATTCGTCCGATCAGCGGGAATGCTGAGTACGC
GCAGAAATTTCAGGGCCGCGTGACCATTACCGCTGAT
GAAAGCACCAGCACCGCGTATATGGAACTGAGCAGCC
TGCGCAGCGAAGATACCGCOGGTGTATTATTGCGCGCG
CGATGCAAGCTATTATCGTAATTACGGTTTTGACTACT
GGGGCCAGGGCACCCTGGTGACCGTCTCGAGT

83

DR4B98 VH
({ DR4H50)
Shh

AAACCGGGCAGCAGCGTGAAAGTGAGCTGCAAAGCG
AGCGGCGGCACCTTTAAGTCCTATTATATTCATTGGGT
GCGCCAGGCGCCGGGCCAGGGCCTGGAATGGATGGG
CGGTATTGCACCAATTTACGGCACCGCTTACTACGCG
CAGAAATTTCAGGGCCGCGTGACCATTACCGCTGATG
AAAGCACCAGCACCGCGTATATGGAACTGAGCAGCCT
GCGCAGCGAAGATACCOGCGGTGTATTATTGCGCGCGT
GATGCAAGTTGGGCACGTGCATACGGTTTTGATTATTG
GGGCCAGGGCACCCTGGTGACCGTCTCGAGT

121
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DR4B117 VL
(PHOL1) %
MR

GAGATCGTGCTGACCCAGAGCCCCGGCACCCTGAGCC
TGAGCCCCGGCGAGCGGOGCCACCCTGAGCTGCCGGGC
CAGCCAGAGCGTGAGCAGCAGCTACCTGGCCTGGTAC
CAGCAGAAGCCCGGCCAGGCCCCCCGGCTGCTGATCT
ACGGCGCCAGCAGCCGGGCCACCGGCATCCCCGACTCG
GTTCAGCGGCAGCGGCAGCGGCACCGACTTCACCCTG
ACCATCAGCCGGCTGGAGCCCGAGGACTTCGCCGTGT
ACTACTGCCAGCAGTACGGCAGCAGCCCCCTGACCTT
CGGCCAGGGCACCAAGGTGGAGATCAAG

DR4B30.
DR4B127 #=
DR4B98 VL.
(PHIL3) %
A% R

GAGATCGTGCTGACCCAGAGCCCCGCCACCCTGAGCC
TGAGCCCCGGCGAGCGGGCCACCCTGAGCTGCCGGGC
CAGCCAGAGCGTGAGCAGCTACCTGGCCTGGTACCAG
CAGAAGCCCGGCCAGGCCCCCCGGCTGCTGATCTACG
ACGCCAGCAACCGGGCCACCGGCATCCCCGCCCGGTT
CAGCGGCAGCGGCAGCGGCACCGACTTCACCCTGACC
ATCAGCAGCCTGGAGCCCGAGGACTTCGCCGTGTACT

ACTGCCAGCAGCGGAGCAACTGGCCCCTGACCTTCGG

 CCAGGGCACCAAGGTGGAGATCAAG

82

DR4B117 HC
B AREER

CAGGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAA
AAACCGGGCAGCAGCGTGAAAGTGAGCTGCAAAGCG
AGCGGCGGCACCTTTAGCAGCTATTCCATTCACTGGG
GCTACATTATTCCGGAGTACGGGACTGCCAATTACGC
GCAGAAATTTCAGGGCCGCGTGACCATTACCGCTGAT
GAAAGCACCAGCACCGCGTATATGGAACTGAGCAGCC
TGCGCAGCGAAGATACCGCGGTGTATTATTGCGCGCG
CGGCCGATACTATATCGGCAACCGTCGTGGCAGTTAT
TACGGTTTTGACTATTGGGGCCAGGGCACCCTGGTGA
CCGTCTCGAGTGCCTCCACCAAGGGCCCATCGGTCTTC
CCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCA
CAGCCGCCCTGGGCTGCCTGGTCAAGGACTACTTCCC
CGAACCGGTGACGGTGTCGTGGAACTCAGGCGCTCTG
ACCAGCGGCGTGCACACCTTCCCAGCTGTCCTACAGT
CCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGT
GCCCTCCAGCAACTTCGGCACCCAGACCTACACCTGC
AACGTAGATCACAAGCCCAGCAACACCAAGGTGGAC
AAGACAGTTGAGCGCAAATGTTGTGTCGAGTGCCCAC
CCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCT
CCCGGACCCCTGAGGTCACGTGCGTGGTGGTGGACGT
GAGCGCCGAAGACCCCGAGGTCCAGTTCAACTGGTAC
GTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAG
CCACGGGAGGAGCAGTTCAACAGCACGTTCCGTGTGG
TCAGCGTCCTCACCGTTCTGCACCAGGACTGGCTGAA
CGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGG
CCTCCCATCCTCCATCGAGAAAACCATCTCCAAAACC
AAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGC
CCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCA
GCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCGA

90
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CATCGCCOGTGGAGTGGOGAGAGCAATGGGCAGCCGGA
GAACAACTACAAGACCACACCTCCCATGCTGGACTCC

GACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGA

CAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGC
TCCGTGATGCATGAGGCTCTGCACAACCACTACACGC

| AGAAGAGCCTCTCCCTGTCTCCGGGTAAA

DR4B30 HC
2 AR

GAAGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAA
AAACCGGGCGAAAGCCTGAAAATTAGCTGCAAAGGC
AGCGGCTATAGCTTTACCAGCGACTGGATTGGTTGGG

TGCGCCAGATGCCGGGCAAAGGCTTGGAATGGATGGG

TATCATTCGCCCGGGCGATAGCGATACGTATTACAGC
CCGAGCTTTCAGGGCCAGGTGACCATTAGCGCGGATA
AAAGCATTAGCACCGCGTATCTGCAGTGGAGCAGCCT
GAAAGCGAGCGATACCGCGGTGTATTATTGCGCGCGT
GAATCCTATTATTACGTTGGCGTGCGTTACCGTCCAAG
CTATTATTTCGATTACTGGGGCCAGGGCACCCTGGTG
ACCGTCTCGAGTGCCTCCACCAAGGGCCCATCGGTCT
TCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAG
CACAGCCGCCCTGGGCTGCCTGGTCAAGGACTACTTC
CCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCTC
TGACCAGCGGCGTGCACACCTTCCCAGCTGTCCTACA
GTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACC
GTGCCCTCCAGCAACTTCGGCACCCAGACCTACACCT
GCAACGTAGATCACAAGCCCAGCAACACCAAGGTGG
ACAAGACAGTTGAGCGCAAATGTTGTGTCGAGTGCCC
ACCGTGCCCAGCACCACCTGCCGCAGCCAGCTCAGTC
TTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGAT
CTCCCGGACCCCTGAGGTCACGTGCGTGOTGGTGGAC
GTGAGCGCCGAAGACCCCGAGGTCCAGTTCAACTGGT
ACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAA
AGCCACGGGAGGAGCAGTTCAACAGCACGTTCCGTGT
GGTCAGCGTCCTCACCGTTCTGCACCAGGACTGGCTG
AACGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAA
GGCCTCCCATCCTCCATCGAGAAAACCATCTCCAAAA
CCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCT
GCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTC
AGCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCG
ACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGG
AGAACAACTACAAGACCACACCTCCCATGCTGGACTC
CGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGG
ACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATG
CTCCGTGATGCATGAGGCTCTGCACAACCACTACACG
CAGAAGAGCCTCTCCCTGTCTCCGGGTAAA

91

DR4B127 HC
%A%

CAGGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAA
AAACCGGGCAGCAGCGTGAAAGTGAGCTGCAAAGCG
AGCGGCGGCACCTTTAAATCCTACTACATTCACTGGG
TGCGCCAGGCGCCGGGCCAGGGCCTGGAATGGATGG
GTGGTATTCGTCCGATCAGCGGGAATGCTGAGTACGC
GCAGAAATTITCAGGGCCGCGTGACCATTACCGCTGAT

92
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| GAAAGCACCAGCACCGCGTATATGGAACTGAGCAGCC

TGCGCAGCGAAGATACCGCGGTGTATTATTGCGCGCG
CGATGCAAGCTATTATCGTAATTACGGTTTTGACTACT
GGGGCCAGGGCACCCTGGTGACCGTCTCGAGTGCCTC
CACCAAGGGCCCATCGGTCTTCCCCCTGGCGCCCTGCT
CCAGGAGCACCTCCGAGAGCACAGCCGCCCTGGGCTG
CCTGGTCAAGGACTACTTCCCCGAACCGOGTGACGGTG
TCGTGGAACTCAGGCGCTCTGACCAGCGGCGTGCACA
CCTTCCCAGCTGTCCTACAGTCCTCAGGACTCTACTCC
CTCAGCAGCGTGGTGACCGTGCCCTCCAGCAACTTCG
GCACCCAGACCTACACCTGCAACGTAGATCACAAGCC
ATGTTGTGTCGAGTGCCCACCGTGCCCAGCACCACCT
GCCGCAGCCAGCTCAGTCTTCCTCTTCCCCCCAAAACC
CAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTC
ACGTGCGTGGTGGTGGACGTGAGCGCCGAAGACCCCG
AGGTCCAGTTCAACTGGTACGTGGACGGCGTGGAGGT
GCATAATGCCAAGACAAAGCCACGGGAGGAGCAGTT
CAACAGCACGTTCCGTGTGGTCAGCGTCCTCACCGTTEC
TGCACCAGGACTGGCTGAACGGCAAGGAGTACAAGT
GCAAGGTCTCCAACAAAGGCCTCCCATCCTCCATCGA
GAAAACCATCTCCAAAACCAAAGGGCAGCCCCGAGA
ACCACAGGTOGTACACCCTGCCCCCATCCCGGGAGGAG
ATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCA
AAGGCTTCTACCCCAGCGACATCGCCGTGGAGTGGGA
GAGCAATGGGCAGCCGGAGAACAACTACAAGACCAC
ACCTCCCATGCTGGACTCCGACGGCTCCTTCTTCCTCT
ACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGC
AGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGC
TCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTG
TCTCCGGGTAAA

DR4B98 HC
3 b

CAGGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAA
AAACCGGGCAGCAGCGTGAAAGTGAGCTGCAAAGCG
AGCGGCGGCACCTTTAAGTCCTATTATATTCATTGGGT
GCGCCAGGCGCCGGGCCAGGGCCTGGAATGGATGGG
CGGTATTGCACCAATTTACGGCACCGCTTACTACGCG
CAGAAATTTCAGGGCCGCGTGACCATTACCGCTGATG
AAAGCACCAGCACCGCGTATATGGAACTGAGCAGCCT
GCGCAGCGAAGATACCGCGGTGTATTATTGCGCGCGT
GATGCAAGTTGGGCACGTGCATACGGTTTTGATTATTG
GGGCCAGGGCACCCTGGTGACCGTCTCGAGTGCCTCC
ACCAAGGGCCCATCGGTCTTCCCCCTGGCGCCCTGCTC
CAGGAGCACCTCCGAGAGCACAGCCGCCCTGGGCTGC
CTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGT
COTGGAACTCAGGCGCTCTGACCAGCGGCGTGCACAC
CTTCCCAGCTGTCCTACAGTCCTCAGGACTCTACTCCC
TCAGCAGCGTGGTGACCGTGCCCTCCAGCAACTTCGG
CACCCAGACCTACACCTGCAACGTAGATCACAAGCCC
AGCAACACCAAGGTGGACAAGACAGTTGAGCGCAAA

93
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TGTTGTGTCGAGTGCCCACCGTGCCCAGCACCACCTG
CCGCAGCCAGCTCAGTCTTCCTCTTCCCCCCAAAACCC
AAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCA
CGTGCGTGGTGGTGOGACGTGAGCGCCGAAGACCCCGA
CATAATGCCAAGACAAAGCCACGGGAGGAGCAGTTC
AACAGCACGTTCCGTGTGGTCAGCGTCCTCACCGTTCT
GCACCAGGACTGGCTGAACGGCAAGGAGTACAAGTG
CAAGGTCTCCAACAAAGGCCTCCCATCCTCCATCGAG
AAAACCATCTCCAAAACCAAAGGGCAGCCCCGAGAA
CCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGA
TGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAA
AGGCTTCTACCCCAGCGACATCGCCGTGGAGTGGGAG
AGCAATGGGCAGCCGGAGAACAACTACAAGACCACA
CCTCCCATGCTGGACTCCGACGGCTCCTTCTTCCTCTA
CAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCA
CTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGT
CTCCGGGTAAA

DR4B117 LC
Z AR

GAGATCGTGCTGACCCAGAGCCCCGGCACCCTGAGCC
TGAGCCCCOGGCGAGCOGOGOGCCACCCTGAGCTGCCGGGO
CAGCCAGAGCGTGAGCAGCAGCTACCTGGCCTGGTAC
CAGCAGAAGCCCGGCCAGGCCCCCCGGCTGUTGATCT
ACGGCGCCAGCAGCCGGGCCACCGGCATCCCCGACCG
GTTCAGCGGCAGCGGCAGCGGCACCGACTTCACCCTG
ACCATCAGCCGGCTGGAGCCCGAGGACTTCGCCGTGT
ACTACTGCCAGCAGTACGGCAGCAGCCCCCTGACCTT
CGGCCAGGGCACCAAGGTGGAGATCAAGCGGACCGT
GGCCGCCCCCAGCGTGTTCATCTTCCCCCCCAGCGAC
GAGCAGCTGAAGAGCGGAACCGCAAGCGTGGTGTGC
CTGCTGAACAACTTCTACCCCCGGGAGGCCAAGGTGC
AGTGGAAGGTGGACAACGCCCTGCAGAGCGGCAACA
GCCAGGAGAGCGTGACCGAGCAGGACAGCAAGGACA
GCACCTACAGCCTGAGCAGCACCCTGACCCTGAGCAA
GGCCGACTACGAGAAGCACAAGGTGTACGCTTGCGAG
GTGACCCACCAGGGCCTGAGCAGCCCCGTGACCAAGA
GCTTCAACCGGGGCGAGTGC

94

DR4B30.
DR4B127 =
DR4BY8 LC
F R

GAGATCGTGCTGACCCAGAGCCCCGCCACCCTGAGCC
TGAGCCCCGGCGAGCGGGCCACCCTGAGCTGCCGGGL
CAGCCAGAGCGTGAGCAGCTACCTGGCCTGGTACCAG
CAGAAGCCCGGCCAGGCCCCCCGGCTGCTGATCTACG
ACGCCAGCAACCGGGCCACCGGCATCCCCGCCCGGTT
CAGCGGCAGCGGCAGCGGCACCGACTTCACCCTGACC
ATCAGCAGCCTGGAGCCCGAGGACTTCGCCGTGTACT
ACTGCCAGCAGCGGAGCAACTGGCCCCTGACCTTCGG
CCAGGGCACCAAGGTGGAGATCAAGCGGACCGTGGC
CGCCCCCAGCGTGTTCATCTTCCCCCCCAGCGACGAG
CAGCTGAAGAGCGGAACCGCAAGCGTGGTGTGCCTGC
TGAACAACTTCTACCCCCGGGAGGCCAAGGTGCAGTG

95
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GAAGGTGGACAACGCCCTGCAGAGCGGCAACAGCCA
GGAGAGCGTGACCGAGCAGGACAGCAAGGACAGCAC
CTACAGCCTGAGCAGCACCCTGACCCTGAGCAAGGCC
GACTACGAGAAGCACAAGGTGTACGCTTGCGAGGTGA
CCCACCAGGGCCTGAGCAGCCCCGTGACCAAGAGCTT
CAACCGGGGCGAGTGC

DR4B78 VH
( DR4H62 )
B

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVR
QAPGKGLEWVSAISGSGGSTYYADSVKGRFTISRDNSKN
TLYLQMNSLRAEDTAVYYCARDGGYYRYVRTISGDYAF
DYWGQGTLVTVSS

137

DR4B70 VH
( DR4H29 )
FABR

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVR
QAPGKGLEWVSAISGSGGSTYYADSVKGRFTISRDNSKN
TLYLQMNSLRAEDTAVYYCARDSSYYRYIGRYLGDYAF
DYWGQGTLVTVSS

138

DR4B38 VH
( DR4HS56 )
AR

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVR
QAPGKGLEWVSAISGSGGSTYYADSVKGRFTISRDNSKN
TLYLQMNSLRAEDTAVYYCARDSGYYRLAAIGRSDYAF
DYWGQGTLVTVSS

139

DR4B33 VH
( DR4HS58 )
Ak E

EVQLVQSGAEVKKPGESLKISCKGSGYSFDSAYINWVRQ
MPGKGLEWMGIHRPGDSRTRY SPSFQGQVTISADKSISTA
YLQWSSLKASDTAVYYCARDGYYFVGSIIYYGMDVWG

QGTLVTVSS

140

DR4B22 VH
{ DR4H16)
A

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMNWYVR
QAPGKGLEWVSAISGSGGYTNYADSVKGRFTISRDNSK
NTLYLOMNSLRAEDTAVYYCARDGGYYRYVYRYPGDY
AFGYWGQGTLVTVSS

141

DR4B33 VL
( PHOLA4) £,
P2

DIQMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKP
GKAPKLLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPE
DFATYYCQQSYSTPLTFGQGTKVEIK

142

DR4B78 VH
(DR4H62 )
DNA

GAAGTGCAGCTGCTGGAAAGCGGCGGCGGCCTGGTGC
AGCCGGGCGGCAGCCTGCGCCTGAGCTGCGCGGCGAG
CGGCTTTACCTTTAGCAGCTATGCGATGAGCTGGGTG
CGCCAGGCGCCGGGCAAAGGCCTGGAATGGGTGAGC
GCGATCAGCGGCTCCGGTGGCTCCACATATTATGCGG
ATAGCGTGAAAGGCCGCTTTACCATTTCACGAGATAA
CAGCAAAAACACCCTGTATCTGCAGATGAACAGCCTG
CGCGCGGAAGATACCGCGGTGTATTATTGCGCGCGCG
ATGGCGGTTATTATCGTTATGTGCGTACAATCAGCGGC
GATTATGCATTCGACTATTGGGGCCAGGGCACCCTGG
TGACCGTCTCGAGT

143

DR4B70 VH
( DR4H29 )
DNA

GAAGTGCAGCTGCTGGAAAGCGGCGGCGGCCTGGTGL
AGCCGGGCGGCAGCCTGCGCCTGAGCTGCGCGGCGAG
CGGCTTTACCTTTAGCAGCTATGCGATGAGCTGGGTG
CGCCAGGCGCCGGGCAAAGGCCTGGAATGGGTGAGC
GCGATCAGCGGCTCCGGTGGCTCCACATATTATGCGG
ATAGCGTGAAAGGCCGCTTTACCATTTCACGAGATAA
CAGCAAAAACACCCTGTATCTGCAGATGAACAGCCTG
CGCGCGGAAGATACCGCGGTGTATTATTGCGCGCGCG

144
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| ACTCCAGCTATTATCGTTACATTGGCCGTTATCTGGGC

GACTACGCATTCGACTACTGGGGCCAGGGCACCCTGG
TGACCGTCTCGAGT

DR4B38 VH
(DR4H36 )
DNA

GAAGTGCAGCTGCTGGAAAGCGGCGGCGGCCTGGTGC
AGCCGGGCGGCAGCCTGCGCCTGAGCTGCGCGGCGAG
CGGCTTTACCTTTAGCAGCTATGCGATGAGCTGGGTG
CGCCAGGCGCCGGGCAAAGGCCTGGAATGGGTGAGC
GCGATCAGCGGCTCCGGTGGCTCCACATATTATGCGG
ATAGCGTGAAAGGCCGCTTTACCATTTCACGAGATAA
CAGCAAAAACACCCTGTATCTGCAGATGAACAGCCTG
CGCGCGGAAGATACCGCGGTGTATTATTGCGCGCGTG
ACTCCOGGCTATTATCGTCTGGCAGCAATCGGCCGTTCT
GATTACGCATTTGATTACTGGGGCCAGGGCACCCTGG
TGACCGTCTCGAGT

145

DR4B33 VH
( DR4H58 )
DNA

GAAGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAA
AAACCGGGCGAAAGCCTGAAAATTAGCTGCAAAGGC
AGCGGCTATAGCTTCGATAGCGCATACATTAATTGGG
TATTATTCGTCCTGGCGATTCCCGCACGCGTTACAGCC
CGAGCTTTCAGGGCCAGGTGACCATTAGCGCGGATAA
AAGCATTAGCACCGCGTATCTGCAGTGGAGCAGCCTG
AAAGCGAGCGATACCGCGGTGTATTATTGCGCGCGTG
ACGGCTATTATTTITGTTGGCAGCATCATCTATTACGGT
ATGGACGTATGGGGCCAGGGCACCCTGGTGACCGTCT
CGAGT

146

DR4B22 VH
(DR4H16 )
DNA

GAAGTGCAGCTGCTGGAAAGCGGCGGCGGCCTGGTGC

AGCCGGGCGGCAGCCTGCGCCTGAGCTGCGCGGCGAG

CGGCTTTACCTTTTCCTCCTATGCAATGAATTGGGTGC
GCCAGOGCGCCOGOGCAAAGGCCTOGAATGOGGTGAGCG
CTATTAGCGGTTCCGGTGGGTATACAAATTATGCGGA
TAGCGTGAAAGGCCGCTTTACCATTTCACGAGATAAC
AGCAAAAACACCCTGTATCTGCAGATGAACAGCCTGC
GCGCGGAAGATACCGCGGTGTATTATTGCGCGCGTGA
CGGTGGTTACTACCGGTATGTGTACCGTTATCCAGGC
GACTATGCATTTGGCTATTGGGGCCAGGGCACCCTGG
TGACCGTCTCGAGT

147

DR4B33 VL
( PH9L4)
DNA

GACATCCAGATGACCCAGAGCCCCAGCAGCCTGAGCG
CCAGCGTGGGCGACCGGGTGACCATCACCTGCCGGGC
CAGCCAGAGCATCAGCAGCTACCTGAACTGGTACCAG
CAGAAGCCCGGCAAGGCCCCCAAGCTGCTGATCTACG
CCGCCAGCAGCCTGCAGAGCGGCGTGCCCAGCCGGTT
CAGCGGCAGCGGCAGCGGCACCGACTTCACCCTGACC
ATCAGCAGCCTGCAGCCCGAGGACTTCGCCACCTACT
ACTGCCAGCAGAGCTACAGCACCCCCCTGACCTTCGG
CCAGGGCACCAAGGTGGAGATCAAG

148

DR4B78 HC
A

EVOQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVR
QAPGKGLEWVSAISGSGGSTYYADSVKGRFTISRDNSKN
TLYLOMNSLRAEDTAVYYCARDGGYYRYVRTISGDYAF
DYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALG

149
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CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSL
SSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCC

VECPPCPAPPAAASSVFLFPPKPKDTLMISRTPEVTCVVV
DVSAEDPEVQFNWYVDGVEVINAKTK PREEQENSTFRV
VSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISK TKG
QPREPQVYTLPPSREEMTKNQVSLTCLYKGFYPSDIAVE

WESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKSLSLSPGK

DR4B70 HC

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVR

QAPGKGLEWVSAISGSGGSTY YADSVKGRFTISRDNSKN
TLYLQMNSLRAEDTAVYYCARDSSYYRYIGRYLGDYAF
DYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSL
VECPPCPAPPAAASSVFLFPPKPKDTLMISRTPEVTCVVV
DVSAEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRV
VSVLTVLHQDWLNGKEYKCKVSNKGIPSSIEKTISKTKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE

WESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKSLSLSPGK

150

DR4B38 HC

EVQLLESGGGLVQPGGSLRLSCAASGEFTESSYAMSWVR
QAPGKGLEWVSAISGSGGSTYYADSVKGRFTISRDNSKN
TLYLQMNSLRAEDTAVYYCARDSGYYRLAAIGRSDYAF
DYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSL
SSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCC
VECPPCPAPPAAASSVFLFPPKPKDTLMISRTPEVTCVVY
DVSAEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRV
VSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKTKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKSLSLSPGK

151

DR4B33 HC
R B

EVOQLVQSGAEVKKPGESLKISCKGSGYSFDSAYINWVRQ
MPGKGLEWMGIIRPGDSRTRYSPSFQGQVTISADKSISTA
YLQWSSLKASDTAVYYCARDGYYFVGSIIYYGMDVWG
QGTLVTVSSASTKGPSVEPLAPCSRSTSESTAALGCLVKD
YEPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVT
VPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPP
CPAPPAAASSVFLFPPKPKDTLMISRTPEVTCVVVDVSAE
DPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLT
VLHQDWLNGKEYKCKVSNKGLPSSIEKTISK TKGQPREP
QVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVFE
SCSVMHEALHNHYTQKSLSLSPGK

152

DR4B22 HC
FIRER

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMNWYVR
QAPGKGLEWVSAISGSGGYTNYADSVKGRFTISRDNSK
NTLYLOMNSLRAEDTAVYYCARDGGYYRYVYRYPGDY
AFGYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLY

153
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SLSSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKC
CVECPPCPAPPAAASSVFLFPPKPKDTLMISRTPEVTCVV

VDVSAEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFR
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAV

EWESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRW
QQGNVFSCSVMHEALHNHYTQKSLSLSPGK

DR4B33 LC
RILER

DIQMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKP
GKAPKLLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPE
DFATYYCQQSYSTPLTFGQGTKVEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVT

154

DR4B78 HC
DNA

GAAGTGCAGCTGCTGCGAAAGCGGCGGCGGCCTGGTGC

AGCCGGGCGGCAGCCTGCGCCTGAGCTGCGCGGCGAG

CGGCTTTACCTTTAGCAGCTATGCGATGAGCTGGGTG
CGCCAGGCGCCGGGCAAAGGCCTGGAATGGGTGAGC
GCGATCAGCGGCTCCGGTGGCTCCACATATTATGCGG
ATAGCGTGAAAGGCCGCTTTACCATTTCACGAGATAA
CAGCAAAAACACCCTGTATCTGCAGATGAACAGCCTG
CGCGCGGAAGATACCGCGGTGTATTATTGCGCGCGCG
ATGGCGGTTATTATCGTTATGTGCGTACAATCAGCGGC
GATTATGCATTCGACTATTGGGGCCAGGGCACCCTGG
TGACCGTCTCGAGTGCCTCCACCAAGGGCCCATCGGT
CTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAG
AGCACAGCCGCCCTGGGCTGCCTGGTCAAGGACTACT
TCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGC
TCTGACCAGCGGCGTGCACACCTTCCCAGCTGTCCTAC
AGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGAC
CGTGCCCTCCAGCAACTTCGGCACCCAGACCTACACC
TGCAACGTAGATCACAAGCCCAGCAACACCAAGGTGG
ACAAGACAGTTGAGCGCAAATGTTGTGTCGAGTGCCC
ACCGTGCCCAGCACCACCTGCCGCAGCCAGCTCAGTC
TTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGAT
CTCCCGGACCCCTGAGGTCACGTGCGTGGTGGTGGAC
GTGAGCGCCGAAGACCCCGAGGTCCAGTTCAACTGGT
ACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAA
AGCCACGGGAGGAGCAGTTCAACAGCACGTTCCGTGT
GGTCAGCGTCCTCACCGTTCTGCACCAGGACTGGCTG
AACGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAA
GGCCTCCCATCCTCCATCGAGAAAACCATCTCCAAAA
CCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCT
GCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTC
AGCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCG
ACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGG
AGAACAACTACAAGACCACACCTCCCATGCTGGACTC
CGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGG
ACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATG
CTCCGTGATGCATGAGGCTCTGCACAACCACTACACG
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[0866]

CAGAAGAGCCTCTCCCTGTCTCCGGGTAAA

DR4B70 HC
DNA

GAAGTGCAGCTGCTGGAAAGCGGCGGCGGCCTGGTGE
AGCCGGGCGGCAGCCTGCGCCTGAGCTGCGCGGCGAG
CGGCTTTACCTTTAGCAGCTATGCGATGAGCTGGGTG
CGCCAGGCGCCGGGCAAAGGCCTGGAATGGGTGAGC
GCGATCAGCGGCTCCGGTGGCTCCACATATTATGCGG
ATAGCGTGAAAGGCCGCTTTACCATTTCACGAGATAA
CAGCAAAAACACCCTGTATCTGCAGATGAACAGCCTG
CGCGCGGAAGATACCGCGGTGTATTATTGCGCGCGCG
ACTCCAGCTATTATCGTTACATTGGCCGTTATCTGGGC
GACTACGCATTCGACTACTGGGGCCAGGGCACCCTGG
TGACCGTCTCGAGTGCCTCCACCAAGGGCCCATCGGT
CTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAG
AGCACAGCCGCCCTGGGCTGCCTGGTCAAGGACTACT
TCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGC
TCTGACCAGCGGCGTGCACACCTTCCCAGCTGTCCTAC
AGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGAC
TGCAACGTAGATCACAAGCCCAGCAACACCAAGGTGG
ACAAGACAGTTGAGCGCAAATGTTGTGTCGAGTGCCC
ACCGTGCCCAGCACCACCTGCCGCAGCCAGCTCAGTC
TTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGAT
CTCCCGGACCCCTGAGGTCACGTGCGTGGTGGTGGAC
GTGAGCGCCGAAGACCCCGAGGTCCAGTTCAACTGGT
ACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAA
AGCCACGGGAGGAGCAGTTCAACAGCACGTTCCGTGT
GGTCAGCGTCCTCACCGTTCTGCACCAGGACTGGCTG
AACGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAA
GGCCTCCCATCCTCCATCGAGAAAACCATCTCCAAAA
CCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCT
GCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTC
AGCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCG
ACATCGCCOGTGGAGTGGGAGAGCAATGGGCAGCCGG
AGAACAACTACAAGACCACACCTCCCATGCTGGACTC
CGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGG
ACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATG
CTCCGTGATGCATGAGGCTCTGCACAACCACTACACG
CAGAAGAGCCTCTCCCTGTCTCCGGGTAAA

156

DR4B38 HC
DNA

GAAGTGCAGCTGCTGGAAAGCGGCGGCGGCCTGGTGC
AGCCGGGCGGCAGCCTGCGCCTGAGCTGCGCGGCGAG
CGGCTTTACCTTTAGCAGCTATGCGATGAGCTGGGTG
CGCCAGGCGCCGGGCAAAGGCCTGGAATGGGTGAGC
GCGATCAGCGGCTCCGGTGGCTCCACATATTATGCGG
ATAGCGTGAAAGGCCGCTTTACCATTTCACGAGATAA
CAGCAAAAACACCCTGTATCTGCAGATGAACAGCCTG
CGCGCGGAAGATACCGCGGTGTATTATTGCGCGCGTG
ACTCCGGCTATTATCGTCTGGCAGCAATCGGCCGTTCT
GATTACGCATTTGATTACTGGGGCCAGGGCACCCTGG
TGACCGTCTCGAGTGCCTCCACCAAGGGCCCATCGGT

157
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[0867]

| CTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAG

AGCACAGCCGCCCTGGGCTGCCTGGTCAAGGACTACT
TCTGACCAGCGGCGTGCACACCTTCCCAGCTGTCCTAC
AGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGAC
CGTGCCCTCCAGCAACTTCGGCACCCAGACCTACACC
TGCAACGTAGATCACAAGCCCAGCAACACCAAGGTGG
ACAAGACAGTTGAGCGCAAATGTTGTGTCGAGTGCCC
ACCGTGCCCAGCACCACCTGCCGCAGCCAGCTCAGTC
TTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGAT
CTCCCGGACCCCTGAGGTCACGTGCGTGGTGGTGGAC
GTGAGCGCCGAAGACCCCGAGGTCCAGTTCAACTGGT
ACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAA
AGCCACGGGAGGAGCAGTTCAACAGCACGTTCCGTGT
GGTCAGCGTCCTCACCGTTCTGCACCAGGACTGGCTG

AACGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAA

GGCCTCCCATCCTCCATCGAGAAAACCATCTCCAAAA
CCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCT
GCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTC
AGCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCG
ACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGG
AGAACAACTACAAGACCACACCTCCCATGCTGGACTC
CGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGG

ACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATG

CTCCGTGATGCATGAGGCTCTGCACAACCACTACACG
CAGAAGAGCCTCTCCCTGTCTCCGGGTAAA

DR4B33 HC
DNA

GAAGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAA
AAACCGGGCGAAAGCCTGAAAATTAGCTGCAAAGGC
AGCGGCTATAGCTTCGATAGCGCATACATTAATTGGG
TGCGCCAGATGCCGGGCAAAGGCTTGGAATGGATGGG
TATTATTCGTCCTGGCGATTCCCGCACGCGTTACAGCC
CGAGCTTTCAGGGCCAGGTGACCATTAGCGCGGATAA
AAGCATTAGCACCGCGTATCTGCAGTGGAGCAGCCTG
AAAGCGAGCGATACCGCGGTGTATTATTGCGCGCGTG
ACGGCTATTATTITGTTGGCAGCATCATCTATTACGGT
ATGGACGTATGGGGCCAGGGCACCCTGGTGACCGTCT
CGAGTGCCTCCACCAAGGGCCCATCGGTCTTCCCCCT
GGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGCC
GCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAAC
CGGTGACGGTGTCGTGGAACTCAGGCGCTCTGACCAG
CGGCGTGCACACCTTCCCAGCTGTCCTACAGTCCTCAG
GACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCC
AGCAACTTCGGCACCCAGACCTACACCTGCAACGTAG
ATCACAAGCCCAGCAACACCAAGGTGGACAAGACAG
TTGAGCGCAAATGTTGTGTCGAGTGCCCACCGTGCCC
AGCACCACCTGCCGCAGCCAGCTCAGTCTTICCTCTTCC
CCCCAAAACCCAAGGACACCCTCATGATCTCCCGGAC
CCCTGAGGTCACGTGCGTGGTGGTGGACGTGAGCGCC
GAAGACCCCGAGGTCCAGTTCAACTGGTACGTGGACG

158
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[0868]

GCGTGGAGGTGCATAATGCCAAGACAAAGCCACGGG
AGGAGCAGTTCAACAGCACGTTCCGTGTGGTCAGCGT
CCTCACCGTTCTGCACCAGGACTGGCTGAACGGCAAG
GAGTACAAGTGCAAGGTCTCCAACAAAGGCCTCCCAT
CCTCCATCGAGAAAACCATCTCCAAAACCAAAGGGCA
GCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCC
CGGOGAGGAGATGACCAAGAACCAGGTCAGCCTGACC
TGCCTGGTCAAAGGCTTCTACCCCAGCGACATCGCCG
TGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACT
ACAAGACCACACCTCCCATGCTGGACTCCGACGGCTC
CTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGC
AGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGA
TGCATGAGGCTCTGCACAACCACTACACGCAGAAGAG
CCTCTCCCTGTCTCCGGGTAAA

DR4B22 HC
DNA

GAAGTGCAGCTGCTGGAAAGCGGCGGCGGCCTGGTGE
AGCCGGGCGGCAGCCTGCGCCTGAGCTGCGCGGCGAG
GCCAGGCGCCGGGCAAAGGCCTGGAATGGGTGAGCG
CTATTAGCGGTTCCGGTGGGTATACAAATTATGCGGA
TAGCGTGAAAGGCCGCTTTACCATTTCACGAGATAAC
AGCAAAAACACCCTGTATCTGCAGATGAACAGCCTGC
GCGCGGAAGATACCGCGGTGTATTATTGCGCGCGTGA
CGGTGGTTACTACCGGTATGTGTACCGTTATCCAGGC
GACTATGCATTTGGCTATTGGGGCCAGGGCACCCTGG
TGACCGTCTCGAGTGCCTCCACCAAGGGCCCATCGGT
CTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAG
AGCACAGCCGCCCTGGGCTGCCTGGTCAAGGACTACT
TCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGC
TCTGACCAGCGGCGTGCACACCTTCCCAGCTGTCCTAC
AGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGAC
CGTGCCCTCCAGCAACTTCGGCACCCAGACCTACACC
TGCAACGTAGATCACAAGCCCAGCAACACCAAGGTGG
ACAAGACAGTTGAGCGCAAATGTTGTGTCGAGTGCCC
ACCGTGCCCAGCACCACCTGCCGCAGCCAGCTCAGTC
TTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGAT
CTCCCGGACCCCTGAGGTCACGTGCGTGGTGGTGGAC
GTGAGCGCCGAAGACCCCGAGGTCCAGTTCAACTGGT
ACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAA
AGCCACGGGAGGAGCAGTTCAACAGCACGTTCCGTGT
GGTCAGCGTCCTCACCGTTCTGCACCAGGACTGGCTG
AACGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAA
GGCCTCCCATCCTCCATCGAGAAAACCATCTCCAAAA
CCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCT
GCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTC
AGCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCG
ACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGG
AGAACAACTACAAGACCACACCTCCCATGCTGGACTC
CGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGG
ACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATG

159
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[0869]

CTCCGTGATGCATGAGGCTCTGCACAACCACTACACG
CAGAAGAGCCTCTCCCTGTCTCCGGGTAAA

DR4B33LC | GACATCCAGATGACCCAGAGCCCCAGCAGCCTGAGCG
DNA CCAGCGTGGGCGACCGGGTGACCATCACCTGCCGGGC
CAGCCAGAGCATCAGCAGCTACCTGAACTGGTACCAG
CAGAAGCCCGGCAAGGCCCCCAAGCTGCTGATCTACG
CCGCCAGCAGCCTGCAGAGCGGCGTGCCCAGCCGGTT
CAGCGGCAGCGGCAGCGGCACCGACTTCACCCTGACC
ATCAGCAGCCTGCAGCCCGAGGACTTCGCCACCTACT
ACTGCCAGCAGAGCTACAGCACCCCCCTGACCTTCGG
CCAGGGCACCAAGGTGGAGATCAAGCGGACCGTGGC

CGCCCCCAGCGTGTTCATCTTCCCCCCCAGCGACGAG | 190
CAGCTGAAGAGCGGAACCGCAAGCGTGGTGTGCCTGC
TGAACAACTTCTACCCCCGGGAGGCCAAGGTGCAGTG
GAAGGTGGACAACGCCCTGCAGAGCGGCAACAGCCA
GGAGAGCGTGACCGAGCAGGACAGCAAGGACAGCAC
CTACAGCCTGAGCAGCACCCTGACCCTGAGCAAGGCC
GACTACGAGAAGCACAAGGTGTACGCTTGCGAGGTGA
CCCACCAGGGCCTGAGCAGCCCCGTGACCAAGAGCTT
CAACCGGGGCGAGTGC
[0870]  %17:
[0871]
mAD VH tE% Sg’&ffi): VL AES VL 4E% SEQ ID NO:
DR4B117 | IGHV1 1-69 62 IGKV3-20 (A27) 64
DR4B30 | IGHVS 5-31 63 IGKV3-11 (L6) 65
DR4B127 | IGHV1 1-69 62 IGKV3-11 (L6) 65
DR4B98 | IGHV1 1-69 62 IGKV3-11 (L6) 65
DR4B78 | IGHV3 3-23 161 IGKV3-11 (L6) 65
DR4B70 | IGHV3 3-23 161 IGKV3-11 (L6) 65
DR4B38 | IGHV3 3-23 161 IGKV3-11 (L6) 65
DR4B33 | IGHV5 5-51 63 IGKV1-39 (012) 162
DR4B22 | IGHV3 3-23 161 IGKV3-11 (L6) 65

[0872]  IGHV1-69SEQ ID NO:62

[0873] QVQLVQSGAEVKKPGSSVKVSCKASGGTFS SYAISWVRQAPGQGLEWMG
GITPIFGTANYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCAR

[0874]  IGHV5-51SEQ ID NO:63

[0875]  EVQLVQSGAEVKKPGESLKISCKGSGYSFTSYWIGWVRQMPGKGLEWMGI IYPGDSDTRYSPSFQGQVT
ISADKSTSTAYLQWSSLKASDTAMYYCAR

[0876]  TGKV3-20 (A27) SEQ ID NO:64

[0877]  EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRATGIPDRFSGSGSG
TDFTLTISRLEPEDFAVYYCQQYGSSP
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[0878]  IGKV3-11 (L6) SEQ ID NO:65

[0879]  EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRATGIPARFSGSGSGT
DETLTISSLEPEDFAVYYCQQRSNWP

[0880]  IGHV3 3-23SEQ ID NO:161

[0881]  EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAISGSGGSTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCAKWGQGTLVTVSS

[0882]  IGKV1-39SEQ ID NO:162

[0883]  DIQMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSGSGT
DETLTISSLQPEDFATYYCQQSYSTP

[0884]  sita {516 : It -HLA-DRyuAA 5 HLA-DRIKI £ 1 /)

[0885]  7£25°C T fd F{ProteOn XPR36 4 i id 2 [ & B k73 4% (SPR) W 4 HiHLA-DRH7L
& 545 B JE B A T TR & 2% Bk O HLA-DR 1 FIHLA-DRAE & W1 A8 FLAE F o A8 F T e BBt
A2 1 3 e 1 B S, 18 I BUHLA-DRIUAR 5 GLCAR B &5 7 (1) 3R [H EL AR R il & £ 1)
B IR AR AR o AEAR DR ZZ MRV ED LOmMPSE 25 (pH5 . 0) BRI 151g/m1 mAb T , £7130-500RU (K
ZRAT) FImAb B [E] 58 o 7£25 °C T FEIa 1T 2 M (DPBS+0.01%P20+1001g/ml BSA) H 47 5))
FIFSL R T BT BN RS0, AR 3. TaM A 300nM IR JEVE R (3% RAIRRED) S
) (HLA-DR1ATHLA-DRAE &) LA A BA) 3 5 AEABR BRI FT-HLA-DR mAbfRIEEs b 4G
FHAESOR] /min T B IN6 43 8, S8 5 #EAT 3073 B ) G Py B (RS AH) o AE10001 /min T,
L0OmMEEE (HaPO4) HIPE AN L8Pk i, {585y R 1 A o ff1 FHProteOn Manager 3K {fF4b 3R
R B 555, X TE] (inter—spots) A BARHATE SR IE SR X T 2 Hriid b, f
FHE2 M 50 0 S T 0 (0 RO R0 o [ B 2R L 145 A B R AT B 19 30 715 9 W
FEAmAb 45 R LAKa (455 38) JKd (55 22) Ko CP8 Al 254 250 A% Xadsx.

[0886] 187/~ Hi T DR4B117HIDR4B1274% 4 HLA-DR4/ MLk 2 Ik & &4 (DRAGS9) (K] 35 Al 1
SR #1977 T DRAB117HMIDRAB1 27 45 £ HLA-DR4/ % S5 ik 5 &) (DRAGI0) I A1 155
2075 H T DRAB117 FIDRAB1 2745 A HLA-DR1/ L& 25 BK B2 &4 (DRAGI3) ISER 155, %21
7~ T DRABL17HIDRABL 2745 A HLA-DR1/ g JE K & A4 (DRAGI9) [ SE Al F1 340

[0887] %18

#u/R: DRAGRY (B HA 304-318 4 HLA-DR4 )
R ka (1/Ms) kd (1/s) Kp (M)
DR4B117 1.39E+04 7.77B-05 5,58E-09
DR4B127 1.68E-+04 1.55E-04 9. 19E-09
[0889] F19:
#u/8: DR4GY0 (A4 CII_1236-1249 45 HLA-DR4)
[0890] AR ka ( 1/Ms) kd (1/s) Kp (M)
DR4B117 1.60E+04 3.28B-05 2.05E-09
DR4B127 1.41E+04 2.26E-04 1.60E-08
[0891]  %20:
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$uB: DR4AGO3 (B4 HA 304-318 49 HLA-DR1)
[0897] A ka ( 1/Ms) kd (1/s) Kp (M)
DR4B117 2.05E+04 1.36E-04 6.62E-09
DR4B127 1.93E+04 9.20E-04 4.77E-08
[0893] %21
#B: DR4GY9 (B4 CII_1236-1249 49 HLA-DR1 )
AR ka ( 1/Ms ) kd (1/s) Kp (M)
[0894] DR4B117  1.98E+04 1.79E-05 9.04E-10
DR4B127 2.38E+03 3.47E-04 1.46E-07*
*ELEF G, Kp A
[0895] st {417 - [ PP AL 44 D BB R0
[0896]  #41gG20/x37ADR4B117.DR4B30.DR4B127 . DRABISFIDRABG 1 ] A% [X. it [ Ay B 4 74

IgGl, LAVPAL PTREIY DhRE MR 22 7+

[0897]

TgG1l/xPufhkiy 4 NDRAB391 (DRAB117VH/ VL, By A2 A TgG1 ) \DR4B396 (DR4B30VH/

VL, ¥4 A TgG1 |) \DR4B392 (DR4B127VH/ VL, ¥4 TgG1 ) \DR4B401 (DR4BISVH/VL, 1gG1
£ BLEDR4B397 (DRABOVH/ VL, TgG1 ) o 2275 th 1 HUIR I EBE /351 - Fe B 7 51 5 2R A Ak

HIE
[0898]
[0899]

2222

-2

3

SEQ ID
NO:

DR4B391 HC
oy

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYSIHWY
RQAPGQGLEWMGYIIPEYGTANY AQKFQGRVTITADE
STSTAYMELSSLRSEDTAVYYCARGRYYIGNRRGSYY

GFDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS

GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKV
EPKSCDKTHTCPPCPAPEAAGASSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSAEDPEVKENWY VDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNK
ALPSSIEKTISKAKGQPREPQVY TLPPSREEMTKNQVSL
TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG

SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQ

KSLSLSPGK

96

DR4B396 HC
Ban

EVQLVQSGAEVKKPGESLKISCKGSGYSFTSDWIGWYV
RQMPGKGLEWMGIIRPGDSDTYYSPSFQGQVTISADK
SISTAYLQWSSLKASDTAVYYCARESYYYVGVRYRPS
YYFDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS
SGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKK
VEPKSCDKTHTCPPCPAPEAAGASSVFLFPPKPKDTLM
ISRTPEVTCVVVDVSAEDPEVKFNWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVS

97
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[0900]

NKALPSSIEK TISKAKGQPREPQVYTLPPSREEMTENQ

VSETCLVKGEYPSDIAVEWESN G‘QPEN NYKTTPPVLDS
DGSFFLYSKLTVDKSRWOQGNVFSCSVMHEALHNHY
TQKSLSLSPGK

DR4B392 HC
Eak

QVOLVOSGAEVKKPGSSVK VSCKASGGTFKSY YIHW
VRQAPGQGLEWMGGIRPISGNAEYAQKFQGRVTITAD
ESTSTAYMELSSLRSEDTAVYYCARDASYYRNYGFDY
WGQGTLVTVSSASTKGPSVEPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNS GALTSGVHTFPAVLQSSGLYS
LSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKS
CDKTHTCPPCPAPEAAGASSVFLFPPKPKDTLMISRTPE
VTCVVVDVSAEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPS
SIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL
VKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSIFL
YSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLS
LSPGK.

