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1A E 8 — G BR R [ B AT AR SE R (TISV) FEE — s Bk AR 1 PR T AR S5 Ik 2 1k
FLA Tk 55— S e Bk [ B AT AR S5 A 3gU RN T ik 56— S e Bk A 1 B T AR S5 A2 AR ik
Horp

- 55— TSV TN _F A AE 1o 33 (CD3) HAT w3 A 11/ S T4 AFAE IR b
3(CD3) &5

- BT 88 ISV REANNE_ s —hul B mo A )/ SRegniE_ R sE—hu s &

HA AT 88— A T HriiCD3;

Hor AR SE AN A A A T4 ; 9+ 5

HA TR 55— 1SV 43 B2 FR1 Z FRA[IANHEZR X RN 73751 52 CDR1 % CDR3[¥ 34N MR E
XL, Hor

CDR1SEQ 1D NO:94,CDR2ASEQ 1D NO: 118,71 H.CDR3JSEQ 1D NO:134.

2 ARPERUR ER AR 2K, o ATk 25 —ISVEISEQ 1D NO: 6641 A%

3 AR ZR TR A 2K, Erh B4t b ik 28— s bl

A4 ARIEAUCRIEL R 3FT AR I 22 K, Horp BTk e ol e IR AU (TAA) o

5 ARSEAUR R AT A 2 K, Hdb—20 05 55 = 1SV, Ak 25 = TSVATRE i -1 ss —
PR B SR AR/ B S BN B PR s, b A SR T B E A S —
U, TR S = 1SV 4Kk .

6 ARSEAR TR BT A 2 MK, Erh # 40t b AR 28 — HulUE s bl

7 ARPERURI ER O AT (I 22 K, Forh BTk g i R A HU i (TAA) o

8 ARIAF R = THAE— TR Z K, it — P a S i & A 85650, K Ar
WIS 45 S 45 4 IS AR ISV, B 454 13 148 I ISVE KBTI .

9. — PR LSS CD3H ARG P ek A T 4L 2K : 43 A2 FR1 2 FRA[ 4/ MESE
DX N3 B 5&CDR1 %2 CDR3[YBA BANIE X, ATk Z O AR, Hor

CDR14SEQ 1D NO:94,CDR2ASEQ 1D NO: 118,71 H.CDR3JSEQ 1D NO:134.

10 ARSEACR R OFT AR 2 K, Hrh TR 22 Ik FHSEQ 1D NO: 6640 ik »

L1 ARSEACR ZR 9k LOFT R O 2 K, Hdb— b WS S R A 45 &30, Hrh Airak i
E AL R aE A IS A A ISY, FrR &5 &1l BE B TSV,

12 A AR R 158 1L — T S 2 R AR ek 0 25 FITibAZ R P 8 Ak o

13.—FhiE L4, pirad 1 = 4 A anACR Bk 127 8 SPIAZIR Bk B ik 285 e (b sl e

14— BT 2E P AR PEAUR R L 2 1L AR — T Prk [R 2 IK I 5 1k, BTk 5 iR REAE o

VFFR QBRI B R 12 1T — B0 I RIS R85 5 QROR] 2k 13 v i SR 7 3241
R EEZ=E T A 2 1K

15. —Fh 252l &, AU S AR PR AR 2ok 12 1L PR AT — T i o 0 22 JER sl AR B SR ok
VAR 5 EA I 2 K

16 ARFEACR R - 11— T ) 2 IR slAR FRASUR SRk 1410 5 AR P i 2 )ik, H
T8I A T2 A

17 ARSEACR) 23K 128 11— TR TR 1 20 K sl AR R UR Bk 14 5 AR P2 I 2 K,
TP IR0 Y B I F ST B R AR A5 I B e VR 4Lk

2
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ISEENOPZRTSE

18 ARIAA ER 176 0 22K, Fer s A R DO 2 i

19 ARFACH ZoR 1868 FHR 21K, HrhArd e e 5 VA N AR - 2 i 5 , [
BT, AR, U, AL, U0 S0, U, R B Am AR L 22 A VE R BRI, T 1 B
TSR, S a0t , 4t , 45 B , AR/ NGR s , /N o see , i, 08 , BRJTR
i TR e AR, /Nl , ELs B0 S IO , T S bte , B8, DR , SE AL , B
e, S, TR, 8 LRI B e, JBRIBR N o Wgie , 2 ERAE , 130, BB , 11
PRE RS , o A SRR, AREE R SRR, R IGTIIR , 22D R /R SR A TDS A
RIS IR, fhet SMR R I , SREUILARE , LA e F s e AT — RO (L Ay
.

20 ARFAUM ZR {8 I Z K, Hrhpirid e iE 2 B -

21 ARPAUM ZR8(E I 2K, Hrhpirid e i 2 R -

22 ARAEAUAEOR TOFT R (1 2 I, Horf P ik 22 6 VE By B C0 40 B SCANI Y B s BE P A
BREE I , JOREAR AT RE R 15 R TR o
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HETCD3 M MERI TS & % Bk

[0001]  ACHriEE Hil H 20164E5 H13 H AWM “BeT-CD3 SN PR T4 S5 5 2
K B R E % R HH i No . 201680040586 . 11/ 2 HA1H .