98

EaR

DR4B401 HC

QVQLVQSGAEVKKPGSSVKVSCKASGGTFKSY YIHW

VRQAPGQGLEWMGGIAPIYGTAYYAQKFQGRVTITA
DESTSTAYMELSSLRSEDTAVYYCARDASWARAYGF
DYWGQGTLVTVSSASTKGPSVEFPLAPSSKSTSGGTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPEAAGASSVFLFPPKPKDTLMISR
TPEVTCVVVDVSAEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKA
LPSSIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS
FFLYSKLTVDKSRWOQQGNVFESCSVMHEALHNHYTQK
SLSLSPGK

59

DR4B391 HC
EZEES

CAGGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAA
AAAACCGGGCAGCAGCGTGAAAGTGAGCTGCAAAG
CGAGCGGCGGCACCTTTAGCAGCTATTCCATTCACT
GGGTGCGCCAGGCGCCGGGCCAGGGCCTGGAATGG
ATGGGCTACATTATTCCGGAGTACGGGACTGCCAAT
TACGCGCAGAAATTTCAGGGCCGCGTGACCATTACC
GCTGATGAAAGCACCAGCACCGCGTATATGGAACT
GAGCAGCCTGCGCAGCGAAGATACCGCGGTGTATT
ATTGCGCGCGCGGCCGATACTATATCGGCAACCGTC
GTGGCAGTTATTACGGTTTTGACTATTGGGGCCAGG
GCACCCTGGTGACCGTCTCGAGTGCCTCCACCAAGG
GCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGA
GCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGG
TCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGT
GGAACTCAGGCGCCCTGACCAGCGGCGTGCACACC
TTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCC
TCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGG
GCACCCAGACCTACATCTGCAACGTGAATCACAAGC
CCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCC

100
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[0901]

AAATCTTGTGACAAAACTCACACATGCCCACCGTGC
CCAGCACCTGAAGCAGCAGGGGCATCTTCAGTCTTIC
CTCTTCCCCCCAAAACCCAAGGACACCCTCATGATC
TCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGAC
GTGAGCGCCGAAGACCCTGAGGTCAAGTTCAACTG
GTACGTGGACGGCGTGGAGGTGCATAATGCCAAGA
CAAAGCCGCGGGAGGAGCAGTACAACAGCACGTAC
CGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGAC
TGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTC
CAACAAAGCCCTCCCATCCTCCATCGAGAAAACCAT
CTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGG
TGTACACCCTGCCCCCATCCCGGGAGGAGATGACCA
AGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCT
TCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGC
AATGGGCAGCCGGAGAACAACTACAAGACCACGCC
TCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTAC
AGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCA
GGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGC
TCTGCACAACCACTACACGCAGAAGAGCCTCTCCCT
GTCTCCGGGTAAA

DR4B396 HC
$wig

GAAGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAA
AAAACCGGGCGAAAGCCTGAAAATTAGCTGCAAAG
GCAGCGGCTATAGCTTTACCAGCGACTGGATTGGTT
GGGTGCGCCAGATGCCGGGCAAAGGCTTGGAATGG
ATGGGTATCATTCGCCCGGGCGATAGCGATACGTAT
TACAGCCCGAGCTTTCAGGGCCAGGTGACCATTAGC
GCGGATAAAAGCATTAGCACCGCGTATCTGCAGTG
GAGCAGCCTGAAAGCGAGCGATACCGCGGTGTATT
ATTGCGCGCGTGAATCCTATTATTACGTTGGCGTGC
GTTACCGTCCAAGCTATTATTTCGATTACTGGGGCC
AGGGCACCCTGGTGACCGTCTCGAGTGCCTCCACCA
AGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCA
AGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGE
CTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTG
TCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCAC
ACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTAC
TCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGC
TTGGGCACCCAGACCTACATCTGCAACGTGAATCAC
AAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGA
GCCCAAATCTTGTGACAAAACTCACACATGCCCACC
GTGCCCAGCACCTGAAGCAGCAGGGGCATCTTCAGT
CTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCAT
GATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGT
GGACGTGAGCGCCGAAGACCCTGAGGTCAAGTTCA
ACTGGTACGTGGACGGCGTGGAGGTGCATAATGCC
AAGACAAAGCCGCGGGAGGAGCAGTACAACAGCAC
GTACCGTOGTGGTCAGCGTCCTCACCGTCCTGCACCA
GGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGG
TCTCCAACAAAGCCCTCCCATCCTCCATCGAGAAAA
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[0902]

CCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCA
CAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATG
ACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAA
AGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGA
GAGCAATGGGCAGCCGGAGAACAACTACAAGACCA
CGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCT
CTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGC
AGCAGGGGAACGTCTTICTCATGCTCCGTGATGCATG
AGGCTCTGCACAACCACTACACGCAGAAGAGCCTCT
CCCTGTCTCCGGGTAAA

DR4B392 HC
3 M

CAGGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAA
AAAACCGGGCAGCAGCGTGAAAGTGAGCTGCAAAG
CGAGCGGCGGCACCTTTAAATCCTACTACATTCACT
GGGTGCGCCAGGCGCCGGGCCAGGGCCTGGAATGG
ATGGGTGGTATTCGTCCGATCAGCGGGAATGCTGAG
TACGCGCAGAAATTTCAGGGCCGCGTGACCATTACC
GCTGATGAAAGCACCAGCACCGCGTATATGGAACT
GAGCAGCECTGCGCAGCGAAGATACCGCGGTGTATT
ATTGCGCGCGCGATGCAAGCTATTATCGTAATTACG
GTTTTGACTACTGGGGCCAGGGCACCCTGGTGACCG
TCTCGAGTGCCTCCACCAAGGGCCCATCGGTCTTCC
CCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCA
CAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCC
CCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCC
CTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTA
CAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTG
ACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTAC
ATCTGCAACGTGAATCACAAGCCCAGCAACACCAA
GGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACA
AAACTCACACATGCCCACCGTGCCCAGCACCTGAAG
CAGCAGGGGCATCTTCAGTCTTCCTCTTCCCCCCAA
AACCCAAGGACACCCTCATGATCTCCCGGACCCCTG
AGGTCACATGCGTGGTGGTGGACGTGAGCGCCGAA
GACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGC
GTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGA
GGAGCAGTACAACAGCACGTACCGTGTGGTCAGCG
TCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCA
AGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTC
CCATCCTCCATCGAGAAAACCATCTCCAAAGCCAAA
GGGCAGCCCCGAGAACCACAGGTGTACACCCTGCC
CCCATCCCGOGAGGAGATGACCAAGAACCAGGTCA
ACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCG
GAGAACAACTACAAGACCACGCCTCCCGTGCTGGA
CTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCAC
CGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCT
TCTCATGCTCCGTGATGCATGAGGCTCTGCACAACC
ACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTA
AA
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[0903]
DR4B401 3 | CAGGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAA | 103
R AAAACCGGGCAGCAGCGTGAAAGTGAGCTGCAAAG

CGAGCGGCGGCACCTTTAAGTCCTATTATATTCATT
GGGTGCGCCAGGCGCCGGGCCAGGGCCTGGAATGG
ATGGGCGGTATTGCACCAATTTACGGCACCGCTTAC
TACGCGCAGAAATTTCAGGGCCGCGTGACCATTACC
GCTGATGAAAGCACCAGCACCGCGTATATGGAACT
GAGCAGCCTGCGCAGCGAAGATACCGCGGTGTATT
ATTGCGCGCGTGATGCAAGTTGGGCACGTGCATACG
GTTTTGATTATTGGGGCCAGGGCACCCTGGTGACCG
TCTCGAGTGCCTCCACCAAGGGCCCATCGGTCTTCC
CCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCA
CAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCC
CCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCC
CTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTA
CAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTG
ACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTAC
ATCTGCAACGTGAATCACAAGCCCAGCAACACCAA
GGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACA
AAACTCACACATGCCCACCGTGCCCAGCACCTGAAG
CAGCAGGGGCATCTTCAGTCTTCCTCTTCCCCCCAA
AACCCAAGGACACCCTCATGATCTCCCGGACCCCTG
AGGTCACATGCGTGGTGGTGGACGTGAGCGCCGAA
GACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGC
GTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGA
GGAGCAGTACAACAGCACGTACCGTGTGGTCAGCG
TCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCA
AGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTC
CCATCCTCCATCGAGAAAACCATCTCCAAAGCCAAA
GGGCAGCCCCGAGAACCACAGGTGTACACCCTGCC
CCCATCCCGGGAGGAGATGACCAAGAACCAGGTCA
GCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCG
ACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCG
GAGAACAACTACAAGACCACGCCTCCCOTGCTGGA
CTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCAC
CGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCT
TCTCATGCTCCGTGATGCATGAGGCTCTGCACAACC
ACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTA
AA

[0904] [ 1 STt 5 4 Fiv ik 1)U 5 22 A1, AT AR e 14 1R HLA-DR4 52 368 1) B S5 2R 9 T LK
(R A5 259-273; GTAGFKGEQGPKGEP, SEQ 1D NO: 122) (I T4HM 44588 (HLA-DR4 /R JH &5 A 11
oA — O 1] 2 T 28 ) 2 52 98 W 52 (“HLA-DR4/ColT11-Teell” JU5E) ) , WS A4 10 il 47 o e S M T
YL BE 7T o

[0905]  7E DU/l STPBMCAL A F¥THLA-DR4 DC MLRINE 45 SL i T %239 3 F mAb 515
I HLA-DRA %% 3L R /)N B A S 40 e (“HLA-DR4 DC&E54” W 5) 8% 5 A PBMCE: 41 45 52 smAb X}
N BAH TS 731 520 LA K S HLA-DRA,/CT Tk —PR fill P T4 ff 222 S8 il i s s T3k 24
[0906] MRS FUTER [gG20 B EF AL T TG 1) [F) Fb B 4 A5 S Ak ThRE 1 B A B2 . 491
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DRABL 17 [A) P Y 5 A7 g B A2 U TG 1 3 EmAb I F 10375 PR 5 I DRAB 1 27 [A] ff 2R 5 A7 g B A=
R TG T EmAb [ 11555 T T B o [] M R0 45 -5 PBOMBR BZH Hvi% 71330 820

[0907]  ZE10ug/mlFllng/ml PR E T , DRAB3OFIDRABL 27 1 5HHLA-DR4/CT I - Bk —BR il P T
AT I I TL-27 4 s DRABL L 7AEZ I 58 Hh AN J& I PR ) i BB AE B TR & T 3
TL-21 7= & o X B BTARDRABO 7E 101g /m 1 AT Lng /m I H AR R 2 HNHIPER , (HAEK T0. lug/
ml 55 E TR A IL-2/" & (K23) .

[0908]  (HLA-DR4/Jt il 8 11 11K PR it 14 T4 Mo 252 8 Ul & (“HLA-DR4/Col11-Tcell” i
E)) o

[0909] MEFRHALAMHEMN TAEH (International Histocompatibility Working
Group) 3818Boleth B4 2R Chf T-HLA-DRB1%04 : 01,2454 1) . FBole th4 fude ik LA 1. 25
X 10° 4l /m] B B T 58 A% 55 5L OMEM/Glutamax+1 % H B =/ 8 H = +10% R4 M5 +50
UM 22— ) s K 50n T 40 I 96 FL IR RS- AR 5 A FLH o K Pt -HLA-DRu A4 B AX )
B AURPE 5001 /LI (BA10ug/ml (IR FERRAR) o SR Fa 4G 1% FARFE3T C NI & LN .

[0910]  TZ%AZ R 41 ZRDR4 . CI1.36. 83K [ H 4N i K24 f@ B AL 2# 0 (University of
Tennessee Health Science Center) fJDr.Edward Rosloniec.tiXSE4i iy Hoe a8 57 4L
Pk, L2 X 10541 A /m (O 3 B8 T 58 et 3R 3k oh, 3595 0 (50wl /4L) B4 HBoleth
PR o 45 CTT K (GTAGFKGEQGPKGEP, SEQ 1D NO:121) 58 415 5% F 6 Bk 22 SuM (2uMix
LU B 4X) I A0 /FLINAMR H o A8 F 58 A 85 R A0 A LR I SR RUA 2220001
BRAESTC TR B 18-21/NKF o USC 3R b T VR LA AR 95 ] 3k 784 14 U B 48 FHmIL-2A1phaL TSA T
& (Perkin Elmer) #4791

[0911]  %23.

[0912]

HLA-DR4 DC MLR

382 mAb RE T4 P48 E a0k (%)

10pg/ml mAb 1pg/ml mAb

| PR S | AR 6 | MR T | MK R | AAS [ Ak 6 | AR T | AHA R
DR4B117 | 52.4% | 58.2% 56.3% |61.8% |27.5% |354% 39.1% 52.3%
| DR4B391 | 83.3% | 77.5% | 77.2% | 94.7% |50.9% |72.8% |60.6% | 81.4%
DR4B127 | 86.9% | 87.6% |91.8% | 101.0% | 69.9% |752% |80.6% | 86.0%
DR4B392 | 63.4% | 59.2% | 64.6% | 71.9% |46.1% |242% |223% |65.2%
DR4B6 | 93.4% | 102.3% | 94.8% | 101.0% | 933% |97.3% |91.1% |96.3%

[0913]  K24.

mAb
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[0914]

. HLA-DR4/CH k-4l T

HLA- | o ze 2l

DR4 | ES o
mAb DC# | THE mAbRE TRy | APBMCHS | AB@WRES

A HE S (%)

10pg/ml mAb | 1ug/ml mAb

DR4B117 | & 0% 0% = TN A
DR4B391 | & 70.59% 61.00% % AR
DR4B30 5 60.69% 41.24% 5 A A
DR4B396 67.88% 61.96%
DR4B127 | & 78.08% 77.23% & FTAE A
DR4B392 | & 51.53% 49.56% & FAE R
DR4B98 s % FAE A
DR4B401 64.54% 47.50%
DR4B6 | & 98.47% 90.97% = Famipitt
DR4B397 | 99.59% 96.86%
B PR KR E ST A DRAB6 Fr e &4 5 kR A

[0915]  SKJita {18 : Iu-HLA-DRIUAA XS 5 & Bk 55 & I HLA-DRIT 5K i IR 7 45 &

[0916] 3t — 20 R Ak By ade 044 A1 55 oA i 482 T B () N- R i () &% i IR 52 &5 1) AT 9 PR HLA-
DR.HLA-DQBCHLA-DPHL J5 [ 45 & o {8 FH SE Tt 491 3 T ik 1) 7 RVPAL 456 iR = SR ARt )5
SEHE 1R 2RIk . R 257~ B N iA R HLARR & 8 A R R, I H 3R 267~ o FIBEE 1) &
B 5% . BT A B I HLAZE (3 F B A LA ISEQ 1D NO: 20/ ali » B8 — P fk 45 4 5 CLIP,
LCAPERPLP ik 5 & [ WX DP AIDQHT J5 . DRABL L7 HIDRABL 27 7% Hh &5 & T Fr A7 Mk (R HL AT 5
A5 AL B L A7 [IDRB1%04: 02 . DRB1%15: 01 FIDRB103: 01 . X B #7144 DR4B4 FIDR4B5 7~
Y AL F-DR4B1 17 FIDR4B1 270 , 5DRB1%04:01 . DRB101: 01 FIDRB1%10: 01 454 ik
W, 3F HASLEADRB1*15: 01 FIDRB1%04 : 02 . DRAB6 7~ Hi 45 4 B g MK (I HLA- I &4 . K 27
F 28 R2OMEL30 R HPUE SHLAY FINE G4 R .

[0917]  SEQ ID NO:71JIEEE A LT0AZEAZ K66 2 78Jik (VitL70A) SAVRARSSVPGVR

[0918]  SEQ ID NO: 725 HEE 1 RMEMENL (Aggrecan) EVVLLVATEGRVRVNSAYQDK

[0919]  SEQ ID NO:104;CLIP KMRMATPLLMQALPM

[0920]  SEQ ID NO:105HLA-DRB1%03:01 P01912

[0921]  GDTRPRFLEYSTSECHFFNGTERVRYLDRYFHNQEENVRFDSDVGEFRAVTELGRPDAEYWNSQKDLLE
QKRGRVDNYCRHNYGVVESFTVQRRVHPKVTVYPSKTQPLQHHNLLVCSVSGEYPGSTEVRWFRNGQEEKTGVVSTG
LIHNGDWTFQTLVMLETVPRSGEVYTCQVEHPSVTSPLTVEWRARSESAQSK

[0922]  SEQ ID NO:106HLA-DRB1%04:02 HLAOO687ECD

[0923]  GDTRPRFLEQVKHECHFFNGTERVRFLDRYFYHQEEYVRFDSDVGEYRAVTELGRPDAEYWNSQKDILE
DERAAVDTYCRHNYGVVESFTVQRRVYPEVTVYPAKTQPLQHHNLLVCSYNGFYPGSTEVRWFRNGQEEK TGVVSTG
LIQNGDWTFQTLVMLETVPRSGEVYTCQVEHPSLTSPLTVEWRARSESAQSK

[0924]  SEQ ID NO:107HLA-DRB1%10:01 Q30167 ECD 30-227

[0925]  GDTRPRFLEEVKFECHFFNGTERVRLLERRVHNQEEYARYDSDVGEYRAVTELGRPDAEYWNSQKDLLE
RRRAAVDTYCRHNYGVGESFTVQRRVQPKVTVYPSK TQPLQHHNLLVCSVNGFYPGSTEVRWFRNGQEEK TGVVSTG
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LTQNGDWTFQTLVMLETVPQSGEVYTCQVEHPSVMSPLTVEWRARSESAQSK
[0926]  SEQ ID NO:108HLA-DRB1*15:01_P01911_ECD 30-277

[0927]  GDTRPRFLWQPKRECHFFNGTERVRFLDRYFYNQEESVRFDSDVGEFRAVTELGRPDAEYWNSQKDILE
QARAAVDTYCRHNYGVVESFTVQRRVQPKVTVYPSKTQPLQHHNLLVCSVSGFYPGSTEVRWFLNGQEEKAGMVSTG

LIQNGDWTFQTLVMLETVPRSGEVYTCQVEHPSVTSPLTVEWRARSESAQSK

[0928]  #25:

[0929]

WRBRLAR | B Rifhik

DR4G143 | A HLA-DRA1*01:02/DRB1*04:01 ECD &% %4 L70A, R A:

aft: BECD G4S+TEV+GAS+MMB+6xHisTag;

L70A+3XGS+HRV3CHECD+G4S+TEV+G4S+MMB+Strepll

DR4G142

A HLA-DRA1*01:02/DRB1#3:01 ECD # % & & L70A, HXH: otk
ECD_G4S+TEV+G4S+MMB+6xHisTag;

pit: B &SH

L70A+3XGS+HRV3C+ECD+G4S+TEV+HGAS+MMB+Strepll

DR4G119

A HLA-DRA1#01:02/DRB1*#10:01 ECD, FL.47 %t & Ik HA 304-318
(HA) , B #:

a$t: ECD G4S+TEV+G4S+MMB+6xHisTag:

B4E: HA+3XGS+HRVICHECDHG4S+TEVHGAS+MMB+Strepll

DR4G117

A HLA-DRA1*01:02/DRB1*3:01 ECD, EAKEEE NIk CIL_1236-
1249 (CII 1236) , WX A:

at: ECD_G4S+TEV+G4S+MMB+6xHisTag;

B4k: CII 1236+3XGS+HRV3ICHECD+GAS+TEV+G4AS+MMB+Strepll
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[0930]

DR4G110 | A HLA-DRA1*01:02/DRB1*4:01 ECD, BA R &% G B4EKNI
(N1) , XA

o 4%: ECD GA4SH+TEV+G4S+MMB+6xHisTag;

Bt REZAHRBEIK
NI1+3XGS+HRV3CHECD+G4S+TEV+GAS+MMB+Strepll

DR4G104 | A HLA-DRA1*01:02/DRB1#4:02 ECD, £4 fn# %k HA 304-318
(HA) , X4

o ft: ECD G4S+TEV+GAS+MMB+6xHisTag;

B4E: HA+3XGS+HRV3ICH+ECD+G4S+TEV+G4S+MMB+Strepll

DR4G103 | A HLA-DRA1*01::02/DRB1#15:01 ECD, B et % Ik HA 304-318
(HA) , BX#H:

0%%: ECD G4S+TEV+G4S+MMB+6xHisTag;

B4t: HA+3IXGSHHRV3C+ECD+GAS+TEV+HGAS+MMB+Strepll

DR4G101 | A HLA-DRA1*01:02/DRB1#4:02 ECD, BEAKEEEG 11K CII_257-273
(ClI 257) , WX h:

a#t: ECD G4S+TEV+GAS+MMB+6xHisTag;

B#E: CH 257+3XGS+HRV3CHECDHG4SHTEV+GAS+MMB+Strepll

DR4G98 | A HLA-DRA1*01:02/DRB1*4:02 ECD, E4IR/E%&& 11k CIL_1236-
1249 (CIL_1236) . HAH:

of%: ECD G4S+TEVHG4S+MMB+6xHisTag;

BAk: CII_1236+3XGS+HRV3ICH+ECD+G4S+TEV+G4S+MMB+Strepll

DR4G97 | A HLA-DRA1*01:02/DRB1*15:01 ECD, B4 K& &G 1Lk CII_1236-
1249 (CII 1236) , HXA:

o$k: ECD G4S+TEV+G4S+MMB+6xHisTag:

B#&: CI 1236+3XGS+HRV3CHECD+G4S+TEV+G4S+MMB+Strepll

DR4G9 | A. HLA-DRA1*01:02/DRB1*1:01 ECD, E4 CLIP ik, B X H:
a%t: ECD _GAS+TEV+GAS+MMB+6xHisTag;
B4&: CLIP+3XGS+HRV3CHECD+G4S+TEV+G4S+MMB+Strepll

DR4G86 | A HLA-DRA1*01:02/DRB1*4:01 ECD, B4 CLIP k, HX %!
a4k ECD G4S+TEV+GAS+MMB-+6xHisTag;
B%%: CLIP+H3XGS+HRV3CHECD+GAS+TEV+G4S+MMB+Strepll

[0931]  26:
[0932]

\ Bl LR [ B4t BB 5
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[0933]

DR4G143

(o %k: SEQ
IDNO: 20; B
#: SEQID
NO:; 109)

SAVRARSSVPGVRGSGSGSLEVLFQGPGDTRPRFLEQVKHECHFE
NGTERVRFLDRYFYHQEEYVRFDSDVGEYRAVTELGRPDAEYWN
SQKDLLEQKRAAVDTYCRHNYGVGESFTVQRRVYPEVTVYPAKT
QPLQHHNLLVCSVNGFYPGSIEVRWERNGQEEKTGVVSTGLIQNG
DWTFQTLVMLETVPRSGEVY TCQVEHPSLTSPLTVEWRARSESAQ
SKGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSVFLEPPKPKDTL
MISRTPEVTCVYVDVSQEDPEVQOENWYVDGVEVHNAK TKPREEQ
GQPREPQVYTLPPSQEEMTKNQVSLTCLVKGEYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSVMHE
ALHNHYTQKSLSLSLGKWSHPQFEK

DR4G142
(a%%: SEQ
IDNO: 20; B
4. SEQID
NO: 110)

SAVRARSSVPGVRGSGSGSLEVLFQGPGDTRPRFLEYSTSECHFEN
GTERVRYLDRYFHNQEENVREDSDVGEFRAVTELGRPDAEY WNS
QKDLLEQKRGRVDNYCRHNYGVVESFTVQRRVHPKVTVYPSKT
QPLQHHNLLVCSVSGFYPGSIEVRWFRNGQEEK TGVVSTGLIHNG
DWTFQTLVMLETVPRSGEVYTCQVEHPSVTSPLTVEWRARSESA
QSKGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAK TKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAK
GQPREPQVY TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSVMHE
ALHNHYTQKSLSLSLGKWSHPQFEK.

DR4G119
(a4%: SEQ
ID NO: 20; B
#%: SEQID
NO: 111)

ACPKYVKQNTLKLATGSGSGSLEVLFQGPGDTRPRFLEEVKFECH
FFNGTERVRLLERRVHNQEEYARYDSDVGEYRAVTELGRPDAEY
WNSQKDLLERRRAAVDTYCRHNYGVGESFTVQRRVQPKVTVYP
SKTQPLQHHNLLVCSVNGFYPGSIEVRWFRNGQEEK TGVVSTGLI
QNGDWTFQTLVMLETVPQSGEVYTCQVEHPSVMSPLTVEWRARS
ESAQSKGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPR
EEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSV
MHEALHNHY TQKSLSLSLGKWSHPQFEK

DR4G117
(a4%: SEQ
IDNO: 20; B
#%: SEQID
NO: 112)

LQYMRADQAAGGLRGSGSGSLEVLFQGPGDTRPRFLEYSTSECHF
FNGTERVRYLDRYFHNQEENVRFDSDVGEFRAVTELGRPDAEY W
NSQKDLLEQKRGRVDNYCRHNYGVVESFTVQRRVHPKVTVYPSK
TQPLQHHNLLVCSVSGFYPGSIEVRWFRNGQEEK TGVVSTGLIHN
GDWTFQTLVMLETVPRSGEVYTCQVEHPSVTSPLTVEWRARSES
AQSKGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSYFLFPPKPKD
TLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPRE
EQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEK TISK
AKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYK TTPPVLDSDGSFFLYSRLTVDKSR WQEGNVFSCSV
MHEALHNHY TQKSLSLSLGKWSHPQFEK

DR4G110

(o%%: SEQ
D NO: 20; B
#k: SEQID

EVVLLVATEGRVRVNSAYQDKGSGSGSLEVLFQGPGDTRPRFLEQ
VKHECHFFNGTERVRFLDRYFYHQEEYVRFDSDVGEYRAVTELG
RPDAEYWNSOQKDLLEQKRAAVDTYCRHNYGVGESETVORRVYP
EVTVYPAKTQPLQHHNLLVCSVNGFYPGSIEVRWFRNGQEEKTG
VVSTGLIQNGDW TFQTLVMLETYPRSGEY YTCQVEHPSLTSPLTV
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[0934]

NO: 113)

EWRARSESAQSKGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSVE
LEPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVH
NAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLP
SSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHY TQKSLSLSLGKWSHPQFEK

DRAG104
(a#k: SEQ
IDNO: 20; B
$: SEQID
NO: 114)

ACPKYVKONTLKLATGSGSGSLEVLFQGPGDTRPRFLEQVKHECH
FENGTERVRFLDRYFYHQEEYVRFDSDVGEYRAVTELGRPDAEY
WNSQKDILEDERAAVDTYCRHNYGVVESFTVQRRVYPEVTVYPA
KTQPLQHHNLLVCSVNGFYPGSIEVRWFRNGQEEKTGVVSTGLIQ
NGDWTFQTLVMLETVPRSGEVYTCQVEHPSLTSPLTVEWRARSES
AQSKGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPRE
EQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGIPSSIEKTISK
AKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSV
MHEALHNHY TQKSLSLSLGKWSHPQFEK

DR4G103
(o 4%: SEQ
IDNO: 20; B
%E: SEQID
NO: 115)

ACPKYVKQNTLKLATGSGSGSLEVLFQGPGDTRPRFLWQPKREC
HFFNGTERVRFLDRYFYNQEESVRFDSDVGEFRAVTELGRPDAEY
WNSQKDILEQARAAVDTYCRHNYGVVESFTVORRVQPKVTVYPS
KTQPLQHHNLLVCSVSGFYPGSIEVRWFLNGQEEKAGMVSTGLIQ
NGDWTFQTLVMLETVPRSGEVYTCQVEHPSVTSPLTVEWRARSE
SAQSKGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSQEDPEVQFENWYVDGVEVHNAKTKPR
EEQFNSTYRVVSVLTVLHQDWLNGKEYKCK VSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSV
MHEALHNHYTQKSLSLSLGKWSHPQFEK

DR4G101
(ofE: SEQ
IDNO:20; B
#. SEQID
NO: 116)

EPGIAGFKGEQGPKGEPGSGSGSLEVLFQGPGDTRPRFLEQVKHEC
HFFNGTERVRFLDRYFYHQEEYVRFDSDVGEYRAVTELGRPDAE
YWNSQKDILEDERAAVDTYCRHNYGVVESFTVQRRVYPEVTVYP
AKTQPLQHHNLLVCSVNGFYPGSIEVRWFRNGQEEKTGVVSTGLI
QNGDWTFQTLVMLETVPRSGEVYTCQVEHPSLTSPLTVEWRARS
ESAQSKGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPR
EEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSV
MHEALHNHYTQKSLSLSLGKWSHPQFEK

DR4G98
(o#t: SEQ
IDNO: 20; B
4% : SEQID
NO: 117)

LQYMRADQAAGGLRGSGSGSLEVLFQGPGDTRPRFLEQVKHECH
FENGTERVRFLDRYFYHQEEY VRFDSDVGEYRAVTELGRPDAEY

WNSQKDILEDERAAVDTYCRHNYGVVESFTVQRRVYPEVIVYPA
KTQPLQHHNLLVCSVNGFYPGSIEVRWFRNGQEEKTGVVSTGLIQ
NGDWTFQTLVMLETVPRSGEVYTCQVEHPSLTSPLTVEWRARSES
AQSKGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSVFLFPPKPKD

TLMISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPRE
EQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISK
AKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSV
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[0935]
MHEALHNHYTQKSLSLSLGKWSHPQFEK
DR4GY7 LQYMRADQAAGGLRGSGSGSLEVLFQGPGDTRPRFLWQPKRECH

(a%&: SEQ
D NO: 20; B
#k: SEQID
NO: 118)

FENGTERVRFLDRYFYNQEESVRFDSDVGEFRAVTELGRPDAEYW
NSQKDILEQARAAVDTYCRHNYGVVESFTVQRRVQPKVTVYPSK
TQPLQHHNLLVCSVSGFYPGSIEVRWFLNGQEEKAGMVSTGLIQN
GDWTFQTLVMLETVPRSGEVYTCQVEHPSVTSPLTVEWRARSES
AQSKGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPRE
BEQENSTYRVVSVLTVLHQDWLNGKEYKCK VSNKGLPSSIEKTISK
AKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSV
MHEALHNHY TQKSLSLSLGKWSHPQFEK

DR4G96
(a%t: SEQ
IDNO: 20; B
#: SEQID
NO: 119)

KMRMATPLLMQALPMGSGSGSLEVLFQGPGDTRPRFLWQLKFEC
HFFNGTERVRLLERCIYNQEESVRFDSDVGEYRAVTELGRPDAEY
WNSQKDLLEQRRAAVDTYCRHNYGVGESFTVQRRVEPKVTVYPS
KTQPLQHHNLLVCSVSGFYPGSIEVRWFRNGQEEKAGYVSTGLIQ
NGDWTFQTLVMLETVPRSGEVYTCQVEHPSVTSPLTVEWRARSE
SAQSKGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPR
EEQFNSTYRVVSVLTVLHQDWLNGKEYKCK VSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSV
MHEALHNHY TQKSLSLSLGKWSHPQFEK

DRA4G86

(o #t: SEQ
IDNO: 20; B
% : SEQID

KMRMATPLLMQALPMGSGSGSLEVLFQGPGDTRPRFLEQVKHEC
HFFNGTERVRFLDRYFYHQEEYVRFDSDVGEYRAVTELGRPDAE
YWNSQKDLLEQKRAAVDTYCRHNYGVGESFTVQRRVYPEVTVY
PAKTQPLQHHNLLVCSVNGFYPGSIEVRWFRNGQEEKTGVVSTGL
IQNGDWTFQTLVMLETVPRSGEVYTCQVEHPSLTSPLTVEWRARS

NG 129) ESAQSKGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSVELFPPKPK
DTLMISRTPEVTCVVVYDVSQEDPEVQFNWY VDGVEVHNAKTKPR
EEQFNSTYRVVSVLTVLHODWLNGKEYKCK VSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSV
MHEALHNHYTOKSLSLSLGKWSHPQFEK.

[0936]  %27.
e DR4G86 DRA4G92 DR4G110 DR4G 143
HLA £% | DRB1*04:01 DRB1*04:01 | DRBI1*04:01 | DRB1*04:01
ik CLIP CIl 257-273 | BREZH A | VILLT0A
DR4B98 167000 310000 283000 278000

[0937] | DR4B117 | 784000 911000 689000 1070000
DR4B127 | 1020000 1210000 954000 1160000
DR4B4 129000 131000 112000 96200
DR4B5 7030 49000 8040 22600
DR4B6 588000 608000 372000 520000
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FIAFELS: | 335 486 1030 410

BE
09381 mAb | 554 516 705 473

F I 125 129 49 126
[0939]  &28:
[0940]
Ag & AR DR4G96 |DR4G102 [DR4G119 |DR4G104 [DR4G98  |DR4G101
HLA DRB1*01:0 [DRB1*01:0 [DRB1%10:0 \DRB1*04:0 [DRB1*04:0 |DRB1*04:0

1 1 1 2 2 2

Bk CLIP CIl 257 HA HA ClI-1236  |CII-257
DR4B98 9450 15000 94700 421000 350000 354000
DR4B117 823000 1110000 |1240000 1080000  |1150000  |1140000
DR4B127 1803000 1080000 1240000 1270000  |1260000  |1240000
DR4B4 26500 3450 572000 451 521 639
DR4B5 20600 62500 132000 825 469 723
DR4B6 627000 693000 580000 415000 623000 615000
BlAF R b RE 781 392 517 1130 613 1250
% mAb 694 808 958 702 690 1030
Pt ot 91 165 197 147 202 2380
[0941]  #%29:
[0942]
Ag %R DR4G103 DR4G97 DR4G117 DR4G142 DR4G99
HLA DRB1%15:01 | DRBI%15:01 | DRB1%03:01 | DRB1%03:01 | DRBI1%01:01
fik HA CIT_1236 CIT_1236 VitL70A CIT_ 1236
DR4B98 34700 80800 105000 60500 10000
DR4B117 294000 605000 769000 872000 1170000
DR4B127 334000 748000 966000 748000 882000
DR4B4 287 210 737 862 697
DR4B5 329 256 730 1330 45900
DR4B6 142000 222000 620000 399000 672000
[ FhAIT R | 487 393 603 2220 490
JemAb 419 353 590 773 1070
TR 55 137 118 116 132
[0943]  £30:
[0944]
Ag 4 AR DR4G107 | DR4G115 | DR4G108 | DR4G112 | DR4G145 | DR4G146
HLA DPB4:01 | DPB4:01 | DQB6:02 | DQB6:02 | DQB2:01 | DQB2:01
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[0945]

k. CLIP LCAP CLIP PLP CLIP CLIP
DR4B98 328 198 197 460 5960 2500
DR4B117 615 1110 270 421 2880 2960
DR4B127 307 239 248 394 2070 2830
DR4B4 65 57 53 69 297 209
DR4B5 100 70 76 123 1360 736
DR4B6 133 67 76 203 473 1450
FlAPEIATRE | 153 91 99 250 2780 1470
% Ab 193 179 294 249 519 485
7 Ag 299 185

[0946]  sZjiif5]9: 5DRAB117 Fab® A fHLA-DR4 ECDH) i i 45 14y

[0947]  F-T-25 9 AIF L T HLA-DRAMA 22 44 £ DRAGS6 o A £ 1 BT 7L B ) 4 Y2 [¥JHEK 293S—GnTi
Y FRIA VTS BRI BTSSRI S B 5-mL HiTrap™ MabSelect Surefd:
(GE Healthcare, B35 11-0034-95) 41, Jf FH0. IMZ. B84 (pH 3.5) ¥E i I13% #7 2IDPBS (pH
7.2) W ffimAb DR4B117[{IFab /i BX7E200mL Expi293F ™A ffa v it 5 g Iy 5 1 b i ks
#35-mL HisTrap™ HPHFE (GE Healthcare, H 35 17-5248-02) |-, 3 HLAH FHH8 K Ry g rae ik
JoE A B A e B o 8 FHAE20mM Tris.50mM NaCl (pH 7.4) 13547 K HiLoad Superdex™ 200
} (GE Healthcare, H 3% '528-9893-36) , il it R~ HFFH 1% (SEC) # — P 4k 82 1 i
[0948] 1 Hhil& btk PR E AW, K5 24mg DRAGB6IIDPBS (pH 7.2) BL K& & 11mg Fab
DR4BI17f20mM Tris 50mM NaCl (pH 7.4) PA1:1EE/RELRRIES, TSR FTIEB LR R
Jii Fl & 4 TEVEE [ B TEVZE PPV (ThermoFisher, H 55 12575-023) AL FRIR &4, £ 3ug
EAFHIANRAE, I HAAESCC TR EER N T EEEYSFc, B2 A Rl 2
FIZEDPBS (pH 7.2) PFCF-#7 ) 1-mL & 9 AR (GE Healthcare, H5%511-0034-93) F B+
EHATDRE : Fab B A E AL L -mL 4y o, 4 I I B3 BISECKE (Superdex™ 200,
GE Healthcare, H 3% '517-1071-01) #J20mM Tris.50mM NaCl (pH 7.4) f, PARE G Ho e v e
Vi AR AR Fab MITEVER B o [ 40 5 DR4B1 17 : Fab A YK SECH FF ¥k 4 % Lmg /mL o 3
1L'SDS PAGE.A280.SE-HPLCHMISEC MALSZ#r# 4. SEC MALS 7 #rk ], B &M 7+ E 5 H
FEF BT R A — 2

[0949]  Jyi4T 45, 18 FHAmicon Ultra 10kDa MWCO%: B 44DR4:Fabs & 7E20mM Tris
(pH 7.4) .50mM NaCl 46 % 14mg/mL . & SV 45 58 FiMosqui to H 3/ (TTP Labtech)
FIMRC 2—FL&5 AR (Swissci) , 7E20°C N iHt B &Sy kBT 6 45 5 26 AR i a2 4
HPEGH# % (PEGs screen) (Qiagen, H 3% 5 130904) | S i i%HT (Crystal Screen HT)
(Hampton Research, H 3 SHR2-130) FIN #0iii% (in-house screen) (Obmolova®g A
(2014) Acta Crystallogr.F70:1107-1115) #4T . ZEM18%PEG 3350.1.0M LiC1.0.1M MES
2% M (pH 6.5) AL » SRAFAT B 1) 8 A - R4 786 20 %6 Byt I B ISR A, JRAE
TR R RS 2D AE R DT 55050 = (Argonne National Laboratory) f%6#E%+ U4
(Advanced Photon Source) GG Z17-1D) REEXFH LR ATH E 4 , 7 FHHXDS (Kabsch, (2010)
Acta Crystallogr.D66:125-132) AbFRE ] 75A [ 38 . 83145 HA VR K X 2R B ds
[0950]  fifi Hiprogram Phaserif il 4>+ & #y% K 52 DR : Fab%s #4 (Read, (2001) Acta

102



CN 108713027 A iﬁ, EH :I:S 95/101 BT

Crystallogr.D57:1373-1382) . #4% H & 1 itk #5 & 3na9 Cif T-Fab) Hldmez (hf - T-DR4) [ é
A ) FIVEAS 2 L 1% 45 79 FiPhenix (AdamsZ5 A, (2004) J.Synchrotron Radiat.11:53-
55) ¥&4H1k,, 3 H A COOT EmsleyMiCowtan, (2004) Acta Crystallogr.D60:2126-2132) HE4T
BERALA HE BRI 45 . A BEIEFI FPymol (www. schrodinger. com) A4 . FT
HoeiH 5 8 FHCCPAE 5L i (Collaborative Computational Project,Number 4 (1994)
ActaCrystallogr.D53:240-255) .

[0951]  K31:DR4:BLI7THE EMINXF & EIE AR LS i

s RS
7w A B P2
Ay Mhedh (A) 69.67,54.78,116.03
Bz ek (0) 90,95,06,90

(0o52] AT/ AAAREL 1 4~2 44
X R4
SE (A) 50-1.75 (1.81-1.75)
B BT RSk 289,739 (29,609}
PR 4F BT R A 87,606 (8,744)
TEEE (%) 99.2 (99.7)
A 3.3 (3.4)
R 0.046 (1.148)
P34 Vo(1) 14.2 (1.5)
B B (138 Wilson B ) (A%) 29.8
Hit
SR (A) 35-1.75
R-work B (%) 18.7

[0933] gy RAF (5%%48) (%) 222
SHBTH 6,925
KT % 466
4% RMSD (A) 0.016
4/ RMSD (°) 1.4
FHBRET (FasER) (AY) 40.4

[0954]  sfE 5 v K BT F B o T

[0955]  EAWINIGE MR T B I5AT o S5 KR, DRABLLT (1) 45 A R A FHDRA[K) a FIB Y HE )
1) B S A0 B o R AL AL T-CLIPJE A TCRES & 2 1 (1) 3z 1 o (K1 tk , DRAB1 17 A ELFEFH B TCRZ: &
DR4 . U5 J5 7 T 7 35 2500 A2 (975 77U 7T B3k 2%, Hoh 1300A2FE S 1 9F H 1200A27E
DR4 I (a 700 A% 7 HB E500A2) -DRABLLT(I Fr 47 7 FCDRIR (-S40 S e o FH 4-A B E%
5E (19 R A7 R FLAMO R FEAE R 32 45 Y o T e, 3R A b B B2 R AL R B IE3
F108.D110.R140 GRIEMHESEQ 1D NO: 13347 % %) FIBEE HH V143 1Q149 (BRIEAR HE SEQ
ID NO: 143179 5) «

[0956]  232:DRABIL7HY R A HR I AN F M R 2k o
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[0957]

DR4a E#yk4z: K2. E3. V6. E88. V89, T90. FI108. DI110.
K111, R140. L144. R146. K176

DR4p Log&4x: L114. K139, VI142. V143. Sl44. T145. L147.
1148. Q149, El62

B117 #5 VH L&y Z4Mx: F29, S31. P53. E54. Y55. G56. Q62.
Y101, Y102, 1103. N105, R106

[0958]
B117 # VL Lk#yZ4Mz: El. Q27. 831. S32. Y33, Y50. S94.

$95. P96

[0959]  «FRIEHIFESEQ ID NO:13 (DR4a) \SEQ ID NO:14 (DR4B) .SEQ ID NO:56 (VH) .SEQ
ID NO:60 (VL) #4745 .

[0960]  SEZjifif5]10: 5DR4B127 FabiE & HIHLA-DR4 ECDI & 4445 44

[0961] [ T3z 4, anse i 9 ik i AEREEAT B2 1 RIS VB Al & 4 W X5 28
B SR RN 45 A I 52 o W3 F 5 27mg DRAW176FIDPBS (pH 7.2) #1413mg Fab DR4B127(
20mM Tris.50mM NaCl (pH 7.4) PAL: L EE/RILIR G TERE AW 2 50 sk 3k 3 18 % PEG
3350.0. IMBS RN (pH 4.5) 0. 2MFF FREN . 7E2 7S A 40 3 N I 5E 45 1 » 33 rh 45 W X 2R 8
ARG ES T

[0962]  ££33:DR4:B127H &YX 5T B4l Ak A g vt
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ELS e

7 ) B €222,

By Fhesh (A) 88.97,132.61,199.77

B A (°) 90,90,90

2F IR ARE A 1 AN

XA &SR

sE (A) 50-2.75 (2.85-2.75)

P BAt 206,770 (21,332)

HraE BAT R H 30,983 (3,052)

TEE (%) 99.5 (99.4)
[0963] A4k 6.7 (7.0)

R-&4F 0.081 (1.214)

P 1o(l) 19.3 (2.4)

BHT (1Fh WilsonEH ) (A*) 728

57\39%?: (A) 40-2.75

R-work B+ (%) 22.3

B REF (5% ) (%) 26.1

EHBRTH 6,451

KT o 0

K RMSD (A) 0.004

/A RMSD (°) 0.8

[0964] FHBETF (Fga) (A 72.1

[0965]  4E 5 H I EL T Ae 4R d = 0 HE T

[0966] AWML IR T B 15BH o 5 H R A, DRAB1 27 ¥ 45 55 3R A7 FH DRA K a B V. 2 77 3
(1) 53 H A il o AL AL T CLIP R A TCRZE A ZR 100 (1) 35 M o DA 11, DRAB1 27 A EL¥EFH BT TCRES &
DRA o 47 A~ 470 I 1 78 25 3000 A2 (96 77 AT B3A K1 , H b 1500 A2 /EH 46 9T H 170042
ZEDR4 | o 75 FHCDR 14V A7 PU Ff (CDR-H1 . CDR-H3 . CDR-L 1 FICDR-L2) $ it 547 Ji 5 fid . FH4-A
L2 5 O R AT A AM SR A R 34 5t o SE T3 B, A7 mp e T B AR A AR B TR
K2 GRFIEMYESEQ ID NO: 133E4T 4 %) FIBHEPIDA1.S126 R130. V1421149 (BRFEH #5SEQ
ID NO: 143179 5) «

[0967]  2234:DR4AB127 ) AL AN F Mz IR I o
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[0968]

DR4q k&9 &4%: I1. K2. E3. D27. R140. El141. D142. H143
DR4p E#y&4%: HI6. F17. R23. R25. R29. R39. D41, D43.
V44, V50. GI125. S126. El128. VI129. RI130. VI42. Gl46.
L147. Q149. V159

B127 # VH L& EAMz: P53. I54. 855. G56. N57. D99. S101.
Y102, Y103. R104. N105. Y106. G107. D109. Y110

B127 45 VL Eé&j A AME: S30. S31. Y49, D50. S52. N53. R54.
A55. T56. A60. S63. G64. S65. S67

[0969]  *ARFEHIHESEQ ID NO:13 (DR4a) \SEQ ID NO:14 (DR4B) .SEQ ID NO:58 (VH) .SEQ
ID NO:61 (VL) #4745 .

[0970] 4 & T TCREIDR4 (PDB entry 1j8h;HenneckeflIWiley, (2002) J.Exp.Med.195:
571-581) (E15C) HFab DR4B117 (K15A) FllFab DR4B127 (& 15B) [ fi 14 45 4 i HL 350 R HE X
PR RRHUAR 32 75370 B TCRR AL I A7 5 45 G5 DRA, PR A EL#E T3 TCR4S & - DRAB1 L 7HIDR4B127
ST YN ER 45 4 DR4, I H AT B8 5 BOORAMIECDFAHm EmAb 1] 7EDRA 2 F 5 i 2 [A] R 1V K
PEFAFcEE 4 1 25 8], S EUTCRANBE HDRALE £ o DRAB1 L7 MIDRAB1 273X 5 Rl L4 (K Fab i BEA
HITCRZS 4 - DRAB1 17 FIDR4B1 27 WrCD4-5 HLA-DRIFI 45 4

[0971]  sZjaf11: 38479348 (Epitope Binning)

[0972]  fii FHMDSEZ IBIS, K DRG8Y FHEHT i (5B &R (A 111236 ik E & HIHLA-DR1%04:01)
BUDRAG99 (5 M #E K E A RIHLA-DR1:01) , £E31PFHLA-DRETAR I AT 46 FE Bk 28 X 58 4 52 3 v
5 = AN TG 4 DRABAMIDRABSHL 72 L 45 5 DRAGRY , H HASHT F T %2

[0973] %5 N 35 G 2L XS DRGSO AL X5 -

[0974]  #H1:DR4B30.DR4B98.DR4B117.DR4B127 .DR4B78.DR4B38.DR4B70.DR4B22 !l
DR4B33.4H2:DR4B6 .

[0975] %552 N 71 56 4+ LA X DRGOOI A8 e 4t -

[0976]  #H1:DR4B30.DR4B117.DR4B127 .DR4B78.DR4B38.DR4B70.DRAB22HIDRAB33 . £H 2:
DR4B6 . .3 : DR4BIS . DRABIS K I A5 DRAGOO1) &5 A kot A 7 A e 5 B 2L 1 o

(09771 REAHIA :

[0978]  HiJE .

[0979]  DR4G89 1.264mg/ml

[0980]  DR4G99 0.99mg/ml

[0981]  IBISHRSHIIEAT S MM : I APBST.

[0982] | FHMSD ELISAAE X 354«

[0983]  f#i5ul[)10ug/ml DR4GS89ELDRAGIIN i TMeso Scale Discovery (MSD)HighBind
AR (Gaithersburg,MD) [ 2/NiF, 4R J5 15001 0. IMHEPESYE 13X o 45 -4 5 %6 BSAZE 1
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FE4°C N BT R H AR FHO. IM HEPESZE MR (pH 7.4) Beid3x, SR IMAZE S E T
5 1mMit o EHTDRAmAb— T & 307 BRI 4T (Ru) ~AR1E [ FIDRAMAbI VR &9 /£ =B T 2
TR 7 2/, A0 1M HEPESZE MR (pH 7. 4) PEIETAR 3x o FIMSDEL B Z MR T FH 7%
TKF R (4F%) FH o BIE AL, 256 FISECTORE 4 #56000 (Meso Scale Discovery,
Gaithersburg,MD) #1479 #7 .

[0984]  FI| HHIBISHI KA 978 (X £ NBiomolecular Interaction Sensing MultipleX
96, IBIS-MX96,Wasatch Microfluidics Inc.):

[0985] %77 R4 SCHR (Abdiche,Y.N.5E A (2014) ,PLoS One 9,fe92451) , 71k prikfE
[0986] & il &

[0987]  {#i FHCFM 2 (Wasatch Microfluidics) k75496 FmAbIK L A o Ho 96 FLIMFLAR il
W 48N TOW 1 A5 4% 2 B Yt A s A v, 12 B0 7 {0 V8 0 5 4 31 SPRAE T 3R THI A A8t b i 4 X 12
BEFH (G-COOHIRE 1%+, 43 H Ssens by ,NL) , VAW LA60RT /mink Bl G F5 . 96 FL 7 AL
BR 145 F 10011 (¥ 30ng/ml EmAbIIMESHR BLZE i (pH 4.5) , FFo¥s 36 BB CPMAY Ji AR 2
Hh B IR A S AR 7 (15011 0.4M EDCAILA00] 0. 1M sulfo-NHS, 7 35m1 MBS B L2
M, pH 4.5) B PR IR BIRIR LR AR 5 R G SR (PBS+0.01 % T20) JEECFM.
FL-DRAmAL AR (I H A9 5 — R =4 HE R G 42 FhmAb . — B 622 , 5680 A6 700 76 22 10 1 2R
Tmin, 5 & 1ZHnAb I 15min.

[0988] R JEKGEN RIS 35 2 B TBIS SPREZHELZ§ (MX96, IBIS Technologies bv) i, HAf
F 5 — Vsl I B 8 s BRI A 1 8077 T8 B Bk [ 76 PR3 5+ 80m1 / 43 B . — HA%
B A Iml B SRR B 1643 81, DLV KGOS 21 ROBEPERE o S8 J5 FH RS 42 M Be % &
F s I BLAE S B 5 S L r (B98N ECARREF) A [fR 228 i (I /il S % i/ e i
1) AT M 58, 8 IS, HorP B (DRAGBIEIDRAGIO) FlmAb 43 #r4 H3 # LA VAT 2%
IE IR BN, IF HAEGR S B AR 2 A — DR NS X TS5 VS PR B AR
FEST20ug/ml mAb 343 8h, 355 4 R A . BT SPRi S PLI6 X 9643 #r 4—Te AA FE 2 sk
7o

[0989] A= Witk As AR S A

[0990]  ZESPRint#¥ffv.6.15.2. 1 (FEFTRVERI5A P IR BITRHE RS2, R /EY 3 B
XN AR EE, JEfEWasatch Microfluidicsf4r8HAE 4387, UL T 3 & AR 1
Hew AT migz il A R T AE IV HO AT 2R AL mAD B o AE — i o TR s R —
PR AT ARACR A 56 e HAE ) 2C Ry mTig 7 2.

[0991]  SEjitfs] 12 : HLA-DR$u 44 ABE WrHLA-DR[H] Y5 TCR_ECDAH FLAE A -

[0992] A& &5 My 7T B3N , DRAB 1 L7 FIDR1B1 27 ASFH W HLA-DR -5 [F] Y5 TCRI¥) AH B A A o A A
DS U3 AP 070 44 %o BEL Befr 2 2L TCRAKI AR FH o

[0993]  #{{4DR4B117.DR4B127 .DR4B30.DR4B70.DR4B22.DR4B33.DRAB38FIDRABT 8 A ]I il
HLA-DR5 [F] Y5 TCRI AH FAE H » T DR4BOSH 43 #1 il 1 #H H.F F] - DR4B4 . DR4B5 FIDR4B6 4111 il
HLA-DR/TCRAHEAE FH

[0994]  [&]16A7% HiDR4B117.DR4B127 .DR4B4 . DR4B5 FIDR4B6 41 il HLA-DR/ TCRAH F./E FH 1 77
A 2R .
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[0995]  [&]16B7~ HiDR4B22 . DRAB30AIDRAB3 34 iHLA-DR/ TCRAH F. 1 FH ) 7711 )52 pbh 2% o
[0996] M

[0997] * MSD*F-4x Meso Scale Discovery#L15XA-3)

[0998] o #t DI v IR ER £h 2% iR 7K (Gibeo, #14190-136)

[0999] < 9EAZHSV Millipore, B 3 5820451)

[1000]  « Tween 20 (Sigma, H 3% '5P1379)

[1001]  +HisTag Ab-4E#)Z (Genscript,#A00613)

[1002] e Sulfo-Tagfi E P EMZ EHH Meso Scale Discovery#R32AD-50)

[1003]  « MSDEZEUZEMIAT (MSD, H 55 5R92TC-1)

[1004]  « HLA-DR$TJi : DRAG134 (DRG8Y, AN H AN R A AT s B A7 ML #E F IKHA_304-
318 (HA) ) AHLA-DRA1%01:02/DRB1%04:01ECD, JE =M : a’f : ECD_GAS+TEV+GAS+MMB+
6xHisTag; B&f : HA+3XGSH+HRV3CHECD+GAS+TEV+GAS+MMB+Strepl T

[1005] < DR4G79:TCREZAKECD; AHA 1.7TCR ECD, #3 y : afif : ECD+TEV+MMB+Hi sTag ; B
ECD+TEV+huIgGAMMB+F lag+StrepIl (DRAGTIHC: SEQ ID NO:69;LC SEQ ID NO:70

[1006]  >DR4G79 HC SEQ ID NO:69

[1007]  QSVTQLGSHVSVSEGALVLLRCNYSSSVPPYLFWYVQYPNQGLQLLLKY TSAATLVKGINGFEAEFKKS
ETSFHLTKPSAHMSDAAEYFCAVSESPFGNEKLTFGTGTRLTI IPNIQNPDPAVYQLRDSKSSDKSVCLFTDFDSQT
NVSQSKDSDVY I TDKTVLDMRSMDFKSNSAVAWSNK SDFACANAFNNST I PEDTFFPSPESSCDVKGGGGSEDLYFQ
SGGGGSCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNAK TKPREEQF
NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSTEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFY
PSDIAVEWESNGQPENNYK TTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHY TQK SLSLSLGKGGG
GSHHHHHH

[1008]  >DR4G79 LC SEQ ID NO:70

[1009]  GSVKVTQSSRYLVKRTGEKVFLECVQDMDHENMFWYRQDPGLGLRLIYFSYDVKMKEKGDIPEGYSVSR
EKKERFSLILESASTNQTSMYLCASSSTGLPYGYTFGSGTRLTVVEDLNKVFPPEVAVFEPSEAE T SHTQKATLVCL
ATGFFPDHVELSWWYNGKEVHSGVSTDPQPLKEQPALNDSRY SLSSRLRVSATFWQNPRNHFRCQVQFYGLSENDEW
TQDRAKPVTQIVSAEAWGRADCGE TGGGGSEDLYFQSGGGGSCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDK
SRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGKGGGGSDYKDDDDKWSHPQFEK

[1010] E

(10111 JURKZE IR : 1XDPBS+1 % BSA+0.05% tween 20

[1012]  1.f50u1 DRAG13447 R (5ug/ml) IRFEMSD AR , £ =15 N #EEh105-4F

[1013]  fE4ACTEAEERK

[1014] 2 AR 2, AR SRR T FH 1500 LI 58 2% phofii 1 L/, 5 BR[RI B, 7R DRG 79
DR4mAb . #-His Ab.SulfoTag-SA (£ K% 4 7 A5ug/ml 10ug/ml Fl2ug/ml) o

[1015] 3. fFARAE=S, INANTRIRYD, i & /N

[1016] 4. F]300ul PBST¥Ei%3X

[1017] 5.5 TMSD P4, I 15001 MSDiszE 2% il
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[1018]
[1019]

6 . ZEMSDH 12BN
SZE113 : DR4B70.DR4B22 .. DR4B33 . DR4B 38 FIDR4AB7 S[ T EE FA4F

[1020]

AHLA-DRABLHLA-DR1, 3f HL3¥%EH — A hiik

DR4B70.DR4B22.DR4B33.DRAB3SFNDRABT S A I 3k I 58 VL AT R A4F . I ik 45

4557 DQBRDP » R 357 A 5 25 FIHLASU R A 45 &

ghH
[1021]  3#35:
[1022]
HLA o | HDQA1*01:02 | DPA1:03 DRA1*01:02 DRA1*01:02
&
HLA B | DQB1*06:02 | DPB1*04:01 | DRB1*04:01 DRB1*01:01
Bk BB E R NY- HA | CII 1236- |HA 3 | CII 1236-1249
INS 1-15 ESO 157- | 304- | 1249 04-
169 318 318
Fo R DR4G111, DR4G113, | DR4 | DR4G90, | DR4G | DR4GY9,
Sug/ml 49 Ab | Spg/mleg | G89, | 02ug/ml |93, 0.2pg/ml &5 Ab
Ab 02p | 4 Ab 0.2pg/
g/ml ml 49
& Ab
Ab
DR4B7 | 4250 930 9788 | 1138295 | 10611 | 1075472
8 10 18
DR4B3 | 100 148 1218 | 1236584 | 11211 | 1205648
8 979 23
DR4B7 | 3219 1266 8876 | 1128537 | 97177 | 1084766
0 35 2
DR4B2 | 16300 2185 1014 | 1101094 | 89607 | 1027522
2 746 7 ;
DR4B3 | 12905 1969 1128 | 1248862 | 10662 | 1199978
0 453 33
[1023] 367 i Zh B I 5 v I oA de M o Br 3 Bu AR &R 2 5 Y , DR4B78 . DR4B38 .

DR4B70FIDR4B22155 5 ) BLH i 7 1 A1l /B AL - . DRAB30FFAE Tt

[1024]  #:36:
[1025]
mAb HLA-DR4DCMLR | DR4 Tg DC #4* | PBMC 44 | A B @it =4/
10pg/ml mAb LT

DR4B78 2 5 P iHF ittt
DR4B38 2 3 i i R st
DR4B70 3 & = H et
DR4B22 A & ¥ E ik FmietT
DR4B30 2 & 5 AER
A : 4 HLA-DR4 DC MLR &% £ 394 M4 49
* P A MK A SR A I WA X S
G PR RBE ST A DR4AB6 P04 5 iR &
% . MFI 5 DR4B6 Fr#i 64 MELAFEeAa % .
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[0001]

LERE

<1200

<130

<1403

41>

<1503
<151>

160>
<L70>
210>

2112
Q12

<2135

220>
293>

400>

TRz

Janssen Rioteeh, Thne.
Becart, Stephane
Chen, Qiang

Duffy, Karen

Ernst, Rebin

Huang, Chichi

Kuhii, Robert
Lin-Schmidt, Xiefan
Luo, Jingian
Martines, Christian
Ohomolova;, Galina
Swiecki, Melissa
Wi, Sheng—Jiun
Zhou, Hong

PER MR SE S HUA-DR Db i B
IBI5078WOPCT

fifik
2016-12-16

62/268570
2015-12-17

Patentlo 3.5 H

8

PRT
N4

ek

Gly Gly Gly Gly Ser

1

<210
211>
212>
213>

<2207
223>

<4007

5

2
6

PRT
AL

TEV S48 47 55,
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[0002]

Glu Asp Leu Tyr Phe Gln
1 5

@l0s 3

@1y 6

<#19> PRT
@13y ANTLFH

220>
223> NRUZRE

400> 3

His His His His His His
1 5

210> A

il 6

212> PRT
213 NI FEHl

<220>
03> Bk

4007 A1

Gly Ser Gly Ser Gly Ser
1 5

10> &

Gy 8]

€212> PRT
213y KTHFH)

<220 :
228> HRVAC RAR{r A
400> 5

Leu Glu Val Leu Phe Gln Gly Pro

1 6

210> 6

211> 8
212> PRT

213y AT

220>
€223> Strepll FR%%

400> 6
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[0003]

Trp Ser His Pro Gln Phe Glu Lys

1

<210
211>
212>

{213

<400>

Ala Cys Pro Lys Tyr Vaf‘Lyﬂ;Gln Asn Thy Tew Lys lieu &la Thr
10

1

<2107
211>
<2123
213>

<400%

Lew Gin Tyr Met Arg Ala Asp Gln Ala Ala Gly Gly Leu Arg
160

1

210>

211>
212>

2133

400>

Glu Pro €ly Ile Ala Gly Phe Lys Gly Glu Gln Gly Pro Lys Gly Glu
10

1

Pra

<210%
LAY,
212>
213>

<400>

Phe Val Asn Gln Leu Cys Gly Ser His Leu Val Glu Ala Leu
10

1

210y
211>

5

[ |
e

PRT
£k (lomo sapiens)

T
H

8

14

PRT

&R (lomo sapiens)

8
5

9

17

PRT

K. (Homo sapiens)

9

5

10
4
PRT
FK. (Homo sapiens)

10

5

11
i3
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[0004]

<212> PRT

Q213> A (Homo sapiens)

400> 11

Ser e Lew Met Trp Ile The Gln Oyvs Phe Len Pro Val

1

Gy 12
11> 220
<919y PRT

913y AT

220>

-

)

<993y Tk eG4 Po

400> 12

Cys Pro Pro

Leu Phe Pro

Glu Val Thr

Gln Phe Asn
50

Lys Pro Arg
65

Leu Thr Val

Lys Val Ser

Lys Ala Lys
115

Ser ‘Gla Glu
130

:Cy S

Pro

20

Cys

Trp

Glu

Leu H

Asn
100

Gly

Glu

)

Lys

Val ¥

Tyr

Gl

Lys

Gln

Met.

Pro Al

Pro

Yal

Gl
70

3 Gln

Gly

Pro

Thr

Pro

Lys

Val

<
S

Phe

Asp

Leu

Arg

Lys
135

Glu

Asp

Asp

40

Gly

Asr

.T rp

Pro

Gl
120

Asn Gln Val Sern

Ala

10

Ala Gly
14

- Leil Met

Val Se

Val

Ser

Lou

Ser

105

Pro

Glu Val

Thr Tyr
7“5

Asn Gly

90

Ser Tle

Gln Val

113

Gly Pro

I1le Set

Glu Asp
45

His Asn
60

Arg Val

Lys Glu

Glu Lys

Tyr Thr

125

Leu Thr
140

Ser

Arg

a0

Pro

Ala

Val

Tyr

Thr

110

Len

Cys

Val

Thy

Glu

Lys

Ser

Lys

95

Ile

Pro

Leu

Phe

Pro

Val

Thr

Y&l

80

Cys

Ser

Pro

Val
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[0005]

Lys Gly Phe

Gln Pro Glu

Gly Ser Phe

Gln Glu Gly

195

Asn His Tyr

210
0105 13
@11 191
{2195 PRT
QI A
400> 13

ITe Lys Glu
1

Asp Gln Ser

His Val Asp
35

Gly Arg Phe
50

Val Asp Lys
65

Pro Ile Thr

Val Glu Leu

Tyr Pro Ser Asp
150

Asn Asn Tyr Lys
165

Phe Leu Tyr Ser
180

Asti Val Phe Ser

Thy Gln Lys Ser
215

(Homa saplens)

Glu His Val Tle

te]

Gly Glu Phe Met
20

Met Ala Lys Lys

Ala Ser Phe Glu
55

Ala Asn Leu 6lu
70

Asn Val Pro Pro
85

Arg Glu Pro Asn
100

Tle Ala

Thr Thr

Arg Leu
185

Cys Ser
200

Leu Ser

Ile Gln

Phe Asp
28

Glu Thr

40

Ala Gln

Ile Met

Glu Val

Val. Leu
105

Val Glu Trp Glu
155

Pro Pro Yal Leu
170

Thy Yal Asp-Lys

Yal Met His Glu
206

Leu Ser Leu
220

Ala Glu Phe Tyr
10

Phe Asy Gly Asp

Val Trp Arg Leu
45

Gly Ala Leu Ala
60

Thr Lys Atg Ser

75

Ser Asn

Asp Ser
175

Ser Ary
190

Ala Leu

Leu Asn
15

Glu Lle

30

Glu Glu

Asn Ile

Asn. Tyr

GLy

160

Asp

Trp

His

Pro

Phe

Phe

Ala

Thr
80

Thr Val Leu Thr Asn Ser Pro

90

Ile Cys Phe Tle

114

95

Asp Lys
110

Phe
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[0006]

Thr Pro Pro Val
115

Thr Thr Gly Val
130

Phe Arg Lys Phe
145

Tyr Asp Cys Arg

His Trp Glu Phe
180

210> 14
211> 198
<212> PRT
CARYS

400> 14

Gly Asp Thy Arg
I

Phe Phe Asn Gly
20

His GIn Glu Glu
35

Ala Val Thr Glu

50

-

Lys Asp Leu Lou

His Asn Tyr Gly

Pro Glu Val Thr
100

Val

Ser

His

Val

165

Asp

Pro

)

Thr

Tyr

Leu

Glu

Val

85

Val

Asn Val

Glu Thr
135

Tyr Len
150

Glu His

Ala Pro

A (Homo sapiens)

- Arg Phe

Glu Arg

Val Arg

- Gly Arg

5o

Gln Lvs

70

Gly Gluw

Tyr Pro

Thr

120

Val

Pro

Trp

Ser

Leu

Val

Phe

40

Pro

Arg

Ser

Ala

Trp Leu Arg

Phe

Phe:

Gly

Pro
185

Glu

Arg

25

Asp

Ala

Phe

Lys

105

5 Ala

Leu

Ley

Leu

176

Leu

Gl

10

Phe:

Sor

Ala

Thr
94

Pro

Pré

1565

Pro

Val

Lew

Asp

Glu

Val
75

Val

Asn Gly Lys Pro
125

Arg Glu Asp Hig
140

Ser Thr Glu Asp

Glu Pro Leu Leu
175

Glu Thr Thr Glu
190

Lys His Glu Cys
15

Asp Arg Tyr Phe
30

Val Gly Glu Tyr
45

Ty Trp Asn Ser
60

Asp: Thr Tyr Cys

Gln Arg Arg Val
95

Thr Gla Pro Leu Gln His

115

110

Yal

Leu

Val

160

Lys

His

Ty

Arg

Gln

Arg

80

Tyr

His
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[0007]

Asn Leu Leu Val Cys Ser Val

115

Val Arg Trp Phe Arg Asn Gly

130

Thr Gly Leu
145

Lle

135

Gln Asn Gly
150

Leu Glu Thr Val Pre Arg Ser

His Pro Ser

Leu

180

165

Thr Ser Pro

Glu Ser Ala Gln Ser Lys

195
210> 15
1y 198

212y PRI
213> HA

400> 18

Gly Asp Thr
1

Phe Phe Asn

Asn Gln Glu

35

Ala Val Thr
50

Lys Asp Len
65

His Asn Tyr

(Homo: sapiens)

Arg

Gly

20

Glu

Glu

Len

Gly

Pro Arg Phe

a

Thr Glu Arg

Ser Val Arg

Leu Gly Arg
55

Glu Gln Arg

70

Val Gly Glu Ser Phe

85

Asn
120

Gln

Gl ¥

Leu

Leu

Val

Phe

40

Pro

Arg

Gly

Glu

Trp

Glu

Thr
185

Trp

Arg

25

Asp

Asp

Phe Tyr

Glu. Lys

Thy Phe

155

Val Tyr

Val Glu

Pro Gly Ser
125

Thr Gly Val
140

Gln Thy Leu

Thr Cys Gln

Trp-Arg Ala
190

Gln Leu Lys Phe Glu

Leu. Leu

Ser Asp

Glu Arg Cys
30

Val Gly Glu
45

Tle Glu

Val Ser

Val Met

160

Val Glu
175

Arg Ser

Cys His

Ile Tyr

Tyr Arg

Ala ‘Glu, Tyr Tip Asn Ser Gin

60

Ala Val Asp Thr Tyr Cys Arg

75

80

Thr Val Gln Arg Arg Yal Glu

90

116

95
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[0008]

Pra Lys Val Thr Val Tyr Pro
100

Asn Leu Leu Val €ys Ser Val
115

Yal Arg Trp Phe Arg Asn Gly
136 135

Thr Gly Leu Ile Glu Asn Gly
45 150

Leu Glu Thr Val Pro Arg Ser
165

His Pro Ser Val Thr Ser Pro
180

Glu Ser Ala Gln Ser Lys

195
210> 16
211> 194

212> PRT
213> FHA (Homo sapiens)

400> 16
Glu Asp Tle Val Ala Asp His

1 5

Gln Phe Tyr Gly Pro Ser Gly
20

Gli Gln Phe Tyr Val Asp Leu
35

Pro Glu Phe Ser Lys Phe Gly
50 55

Asn Met Ala Val Ala Lys His
65 70

Ser Lys Thr
105

Ser Gly Phe
120

Gln Glu Glu

Asp Tip: Thr

Gly Glu Val
170

Leu Thr Val
185

Val Ala Ser
10

Gln Tyr Thi
25

Glu Arg Lys
40

Gly Phe Asp..

Asn Leu Asn

117

Gln Pro Leu Gln His
119

Tyr Pro Gly Ser ILle
125

Lys Ala Gly Yal Val
140

Phe GIn Thr Leu Val

1b5
Tyr The Cys Gln Val
175

Glu Trep Arg Ala Avg
190

Cys Gly Yal Asn Leu
15

Hig ‘Glu Phe Asp Gly
20

Glu Thr Ala Trp Arg

45

Pre Gl Gly Als Leu

60

Ile Met: Ile Lys Arg
15

His

Glu

Ser

Met

160

Glu

Tyt

Asp

Trp

Arg

Tyr
80



CN 108713027 A

F 5 &

9/162 IT

[0009]

Asti Ser The

Lys Ser Pro

Asp Asn lle
115

Gln Ser Val
130

Asp His Ser
145

Asp Glu Ile

Leu Let Lys

Thr GIu

210> 17
211y 198
<2125 PRT
€213 B/A
€400y 17

Arg Asp Ser
1

Phe Thr Asn

Asn Arg Glu
35

Ala Val Thr
50

Ala Ala Thr
85

Val Thr Leu
100

Phe Pro Pro

Thr Glu Gly

Phe Phe Lys
150

Tyr Asp Cys

165

His Tep Glu

180

Asn

Gly

Val

Yal

135

Ile

Lys

Pro

(Homo sapiens)

Glu

Gln

Yal

120

Ser

Val

Glu

Pro Glu Asp Phe Val

5

Val Pro Glu Val Thr Val
90

Pro Asn. Thr Leu Tle Cys
105 110

Asn Ile Thy Trp Leu Ser
125

Glu Thr Ser Phe Leu Seér
140

Tyt Leu Thy' Phe Leu Pro
155

Glu His Trep Gly Leu Asp
170

Tle Pro Ala Pro Met Ser
185 190

Phe Gln Phe Lys Gly Mct
10

Gly Thr Glu Arg Val Arg Leu Val Thr Arg Tyr

20

25 30

Glu Tyr Ala Arg Phe Asp Ser Asp Val Gly Val

40

45

Pro Gln Gly Arg Pro Asp Ala Glu Tyr Trp Asn

55

60

118

TPhe Ser

Leu Val

Asn Gly

Lys Ser

Ser Ala

160

Gln Pro
176

Glu Leu

Cys Tyr

15

Ile Tyr

Tyr Arg

Ser Gln
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Lys Gli Val Let Glu Gly Thr Arg Ala Glu Leu Asp Thr Val Cys Aig
65 70 TH 80

His Asn Tyr Glun ¥al Ala Phe Arg Gly Tle.leu Gln Arg Arg Val Glu
85 90 95

Pro Thr Val Thr Ile Ser Pro Ser Arg Thr Glu Ala Leu Asn His His
100 106 110

Asn Leu Leu Val Cys Ser Val Thr Asp Phe Tyr Pro Gly Gln Ile Lys
115 120 125

Val Arg Trp Phe Arg Asn Asp GIn Glu Glu The Ala Gly Val Val Ser
130 135 140

Thr Pro Ley Ile Arg Asn Gly Asp Trp Thr Phe GIn Tle Leu Val Mey
115 150 155 160

Leu Glu Met Thr Pro Gln Avg 6ly Asp. Val Tyr Thr Cys Hig Val Glu
165 170 176
[0010]

Hig Pro Ser Leu GIn Ser Pro Lle Thr Val Glu Trp Arg Ala Gln Ser
180 185 190

Gl Ser Ala 6ln Ser Lys

195
210> 18
LL1>» 194
212> PRT

213y # A (Homo sapiens)
“o0> 18

Ala Gly Ala Ile Lys Ala Asp His Val Ser Thr Tvr Ala Ala Phe Val

1 5 10 15

Gln Thr His Arg Pro Thr Gly Glu Phe Met.Phe Glu Phe Asp Glu Asp
20 25 30

GLu Met Phe Tyr Val Asp Leu Asp Lys Lys Glu Thr Val Trp His Leu
35 40 45

119
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[0011]

Glu

Asn

Ba

Asn H

Lys

Asp

Glu

Asp

145

Gl

Leu L

Thr

Glit Phe Gly

50:

e

Glu

Lys

Leu
130

Tyr 8

Asp

Glu

<2103
211>
212>
213>

<4003

Ala

s Thr

Pro

Phe

115

Val

Phe

Lys

19
196
PRT

Tle

Gln Ala

Letl

Asn
70

Gln Ala Thr

Yal
100

Phe

Thr

- Phe

Tyr

His
1860

85

Glu

Pro

Glu

His

Asp

165

Leu

Pro

Gly

Cys

Glu

FPhe
55

Asn

Ast

=

Gly

Vail

Val
135

s Phe

Arg

Ala

A (Homo sapiens)

19

Ser Phe-Glu Ala Gln Gly

Asn Leu

Asp Pro

Glu Pro

105

Leu Asn

120

Ald Glu

His Tyr

Yal Glu

Gl Glu
185

Asn

Pro

90

Asn

Vil

Ser

Leu

His

170

Pro

Thr

75

Glu

Thr

The

Leud

Thr

155

Trp

Lle

60

Feu Tle

Val The

Leu Tle

Trp Teir

125

Phe Leu

140

Phe Val

Gly Teu

Gln Met

Gly

Gln

Val

Cys

116

Cys

Pro

Pro

Asp

Pro
180

Leu Ala

Arg Ser
80

Phe Pro
95

Ilis Ile

Asn Gly

Arg The

Ser Ala
160

Gln Pro
175

Glu Thr

Arg Ala Thr Pro Glu Asn Tyr Leu Phe Gln Gly Arg Gln Glu €ys Tyr

i

5

1O

15

Ala Phe Asn 6ly Thr Gln Arg Phe Leu-Glu Avg Tyr Ile Tyr Asn Arg

20

25

120

360
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[0012]

Gla

Thr

Val

Léu

Trp

Leu

145

Met

Ser

Ald

Glu

Glu
50

> Leu

Gli

Asn

Val

Phe

130

Ile

Thr

Leu

Arg

<210>
211>

212>
213>

220>
<223

<400>

Phe

35

Feu

Glu

Leu

Val

Cys

116

Leu

Arg

Pra

Asp

20
436
PRT

ANTFF

Ala

Gly

Glu

Gly

Ser
100

His

Asn

Asn

Gl

Ser

180

Lys

Arg

Arg

Lis

Gly

85

Pro

Val

Gly

Glu
165

Pro

Phe A

Pro

Arg

T

Pro

Ser

Thr

Gln

Gly

Val

Ala

Alg

Vet

Lys

Asp

Glu

185

Tep

Asp

Thr

Ser

40

Ala

Val

Thr

Lys

Phie

120

Glu

Thr

Vil

Val

Glu

Pro

Leu

Gly

105

Tyr

Thr

Phe

Ty

Glu
185

» Val Gly

Tyr Trp

Asp. Arg

Gln Arg
90

Pro Leu

Pro Gly

Ala Gly

Glu Tle
165

The Cys
170

Trp Lys

Gl Phe
45

Asni Ser

60

Mat Cys

Arg Val

Gln His

Arg

Gl

Arg

GIn

His
110

e Glin

Val Val

140

Leu VYal

Gl Val

Ala Gln

Ser

Met

Glu

Ser
190

DRAGY, DRAGIV, DRAGYZ, DRAGYSZ, DRAGHY, DRAG1OZ

20

Ala Val

Ly Asp

Hig Asn
80

Pro: Arg
95

Asn Lieu

Val Arg

Thr Asn

Leu Glu

160

His Thr
175

Asp. Ser

o

Tle Lys GluGlu His Val Ile Tle Glo &la Glu Phe T Lew Aan Prio

121
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1

Asp

His

Gly

Val

65

Pro

Val -

The

Thr

Phe

145

Tyr

His

Gly

Cys

Gln

Yal

Arg

B0

Tle

Glu

Pro

Thr
180

Arg

Asp €

Trp

Gly

Pro
210

Ser

Asp

25

Phie

p Lys

Thr .

Letu

Pro

116

Gly

Lys

Glu

Gly
195

Pro

Gly
20

L

Glu

Met Als

Ala

Arg

100

Val

Val

Phe

Arg

Phe

180

Ser

Cys

Ser

Asn

Val
85

Gl

Val

Ser

His

Val

165

Asp

Glu

Pro

Phe

Lys

Phe

Leu

Pro

Pro

Asni

Glu

Tyr

150

Glu

Ala

Asp

Ala

Met

Lys

Glu

Pro

Asni

His

Pro

Leu

Pro
215

Glu
40

Ala

Tle

Glu

Vel

Thr

120

Val

w Pro

Tep

Ser

Tyr

200

Glu

BN
&
phct
(=]

Thr

Gln

Met

Val

Leu

105

Trp

Phe

Phe

Gly

Pro

185

Phe

AMa

16

Phe

Val

Gly

The

Thr

90

Ile

Len

Leu

Leu

Leu

170

Leu

Asp

Trp

Ala

Lys

75

Val

Cys

Avg

Pri

Pra
156

Asp

Pro

Gln Sex

Gly

122

Gly

Arg

Leu

60

Arg

Leu

Phie

Asn

Arg

140

Ser

Glu

Glu

Gly 6ly Gly

Gly
220

Asp Glu
30

Leu Glu
A5

Ala Asn

Ser Asn

Thr Asn

Ile Asp
L10

Gly Lys
125

GlLu Asp

Thr Gl

Pro Leu

Thr Thr
190

205

Pro Ser

ek
{y |

Lle

Glu

Lle

Tyt

Ser

95

Lys

Pro

His

Gly

Val

Phe

Phe

Ala

Thr

80

Pro

Phe

Let

p Val

160

. Lys

Gly

Ser

Phe
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[0014]

Let

225

Glu

Gln

Lys

Leu

L¥s

305

Lys

Ser

Lys

Gl

Gly

3895

Gln

Asn

Hig

Phe

yal

Phe

The
290

Val

Ala I

Gla

Gly

Priy

370

Ser

Glu

His

Pro

Thr

Agn

Arg

275

Val

Ser

Lys

Gla

Glu

Phe

Gly

Ty

His
435

Pro

Cys

Trp
260

Gl

Leiu

Gly

Gl
340

Tyr

Asn

Phe

Thr
420

His

Val

245

Tyr

Gl

His

Lys

Gln

325

Met

Pro

Asn

Leu

n Val

A05

Gln

§ Pro |

230

Val

Val

Gln

Gln

Gly

310

Pro

Thir

Ser

Tyr

Tyr
390

Phe 5

L}VS R

Val

Phe

Asp

295

l.eit

Arg

lys

Asp

Lys

375

Ser

Asp

Asp

Gly

Asn

280

Trp

Pro

Glu

Asn

Ile

360

The

Arp

- Leu

Thi

Val

Ser

Leu

Ser

Prio

Gl

345

Ala

Thr

Leu

Ser

Ser
425

Leu Met
235

Ser Gln
950

Glu Val

Thr Tyr

Asn Gly

Ser: e

ald

Gln Val
330

Val. Ser

Val Glu

Pro Pro

Thr Val
395

Val Met

110

Leu Ser

123

Ile Ser

Glu Asp

His Asn

Arg Val

285

Lys Glu

300

Gly Lys

Tyr Thr

Lo The

Tep Glu
365

Val Leu, !

380

Asp Lys

His Glu

Ley Gly .

Arg

Pro

Ala

270

Val

Tyr

The

Leu

Cys

350

Ser

Ser

Lys
430

Thr

Glu

255

Lys

Ser

Lys

| Le

Pro

335

Leu

Asn

Arg.

Pro

240

Val

Thr

Val

Cys

Ser

320

Pra

Val

Gly

Asp

Trp
400

Leu Hix

116

His
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[0015]

210> 21
211> 414
{212> PRT

213>

2207

223>

400> 21

Ala
i

Cys Pro

ATRA

Lys

Ser Gly Ser 6ly

Arg

Gly

Glu

65

Glu

len

Gly

Thr

Val

145

Phe

Pro: Arg
32

Thr Glu
50

Tyr Val

Leu Gly

Glu Gln

Val Gly

115

Yal Tyr
130

Cys Ser

Arg Asn

20

Phe

Arg

Arg

Arg

Lys

100

Glu

Pro

Val

Gly

DR1G89 B B

Tyr

Ser

Leu

Val

Phe

Pro

85

Arg

Ser

Ala

Asn

Gln
165

Val

Leu

Glu

Arg

Asp

70

Asp

Ala

Phe

Lys

Gly
150

Lys

Glu

Gln

Phe

Ser

Ala

Ala

Thy

Thr

135

Phe

Gln ¢

Val

Val

40

Let

Asp

Glu

Val

Val
120

Gln

Tyr

Leu

25

Lys

ASp

Val

Tyr

Asp

105

Gln

Pro

Pr{):

1 Thr

10

Phe

His

Arg

Gly

Trp

90

Thy

Arg

Lau

Gly

¢ Glu Lys Thre Gly

170

124

Lew Lys

Glu Gly

Gl Cys

Tyr Phe

Glu Tyr

75

Asn der

Tyr Cys

Arg Val

Gln His

110

Ser Tle
155

Val Val

Leu

Pro

His

45

Tyxr

Arg

Gl

Arg

Tyr
125

His

Glu

Ser

Ala Thr
15

Gly Asp
30

Phe Phe

His Gln

Ala Val

Lys Asp

95

His Asn
110

Pro Glu

Agn Leu

Val Arg

Thr Gly
175

Gly

Thr

Asn

Glu

Thr

80

Leu

Tyr

Val

Leu

Trp

160

Leu



CN 108713027 A

FF

.l

25

16/162 BT

[0016]

Ile

Val

Gln

225

Gly

Pra

Asp

Asn

305

Val

Glu

Thr

Thr {

385

Gln Asi Gly Asp

Pro

Thr

210

Ser

Gly

Ser

Arg

Pro

280

Ala

Val

Tyr

Thr

Leu

370

Cys

180

Arg Ser
195

Ser Pro

Lys Gly

Gly Ser

Val Phe
260

Thr Pro

&
=
(&3]

Gl Val

Lys Thr
Ser Val
Lys Cys

340

1le Ser
,")

(20
)

Pro Pro

Leu Val

Gly

Leu

Gly

s
245

Leil

Glu

Gln

Lys

Lew

32h

Lys

Lys

Ser

Lys

Trp

Glu

Thr

Gly

230

Pro

Phe

Val

Phe

Pro

310

Thr

Val

Ala

Gly
390

Tht: Phe

Yal Tyr
200

Val Glu

215

Gly Ser

Pro Cys

Pro: Pro

Thr Cys
280

Asn. Tep

295

Arg Glu

Vul. Leu

Ser Asn

Lys Gly

260

Glu Glu
375

Phie Tyr

Gln

185

Thr

Tep

Gl

Pro

s

265

Yal

Tyie

Gl

His

Lys

345

Met. Thr

Thi

Cys

Arg

Asp

Ald

230

Pro

Val

Yl

Gln

Gln

330

Gly

Pro

Leu

GIn

Ala

Leu

235

Prio

lys

Val

Asp

Phe

315

Asp

Leu

Lys

Vil

Val

Arg

220

Tyt

Glu

Asp

Asp

Gly

300

Asn

Trp

Pro

5 Gl

Asn

880

Met

Glu

205

Ser

Phe

Leu

190

His

Glit

Gln

Ala Ala

Thr

Val, ¢

285

Vil

Ser

Lt

Ser

Pro
365

Gln

Pro Ser Asp Lle Ala

395

125

[t

270

(e

The

A

Ser

350

Gln

Vil

Val

Glu

Pro

Ser

Ser

Gly
255

Met

Gl

Vil

Tyr

Gly

335

Tle

Val. 1

Ser

Glu

Thr

Ser

Alg

Gly

240

Gly

His

Glu

Tyr

Leu

Trp
400
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[0017]

Glu Ser AsnGly Gln

llen Asp Ser

Lys Ser Arg
435

405

Asp Gly
420

Trp Gln

Glu Ala Leu His Asn

450

Gly Lys Trp Ser His
165

210> 22

1> 473

<2125 PRT

213> ANTIrH
4220>

<293> DR4GIO B 4

<400 22
Leii Gln Tyt

1

Gly Ser Gly

Pro Arg Phe
35

Thr Glu Arg
&0

Tyr Val Arg
65

Leu Gly Arg

Met Arg

Ser Leu

20

Leu Glu

Val Arg

Phe Asp

Pro Asp

85

Pro

Ser

Glu

His

Pro
470

Ala

Glu

Gl

Phe:

Ser
70

Ala

Glu Asn Asn

Phe Phe len
425

Gly Asn Val
440

Tyt Thr Glo
455

Gly Phe Glu

Asp (ln Ala

Val. Leu Phe
25

Val Lys His
40

Leu Asp Arg

55

Asp Val Gly

Glu Tyr Trp

Tyr Lys Thr Thir Pro Pro Val
410 415

Tyr Ser: Arg Lo Thy Val Asp
430

Phe S¢r Cys Ser Val Mer Hig
445

Lys Ser Leint Ser Leu Ser Leu
460

Ala Gly Gly Leu Arg Gly Ser
0 15

Gln Gly Pro Gly Asp Thr Arg
30

Glu Cys His Phe Phe Asn Gly
45

Tyr Phe Tyr His Glh Glu Glu
60

Glu Tyr Arg Ala Val Thr Gluo

7% 80

Agn Ser Gla Lys Asp Leu Leu
90 95

126
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[0018]

Glu

Varl

Val

Glo

Pro

Thr

Ser

225

Gly

Ser

Ar g

Pro

Ala
305

Gln Lys

Gly Gla

115

Tyr Pro

130

s Ser Val

CAsn Gly

Asn Gly

Arg Ser

195

Ser Pro
210

Lys Gly

Gly Ser

Val Phe

Thr Pro

Glu Val

290

Lys Thr

Arg Ala
100

Ser Phe

Ala Lys

Asti Gly

Gl Glu

165

Agp Trp
180

Gly Glu
Leu Thr
Gly Gly
Cys Pro

245

Leu Phe
260
Glu Val

Gln Phe

Lys Pro

Ala

Thy

Thr

Phe

150

(1

Thr

Val

Vil

Gly

230

Pro

Pro

Thr

Asn

Arg
310

Val Asp Thr
105

Val Gln Arg
120

Gin Pro- Lsu

Tyvr Pro 6ly

Lys The Gly

Phe Gln: Thr
185

Tyr Thr Cys
200

Glu Trp Arg
ARS

Ser Glit Asp

Cys Pro.Ala

Pro- Lys Pro
266

Cys Val Val
280

Trp Tyr Val
295

Glu Glu Gln

Tyr Cys

Arg Val

Gln His

ser Tle
155

Vel Val
170

Leu Val

Gln Val

Alw Arg

Lew Tyt

235

Pro Glu

250

Lys Asp

Val Asp

Asp Gly

Phe Asn

318

127

Arg His

Tyr Pro

125

Hig Asn
140

Glu Val

Ser: Thy

Met Leu

Glo Ilis
206

Ser Glu
220

Phe Gln

Ala Ala

Thr Leu

Val Ser
285

Val Glu
300

Ser The

Asn

116

(]

Leu

Arg

Gly

Glu

190

Pro

Sar

Ser

Gly

Mt

270

Gln

Val

Ty

Tyr

Yal

Let

Trp

et

175

Thr

ser

Ala

Gly

Lle S

Gly

Thr

Val

Phe

160

g

Val

Leu

Gl

Gly
249

v Pro

6lu Asp

Arg

Val
320



CN 108713027 A

52

.l

3

19/162 BT

[0019]

Val Ser

Thy Tle

Leu Pro

370

Cys Leu
385

S.ei” ASn

Asp Ser

Ser Arg

Ala Leu
450

Lys Trp
465

210>
211>
212>
213>

L2207
<223>

<400

Val Leu

s Gys Tys

340
Ser Lys .
355
Pro Ser

Val Lys

Gly Gln.

Asp Gly S

420

Trp Gln
435

His Asn

Ser His

23
476
PRT
AT FH)

DR4G92 B

23

Thr

325

Val

Ala

Gln

Gly

Pro

405

Glu

Hig

Pro

B

Yal

Ser

Lys

Glu

Glu

Phe

Gly

Tyr

Gln
470

Lew Hig 6ln

Asn Lys Gly
345

Gly Gln Pro
360

Glu Met Thr
375

Tyr Pro Ser

Asn Asn Tyr

Phe Leu Tyr

Asn Val Phe
440

The' Gl Lys
455

Phe Glu Lys

Asp
330

Let

Arg

Asp

Lys

110

Ser

Ser

Ser

Tip Leu Asn

Pra Ser Sar

Glu Pro- Gln
365

Asn GlIn Val
380

Ile Ala Val
395

Thr Thr Pro

Arg Leu Thr

Cys Ser Val
445

Leu Ser Leu

Gly

Ile

350

Val

Ser

Glu

Pro

Val

430

Met

Ser

Lys Glu
335

Gla Lys

Tyr Thr

Leu Thr

Trp Glu
400

Val Leu
115

Asp Lys

His Glu

Leu Gly

Glu Pro Gly Lle Ala Gly Phe Lys Gly Glu 6ln Gly Pro Lys Gly Glu

1

5

10

128

15
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[0020]

Pro

Asp

Phe

Gln

65

Vil

Asni

Glu

Gly Ser

Thy Arg

35

Asn Gly
50

Glu Glu

The Glu

- Leu Leu

Tyr Gly

115

Val Thy

130

Len

145

Arg

Gly

Glu

Pro

Ser
205

Leu Val

Trp Phe

Leu Tle

Thr Val
195

Ser Leu

210

Ala Gln

Gly

20

Pro

Thr

Tyr

e

Glu
106G

Val

Val.’

Cvs

Arg

Gl

180

Pro

Thr

Ser

Ser

Arg

Glu

Val

Gly

Gln

Gly

Tyr

Ser

Asn

165

Asn

Arg

Ser

Lys

Gly §

Phie

Arg

Arg

Arg

Lys

Glu S

Pro

Val

150

Gly

Gly

Ser

Pro

Gly
230

Leu

Val

55

Phe

Pro

Arg

Ala

135

Asn

Gln

Asp

Gly

Leu

215

Gly

= Leu

Glu

44

Arg

Asp

Asp

Ala

1 Phe

120

Lys

Gly

Glu

Trp

Glu

200

Thr

Gly

Glu

25

Glin

Phe

Ser

Ala

Ala

105

Thr

Thir

Phe

Glu

Thr

185

Val

Val

Val Leu

Val Lys

Leu Asp

Asp: Val

75

Gl Ty
90

Val Asp T

Val Gln

Gln. Pro

Tyr Pro

155

Lys Thr

170

Phe Gln

Tyr Thr

Glu. Tep

Phe Gln Gly

is Gl

Trp

Ar s

Leu
110

Gly 'S

Gly

Thy

Cys

220

45

Tyr

A S

- Tyr

Arg
125

Gl

Val

Lt

Gln

205

3

{vs

Phie

Tyr

Uys

110

Val

His

Ile

Val

Vel

190

Val

Gly Ser Glu Asp Leit Ty

235

129

Pro

His

Tyr

Arg

(xln

95

Arg

Tyr

His

Gilir

Ser
175

Glu

Phe

Gly

Phe

His

Ala

80

Fys

Hig

Pro

Asn

Val

160

Thr

L Leu

His

Arg Ala Arg Ser Glu

Gli
240
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[0021]

Ser

frly

Gln

Vil

305

Tyr

Ll

Val *

Pro

Val

Mot

Gly

Gly

b 1le

Glu

290

His

Arg

v Lys

Glu

Len

Trp

Val

Asp

His
450

Gly

Pro

Asn 4

Val

Glu

Lys

355

~Thr

Thr

Gl

Leu

Lys

435

Glu

“Gly

Ser
260

i Arg

y Pro

Val

Tyr

340

Thr

Leu

Cys

Ser

Asp

420

Ser

Ala

245

Vil

Thr

Glu

1 Lys

Lys

Lle

Pro

Leu

Agn

405

Ser

Arg

Leu

Phie

Pro

Val

Thr
310

T Val

Cys

Ser |

Pro

Val

390

Gly

Asp

Trp

Leu

Glu

Gin

295

Lysg

Leu

Lys

Gl

Gly

Gln

1 Asn

455

Pro

Phe

Vel

280

Phe

Pro

Thr

Val

s ALs

360

- Gln

Gly

Pro

Ser

Glu
440

His

Pro

Pro

265

Thr

Asn

Arg

Val

Ser

345

1ys

Glu

Phe

la

Tyr

Cys Pro

250

Pro Lys

Cys Val

Trp: Tyr

GluGln

315

Leu Hig

Asn. Lys

Gly Gln

Glu Met

Tyr Pro

395

Asn Asn T

410

« Phe Leu

Asn Val

Thr Gln

130

Ala

Pro

Val

Val

300

Gl

Gln

Gly

Pro

Lys

Val

283

Asp

Phs

Asp

Leu

Pro- Ar;

Thy
380

Ser

Tyr

Phie

liys

460

Asp

Ly

Ser

Ser
445

sar

Glu

270

Asp

Gly

Asn

Tep

Pro

350

Glu

Asn

I'le

Thr

Arg
430

Cys &

et

Val

Yal

Ser

Leu

335

Ser

Pra

Gln

Ala

Thr

415

Leu

Ser

a Ala

[t

Ser

Glu

Thr

320

Asn

Ser

Gln

Val

Val
400

Pro

Thr

» Val

[eu
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[0022]

Ser Leu Gly Lys Trp Ser His Pro 6ln Phe Glu Lys

465

210>
<211
212>
2132

220>
<2933

400>

Aa Cys
1

Ser Gly
Arg Pro
Gly Thr
Glu Ser
65

Glu Leu

Lei Glu

Gly Val

Thr Yal

130

474
PRT

AT

DRAGB3 B4k

24

Pro Lys

Ser

Arg

35

Gl

Val

Gly

Gln

Gly

116

Tyr

Val Cys Se

145

Gly
20

Phe

Arg

Arg

Arg

Arg

100

Glu

Pro S

Val

Tyr

€

sSer

Leu

Val

Phe

Pro
85

Ser

470

Val

Leu

Arg

70

Asp

s Ala f

Phe

Lys

Gly
150

Lys

Glu

Gln

% B
<Py P o}

Ser

Ala

Thr

Thr
135

Phe

Gln

Val

Leu

40

Lew

Asp

Glu

a Val

Vil

120

Gln Pro

Tyr

Agn

Leu

25

Glu

Val

Tyr

Asp
106

Gln

Pro

475

Thy T.an
10

Phe Gln

s Phe Glu

Arg Cys

Gly Glu

Trp Asn

90

The Tyr

Arg Arg

Leu Gln

155

131

Lys Len

Gly Pro G

Cys His

Ile Tyr
60

Tyr Arg

Ser Gln

Lys Arg

Val Glu
125

His His
140

Tle Glu

Ala. Thr

15

Phe Phe

Agn. #In

Ala Val

Lys Asp

85

His Asn
110
Pro. Lys

Asn. Leu

Val Arg

Gly

sp Thr

Asi

(x1a1

Thr

ii6)

Leu

Ty

Val

Leu

Trp
160
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[0023]

Phe:

Val

Val

Gl
225

Gly

Pro S

Ser

Asp

Gl

Thr

Arg

s -Gln

Pro

Thr

210

Ser

Asn

Asn

Arg S

195

Ser

Lys

Gly Gly

Arg

Fio
290

Ala

Val

Tyr

s Thr

Len

370

Val

Gli

Lys

liy's

Ile
355

Pro

G‘ B

Gly
186

Pro

Gly

Ser

Phe

260

Pro

Val

Thr

Val

Cys

340

Ser

Pro

Gln
165

Asp

Gl

Len

Glv

Cys

245

Leun

Gly

Gln

Ly"S‘

Leu

325

Lys

Lys

Glu

Trp

Glu

Thr

Gly

230

Pro

Phe

Val

Phe

Pro Al

310

Thr

Val

Ala

Gl

Glu 1

The

Val

Val

215

Gly

Pro

Pro

The

Val

Ser

Lys

Gl
37h

Lys

Tyr

200

Glu

sSer

Cys

Pre

Cys

280

Trp

Glu

Leu

Asn

Gly

360

Gl

Ala

- Gln

185

Tht

Trp

Glu

Pro

Lys

265

Val

Tyr

Gl

Ilis

Lys

345

Gln

Mot

Gl
170

Thr

Arg

Asp

1’\1&

250

Pro

Val

Val

Gln

Gln
330

Gy

Pro: Al

Thi

Val

Leu

. Gln

Ala

Leu
235

Pro

LV S

Val

Asp

Phe

315

Asp

Teu

Ly

132

Vil

Val

Val

Arg

220

Tyr

Glu

Asp

Gly

300

Pro

Gla -

Asn
350

Sar

Met

Glu

205

Ser

Phe.