% BASRIE

[0002] Ak BHFEME 22 F5 S TR S B 22 K, Fradk 22 Bk 455 T4t I I CD3 AL 4 i - 1
D AP AL I M AR IX S 25 s e 2 R A 5 R BN TR S e 20 Bk - AL R
TRty T3 AR A TR

BEEEAR

[0003]  JedEfE At B i 15 KA UG T A, Bt A BRI, H O DE
Joa R R X o S A HHE S N A A T 2R M) R B R 2 — , 7E20 1 24F- 2947 1400 )3 14
BIAI820 ST I REAR AT o FTH AR 20 35k IR £ K B THZ70 % ORI : WHOSRAE) o 7
20084, tH S N e I FL AR TR T 301 SR 5 52 K 2989000123570, i 4
EREEIN AR BE L. 5% o

[0004] A TSR IR J SR Qg TR DIBR AR MR 20 & o AE404E 11
KRGS, TP A BT 3R e , el A i e IR B o

[0005] LI BURAER T T 4

[0006]  HiAd T I IRAE BN e H B H e b AR B T S & I B 00 PR P
PURC ST UK — RSB B BIE T 751 « BT TR B S v R B A 7 1B ARt
T2 S AT LR (mAb) o T34, mADITI R £ B b R SR s 2h sk H B Ty T - AR
BB O R A = 5 A0 S G RO R 7m0 Y Sy A= M a2 R i SO | E B SaiNe 27 € p S B 11 R B a
IR 12 T mAb TS AR T Fe /-1 - DIiE , W daMA s E 4n i &4 (CDC) Ak
W E AR S ro i i &4 (ADCC) «

[0007] ey ik O B MR e I T ARk A A o S i 7 TR A E AR SRR S e A AR
et AR S T4 S mles4nis »

[ooo8]  gHfEAEETAIML (CTL) S& X AEAI THREL i, H A8 S 4n i « il B O 4 CRe 12
B R A4 ) Bk DA e 5 U R 4  TIREE 40 (B T4nAR) 7E4iiasR sk T4nie
SAKBETCRST F-VA M CD352 44K - af TCR-CD3 %I 5 (5l “TCRAZ 5907) Hh 7S AN [A] O TR B 15
(single-spanning) B AR 141 : JE AR 61 ST EC AR R B TCR IR — B AR AU TCRo A TCRBEE
DA AEIY 41511 CD3 v CD38CD3e M (EAT TEATAE SZAARTE A I B i R AV 5 A1) 25k
o Aot K E 545415 (CallZ: A2004 ,Molecular Immunology 40:1295-1305) .
[0009] TN PRIF ot ABHE 1) F 1 S5 AR Pl AR G5 AL I 4 A o 2B PR I, T A2 44
aBEEH B KIIMICE 59, I BAE 5CD3BER: S I o X EECD 35k bl o ¥ 4 % 544
SR IR .

[0010] & fE B R ARAFAE A A A TIREE 4 (CTL) NS AifiA e 1, D& E T %
TP S CTLAAN S B 0 455 o F T TR Al Bl DF e 24RO IK , P PA e AT IAS 2



CN 114920848 B W OB P 2/128 T

I B MR B v B I F e R SR 5508 2 HRg 7 i o VB e T 58, - IO TR R FHSH i 1 ik
FADUR A AR PRI 28 TCRIEA T 1 o X Fhadt A PR N AT F o = MR fE
(NS5 SR SRR SR, TARIYY VA 2 EE AU AR S ORI i he i Fh A AR I K s
PERALE] (Nagorsen®E A 2012, Pharmacology&Therapeutics 136:334-342) .

[0011]  BEER kR E Al 4 2 T H A PTAR R B PUR” BORUAZ kg Ty
NG BE A AN S TR A& BT 5 S Hdd T IR 5, T ASE B A T
T AN ARIAMHC Sy 1~ DA MR e VKU A AR A E M R s R e P T R 2
[0012] SR PR T &8 TAERuS , FoAe— A8 GEAREE &) A iR RIEs sy,
1M1%53 11 55— E R T U GEN -85 548) (3 BHECD3) HA R o 1l K A~
[N &5 5 2 EA 18 B RS, TIRE 40w S im) SR 4RI 0 gg 4n i Ab s e, AR
EAIREE LA AN A AR DIRE -