Ala

Thr

Val

285

Val

Ser

Leu

Ser

Pro
365

Leu

Hig

Glu

Glu

Ala

Leu

270

Sear

Glu

Thr

Asn

Ser
350

Gln

Val

iy

175

Glu

Pre §

Ser

Ser

Gly

255

Met

Gln

Val

Tyr

[eu

Thy

Ala

Gly

240

Gly

Tle

Glu

Gly Lys

335

Ite

Val

Ser

Gl

Tyr

[
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[0024]

Thr Cys Leu Val Lys
385

zlir Ser Asn Gly Gln

405

Lou Asp Ser Asp Gly
420

Lys Ser Arg Trp Gln G

435

Glu Ala Leu His Asn
450

Gly Lys Trp Ser His
165

210% 95
911> 473
¢212% PRT
218> NTFH

220>
223> DR4GIY B 4E

400>

0o
on

Lew Gln Tyr Met Arg
1 5

Gly Ser Glyv Ser Leu
20

Pro Arg Phe. Leu Trp
35

Thr Glu Arg Val Arg
50

Ser Val Arg Phe Asp
65

Gly

390

Bro

Ser

His

Pro
170

Ala

Glu

Gln

Leu

Ser

70

Phe Ty Pro

Glu Asnh o Asn

Pho: Phe Leuy
425

Gly Asn Val
440

Tyr Thr Gln
e

Gln Phe Glu

Ser

'|‘;y'r

410

Tyr

Phe

Lys

Lys

Asp Ile Ala
395

Lys The This

Ser: Arg Leu

Ser - Cys Ser
445

Ser Leu. Ser
460

Asp Gln Ala Ala Gly Gly Leu

Val Leu Phe
25

Leu Lys Phe

40

Leuw Glu Arg

55

Asp Val Gly

19

Gln

Glu

Cys

Glu

133

Gly Pro. Gly

Cys His Phe
45

Tle Tyy Asp
60

Tyt Atg Ala
75

Val Glu Trp
400

Pro Pro Val
415

Thr Val Asp
430

Val Met His

Leu Ser Leu

Arg Gly Ser
15

Asp Thr Arg
30

Phe Asn Gly

. Gln Glu Glu

Val Thr 6lu
80
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[0025]

Leti

Glu

Val

Val

Cys

145

Arg

Gly

Gln

Gly

Tyr
130

Arg

ArE

Glu
115

Pro

Ser Yal

Asn

Gln Asr

Pra

Thr

ser

225

Ser

Arg

Pra

Arg

Ser
210

Lys

Gly

Val

Thr

Glu
290

Gly

Gly

Pro

Arg
100

Ser

Ser

Der

Gln

Asp

180

Ser Gly

195

Pro

Gly

Ser

Phe

Pro

275

Yal

Leu

Gly

Cvs

Leu

260

Glu

(FIn

Co
[y )

Ala

Lys

Gly

Glu

165

Trp

Glu

Thr

Gly

Pro

245

Phe

Val

Phe

Ala Glu

Ala

Thr

Thr

Phe

150

Glu

Thr

Val Ty

Val

Gly
230

Pra

Pro

Thr

Val

Val

Lys

Phe

Gl

215

Ser

Cys

Pro

Cys

n Tip

295

Tyr

Asp

Gln

120

Pro

Pxo

Ala

Gin

*Thr

200

Trp

Glu

Pro

Lys

Val

280

Tyr

Trp

Thr

105

Ar g

Leu

Gly

Gly

Thir

185

Lys

Ar g

Asp

Ala

Pro

265

Val

Asn Ser
90

Tyr Cys

Arg Val

Gl His

Ser ]|p

1565

Val Val
170

Len Val

(zlm. Val

Ala Arg

Len Tyr
235

Pra Glu
250

Lys. Asp

Yal Asp

Asp Gly

134

Gln

Arg

Glu

His

140

Glu

Set

Met

Gl

Ser

220

Phe

Ala

Thr

Val

Val
300

Lys Asp

His Asn
116

Pro Lys
125

Asn Leu

Val. Arvg

Thr Gly

Leu Glu
190

Hiws Pro
205

Glu Ser

Gln. Ser

Ala Gly

Leu M@:T)
270

Ser Gln
285

Gl Val

Leu

Tyr

Val

Leu

Irp

Leit

175

Thr

Ser

Ala

Gly

Gly

258

Ile

Glo A

His

Leu

Gl

Thr

Val

Phe

16h

Ile

Val

Yal

Gln

Gly

240

Pro

Ser

Asp
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[0026]

Ala
305

Val §

Tyr

Thr

Leu

Cys

385

Asp

Ala L

Lys
465

Lys

Lys

Tle

Pro

370

Leu

Asn

Arg

450

Trp

2107
€211
212>
213>

<2207
223>

400>

Thr Lys Pro Arg Glu Glu Gln Phe
310

-~ Val Len Thr Val Leu His Gln Asp

325 330

Cys Lys Val Ser Asn Lys Gly Leu
340 345

Ser Lys Ala Lys Gly Gln Pro Arg
355 360

Pro Ser Glon Glu Glu Men Thr Lys
375

Val Lys Gly Phe Tyr Pro Ser Asp
390

Gly Gln Pro Glu Asn Asn Tyr Lys
405 410

= Asp Gly Ser Phe Phe Leu Tyr Ser

420 A25

Trp Gln Glu Gly Asn Yal Phe Ser
435 449

His Asn His Tyr Thr Gln Lys
455

o
[75)
O
=

Ser His Pro Gln Phe Glu Lys
470

26
476

PRT

NTFF
DRAG1O2 B %5E

26

135

Asn

315

Tep

Pro

Glu

Asii

Lle

395

Thr

Arg

Cys

Leu

Ser-Thr

Leu Asn

Ser Ser

Pro Gln

365

Gln Val

380

Ala Val

Thr Pro

Leu Thr

Ser Val
445

Tvr

Gly

Ile

350

Val

Ser

Glu

Pro

Val

430

Met

Arg Val
320

Lys Glu

335

Glu Lys

Tyt Thr

Leu Thr

Trp Glu

400

Val Leu
415

Asp Lys

Hig &lu

Ser Leu Ser Leu Gly

460
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[0027]

Gly
1

Pre

Asp

Pro

Gly

Thr

Phe Asn

Gln

65

Val

Asp

Asn

Lys

Len

145

Arg

Glu

Pra

Gla

Th:f‘

Leu

Tyt

Val

130

Leur

Trp

leil

Thr

Sor
210

Ser Gly

20

Arg Pro

35

Gly Thr

Gl Ser

Glu Leu

Leu Gl

140

Gly Val
115

Thi- Val

Val Cys

Phe Arg

e Gln
180

Val Pro
195

Val The

Ala

Ser

Arg

Glu

Val

Gly

85

Gln

Gly

Tyr

Ser

Asn

165

Asn

Arg

Ser

Gly Phe

Gly Ser

Phe Leu

Arg Val

Aryg Phe

ke

Arg Pro

Arg Arg

Glu Ser

Pro Ser

Val Ser

150

Gly Gln

Gly Asp

Ser Gly

Pro Lo

215

Lys

Leu

Trp

40

Arg

Asp

Asp

Ala

Phe

120

Lys

Gly

Glu

Trp

Glu

200

Thr

Gly

Glu

25

GLn

Leu

Ser

Ala

Ala

106

The

Thr

Phe

Glu L

"I“"hT
185

Glu

10

Val

Leu

Leu

Asp

Glu

90

Val

Val

Gln

Tyr

Phe

Gln

Leu

Lys

Glu

Yal

75

Ty

Asp

Gln

Pro

Pro
155

i Als

Gln

Gly

Phe

Phe

Arg

60

Gly

Trp

Thr

Arg

Leu

140

Gly

Gly

Thr

Val Tyr Thr Cys

Val Glu Trp Arg A

136

220

Pra

Gln

Gl

Ab

Cys

Glu

Asn

Tyr

Arg

125

Gln

Ser

Val

Leu

Gln
205

Lys

Gly

30

Cys

Ile

Tyr

Ser

Cys

11O

Val

[lis

Ile

Vil

Val |

1490

Val

a Arg

Gly
15

Pro

His

Tyr A

Arg

Gln

95

Arg

Glu

llis

Glu

Ser

175

Mer

Glu

Gl

Gly

Phe

Ald

80

Lys

His

Pro

Asn

Val

160

Thr

Leu

His

Gl
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[0028]

Ser

225

Ser

Gly

Met

Gln

Val

305

Tyr

Gly

Tle

Val

Ser

385

Glu

Pro

Val

Gly

Gly

Ile

Glu

290

His

Arg

Glu

Tyr

270

Leu

Trp

Val

Asp

Val

< Glu

Gl Ser Lys

Gly Gly Gly
245

Pro Ser Val

260

Ser Arg Thr

=
o1

Asp Pro Glu

Asn Ala Lys

Val ‘Ser
325

Tyr Lys
340

Lys Thr lle

355

Thr Leu Pro

The Gys Leu

Glu Ser Asn

405

Leu Asp Ser
420

Lys Ser Arg

Gly

230

Ser

Phe

Pro

Val

Thy

310

Yal

Cys

Ser

Pro

Val

390

Gly

Trp

Gly

Cys

Leu

Glu

Gln

295

Len

Ser
375

Lys

Gln

pGly &

Gln

Gly

Pro

Phe

Phe

Pro

Thr

s Val

s Ala

360

Gln

Gly

Pio

Ser

Glu Gly Asn

Gly

Pro

Thr

Asn

Arg

Val

Ser

345

Glu

Phe

Glu

Phie
425

+ Gly

Ser Gl
235

Cys Val

Trp: Tyr

Glu Glu

315

Leu His
330

Asn Lys

Glin

Glu Met

Pro

Tyt Pri
395

Asn Asn

410

Phie Leu

137

s Pro #

Asp

S Pr()

Val

Val

200

Gln

Gln

Gly

Pro

Thr

380

Tyr

Tyr

Leu

Pro

Lys

Val

285

Asp

Phe

Asp

Leu

Arg

265

Lys

Asp

Lys

Val Phe Ser

Tyr

Glu o

Gly

Asn

Trp

(rlu

Asn

Ile

Thy

- Arg

430

Cys

Phe

The

Val

Val

Ser

Leu

335

Pro

Gln

Ala

Thr

415

Leu

Ser

Gln
240

d Ala

Leu

Ser

Glu

Thr

320

Asn

Gln

Val

Val

400

Pro

Thr

Val
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[0029]

Vet His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

485

450

455

440

44b

460

Ser Leu Gly Lys Tep-Ser His Pro Gln Phe Glu Lys

465

210>
@113
2123
213>

220>
223>

<4007

27

440

RT
N5
DRAGITL,
27

Glu Asp Ile Val

1

Gln Phe

Glu Gln

PrQ Glh

50

Asn Met

65

Asn Ser

Lys: Set

Tyr Gly
20

Phe Tyr

35

Phe Ser

Ala Val

Thr Ala

Pro Val
100

Asp Asn Tle Phe

Gln Ser
130

115

Val Thr

470

DRAGIIZ o'

Ala

=5

Fro

Val /

Lys

Ala

Ala

8

Thr

Pro

Glu

Asp

Ser

Phe

Lys

70

i

Thr

Leu

Pro

Gly

His

Gly

5 Leu

Hig

Asn

Gly

Val

Val
135

Val Ala

Gln T

ol
[cr ]
=

Glu Arg
40

Gly Phe

Asn Leu

Glu Vel

Gln Pro
105

Val Asn
120

Ser Glu

475

Ser-Cys
10

< Thr Hig

Lys Glu

Asp Pro

Asn Tle
75

Pro Glu
90

Asn. Thr

Ile Thy

Thr Ser

138

Gly Val Asn

Gl Phe Asp
30

Thy Ala Trp
45

Gln Gly Ala
80

Met Ile Lys

Val Thr Val

Leu Ile Cys

110

Trp Leu Ser
125

Phe Leu Ser

140

Leu

1o

Gly

Arg

Leu

Arg

Phe

Leu

Asn

Lys

Tyb

Asp

Trp

Aryg

Tyr

80

Ser

Val

Gly

Sor



CN 108713027 A

52

5 &

30/162 7T

[0030]

Asp

145

ASD

Leu

Thr

Gly

3oy
S @
&

Arg

Pro

Ala

Val

Tyr

304

Thr

Leu

His

Glu

Leu

Glu

Gly

210

Val

Thr

Glu

Ser

290

Lys

Tle

Pro

s Leu

Ser

Ile

Lys

Gly

195

Set

Phe

Fro

Val

Val

Cys

Ser

Pro

Phe

Ty

His
180

Gly

Cys

Leu

Glu

Gln
260

= Lys

Leu

Lys

Lys

Ser
340

Phe

Asp
165

Tip

Gly

Pro

Phe

Val
245

Phe

Pro

Thr ¥

Val

Ala

325

Gln

Gly

Lys

150

Cys

Glu

Gly

Pro

Pro

230

Thr

Asn

Arg

Ser
310

Lys

Glu Glu

Phe

Ile

Lys

Pro

Ser

Pro

Cys

Trp

Glu

Leu

295

Asn

GlLy

Tyy

Ser

Val

Glu

Glu

200

Pro

Lys

Yal ?

Tyt

Glu

280

His

Lys

GIn

Met

Pro

Tyr

Glu

Ile

185

Asp

Ala

Pro

Val

265

Gln

Gln

Gly

Pre

Thr

345

Ser

Lew Thr
155

His Trp
170

Pro Ala

Leu Tyr

Pro Glu

Lys: Asp
235

Val Asp
250

Asp Gly

Phe Asn

Asp Trp

Letr Pro

315

Arg Gl
330

Lys Asn

Agp lle

139

Phe

Gly

Pro

Phe

Ala

220

Thr

Val

Val

Ser

Leu

300

Ser

Fro

Giln

Ala

L 21l

Lai

Met

Gln

205

Ala

Leu

Ser

Glu

Thr

285

Asn

Set

Gln

Val

Val

Pro

Asp €

Ser

190

Ser

Gly

Met:

Gln

Val

270

Tyr

Gly

Ile

Val

Ser

350

Glu

Ser

Glu

Gly

Gly

Ile

Glu

253

lis

Arg

Lys

Glu

Tyr

335

Leu

Trp

Ala
160

i Pro

Leu

Gly

Pro

her

240

Asp

Asn

Val

Glu

Lys

320

Thr

Thr

Glu
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385

Sor Asn Gly €in Pro
370

Asp Ser Asp Gly Ser

385

Ser Arg Trp 6ln Glu
405

Ala Lew Ilis Asn Iis
420

Gly Ser His His His
435

210> 28

11y 474

<2125 PRT

@18 ATFH
[0031]

920>

€293y DRIGLLL BB

400> 28
Phe Vil Asn Gln His

1 5

Ser Gly Ser Gly Ser
20

Pro: Glu Asp Phe Val F

35

Gly Thr Glu Arg Val ¢

50

Glu Tyr Ala Arg Phe

Pro Gln Gly Arg Pro
83

Glu

Phe

390

Gly

Tyr

His

Lew

Leu

Asp

Asp

Asn

378

Phe

Asgn

Thr

His

Cys

Glu

Gln

Leu

35

Ser

Ala

360 365

Asn Tyve-Lys Thr The Pro Pro Val Leu

380

Leu Tyr Ser Arg Leu Thr Val Asp Lys
395 400

Val Phe Ser Cys Ser Val Met His Glu
410 415

Gln Lys Ser Leu Ser Leu Ser Leu Gly
425 430

His
440

GlLy Ser His Leu Vel GLi Ala Leu Gly
10 15

Val Leu Phe Gln Gly Pro Avg-Asp Ser
25 30

Phe Lys Gly Met Cys Tyr Phe Thr Asn
40 45

Val Thi Arg Tyr Ile Tyr Asn Arg Glu
60

Asp Val Gly Val Tyr Arg Ala Val The

75 80

Glu Tyr Trp Asn Ser Gln Lys Glu Val
90 95

140



CN 108713027 A

52

.l

3

32/162 7T

[0032]

Leu

Glu

Thr

Val

145

Phe

Lle

Thr

Leu

Gly

Pra

Ser

Asp

Asn 2

Glu

Val

Tle !

130

Eys S

Arg

Afbg

Pre

Gln
210

- Ser

Gly

Ser

Arg i

s}

290

Ala

115

Ser

Asn

Asn

Gln

195

Ser

Gly

Val

Glu

i Lys

Thr Arg
160

Phe Arg

Pro Ser

- Val Thr

Asp Gln

165

Gly Asp

180

Arg Gly

Pro Ile

s Gly Gly

Ser Cys

Phe Let

260

Pro Glu

Val Gln

Thr Lys

Ala

Arg

Asp

150

Glu

Trp

Asp

Thr

Gly

230

Pro

Phe

Val

Phe. A

Pro

Glu

- Tle

Thy
135

Phe

Glu

Thr

Val

Val

215

Gly

Pra

Prg

Thr

Arg

Leu

Asp

106

The Val Cys

Leu Gln Arg

L2t

Glu

Tyr

Thr

Phe

Tyr
200

Glu

Ser

Pro

Cys
280

1 Trp

Gl

Ala

Pro

Ala

Glo

185

Thr

Trp

Glu

Prao

Lys
265

Val

Tyr

Glu

Leu

Gly

Gly

170

Lle

Arg

Asp

Pro

Vel

Val

Gl

Arg

Asn

Gln

165

Yal

Leu

His

Leu

236

Pro

Lys

Val

A‘:p

Phe

141

Val

llis

140

Yal

Val

Yal

Gln

220

Tvr

Glu

Asp

Asp

Gly
300

Asn

Arg

llis

Lys

her

Metl

Glu

206

Ser

Phe

Ala

Thr

Val

285

Val

Ser

His
116

Pro

Val

Asn

Thr

Leu

Arg

Thr Pro

Leu

190

His

Glu

Gln

Al

Let

270

Ser

Glu

175

Gl

Pro

Ser

Gly

255

Met

Gln

Val

Tyr

Val

Leu

Trp

166

Leu

Me't

Ser

Ala

Gly

240

Gly

Tle

Glu

His

Thr Tyr Arg
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[0033]

305

Vel

Glu

Lys

Thr

Thy:

385

la

Leu

Lys

Glu.

Gly

465

Val

Tyr

Thr

Leu

370

Asp

Ser

Ala

450

Lys

N by
<2112
212>
<213

<220>
<2232

<4002

Ser
Lys
Ile
355

Pro

Leu

ot Asn

Ser

Arg
435

Leu

Trp

29
440
PRT

Val Teu
325

Pro-Ser

Val Lys

GlyGln

405

Asp Gly
420
Tep Gl

His Asn

Ser His

NI

DRAGLIS o %

29

310

Thr

s Val

s Ala

Gln

Gly

390

Pro

Glu

Hig

Pro
470

Val

Ser

Lys

Glu

375

Phe

Glu

+ Phig

Gly

Tyr
455

Gln

Leu

Gly

360

Glu

Tyr

Asn

Phe

Asni

440

The

Phe

His

Lys

345

Gln

Met

Pro

Asn

L

425

Vil

Gln

Glu

Gin
330

Gly

Pro

Thr

Ser

Tyr

410

Ty

Phe

Lys 8

Lys

315

Asp

Leu

Arg

Lys

Asp

395

Ser

Ser

Trp Leu

Pro Ser S

Glu Pro
365

Asn Gln
3860

Tle Ala

& The Thr

Arg Leu

Cys Ser
445

Leu Ser
460

Asn

Val

Val

Pro

Thi

430

Val

Leu

Gly
335

Lle

n Val

Ser

Glu

Pro

415

Val

Met

Ser

320

Lys

Glu

Tyr

Leu

Trp

400

Vil

Asp

His

Leu

Ala Gly Ala Ile Lys Ala Asp His Val Ser Thr Tyr Ala Ala Phe Val

1

5

10

142

15
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[0034]

Gln Thr

Glu Met

Glu Glu

ol
o
=

jorp)
£

Ile

- His

arn
75
0}

Lys Glu .

Asp Lys

Glu Leu ¥

Asp Tyr

Glu -Asp

Leu Leu

Thr Glu

Gly Gly

210

ver Val

oy
D
=

His

Phe

35

Phe

Ala

Thy

Pro

Phe

115

Ser

Phe

Lys

Gly

195

Ser

Phe

Arg Pro Thr
20

Tyr Val Asp

Gly Gln Ala

T1le Leu Asn

70

Gln Alg Thr !

85

Val Glu Leu
100

Phe Pro Pro

Thr Glu Gly

Phe His Lys
150

Tyr Asp - Cys
165

His Trp Glu
180
Gly Gly Gly

Cys Pro Pro

Leu Phe Pro

Gly

Leu

Gly

Val

Val

138

Phe

Ar 2

Ala

Ser.

Glu

Asp
40

e Ser

Asn

Asp

Gln

Ley

120

Ala

His T

Vel

Gln

Glu

200

Cys Pro

Pro

Lys

Phe Met
25

Lys Lys

Phe

Glu

Phe-Glu Ala

Len Asn

Pro Pro
90

Prg Asn
105

Asn. Yal 7

Glu Ser

Iyr Leu

Glu Hig

Glu Pro

185

AspLeu

Ala Pro

Thr

Glu

Thr

Leu

Thy

156

Trp

Ile

Tyr

Glu

Glu Phe

Thr Val
45

Gln Gly
60

Lew Ile

Yal Thr

Leuy Ile

Trp- Leu
126

Phe Let

140

Phe ¥al

Gly Leu

Gln Met

Phe €ln §

205

Ald Ala
220

Pro Lys Asp Thr Leu

143

Asp

30

Trp

Gly

Gln

Yal

Cys

110

Cys

Pro

Pro

ASD

Pro

190

Ser

Gly

Met

Glu

His

Leu

Arg

Phe

95

Asn

Arg

ser

Gln

176

Glu

Gly

Gly

Tle

Asp

Leu

Ala

Ser

80

Pro

Tle

Gly

Thr

Ala

160

Pro

Thr

Gly

Pro

Ser
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[0035]

225

Arg

Pre

Aa

val

Tyr

305

Thr

Leu

Cys

Ser

Asp

385

Ser

Ala

Gly

Thr

Gl

Lys

Ser

290

Lys

Tle

Pro

Leu

Asn
370

Ser

Arg

Leu

Pro 6lu
Val Gln

260

Thr Lys

275

Val Leu

Cys Lys

Ser Lys

Pro Ser

340

Val Lys

Gly GlIn

Asp Gly

Trp Gln

His Asn
420

Val

245

Phe

Pro

Thr

Val

Ala

325

Gln

Gly

Pro

Ser

Glu
405

His

s His

230

Thr

Asn

Arg

Val

Ser

310

Lys

Glu

Phe

Glu

Phe

390

Gly

Tyr

His

Cys

Trp

Gl

Leu

295

Asn

Gly

Glu

Tyr

Asn

375

Phe

Asn

Thr

His

Val

Tyr

Glu

280

His

Lys

Gln

Met

Pro

360

Asn

Leu

Val

Gln

His
440

Val

Val

265

Gln

Gln

Gly

Pro

Thr

345

Ser

Tyr

Ty

Phe

Lys

425,

Yal

250

Asp

Phe

Asp

Leéu

Arg

330

Lys

Asp

Lys

Ser

Ser

410

Ser .

144

235

Asp

Gly

Asn

Trp

Pro

319

Gl

Asn

lle

Thr

Arg
395

Cys

Lew

Yal Ser

Val Glu

Ser Thr
285

Leu Asn
300

Ser Ser

Pro Gln

Gln Val

Ala Yal

365

Thr Pro

380

Leu Thy

Ser Val

Ser Leu

Gl

Val

270

Tyr

Gly

Lle

Yal 1

Ser

350

Glu

Pro

Val

Met

Ser
430

Glu

255

Mis

Arg

Lys

Glu

Leu

Trp

Val

Asp

Ilis

415

Leu

240

Asp

Asn

Val

Glu

e Thr

Thr

Gl

Leu

Lys

400

Glu

Gly
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[0036]

2107
@1
212>
213>

<400>

30

470

PRT
AT

DRAGL1IZ B

30

Ser Leu leu Met Trp

Ser Gly

Asri Tyr

Gln Arg

20

Phe Asp

85

5

Ser Leu Glu
20

Leu Phe Gln

(o
(325

Phe Leu Glu

Ser Asp Val

Pro Ala Ala Glu Tyr

85

Arg Ala Val Pro Asp

Pro Met

Ser lys

100

Thr Leu Gln
115

Lys Gly Pro

130

Thr Asp Phe Tyr Pro

145

Gln Glu

Tle

Val

Gly

Arg

70

Tep

Arg

Arg

Teii

Gly &

150

Glu Thr Ala G1

165

Asp Trp Thr Phe Gln

Ile

Thr

Leu

Arg

1
1

Gl

Asii

Met

Arg

Gln

135

Val

Leu

G1u Cys Phe
10

Phe. Gla Gly
25

Gln Glu Cvy
40

Ile Tyr Asn

Phe Arg Ala

Ser Gln Lys

90

Cys Arg His
105

Val Gln Pro

1260

His His AHT"I

Lle Gln Val

val Ser Thr
L70

Val Met- Len

Lew Pro: Val

Pro Arg Als

Tyr Ala Phe
45

Arg Glu Glo

60

Val Thr Glu

Asp 1ls Lew

Asn. Tyr Glu

Arg Val Asn
126

Leit Leu ¥al
140

Arg Trp Phe
155

Ash Len Tle

Glu Met Thr

145

Gly Ser Gly
15

Thr: Pro Glu
30

Asu Gly Thr

Phe Ala Arg

Leu Gly Arg
80

Glu Gla Lys
96

Leu Gly Gly
110

Val Ser Pro

Cys His Val

Leu Asn Gly
160

Arg Asn Gly
175

Pro Gln Gln



CN 108713027 A

37/162 T

[0037]

Gly

Val

Gly

225

Cys

Leu

G].U

Gln

Lys

305

Lys

Lys

385

Asp

Thr

210

Gly

Pro

FPhe

¥al

‘Phe
290

Pro

i Thr

Val

Ala

Gln
370

g Gly

Val

195

Val

Gly

Pro

Pro

Thr

Asn

Arg

Val

Ser

Glu

Phe

180

Tyr

Glu

Ser

Cys

Pro

260

Cys

Trp

Glu

Leu

Asn

340

Gly

Glu

Tyr

Thr

Try

Glar

Pro

245

Lys

Val

Tyr

Glu

His
225

Lys

Gln

Met

Pro

Cys

Lys

Asp

230

Ala

Pro

Val

Val

Gln
310

Gl

Gly -

Pro:

Thr

Ser

380

Gln

Als

215

Feu

Pro

Lys

Val

Asp
295

Phe

Asp

Lou

Arg

Lys

315

Asp

Val
200

Gl

Tyr

Glu

Asp

Asp

280

Gly

Asgn

Tep

Pro

Gly

360

ASI’J.

Ile

——y
o
$h

Glu

Phe G

Ala

Val

Val

Ser

Len

Ser S

M5

Pra

Gln

Ala

Hisg

" ASTJ

< Let

Glu

Thr T

Gln

Val

Val

The

Ser

Ser
235

a Gly

Met

. Gln

Val

+ Lle

Val

Ser

Glu
395

146

Ser Leu
205

Ala Arg
220

Gly Gly

Gly Pro

Ile Ser

Gl Asp
285

His Asn
300

Arg Val

y Lys Glu

Glu Lys

Tyy Thr
265

Leu Thr
380

Trp: Glu

Ser

Gly

Ser

Arg

270

Pro

Ala

Yal

Tyr

Thr

350

Leu

Cys

Ser

Ser

Lys

Gly

Thy

Gl

Lys

ser

Lys
335

Ile §

Pro

Leu

Asn

Pro

Gly

Ser
240

. Phe

Pro

Val

Thr

Val

320

Cys

Pro

Val

Gly
400
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[0038]

Glv Pro Glu Asn Ase Tor las

Gly Ser Phe Phe Leu Tyr Ser

420

405

Gln Glu Gly Asn Yal Phe Ser

435

Asn His Tyr Thr 6ln Lys Ser

450

455

Hi's Pro GIn Phe Glu Lys

465

210y 31

@11> 118
2125 PRT
213>

400> 3L
Gln Val Gln
1

ber Leu Ser
Gly Val His
(234

Yal Val Ile
50

Ser Arg Leu
65

Lys Met Asn

Ser His Tyr

Leu

Ile
20

Trp Val Arg Gin

Trp

Ser

Ser

Gly Ser Thr Leu

100

470

RNER, Olus museulus)

Lys Glu Ser
5

Thr Cys Thr 1

Ser Asp Gly S

56

Ile Ser Lys
70

Leu Gln Thr
85

Thr

Arg

Cys

440

Leu

Gly

Asp

Asp

Ala

Thr Pro Pro
410

Leu Thr Val
425

Ser Val Met

Ser Leu Ser

Pro Gly Leu
10

Ser Gly Phe
25

- Pro Gly Lys

Thr Thr Tyr

Asn, Ser Lys
75

Asp Thr Ala
90

Phe Ala. Ser
106

147

Val Leu

Asp Lys

His Glu
445

Leu Gly
460

Val Ala

Ser Lei

Gly Leu

45

Asn Ser
60
Ser Gln

Ile Tyr

Trp Gly

Asp

Ser

430

Ala

Lys

Pro

The

a0

Glu

Ala

Val

Tyr

His
110

Set Asp
415

Arg Trp

Leu His

Tep Ser

Ser Gln
15

ser Tyr

Trp Leu

Leu Lys

Phe Leu
80

Cys Ala
95

Gly Thr
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Leu Val Thr Val Ser Alg
115

210> 32

211 106

<212> PRT

213> hER. (s nusculus)

400> 32
Asp Tle Gln Met Thr Gln Ser Pro Ala Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Glu Thr Val Thr Tle Tle Cys Arg Ala Ser Val Asn Tle Tyr Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Gln Gly Lys Ser Fro Gl
35 40 45

Tyr Asn Ala Lys Tle Leu Ala Glu Gly Val Pro Ser Acg Phe Ser Gly
50 55 60

[0039] Ser Gly Ser Gly Thr Gln Phe Ser: Letr Lys Tle Asn Ser Leu Gln Pro
6a 70 7H 86

Glit Asp Phe Gly Ser Tyr Tyr Cys Gln His His Tyr Gly Pro Phe Thi
85 90 95

Phe Gly Ser Gly Thr Lys Lew Glu Ile Lys
180 106

210> 33
<211y 116
12> PRI
&1y NILEFEH

90>
<228y PulypIER AT VH

<A00> 33
Gln Val 6ln Leu Gla Glw Ser &ly Pro Gly Leun Val Lys Pro Ser Glu

1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu. Thr Asn Tyr
20 25 30

148
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40/162 1T

[0040]

Gly-Val His Trp Val Arg Glo Ser Pro Gly Lys Gly
35 40

Gly Val Lys Trp Ser Gly Gly Ser Thr Glu Tyr Ash
50 55 60

ser Arg Leu Tht Ile Ser Lys Asp Thr Ser Lys Asn
65 0 75

Lys Leu Asn Ser Leu Thr Ala Ala Asp Thr Ala Val
85 80

Arg Asn Asp Arg Tyr Ala Met Asp Tyr Trp Gly Gln
100 195

Thr Val Ser Ser
115

Q10> 34

211> 107

212> PRT

@13y KL
<2207

223> Bl JHERMAT VL

<400> 34
Asp Ile Gln Mel The Gln Ser Pru Ser Ser Leu Ser

1 8 10

Asp Arg Val Thr Tle Thr Cys Arg Ala Ser Glu Asn
20 25

Lew. Ala Trp Tyr Gl Gln. Lys Pro Gly Lys Ala Pro
35 40

Ser Asi Ala Lys Thr Leu Ala 6lu 6ly Val Pro Ser
50 55 60

Ser Gly Ser Gly Lys Gln Phe Thr Leu Thr lle Ser
65 70 75

149

Leu.Gly
15

Ala Ala

Gln Val

Tyr Tyr

Gly The
110

Ala Ser

Tle Tyr
30

Lys Lew
45

Arg Phe

Ser Leu

Trp 1le

Phe Tle

Ser Leu

Cys Ala

9%

Leuy Val

Val Gly

15

Ser Tyr

Leu Val

Ser Gly

Gln Pro

80
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52

.l

3

41/162 1T

[0041]

Glu Asp Phe Ala Thr Tyr Tyr Ovs Gln His His Tyr Gly 4Asn Ser Tye

85

20

Pro Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

210> 35
@2l 121
212> PRT
213>

400> 35

Gln Ile Gln Leu Val Gln Ser

1

Thr Val Lys

Gly Met Asn

33

Gly Trp Ile
50

Lys Gly Arg
65

Leu Gln Tle

Ala Arg Asp

Gln Gly. Thr
115

210> 36
L2LL» 107
212> PRY
213>

400> 36

5

Tle Ser Cys Lys

Trp Val Lys Gln

Asn Thr Tyr Thr

55

Phe Ala Phe Ser

0

Asn Asn Len Lys

85

Ile Thr Ala Val

Thr Leu Tht Yal

NFE Mus dusculug)

105

IR (Mus muscirlis)

Gly Pro

Ala Ser
25

Ala Pro

40

Arg Glu

Ley Glu

Asn Glu

Val Pro

105

Ser Ser
120

Glu Leu
10

Gly Phe

Gly Lys

Pro Thr

Thr Ser

T8

Asgp Thr
90

Thr Gly

150

Lys Lys

Thy Phe

Gly Leu

45

Tyr Ala

60

Ala Ser

Ala Lys

Pho Asp

Pro

Thr

30

Lys

The

Tyr

Tyr
110

95

Gly Glu
15

Asn Tyr

Trp Met

Asp Phe

Ala Tyr
80

Phe Cys
95

Trp Gly



CN 108713027 A
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[0042]

Asp lLle Gin Met Thr Gln Ser Pro
i 5

Glu Thr Val Thr lle Thr Cys Arg
20

Leu Ala Trp Tyr Avg Gln Lys Gln
3b 40

Phe Ala Ala Setr- Asn Leu &la Asp
50 55

Ser Gly Ser Gly Thr Gln Tyr Ser
65 0

Glu Asp Phe Gly Asp Tyr Tyr Cys

87

@

Ala Phe Gly Gly 6ly Thr Asn Leu
100

210> 37

Q211> 9

212» PRT

Q13> A (Home sapiens)

400> a7

Asti Thr Trp Thr Thr Cys Gln Ser
1 8

<210> 38

211> 468

212> PRI

Q13> ANTFA

<2905
<293 DRAGLIZ B4k

400> 38

Ala

Gly

Gly

Leu

Gln

Glu
105

Ile

Ser

10

Lys

Val

Lys

His

90

Ile

Let: Ser Val Ser

v Glu Asn Ile Tvre

30

Ser Pre 6Gln Leu
45

Pro Ser Arg Phe
60

Tle Asn Ser Leu

75

Phe Trp Thr Thr

Lys

Val Gly
15

Ser Asn

Leu Val

Ser Gly

Gln Ser

80

Pro Trp
95

Asn Thr Trp Thr Thr Cys Gln Ser Tle Gly Ser Gly Ser Gly Ser Leu

1 ]

10

15

Glu Val Leu Phe Gln Gly Pro Avg Asp Ser Pro/Gli Asp Phe Val Phe

20

26

30

151
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[0043]

Gln

Leu

Ser

Ala

Glu

Ile

Thr

Phe

145

Gl

Thr

Val

Val

Gly

225

Pro

Phe

Val

Asp

Glu

Leu

Leu

Glu

130

Tyr

Thr

Phe

Tyr

Glu

210

Ser

Cys

LjY'.S Gh/ :

35

Thr Arg

Val Gly

Tyr Trp

Asp Thr

100

Glr Aeg
115

Ala Leu #

Pro Gly

Ala Gly

Gln Tle
180

Thr Cys
195

Trp Arg

Glu Asp

Pro Ala

Tyr

Val

Asn b

85

Val

Arg

Gln
Val
165

Leu

Leu

Pro

Tle

Ty

70

Cys

Val

n His

1le
150

Val

Val

Val

Gln

Tyr
230

Glu

Tyr

Ty

59

Arg

- Gln

Arg

Glu

tis

135

Ser

Met

Gly

ber

215

Phie

Ala

Phe

40

Asn

Ala

Lys

s

Pra

120

Asn

s Yal

Thr

Leu

His

200

Glu

Gln

Ala

Thr Asn

Arg Glu

¥Yal Thr

Glu Val

90

Asn Tyr

105

Thr Yal

Leu Leu

Arg Trp

Pro Leu

170

Glu Met.

185

Pro Ser

Ser Ala

Ser Gly

Gly Gly

Gly

Glu

Fro

(e

Leu

Glu

Thr

Val

Fhe

155

Ile

The

Leu

Gln

Gly
235

Thr

Tyt

60

Gln G

Glu

Val

Ile

Cys

140

Arg

Arg

Gln

SIEH_“

220

Gly

Pro. Ser

152

Gly

Ala

Ser

Asn

Asn

Ser
205

Lys

Gly

Val

Arg

Arg

vy Arg

Thr

Phe

110

Pro

Val

Asp

Gly

i Arg

190

Pro

Gly

Ser

Phe

Val Arg

Phe Asp

Pro Asp
80

Arg Ala
95

Arg Gly

Ser Arg

The Asp

Gli Glu

160
Asp: Trp
175
Gly Asp
Tle Thr

Gly Gly

Cys Pro
240

Lew Phe
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44/162 1T

[0044]

Pro Pro Lys Pro

Thr

Asn

Arg

Val

Ser

Lys

Glu

Phe

385

Phe

Gly

Tyr

Cys

Trp

290

Glu

Leu

Asn

Gly

Glu

370

Tyr

Asn

Phe

Asn

Thr
450

260

Val Val

275

Tyr Val

Glu 6ln

Hlis 6l A

Lys Gly
340

Gln Pro
355

Met Thy

Pro Ser

Asn Tyr

Leu Tyr
420

Val Phe
435

GIn Lys

245

Lys

Val

Phe

Leu

Arg

Lys

Asp

Lys

405

Ser

Ser

Ser

Asp

Asp

Asn
310

- Trp

Pro

Glu

Asn

Tle

390

Thr

Arg

Leu

Thr

Val

Val
295

Ser T

Leu

Ser S

Pro

Gln

379

Ala

Thr

Léu

Leu

Ser

280

Glu

Asn

Gln

360

Yal

Val

Pro

Thr

r Val

440

250

Met Tle
265

Gla Glu

Val His

- Tyr Arg

Gly Lys
330

Tle Glu
345

Val Tyr

Ser Leu

Glu Trp

Pro Val
410

Val Asp
425

Met His

Asp

Asn

Val

315

Gly

Lvs

Thr

Thr

Glu
395

Leu

Lyvs

Gla

Ser Len Ser Leu Gly

455

153

= Arg Thr

Pro-Glu
285

Ala: Fys
300

Val Ser

Tyr Lys

Priv Glu

270

Val Gln

Thr Tys

Val Leu

Cys Lys

The Ile Se

Leu Pro
3656

Cys Leu
380

Ser Asn

Asp Ser

Ser Arg

Ala Leu

445

Lys Trp
460

Pro Ser

Yal Lys

Gly Gln

Asp Gly

415

Trp Gln
430

His Asn

Ser Hig

Val

Phe

Pro

Thr

320

Val

Ala

Gln

Gly

Pro

400

Ser

Glu

His

Pra
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[0045]

Gln Phe Glu Lys

465

210>
211>

<Z12>

213

£2207
(223>

{4007

39

5]

PRT
ATy 4]

DR4B117 HCDRI

39

Ser Tyr Ser Ile His

1

L2100

211>

219>
2133

220>

<223%

<4002

5

40
5
PRT
AT 5)

DR4B30- HCDR1

10

Ser Asp Trp Ilo-Gly

1

210>
21>
212>
L2185

220>

<228y

<400

5
41

5

PRT
NTA

DRABI27 I DR4BYS HCDR1

41

Ser Tyr Tyr lle His

1

<210>
211
212>
{213%

£220>

<223

<4007

5

42
17

PRT

AL H
DR4BI17 HCDRZ

42

154
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[0046]

Tyr Tle Ile Pro Gli Tyr Gly Thr Ala Asn Tyr Ala Gln Lys Phe Gln
1 5 10 5

Gly

210> 43
GI> 17

212> PRI
@135 AT

220>
223> DR4B30 1ICDRZ

400> 43
Tle Tle Arg Pro Gly Asp Ser Asp The Tyr Tyr Ser Pro Ser Phe Gln

1 5 10 15

Gly

<210 44

211y 17

212> PRT
213> KLF4

<220
<2235 TR4BIZT HEDRY

<400> 44
Gly Ile Arg Pro Ile Ser Gly Asn Ala Glu Tyr Ala Glo Lys Phe Gln

1 5 10 15

Gly

42105 45
11> 17
<2195 PRT
213> KLY

<220>
<223> DRABIS HCDR2

A0y 45

155
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[0047]

Gly Ile Ala Pro Ile Tyr Gly Thr Ala Tyr Tyr Ala Gln Lys Phe Gln

1

Gly

210>
211>
@212
213>

220>
223>

<4002

Gly Arg Tye Tvr Ile Gly Asn Arg Arg Gly Ser Tyr Tyr Gly Phe Asp

1

Tyr

210>
211>
<212%
213>

220>
223>

400>

1

3 10 15

46

k7

PRT

NI
DR4B117 HCDE3

16

3 10 15

47

18

PRT
NTHF)

DR4B30 HCDR3

47

Glu Ser Tyr Tyr Tyr Val Gly Val Arg Tyr Are Pro Ser Tyr Tyr Phe

3 10 15

Asp Ty

210>
2115
<212
213>

<220>
223>

400>

48

12

PRT
NI

DRAB127 HCDR3

48

Asp Ala Ser Tyr Tyr Arg Asn Tyr Gly Phe Asp Tyr

156
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[0048]

1

210>
<211
212>
213>

(2205
223>

400>

€0

10

44
12

PRT

ATEF

DR4B98 HCDR3

19

Asp Ala Ser Trp Ala Arg Ala Tyr Gly Phe Asp Tyr

1

216>
211>

212>

2132

290>
223>

<A400>

5 10

50

12

PRT
A5

DR4B117 LCDRL

50

Arg Ala Ser Gln Ser Val Ser Ser Ser Tyr Leu Ala

1

<2105
<2117
@19
213>

<2205
223>

<400

5 10

51
11
PRY
NT 5%

DR4B30, DR4B127, DR4B98 LCDRI

51

Arg Ala Ser Gln Ser Val Ser Ser Tyr Leu Ala

1

210>
<B11>
212>
QL3>

{2207
€223

400>

a 10

o1

2

7

PRT
AL
DR4BL17 LCDR2

52

157
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[0049]

Gly Ala Ser Ser Arg Ala Thr
1 5

210> 53
Oy 7

<9125 PRT
213> ANLFA

220>
€223> DR4B30; DR4BI27, DR4BYS. LCDR2

400> 53
Asp Mla Ser Asn Arg Ala Thr

1 5

<210 54

911y D

212> PRT
213> AT

Q20>
€223 DRARBIIT T.CDR3

400>

(®3]
N

Gln Gln Tyr 6ly Ser Sor Pro Lou Thr

@18y ATLFH

220>
<223> DR4B30, DR4B127, DR4BYE LCDRY

400> 35

o1

Gln Gln Arg Ser Asn Trp Pro Leu Thr
1 5

210> 56
L1y 126
<212> PRI
213> ALRFH

920> ‘
€923y DRABIIT VH (DR4H4) S H )3

400y 56

158
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50/162 7T

[0050]

Gln Val

i

Ser Val

Ser Ile

Gly Tyr

Gln Gly
65

Met Glu

Ala Arg

Phe Asp

2107
Aubs
212>
218>

<220
223>

<400>

Glu Val
1

Ser Leu

Trp Lle

Gln Let Val 6lo Ser Gly Ala Glu
5 10

Lys Val Ser Cys Lys Ala Ser Gly
20 25

lis Trp Val Arg Gln Ala Pra Gly
35 40

Tle Ile Pro Glu Tyr Gly Thr Ala

a5

Arg Val Thr Ile Thr Ala Asp Glu
70

Leu Ser Ser Leu Arg Ser Glu Asp
85 90

Gly Arg Tyr Tyr Ile Gly Asu Arg
100 105

Tyr Trp Gly 6lo Gly Thr Leu Val
115 120

57

127

PRT

NILFH

DR4B30 VH (DR4H39) 4 H:f
57
Gln Leu Val Gln Ser Gly Ala Glu

o 10

Lys Tle Ser Cys Lys Gly Ser Gly
20 25

Gly Trp Val Arg Gln Met Pro Gly
35 40

159

Val Lys Lys Pro

Gly Thr

Gl Gly

Phe Ser
30

Leu Glu
45

Asn. Tyr Ale Gln

60

Ser Thr

7o

Thr Ala

Avg Gly

The Val

Val Lyg

Tye Ser

Lys Gly Leu

Phe

Ser Thr

Val Ty

Ser Tyr
110

Ser Ser

126

Lys

30

Gly

15

Ser

Trp

Lys

Ala

Tyr

95

Tyr

15

Ser

Tyr

Met

Phe

Tyr

30

Cyg

Gly

Pro Gly Glu

Thr Ser Asp

Glu Trp Met
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52

5 &

51/162 7T

[0051]

Gly lle
50

lle Arg Pro Gly Asp Ser
55

Gl Gly: Gln Vil Thr Tle: Ser Ala

64

Leu Gln

Ala Arg

Tyr Phe

210>
211>
£212>
@i

<2205
<223

400>
Gln Val

L

Ser Val

Tyr Tle

Gly Gly

Gln Gly

65

Met Glu

Ala Arg

70

Trp Ser Ser Leu Lys Ala
85

Glu Ser Tyr Tyr Tyr Val
100

Asp Tyr Trp Gly Gln Gly
115 120
58
121
PRT
A4

DRABIOT VI (ORaHTY Bdlm

a8
Gln Lewa Val Glo Ser Gly
3

Lys Val Ser Cys Lys Ala
20

Asp

Asp

Ser

Gly

105

Thy

Ala

Ser
25

His Trp Val Arg Gln Ala Pro

35 10

Ile Arg Pro lle Ser Gly
55

Arg Val Thr Tle Thr Ala

hoe Mo

Leu Ser Ser Leu Arg Ser
85

Asp Ala Ser Tyr Tyr Arg A

Asn,

Aspr

Glu

Thr Tyr Tyr
60

Lys Ser Tle

Asp Thr Ala
90

Val Arg Tyr

Leu Val Thr

Glu Val lLys
L0

Gly Gly Thr

Gly Glo Gly

Ala Glu Tyk
60

Glu Ser Thr
T4

Asp Thr Ala
90

Tyr Gly Phe

160

Set Pra Ser Phe

Ser Thr Ala Tyr
80

Val Tyr Tyvr Cy
95

v

Arg Pro Ser Tyr
110

Val Ser Ser
125

Iys Pro Gly Ser
15

Phe Lys Ser Tyr
30

Letr Gla Trp Met
45

Ala Gln Lyvs Phe

Ser: Thr Ala Tyr
80

Yal Tyr: Tyr Cys

95

Asp Tyr Tep Gly
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[0052]

100

105

Gln Gly Thr Leu Val Thr Val Ser Ser

210>
ASR
212>
€213

<2202
{2233

£400>

Glun Vel
1

Ser Val

Tyr Ile

Gly Gly

50

Gln Gly
85

Met Glu

Ala Arg

Gln Gly

210>
211>
L212>
2137

220>

115

59

121

PRT
NILFF

129

DR4BYS VH (DR4HS0) S

59

Gl Leu

Val

]

Lys Val Ser

20

35

Arg Val

Leu Ser .

Asp Ala
100

Thr Leu
115

60

108

PRT
KI5

His Trp

Ile Ala P

Val

Pra

Thr

Ser

Val

Gln

Cis

Arg

Ile
70

t Leu

Trp

Thr

Ser

fys

Gln

s Ty

28

Thi:

Arg

Ala

Val

Gly Ala

Ala Ser

Ala Pro

40

Gly Thr

Alwa Asp

ser Glu

Arg Ala

105

Ser Ser
120

Glu
10

Gly &

Gly

Ala

Glu

Asp

90

Tyr

Val

Gln

Tyr:

ser
7h

Thy

Gly

161

110

Lys Lys Pro Gly Ser
15

Thy Phe Lys Ser Tyr
30

Gly Louw Glu Trp Met

15

Tyr Al Glo Lys Phe
60

The Ser Thy Ala Tyr
80

Ala Val Tyr Tyr Cys
g5

Phe Asp lyr Trp Gly

110



CN 108713027 A }-?'-— yu %Ec 53/162 1T

<223> DR4B117 VL. (PHAL1) SREER
400> 60
Glu Ile Val Leu Thr Glo Ser Pro Gly Thy Lou Ser Lew Ser Pro Gly

L 5 10 15

Glu Arg Ala Thr Leu: Ser Cys Arg Ala Ser GIn Ser Val Ser Ser Ser
20 25 30

Tyr Leu Ala Trp Tyr Glo Gln Lys Pro Gly €In Ala Pro Arg Leu Leu
32 40 45

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
56 53 60

Gly Ser Gly Ser Gly Thy Asp Phe The Lew Thr Ile Ser Arg Leu Glu
65 0 Th. 80

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Gly Ser Ser Pro
85 90 98

[0053]
Leu Thyr Phe Glv Gln Gly Thr Lyvs Val Glu Ile Lys
100 106

<210> 61
211> 107
<212> PRI

@i ALFY

<2207
<223> DR4B30, DR4B127, DR4BY8 VL

400> 61

Gly Tle VYal Lew Thyr Glun Ser Pro Ala Thi Leu Sey Leu Ser Pro Gly
1 5 10 16

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser 6ln. Ser Val Ser Ser Tyr
20 25 30

Leii Ala Trp Tyr Gln Gln Lys Pro Gly Gla Ala Pro Arg Leuw Leu Ile
85 40 45

Tyr Asp Ala Ser Asn Arg Ala Thr Gly Tle Pro Ala Arg Phe Ser Gly

162
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.l

x= 54/162 T

[0054]

50

55

Ser Gly Ser Gly Thr Asp Phe Thr Leun

65

70

Glu Asp Phe Ala Val Tyr Tyr Cys Gln

85

Thr Phe Gly Gla Gly Thr Lys Val Glu

o105
911y
£212%
213>
400>
Glri Val
1

Sor Yal

Alz Ile

Gly Gly
50

Gln Gly
65

Met: ‘Glu

Ala Arg

(AR
211>
<212%
213>

100 105

62
98

PRT

Ak (Homo sapiens)

62
Gl Lew Val Gln Ser Gly Ala
5

s Val Ser Cys lLys Ala. Ser
20 25

- Ser Trp Val Arg Gln Ala Pro
3b 4()

Ile Ile Pro Ile Phe Gly Thr

55

Arg Val The Tle Thr Ala Asp

Thr Ile
5

Gln Arg
a0

1le Lys

Glu Yal
10

60

Ser Ser Leu Glu Pro
80

Ser Asn Trp Pro Len
95

Lyg Lys Pro Gly Ser

15

Gly Gly Thy Phe Ser Ser Tyr

GLy Gln

Ala Asn

Glu. Ser
75

30

Gly Leu Glu Tep Met
40

Tyr Ala Gln Lys Phe
60

Thr Ser Thr Ala Tyr
80

Leu Ser Ser Leu Arg Ser Glu Asp Thy Ala Val Tyr Tyr Cys

85

63
93
PRT
A (Homo sapiens)

90

163

95
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F 3

3

55/162 T

[0055]

<400y 63

Glu Val 6ln Leu Val

i

5

Ser Leu Lys Ile Ser

20

Trp Tle Gly Trp Val

35

Gly Ile Ile Tyr Pro

50

Gln Gly Gln Val Thr

65

len

Ala

Gln Trp

A]’.‘gz

<400> 64

Glu Ile Val

k

Glu

Tyr

Gly
65

Arg Ala

Leu Ala
35

Tyr Gly
50

Ser Gly

Ser Ser
85

Gln Ser Gly

=

Cys Lys Gly

Arg Gln Met
40

Gly Asp Ser
55

Ile Ser Ala

P

Lew Lys Ala

CHomo - sapiens)

Leu Thx
5

Thr Leu

20

Trp: Tyr

Ala Ser

Ser Gly

Gln Ser Pro

Ser Cys Arg

Gln Glo Lys
40

Ser Arg Ala
55

Thr Asp. Phe
70

Ala Glu Val
10

SerGly Tyr
25

Piro Gly Lys

Asp Thr Avg

Asp Lys Ser
h

Ser Asp. Thr
90

Gly Thr Leu

10

Ala, Ser Gln
25

Pro Gly Gln

Thy Gly Ile

Tht Leu. Thr
75

a

164

Lys

Ser

Gly

Tyr

60

Tle

Ala

Ser

Ser

Ala

Pro

60

Ile

Lys

Pha

Leu

45

Ser

Ser

Met

Lt

Val

Pro
45

Asp

Ser

Pro Gly

Pro Ser

Thr Ala

Tyv Tyr
95

Ser Pro
15

Ser Ser

Arg Leu

Arg Phe §

Arg Leu

Glu

Tyr

Met

Phe

Tyr

8O

Cys

Gly

Ser

Leu

Glu
80
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52
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56/162 17T

[0056]

Pro Glu Asp Phe Ala Val Tyr Tyr €ys Gln Gln Ty Gly Ser Ser Pro

21

65

211> 95

<219
<213

400>

Glu 1le Val

1

Glu Arg

Leu Ala

Tyr Asp
50

Ser Glv
6b

Glu Asp

<210>
<211
212>
213>

<4002
Gln Lys

1

210>
211>
212>
213>

<4007

PRT

A

65

Ala

Tep

35

Al

Ser

Phe

Arg

67

PRT
FA

67

85

(Homo sapiens)

Leuw Thr
5

Thr Leu

20

Tyr Gln

Ser Asn

Gly Thr

Ala Val
85

Gln

Ser

Gl

Arg .

Asp
70

Ser

Cvs

Lys

Phe

vt Tyr

(Homw: sapiens)

Ala Ala
5

(Homo: sapiens)

Pro Ala

Arg Ala

Pro Gly

40

The Gly

Thr Leu T

Cys Gln

90

Thr

10

Ser

Gln

Tle

Gln
90

165

Leu Ser

Gln. Ser

Ald Pro

Pra Ala
60

1le Ser
7

Arg Ser

Leu

Val

Arg

45

Arg

Ser

Asn

95

Ser Pro Gly
15

Ser Ser Tyr
30

Lewr Leu Tle

Phe Ser Gly

Leu Glu Pro

80

Trp Pro
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F 5 &

57/162 7T

[0057]

Gln Arg Arg Ala Ala

1 5
<@1er B8
Qs 5

<2125 PRT
@213y B (Homo- sapiens)

400> B8
Arg Arg Arg Ala Ala

1 5

210> 69
11> 462
<2125 PRT
213y ATHA

<220>
<223> DRAGTY HC

00> B89

Glo Ser Val Thr 6lo Leu Gly Ser His Val Sor Val
1 5 LO

Leu Val Leu Leu Arg Cys Asn Tyr Ser Sér Ser Val
20 25

Phe Trp Tyr Val 6lo Tyr Pro Asn 6ln Gly Leu Gla

Tyr Thr Ser Ala Ala Thr Leu Val Lys Gly Tle Asd
50 55 60

Glu Phe Lys Lys Ser Glu Thr Ser Phe His Leu Thr
65 70 75

His Met Ser Asp Ala Ala Glu Tyr Phe Cys Ala Val
85 90

Phe Gly Asn Glu Lys Lew Thr Phe Gly Thr Gly Thr
160 106

Ile Pro Asn Ile Gln Asn Pro Asp Pro Ala Val Tyr
115 120

166

Pro

Leu
45

)

Lys

Ser

Arg

Gln
128

1y

< Glu Gly Ala

15

Pro Tyr Leu
30

Lew Leu Ly

Phe Glu Ala

Pro Ser Ala
80

Glu. Ser Pro
95

Lei. Thr Tle
116

Leu Arg Asp
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[0058]

Ser

Gln
145

Val

Gly

225

Gly

Lys

130

Thr

Thr

Ala

Ser

Asn

Val

Trp

et 1le

S ASp

210

Gly

Pro

Ile Ser

Glu

His

Arg

305

Lys

Glu

Asp

Vil

Glu I

Lysg

195

Val

Gly

Ser

Arg

Pro

275

Ala

Val

Tvr

Thr

o

Der

Leu

Ser

180

Ile

Lys

Gly

Val

Thr

260

Glu

Ser

Lle

Asp

Ser

Asp
165

Asn.

Pro

Gly

Ser

Phe:

245

Pro

Yal

Thr

Val

325

s

Der

Lys

Gln

150

Met

Lys

Glu

Gly

Cys
230

Ser
135

Ser

Arg

Asp

Gly
215

Pro

Val

Lys

Ser

t Asp

Thr
200

Gly

Pro

Leu Phe Pro

Glu

Gln

Lys

Leu

310

Lys

Val

Phe

Pro

295

Thr

Val

Ala

Thr

Asn

280

Arg

Val

Ser

Lys

Cys Leu Phe

AsSp. Ser Asp

Met Asp Phe
176

Phe Ala Lys
185

Phe ‘Phe Fro

SerGlu Asp

Cys Pro Ala

Pro: Lys Pro
260

Cys Val Val
266

Trp Tyr Val

Glu Glu Gln

Leu His. Gln
315

Asn Lys Gly
330

Gly Gln Pro

167

The

140

Yal

Ala

ey

220

Pro

Lys

Val

Asp

Tyr

Ser

Agn

Pro

205

Tyr

Glu

Asp

Asp

Gly
285

Phe Ast

300

Asp

Leu

Arg

Trp

Pro

Glu

Phe

Ile

Asn

Ala

190

Glit

Phe

Ala

Thr

Val

270

Val

Ser

Leu

Ser

Pro

Asp

Thr

Phe

Ser

Gln

Ala

Leu

455

Glu

Thr

Asn

Ser
335

Gln

Ser

Asp

160

Ala

Asn

Ser:

Ser

Gly

240

Met

Gln

Val

Tyr

Gly

320

Lle

Val
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840

Tyr Thr Leu Pro

355

Leu Thr Cys Leu
370

Trp Glu Ser Asn G

385

Val Leu Asp Ser

Asp Lys Ser Arg

420

His Glu Ala Leu

[0059] Leu Gly Lys Gly

435

454

70
508
PRT
AL I 4

DRGTO. LC

70

Gly Ser Val Lys

Gly-Glu Lys Val

20

Met Phe Trp Tyr

34

Phe Ser Tyr Asp

50

Pro

Val

Asp
405

Trp

Hig

Gly

Val

Phe

Arg

Val

Ser

Eys

v Gln

390

Gly

Gln

i

Thr

Leu

Gln

Lys

Gln

Pro

Ser

Glu

v Gly

155

Gln

Glu

Asp

Met
25

345

Glu Glu
360

Gly Phe Tyr

Glu Asn

Phe. Phe

Gly Asn
425

¢ Tyt Thr

440

Seir His

Ser Ser

Cys Val
25

Pro Gly
40

Met Thr

Pro Ser

Asn Tyr

395

Lew. Tyr

410

Val Phe

Gln Lys

Hig His

Asp

380

Lys

Ser

Ser

His
160

350

s Asn Gln Val ‘Ser

365

Ile Ala ¥al Glu

The Thr Pro Pro

400

Arg Leu Thr Val
415

Cys Ser Val Met

430

~ Lew Ser Len Ser

445

His Hig

Arg Tyr Leu Val Lys . Arg Thr

10

15

Gln Asp Met Asp His Glu Asn

20

Leu:Gly Leu Arg Leu lle Tyr

45

Lys Glu Lys Gly Asp Ile Pro Glu Gly

168

60
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[0060]

Tyr

65

Ser

Thr

Val

Gl

Val

Leu

Arg

Arg

Gln

225

Gly

Tyr

Ser Val

Ala Ser

Gly Leu

Yal 6ln

115

Pro Ser
136

g Leir Ala

Asn Gly

Lys &lu

Leuw Arg

195

Cys Gln

210

Asp Arg

Arg Ala

Phe Gln

slu Ala Ala

Ser Arg Glu
70

Thr Asn Gln
85

Pra Tyr Gly
100

Asp Leu Asn

Gl Ala Glu

Thr Gly Phe
150

Lys &lu Val
165

Gla Pro Ala
180

Val S;Or Ala

Val Gln Phe

Ala Lys Pro

230

Asp Cys Gly
215

Ser Gly Gly

260

Gly Gly Pro

Lys Lys Glu

Thr Ser Met

Ty Thr Phe

Lys Val Phe
120

Tle Ser Hig
135

Phe: Pro Asp

His Ser Gly

Leu Asn Asp
185

Thr Phe Trp
200

Tyr Gly Leu
215

Val Thr Gln

Phe Thr Gly

Gly Gly Ser

265

Ser Val Phe

Arg Phe Ser
T

Tyr Leu Cys
90

Gly Ser Gly

Pro. Pro Glu

Thr: Gln Lys
140

His Val Glu

Yal Ser Thr
170

Ser Arg Tyr

Gln Asn Pro

Ser Glu Asn
220

Lle:Val Ser
235

Gly Gly Gly
250

Cys Pro: Pro: €

L, Phe Pro

169

Len

Ala

Thr

Val

125

Al

[en

Ser

Arg

205

Asp

Ala

Ser

Pro

Tle

Ser

Arg

110

Ala

Thr

Ser

Pro

Leu

190

Asn

Glu

Glu

Glu

s Pro

270

Ly

Leu

Ser

Leu

Val

Let

Trp

Gln

175

Ser

His

Trp

Ala

Asp

205

Als

Pro

Glu

80

Ser

Thr

Phe

Val

Tep

160

Pro

Ser

Phe

Thr

Tip

240

Leu

Pto

Lys
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[0061]

275

Asp Thr Leu Met

Asp

305

Gly

Asn

Trp

Pro

Glu
385

Ash

Tle

Thr

Arg

Cys

465

Leu

290

Val Ser

Val Gl

Ser Thr

Leu Asn

355

Ser Ser

370

Pro Gln

Gln Val

Ala Val

Thr Pro
435

Leii Thi
450

Ser Val

Ser Leu

Gln

Val

Tyl" s

344

Gly

Tle

Val

Ser

Glu

420

Pro

Val

Met

Ser

Ile &

Glu

Lys

Glu

Tyr

Leu

404

Trp

Val

Asp

His

Len:

485

Asp
310

§ ASn

y Val

Glu

Lys

Thr

390

Thr

Glu

Leu

Lys

Glu

470

Gly

Arg

295

Pro

Ala

Val

Tyr

Thr

375

Leu

Ser

Ser
455

Ala

Lys

280

Thr Pro

Glu Val

Lys Thr

Ser Val

345

Lys Cys
360

Ile Ser

Pro Pro

s Leu Val

Asn Gl

o
O
S8 e

SerAsp

440

Arg Tip

Leu His

Gly Gly

Glu

Gln

Lys

330

Len

Lys

Ser

Lys G

410

Gln

Val

Phe

315

Pro

Thr

g Ala

Gln
395

Pro

Gly Se

Gln

Asn

Gly

490

170

6l

His
475

Gly

289

Thr Cys

300

Asn Trp

Arg Glu

Val Leu

1 Ser Asn

363

Lys Gly
380

Glu Glu

Phe Tyr

Glu Asn. /

Phg Phe
445

Gly Asn
460

Tyr Thr

Ser: Asp

Val

Tyr

Glu

His

360

Lys

Gln

Mot

Pro

Leu

Val

Gin

Tyy

Val

Val

Gln

335

Gln

Gly

Pro

Thr

Ser

415

Tyt

Tyr

Phe

Lys

Val

Asp

320

Phe

Asp

Leu

Atrg

Lys

400

Asp

Lys

Ser

Ser

Ser

430

5 Asp
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[0062]

Asp Asp Asp Lys Trp Ser His Pro Gln Phe Glu Lys

210>
Q11>
2127
213>

220>
D93>

400>

Ser Ala Val Arg Ala Arg Ser Ser Vul Pro Gly Val Arg

1

<2107
21>
2122
213>

<400

Glu Val Val Leu Leu Val Ala Thr Glu Gly Arg Vel Arg Val Asn Ser

1

500 505
71
13
PRT
ATLREF
WM L70A AR AUk

71

) 10

72

21

PRT

B A (Hofo sapiens)

T2

5 10

Ala Tyr GIn Asp Lys

<210y
011>
212>
<213

<290
€993

220>
221>
222>
$223>

22>
221>
282>
2237

220%
221>
222>

20

73

5

PRT
AT

HCDRL J&

Hop e
(2).. &)
Xaa 24 Tyr 87 Asp

HAbRFAE
3., )
Xaa vl Ny Ser, Trp 8 Tyr

FoAt AL
(B).. (5)

171
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63/162 Bl

[0063]

223>

<A00Y

Xaa T4 His 80 Gly

73

Ser Xea Xaa [le Xaa

1

L1

<B11>
b

€213

<2200

921>
202>
223>

220>

221>
232>

<223

223>

<400>

Gly Ile Xaa Pro Ile Xaz Gly Xaa Ala Xaa Tyr Ala Gln Lys Phe Gln

1

210>
<211
212>
213>

200y
93>

5

74

i7

PRT
AT

HCDR2 &

HABRAL
Xaa W fyArg sk Ala

(6).. (6)
Xaa 0]y Ser 8% Tyr

S
(8)..(8)
Xag 0N Asy Bk Thr

HABFEAE
(10). . (10)
Xaa WA Glu 8% Tyr

74

~

5 10

75
12

PRT
NTLFRH

HEDRS &

172
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64/162

[0064]

200>
221>
€299
993>

220>

221>

£222>

223>

220>

Q915

227>

<223>

400>

HABRHE
@..
Xaa B4 Tyr 5L Trp

TLEAAE
(5).. (5)
Keist WA Tyr 2R Ala

S
(0. (1)

75

Asp Ala Ser Xia Xaa Arg Xaa Tyr Gly Phe Asp Tyr

220>
<2215
42225
<2235

<4005

¥ 10

76

12

PRI_
ATHFF

LCDR &

HAtRAT
(9).. (9)
Ko 1] A Ser BRA

76

Arg Ala Ser Gln Ser Val Ser Ser Xaa Tyr Leu Ala

1

210>
211>
212>
213>

<2205
223>

£220%
221>
{2927
<035

B 10

7

7

PRT
ANTI7F

LCDR2 J&

HAdiE
(1 (L)
Laa 0] Gly 7% Asp

173
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[0065]

220>

@21y HARERE

222> (9).. 90

<223> Xaa U] N Ser Bf Asn

@y

221> HAtEHT

o2y (9.4

<2237 Xaa Wl AALM] ORI E AR
00> 77

Xaa Ala Ser Xaa Arg Ala Thr

1 5
210> 18
L11> 9

212> PRP
1> AL

<2205
€223> LCDR3 &

42203

@21y HAbKE

oy (..

€293>  Xaa uf Fy Tyr % Arg

220>

221> FARREAE

222y @.. 1)

<223% Xaa AR Gly By Ser

220>

w21y HANERIE

<222%  (5)..45)

€293>  Xaa A K Ser 5% Asn

290>

221> HAER

222> (B)..(B)

£293>  Xaa nh Ser sl Trp

400> 78
Gln GlIn Xaa Xaa Xaa Xa& Pro Leu Thr

1 g

210> 79
Q11> 378
D12y DNA

174
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[0066]

13y AL

$220%

<223> DR4BI1T VII (DR4II4) ZIGHM

400> 79

cagglgeage Lgglgcagag cEECEeggad. slganadane
agcetgeasag cgageggegdg cacctitage agetatteca
cegggecagg geetggaaty gatgggetas attattoegg
gegoagaaat Trcagggeeg cgigaceatt accgotgaty
alggaaclga geageelgeg cagegaagal accgegglel
tactatateg geaacegteg tggeagttat tacgetttty
ctggtgacceg tctegagt.

210> 80

211> 324

<212 DNA

2135 AT

220>

<293> DRABLIT VL (PHOLL) ZIZHER

<4007

80

ctgagetgee

eeegrecagy

gaccggttea

ceegaggact

tgacceagag ceceggcace
geggeeagees gageglgage
ceeccegget getgatetae
geggcagegy cageggeace

tegecgtegta ctactgecag

ctgageetpa

ageagetace

ggCgeragca

gacttoacee

cagtackgca

cagggcacea aggtggagat caag

210> 81

211y 381

<2195 DNA

213 AT

<2005

<223>  DRAB30 VH (DR4H39) & B H
400> 81

CEEECUgUR

ttedactgggt

agtacgggac

aaageaccag

attatlgcge

actattggegg

PCCCoBROga

tggeetggta

gocggeecac

tgaccatcag

gragtecect

celggaagly

gCgecagges

tgccaattac

cacegegtat

BUECgRLLEa

ceagggeace

gegggerdce

ceageagadg

cggcdtocee

Geggetggag

gécettegge

gaagtgcage tgptgcagag cgeeReggad glgaaadaac cgrEcgadag: ¢etgadaatt

agetgeanag geageggeta tagetttace agrgactgepa tlggttegpt gogtcagaty

175

60
120
180
240
300
360

378

60
120
180
240
300

324

60

120
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[0067]

crgggeaaag gottggaatg gatgegtate

ageeegaget tleagggeea gglgaccalt

ctgeagtgga geagectgaa agegagegat

tattattacg ttggegtgeg

accetggtga cegtetegag €

<210

<211»

212>

<218»

<4002

82
321
DNA
KL%

DR4B30, DR4BI27, DRABYS Vi

82

gagategltge tgacccagag ccecgecace

ctgagetgee gggecageea gagegigage

ggcecaggeee cceggetget gatctacgae

cggticageg geageggeag cggearegae

gaggacticg ccgtgtacta ctgceageag

ggeaccaagg tggagatcaa

€210
211>
<2125
<213

<2202
223>

<400

{510}

83

363

DNA
ALF75I

DR4B127 VH (DRANT) Z R H TR

83

caggtgeage tggtgeagag cggegrggaa

agetgeanag cgageggegg caccittaaa

cegggeecage gectgraaty gatgpetent

gegeagaaat ttecagggeeg cglgaceatt

atggractga geagecetgeg cagegaagat

agotatiate gtaattacgg tttigactac

ttaccgteca

attegoeces

agegeggata

acegogetet

agetattatt

ctgageetea

agotaceteg

gecageadcn

ttecaccetgd

cggageaact

glgaaagaas

teetactaca
attogtoogs

accgctgate

ACCECRETEL

tggggceagd

176

gogatagega
agageattag
attattgege

tegattactg

greceggega
cetggtacea
gggecaccgg
pedtoageag

ggeacetgace

cgggrageag
teagegggas
adageaceag
attattgoge

goacectggt

tacgtattac

CaCcRegtat

gegtgaatce

BEECCaggRe

BEggeeecace

geagangece

cateceegee

cotggageee

cttcggecag

eglgaaagtg

| BCECCaggCy

tgetgagtae

paccgegtat

gegegatgea

gacegieteg

180

240

300

360

381

60

120

180

240

300

321

60

120

180

240

300
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[0068]

> DRABILT 1IC &M

Leu Val Gln Ser

HEgL

210> 84
Q11> 452
212y PRI
213> NLFA
€220%

€223

400> B4

Gln Val Gln

Ser

Gly

Vet

Ala

Phe

Thr

Ser

145

Glu

Val Lys

r Ile His

35

Ty:I‘ Ile
50

Gly Arg

Glu Leu

Arg Gly

Asp Tyr
115

Lys Gl
130

Glu Ser

Pro Val

Val

20

Trp

Ile

Val

Ser

Arg

100

Tep

Pro

Thr

The

&

Ser

Val

Pro

Thr

Ser

B85

Tyr

Gly

Ser

Ala

Val
165

Lys

Arg

Gl T

Tte

70

Leu

Tyr

Gln

Val

Ala

150

Ser

Lys

Gln

=3
[l
=

Tht

Arg

Ile

Gly

Phe

135

Leu

Tep

Gly Ala

Ala Pro

~Gly Thr

Ala Asp

Ser &lu

Gly &sn

105

Thr Leu

120

Pro. Leu

Gly Cys

Asn Ser

Glu Val
10

< Gly Gly

Gly Gln

Ala Asn

Gl Ser

7

Asp. Thr
90

Arg Arg

Yal Thr

Ala Pro

Leu Val

1856

Gly Ala
170

177

Lys Lys

Thr Phe §

Gly Leu
45

Ty ALy
60

Thr Ser

Ala Val

Gly Ser

Val Ser

125

Cys Ser
140

Fro

Glu

Gln

Th

Tyr

Ty

110

Ser

Arg

Gly

15

Ser

Trp

Lys

Ala

Ty

Ala Ser

Ser

Lys Asp Tyr Phe

Let Thr Ser

Ser

Ty

Met

Phie

Tyi
80

- Cys

Gly

Thr

Pro

160

Val
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[0069]

His

Glu

225

Ala

Met:

Ala

Val

Phe
309

Thr

“Yal

Asn

210

Arg

Ala

Ile &

Glu A

His

290

Gly Ly

Ile

Val Tyr !

Ser

Glu

Glu

Leu
370

Pha

Val
195

Val

Lys

Ser §

Asn

Val

Glu

Pro
180

Thy

Asp

v Arg

260

Pro

Ala Ly

Val.

Tyr

Thr
340

“Leu

Trp Glu Ser

Ala

Val

His

s Cys

Vel

245

Thr

Glu

Ser

Lys

325

Ile

Pro

Leu

Asn

Val

Pro

Lys

Val

230

Phe

Pro

Val

¢ Thr

Val

310

Cys

Ser

Pro

Val

Gly

Leu

Ser

Glu

Leu

Glu

Gln

Lys

295

Leu

Lys

et

375

Gln

Gin

Ser

200

Ser

Cvs

Phe

Val

Phe

280

Pro

Thr

Val

Thr

Arg
360

Gly Phe ]

Pro Glu Asn Asn

Ser

185

Asn

Asn

Pro

Pro

Thr

265

Asn

Arg

Val

Ser: Asn

Lys
345

Glu

Gly

Ser Gly Leu

Phe

Thi

Pro

Pro

250

Cys

Trp

Glu

Leu

330

Gl

lyr

178

Gly

Val

Tyr

Glu

His
315

Lys

Gln

Met

Pro

Thr

s Val
220

s Pro

Pro

Yal

Val

Gln

300

Gln

Gly

Pro

Thr

Ser

380

Ty

Tyr

Gln

205

Asp

Ala

Lis

Yal

Asp

283

Phe

Asp

Lisu

Lys
365

Asp

Ser

190

The

Lys

Pro

Asp

Asp

270

Gly

Asn

Trp

Pro 5

Glu

360

Asn

Lle

Thr

Leti

Tyr

Thr

Pro

Thr

255

Val

Val

Ser

Leu

Pro

Gln

Ala

Thr

Ser

Thr

Val

Ala

240

Leu

Ser

Glu

Thr

Asri
320

Gln

Yal

Val

Pro
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[0070]

385

Pro Met

Val Asp

Met His

Ser Pro
450

390

Leu Asp Ser Asp
405

Lys Ser Arg Trp
420

Glu Ala Leu His
435

- Gly Lys

210> 85

211y
212>
213>

2205
223>

<400>
Glu Val

1

Ser Let

Trp Ile

Gly Ile
50

Gln Gly
65

Leu Gln

Ala Arg

453

PRT

ATIFH

DRABZ0 HC %58
85

Gla Lew Val Glu

Lyy Ile Ser Cys

20

Gly Trp Val Arg

Q
i

Lle Arg Pro Gly

Gln Val Thr Ile S

70

Trp Ser: Ser Leuw L

85

Glu Ser Tyr Tvr
100

o%]
ol
o

Gly Ser Phe Phe Leu Tyr Ser

410

Gla Gl Gly Asn Val Phe Ser

425

Asn His Tyr Thr Gln Lys Ser

Ser

Lys

Glin

Asp
55

Tyr

440

Gly Ala

Gly Ser
25

Met Pro
40

Ber  Asp

Ala Asp

s-Ala Ser

Val 6ly
105

445

Glu Val Lys Lys
10

Gly Tyr Ser Phe

Gly Lys Gly Leu
45

The Tyr Tyr Ser
60

Lys. Ser Tle Ser
75

Asp Thr Ala Val
90

Val Arg Tyr Arg

179

400

Lvs Leu Thr
415

Cys Ser Val
430

Len Ser Leu

Pro Gly Glu
15

The Ser Asp
30

Glu Trp Met

Pro Ser Phe

Thi Ala Tyr
80

Tyr Tyr Cys
95

Pro Ser Tyr
119
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[0071]

Tyr

Phe Asp Tyr Trp
115

~er Thr

Thr

145

Pro

Val

Thr

Val
225

Ala

Leu

Ser

Glu

Thr

305

130

Lys

- Gy

Ser Gl Ser

Glu Pro Val

15 Thr Phe

: Ser

Cys
210

Glu

Met

Ala

Val

490

Phe

Asn

Arg

180

Val

val

Pro

Thr

Thi
165

Pro

Thr

Asp

Lys Cys

Ala Ser

Ile

B
=~
1

lis

Arg

- Lys

Asn

Val

Glu

Ser

245

-~ Arg

Pro

Ala

Yal 8

Tyr

Gly

Ser

Ala
150

Val 5

Al

Val

{ob]
S
<

Val

Thr

Glu

Lys

Lys

Gln

Val

135

Ala

Val

Pre

215

s Val

Phe

Pra

Val

Thr
295

Val

Cys

Gly Thr
120

Phe Pro

Leu Gly

= Tep: Asn

Leu Gln
185

Ser Sor A

200

Pro Ser

Glu €ys

Leu Phe

Glu Val

265

Gl Phe

280

Lys Pro

Leu Thr

Lydg Val

Leu Val Thr

Len

Eys

Ser

170

Ser

Asn

Pro

Pro

250

Thir

Asn

Arg

Val

Ser

Ala

Leu
155

Gly

Ser’

Phe

Thy

Pro

239

Pro

Cys

Trp

Glu

Lew His Gln

316

Pro

140

Val

Ala

Gly

GLy

Lys

220

Cys

Lys

Val

Tyr

Glu
300

Val.
125

Cys

Lys

Leu

Leu

Thr

205

Val

Pro

Pro

Val

Val

285

Gln

Asn Lys Gly

180

Ser

Ser

Asp

The: 8

Tyr
196

Gln

AlLa

Lys

Val

220

Asp

Phie

Asp

Let

Ser

A g

Tyr

Ser

Thr

Lys

Pra

AST)

259

Asp

Gly

Ala

Ser

Phe

160

- f5ly

Leu

Tyr

Thr

Pro

240

Thr

Val

Asi Sei

Tep 1

Pro

Ser
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[0072]

325

Ser Ile Glu Lys Thr Ile Ser

Gln Val

Val Ser
370

Vil Glu

385

Pro Pro

Thr Val

Val Met

Leu Ser
450

210>
211>
212>
213>

$220%
£223>

400>

340

Tyr Thr Leu Pro Pro

Leu Thr ‘€Cys Leu Val

Trp Glu Ser Asn Gly
390

Met: Leu Asp Ser Asp

405

Asp Lys Ser Arg Tep
420

His Glu Ala Leu His
434

Pro Gly Lys

86
447
PRT
M LR

DR4BIZT HC HHAE

36

330

Lys Thr Lys Gly
345

Ser Arg Glu Glu
360

Lys Gly Phe Tyr

Gln Pro Glu Asn
395

Gly Ser Phe Phe
410

Gln Gln Gly Asn
425

Asi His Tye Thi
140

Gln

Met

Pro

380

Asti

l.en

Val

Glu

Pro

Thr

365

Ser

Tyr

Tyr 8

Phe

Lyg
145

Arg
3450

Lys

Asp

Sen
430

Ser

Glu

Asn

Ile

Thr

Lys
415

Cys a5

Leu 3

Pro

Gln

Ala

Thr

400

Leu

Gl Val Gln Lewr Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

]

5

10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly &ly Thr Phe Lys Ser Tyr

20

%

30

Tyr Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

35

181

15
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[0073]

Gly

Gln
65

Met

Ala

Gln

Val

Ala.
145

Ser

Val L

Pro

Lys

Vel

225

Phe

Pro

Gly

50

Gly

Glu

Arg .

Gly

Phe
130

Leu G

Trp A

Ser

Pro

210

Glu

Leu

Glu

1le Arg Pro

Arg Val Thr

Leu Ser Ser

85

Asp Ala Ser
100

The Leu Val

115

Pro

¥ Cys Leu

Ser Gly
165

Gln Ser Ser

180

Ser -‘Asn. Phe

195

Ser Asn: Thi

Cys Pro Pro

Phe: Pro Pro

245

Val ThrCys

Leu Ala

Ile S

Ile

70

Leu

Tyx

Thr

Pro

Yal

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Thr

Arg

Tfy' xr

Val

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Gly

Ala

Ser

Arg

Ser
120

s Ser

Asp

Thr ¢

g

Gln

200

Asp

xé‘i 1 .

Lys

Val

Asn

Asp

Glu

Asn

105

Ser

Arg

Tyr

Ser

185

Thr

Lys

Pro

Asp

Asp

Ala

Glu

Asp

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thy

Pro

Thr
250

Gl

Ser

75

Thr

Gly

sSer

Thr

Yal

el

Thr

Val

Ala

235

Leu

Tyr

60

The

Ala

Thi

Ser

140

Glu

His

Cys

Glu A
220

Ala

Met;

Set

Val

o Asp

Lys

125

Glu

Pro

Thr

Ash
2056

Ala

Ile:

Gln

Thi

T}/f s

Tyr
110

Gly

Ser

Val

Phg

Vel
190

Val

Lys

Ala

Trp

Pro

Thr

Thr

Pro

175

Thy

Asgp

yvs Cys

'SE*I“ _-11

Aty

266

Val Ser Ala ¢lu Asp Pro

182

Phe

Tyr
80

- Cys

Gly

Ser

Ala

Ala

Val

His

Cys

~ Yal

240

Thi

Glu



CN 108713027 A

5 &

74/162 7T

[0074]

Val

Thr

Val
305

Cys

Pro

Val

Gly

385

Asp

Trp

His

Gln -

Lys

290

Let

Lys

v Lys

Ser

Lys

370

Gln

Gly

Gln

Pro

Tht

Val §

Thr

Pro

Ser

Gln

His
435

0> 87

447
PRT
NI

b
<
fel

> Asn

Arg

Val

Lys

340

Glu

Phig ¢

Glu

Phe

Gly

420

Tyr

Trp

Glu

Leu

Glu

Asn

Phe

105

Asn

Thr

Tyr VYal

Glu Gla
295

Hig Gln

310

Lys Gly

Gln Pro

Met Thr

- ProoSoe

375

Asn Tyr

390

Lew Tyr

Val Phe

Gln Lys

3 DRABYS HO ZELHG

Asp

280

Phe

Asp

Leu

Arg

Lys
360

Aspr

Lys

Ser:

Ser

Ser

440

Asin

Trp

Pro

Gl
345

Thr

Ly

Cys

425

Lew

Vil

Ser
330

Pra

Gln

voAla

Thr

Leu

410

Ser

Ser

Giu Val

+Thy Phe

i Asn Gly

315

Ser [le

{tln. Val

Val Ser

Vad Gl

330

Pro Pro

395

The Val

Val Met

Leu Ser

183

Hisg

285

Lys

Glu

Ty

Leu

362

Tep

Met

Asp

His

Pro

445

270

Asn Ala

Val Val

Glu Tyr

Lys Thr

335

The Leu

The Cys

Glu-Ser

Lew Asp

Lys Ser

116

Glu Ala
430

Gly Lys

Lys

Ser

Lys

320

Ile

Pro

Leu

Ser
400

Arg

Leu
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[0075]

<A00> 87

Gln Val Gln Leu Val Gln

1

Ser

Tyr

Gly

Glan

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val Lys—

33

Gly Tle

50

Gly Arg

Glu Leu

Arg Asp

Gly Thy
L5

Phe Pro
130

Leu Gly

Trp Asn

Leu Gln

Ser Ser

195

Pro Ser

5

Val Ser
20

Tip Val

Ala Pro

Val Thr

Ser Ser

Ala Ser

100

Leu Val

Leu Ala

Cys Leu

Ser Gly
165

Ser Ser
180

Asn Phe

Asn Thr

Cys

Arg

Ile

Lle

70

Leu

Trp

Thr

Pro

Val

150

Gly

Gly

Lys

Ser Gly

Lys Ala %

Gln Ala

40

Tyr Gly

Thr Ala

Arg Ser

Ala Arg

Val Ser

120

Cys Ser

Lys Asp

a Leu The

Leu Tyr

Thr Gln
200

Val Asp

Ala

Pra

Thr

Asp

Glu

Ala

105

Sor

Tyr

Ser

Ser
185

The T

Lys

Glu

10

Gly

Gly

Ala

Glu

Asp

Tyr

Ala

Ser

Phe

Gly

170

Leu

Thy

Val Lys

Gly Thr

Gln Gly

Tyr Tyr

60

Ser Thr

Thr Al

Gly Phe

Ser The

Tht Ser

140

Pro-Glu
1565

Val His

Ser Ser

v The Cys

Val Glu

184

Lys

Phe

Len

a5

Ala

Val

Asp

Lys

125

Pro

Thr

Yal

han

2058

Arg

Pro Gl

Lys
30

Gl

Gln

e Thr

Tyr

Tyr

110

Gly

Val

Phe

Val
190

Val /

Lys

Ser

Tep

Lys

Ala

Tyr

Trp

Pro S

Thr

The

Ser

Pyr

Met

Phe

Tyr
80

Cys

Gly

Ala

Val
160

Prﬂ Ala

176

Thr

Val
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210 215 220

Val Glu Cys Pro Pra Cys Pro Ala Pro Pro Ala Ala Ala Ser Ser Val
225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lvs Asp Thr Leu Met Ile Ser Arg Thr
245 250 265

Pro Glu Val Thr Cys Val Val Val Asp Val Ser Ala Glu Asp Pro Glu
260 265 270

Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
215 280 285

Thr Lys Pro Atg Gli Glu Gln Phe Ash Ser Thr Phe Arg Val Val Ser
290 295 300

Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320
[0076]

€ys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile
325 330 335

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

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

Yal Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn
370 375 380

Gly Gln Pro-Glu Asn Asn Tyt Lys Thr Thr Pro Pro Met Leu Asp Ser
385 390 395 400

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

Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Yal Met His Glu Ala Leu
420 125 430

185
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[0077]

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

435

210> 88
211> 215
212> PRT

218> A LEFH

220>

€223> DR4B1I7 LC FHTR

<400> 88

Glu Ile Val

Glit Arg Ala

Tyr Leu Ala

35

Ile Tyr Gly
50

Gly Ser Gly
65

Pro Glu Asp

Leu Thr Phe

Ala Pro Ser
115

Gly Thr Ala
130

Ala Lys Vatl
145

Gln Glu Ser

Leu

Thy

Trp

Als

Ser

Phe

Gly

100

Val

Ser

Gln

Val

Thr Gln

(92

Leu Ser

Tyr Gln

Ser Sor

Gly Tar

70

Ala Val

85

Phe Tle

Val Val

Trp Lys

150

Thr Glu

449

Ser Pro

Cyg Arg 4

Gin Lys
40

Arg Ala
55

Asp Phe

Iyve Tyr

7 Thr Lys

Phig. Pro
120

Cys: Leu
135

Val Asp

Gln Asp

Gly

Pro

Thr

Tht

Cys

Val

106

'P..:r“o‘

Leu

Thr Leu s

10

: Ser Gln

Gly Gln

Gly Ile

Leu Thr

7o

Gl Gln

90

Glu Tle

Ser Asp

Asn Asn

Ser

Ala

Pro

80

Ile

Ty

Lys

Glu

Phe
140

Asn Ala. Leu Gln

Ser

155

Liys Asp

186

Ser

445

Leuw Ser

Yal Sew
30

Pro Arg
45

Asp Arg

Ser Arg

Arg Thr
110

Gl Leu

125

Tvr Pro

Ber Gly

The Tyr

Gly Ser

Pro
15

Ser

Leu

Phe 8

Leu

Val

Lys

Arg

Asn

Ser

Gly

Ser

Leu

Gl
80

» Pro

Ala

Ser

Glu

Ser

160

Leu
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[0078]

165

170

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

180

185

190

Tyr Ala Cys Glu Val Thr His Glw Gly Leu Ser Ser Pro Val Thr Lys

195

200

Ser Phe Asn Arg Gly Glu Cys

210

<210>
211>
212>
213>

220>
203
100>

1

Glu Arg

Lo Ala

Tyr Asp

50

Ser Gly

65

Glu Asp

Thr Phe

Pro Ser

89
214
PRT
AT

DR4B36G; DR4RBI

o]

il

Ala Thr Leu
20

Trp Tyr Gln
35

Ala Ser Asn .

Ser Gly Thr

Phe Ala Val
85

Gly Gln Gly
160

Val Phe Ile..
115

27,

Gly TIle ¥al Leuw Thr Gln

72

il ig

Gln

Arg

Asp

70

Tyr

Thr

Phe

215

DR4B98. 1LC

Ser Pro

Cys Arg

Ala Thr
10

Ala Ser

25

Ly Pro
4

Alea Thr
55

Phie Thr
Tyr Cys

Lys: Val |

Pro Pro
120

Gly Gln

Gly 1le

Leu. The

Gln Gln

90

Glu 1le
105,

Leu

Gln

AL

Pro

Lle

75

Atg

Lys

205

Ser Lew

Ser Val

Pro Aeg

15

Ser

Ser
30

Leu

Ala Arg Phe

60

Ser Ser Leu

Ser Asn. Tip

Arg Thr Val

110

Ser Asp Glu Gln Leu Lyg

187

125

Pro Gly

15

Ser Tyr

Lew Tle

Ser Gly

Glu Pro

80

Pro Leu
95

Ala Ala

Ser Gly
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[0079]

Thr Ala Ser
130

Lys Val Gl Trp Lys

145

Glu Set- Val

Ser Thr Leu

Ala Cys Gl

195

Phe Asn Arg
210

@L0> 90
€211y 1356
212y  DNA
218> AL
42205

€223> DR4R
24005 90
cagglgeage
ag:ctg'eaaag

cogggocagy

gogeagasat

atggaactga

tactatateg

ctggtgaceg

teeaggagea

gaaceggtea

getgteetace

Val

Val Cy

Val Asp

g Leu Lou Asn Asn Phe Tyr
1

38

150

Thr
165

Thr Leu

180

Val Thr

Gly

P

117 HC

tgetgcagag
CBARCEECEE
geotggaatg
ttcaggeeeg
gcagcctggg
geaacegtog
tetegagtee
cetoegagag
cgetgtegty

agtectcagg

Glu Gl Asp

Ser Lys

200

Glu Cys

Cggegegras
cacetttage
gatgggotac
cgtgaccatt
cagcgaagat:
tggeagttat
gltecaccaag
cacageogee
gaactcagge

dctetacten

Asn Ala Leu Gln Ser

1565

ser Lys Asp Ser

170

Ala Asp Tyr Glu Lys

185

His Gln Gly Leu Ser Her

gtgaaaaaac

agotattoea

attattecgg

apegetgaty

apegeggtagt
tacggtttle
greccatepg

ctgggctice

petetgacca

ctoageageg

188

Pro Arg

140

Gly Asn

he Tye S

His Lys
190

Val
205

Pro Thr

CgEEcagcag
ttoactgeggt
agltacgggac
agageaeccag
attattgcge
actattgges
totteccect
tggteaagga
geggegteca

tgrtracegt

Glu Ala

Ser Gln
160

- Let Ser

175

Val Tyr

lys Ser

cgtgaaagtg
gegeeaggeg
tgeeaattan
caccgegtat
gegeggeega
GeRgELCACT
ggegeectge

gtactteceo

gaccttceea

geectecage

420

480

540
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[0080]

aactteggea

gacaagacag

goagecaget

agcectgagg

aactggtaecg

tlcaacagea

ggeaaggapt

atctecaaaa

gaggagatga

gacatcgeeg

cceatgelgr

agElggeage

tacacgeaga

210> 91

ceeagaceta
ttgagegcaa
cagtetteet
teacgtecat
Tggacggrgt
cgttoegtat
acaagtgeaa
ceagagggea
ceaagaaceca
tggagtgega
actcagacgyg
ageggascgl

agagectete

<211 1359

<2122 DNA

213> )&jlﬁﬁﬁﬂ

€22
2237 DR4B30 HC

400> 91
gaagtecage

agetgeaaag
ceggreaaag
agecegaget
ctgeagtgga
tattattacg
accetggtea
tgetecagga
ceegaacess

ceagetgtee

tggtgeagag

grageggeta

gettggaaty

tteagggeed

grageetgas

ttggegtecs

cegtetegag

geaceteoga

tgacggtgte

tacagtoete

caccrgeaas

atgtigtgte

cttececeea

getggtagac

ggagetzcal

geltcagegte

gptetecaac

geecegagaa

ggteagectg

gageaatggy
ctecttettie
cticteatge

cetgteteeg

cggegeggaa
tagetttace
gatggetate
grtgacecatt

agegagegat

ttacegtcea

tgeetrcoace

gagecacagec

gltggaactea

agpactetag

gtagatcaca ageccageas

gagtgeeeae cgtgeocage

aaacccaagyg acaccetear

glgagcpeey aagaceccga

aatgeoaaga casagnbacg

cteaceglic tgeaccagga

agaggectee catectecat

ceacaggtgt acaccetgee

acctgeetey tcaaaggett

cagecggaga geaactacaa

ctetacagea ageteapegt

teeglgatge atgaggelel

ggtaaa

gtgaaasaac cgpgegRatg

agogactgga tlggttgret

atltegeecge gegatagega

agegeggata aangeabtag

accgegptet attatipege

agetattatt tegatransty

aagggeceat cggtettece

geectggget goctggteaa

BEGgOTLtEn ncagogerst

tecetcagea goptggtgac

189

caccaaggty
accacctges
gatetecegyg
ggtecagttce
ZEALRARCAHE
ctegolgane
cgagaaatce
ceeatoeegy
ctageoeage

gaceacacet

ggacaagage

glacdde oyl

cetgaaaatt

gegetagaty

tacgtattac

caccgegtat

gegtgaatco

gggeragere

cetggegece

ggactactlc

geacacette

sgtgeocteo

840

900

960

1020

1080

1149

1200

1260

1320

1356

120

180

240

300

L
{ox]
<@

420

480

540

600
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ageaactieg

gleggdcaaga

geegeageea

cggacceetg

tteaactggt

cagttcaaca

AACgEeAAgE

accateteca

¢gegaggaga

agegacatecg

ceteeeatge

agoaggtgge

cactaeacge

21o> 92

211> 1341

<2125 DNA

geacecagace
cagtigageg
geteagtett
aggteacgty
degtggacgg
geacgttecg
agtacaagtg
aaacgaaagg
tgaccdagaa
ceglggaglyg
tggactecga
agcaggggaa

agaagagenl

<213 Aiﬁﬂ

<400> 92

cagglgeage

agetgeaaag

cegggecagyg

gegeagaaat

atggaactes

agetattate

agtgecteca

gagageacig

tegtggaact

DR4B127 HC

Lgglecagag

CBABCEECES

geclggaaly

tteagggeceg

geageetgcy

gtaattacgg

ceaagegeee

ocegoectggr

caggegetet

ctacaecetge

caaatgtiat

cetettecee

cetpgtegty

cghggagpte

tpiggteage

caaggretee

grageeccga

ceaggltage

ggagageaat

eggeteectte

cgtetictea

ctecetgtet

cggegLgrda

cacctttaaa

galggpigat
cgtgaceatt
cagegaagat
tittgactae
atcggtotte
etgeehpgte

Ratcagegeo

aacpgtagate
gtegagteee
sfevabarabatatatetan
gacgtyages
cataatgooed
gtecteacey
aacaanggee
gagccacags
ctgacetgee
BRECAZCCER
trectotaca
teecteegtyga

cecggRtaga

PlEaddausn

teetactace

atteglecgd
accgetgatg
accgegptt
tggggoaagy
cooetggere
aaggactact

gtygcacacot

190

araageecag
cdcegtgeee
aggacaceet
cegaagacee
AgACANAZEE
ttctrecacea
teceateote
tetacaceet
tggtecaanagy
agadacaacta
geaageteac

tgoatgagge

cgggrageag
tteactgget
Ledgegggaa
aaageaccag
dttattgege
geaccotggt
cotgctecag
teecegaaes

teocagetgt

caacaceaag

dgeaccacet

catgatctee

cgaggtecag

ACEREAERAY

gractpgety

catcgagaaa

geecoearee

gttectaceee

Caagacecacda

cgtggacaag

tetgeacaac

cglgaaagly

gegeecaggeg

Lpclgagtac

cacegegtat

gegegatgea

gacegteteg

gageacetes

ggtgacgety

cetacagtce

660

720

780

440

9060

960

1020

1080

1148

1200

1260

240
300
360
420

480



CN 108713027 A

F 3

3

82/162 1l

[0082]

Teageactet
acglacacet
cgeaaatgtt
theetetlee
tgegtggteg
ggegtggagg
cptetggtoa
Tgeaaggtet
gggeageece
aaccaggtea
lpggagagea
gacggetect
aacgtettet

cteteocotgt

210> 93

211> 1341

<2125 DNA

actcceteag
geaacgtaga
gtegtegagte
geeeadaace
tggacgtgag
tgeataatge
gegteeteae
ceaacaadgg
gagaaccaca
gectgacetyg
atgggeagee
tettecteta
catgeteogt

ctecgggtaa

@13 AT

2205

€223> DR4BY8 HC

400> 93
cagglgedge

COHREECERE
gegeagasat
atggaactga
agttgggeac
aglgeeteea
gagageacag

TegtEgasact

tggtgeagag

cgagcgeceg

gectpraaty

tteaggeccg

geageetgeg

gtgeatacgy

ceaaggecee

cepecetggg

caggogetet

cageglgatg

tcacaagcee

eoeacegtge

caaggacuacy

Ggeegangac

caagacaang

cgttotpgeac

ceteecatee

ggtgtacace

cetpgtcdad

pgagaacadt

cageaagetc

gatgeatgag

a

cggcgeygaa

cacclLttadg

garggsceat

cgtgaccatt

cagegaagat

ttitgattat
aleggletie
etgeectgete

gaccagegge

accgtgeect

ageaacacca

ceageactac

cteatgatel

GeCgagetee

Ceacgggagy

caggactgee

tecategaga

ctgeceecat

ggottetace

tacaagacca

acegtggaca

getetgeaca

gtgaaazaac

tectattata

attecaccaa

accgetgatg

accgeggtat
tggggocagg
s lggese
daggactact

gltEgcacacet

191

ccageaactt

aggtggacda

ctgecgedgn

creggareen

agticaacty

agcagttcaa

tgaacgEgcaa

gagecatete

ceeggragga

ceagegacat

cagcteecat

agageaggte

acecactacac

cgggcageag

itdattrest

tttacggcac

aaggeaceag

attattgege

goacentggt

celgelccug

tesoogaacs

teocagetgt

cggcaccrag

gacagligag

cageteagte

Lgaggledcg

gracgiggac

cagcacgtte

gpagtacaag

caagaccada

gatgaccaag

CEeCRTREas

gotggacice

BLABCABEER

gtagaagage

Ccrtgaaagtyg
gegecaggacg
egettactac
caccgegltat

gegtgatgoa

gacegtotog

gageaeclee

ggtgacggty

cotacagtee

600

840
900
960
1020
1080
1140

1260

1260

1320

1341

60
120
180

240

360
4:20
480

540
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teaggactet
acctacacct
cgcaaatgtt
tectettee
tgtategtag
gECETERALE
cgtgtggtea
tgeaaggtet
gggeageece
adecaggtea
Lgggagagea
gacggetcet
aacgtettet
cteteeectgt
210> 94
211> 645

€212> DNA
213>

<400> 94
gagateglge

ctgagetgee
COLELCCany
gaccggttea
cecgaggact
cagggeacea
geeagegacsg

tacceccggg

acteeeteag
geaacgtaga
grgtegagtg
ceacaagact
tgeataatge
gegteeteac
coaacaaagy
gagaaccaca
geetgaccty
algggeagee
tettecteta
catgeleegt

ctecgggtaa

ANTFF

DR4BILT LC

Lgacceagag

gggecageea

ceececggel

gCgECagegs

tegeegtgta

aggtggagat

ageagetgaa

aggecaaggt

cagegtegte

teacaageee

cotaccgtee

caageasice

egecgadgac

Gaagazaang

cgttetgeae

ectcccatee

ggtgtacace

cotgptcaaa

EBdgddradl

cageaagete

gatgcatgag

gheegELace

gagrgtgage

gelgatetae

cageggoace

ctactgecag

Caagrggace

gagCERARCT

goagtggaag

accgtgecet
ageaacacca
ceageaceac
cteatgatet
CCUEABRTES
cracgggage
caggactgge
tecategaga
gtgececeat
ggettetace
tacaagdecs
dacegtggaca

getetgeaca

clgagee e
ageagetace
gEegeeagea

gacttcacce

cagtacggea

gtggeegece

BCAABCBIRE

gltggacaacg

192

ctageaactt

gggtgpavad

ctgeoegeage

ceeggaccee

agttcaactyg

ageagticas

tgaacggeaa

aaaccatete

CeCEERARER

ccagcgacat

caccteocyl

agageagate

accactacac

gedeoguoy

tggeotggta

Beegegecas

tgaccatoag

geagecerct

ceagegtgtl

tgtecetgot

cectgcagay

cggeacecag

gacagttgag

cagcteagte

tgaggteacg

gtacgtggac

cageacgtte

ggagtacaag

gcaaaaccaaa

gatgaccaag

cgeegtggag

getggactcee

8oageagegsg

gragaagage

gegggecace
coagcagaag
gggesleece
ceggetggag
gacettegge
catcettcece

gaacadaette

cggcaacage

600

660

720

780

840

900

1080

1146

1200

1260

1320

1341

60

120

180
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[0084]

caggagageg tgaccgages gEacageaag gacageacct acagootgag cageacecotyg

accetgaged aggoegacta cgagaagoac aaggtgtaey ctigegaget gaccoaceayg

ggectgaged gecccgtgae cadgagettc adceERERcy AgTED

210> 95
<11y bAY
€212 DNA
213 ATHH

<B20%
<223> DR4B30G, DR4BI27, DR4BYE LC

400> 95
gagatcgtge tgacecagag cetogecact ctgageotya. geocoggiga gegggecacs

ctgagelgee ggeccageca gagegtgage agcetacetgg cotgotacea geagaageee
ggeeaggeee ceeggetget gatctacgat gocageaace gggecaccgs catencegee
ceggticageg geageggeag cggcaccgae tleaccotga ceatcageag cetggagere
gaggactteg ceglgtacta ctgocageag cggagcaact ggecootgas otteggecag
ggeaccaagg tggagatcaa geggacegly gocgotecca geglgiteat criteeeeece
agegacgage agetgaagag cgpeacegea. agegtggtet gectgetgaa cadcttotae
ceecgggagg coaagglgea. glggaaggly gacaacgece tgeagagegs caacageeag

gagagegtga cegageagga: cageaaggac ageacctaca goetgageag cacectgace

ctgageaage ccgactacga gaageacaag gtgtacgett gegaggtgae ccaccaggge

ctgageagee cegtgacead gagettoaae cggegcgaglt ge

G210 96
G111y 456
2125 PRI
@13y AL

220>
2935 DRAB391 HC Bk

<400> 96
Gln Val 6ln Lew Val Glu Ser Gly Ala Glu Val Lvs Lys Pro 6ly Ser
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Ser Tyx
20 25 30

193

540
600

645

60
120
180

240
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Ser

Gly

Ala

Phe

Th}" ¥

Ser
145

Glii Pro

Ser

Cys

Gly

225

Pro

Tle:

By

E Gl

Asp

. Thr

Pro

Glu

His
35

e 118

Arg

Lau S

Gly

Ty

115

Gly

Iy Gly

Val

Phi

Val

19h

Val

Lys S

Ala

Trp

Ile

Val

Arg

100

Trp

Pro

Thr

The

Pro

180

Thr

Asn

Ala

Val

Pro

Thr

- Selr

85

Tyr

Gly

Ser

Ala;

Val
165

Ala

Val

His

Cys

Gly

Arg

Glu

1le

70

Lett

Tyr

Gln

Yal

Ala

130

Ser

Val

Pro

Lys

Asp
230

Gln

Tyr

95

Thi

Arg

Ile

Gly

Phe

135

Lei

Trp

Leu

Ser

Pro

215

Lys

Ala
49

Gly

Ser

Gly

Thr

120

Pro

Gly

Asn

Gln

Ser

200

Thr

Ala Ser Ser

Pro Gly

Thr Ala

. Agp-Glu

Glu Asp
90

Asn Arg
105

Leu Val

Lew Ala

Cys. Len

Ser Gly

170

Ser Ser

185

Ser Leu

Asn. Thr

His Thr

Val Phe

Gln

Asn

=YY
L7
e

Thr

AI‘ g

Tht

Pro

Val

Gly

Tyr

60

Thr

Ala

Gly

Val 5

Ser
140

Lys

155

Ala

Gly

Gly

Lys

Cys
235

Ligu

194

Leu

Leu

Tht

Val

220

Pro

Phe

Ala

Ser

Val

Ser

Ser

Aap

Thr

Tye

Gln

205

Asp

Pro

Pro

Glu

GIn

Thr

Tyr

Tyr

110

[et

Lys

Ser

Ser
190

Thr

Lys

Cys

Pro

Trp

Lys

Ala

Iyr

95

T

Ala

Set

Phe

Gly ¥

175

Lew S

Tyr

Lys

Pro

Lys

Met

Phe

Tyr

80

Cys

Gly

Ser:

Thr

Pro
160

Ile

Val

Ala

240

Pro
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[0086]

Lys

Val A

Asp

Tyr

305

Asp

Leu

Arg

Asp:

385

Lys

Ser

Ser

Asp

Gl ¥

290

Asn

Trp

Proe

Glu

s -Asn

370

Ile

Thr

Lys

" LCys

Leu
450

Thr

Val

275

Val

Ser

Leu

Ser

Pro

355

Gln

Ala

Thr

Leu

Ser
435

Leu

260

Ser

Gl

Thr

Asn

Ser

340

Gln

Val

Val

Pro

Thi

420

Val

- Leu

245

Met

Ala

Val

Tyr

Gly

325

Tle

Val

Ser

Glu

Pro

405

Val

Met

Ser

Ile

Glu

His

Arg

310

Lys

Glu

Tyr

Leu

Trp

390

Val

Asp

His

Pro

Ser

Asp

Asn

295

Val

Glu

Lys

Thr

Thy

379

Glu

Leu

Lys

Glu

Gly
455

Arg

Pro

280

Ala

Val

Ty

Thr

Lou

360

Ser

Ser

Ala

440

Lys

Glu

Lys

Ser

Lys

Ile §

345

Pro

s Ley

Asn

Ser

Arg

425

Leu

250

Pro

Val

Thi

Val

Cys

330

Pro

Val

Glu Val

Lys Phe

Lys Pro
300

Leu Thr
3156

Lyvs ¥Yal

Tys Ala

Ser Arg

Lys Glyv
380

ly Gln Pro

Asp
410

Trp

CHis

195

393

Gly Ser

Gln Gln

Asn. His

Thr

Asn

285

Arg

Val

Ser

Lys

Glu
360

Phe Tyr Pro S

Glu

Phe

Gly

Tyr
445

Cys Val
27

Trp Tyr

Glu Glu

Leu His

Asn Lys
335

Gly Gln

Glu Met

Asn. Asn

Phe Leu
415

Asn Val
430

Thr Gln

Val

Val

Gln

Gln

326

Ala

Pro

Thr

Tyr

400

Tyr

Phe

Lys
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210> 97

Q11> 457
212> PRT _
@1 AT
<290%

223>

400> 97

Glu Val Gln Leuw Val

1

Trp

Gly

Gln

Lew

- Leu

Ile

The

Gly

Gln

}'T.Arg

Tyx

Ser

Pro

Val

Phe

Thy
130

- Ser

Glu

His

Lys Tle

Gly Trp
35

Ile Arg’

Gln Val

Trp Ser §

Glu Ser
100

Asp Tyr

115

Lys Gly

Gly Gly

Pro Val

Thr Phe

3

Ser i

Val

Fro

Thr

Tyr

Trp

Pro

Thr

Pro.

DRABZ96 HC & E A

Glu

Arg

Gly

- Leu

Tyr

Ala
150

Val

K=&

s Lys

Gln

Agp

oS

ser

Lys

Tyr

v Gl

Val
139

Ala

Q& _Trp

Val

Gly

Gly

Met

40

Ser

Ala

Ala

Gly

120

Phe

Lou

Licu

Ala

Ser

25

Pro

Asp

Ksp

ser

Gly

105

Thr

Pro

Gly

Asn

Glu

Glu Val

19

Gly Tyr 3

Gly Lys

Thie Tyr

Lys Ser

Asp: Thr

90

Val Arg

Leu Val

Leu Ala

Cys Leu

155

Ser Gly
170

Ser Ser

196

Gly

Tyr

60

Ile

Ala

Tyr

Thir

Pro

140

Val

Ala Leu. Thr

Gly Leu Tyr

Lys

-~ Phe

Leu

45

Ser

Ser

Val

Arg

Val

125

Ser

Lys

Pro

Thi

30

Glu

Pro

Thr

Tyr:

Pro

110

Ser

Ser

Asp

Gly Glu

Ser Asp

Trp Met

Ser Phe

Ser Tyr

Sor Ala

Lys Ser

Tyr Phe
160

Ser Gly
175

Ser Leu
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Ser

Ser

180

Val Val
195

Ile Cys Asn Val

Ala

Pro

Val

Val

Gln T

305

Gln

Ala

Pro

Thr

Ser
385

210

LGl

Pro

Lys

Asp
290

[yr

Asp

Leu

Arg

Lys

370

Asp

Pro Lys S

Glu Ala

Asp Thr

260

Val Asp Val
275

Gly Val

Asn Ser

Trp Leu 2

Pro Ser
340

Glu Pro
355

Asn Gln

Ile Ala

Thr

Asn

Ala

245

Leu

Ser

Glu

Thi

Ser

Gln

Val

Val

Val

His

Cys
230

Pro

Lvs
2156

Asp

ly Ala

Met

Ala

Val

Tyvr
310

- Gly

Ile

Val

Ser

Glu

Ile

Glu

His

295

Arg

Lys

Glu

Tyr

Leu

375

Trp

185

Ser Ser
200

Pro Ser

Lys Thr

Ser Ser

Ser Arg

265

Asp: Pro

280

Asn Ala

Val Val

Glu Tyr

Lys Thy
345

hr Leu

360

Thr Cys

Glu Ser

Asn

His

Val

250

Thir

Gl

Lys

Ser

Lys

330

Pro

Len

Asn

Leu Gly

The: Lys
220

Thr Cys
235

Phe Leu

Pro Glu

Val Lys

Thr Lys
300

Yal Leu
316

Cys Lys

L Sert Lys

Pro Ser

Val Lys
380

Gly Gln

395

197

190

Thr Gln Thr
205

Val Asp Lys

Pro Pro Cys

Phe Pro Pro
255

Yal Thr Cys
270

Phe Asn Trp
285

Pro Arg Glu

Thr Val Leu

Val Ser Asn
335

Ala Lys Gly
3560

Avk Gl G
365

Gly Phe Tyr

Pro Glu Asn

Tyr

Lys

Pro

240

Lys

Val

Tyrx

Glu

His

320

Lys

Gln

Pra

Asn
400
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[0089]

Tyr Lys Thr Thr Pro Pro
405

Tyr Ser Lys Leu Thr Val
120

Phe Ser Cys Ser Val Met
435

Lys Ser Lew Ser Leu Ser
450

<2107 98
<211y 451
212> PRT
213> ANTFF

{2207
<993y DR4B392 HC R

<4005 98

Gln Val Gln Leuw Val Glu S

L 5

Ser Val Lys Val Ser Cys
20

Tyr Tle His Trp Val Arg
35

Gly Gly Ile Arg Pro Ile

Gln Gly Arg Val Thr Tle
65 70

Met Glu Leu Ser Ser Leu
85

Ala Avg Asp Ala Ser Tvr
L6

Gln Gly Thr leu Val Thr

Val

Asp

His

Pro
455

Lys

Gln

1) R 953
5 S

Thr

Arg

Tyr

Va

Leu

Lys

Glu

440

Gly

“Gly

Ala S

Ald
40

Gly

Ser

Arg

Set

Asp

Sar

Ala

Lys

Ala

Pro

Agni

& Agp

Glu

Asn

105

Ser

Ser Asp Gly Ser .Phe Phe

410

415

Arg Tep. Gln Gln Gly Asn

430

Leu Hig Asn Hig Tyr Thr

Glu. Val Lys
19

- Gly Gly Thr

Gly Glun Gly

Ala Glu Tyr
60

Glu Ser Thr
75

Asp Thr Ale
90

Tyr Gly Phe /

Ala Ser Thr

198

445

Lys

Phe

Pro

Lys
30

Leu Glu

45

Ala

Ser

Yal

Lys

Gln

The

Tyr

o Tyr

110

Gly

Gly

15

Ser

Tep

Lys

Ala

Ty
95

Trp

Pro

Leu

Val

Gln

Tyr

Met

Phe

Tyr

84

Cys

Gly

Ser
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Val

Ala

145

Ser

Val

Pro

Lys

[0090]
Asp

225

Ala

Ile

Glu

His

Arg

305

Lys

115

Phe Pro Leu Ala
130

Leu Gly Cys Leu

Trp Asn Ser Gly
165

Leu Gln Ser Ser
180

Ser Ser Ser Leu

195

Pro Ser Asn Thr

210

Lys Thr His Thr

Ser Ser Val Phe
245

Ser Arg Thr Pro
260

Asp Pro Glu Val
275

Asn Ala Lys Thr
290

Val Val. Ser Val

Glu Tyr Lys Cys
325

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Leu

Glu

Lys

Lys

Leu

310

Lys

Ser Ser Lys

136

Lys Asp Tyr

Leu. Thr Ser

Ser
185

Leu Tyr

Tht Gln Thr
200

21

Yal
215

Pro Pro Cys

Phe Pro Pro

Val Thr Cys

265

Phe Asn Trp
280

Pro: Arg Glu
295

Thr Val Leu

Vil

Glu

Ser

Fhe

Thy

Gly Val

170

Leu

Tyt

Asp Lys Lys

Ser

Lle

Val

Pro. Ala

Lyvs
250

Val

TY'I'

235

Pra

Val

Val

Gln

315

330

199

125

Ser Gly
140

o Glu Pro

His Thr

Ser Val

P

s Asn
205

Glu Pro
220

Pro-Glu

Lys Asp

Yal Asp

Asp: Gly

285

Ty Asn
300

Hig Gln Asp Trp L

Ser-Asn Lys Ala Leu Pro S

Gly

Val

Phe

Val

190

Val

Lys

Ala

Thr

Thr

Pro

175

Thr

Asn

Ser

Alg

The Le

Val 8

270

Val

Ser

Glu

Thr

Asn

Ala

Val

160

Val

His

Cys

Met

Ala

Yal

Tyr

Gly
320
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[0091]

Glu Lys Thr Ile Ser Lys

Tyr

Len

Val

Asp

His

Pro

340

Thr Len Pro Pro Ser
355

Tht Cys Lew Yal Tvs
370

- Glu Ser Asn Gly Gla

390

Leu Asp Ser Asp Gly
405

Lys Ser Arg Trp Gln

420

Glu Ala Leu His Asn
435

Gly Lys
450

2105 99
211y 451
€12> PRT
€213y KTFH

<2203 -
<93y DR4B40T HCEE R

400> 99
Gln Val 6ln Leu Val Gln

Ser

Tyr

Gly

5}

o2l

Val Lys Val Ser Cys
20

Ile His Trp Val Arg
35

Gly Tle Ala Pro Tle

Ala

Arg

Gly

375

Pro

SCE

Gln

His

Lys

Glu

360

FPhe

Glu

Phe

Gly

Tyr
440

Gly

345

Glu

Tyr

Asn

Phe

The

Gln Pro

Met Thr

Pro Ser

Asn Tyr
395

Leu Tyr
410

Val Phe

Gln. Lys

Arg

Lys

Asp

380

Lys

Ser

ser

Ser

Glu

fisn

365

Tle

Thr

Lys

Lys

Leu
445

Ser Gly Ala Glu Val Lys Lys

10

Lys Ala Ser Gly Gly Thr Phe

95

Pro Gln

356

Gl val

Ala Val

Thr Pro

Lew The ¥

415

Ser Val
430

Ser Lew

Pre Gly
15

Lys -Ser
30

Val

Glu

Met

Ser

Ser

Tyr

Gln Ala Pro Gly Gln GIy Leu Glu Trp Met

40

45

Tyr Gly Thr Ala Tyt Tyr Ala GIn Lys Phe

200
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[0092]

Gln

65

Met

Ala

Gln

Val

Ala

145

Val

Pro

B s
B

50

Gly

Glu

Gly

Phe
130

Leu

Trp

Leu

Ser

Pro

210

Lys

Ala Se

Ile

Arg

Leu

; ASp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Thr

Ser

Arg

Val

Ser -

Ala
100

Leu

Leu

Cys L

Ser

Ser

180

Ser

Asn

His

Val

Thr
260

Thr

Ser

Val

Gly

165

Her

Leu

Thr

Thr

Phe

245

Pro

Ile
70

Trp

Thr

Fro

- Yal

150

Ala

Gly

Gly

Lys

Cys
230

Leu

Glu

Thr

r Leu Arg

Ala

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Val

Ala

Ser

Arg

Ser

120

Sér

Asp

Thr

Tyw

Gln

200

Asp

Pro

Pro

Thr

Asp

Glu

Ala

105

Ser

Lys

Ty

Ser

Ser

189

Thr

Lys

Cys

Pro

Glu 8§

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Lys

Pro

Lys
250

Thr

Gly

Ser

Thr

Pro

155

Val

Ser

Ile

Val

Ala

235

Pro

Cys Val Yal

265

201

60

~ Thr Ser

Ala Val

Phe Asp

Thr Lys

125

Ser Gly

140

Glu Pro

His Thr

Ser Val

Cys Asn
205

Glu Pro

220

Pro Glu

Lys Asp

Val Asp

Thr Ala Tyr

Ty

Tyr
116

Gly

Gly ]

Yal

Phe

Yal

190

Val

Ala

Thr

Val

270

Tyr

95

Trp

Pro

Thy

Pro

175

Thr

Asn

- Ser

Ala

Leu
255

Set

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Gly

240

Met

Ala
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[0093]

Glu .

Ar g
305

Lys

Glu

Tyr

Leu

Trp:
385

Val

Asp

Hias

Pro

<210
211
<212
<213

€220
€223

Asp Pro

275

i Asn Ala

290

Val val

6lu Tyr d

Lys Thr

Thr Leu

355

The Cys
370

Glu Ser

Lewu: Asp

Lys Ser

Glu Ala
435

Gly Lys
450

> 100
> 1368
> DNA

Gl ¥

[ys

Ser

Lys

Ile

340

Pro

Le;l.l

Asn

Sef

Arg

420

Leu

s KNLET

>

Thr

Val

Cys

BHAT

Ser

Pro ¢

Val

Gly

Asp

405

Trp

His

Lys
[ys
Lsu
310

Lys

Lys

Lys
Gln
390
Gly

Gln

Asn

Phe

Pro

298

Thr

Val

Ala

- Arg

Gly
370

Pro

Gln

His

S DR4R3GT HC Az HTmR

Val

Ser

Lys

Glu

360

Phe

Glu

+ Phe

Gly

Ty
440

Trp

> Gl

Leu

Asn

Gly

349

Glu

Tyr

Asn

Phe

Th

Tyr Val Asp

Gl Gln Tyr
300

Hig Gln Asp
315

Lys Ala Leu
356

Gln Pro: Arg

Met Thr Lys

Fro Ser Asp
330

Asn Tyr Lys
395

Leu. Tyi Ser
410

1 Val Phe Ser

Gln Lys Ser

202

Gly

245

Asn

Trp

Pro

Glu

Asn

365

Tle

The

Lus

Cys

Lig

446

Val

Ser

Leu

Ser §

Pro

350

Gl

Ala

Thr

Leu

Ser

4390

i

Glu

Thy

Asn

Gln

Val

Val

Pro

Thr

415

Val

Leu

Val

Tyr

Gly
320

> Ile

Val

Ser

Glu

Pro

400

Vil

Met

Ser
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[0094]

“A00y 106
caggtgeage

agctgcanag
ccgggecarg
dlggaactgy
tactatateg

ctggtgaces

tecaagagoca

gaaccgptea
getgleatae
agettgggea
gacaagaaag
cetgaagoag
albgatetere
gaggtcaagt
cggraggage
gactggetga
atogagasas
ceceeateee
tretateeca
aagaccacge
glLegacaaga

cLgeaeaane

21 101

211> 1371

212> DNA

tegtgengag
cgagegsess
gectggaatg
treagogesyg
gedgeetgeg
geaacegteg
tetegagtge
cetotagege
tggtetegty
agtecteagsg
cecagacceta
titgagcccaa
cagggrcate
geaeecrtga
teaactggta
agtacaacag
atggcaagga
gedtetecead
gggaggagat
gegacateore
ctoccgtget
graggtgegea

actacacgea

1% AI?@

220>

cggegeggna

cacctttage

gatgggetas

cgtgaccatt

CHgCgHAZH |

tggragttat

ctecaccaag

cagagegece

gaactoagge

actetactod

catctgeaac

atcttgtgac

tteagtetic

ggleacatge

cetggacgee

cacgracegt

grtacaagtge

HPECABAERE

gacraagane

cglggagteg

ggactocgac

geagggganc

gaagagecte

& T gaaandaac

agetattoca

attatteegg

accgctgaty

acegogglel

tacggttttyg

ggeeeatcgg

ctgggetgee

geottgadced

cteagengeg

gtgaatcaca

aaaactcaca

gtettegoee

ZlEEgLELLEr

glegaggtee

gtggteagey

gaggtetoca

Cagrecegag
caggleagee
pagagcaaty
ggetaotict
gtottetaat

teeotgtete

203

cgEgrageag
tteactgggt
agltacgggac
aaageaccag
atbdttgege
actatigeeg
tetteeecet
tggtoaagga
gegpegteca
tggtgasegt
ageeccageas
catgeceace
cagadcocan
acgligagege
ataatgecaa
tecteacegt
acaaagecct
agcedcaggl
tgacetgeet
ggeagoegga
tectetacag
getergtgat |

cgggraaa

cghganagty

BCECCAgECE

tgecaattae

caccgegtat

grgegEceygd

goaggecace

ggeaccetce

ctacttceec

cacectteceg

geeetceage

cactaapgty

gtgcecagea

ggacaceete

CRAHEACCTT

CACARBECCE

cotgeaccag

ceeateptee

glacdeeelg

geteasagen

gaacaactde

caageteace

gratgagget

60
120

180

600
660
720
780
810

900
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[0095]

<2235 DR4B396 HC £4%

<A00r 101
gaaglgeage

agctgeaaag
cegggcanag
ageecgagot
clgedaglgga
tattattacg
accetggtea
tectecaaga
cecganceig
ceggetglee
agcagettgg
grLEgacaaga
geacctgaag
cteatgatet
celgagglea
GCECEERARE
caggactgge
tecatcgaga
¢tgeecoeeat
gecttotate

LHGHAga G

tggtgeagag
geageggeta
gettggaatg
ticagggcea
gedgeelgaa
ttggegteeg
cegtetegag
geacetetgg
tgacgptgte
tacagtecte
geaceeagas
aagttgagee
cageageggc
cerggaceee
aglledaclg
ageaghacaa
tgeatggeaa
aaaccatcte
ceogggagea
ceagegacat

cgeelosegt

accglggaca agageaggtg
getetgeaca accactacac
210> 102

211> 1353

<212 DNA

13y AL

cggegeggaa
tagetrtace
gatgggtate
ggtgaceatt
dgegagegat
ttaccgteca
tgectecace
gEgracageg
glggaactca
aggactetac
ctagatctge
caadicttgt
dtctteagte
tgaggtcacd
glacgtggae
cageacgtan
gragtacaag
chaagecaaa
gatgaccaag
OgccRtEgag
gelggactee
BLAECARERY

gragaagage

gtgaaasnne

agegactgga

attegecegeg

agegeggdata

acegeggtgt

agetattatt

aagggeecat

geeetggret

gregeectga

teecotcagea

aacgtgaate

gacaaaaote

tteetetter

tgegltgetae

greglgguge

cgtgtgetea

tecaagetet

gEEgCAgECEe

aaccaggtod

tEELAgdECH

gavggeleel
aacgtettet

ctetooetgt

204

CEgecEaang
tiggttgggt
gegatagega
asagedartag
attattgege
tegattactyg
cggteticee
goctggtcaa
coageggegt
BCELERTRAC
acaggeecag
acacatgeee
ceecadaace
tggacgtgag
Lgbataalge
gegreeteac
ceaacagage
gagadccaca
goetgacety
atgggeagec
Letlentoty
catgetecgt

ctecgeptaa

cetgaaaatt
gegecagaty
tacgtattac
caccgegtat
gegltgaateo
gEEcCcaggge
cotggeacce
ggactacttec
geacacette
cgtgcectoe
caacaceang
accgtgeeea
cdaggacace
¢gecgaagac
Cangacaduag
cgtectgeac
ceteccatece
gglgtacace
cotggtcada
gragaacanc
CAgCHAZCLE
gatgeargag

a

60
120
180

240

360
420
480
540
600
660
720
780
840
900

960

1080

1140

1200
1260

1320

1371
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[0096]

220>

<2235 DR4B39Z HC BHH®

<4005 102
caggtecags

agelgeaady
cegggecdge
gegeagaaat
atggaactga
agelaltale
agtgeesteca
geggggcacag
tegtggaact
Leaggactet
acctagatet
gecaaatett
goatetteag
cetgaggtea
tggtacgteg
aacageacgt
aaggagtaca
tecadageca
gagatgacea
atcgeegteg
gtgctggact
TEECagcagy
acgeagaaga
210> 103

211> 1333
<212% DNA

tggtgcagag
CRABCEECEL
gectgraaty
tlcagggcceg
geageetigeg
glaul tacgg
ccaaggecee
cgeceotege
caggegeecet
aeteceteag
geaacgtgaa
gtpacaaaac
tettoctott
catgegtegt
deggegtgga
accgtgtggt
agtgeaaggt
aagggeagee
agaaccaggt
agtggeagag
ccgacgrete
ggaacgtett

geotetceed

@213y ANLFF

CEELELERRa

caecilitaad

gatggetgat

cgtgaccatl

cagegaagat

titlgdetae

ateggltette

ctgeetggte

gaccagegge

cageglegely

tC&Cﬂ&gCCC

tcacacatge

ceceocaada

ggtgpacety

grrgeataat

cagegtecte

ctecaacaad

cogagaEtea

cageetgace

caatggecag

cttottecte

cteatgetee

gletcegegl

gltgaadaaac
teetaebacy
attegteega
accgotgaty
ACCECEETEL
tgggrecage
eegetggeac
aagractact
ghécacacct
acegltgeret
ageaacaced
teacegtgse
ceoaaggaca
Agcptegaay
geeaagacaa
accgteotge
geecteecat
caggtgtaca
tgoetggtea
teggagaaca
tacagoaage
gtgatgeatyg

i

205

CEEECARLAR

tlteactgegt

toagcgegan

aaageaccag

attattgege

graccetggl

ceteetecaa

tegeegaacs

tecegeetgt

Ceagcagetl

aggtggacaa

Cagoacetga

ceeteatgat

accetgaggt

ngoegeEsen

ACCagLactE

cotocateoga

cretgoeces

aaggettcta

agtacaagac

traccgtgea

Aggetetges

cgtgaangte

BLRLLALECE

tgeotgagtac

caccgegtat

gogegatgea

gagegletoeg

gageacetet

ggtgacegte

cetacagtee

BRECACCCUR

gaaagttgag

AgCaguagss

¢teccggace

caagtteass

gpagragtag

getgaatgge

gaagaccate

ateccgpeag

teecagegac

cacgeetece

caagagcagg

caageactas

180
240
300
360
420
480

540

810
900

960

108G

1140

1200

1260
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[0097]

€220%

I98y  DRARIOL ZAETTEE

<400 103
caggtgeage

agctgcaaag
cogggecagy
gegcagaaat
atggadctga
agttgggede
agtgecteca
gregaracng
tégtggaaet
teaggactet
acctacatet
cevagatelt
geatetteag
cctgaggtoa
tggtacgteg
aacagcacgt
aaggagtaca
tecaaageca
gagatgacca
atcgeegligg
glgetggaet
tggeageagg
acgeagaaga
210> 104

ZL> 1b
@12y PRU

tggtegeagag
cgagcrgces
geotggaatyg
ttengggeeg
geageetgeg
cCaagggeee
GEECeslLgge
caggegeeet
acteecteag
geaacgtgaa
glgataaaad
tettoetett
catgcetpst
acggegtega
acegigtget
agtgeanggt
aagggeagee
agaaccaggt
agtgggagag
cegacggete
ggaacgtett

gecteteeet

CEBCECELgaa

cacotttaag

gatggscest

egrgaccatt

cagegaagat

tottgattat

atcggtette

ehgectgglte

gaceagegge

cagegtgglg

teacaageee

tedcava lge

geecececaang

ggtggacgty

ggtgcataat

cagegtecte

croeaaeada

cegagaaces

cageetgacce

caatgggcag

cltetteete

greatgetee

greteegret

gtganagaac

tegtattata

atlgeaceaa

acegetgatg

acegeggtat

tggggceagy

cececlggcac

anggatibacl

grgeacacet

acegtgeect

ageaacacca

ceaveglgee

cocanggara

agegeogang

gecaagacaa.

acegtectye

geeotooeat

caggigtaca

tgeectgptea

SigRagadca

tacagudage
gtgatgeaty

aas

206

cgegrageag cgtgaangts

tteattgget

tttacggcac

AARECACCAE

attattgege

geaceetggt

cetectecaa

BCECCagELE

cgottactac

caccgegtat

gegteatgea

gaccgteteg

gagcacctet

Leceepaane gelgacggleg

teccgeetgt
ceageagott
aggtggacaa
cageaceiga
cecteatgat
acentgage
ageegeggga
acoapgacty
cetecatega
ceectgtecee
gaggetteta
actacaagac
teaseglgga

aggntotgen.

cetacagtice

gggeacceag

gaaagttgag

agLageages

ctoceggace

caagttcaae

ggageagtac

gotgadtgge

gaaaaceate

atoceggrag

teecagegae

cacgectece

CHABUECagE

caaccactac

60
120
180
240

300

420
180
546
600

660

840
900
960
1020
1080

1140

1200

1260

1320

1353
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[0098]

218>

400>

A (Homo sapiens)

104

Lys Mct Arg Mcet Ala Thr Pro Leu Leu Met Gln Ala Louw Pro Met

1

210>
2Ly
212>
213>

400>

5 10 15

105
198
PRT
A (Homo sapicns)

105

Gly Asp Thr Arg Pro Arg Phe Leu Glu Tyy Ser Thr Ser Glu Cys

1

Phe Phe

As Gln

Ala Val

Lys Asp

65

His Asn

Pro Lys

Asn Leu

5 16 LG

Asn Gly Thr Glu Arg Val Arg Tyr Leu Asp Arg Tyvr Phe
26 25 30

Glu Glu Asn Yul Arvg Phe Asp Ser Asp Val Gly Glu Phe
35 40 45

Thr Glu Leu Gly Arg Pro Asp Ala Glu Tyr Trp Asn. Ser
55 60

Leu Leu Glu Gln Lys Arg Gly Arg Val Asp.Asn Tyr Cys
70 h

Tyr Gly Yal Yal Glu Ser Phe Thr Val Gln Arg Arg Yal
85 90 95

Val Thr Val Tyr Pro Ser Lys Thy' Gln Pre Leu Gln His
100 106 110

Leu Val Cys Ser Val Ser Gly Phe Tyr Pro Gly Ser Ile
115 120 125

Val Arg Trp Phe Arg Asn Gly Gln Glu Glu Lys Thr Gly Val Val
130 135 140

Thr Gly Leu Ile His Asn Gly Asp Trp Thr Phe Gln Thr Leu Val

145

150 155

207

His

His

Aty

Gln

Arg

80

His

His

Glu

Ser

Met
160
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3

99/162 1l

[0099]

Leii Glu Thr Val Pro Arg Ser Gly Glu Val Tyr Thr Cys Gln Val Glu

165 179

175

His Pro Ser Val Thr Ser Pro Leu Thr Yal Glu Trp Arg Ala Arg Ser

Glu Ser Ala
195

210> 106
1> 198
12> PRT
<18y A
4005 106

1

Phe Phe Asn:

His Gln Glu
35

Ala Val Thr
50

Lys Asp Ile
65

His Asn Tyr

Pro-Glu Val

Asn Leu Leu
115

Val Arg Trp
130

180 185

Gln Ser Lys

¢Homo: sapiens)

Arg Pro Arg Phe Leu Glu Gla
5 10

Gly Thr Glu Arg Val Arg Phe

20 25

Glu Tyr Val Arg Phe Asp Ser
40

Glu Leu Gly Arg Pro Asp Ala

99

Leu Glu Asp Glu Arg Ala Ala
70

Gly Val Val Glu Ser Phe Thy
85 90

Tht Val Tyr Pro Als Lvs Thr
1060 105

Val Cys Ser Val Asn Gly Phe
120

Phe Arg Asn Gly Gln Glu Glu
125

Val

Leu

Asp

Glu

Val

75

Val

Gln

Tyr

Lys

208

190

Lys Ilis Glu

Asp. Arg Tyr
30

Val Gly Glu

Tyr Trp Asi S

60

Asp Thr Tyr

Gln Arg Arg

Pio Let Gln
110

Pra Gly Ser
125

Thr-Gly Val
140

Cys llis

Phe Tyr

Tyr Arg

Cys Arg
80

Val Tyr

95

lis llis

ITe Glu

Val Ser
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100/162 7L

[0100]

Thr Gly Let Ile Gln Asn Gly Asp Trp Thr Phe 6In Thr Leu Val

145

150

155

Len Glu Thr ¥al Pro Arg Ser Gly Glu Val Tyr Thr €Cys Gln Val

165

170 175

His Pro Ser Leu Thy Ser Pro Leu Thr Yal Glu Tep Arg Ala. Arg

180

Glu Ser Ala Gl Ser Lys

<210
211
212

213>

400

1

>
5
)

5
7

>

Gly Asp Thr Arg Pro

195

107
198
PRT
K (Homo sapiens)

107

5

Phe Phe Asn Gly Thr

Ala

Lys

65

His

Pro

Gln

Val

50

Asp

Asn

Lys

Let

20

Glu Glu Tyr
35

Thr Glu Leu

Leu Leu Glu

Tyr Gly Val
85

Val Thr Val
100

Leu Val Cys
115

Arg

Glu

Ala

Gly

Arg

70

Gly

Tyr

Ser

188 190

Phe Lew Glu Glu Val Lvs Phe Glu Cys
10 15

Arg Val Arg Leu Leu Glu Arvg Arg Val
25 30

Arg Tyr Asp Ser Asp Val Gly Glu Tye
40 45

S

Arg Pro-Asp Ala Glu Tyr Trp Asn Ser
45 60

Arg Arg Ala Ala Val Asp Thr Tyr Cys
75

Glu Ser Phe Thr Val Gln Arg Arg Val
90 95

Pro Ser Lys Thr Gln. Pro. Leu. Gln His
105 110

Val Asn Gly Phe Tyr Pro Gly Ser Tle
120 125

209

Met:
160

Gl

Ser

His

His

Arg

Gln

Arg

80

Gln

Hig

Glu
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[0101]

Val Arg Trp Phe Arg Asn Gly
136 135

Thr Gly Leu Tle Gln Asn Gly

145

150

Leu Glu Thr Val Pro Gln Ser

165

His Pro Ser Val Met Ser Pro

180

Glu Ser Ala Gla Ser Tys

212>
213>

<4003

195

108
198
PRT
A (Homo sapiens)

108

Gly Asp Thr Arg Pro Arg Phe

1

B

Phe: Phe Asn Gly Thr Glu Arg

20

Asn Gln Glu Glu Ser Val Arg

35

Ala Val Thr Glu Leu Gly Arg

50

a0

Lys Asp Ile Leu Glu Gln Ala

65

70

His Asn Tyr Gly Val Val Glu

85

Pro Lys Val Thr Val Tyr Pro

100

Glo Glu Glu Lys Thr 6ly Yal

Asp Trp

Thy

Phe
155

Gly Glu Yal Tvre

Leu Thr
185

Lou Trp

Yal Avg

Phe Asp
40

170

140

Glin. Thr Leu

The Cys Gln

Val Glu Trp Arg Ala

190

Gln Pro Lys Arg Glu

10

Phe

Leu

Asp Arg Tyr
30

Ser Asp Val Gly Glu

45

Pro Asp Ala Glu Tyr Trp Asn

60

Arg Ala Ala Val Asp Thr Tyr

75

Ser Phe Thr Val

Ser Lys Thr Glu

105

90

210

Gln Arg Arg

Pro Leu Gln His His

110

Val

Yal

Val

175

Arg

Cys

1h

Phe

Phe

Ser

Cys

Val
95

Ser
Met
160

Glu

Ser

His

Tyt

Arg

Gln

Arg

80

Gln
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102/162 7L

[0102]

Asn Leu Len Val Cys Ser
115

Val Arg Trp Phe Leu Asn
130

The Gly Leu Ile Gln Asn
145 150

Leu Glu Thr Val Pro Arg
165

His Pro Ser Val Thr Ser
180

Glu Ser Ala Gln Ser Lys
195

<2105 109
oLy AT2
2125 PRY
213> NTIE4

220>
223> DRAGIAS B BE

400> 109
Ser Ala Val Arg Ala Arg

L o)

Ser Gly Ser Leu Glu Val
20

Arg Phe Teu Glu Gln Val

30

Glu Arg Val Arg Phe Leu
50

Val Arg Phe Asp Ser Asp
65 70

Gly Arg Pro Asp Ala Glu

Val Ser Gly Phe Tyr Pro
120

Gly Gln Glu Glu Lys Ala
135 140

Gly Asp Trp Thr Phe Gln
155

Ser Gly-6lu Val Tyr Thr
170

Fro Leu Thr ¥al Gl Trp
185

Ser Ser Val Pro Gly Val
10

Leu Phe Gln Gly Pro - Gly
25

Lys His Gl Cys His Phe
40

Asp Arg Tyr Phe Tyr His
55 60

Val Gly Glu Tyr Arg Ala
75

Tyr Trp Asn Ser Gl Lys

211

Gly Ser lle Glo
125

Gly Mot Val Ser

Thr Leu Vel Met
169

Cys Gln Val Glu
175

Arg Ala Arg Ser
190

Arg Gly Ser Gly
15

Asp Thr Arg Pro
30

Phe Asn: Gly Thr
45

Gln Glu Glu Tyr

Val Tht Glu Leu
80

Asp Led Leu Glu
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[0103]

Gln

Gly

Tyr

Ser:

145

Asn

Asn

Arg

Ser P

Gly

Val

Thr

Gl

Lys Arg Ala

Glu

Pro
130

Val

Gly

Ser

Ser

Phe

Pro

Val
290

Ser
115

Ala

Asni

lv Gln &

Asp

y Gly

Cys

Leu

Gln

100

Phe

Lys

Gly

Trp
180

Glu

Thr

Gly

Pro

Phe

260

Val

Phe

Ala

Thr

Thr

Phe

u Glu

185

Thr

Val

Val

Gly

Pro

245

Pro

The

Asn

Val

Val

Gln

Tyr

150

Lys

Phe

Tyr

Glo

Ser

230

Cys

Prao

Tep

Asp

Gl

Pro

Thr

Gln

Thr

Tep

218

Glu

Fro

Lys

5 Val

Tyr
295

Thr Tyr
105

Arg Arg
120

o Len Gln

Gly Ser

Gly Val

Thr Leu

185

Cys Gln

200

Arg Ala

Asp: Leu

Ala Pro

Pro L

Lo
jorti]
a5

Val Val
280

Val Asp

i

90

Cys

Val

His

Tle

Val

170

Yal

Val

Arg

Ty

Gl A

250

Asp

Asp

Gly

212

Arg

Tyr

His

Glu

155

Ser

Met

Glu

Ser

Ptie 6

235

Thr

Vel

Vel

His

Pro

Asn

146

Val

Thr

Liet

His

Glu
220

Ala

Lett

Ser

Glu
200

Asn

Glu
125

Len

Gly

Pro
205

Ser

noSer

Gly

Met

Gl
285

Val

Tyxe

110

Val

Leu

Trp

Len

The

190

Ser

Ala

Gly

Gly:

Ile §
276

Glu A

His

a5

Gly

Thr

Val

Phe

Ile

175

Val

Leu

Gln

Gly

Pro

265

Asp

Asn

Val

Val

Cys

Arg

160

Gln

Pro

Thr

Ser

Gly

940

Ser

- Arg

Pro

Ala
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[0104]

Lys
305

Ser

Lys

Pro

Lgti

3850

Ser

Arg

Thr Lys .

Val Leu

Cys Lys

- Ser Lys

3585

Pro Ser
370

Val Lys

Gly Gln

Asp Gly

Trp Gln

435

Hisz Asn
450

Trp Ser His
465
210> 110

211> 472
<212» PRT
> ANLFH

<213

220>

{22

3

<4002 110

Pro

The

Yal

340

Ala

Gln

Gly

Pro

Ser

420

Glu

Pro

Arg Glu Glu
310

Val Leu Hisg
325

Ser Asn Lys

Lys Gly ¢ln

Glu Glu Met
375

Phe Tyr Pro
390

Glu Asa Asn
405

Phe Fhe Leu

Gly Asn Val

Tyr Thr &ln
4:.5 5

Gln Phe Glu
470

DR4G142 Bk

Gln Phe

Gl Asp

Gly Leu

S4B

Pro-Arg

360

The Lys

Ser: Asp

Tyr- Lys

Tyt Ser

Phe Ser

440

Eys Sex

Lys

Asn

Trp

330

Pro

Glu

Asn

I1e

Thy

410

Arg

Cys

Leu

Ser:

315

Leu

Ser

Pro

Gln

[ e
©
o o

The

Leu

ser

Ser

Thr

Asn

Jer

Gl

Yal

Pro

Thy

Vil

Leu S

460

Tyr

Gly

Tle

Val

365

Ser

{rlu

Pro

Val

Met
445

Arg Val Val
320

Lys Glu Tyr
335

Glu Lys Thr
350

Tyr: Thr Leu

Lew Thr Cys

Trp Glu ser
400

Val Lew Asp
415

Asp Lys Ser
430

His Glu Ala

 Lew Gly Lys

Ser Ala Val Arg Ala Arg Ser Ser Val Pro Gly Val Arg Gly Ser Gly

213
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[0105]

1

Ser

Arg

Gl

Val

65

Gly

Gly

Phe:

Arg

50

Arg

Arg

Gln Lys

Vil

Tyr

Ser -

145

Asnh

Arg

Ser

Glu

Pro

130

Val

Gly

Gly

Ser

Pro
210

Leu

35

Yal

Pro

Arg

Ser

115

Ser

Ser

Gln

Asp

Gly

195

Len

Leu 6lu
20

Glu Tyr

Arg Tyr

Asp ‘Ser

Asp Ala

Gly Arg
100

~Phe The

Lys Thr

Gly Phe

Glu Glu

165

Trp Thr
180

Glu Val

Thr Val

Val

Ser

Leu As

Asp

Glu

Val

Val

Gln

Tyr

150

Lys

Phe

Tyt

Glu

Leu

Thr

Val

Tyr

Asp

Gln

Pro

135

Pro

Thr

Gln

Thr

Trp
215

Phe

Ser

40

Ar <

Gly

Trp

Asn

Arg

120

Leu

Gly

Gly

Thr

Cys

200

Arg

Gln

25

Glu

Ty

Glu

Asn

Tyr

105

Arg

Gl

Ser

Val

Leu

185

Gln

Ala

10

Gl

Phe

Phe

Sar

90

Cys

Val

Ile

Val
170

Val .

Val

Areg

214

Pro

His

His

Arg

75

Gln

Arg

flis

Glu
1565

Met

Glu H

© Thr

Gly

Phe

Asn

60

Ala

Lys

His

Pro

Asn

140

Vel

Leu

Gl
220

hep T

Phe

45

Gln

Val

Asp

Asn

125

Leu

Arg

Gly

Glu

s Pro

205

Ser

30

Asn

Glu

Thr

Ley

Ty
110

g Val,

Leu

Trp

Leu

Thr
190

Ser

Ala

15

o Al‘g

Gly

Glu

Glu

Leu

g5

Gly

Thr

Yal

Phe

Tle

175

Val

Val

Gln &

Pro

Thr

Asn

Leu

80

Glu

Val

Cys

Arg

160

His

Pro

Thr
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[0106]

Lys

225

o)
b
e

Val

Thr

Glu

Ser

Lys

Pro

Leu

385

Asn

Arg

Gly

v Ser

Fhe

Pro

Val
290

Thr Lys

Val

Pro

370

Val

Gly

Asp

Trp

Gly

Cys

Leu

Glu
275

Gln

Leu

Lys

t Lys

390

Ser

Lys

Gln

Gly

Gl
135

GlyGly

Pro Pro
245

Phe Pro
260

Val Thr

Phe Asn

Pro Arg

The Val
325

Val Ser
340

Al Lys

Gln Glu

Gly Phe

Pro Glo
405

Ser Phe
420

Glie Gly

Ser Glu
230

Cys Pro

Pro Lys

Cys Val

Trp Tyt
295

Glu Glu
310

Leu His

Gly Gln

Glu Met
375

Tyr Pro

390

Asn ‘Asn

Phe Leu

Agn Val

Asp

Ala

Pro

Val

280

Val

Gln

Gln

Gly

Pe6

360

Thr

Ser

Tyr

Tyr

Phe
140

Leu

Pro

Lys

263

Varl

Asp

Phe

Leu

345

Arg

Lys

Asp

Lys

Ser

425

Ser

Tyr Phe Gln

235

Glu Ala Ala

250

Asp

Asp

Gly

Asn

Trp

330

Pro

Glu

Asn

Ile

Thr

410

Arg

Thr

Val

Val

Leu

Ser

Pre

Gln

Ala

395

Thr

Leu

- Jer

215

Leu

Ser

Glu
300

= Thir

Asn

Ser

Gln

Val

380

Val

Pro

Thyr

Val

Ser

Gly Gly

ily 6ly Pro

Met

rin

285

Val

Tyr

Gly

Ile

Val
365

Ser

Glu

Pro

Val

Met
A5

258

Tle Ser

Glu Asp

His Asn

Arg Val

Lys Glu

335

Glu Lys

Tir Thi

Leu Thr

Trp Glu

Val Leu
415

Asp Lys

430

His Glu

Gly

240

Setr

Arg

Pro

Ala

Val

320

Tyr

Thr

Leir

Cys

Ser

400

Asp

Ala
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107/162 L

[0107]

Lew His Asn His Tvr Tht Gln Lys Ser Leu Ser Leu.Ser Leu Gly Lys

150

155

Tep Ser His Pro Gln Phe Glu Lys

465

210>
QI
212>
213>

220>

111
474

PRT

ANLFH

£223> DR4GL19 B#

400>

Ala Cys

Ser Gly

Arg Pro

Gly Thr

50
Glu Tyr
65
Glu Lew
Leu Glu

Gly Val

Thr: Val

111

Pro

Ser

Arg

35

Glu

Ala

Gly

Arg

Gly

115

Tyr

130

Lys

20

Phe

Arg

Arg

Arg

Arg

100

Glu

Pro

Leu

Val

Tyr

Pro
85

Arg

Ser

470

= Vel

- Leu

Glu

Arg

Asgp

Asp

Ala

- Phe

Lys

Lys

Glu

Gln

Leu

o

Ser

Ala

Ala

The

Thr
185

Gln

Val

Val
40

Leu &

Asp

Glu

Val

Vil

120

Gln

Asn

Leu

25

Iy

Val

Tye Trp:,

Asp
105

Gln A

Pro

Thi
19

Phe

Phe

L Arg

Gly

90

Thr

Leu

216

160

Lew Lys

Gln Gly

Glu. Cys

Arg Val

60

Glu Tyr
15

Asn Ser

Tyr Cys

- Arg Val

Gln His
140

Loy Ala Thr Gly
15

Pro Gly Asp Thr
30

His Phe Phe Asn
45

Hig Asn Gln Glu

Arg Ala Val Thr
80

Gln Lys Asp Leu
95

Arg His Ash Tyr
110

Gln Pro Lys Val
125

Hig Asn Leu Leu
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[0108]

Val
115
Phe:
Ile
Val
Val
Gln
225
Gly
Pro
Ser
Asp
Asn
305

Val

Glu

Cys

Arg

Gln

Pro

Met
210

LA

er

Gly

Ser

Arg

Pro

290

Ala

Val

Tyr

s Thr

Ser

Asn

Asn

Gln

195

Ser

Lys

Gly S

Val

Tht

275

Glu

Lys

Ser

Lys

Ile
hiata)

Val

Gl'yj'

Gly

180

Ser

Pro

Asn

Gln

165

Asp

G]_ y

Leu

Gly Gly

Phe

260

Pro

Val

Thr

Val

Cys
340

- Cys

245

Leu

Glu

Gln

Lys

Leu

325

Lys

Gly Phe Tyr

150

Glu

Trp

Glu

Thr

Pro

Phe

Val

Phio

Pro

310

Thi

Val

Gl

Thir

Val

Pro

Pro

Thr

Asn

2095

Arg

Vel

Ser

Ser Lys Ala Lys

Lys

Phe

Tyr

200

Glu

Ser

Cys

Pro

Cys

280

Trp

Glu

Leu

Asn

Pro

The

GLn

182

Thy

Trp

Glu

Pro

Lys
265

1

Val

Tyr

Glu

His

Lys
345

Gly

Gly

170

Thy

Cys

Arg

Asp

Ala

250

Prao

Val

Val

Gln

Gln

330

Gly

Ser Tle
155

Val Yal

Leu. Val

Gln Val

Ala Arg

220

Lei Ty
235

Pro Glu A

Lys Asp

Val Asp

Asp-Gly
300

Phe Asn
315

Asp Tep

Leu Pro

Gly Gln Pro Arg Glu

260

217

Gl

Ser

Met

Yl

Thr

Leu
190

Tu His

Ser

Phe

Thr

Val

285

Val

Ser

Leu

Ser

Glu

Gln

Ala

Len

270

Ser

Gl

Thr

Asn

Ser
350

Arg

Gly

175

Glu

Pro

Ser

Ser

Gly

955

Met

Gln

Val

Tyr

Gly

335

Tle

Pro Gln. Val

365

Trp

160

Len

Thr

Ser

Ald

Gly
240

Gly

Ile

Gla

His

Arg

320

Lys

Glu

Tyt
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[0109]

Thr

Thr
38Y

Glu S

Lys

Glu

Gly
465

Leu
370

Cys

Asp

Ser

Ald

450

Lys

210>
211>
212>
<2135

<2207
<223

<100

Pro Pro Ser

Len Val Lys

- AsnGly Gin

405

Ser Asp Gly S

420

Arg Trp Gla
435

Letr His Asn

Tep Ser His

112
473
PRT
KIFF

DRAGILT BA4E

112

Let Gln Tyr Met Arg

1

5

Gly Sor Gly Scr Leu

20

Proy Arg Phe Lou Glu

35

Thi Glu Arg Yal Arg

50

Gln

Gly

o

390

Pro:

Glu

His

bPro
470

Ala

Glu

Tyr

Tyr

Gl
375

Phe

Glu

- Phe

Gly

Gln

Asp

Val

Ser

Leu

55

Glu Met

Tyr Pro

Asn Asn.

Phe Leu

425

Asn Val
440

Thr Gln,

Phe Glu

Gln Ala

Lew Pho

25

Thr: Ser
40

Asp Arg

Thr

Ser

Tyr

410

Tyr

Phe

Lys

Lys

Ala

10

Gln

Tyr_

218

Lys Asn Gln
380

Asp Tle Ala

395

Lys Thr Thr

Ser - Arg Leu

Ser Cys Ser
445

Leu Ser
460

Ser

Val

Val

Pro

The

430

Val

Leu

Ser,

Glu

Pro

415

Yal

Mat

Ser

Leu

Frp

400

Val

ASp

Leu

Gly Gly Leu Arg Gly Ser

15

Gly Pro Gly Asp The Atg

43

30

Glu Cys His Phe Phe Asn Gly

Phe His Asn Gl Glo Glu
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Asn
bo

Leu

Glu

Val

Val

Oy

145

Arg

[0110]

His.

Pro

Thy
Ser

295

Gly

Arg

Arg Ser

Vil Arg Phe Asp

Gly Arg Pro Asp
85

Gln Lys Arg Gly
100

VYal Glu Ser Phe
115

Tyr Pra Ser Lys

130

Ser Val Ser Gly

Asn Gly Gln Glu

165

Asn Gly Asp Trp

180

Gly Glu
195

Ser Pro Lou Thr

210

Lys Gly Gly Gly

Gly Ser Cys Pro

245

Val Phe Leu Phe

260

Thr Pro Glu Val
275

Ser

70

Ala

Arg

Thr

Thr

Phe

150

Glu

Thr

Val

Val

Gly §

230

Pro

Pro

Thr

Asp

Glu

Val

Val

Gln

135

Tyr

Lys

Phe

Tyr

Gla

215

Cys

Pro

Cys

Val

Tyr

Asp

Gl

120

Pro

Pro

Thr

Gln

Thr

200

Trp

Glu

Pro

Lys

Val
280

Gly Gl Phe

Trp

Arg

Leu

Gly

Gly

Thr

185

Cys

Arg

Asp

Ala

Pro

265

Val

Asn
90

1 Tyr

Arg

Gln

Ser

Val
170

Leu

Gln

Ala

Leuy

Pro
250

75

Ser

CY‘S

Val

His

Ile
1556
Val
Val
Val

Arg

Tyr
235

Gl

Arg

Gln

Arg

His

His

140

Glu

Ser

Met

Glu

Ser

Phe

Ala

Lys Asp Thr

Ala

Lvs

His

Pra

125

Asn

Val

Thi

Leu

His

205

Gl

Gln

Ala

Leu

Val: Asp Val Ser

219

285

Vil

Asp

Asn

110

Lys

Leu

[\I‘g

Gly

Glu

190

Pro

Ser

Ser

Gly

-Met

270

“Gln

The

Leu

95

Tyr

"al

Leu

Tip

Leu T

178

Thr

Setr

Ala

Gly

Gly

285

Tle

Glu

Gl

8O

Len

Gly

Thr

¥al

Phe

160

Val

Val

Gln

Gly
240

Pro

Ser

Asp
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[0111]

Pro

290

Ala |
305

Yal

Thr

Leu

Cvs
385

Ser

Asp

Ser

Iys
465

<210
211
212
213

<220

Lys Thr

Ser Va

Lys Cys L3

Ile Ser

355

Pro Pro
370

Leu Val

Asn Gly

Ser Asp

Arg Trp
435

v Leu Iis

450

Trp Ser

> 113
> 480
2 PRT
7

b
Ve

G1n Phe

Lys Pro

Lys Ala

Ser-Gla

Lys 6ly

Gln Pro

405

Gly Ser

420

Gln Glu

Asn llis

His Pro

ANLFF)

Asn

Arg
310

i Val

Lys

Glu

Phe

3490

Glu

Phe

Gly A

Tyr

Gin
470

Trp

295

Glu

Leu

Asn

Gly

Gly

375

Ty

Ash

Fhe

Thr
455

Phe

Tyr

Glu

His

Lys

Gln

360

Met

Pre

Ken

Leu

Val

440

Gin

Gy

Ya

Gln

Gln

Gly

345

Pro

Thr

Ser

Tyr

Tyr
425

Fhe §

Lys

Lys

Asp

Phe

Asp

330

Leu

Arg

Lys

ASp

Lysg

410

Ser

Ser Leu Ser Leu Ser Leu

Gly

Asn

315

Trp

Pro

Gl

Asn

Ile

395

Thr

Arg

220

Val Gl
300

Ser Thr

Leu Asn

Ser Ser 1

Pro-Gln
365

Gln Val

380

Ala. Val

Thr Pro

Leu Thr

s Ser Val

445

460

Vil

Tyr

Glv

Val

Glu

Pro

Val

430

Met

His

Arg

Lys
335

»Glu

Tyz

Tep

Val
415

Asp

His

Asn

Yal

320

Glu

Lys

Thi

The

Glu

400

Leti

Lys

Glu

Gly
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223y DRAGLIG B&E

400>

Glu
1
Ala
GIn
Glu
Tyr
6o
Gln
Asn
Tyr
Arg
Gln
145
Ser

Val

Leu

Val

Tvr

Gly

Cys
50

Phe:

Tyr

Ser

Cys

Val

130

His

Ile

Val

Val

118

Val Leu Leu

5

Gln Asp Lis
20

Pro Gly Asp

35

His Phs Phe

Tyr His Gln

Arg Ala Val
85

Gln Lys Asp
160

Arg His Asn
115

Tyr Pro Glu

His Asn Leu

Glu Val Arg
165

Ser The Gly
180

Met Leu Glu
1495

Val

Gly

Thr

Ast

Glu

70

Thr

Leu

Ty

Val

Leu

150

Trp

Leu

Tht

Ala

Ser

Arg

Gly

Gly

Glu

Leu

Gly

Val

Phe

Tle

Val

Thr

Gly

Pra

40

Thyr

Tyr

Let

Glu

Vil

120

Val

Cys

Arg

Gln

Pid
200

Glu

Ser

25

Arg

Glu

Val

Gly

Gln

105

Gly

Tyr

Ser

Asn

Asn

185

Arig

Gly Arg
10

Gly Ser

Phe Leu

Arg Yal

Arg Phe

TH

Arg Pro
90

Lys Arg

Glu. Ser

Pro Ala

Val Asn
155

Gly Gln
170

Gly Asp

Ser Gly

221

Val

Leu

Glu

Arg

60

Asp

Asp

Ala

Phe

Lys

140

Gly

Glu

Trp

Glu

Arg

Glu

{rin

45

Phe

Ser

Ala

Ala

The

125

Thr

Phe

Glu

The

Val
206

Val

Val

30

Vel

Leu

Agp

Gl

Val

110

Val

Gln

Tvr

Lys

Phe
190

Tyr

Asn

15

Leu

lys

Asp

Val

Tyr

95

Asp

Gln

Pro

Pro

Thi

175

Gln

Thi

Ser

Phie

Hig

Arg

Gly

80

Trp

The

Arg

Leu

Gly
160

Gly

The
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[0113]

Gln

Ala

225

Leu

Pro

Lys

Val

Asp

308

Phe

Asp

¥e358

Arg

Lys

338b

Asp

Ly

m

Yal Glu
210

Arg Ser

Tyr Phe

Glu Ala

Asp Thr

Asp Val

290

Gly Val

Asn Ser

Trp Leu

Pro: Ser

Glu Pro

370

Asn Gln

Ile Ala

Thr Thr

His Pro

Glu Ser

Gla Ser
245

Ala Gly
269

Leu Met

Ser

Ala

230

Gly

Gly

Tle

Ser Gln Glu

Glu Val

Thr Tyr

325

Asn Gly
340

i

Gla Val

Val Ser

Val Glu
405

Pro Pro
420

Ser Tle G

Lys

Tyr

Leu
390

Trp

Val

Leu Thy
215

Gln Ser

Gly Gly

Pro Ser

Set Arg

280

Asp Pro
295

- Asir Ala

Glu Tyr

by “Fhi

360

Thr Leu
375

Thr Cys

Glu Ser

Leu Asp

Ser

Lys

Gly

Val

265

Thr

Glu

Lys

Ser

Lys

345

Pro

Lou

Asn

Ser

125

Pro

Gly

e
22 (8 o3
<

Phe

Pro

Val

Thr

Yal

330

Cys

Ser

Pro

Vil

Gly
410

Leu

Gly

285

Cys

Leu

Glu

Gln

Lys

315

Let

Lys

Ser

Lys

395

Gln

- Gly

222

Thr Val
220

Gly Gly

Pro Pro

Phe Pro

Val Thr
285

Phe Asn
300

Pro Arg

Thr Val

Val Ser

Ala lys

365

Gln Gly

380

Gly Phe

Pro. Glu

Ser Phe

Glu

Ser

Cys

Pro

270

Cys

Tip

Glu

Len

Asn

350

(ily

Glu

Tyr

Asn

Phe
430

Trp

Glu

Pra

259

Lys

Val

Tyr

Glu

His

335

Lys

Gln

Met

Pro

Asn

415

Leu

Arg

Asp

240

Ala

Pro

Val

Val

Gln

320

Gln

Gly

Pro

Thr

Ser

400

Tyr

Tyx
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Ser Arg Leu Thr ¥al Asp Lys

435

Ser Cyvs Ser Val Met His Glu
450

458

Ser Leu Ser Leu Ser Leu Gly

Tyr

(s g

Ser

Leu

Val

Phe

465
G101
211> 474
<2127 ERT
@13y NLFH
220>
223> DRAGIO4 B4k
400> 114
Ala Cys Pro Lys
1
Ser-Gly Ser &ly
20
Arg Pro Arg Phe |
35
Gly Thr Glu Arg
50
Glu Tyr Val Arg

63

Glu Leu

Leu Glu

Gly Val

Gly Arg

Asp Glu
100

fal Glu

Pro
84

Arg

Ser

470

Val

Lett

Glu

Arg

Asp

70

Asp

Ala

Phe

Glu

Gln

Phe

39

Ser

Ala

Thr

la. Val Asp

Ser Arg
146

Ala Leu

Lys Trp

Gln Asn

Yal Leu
25

Val Lys
40

Leu Asp.

Asp Val

Glu Tyr

105

Val Gln
120

Tep

His

Ser

Thr

Phe

His

Arg

Gly

Trp
90

The

Arg

223

Gln Glu
Asn His

460

His Pro
475

Letr. Lys

Gln Gly

Glu Cyvs

Tyr Phe

60
Glu Ty
75
Asn Ser

Ty Cys

Arg Val

Glv Asn ¥al Phe
445

Tyr Thr Gln Lys

Gln Phe Glu Lys
480

Leu Ala Thr Gly
15

Pro Gly Asp Thr
30

His Phe Phe Asn

Tyr His Gln Glu

Arg Ala Val Thr
80

Gln Lys Asp Ile
95

Arg His Asn Ty
116

Tyr Pro Glu Val
125
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[0115]

Thr

Val
145

Phe

Ile

Vil

Leu

Pro

Ser

Asp

Asn

305

Val

Glu

Yal Tyr

130

Cys Ser

Arg Asn

Gln Asn

Pro Arg
195

Thr Ser
210

Ser Lys

Ly 6ly Gly 5

Ser Val

Arg ‘thr
275

Pro Glu

290

Ala Lys

Val Ser

Tyr Lys

Pro

Val.

Gly

Gly A

180

Ser

Pro

Gly

Phe

260

Pra

Val

Thr

Val

Ala

Asn

Gln

165

Glv

Leu

Gly

t Cys

245

Leu

Gl

Gln

Lys

Lys

Gly

160

Glu

Trp

Glu

Thr

Gly

230

Pro

Phie

Val

Phe

Pro

310

Thr

Val

Thr

135

Phe

Glu

Thr

Yal

Yal
215

Gly 'S

Pro:C

Pro

7

thr

Asn

295

Arg

Ser

Glo

Tyr

Lys

Phe

Tyr

200

Gl

Pro

Cys

280

Trp

Glu

Leu

Asn

Pro

Prio

Thr

Gln

185

Thr

Trp

Glu

s Pro

Val

Tyr

Glu

His

Lys
345

Len

Gly

Gly
170

Thr

Lys

Arg

Asp

Ala

250

Pro

Val

Val

Gl

330

Gly

Gln

Ser

155

Val

Leu

Gln

Ala

Leu

235

Pro

Lys

Val

Asp

Phe
315

Leu

224

His His
140

Ile Glu

Val Ser

Val Met

Val Glu
205

Arg Ser
220

Ty Phe

Glu- Ala

Asp Thr

Asp Val
285

Gly Val
300

Asn Ser

Gln Asp Tep Leu

Pro Ser

Asn

Val

The

Leir

190

His

Glu

Gln

Ala

Leu
270

bor &

Glu

The

Asn

Ser
350

Leu

Arg

Gly

175

Glu

bPre

Ser

Ser

Gly
255

Mew T

Val

Tyt

Gly

35

Tle

Leu

Trp

160

Leu

Thy

her

Ala

Gly

240

Gly

Gl

His

Arg

320

Lys

Glu
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[0116]

Lys Thr

Thr Leu

{le Ser
355

Pro Pxo

370

Thr Cys

385

Glu Ser

Leu Asp

Lys Ser

Glu Ala
450

Gly Lys
465

<210%
<211
212>
<2135

<2207
223>

<4002

Leu Val

Asn Gly

Ser Asp
420

Arg Trp
435

Leu His

Lys

Ser

Lys

Gln

405

Gly

Gln

Asn

Ala

Gln

Gly

390

Pro

Glu

Hig

Trp Ser- His Pro

115
474
PRT
NILFZ

DRAGLOS

115

B 5%

470

Glu
375

Phe

Glu

- Phe

Gly

Tyr
455

Gl

s Gly 6ln

360

Glu Met

Tyvr Pre

Asn Asn

Phe Leu

425

Asn Val
446

Thr Gla L

Phe Glu

Ala Cys Pro Lys Tvr Val Lys Gln Asn

1

Ser Gly Ser Gly Ser Leu 6lu Val Leu

20

5

25

Arg Pro Arg Phe Leu Trp Gln Pro Lys

35

40

Pro

The

Ser

Tyr

410

Tyr

Lys

Thr
10

Phe

Arg

225

Arg Gl Pro
365

Lys Asn Gln
380

Asp Ile Ala
345

Lys Thr Thr

Ser Arg Lau

Ser Cys Ser
445

5 Sert Leu Ser

460

Gln

Val

Val

Pro

Thr

430

Val

Lew. s

Val

Ser

Glu

Pro:

415

Val

Met

Tyr

Leu

Trp

400

Val

Asp

His

-~ Leu

Lou Lys Leu Ala Thr Gly

16

Gla Gly Pro Gly Asp Thy

30

Glu Cys His Phe Phe Asn

45
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[0117]

Gly

Glu
65

Glu

Thr Glu
50

Ser Val

Leu Gly

1 Glu Gln

ily Val Val

Thr

Val

145

Phe

1le

Val

Val

Gly

Pii

115

Val Tyr
130

Lys Ser

Leu Asn

Gln Asn

Pro Arg

195

Thr Ser
210
Ser Lys

Gly Gly

Ser Yal

Arg

Arg

Arg

Ala
160

Glu

Pra §

Val

Gly

Gly

180

Ser

Pro

Gly

Ser

Pho
260

Val

Phe: 1

Pro

Arg

Ser

Ser

Gln
165

Asp

Gly

Leti

Gly

Liet

Arg

Phie

- Lys

Gly

150

Glu

Trp

Glu

Thr

& Pro

Phe

Phe Leu #

Ser Asp

Ala Glu

- Ala Val

The Val

Thr Gln

135

Phe Tyr

Glu Lys

Thr Phe: G

Yal Tyr

200

Val Glu
215

7 Gly Ser

Pro Cys

Pro Pra 1

Val

Tyt

Asp

105

Gln

Pro

Pra

Ald

Thr

Trp

Glu

Pro

Arg

Gly

Trp

90

Thr

Arg

Leu

Gly

Thr

Cys

Arg

Asp

Tyr

Glu

75

Asii

Tyr

Arg

Gln

Ser
164

¢ Met,

leu

Gln

Ala

Leu

235

Ala .
250

s Pro |

22

Prs

Lys

6

Phe

6l

Phe

Sar

Uys

Val

His

140

Tle

Val ¢

Val

Val

Aryg

220

Tyr

Glu Ala

Asp

Tyr

Arg

Gln

Arg

GlIn
125

Hig /

Glu

Mot

Glu

205

Se

Phe

Thi

Asn

Ala

Lys

Hisg
116

Gln

Val

Asp

95

Agn

Pro Lys

Vel

Thr

[etr

190

His

Glu

Gln

Ala

Leu

Arg

Gly

175

Gl

Pro

Ser

Ser

Gly
255

Glu

Thr

§0

Tle

TYT‘

Val

Leu

Tep

160

Leu

Thr,

Ser

Ala

Gly

240

Gly

Lot Mot Lle

270
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Ser Arg Thr Pro Glu

Asp Pro
290

Asn Ala
305

¥al Val

Glu Tyr

Lys Thi

Thr Leu
370

Thr Cys
385

Glu. Ser

Leu Asp

Lys Ser

Glu Ala
450

Gly Lys
465

<2107

275

Glu Val

Lys Thr

Ser Val

Lys Cys
340

Ile Ser
355

Pro Pro

Leu Val

Asn Gly

Ser Asp

420

Arg Trp

Leu His

Trp Ser

116

Gln

Lys

Leu

325

Lys

Lys

Ser

Lys

Gln

405

Gly S

Gln

Asn

His

Val

Phe

Pro

310

Thr

Val

Ala

Gln

Gly

390

Pro

Glu

His

Pro
470

Thr

Asn

290

Arg

Val

Ser

Lys

Glu

375

Phe

Glu

Phe

Gly

Tyr

465

Gln

Cys

280

Tep

Gli

Lew

Asn

Gly

360

Glu

Tyr

Asn

Phe

Asn

440

Thr

Phe

Val

TyrV

Glyu

Hig

Lyg G

348

Gln

Mot

Pro

Asn

Leu

425

Val

Gln

Val

Gln

Gln
330

Pro

Thr L

Seér

Tyt
416

Tyr

Phe

Lys:

227

Val

Asp

Phie

315

Asp

Leu

Arg

Asp

395

Lys

Ser

Ser

& Ser

Asp

Gly

300

Asn

Trp

Pro

Glu

s Asn

380

Tle

Thr

Arg

Cys

Yal
285

Val

Set

leu

ser

Gln

Ald

Thr

Leu:

Set
445

Ser Gln

Glu Val

Thr Tyr

Aan: Gly
335

Ser Tle
350

Gln Val

Val Scr

Val Glu

Pro Pro
415

Thr Val
430

Yal Met

Leu Ser Leu Ser

460

Glu

His

Arg

320

Lys

Glu

Tyr

Leu

Trp

400

Val

Asp

His

Leu
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[0119]

Gty

212>
13>

220>

223>

<400>

476

PRI

AL

116

Glu Pre Gly Ile

1

Pro

Asp

Phe

Gln

65

Val

Asp

Asn

Glu

Leu

145

Arg

Gly

Gly

Thr

Asn

50

Gl

Thr

Ile

Tyr

Vil

130

Leu

Trp

Leu

Ser
Arg
35

Gly

Glu

Glu

Leéu

Gly

115

Thr

Val

Phe

Tle

Gly S

20

Pro

Thr

Tyr

Leu:

DRAGIOT B &E

Arg

Glu

Val A

Gly A

85

Glu Asg

100

Val

Val

Cys

Arg

Gln
180

Val

Pyr

Ser

Asn

165

Asn

i Gly

- Gly

Phe

Arg

Glu

Glu

Pro

Val

150

Gly

Gly

Phe Lys

Set Leu

40

Val Arg

2h

Phe Asp

Arg-Ala

Ser: Phe
120

Ala Lys

135

Asn Gly

Gln Glu

Asp. Trp

Gly

Glu

23

Gln

Phe

Ser

Ala

Ala

105

Thr

Thr

Phe

Glu

Thi
185

Glu

10

Val

Val

Lieu

Asp

Glu

90

Val

Val

Gln

‘T‘yr B

Lys
170

Phe

Gln

Len

Lys

Asp

53
o

Tyr

Asp

Gln

Pra

The

Gln

228

Gly Pro Lys

Phe

Arg

50

Gly

Trp

Thy

Arg

Leu

140

Gly

Gly

Tht Leu

Gln. Gly

s Glu

Glu

Asn

Tyr

Arg

125

Gln

Ser

Val

30

Cys

Phe

Ty

Ser

Cvs

110

Val

His

Val

Val
190

Gly

13

Pro

llis

Tyr

Arg

Gln

Y5

Arg

Tyr

His

Glu

Ser

175

Met

Glu

Gly

Ala

80

Lys

Hig

Pro

Asn

Val
160

Thr

Lau
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[0120]

Glu

Prg

Ser

225

Ser

Gly

Met

Gln

Val
305

Tht Val
195

Sexr Leu

210

Ala Gln

Gly Gly

Gly Pro

Ile

QA D
i

i
o

Glu Asp
2490

His Asn

Arg Val

Gly Lys Glu

Ile

Val

Ser

385

Glu

Glu Lys
Tyr Thr
370

Leuw Thr

Trp Glu

Pro

Thr

Ser

Gly

Ser

260

Arg

Pro

Ala

Val §

Tyr

340

The

Leu

Ser

Arg

Ser

Lys

Gly 8

248

Val

Thr

Glu

Lyg

Ile

Pro

& Leu

Asn

Ser

Pro

Gly

Leu
215

Ly Gly

Phe

Pro

Val

r Val

Cyvs

Ser

Pro

Val

390

Gly

- Cys

Lau

Glu

Gln

295

l.ys

Leu

Lys

Lys

Ser
375

Lys

Gln

Glu Val

200

The val

Gly Gly

Pro Pro

Phe Pro

263

Val Thr

Phe Asn

Pro frg

Thr Val

Val. Ser

345

Ala Lys

360

Gln Gl

Gly Phe

Pro Glu

Tyr

(il

Ser

Cys

260

Pro

Cys

Trp

Glu

Leu

330

Asn

Gly

Glu

Tyr

Thr

Py

Glu

235

Pro

Lys

Yal

Tyr

Gl

315

His

Lys

Gln

Met

Pro
395

€ys Gln
205

Arg Ala
220

Asp. Len

Ala Pro

Pro Lys

Val Val

285

Val Asp

300

Gln Phe

Gln. Asp

Gly Leu

Pro. Arg

365

The Lys
380

Ser Asp

v a ].

Arg

Tyr

Gln

Agp

270

Asp

Gly

Asn

Trp

Pro

350

Glu

Asn.

Ile

Asn Asn Tyr Lys Thr

229

Glu

Ser

Ala

Loy

203D

Tar

Val

Val

Ser

Leu

339

Sar

Pro

Gln

Ala

Thr

Iis

Gl

o Gln

240

Ala

Leu

Ser

Glu

Asn

Ser

Gl

Val

Val

400

Pro
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[0121]

405

Pro Val Leu Asp Ser
420

Val Asp Lys Ser Arg
435

Met His Glu Ala Leu
450

Ser Leu Gly Lys Trp
465

<2102
£211%
G12>
213>

{17
473
PRT
NTF5)

<2207

<223> DRAGLO1 BEE

<A00> 117
Leu Gln Tyr Mot Arg
1 5

Gly Ser Leu

20

Gly Ser

Phe
35

Pro Arg

Glu
50

Thr Arg Val Arg

Val Arg Phe Asp

Leu Glv Arg Pro Asp

85

Glu Glu Arg Ala

100

Asp

Asp

Trp

His

Ser
470

Als

Glu

Leu Glu &l

Pne

Ser

0

Ala

Ala

Gly

Gln

Agn

455

Ilis

Asp

Vit l

Val.

Leu

G5

Asp

Glu

Val

Ser

Hlu
440

His

Pro

Gln

Phe

425

Gly

Tyr

Gln

Ala

Leu Phe

Lys

40

Asp

Val

Tyr

Asp

25

Hig

Arg

Gly

Trp:

Thr.
105

410 415

Phe Leu Tyr Ser Arg Leu Thr

430

Asn Val Phe Ser

445

Cys Ser Val

Thr Gln Lys
460

© Leu. Ser Leu

Phe. Glu Lys
475

Ala Gly Gly
10

Arg Gly Ser

1b

Glon Gly Pro Gly Asp Thir Arg

30

Phe Phe Asn Gly

45

Glu Cys His

Tyr Phe Tyr His Gln Glu Glu

60

Glu Tvr Arg Ala Val

Thr Gli
75

80

Ile Leu

Asn Ser Gln
0 95

90

Lys Asp

Tyr Cys Arg His Asn Tyr Gly

110

230
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[0122]

Val

Val

Cys

145

Arg

Gln

Pro:

Thr

Ser L

225

Gly

Ser

Arg

Pro

Ala

305

Val

Val Glu Ser Phe

Tyr
130

Ser

Asn.

Asn

Arg

Ser

216

Gly

Val

Thr

Glu

290

Lys

Ser

115

Pro

Val

Gl v

Gly

Ser
195

Pro

s Gly

ser

Phe

Val

Thr

Val

Ala Lys

Asn Gly

Gln Glu

165

Asp Trp

180

Gly Gluy

Leu Thi

Gly Gly

Cys Pro

215

Leu Phe

260

Glu Val

Gln Phe

Lys Pro

Leit Thr

The

Thr

Phe

120

Glu

Thr

Val

Val

Gly

230

Pro

Pro

Thr

Asn

Arg
310

Val

Yal

Gln

135

Tyr

Lys

Phe

Ty

Glu

218

Ser

Cys

Pro

Cys

Tep

295

Glu

Lt

Gl

120

Pro

Pro

Thr

Gln

The

200

Trp

Glu

Prie

Lys

Val

280

Tyr

Glu

Arg Arg

Leu Gln

Gly Ser

Gly Val

170

The Leu
185

Cys Gln

Arg Ala

Val |

His

Lle

155

Val

Yal

Val

Arg

Asp Leu Tyr

Ala Pro
260

Pro Lys

Val Val

Val Asp G

Gln Phe

235

Gl

Asp

Asp

Asi
315

Iyr

His

140

Glu

Ser

Met

Glu

Ser

220

Phe

Ala

Thr

Val

v Val

300

Ser

lis Gln Asp Trp Leu

231

Pro

125

Asri

Yal

Thr

Lew

His

208

Glu

Gln

Glu

Let

Arg

Gly

Glu
180

Pro S

Ser

.ral

Lau

Trp

Leu

175

Thr

Ala

Gly

Aa Gly Gly

Leu

Ser

285

Gl

Thr

L Agn

Met

270

Gln

Val

Tyr

Gly

Ile

Glu

His

Arg

Lys

Thr

Val

Phe

160

Ile

Val

Leu

Gln

Gly

240

Pro

Ser

Nsn

Val
320

Glu
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.l

3

123/162 7L

[0123]

395

Tyr Lys Cys Lys Val
340

Thr Ile Ser Lys Ala
355

Leu Pro Pro Ser Gln
370

Cys Leu Val Lys 6ly
385

Ser Asw Gly Gln Pro
405

Asp Ser Asp Gly Ser
420

Ser Arg Trp Gln Gl
435

Alg Lew His Asn His
450

Lys Trp Ser His Pro
465

2105 118
211> 473
<219 PRI
18y AL

9205
<223% DR4GOT P&

<400> 118

Ser

Lys

Glu

Phe

390

Gl

Phe

Gly

Tve

Gln
470

Asn

Gly

Glu

375

Tyt

Asn

}Jh @

Asn

Phe

Lys Gly
245

Gln Pro
360

Met Thr

Pro Ser

Asn Tyr

Lo Tyr

425

¥4l Phe
440

i Gln Lyg 3

Glu Lys

Leu Pro &

Arg Glu

Lys Ash

Asp Ile

395

Lys Thr

410

Ser Arg

Ser Cys

= L

o
AT
L3

Pro

Gln

380

Ala

The

Leu

Ser:

Ser:

Gln

365

Val

Val

Pro

Thr:

Vil
445

Lt

1ie

350

Yal

Ser

Glu

Pro

Val

430

Mot

Ser

335

Glu

Tyr

Leu

Trp

Val

415

Asp

His

Leu G

Lys

Thr

ht

Glu

400

[e11

[ys

Glu

Leu Gln Tyr Met Arg Ala Asp Gln Ale Ala Gly Gly Leu Arg Hly Ser

1 5

10

15

Gly Ser Gly Ser Leu Glu Val Leu Phe Gln Gly Pro Gly Asp Thr Arg

20

25

232

30
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Pro Arg Phe Leit Trp Gln Pro Lys Arg Glu Cys His Phe Phe Asn Gly
35 40 45

Thr Glu Arg Val Arg Phe Leu Asp Arg Tyr Phe Tyr Asn Glo Glu Glu
50 55 (614

Ser Val Arg Phe Asp Ser Asp Val Gly Glu Phe Arg Ala Val Thr Glu
65 70 H 80

Leu Gly Arg Pro Asp Ala Glu Tyr Trp Asn Ser Gln Lys Asp Ile Leu
84 90 95

Glu Gln Ala Arg Ala Ala Val Asp Thr Tyr Cys Arg llis Asn Tyr Gly
100 105 110

Val Val Glu Ser Phe Thr Val Gln Arg Arg Val Gln Pre Lys Val Thy
115 120 125

Val Tyr Pro Ser Lys Thr Glo Pro Let Gln Ilis Ilis Asn Leu Leu Val
180 135 140
[0124]
Cys Ser Val Ser Gly Phe Tyr Pro Gly Ser Tle Glu Val Arg Trp Phe
145 150 156 160

Leu Asn Gly Gln Glu Glu Lys Ala Gly Met Val Ser Thr Gly Leu Lle
165 170 175

Gln Asi Gly Asp Trp Thr Phe Gln Thr Lew Val Met Leu Glu Thr Val
180 185 190

Pro Arg Ser Gly Glu Val Tyr Thr Cys Gln Val Glu His Pro Ser Val
195 200 205

Thr Ser Pro Leu Thr Val Glu Trp Arg Ala Arg Ser Glu Ser Ala Gln
210 215 220

Ser Lys Gly Glv Gly Gly Ser Glu Asp Leu Tyr Phe Gln Ser 6ly Gly
225 230 23H 240

Gly Gly Ser Cvs Pro Pro Cyg Fro &la Pro Gla &la Ala Gly Gly Pro

233
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3

125/162 7L

[0125]

Ser

Arg

Pro

Ala

305

Val

Tyr

Thr

Leu

Cys

385

Ser

Asp

Ala

Val Phe Leu

Thr

Gl

290

Lys

Ser

Lys

Ile

Pro

370

Leu

Asn

Ser

- Arg

Leu
450

Pro
275

Val

Thr L

Val

Cys

Ser

355

Pro

Val

Gly

Asp

Trp
435

260

Glu

Gln

Leu

Lys

340

Lys

Ser

Lys

Gln

Gly

420

Gln

5 Asn

245

Phe

Val

Phe

Pro

Thy

325

Val

Ala

Gln

Gly

Pro
405

Ser

Glu 6

His

Pro

Thr

Asn

Arg

310

Val

Ser

Lys

Glu

Phe

390

Glu

Phe

Tyr

Pro

Cys

Tep

295

Glu

Leu

Asn

Gly

Glu

379

Tyr

Phe

Asn

Thr
455

Lys

Val

280

Tyt

Glu

lits

Lys

Gln
360

Met

Pro

Léu

Val
440

Gln

250

Pro Lyg
265

Val Val

Gln Phe

Gln Asp
330

Gly Teu

345

Pro Arg

Thr Lys

Ser Asp

Asp

Agp

Pro

Glu. P

Asn

Lle
395

Thy

Thi

Val

Val Asp Gly Val

300

Ser

Leu Met Ile Ser
270

Ser GlIn Glu Asp
285

Gl Val Hig Asn

Thr Tyr Arg Yal
320

Leu Asn Gly Lys Glu

Ser

Gln
380

Ala

Thr

Tyr Ser Arg Leu

Phe Ser Cys Ser

Ser Tle Glu Lys
350

Gln Val Tyr Thr
365

Val ber Leu The

Val Glu Tep Glu
400

Pro Pro Val Leu
415

Thr Val Asp Lys
430

Val Met Hig Glu
445

Lyvs Ser Leu Ser Leu Ser Leu Gly

234

460
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126/162 7L

[0126]

Lys
165

Trp Ser His Pro Gln Phe Glu Lys
470

0> 119

<211y 474
212> PRT
213> ANLFF]

223> DR4GYB BHE

400> 119

Ser:

Arg

Gly

Gly

Thr

Val

145

Phie

s Met Arg Met Ala Thr Pro- Leu Leu Met Gln Ala

a 10

Gly Ser Gly Ser Leu Glu Val Leu Phe Gln Gly
20 25

Pro Arg Phe Leu Trp Gln Leu Lys Phe Gli Cys

35 10

Thr Glu Arg Vel Arg Leu Leu Glu Arg Cys lle
50 55 60

Ser Val Arg Phe Asp Ser Asp Val Gly Glu Tyr

70 75

Leu Gly Arg Pro Asp Ala Glu Tyr-Trp Asn Ser
85 90

Gl Gln Arg Arg Ala Ala Val Asp The Tyr Cys

100 105

Val Gly Glu Ser Phe Thr Val Gln Arg Arg Val
115 120

Val Tyr Pro Ser Lys Thr Gln Pro Leu Gln. His
130 135 146G

Cys Ser Val Ser Gly Phe Tyr Pro Gly Ser Ile
150 155

Arg Asn Gly Gln Glu Glu Lys Ala Gly Val Val

235

Leu

Pro

His

Tyr

Arg

Gln

Arg

Gla

125

His

Glu

Ser

Pro Met
15

Gly Asp

30

Phe Phe

Asn Glo

Ala Val

Lys Asp

95

His Asn

110

Pro Lys

Asn Leu

Val Arg

The Gly

Gly

Thr

Asn

Glu

Thr

80

Leu

Tyr

Val

Leu

Trp

160

Let
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[0127]

Tle

Val

Val

Gly

Pro

Ser

Asp

Asn

305

Val

Glu

Lys

Thr

Gln

Pro

Thr
210

n Ser

Gly

Ser

Arg

Pro
290

Ala

Val

Tyr

Thy I

Leu
370

Asn Gly Asp
RSt

Arg Ser Gly
195

Ser Pro leu

Lys Gly Gly

Gly Ser Cys

245

Val Phe Leu
260

Thr Pro Glu

Glu Val Gln

Lys Thr Lys

Ser Val Leu
325

Cvs Lys
340

Lys

@

Ser Lys

&9
(S
o

Pro Pro Ser

Trp

Glu

Thr

Gly

230

Pro

Phe

Val

Phe

Pro

310

Thr

Yal

Ala

Gln

The

Val

Vall

215

Gly

Pro

Pro

Thr

Asn

295

Arg

Val

Ser

Lys

Glu
3785

Phe

Tyr

200

Glu

Ser

Cys

Pro

Cvs

280

Trp

Glu

Leu

Asn

360

Glu

170

Gln Thr Leu
185

Thy Cys Gln

Trp Arg Ala

Glu Asp Leu

235

Pro: Ala. Pro
250

s. Pro- Lys

Val Val Val

Tyr Val Asp

Glu Gln. Phe

o<
i
1

His
330

Lys Gly Leu

345

Gln.Pro Arg

Met Thr Lys

236

Gln Asp

Vel

Val

Arg

220

Tyr

Glu

Asp

Asp

Gly

300

Asn

Trp

Pio

Glu

Asn Gln Val Ser

380

Met

Glu

205

Ser

Phe

Ala

Thr

Val

285

Val

Leu

ser

Fro

365

Leu

190

[is

Gl

Gln

Ala 6

Lew

270

Ser

Glu

Thr

Asn

Ser

550

Gln

Glu Thr

Ser

Pro

Ala

Ser

Gly

240

Ile

Met

Gln Glu

Val Hi

177]

Tyr Arg

320
1y Lys
Ile Glu
Val

Tyr

Leu
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[0128]

Thr Cys: Let

Glu Ser Asn

Leu Asp Ser

Lys Ser Arg
435

Gl Ala Leu
450

Gly Lys Trp
465

<Zie» 120
2Ly 474
€212» PRT
218>

R
o
b

e
6B

400> 120

s Met: Arg

1

Ser Gly Ser

Arg: Pro Avg
35

Gly Thr Glu
50

Glu Tye Val
65

Glu Leu Gly

Yal Lys

Gly Gln
405

Asp 6ly

420

Trp Gln

His Asn

Ser His

AT

DR4GR6 Bk

Met: Al:

Pro

Ser

Glu

His

Pro
470

Thr

Ser Leu

20

Phe Leu

Arg Val

Arg Phe

Arg Pro

Glu

Arg

Asp

70

Asp

Glu

Phe

Gly

Tyr

455

Gln

Pro

Glu

Gl

Phe

o)

Ala

Tvr

Agn

Phe

Asn

440

Thi

Phe &

Leu

Yal

Val
40

Leu

© Asp

Glu

Pro

Asn

Leu

425

Val

Gln

Leu

Leu
25

Lys

Asp

Val

Tyr

Ser Asp
395

Ty Lys

410

Tyr Ser

Phe: Ser

Lys Ser

1 Lys

Met Glu
10

Phe Gln

His Glu

Arg Tyr

Gly Glu

75

Trp Asn

237

Ile Ala Val

The The Pro

Arg Leu Thr
430

Cys ber Val
445

Leu Ser Lau
460

Glu Trp

Pro

415

Val

Met

Ser

400

Val

Asp

His

Lau

Ala. Leuw Pro Met Gly

15

Gly Pro Gly Asp Thr

30

Cys His Phe Phe Asn

15

" Phe Tyr His Glo Glu

60

Tyr: Arg Ala Val

Th
80

Ser- Glu Lys Asp Leu
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[0129]

Leu

Gly

Thr

Val «

145

Phe

Tle

Val

Lew

Gln

225

Gly

Pro

Ser

Asp

Glu

Val

Val

130

Arg

Gln

Pro

Thi

210

Ser

Gly

Ser

Arg

Pro
290

Gln Lys
160

Gly Glu
115

Tyr Pro

s Ser Val

Asn Gly

Asn Gly

180

Arg Ser

195

Setr Pro

Lys Gly

Gly Ser

Val Phe
260

Thr Pro
275

Glu Val

Arg

Ser

Ala

Asn

Gln
165

Asp

Gly

Leu

Gly

Cys

245

Leu

Glu

{Fln

Ala

Phe -

Lys

Gly

150

Glu

Trp

Glu

Thr

Gly

230

Pro

Phe

Val

Phe

Ala

Thr

Thr

135

Fhe

Glu

Thr

Val

Val

215

Gly

Pro €

Pro

Thi

Asn
295

Val

Val

120

Glo

Tyr

Lys

Phe

T yr

200

Glu

Ser

Pro

Cvs:

280

Trp

ASp

105

Gl

Pro

Pro

Thr

Gln

185

Thr

Trp

Glu

Pro

Lys

265

Val

Tyr

Thr

90

Arg

Leu

Gly

Gly

170

Thi

Uys

Arg

Asp

Ala

250

Pro

Val

Tyr:

Arg

Gln.

Ser

155

Lew

Gl

Ala

Pro

[.y S

Val

Val Asy

238

Cys

Val

His

140

Ile

Val

Val

Val

Arg

220

Tyr

Glu

Asp

Asp

Gly
300

Arg

Tye

125

His

Glu

Ser

Met

Glu
205

Ser

Phe

Ala:

Thi

Val

285

Val

His
e}

Pro

Val

Thr

Leu

190

His

Glu

Gln 8

Ala:

Leu
270

Ser

Glu

95

Asn

Glu

 Leu

Arg

Gly

178

Glu

Pro

Ser Al

Gly

255

Met

Gln

Val

Tyx

Val

Trp

169

Leu

Thr

Ser

» Gly

240

Gly

Tle

Glu

His
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[0130]

Asn

308

Val

Glu

Lys

Thr

Ala

Val

Ty

Thr

Leu
370

Thr Cys

383

Glu

Lys

Glu

Gly
465

sSer

i Asp

Ser

Ala
450

Lys

Q2102
211>
212>
213>

<220>
<223

<400

caggtgeage tggtgeagag cgeegeggaa ghgananans cgeerageag cglganagty

Lys Thr Lys

Ser Val Leu
325

Lys Cys Lys
340

Ile Ser Lys

355

Pro Pro Ser

Lot Val Lys

Asn Gly Gln
405

Ser Asp Gly

Arg Trp Gln

Leu His Asn

Trp Ser His

121
363
DNA
AR

DR4B98 VH

L2

Pro

310

Thr

Yal §

Ala

Gln

Gly

390

Pra

Ser

Glu

His

Pro
470

Arg

Val

Lys

Phie

Phe

Gly

Tyr

455

Gln

Glu

Leu

¢ Asn

Gly

360

Glu

Tyr

Asn

Phe

Asn

440

Thr

Phie

CT L

Ilis

Lys

345

Gln

Met

Peo

Asn

Leu

425

Val

Gln

Glu

Gln Phe
315

Gln Asp

330

Gly Let

Pro Arg

Thr Lys

Set Asp

395

Tyr Seéx

Phe Ser

Asn

Trp

Pro

Asn

380

s. Thr

Arg

Cy's

Ser

Leu

Ser

Pro

365

Gln

B A] .

[ht

Leu

Ser

445

Lys Ser Leu Ser

239

460

Thr

Asn

Setr

350

Gin

Val

Val

Pro

Thr

130

Val

Leu

Tyr

G 1 ¥

335

Ile

VEL],

Ser

Gl

Pro

415

Val

Met:

Ser

Arg

320

Lys

Glu

Tyr

Leu

Trp

400

Val

His

Leu



CN 108713027 A F?

.l

3

131/162 7L

[0131]

agctgcanag cgageggegg cacctitaag tectattata tteatlgggt
cegpgecage geclpgaale galpegegel allgeaceas. ttlacggeae
gegeagaaal Licagggeeg cglgaceall acegelpgaly aaggraccug
atggazctga geagectgey cagegaagal accgegetgt attattgege

agltpgecac gtgeatacgyg thtigattat tggpgerapy goatcclggt

agt

210 1922
2112 15
212> PRT

213 HA (Homa sapiens)

400> 122

Gly Ile Ala Gly Phe Lys Gly Glu Gln Gly Pro Lyg Gly 6lu Pro

1 5 10

210y 123
Q1L 5

<2125 PRT
213> ANLFH

220>
£293% DRABTS , DR4B70, DR4B38 HCDRIL

400> 123
Ser Tyr Ala Met Ser

1 5

2105 124
@211y 5

<212% PRT
213> KIS

220>
223> DR4B33 HCDRIL

400> 124

Ser Ala Tyr Tle Asn

L 5
210> 125

ECAND

212> PRT

240

BCEECALECE

cgetlactae

cacegegtal

gegtegateca

gaccgtetog

15

120

180

240

360

363
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[0132]

@id>

220>
223>

<400

ALFHY

BRAB22 HEDR1

125

Ser Tyr Ala Met Asn

1

10>

2LL>

£

213>

220>

223>

<400>

Ala Ile Ser Gly Ser Gly Gly Ser Thr Tvr Ty Ala Asp Ser Val Lys

1

Gly

210>
211>
212>

213>

€220
4223>

400>

1

Gly

210>
211>
212>
<2133

220>
<2235

[le [le Avg Pro Gly Asp Sor Arg Thr A

5

126

17

PRT

ANTF3)

DR4BTS, DR4BT0, DR4B3S HCDR2

126

3 10

127

17

PRT
ALFH

DR4B33 HCDRZ

127

128
17
PRT

AT 3

DR4B22 HCDRZ

241

v Tye Sor Pro. Ser Phe Gln
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[0133]

400> 128

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

21ty 19
2125 PRT
@218y KTHER

210> 129

220>
<223» DR4B78 HCDR3

400> 129
Asp Gly Gly Tyr Tyr Arg Tyr Yal Arg Thir Tle Ser Gly Asp Tyr Ala

1 5 19 15

Phe: Asp: Tyr

<210y 130
411y 19
212> PRT
213y AKILF¥

290>
€223% DR4BTO HCDR3

<4003 130
Asp Ser Ser Tyr Tyr Avg Tyr Lle Gly Arg Tyr Leu Gly Asp Tyr Ala

1 ) 10 15

Phe Asp Iyt

<210% 131
@iy 19
42125 PRT
213y ATIFH

220>
<223> DR4B38 HCDR3

<400> 181

242
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[0134]

Asp Ser Gly Tyr Tyr Arg Leu Ala Ala Ile 6ly Arg Ser Asp Tyr Ala

I

Phe Asp Tyr

10>
<2115
212>
218>

220>
(228>

<AGG>

Ash Gly Tyr Tye Phe Val Gly Ser Tle Tle Ty Tyr Gly Met Asp Val

1

210>
201
€212
918>

<220>
<2237

400>

Asp Gly Gly Tye Tyr Arg Tyr Val Tyr Arg Tyr ProGly Asp Tyr Ala

1

5
132
16
PRT
AR

DR4B33 HCDRS

132

5

133

19

PRT
AT

DR4B22 HCDR3

133

5}

Phe Gly Tyr

<2107
<211
<2125
<213>

220>
(223>

100>

134

11

PRT
A5

DR4B33 LCDRL

134

10

16

10

Arg Ala Ser Gln Ser Tle Ser Ser Tyr Leu Asn

1

&

10

243

15

15

15
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[0135]

210> 135
21l 7
<212y PRT
213> ALFE

<223> DR4B33 LCDR2

400> 135

Ala Ala Ser Ser Len Gln Ser

<223> DR4B33 LCDR3

400> 136

Gln 6ln Ser Tyr Ser Thr Pro Leir Thr

L 3

Q10> 137
211> 128
&12> PRT
013y NITEY

<220>

<223> DR4B78 VH (DR4H6Z)

400> 137

Glu Val Gln Leu Leu
L 5

Ser Leu Arg Leuw Ser

26

Ala Met: Ser Trp Val
35

Sar Ala Ile Ser Gly

30

Lys Gly Arg Phe Thr

Glu

Cys

Arg

Ser

Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
14 15

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

Gl Ale Pro Gly Lys Gly Lew Glu Trp Val
40 45

Gly Gly Ser Thr Tyr TyreAla Asp Ser Val
55 60

~TleSev Arg Asp Aan Ser Lys Asn Thr Leuw Tyr

244
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[0136]

63

Leu Gin Met Asn Ser Leu Arg

83

Ala Arg Asp Gly Gly Tye Tyr

100

Tyr Ala Phe Asp Tyr Trp Gly

<2107
211>
212>
Q213>

220>
223>

CAD0>
Glu Val

1

Ser Leu

Ala Mot

Ser Ala

50

Lys Gly

65

Leu Gln

Ala Arg

Tyr Ala

113

138
128
PRT
N

DR4BTE VH (DR4H29)

138

Gln Teu Leu

5

Gl %

Arg Leu Ser Cy

20

Ser Trp Val

35

Ile Ser Gly

Arg Phe Thr

Met Asn Ser
85

Asp Ser Ser
160

Phe Asp Tyr
115

Keg

Ser G

Ile
70

Leu

Tyr

Trp:

Ala

Gln

Ser

Arg .

Tyr

Gly

Ala Glu As
90

Arg Tyr Va
105

Gln Gly Th
120

Gly Gly G
10

Ala Sor Gl

Ala Pro G1
40

Gly Ser Thr Tyr Tyr

p Thr Ala

1 Arg Thr

r Leu Val

y Lew Val

y Phe: Thy

y Lys Gly

60

Arg Asp Asn Ser Lys

Ala Glu Asp The

90

105

Ala

Arg Tyr Tle Gly Arg

Gln Gly Thr Leu Val

120

245

Val

Lle

The
125

Gln

Phe

Leu
45

Asn

Val

Tyt

80

Tyr Tyr Cys
95

Ser Gly Asp
110

Val Ser Ser

Pro Gly Gly
15

Ser Ser Tyr
30

Glu Tep Val

a Asp Ser Val

The Leu Tyr
80

Ty Tyr Cys
95

Leu Gly Asp
118

- Val Ser Ser
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[0137]

<210> 139
11y 128
€919> PRY

213y AT EH

<Z20>

<223> DR4B3B VH (DR4H56)

400> 139

Glu Val Gln
I

Ser Leu Arg |

Ala Met Ser
35

Ser Als Ile
50

65

Leu Gln Met

Ala Arg Asp

Tyr Ala Phe
115

210> 140
211> 125
212> PRT
<2137

<2207

Leu

Trp

Ser

Phig

Asn

Ser

100

Asp

AT FH

Leu

5

bb‘f

Val

Gly

Th

Ser

85

Gly

Tyr

Glit

Cys

Arg

Ser

Ile

70

Leu

Tyr

Ttp

Ser

Ala

Gly

95

Ser

Arg

Tyr

€223> DRAB33 VH (DR4H58)

400> 140

Gly

Alg

Ala

40

Gly

Arg

Ala

Arg

120

Gly

Ser

25

Pro

Ser

Asp

Glu

Leu
105

Gly

19

Gly

Gly

Thr

Asn

Asp

90

Ala

v Gln ‘Gly Thr

Leu

Phe

Lys

Tyr

Ser

75

Thr

Leu

Val

Thy

Gly

Tyr

60

Lys

Ala

[le Gly Arg

Val

Gl Pro

Phe Ser
30

Lei Glu T

45

Als Asp

Agn Thr

Val Tyr

110

Thr Val
125

Gly
15

Ser

Leu

Tyr

95

Ser

< il‘y ¥

Val

Val

Tyr

80

Cys

Ser

Gli Val Gln Len Val Gln Ser Gly Ala Glu Val Lyg Lys Pro Gly Glu

246
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[0138]

1

@

Ser Leu Lys Ile Ser Cys
20

Tyr Ile Asn Trp Val Arg
35

Gly Tle Ile Arg Pro Gly
50

Gln Gly Gln Val Thr Ile
65 70

Leu Glo Trp Ser Ser Leu
85

Ala Arg Asp Gly Tyr Tyr
100

Asp Val Trp Gly Glu Gly
115

21Oy 14l
QLLy 128
¢912>  PRT
213> AT.F4

<2203

Lys Gly
Gln Met
40

Asp Ser

Ser Ala

Lys Ala

Phe: Val

Thr Leu
120

<223> DR4B22 VH (DR4H16)

400> 141
Glu Val Gln Leu Leu Glu

1 5

Ser Leu Arg Lei Ser €ys
20

Ser Gly

Ala Ala

Ser

25

Pro

Arp

Asp

Ser

Gly

105

Vail

Gly

Ser
25

Ala Met Asn Trp ¥al Arg Gln Ala Pro

35

Ser Ala lle Ser Gly Ser
50

40

Gly Gly

D4

Tyr

10

Gly Tyr Ser

Gly Lys Gly

Thr Arg Tyr §

60

Lys Ser Ile

75

Asp: Thr Ala

90

Ser Tle Tle

The Val Ser

Gly Leu Val

10

Gly Phe Thre PI

Gly Lys Gly

Phe

Let

45

Ser

Val

Tyr

Ser

126

Leu

Thi Asn Tyr Ala

247

Asp Ser Ala
30

Glu Trp Met

» Pro Ser Phe

Thr Ala. Tyr
5o

Tyr Tvr Cys
95

Tyr Gly Met
110

Pro Gly Gly
15

¢ Ser Ser Tyv

30

Glu Tep Val

Asp Ser Val
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Lys 6ly Arg Phe Thr
65

Leu Gln Met Asn Ser
85

Ala Arg Asp Gly Gly
2416}

Tyr Ala Phe Gly Tvr
1156

210y 142
211> 107
<212> PRT
218 ANLRFF

220>

Ile Ser

70

Leu Arg

Tyr Tyr

Trp Gly

<223> DR4B33 VL (PHIL4)

<400> 142
Asp: TleGln Met Thr
1 5

Asp Arg Val Thr Ile
20

Led Asn Tep Tyr Glo

35

Tye Ala Ala Ser Ser
50

Ser Gly Ser Gly Thr
64

Glu Asp Phe Ala Thr
85

Thr Phe Gly Gln Gly
100

Gln Ser

Thr Cys

Glu Lys

Lew Gln &

55

Asp Phe
70

Ty Ty

Thr Lys

Arg

Ala

Arg

Gln
120

Pro

Arg

Pro

49

Thr

Cys

Val

Asp

Glu

Tyr

105

Gly

Ser

Ala
25

Gly

Gl

Leu

Gln

Glu
105

Asn Ser Lys Asn
75

Asp Thr Ala Val
90

Val Tyr Arg Tyr

Thr ‘Leu Val Thr
125

ser Leu Ser Ala
10

Ser Gln Ser Ile §

Lys Ala Pro Lys
45

Val Pro Ser Arg
60

The 1le Ser Ser
75

Gln Ser Tyr Ser
90

Lle Lys

248

Thr Leu Tyr
80

Tye Tyr €ys
95

Pro Gly Asp
L1g

Val Ser Ser

Ser Val Gly
15

Ser Tyr

Lo
<=0
3

Lew Lew Ile

Phe Ser Gly

Loy Gln Pro

80

Thr Pro Leu
95
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210> 143

211> 384

212> DNA

213> ALK

<2205

<223> DR4BT8 VI (DR41I62)

400 143

gagglgeage Lgetgduaag vggegregye
agctgegegg cgageggett tacetitage
cegggeadag geetggaatg ggtgagogeg
geggatageg tgaaaggecg ctttaccatt
ctgcagatega dcaEgeetgeg vgoggaagat
gettattate grtatetges tacaateage
ggcacectgg tgacecgtete gagt

210> 144

L2113y 384

212> DNA

213y AT.RF)

£2205

£223> DR4ABTO VI (DR4H29)

400> 144

gaagtgeage tgctggaaag CEECEECREC
agetgegegg cgagegpett. tacctttage
cegggeanag geetggaatg geteagegey
geggatageg tgaaaggeeg crttaccatt
ctgeagatga acagectgeg cgeggaagat
agetattate gttacattgg cegtiatety
ggcaceetgg tgaccgtete gagt

21 145

211> 384

212> DNA

213> AKT.F%

200

slggtgeage
agctatgega
atcageggety
teacgagata
dccgegetat

ggegattate

ctggtgcage
agotatgega

atcagegget

teacgagata

accgegetyt

grogactacy

249

cgeeeRRCag

tgagelggyt

ceggtgrete

acageaaasa

attattgege

cattogaecta

CEEECBECAg

tgagetgert

cegetigpete

dcageadana

attattgcge

cattegacta

cetgegeetg

BCECCAZELE

cacatattat

cacectgtat

gegegatege

ttgegeceag

cotgegeoty
gORCCABECE
cacatattat
cacectgtdt
gegegactee

cltegggceag

300

360

384
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€223> DR4B38 VH (DR4H56)

<400> 145
gaagtgeage Tgetggaaag CgREgECERL

agelgegegy egageggell tacelttage
ccgggcaaag gectgpaaty ggtgagcgch
geggatageg tpaaaggecg citlagealt
chgeagatga acageclgeg cgegraagat
ggetattarc gtctgegeage aateggocgt
ggcacectgg tgacegtete gagt

{2102 }46

<211 378
<212> DNA

o1y ALEF

<220¥
{223> DR4B33 VH (DR4H38)

<4005 146
gaagtgcage fgetgeagag cggrecegnn

agcetgeaaag geageggeta tagettcgat
eccgggeasag gettgegaaty gatgggtatt
agtcegaret tteagggeca ggtgaccatt
clgeaglgga geageetgan. ngegagoegnl
tattattttg ttggeagecat catetattac
gtgacegtet cgagt

210> 147

@l1> 384

212> DA

213 ALF4

€220
<223> DR4B2Z VH (DR4HLE)

400> 147

gaagtgeage tgetgpaaag cggcgecges ctggtgeage crggcgetag cetgegects

agetgegepe cgagegeett tacettttee teetargeas tgaatlgget gegeragecy

ctggtgeage

agoltatgoega

atcagegget

teacgagata

accgrggtat

tetgattacy

gtgaaaganc

agegcataca

attegteetyg

agcgeggata

duegegebgtl

ggtatggaeg

250

cgegcgEcag

tgugelegeet

ceggtggcte

acagcatana

attatigogs

catttgatta

Ealedefeloradivaale)

traat tagit

gegatteoeg

aaageattag

aliutbgere

tatgggecca

ectgogoety

ECEECCARRCE

cacatattat

gdteelglat

gegtgaetee

ctegggecag

cetgaaaatt

gogecagaty

cacgegttac

caccgegtat

geglgaegge

gggeaceetyg

120
180
240
300
360

384

180
240

300

60

120
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[0142]

cogggcaaag goctggaaty ggtgageget

geggatageg tgaaaggceg ctitaccatt

clgcagatga acagectgeg cgoggaagat

ggttactace ggtatgtgta cegttatoea

ggeagcetgeg tgacegtete gagt

210>
211>
912>
213>

320>
<2

<4007

148
321
DNA
ALFH

DRAB33 VI. (PHIT4)

148

gacateceaga tgacccagag ceccageage

atvacelgee gggecageea. gagcaleagd

ggcaaggecee ccaagetget gatetacgee

cgplteageg geageggeag cggeacegae

gaggacttcg ccacctacta ctgeeageag

gEraccdagg tggagalcua. g

<2105
@11
€125
@13

220>
223>

<4005

149
454
PRT
AT
DRAB78 HC
149

attagegglt

tcacgagata

accgegetet

ggegaetatg

ctgagegeca

ggetacetega

gecageagee

tteaceetga

agetacagea

cegetgggta

acageaaaaa

attattgege

catttggeta

gegtgggega

daclbgglaces

tgeagagegs

ccateageag

coeecetgac

tacaaattat

caccetgtat

gegtgacggt

ttggggeeag

cegegtgace

geagadgeee

ggtgeeedge

getgeagece

cltcggecag

Glu Val Gln Leu Leu Glu Ser Gly Gly Gily Lei Val Gln Pro Gly Gly

1

5

10

15

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

20

25

30

AMa Met Ser Trp Val Arg Gln Nla Pro Gy Lys Gly Leit Glit Trp Val

35 40

251

45

300

360

384

60

126

180
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Ser

Lys

65

Let

Ala

ylwyr

Ala

ser

145

Phe

Gly

Leu

Tyr

Thr

225

Pro

Thr

Ala Tle

Gly Arg

Gln Met

Ala Phe

115

Ser Thr
130

Thr Ser

Ser

Pne

Asn

Arg Asp Gly

160

Asp

Lys

Glu

Pro Glu Pro

Yal His

Ser
195

Ser:

The Cys

210

Val

Ala Ala

Leu Met

Glu

Thr
180

Val

Asn

Ala

Ile §

260

Gly &

Thr

Ser

85

Gly

Tyw

Gly

Ser

Yal
165

Phe

Val

Val

Lys

Ser
245

Leu

Tyr

Trp

Pro

Thr
150

Thi ¥

Pro

Thr

Asp

Cys

230

Ser

¢ At

Gly

55

¥ Ser

Arg

Tyr

Gly

Gly §

Arg

Ala

Arg

Ser Val

la Ala

Alea

Val

Cvs

Val

Thr:

Ser

Val

Pro
200

iy Lysg

Val

Phe

Pio

Asp

Glu

Tyr
105

n Gly

Phe

Leu

Tep

Leud

185

Ser

Pro

GluC

Let

Glu
265

< Th Tyr

Asn. Ser

Agp Thr

90

Val Arg

Thr et

Pro Lei

i Cys
155

Asri Ser

170

Gln

Ser Asn

Ser Asn

Pro
235

Cys

Phe Pro

250

Val Thr

252

Tyr

60

Lys

Ala

Thr

Ala

140

Leu

Gly

Ser

Phe

Thi
290

Pro. Cys .

Pro

Cys

Ala

Asn

Val

Ile

Thr

125

Pro

Val

Ala

Gly

Gly

205

Lys

Lys

Yal

Asp Ser Val

Thr Leuw Tyr

80

Tyr Tyr €ys
95

Ser Gly

110

Asp

Val Ser Ser

- Arg

Cys §

Tyr
160

Lys Asp

Thr
175

Leu Ser

Leu Ser

190

Tyr

Thr Gln Thr

Val Asp

Pro Ala Pro

240

Pro Lys Asp

256

Vil Yal Asp.

270

Lys:
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Val

Val

Ser

305

liou

Ser

Gln

Ala

385

Thr

Leu

Ser

Ser

Ser Ala Glu Asp

Glu
290

Thr

Asn

Ser

Gln

Val

370

Val

Pro

Thr

Val

Leu
450

<210>
<211
212>
213>

£220%

275

Val

Phe

Gly

1le

Val

355

Ser

Glu

Pro

Val

Met

435

Ser

150
454
PRT

His Asn

Arg Val

Lys Glu

325

Glu Lys
340

Tvr Thy

Leu Thr

Tep Glu

Mot Leu

405

Asp Lys:
420

His Glu

Pro Gly

NTFH

Pro

Ala

Val

310

er]"

Thr

Leu

Cys

Ser

390

Asp

Ser

Ala. .

Lys:

Glu. Yal

280

Lys Thy

295

Ser Val

bys Cys

Ile Ser

Pro Pro
360

Lew Val

375

Asn Gly

Ser Asp

Arg Trp Gln

Leiw His
440

Gln

Lys

Leu

Lys

Lys

345

Set

Lys

Gl

Gly

Asn

Phe. Asn

Pro Arg

Thr Val
315

Val Ser 4

330

Thr Lys

Arg Glu

Gly Phe

Pro Glu

396

Sor Phe
410

Gla Gly

Hig Tyt

253

Trp

Glu
300

Leu

Gly

Glu

Tyr

380

Asn

Pha

Asn

Thy

Tyr
28h

Val

Asp

Glu Gln Phe

Ilig

Gln

Met

265

Pro

Asn

[.en

Val

Gln
445

Gla

s Gly

Pro

23t
(e29)

Thr

Ser: 1

Tyt

Tyr

Phe §

430

Lys

Agp

I.en

335

Arg

Lys

Lys

Ser
415

Gly

Asn

Trp

326

Pro

y Tle

Thr
400

livs

 Cys

- et
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€223 DRABYG-HC

400>

150

Giu V&l 6in

1

Ala

Ser

s

65

Let

Tyr

Ser
145

Leu

Met

Ala

50

Gly

Gln

Arg

Ala

Ser

130

Thy

Pro

1y Val

Leu

Arg

Ser

35

Tle

Arg

Met

Asp

Phe

115

Thr

Ser

Gl

His

Ser
195

Leu Leu
5

Leu Ser
20

Trp Val

Ser Gly

Phe Thr

Asn. Ser

Sor Ser Ty

100

Lys Gly

Glu Ser

Pro Val
165

Thi* Phe
180

Val Val

Glu

Cys

Arg

Ser

I'le

70

Leu

b

Pro

Thr

150

Thr

Pro

Thr

Ser

Ala

Gln

Gly

55

Ser

Arg

GLy

Sar

135

Ala

Val

Ala

Val

Gl}? G]y

Ala Pro

40

Gly Ser

ATg Agp

Ala Glu

B Arg Ty

105

Gln Gly

120

Val Phe

Ala Lei

ser Tip

Val Leu

185

Pro Ser
200

Gly Leu
10

Gly Phe

Gly Lfr' 8

Thr Ty

Asn Ser

5

Asp Thr

90

]]C G|y

Thr Leu

Pro Leu

GlyCys

Asn 3er
170

Gln Ser

Ser Asn

254

Val Gln

Thr Phe

Gly Leu
45

Tyr Ala
60

Lys Asn

Ala Val

Arg Tyr

Yal Thr

125

Ala Pro

144G

Leu Val

Gly Ala

- SeriGly

Phe Gly
205

Pro Gly

15

Ser  Ser

Glu Tep

asp Ser

Thr Leu

Tyr Tyx

95

P Gly

110

Val Ser

Cyg Ber

Lys Asp

Leu Thr

175

Leu TYr
190

Thr Gln

Gly

Tyr

Val

Val

s

30

Cys

ASD

Ser

Arg

Tyr

160

Ser

Ser

Thr
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Tyr

Tht

225

Pro

Thr

Val

Val

Leu

Sar

Pro

Gln

f\la

385

Thr

Lei

Thr Cys |

210

YVal

Ala

Leu

Ser

Gl

290

Thy

Ser

Gln

Val 8

370

Val

Pro

The

Glu

Ala

Met

Ala
275

Val

Phe

Ile

Val

355

Glu

Pro

Vil

Asn

Arg

Ala

[le §

260

Glu

His

Arg

Lys

trlu

340

Ty

Leu

Trp

Met

Asp
420

Val

Lys €

Ser

245

Asp

Asiy

Yal

Glu
325

lys

Thy

Thr

Glu

Leu

405

lLiys

Asp

Ser

Arg

Prio

Vil

310

Tyr

Thr

Leu

Cys

Ser

390

Ser

His Lys
215

: Cys Val

Val Phe

Thr Pro

Glu val
280

Lys Thr

Ser Val

Lys Cys

Ile Ser

Pro Pro
360

Len Val

375

Asn Gly

P Ser Asp

Arg Trp

Pro Ser Asn

Glu Cys Pro

235

Leu Phe Pro

Glu Val Thr

265

Glu Phe Asn

Lys Pro Arg

Len Thr Val
315

Lys Val Ser

330

Lys Thr Lys
345

Ser Arg Glu

Lys Gly Phe

6ln Pro Glu

395

Gly Ser Phe
410

Gln Glo Gly
425

255

Thr
220

Pro

Pro

Gys

Trp

Glu

300

Leu

Asn

Gly

Glu

Tyr

380

Asn

Phe

Agn.

Lys

Cys

L¥s

Val

Tyr

285

Glu

His

Ly's

Gln

Met

365

Pre

Asn

Leni !

Vi,

Val |

Pro

Pro

Val

270

Val

Gla

Gla. f

Gly

Pro

&
f=1
<

Thr

Ser

Tye

Pha
430

Ala

Lys

265

Yal

Asp

Phie

Leu
335

Arg G

Lys

Asp

Lys

r Ser

415

wor

Lys

Pro

240

Asp

Asp

Gly

3 Trp

320

Pro

Asn

Ile

Thr

400

Lys

=

s
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Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu

435

Ser Len Ser Pro Gly Lys
450

L2100
11>
o129y
018>

220>

223>

<400>

151
454
PRT

ALFH

151

DR4B38 HC

Glu Val Gln Leu Leu Glu Ser

1

2
(83

Ser: Lieu Arg Leu Ser Cys Ala

Ser

Lys
65

Leu

Ala

Tyr

Ala

- Met

f\] a&

£

kel

Gly

Glo

Ser

35

Tle

Arg

Met

20

Trp

Der

Phe

Asn

Arg Asp Ser

Ala Phe

Ser
130

116

Thr

160

Asp

Val

Gly

Thr

Ser

85

Gly

Tyr

Gly

Arg Gln

Ser Gly
55

Ile Ser
70

Leu Arg
Tyr Tyr

Trp Gly

Pro. Ser
135

440

Gly Gly

Ala Ser
25

Ala Pro

40

Gly Ser

Arg Asp

Ala Glu

Arg Leu

105

Gln Gly
120

Val Phe

Gly Leu

10

Gly Phe

Gly Lys

Thr Tyr

Asn. Ser
s

Asp Thr

90

Ala Ala

Thr Leu

Val

Thr

Gly

Ty
60

Lys

Ala

Il e

Val

445

Gln Pro

Phe Ser
30

Leu Glu
45

Ala Asn

Asn Thr

Val Tyr

Gly Arg

110

Thr Val
126

Pro Lew Ala Pro Cys

256

140

Gly Gly
15

Ser Tyr

Trp Val

Setr: Val

Leu Tyr

80

Tyr Cys

95

Ser Asp

Ser ‘Ser

Ser Arg
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Ser Thr Ser Glu Ser

BE RS

Phe

Gly

Tyr

Pro

Thr

Val

Val

ser

305

Leu

Ser

Pii

Pro

Val

v Ser

Thr
210

r Val

Ala

Leu

Ser

Glu

290

Thr

Asn

Ser

Gln

&lu

His

Ser
195

Cys

Gla

Ala

Met

Ala

275

Val

Phe

Gly

Ile

Val T

355

Thr

180

Val

Asn

Arg

Pro Val

FPhe

Val

Val

Lys

Ala Ser 8§

Tle Ser

260

Gl

His

Arg

Lys

Glu
340

Asp

Asn

Val

Glu
325

Lys *

(KT

Thr

1h0

Thr

Pro

Thr

Asp

Cys

230

Arg

Pro

Ala

Vel

310

Tyr

A3

Ala Ala

Val Ser

Ala Vil

Val Pro

200

Cys Val

- Vel Phe

Thr Pro.

Gl Val
280

Lys: Thr
295

Ser Val

Lys Cys

Ile Ser

Pro Pra

360

Leu

Trp

Let

185

Ser

Pro

Gl

Let

b Q3
oy i
o=

Gly Cys
1bh

Asn. Ser
170

Gln Ser

Soer Agn

Ser Asn

Cys Pro

238

Phe: Pro
250

1 Val Tht

xln Phe Asn

Lyvs

L

Lys:

Lys

345

Set

Pro Arg

Thr Val
315

Val Ser
330

The Lys

Arg Gl Gla

257

Leu

Gly

Sar

Phe

The

220

Pro

Pro

Gys

Trp

Glu

300

Lt

Asn

Gly

Val

Ala

Gly

Gly

205

Lys

Cys

Lys

Val

Tyl"

285

Glu

His

Lys

Gln

Mest,
365

Lys

Leu

Leu
190

The &

Val

Pro

Pro

Val

270

Val

Gln

Gln

Gly

Pro

350

Thr

Asp

Asp

Ala

Lys

264

Val

Asp

Phe

Tyr
160

© Ser

Thr

Lys

Pro

210

Asp

Asp

Gly

Asn

Asp Trg

Leu
335

Arg

Lys

Pro

Glu

Agn
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Gln Val Ser Leu Thr
370

Ala Val Glu Trp Glu
385

Thr Pro Pro Met Leu
405

Leu Thr Val Asp Lys
420

Ser Val Met His Glu
435

Ser Leu Ser Pro Gly
150

210> 152
211> 451
€212> PRT

213> ATFEF)
€220

(2253  DR4R33 HE
400> 152

Glu Val Gln Leu Val
1 5

Ser Leu Lys Ile Ser
20

Tyr Ile Asn Trp Val

35

Gly Tle Ile Arg Pro
50

Glo Gly Gln Val Thr
65

Cys

Ser
390

Asp

Ser

Ala

Lys

Leu Val Lys Gly Phe Tyr Pro Ser Asp

375

380

Asn Gly Gln Pro Ghi Asn Asn Tyr Lys

395

Tle

Thr
400

Sor Asp Gly Ser Phe Phe Lou Tyr Ser Lys

410

415

Arg Trp Gln Gln Gly Asn Val Phe Ser

425

430

Cys

Leu His Asn His Tyr The Gln Lys Ser Leu

440

10

i Lys Gly Ser Gly

25

445

Gl Ser Gly Ala Glu Val Lys Lys Pro Gly

15

Tyi Ser’ Phe Asp Ser

30

Arg Gln Met Pro Gly Lys Gly Leu Glu Trp

Gly

Lle
70

40

45

Asp Ser Arg Thr Arg Tyr Ser Pro Ser

55

Ser Ala Asp Lys

258

60

Ser Lle Ser Thy Ala

-
i

Glu

Ala

Met

Phe

Tyr

80
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[0150]

Leu

Ala

Asp

Lys

Gl

145

Pro

Thr

Val

Asn

Arg

226

Ala

His

Gln Trp Ser

Arg Asp

Val Trp

115

Gly Pro
130

Ser Thr

Val Thr

Phe Pro

Val Thr

195

Yal Asp

Lys Cys

Ser Ser

Ser Arg

Asp Pro
275

Asn Al
290

Gly Tyr

100

Gly Gln

Ser Val

Ala Ala

Val Ser
165

Ala Val

180
Val Pro

His Lys

Cys Val

Val Phe

245

Thr Pro
260

Glu Val

Lyvs Thr

Leu

T 1

Gly

Phe

Leu

150

Tep

Leu

Sor

Pro

Glu

230

Leu

Glu

Gln

Lys

Phe

Thr

Pro

135

Gly

Asn

Gln

Ser

Ser 4

815

Cys

Phie

Val

Phe

5 Pro

295

Ala

Leéu
120

Leu

Ser

Ser

Agn
200

Pro

Thr

Asn

280

Arg

Ser

Gly

105

Val

Ala

J.en

Gly

Phe

Thr

Pro

Fro

Cys
265

Trp

Gl

Asp Thr

90

Ser Lle

Thr Val

Pro«Cys

Vel Lys
155

Ale Leu

Gly Leu

Gly The

Lys Val

Cyvs Pro

235

Lys Pra .

250

Val Val

Tyr Val

Gli Gln

259

Ala

e

Ser &

Ser
140

A:Sp

Thr S

Tyr
(rln
Asp
220

Ala

Val

Asp

Pha
300

Val

Py

Ty

Ser

Thie T

205

Pro

L ASD

Asp

Tyr

’I‘YT’ )

110

Ala

3 St

Phe

Gly

Leu

190

Tyr

Thr

Fro

Thr

Yal
270

285

Asin

Sar

Tyr

95

Ser

Thr

Prao

Val

175

Ser

Thr

Val

Ala

Lou

265

Ser

Glu

Thr

Met

Thi

Ser

Glu

169

His

Ser

Cys

Glu

Ala

240

Met,

Ala

Val

Pha
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Arg Val
305

Lys Gln

Glu Lys

Tyr Thr Le

Val Ser

yr Lys

The Tle

Val Leu
310

Cys liys

325

Ser Lys

Pro Ser

Leu Thr Cys Leu Val Lys

370

Trp Glu
385

Met Leu

Asp Lys

Ser Asn Gly Glu

Asp Ser

Ser Arg
420

350

Asp Gly
405

Trp Gln

His 6lu Ala Leu His Asn

Pro Gly
450

210>
211>
(212>
213>

220>
223>

<4002

435

Lys

153
454
PRT
ANTLF5

DRABZ2 HC

183

Thr

Val

Thr,

Arg

Gly

375

Pro

Ser

Gln

His

Val Leu

Ser Asn

Lys Gly
345

Gl Gl
360

Phe Tyr

Glu Asn

Phe Phe

Gly Asn

425

Tyr Thr
440

His

Lys

320

Gln

Met,

Pro

Agn

Leu

410

Vil

Gln

Gln Asp
315

Gly leit

Pro Arg

Thr Lys

ser-Asp

380

Tyr Lys

395

Tyr Ser

Phe Ser

Lys Ser

Tep

Pro

Glu

Asn

365

Tle

Lys

Cys

Leu
445

Leuy Asn

Ser Ser

335

Pro Gln
350

Gln Val

Ala Val

The Pro

Leu: Thr
415

Ser Val
430

Ser Leu

Gly

320

Val

Ser

Glu

Pro

400

Val

Met

Ser

Glu Val 6ln Leu Leu Glu Ser Gly Gly Gly Léu Val 6la Pro Gly Gly

1

5

10

260

15
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Ser

Ala

Ser

Lys

65

Leu

Ala.

Tyr

Ala

Ser

145

Phi

Gly

Leu S

Thr
2085

Leu

Ala
50

Gln

Arg

Ala

Ser

130

Thr

Pro:

Val

Thr
210

Val

Arg Leu
26

Asn Trp
a5

Ile Ser

Arg Phe

Met Asn

Asp Gly

100

Phe Gly:
115

Thr Lys

Ser Glu

(lu Pro

His The
180

< Ser Yal

195

Cys Asn

Glu Arg

Val

Gly

Thr T

o}
& @

Gly

Tyr

Gly

Ser

Va.l

165

Phe

Val

Val

Lys

= Cys

Arg

Ser

Letw

Tyr

Trp

Pro

Thr

130

Thr

Pro

The

Asp

Cys
230

Al

Gln

Gly

59

Ser

Arg

Gly

Ser

135

Ala

Yal

Ala

Vel

His
215

Ala

Ala

40

Gly

Arg

Ala

yr Arg

Gln
120

Val

Ala

Val

Pro
200

Lys

s Val

Ser Gly Phe

Pro Gly Lys

Tyr Thr Asn

Asp:Asn Ser
5

Glu Asp Thr
90

Tyr Yal Tyr
105

Gly Thr Leu

Phe Pro Leu

Leu Gly Cys
155

> Prpe Asn Ser

170

Leu Gln Ser
185

Ser Sor Asn

Pro. Ser Asn

The

Gly

Tyr

60

Lys

Ala

Arg

Val

Ala

140

Leau

Gly

Ser

Pho

The
220

Phe

Leu

45

Alg

Asn

Val

Tyr

Thi

125

Pro

Val

Gly

Gly
205

Lys

Ser
30

Glu

Thy

Tyr

Pro

110

Yal

Cys

Lys

la Lew

Letu
190

The

Val

Trp

Ser

Leu

Tyr

95

Ser

Ser

Asp

Thr
176

Tyr:

Gln

Asp

Gl Cys Pro Pro Cys Pro Ala

235

261

< T

Val

Val

Tyr

80

Cys

v hsp

Ser

Arg

Tyr

160

Ser

Thi:

Lys

Pro
240
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Pro

Thr

Val

Ser
305

Leu

Pro

Gln

Ala

385

Thr

Leu

Ser

Ala Ala .

Leur

Met Ile
260

S"QT A

| Glu

240

Thr

Asn

* Ser

Gln

Val

370

Val

Pro

Thr

Val

Leu

Val His

Phe Arg

Gly Lys

Ile Glu

340

Val Tyr

Ser leu

Glu Tep

Pro Met

Val Asp
420

Met His
435

Ser Pro

Ala Ser

245

Ser

Asp

Asn

val

Glu

325

Lys

The

Thr

Glu

Leu

405

Lys

Glu

Gly

Ser

Arg

Pro

Ala

Val

310

Tyr

Thr

Len

Cys

Ser
390

Val

Thr

Glu

Lys

295

Ser

Lys

Tle

Pro

Leu
375

Asn

Asp Se

Ala

Lys

- Arg

Leu

Phe

Pro

Val

280

Thy

Val

Cys

Ser

Pro

360

Val

Gly

Trp

440

Leu Phe
250

Glu Val

265

Gln Phe

Lys Pro

Leu: Thr

Lys Val §

330

Lys Thr

Ser Arg

Lys. Gly

Gl Pro

Gly Ser
410

Fro

Thi

Asn

Atg

Va 1

316

Lys

Glu

Phe

Glu

Fro

Cys

Trp

Glu

300

Len

Gly

Glu

Tyr

380

395

Phe

- Phe L

Gin Gln Gly Asn

425

262

His Asn His Tyr Thy

Lys

Yal

Tyr ¥

oy
(023
fasg}

Glu

His

Lygs

Met

365

Pro

Asn

Leu

Val

Gln
445

Pro

Val
270

Gln

Gln

Gly

Pro

350

Thr

Ser |

Tyr

Tyr §

Phe
430

Lys

L
@1
@Y

Val

Asp

Phe

Asp

Leu

335

Arg

Lys

Ser

Ser

Asp

Asp

Gly

Asn

Trp

320

Pro

Glu

Asn

Tle

Thr

400

Lys

Cys

Leu
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450

210>
211>
212>
<213

220>
223%

<100

Asp

1

Asp

Leu

Tyr

Glu

Thr

Pro

Thr

Glu

Tle

Arg

Asn

Ala

- 6ly

Asp

Phe

Ser

Ala
130

s Val

Ser

154
214
PRT:

ATHFI

DR4B3

154

3 LE

Glo Met Thr Gln

Val

Trp

35

Ala

Ser

Phe

Gly

Val

115

Ser

Gln

Val

5

Thr Ile
20

Tyr Gln

Ser Ser

Gly Thr

Ala Thr
85

Gln Gly
100

Phe Ile
Val Val

Trp Lys

Thr Glu
165

Thr €

Gln

Leu

Asp
70

Tyr

Thy

‘Fhe

Tys

Val
150

Gln

Lys

Gln

Phe

Tyr

Lys

Pro

Leu

135

Asp

Asp

- Pro

Arg

Pro

40

Ser

Thr

Cys

Val

Pro §

120

Lett

Asn

Ser

Ser

Ala

25

Gly

Gly

Leu

Hln

Glu

105

Asin

Ala

Lys

Ser Leu Ser

Ser Gln Ser

Lys Ala Pro

Ala

Ile

Lys
45

Val Pro Ser Arg

Thi Tle: Ser §

Gln Ser Tyr
90

Ile Lys Arg

Asp Glu Gln

Her

Thr

Leit

128

Asn Phe Tyr
140

Leu Gln Ser
155

Asp Set Thr
170

263

Pro

Gly

Lyr

Ser Val

15

Ser Ser
30

Len Leu

Fhe Ser G

~ Leu Gln

Thr Pro
95

Val Ala

110

Lys Ser

Arg Glu

Asil Ser

Ser Leu
176

Gly

Tyr

Ile

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser
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Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lyg His
( 185

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

180

200

Phe Asn Arg Gly Glu Cys

210

210>
211>
212>
213>

155

<2205
L2232

<400 155
gaagtpcage

ageltgegegyg

cegggeaaag

geggatageg

ctgcagatga

ggttattate
gutateclygg
cectgeteca
tteceegaac
ttccecageotg
tecageaact
aaggtggaca
cetgeegeag
toeeggacee
cagttcaact

gageagttea

1362
DNA
ANTLIEF]

DR4B78 HC

tgctggaaag
rgdgeggelt
geetggantg

tgazaggeeg

acagectgeg

gttatgtecg
Lgacegtate
ggagecaccte
cggtgacget
tectacagte
teggeaceca
agacagttga
ccagetengt
ctgaggteac
getacgtega

acageacgtt

CEECBECERC
tagetitage
ggtgagegog
ctitaccatt
cgeggaagat
tacaateage
gaglgeetee
cgagageaca
gtegteggaac
cteaggacte
gacctacace
gegcaaatit
cttcetette
gtgcgtegty
cggogtgrag

cegtgtggte

ctggtgeage

ggetatgega

ateageggot

teacgagata

actgegatet

ggegattate

accaagrEce

geegecetegg

teaggegete.

tactecctea

tgeaacgtag

tgtetogagt

peecedaanc

gtpgacgtga

glgeataatg

agegteetea

264

200

cgggegecag

tgagelgggtl

coggtggoete

acageaaana,

attatbgege

cattegacta

categglett

getgecteggt

tpaccagegy

geageglegt

atecdcaager

geceaconty

ceanggacac

gegeogaaga,

ccaagacaas

cegltetgea

Lys Val Tyr
190

Thr Lys Ser

cetgegecty
grgecaggeg
cacatattat
gacectgtat
gogogatgge
ttggggecag
ceeceigeeg
caaggactac
cgtgeacace
gacegtgocee
cageaacace
cegageacea
geteatgate

coeegagate

geeacgggag

ceaggactgg

60

180
240
300
360
420
480
540
600
660
720
780
840

900
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ctgaacggea
aaaaccatct
tetopEgage
croagegaca
acdecLeeca
aagagcaggt

aaccactaca

210> 156

211y 1362

4212% DNA

aggagtacad
ceaaaaccaa
agatgaccaa
Tegeegtgga
tgelggacte
ggcageages

cgeagadgag

213 ANTFH

<2205

€223 DR4BT0 HC

<400> 156
gaagtgeage

agetgegees
ceggetaang
geggatageg
ctgeagatga
agctattate
ggeaccetpg
coetgeteca
tteceegaae
ttoecagetg
fcageadet
aagglggata
cetgeegeag
toccggacce
cagttcaact

gageagttea

tgetggaaag
cgageggett
geolbpgaaty
tgaaaggece
acagecetgeg
gtiacattgg
tgacagtctc
ggageacete
cggtgacgyt

tectacagte

toggeaced.

dgacagligy
ccageteagt
ctgaggteac
ggtacgtgga

acageacgtt

gtgcaaggte
agggeagees
gaaccaggte
glgggagage
cgacgegelee
gaacgtetie

cetetenety

CEECERLEEC
tacerttage
gelgageges
ctitaceatt
cgeggaagat
cegtratetg
gagtgoeteo
cgagageaca
gtegiggaae
cteaggacte
gacctacaet
gegeaaatgl

ctteetetie

gtegcgtegty

cggegtzgag

cegtetagte

tecaacadag geetéceate

cgagaaccac aggtgracac

agectgacct gectggtoad

Aatgggoage cgpagaacaa

btetlectel acageaagel

teatgeteer tgatgeatga

tetecgegta da

etggtgcage cggregpeag

agetatgega tgagetgget

dteéageggelt coggteggete

teaggagata acagcagada

accgeggtel attatrgege

ggegactacyg calitogacts

agcangggee categetott
geegeeetge getgeotgge
teaggegete 1gaccagegs
tactcectoa gragcgteggt

tgeaacgtag atcacaagee

tgtglegupl geccaceglg

cecocaaaas ccaaggacac

gtggacglega. gogoeegaaga.
glgeatadty coaagacaaa

agegteetea cogttetgea

265

cteeatcgag

cergeeeecea

aggettetae

ctagaagace

ERCEELEEUe

ggetetgeac

cotgegecty

gCECLagECE

cacatatiat

cacectgtat

gegogactce

clgggrcoag

ceeectggeg

cdaggactas

cgtgcacace

gacegtgeco

rcageaacaco

gedgeae il
ceteatgate

ceecegaggte

gocacgrgag

reaggacteg

1020
1080
1140

1200

240
300
560
120

480

840
900

960
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ctgaacggea

aaaaccatet

teccgggagg

cocagegaca

acaceteeea

aagageaggt

aaccactaca

Q10> 157

aggagtacasa

ceaaaaccad

agatgaccaa

tegeegtgea

tgetggacte

ggcagedgsg

cgcagaagag

@1l> 1362

212> DNA

218y AT

<400 157
gaagtgeage

dgClgCrCEE
Cerggcaaag
geggatageg
ctgecagatga
ggetattate
ggeaceetgg
ceetgeteea
ttececegaac
tteecagetg
tecageaact
dagglgegaca
cetgecgeayg
teecggacee

cagticaact

DR4B38 HC

tgetggaaag
cgagegeett
gectggaatg
tgaaaggecg
acagceetgeg
gtetggeage
tgacegtcte
ggageacete
cggtgacggt
teetacagte
teggeaccea
agacagtiga
ccagetecagt
ctgaggteac

ggtacgtegga

gigeaaggte
agggeageee
gaaccaggte
gtggragage
cgacggetee
gaacgtette

geteteccty

CEBCEELLEL
tacetitage
gpligagegeg
ctttacecatt
cgeggaagat
aateggeegt
gagtgeetee
cgagageaca
gtegtggaac
cteagpacte
gacctacace
gegeaaatyt
cfteetette
gtgegheaty

CRECELRgAg

tegaacaaag
cgagaaccas
ageetgacct
aatggerage
ttetteetet
teatgetees

tetoegggta

cteggtgeage
agetatgega
atcagegeet
teacgagata
accgegstet
tetgattacg
accaagggee
gocgecotge
tcaggegcte
tactecoten
tgcaacgtay
tgtgtogast
cecccanaac
gtggacgtega

gtgcataatyg

266

geoteceate
aggtgtacae
gectggtcaa
tggugascas
acagcdaget
tgatgeatea

ad

GEEECBECAE
tgagetgget
ceaggtggete
aeagenaaas
attattgege
cabttgatta
categgtett
getgeetggt
tgaccagegg
geagegtgrt
atcacaagec
geecacegty
craaggacac
gegreganga

ccaagacaaa

ctecategag

cetgeceeca

aggettetae

ctacaagace

cacegtggac

ggctetgeae

celtgegeetg

gLECCageiy

cacatattat

cacecetgrat

gegtgactee

ctggggceag

ceeectggeg

cadggactac

agtgeacace
gaecegtgees
cagcaacace

geeageacea

ceteatgate

gecegaggte

Beracgggag

1020

1080

1146

1200

1280

1320

1362

60
120
180
240
300

360

480
540
600
660
720
780
840

900
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gugeagllea
ctgaacggea
agagecatet
teeegggags
CEEAgEgana
acaceticoca
aagageaggt

aaccactaca

210> 158

geageacgtl
aggagtacaa
ccadaaccad
agatgaccaa
tegeeghgea
tgetggacte
ggcageaggg

CECAgAagAg

211> 1353

£212» DNA

s ATHRA

<2207

12235 DR4B33 HC

<40(G> 188
gaagtgeage

agetgoasag
cegggcaaag
ALCCEEALCT:
elgcagtgga
tattatttty
gtgacegict
aggageaccet
cogglgacge
gtectacagt
tteggeacee
aagecagtity
gecageteag
cetgaggtea

tggtacgtes

Tggtgcagag

geagegsgota

gottggaatyg

tfeagggeea

geageetgan

ttggeageat

cgagrgeete

cegagageac

tgtegtggaa

ceteaggact

agacotacas

agegeanaty

tettectett

cgtgegtggt

apggegtgea

ceglgtggle
gtgeagggte
agggeageee
gaaccaggtle
gtggragage
cgacggcteoe
gaacgtette

cetetoeaty

cggegeggaa
tagettcgat
gatggetatt
ggrgaceatt
dgegagegat
catetattace
caceaagege
agregreetg
ctcaggeget

ctacteoeote

ctgcaacgta
ttgtetegag

geeccoagaa

gotggacgty

getgcataat

agegtectoa
tegaacaang
cgagdaccac
agectgacet
aatggpeage
ttetteectot
teatgetcog

teteegggta

gtgasaaaac
agegeataca
attegreecty
agegoeggata
accgegglgl
gatatggacy

ceateggtet

ggetgeotEn

cltgaceageg

ageagegtes

gatcacaage

tgeocacegt

ceeaaggacs

agegocgaag

gecaagacaa

267

crgttetgea

goeteeeate

aggtgracac

goetggteaa

cggAganTan

arageaaget

tgatgcatga

aa

Cgegcgaaag

ttaattgger

gogattooeg

adagealtag

atlatigege

tatgggenea
toecesotage

teaaggacta

goghgeatac

tgacegtgeo

ceageaasac

geeecdgrace

gectcatgat

atccegaggt

ageracgaga

ceapgacltgg

ctecategag

cotgeeecea

aggettetac

ctacaagace

caccglegac

ggetetgoac

cetgaaaatt

gegeragaty

cacgegttac

cacegegtat

peglgacgee

gegraccety

gecetgetee

cttececgas

attoocaget

ctecageaac

taaggtegac
acctgecgea
ctcccggaac
ccagticaac

ggagcagtlc

960
1020
1080
1140
1200
1260
1320

1362

60
120
180
240
300

360

780
840

900
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aacageacgt

aaggagtaca

tecanaacea

gagatgacca

ategecgtgg
atgetggact
tggrageagg

acgragaaga

210> 159

teegtgltegt
agtgcaaggt
adgggeagee
agasccaget
agtgggagag
cegacggete
ggaacgtett

geotetecct

LIty 1362

<212> DNA

Q13 ALFH

<220>

<2Z3» DR4B22 HC

400> 159
gaagtgeage

agetgegegsg

ceggecaaag

grggalageg

ctgragatga

grlttaclace

ggeaccetgs

ceetgeteca

tteceegaac

ttcecagetlg

tocageaact

daggtggaca

ertgeegeag

teecggacee

tgctggaaag

cgagegeott

geetggaatg

tgaaaggeeg

acagectgeg

gglatglgla

tgaccgtete

ggagcacete

cggtgacggt

teotacagte

teggeaceea

agacagttga

ceageteagt

ctgaggteac

cagegtecte

cteocaasaasa

cegagaacen

cagectgace

caatgegnag

cticttecte

¢teatgetee

gteteeggat

CBECBBCRAD
tacetittee
ggtgageget
clltaccall
Cgcggaagat
cegilaleca

gagtgectee

cpagagcaca

gtegtggaae
cteagpacte
gacctacaece
gegoaaatgt
etteetette

gtecgtegty

acegttetge

ggeetceeat

caggtetaca

trectegtea

ceggaganca

tacagcaags

grtgatgeatg

aaa

clggtgedge

tectatgeaa

attagcggtt
teacgagale
accgeggtet
gaogdelaly
accaaggges
Roegoectygy
teaggegete
tactecctea
tgeancgtag
tgtgtegagt
Ceeeeanane

glggacglga

268

aceaggacteg
cgtoeatega
gaggetteta
actacangae
teaccgtgea

aggetetgea

CgRECERLag
tgaattgegt
ceggtgegta
dpHECaaRds.
attattgeoge
cattilggeta
categgtett
gotgectagt
tgaccagegg
geagegteet
dteacangen
goecaccrty
CLARERACAL

grgcocgaaga

getgaacgge

gaaaaccatc

atcecgggag

CoeCagerac

cacacetoce

caagagcagy

cagcecactac

cotgegeety

BLECCAEECE

tacaaattat

cacer bgbal

Bogtgacgst

Llggggeeag

cecectggcy

caaggactac

egltgcacace

gacegtgeee

cAgCAACATT

gecageacca

ceteatgate

ceeegaggte

9660

1020

1080

1146

1260

1260

1320

13563

60

120

180

240

300

360

420

480

540

600

660

720

780

840
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[0160]

cagttcaact
gageagtteca
gtgaacggea
agaaccatet
TecegEgage
cecagegaca
acacctecea
aagageaggt
aaceactaca
210> 160

211> 642
<212> DNA

ggtacgtega
acageacgtt
apgagtacan
ccagadccaa
agatgaccaa
fegeegtegga
tgetggacte
ggcageagge

cgsagiagag

G13x AT HH

2205

<2235 DR4B33 LC

400> 160
gacatocaga

atcaretges
EBCaaggece
cggtteagey
gaggacttog
gpeaccaagg
agecgacgage
COGOEREREE
gagagegtea
cltgageaagy
ctgageagee
210> 161

<Z11> 109
<212 PRT

tgacccagag

gegccagcea

ceaagetget
£CAgCERCAg
coacetacta
fggagatcaa

agetgangag

ceaaggtgca

cegageaggd

cegactacga

cegtgaccaa

cggegtagag
ccgtgtegte
gtgeaaggtc
agggeagece
gaaccagets
glgegagage
cgacggetee
gaacgtette

cetetecety

coecageags
gageateage
gatctacgee
cggrascgas
ctgecageag
geggacegtg
CERAACCECY
gtegaaggly
capeaagrac
gaggeacaag

gagetteaac

218> A (Homo sapiens)

gtgeateaty

agegtectea

tecaacaaag

cgagdacea

ageetgacct

Aatgggeaec

ttettectet

teatgeteeg

teteoggeta

ctgagegeca

dgetacetga

EECARCHRNE

ttcacectga

Agetacaged

geegeegeeca

ageglgglat

BACAACEGLC

ageacctaca

gtgtacgett

cggreogagt

269

ccadgacaan

cegtrotgea

gectooeats

aggtgtacae

geetggteaa

cggagaacan

acageaaget

tgatgeatga

A

gogtggecga

anstggtaces

TEgCagagees

catcageag

coccootgan

gegtgttcat

geetgetgaa

TECAZAECRE

gretgagedg

gegaggtgae

ga

gecacggrag

ceaggactgg

CTEEaTCgaR

cetgeeeeea

aggottetac

ctacaagacc

caceptggac

ggetetgeae

cegggtgace

plagaagese

cgtgeceage

celgoageee

crteggeoag

cttececcoe

caact.tetac

Gancagecag

gaceetgace

cCaccaggge

500

960
1020
1080
1140
1260
1260
1320

1362

600

642



CN 108713027 A

52

.l

3

161/162 7L

[0161]

100> 1

61

Glu Val Gln Leu Leu Glu Ser

1

Ser Leu

Ala Met

Ser Ala
50

Lys Gly
65

Leii Gln

Ala Lys

210> 1
@iy 9
212y P

Arg Leu
20

Ser Trp

35

Ile Ser

Arg Phe

Met Asn

Trp Gly
100

62
5
RT

5

Ser Cys

Val Arg

Gly Ser

Thr Tle

70

Ser Leu

85

Gln Gly

Ala

Gln

Gly

55

Arg

Thr

13% AN (Homo sapiens)

400> 1
Asp lle

1

Asp Arg

Leu Asn

62

Gln Met

Val Thr
20

The Gln
5

[le Thr

Ser

Cys

Trp Tyr Gln Gln Lys

35

Tyr Ala Ala Ser Ser Leu

50

Ser Gly

Ser Gly

The Asp

Gln

55

Phe

Gly

Ala

Ala

40

Gly

Arg

Ala

Leu

Pro

Arg

Pra

40

Ser

Thr

Gly

Ser

29

Prg

Ser

Asp

Glu

Val
105

Ser

Gly Leu
10

Gly Phe

Gly Lys

Thr Tyr

Asn. Ser

5

Asp Thr
90

Thr Val

Ser Let
10

g Ser-Gln

Gly Lys Ala

Gly

Leu

¥Yal Pro

i Lle

270

Val Gln

Thi Phe

Gly Leu

45

Tyr Ala

60

Lys Asn

Ala ¥al

Ser Ser

Ser: Ala S

Ser Llp

Pro Lys

Ser Arg

60

Ser Ser

Pro Gly

Ser Ser

Glu Trp

Thr Leu

Tyr Tyr
95

Ser: Ser

30

Leu Leu

Phe Ser

Lew Gln

Gly

Tyr

Val

Tye

30

tys

Gly

Tyr

1Le

Gly

Pro
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65 70 75 80
[0162]

Glu Asp Phe Ala Thr Tyr Tyr €ys Gln Gln Ser Tyr Ser Thr Pro
85 90 95

271



CN 108713027 A '1% EH :FS Bﬁ 1/15 1L
HCDR1
b sja s
s SEG D
) 0.
DRABITISIY IS |1 H| 28
DR4B30 [S{D WG| 40
DRABIZT IS Y Y |1\ H| 41
DRABIS ISIY Y LIH| 4
B o 1SIX XX 73
SEQIDNO: 73
SX X, IXy o
X, A YED;
X, A8 WaY; JFE
X UG,
1
HCDR2
mAb _ | SEQ
sl D
| NOG:
[DRaB127 |G R P[] S|GIN|A]E |Y|AIGIK[FlQ|G| %
DR4BOS 1GUIJ AP Y IGIT A Y (YIAIQIK|FIQIG] 45
A GG R XG G X LA X I YIAIQIKIFIQIG] 74
SEQID NO: 74
GIXPIX,GX:AX,YAQKFQG; 2+
X2 A BRY;
XANRT; A&
X AERY.
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i3

B B M

2/15

HCDR3

mAb

51

SEQ |
D |
NO: |

DRaBiZ7 |

X3
e

o

9

v
i

49 |

DR4BI
1

ol Mol el |
b

(EpE R RNVA
T3

; L9t 7
3

=

7 |

SEQ 1D NG: 75

X AYERW;

K3

LCORT

mAb

el

DR4B117

&3

DR4B30

DR4B127

DR4B%8

ol oim:l o ol
S N N .

5

e

oloioio|lo
lentnlowoland
 -=< e P

tenlanlanlien

g f o d ]}

il e

izl

SEQIDNO: 78

RASQSVSSX,YLA; H

X A S sk,

K4
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i3

B B M

3/15 i

LODR?
W s SEQ D
DR4BI7 |G IA|S|SIRIAIT] =
DR4B30 | D [A|S|N{R|A|T] 53
DR4BIZ7 | D {A|SIN|RIAIT] 53
DR4BIS | D|AIS|IN|RIAIT| 53
B X% IAIS|X|RIAIT] 77
SEQIDNO: 77
X;ASX,RAT; H
X AGD; FFH
X, A SN,
&5
LCOR3
MAD 5 SEQID
o i NO!
DRABU7IQIQIY G| S| SIPILIT] 54
DR4BI0 [QIQIR|S|NIW{PIL|{T| 5
DR4BI27|QIQIR|S | N{WIP|LIT| &
DR4B%8 1Q1QIRIS INJWIPILITI 85
SEQID NO: 78
QQX.X.X:X,PLT;
X»x%Yﬁ)SCRQ
Xzﬂ%JGﬁYQS;
X; A SE N, A
X A SR,
6
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W BB B M 4/15 T

SEQ
D
NO:
1 30
56 OVWLVQSGAEVKKPGSSVKVSCKASGGTFS
57 EVOLVOSCAEVKKPCESLKISCKCGSCYSET
58 QWQLJQwGAEVKKPGb%VKV CKASGGTEK
59 OVOLVOSCAEVKKPGSSVKVSCKASGGTER
‘9*X\***x+*%***’%.*.***.‘*% :*..
31 60
56 SYSTEWVRQAPGOGLEWMGY IIPEYGTANY
57 SDWIGWVROMPGKGLEWMCGIIRPGDSDTYY
58 SYYIHWVROAPGQGLEWMGGIRPISGNAREY
59 SYX\H%¢ROAPCQGLEVMGGIP@IYGTAEY
S F ok sk .*k%*)f-}”x-k & & . 2 *
61 a0
56 AQKFQGRVTITADESTSTAYMELSSLRSED
57 SPEFQUOVIIEADKSLETAY LOWSELKASD
58 AQKTQCRVTITADESTSTAYMELSSLRSED
59 AQKFOGRVIITADESTSTAYMELSSLRSED
: _***:*w*;**:* *%**:: ***::.*
91 120
56 TAVYYCARGRYYIGNRRG-SYYGEDYWGOG
57 PAVYYCARESYYYVOVRYRPEYYEDYWGOG
58 TAVYYCARDASYYRN=====— YGEDYWGOS
59 TAVYYCARDASWARA———=—— YGEDYWGEQG
Sk R ke ok kB : Sk kR ek
121 128
56 TTNTVES
57 TILVIVES
58 TLVTVSS
59 TLVTVSS

B el el

K7
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W BB B M 5/15 B

SEQ
D
NO¢

€0
61

60
6l

60
61

1 20
EIVLTQSPCTLELEPGERATLECRASUSVS
EIVLTQSPATLELEPGERATLECRASOEVS

Fosdedeskdenk ik kisk e ke sk e sk sk ke ek dk e sk e ke sk

31 60
SSYLAWYQOKPGOAPRLLIYGASSRATGLP
S=-YLAWYQOKPGOAPRLLIYDASNRATGIP

R P T R R R **.v‘r** kR

61 90
DRFESGSGSGTDFTLT ISRLEPEDFAVYYCQ
ARFEGSGSGTDETLTISSLEPEDFAVYYCD

ey T T T 1 ¢

1 108
QYGESPLTFGRGTEVELK
QRS

-é:,

S

NWPLTFGOGTKVEIK

ek kR ke R ek ok ok

K8
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10000004
= DR4B30
s000004 # DR4B33
LR 56 3
: & DR4BGE
- * DR4BI1T
Aty ! gieug Rl
3 @ DR4B127
08 |
100004
TGGG ""iv i b ¥ '-vvt;ﬂ W ¥ ok St ni ik 0
i 10° 10!
DRAGEY (Dg/mi)
K9
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"!Qﬁﬁi}ﬁﬂ;f
% DR4BaD
& DRARA
100000 SR
& DR4BOS
i?m - DR4B117
1‘5 @ DR4B127
2
S|
160004
1000 mpr Y
10" 108 10!
DRAGES {Og/mil)
K10
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10000004

= DR4AB30

m@g@{}; 4 [R4B33

Q0 £ DR4BOR

:}g : & DR4B1T

e & DRABAZT
= :
m X
-1;@0097;'

1000 sy T Ty
10! 107 10/

DR4GIO (Og/mi)

K11
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1000000 5
% DR4B2E0
1000004 [}R‘%@BSQ
: 8 DR4B98
B & DR4B1YY
a -+ DR4B127
=
2]
106004
1000 S———
107! 10° 10!

DR4GY9 {Cg/mi)

K12
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oN

sarHa
8687HT |
0eavHa &
£218pHA ¢
LLIEPHQ

7227

HG0> e
100 >4,
500>,

I
3

B A

BYRZY +26 /3L

K413
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M
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SgvHd B
mmmwmm s
oeavHa 553
Lei8vdd B2
AgvHa o
Fdplel 0

Bz -4 / i+

K14

282



CN 108713027 A iﬁ, EH :FS Bﬁ 12/15 1%

B117 Fab

K 15A

K158
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1000000+

100000+

7

heag
=

ECLAZ

100004

1 © DR4B5
1 = DR4B6
1 ® DR4B117
| = DR4B127

1000 A= , :
107 107 10°

wAbRZ (0g/ml)

K 16A
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1075
105,
sl |
Autt
R
a0
i di
# DR4B30
& DR4B33
& DR4B2?

104 = DR4BS

Wiy — e
10° 107 10 10! 107

mAbRE (0g/ml )

K168
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