[0013]  fifi HBURE SR oAk I AL 10t YR 4r e i TR MR A — - ZAE AT A iR
{ELE il s TR AURIING R 2 IOz s B N A5 o« T A T 38/ I s B S B, FLbb R 3
PUARTE 2 50 28 5 S ZURMES « A, 5 INrss = B 5 1 01 g it R 2 ik, CRLR SEHE AT D) -
PRI DB e P D UAR L B IROA B 2 2 il , I F HL R R A 2R T, FR B4
SRR IR S B PR B T AR Fr B (scFv) 20 BRI/ NP AU S M EB TEA - 2 0 HH ke
ZRAENE (scPviim) 1240  ARSRR T3 N 25 VA AR T o b AN, AR DI CD3BE R 4T 4t
(Blinatumomab) (—FBiTES 1) [ B ORI AES F 1= DA T e SR o« A — T e 4R
RAAR T, iR RS S IR, BAE 55— T 1 e D A3 M i I AR
W kBRI S 5% T 30007, BiTERA AT g 7 N - - AT B FH T D e 85 - - iX A
BT BBE IR M (compliance) o A T-DART (FiMacroGenics & FBCE A THRE R 73F) |
Frsk A —" Mok (Ab) [ EE AR G543 5 55— M AbIW R il AR S5 Al 32 , A7 AE [RIAE 7]
i MacroGenics H H i Al i B Fe g Fgtamh & 2 H N —XDART | R x AR, X 15
43 FAMAATFHE A, 10 HLA S 80038 TR) U B Fe THRE AN o Fe A oK AT B
HIPK, S T 5 N T IS XU o (Garber 2014,Nature reviews 13:799-801) o
[0014] (R TFERAIBURE A

& ERHEA

[0015] /K& BH T Bt 22 5 e M 20 IR 1 R, FTack 2205 S M 20 B 2 56— o Re Bk
B AT AR SR (TSV) M/ D—AN JI AN e Bk [ B AT AR g A, FLrp BTk 58— IS VS
CD3 A =R AN 1/ 5 CD345 G s Atk 2 /D— SR AN ISR AN A AE T B AT s A
11/ SR A PR 85 o AERERI I TT T, 56— ISV A5 &R AL TANIE B R4
A4 RS ) Ol TMHCLZ AN .

[0016]  [Ait, L8 —J5 1A, AR BB B2 AR, FoA 5 58— RN 28 R Re bR e 1 HR ] AR S5 3
(ISV) , Hrf

[0017] - FfriR 85— ISV TN FA7AE 23 13 (CD3) HA msg A1/ 5 T4 EAAAEr 5

13523 (CD3) 45455
[0018] - FiraR 28 — ISVATERANE - 1026 — bl B a2 /i / S5 i ss—buli gh
A
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[0019]  Hrp ik 55— ANF T Ak CD3 5 - H

[0020]  HCrH R EEARIAN ] TR TANE .

[0021] 75 538N T 1], A& BHER A A ST iR (1 22 A, HEH ik 20 JDCRE T4 i 5 17 4
liioe

[0022] {1 AN T T, AL BHER L AASC TR I 2 MK, FEHp AR 2 075 S TN -
[0023] 1 Sy ANP T I, A A SR BE AT TR I 22 K, A BT iR T4 e A g7 -MHCIR
Al

[0024] {1 AN T I, AR BHER AL QA IR I 221K, A TR TR s A A i 1R 5 e
A IRTIR S — DR S A TR LI 2 B TN

[0025] 1 Sy ANRTT I, A A BHER BEAASC TR (R 2 MK, A B T4 s b 5 S Bk T4
) — ik 2 Fhan o B 25, A BT aR i 7 50 H EH DA N Rk A 38951, o4, 4R Al
53 W, AN EE RO A TR, AR s TGV , 2k IS bR S R 1A R R AT I A -
[0026] {1 S AN T I, AR SR AL QAR I 2 IR, A IR TR A6 5 S i Birik
AR RTE TR 2 T 2910 % , 1 U120 % 30 % 540 % B HEE £ 150 % , 15 W12 1760 % , i 4
70% .80 % B HE L T90% , % U1100% .

[0027] {5 53N T, A A SR B ANASC TR I 2 K, R AT iR 55— ISVEE S TCRE &4
fCD3 y (SEQ ID N0:292) .CD3§ (SEQ ID NO:291) F1/5kCD3e (SEQ ID N0:293) ,mk 24
(polymorphic) A& sk A FHH (isoform) o

[0028] &t , AL IR BEANASC TR W Z K, FHEFp BTk 55— ISVES S TCREZ S HI1ICD3 y
(SEQ ID NO:379) .CD38 (SEQ ID NO:291) F1/5kCD3¢ (SEQ ID NO:380) ,mk H £ 2545 Ak ]
T,

[00291 71 5INPT T, A A IR BEANASC Tk R 22 K, A ik Z2 IR/ sl 85— ISV T
SR A IR CD3 HAG 1R 1 DA LRI 4 R 45 A i R AL (Kon) « B0 Z10°M s V=D
10°M s N EADZA M s T EADZAI0M s = ADA 10 s 10 s L b A 10 s L &
A0 s N D10 s At e A i S 5 T LRI .

[0030] 1S3 ANRKJT I, A A AR BEANASC Tk (R 22 K, LA ik 22 JORT/ sl 55— TSV &
AT RCD3 AT 1k F A N 4RI R BS R 4K (Koff) : EL2)10°s W ELL10 s
FL410°s N ELA10 % EL 410 s LN ELA10 % L EL 410 s TMEL 2410 Vs
R i R s T R IE A

[0031] 1 AN T I, A A BHER AL QA TR I 2K, FE A AT iR 55— ISVRAXAF I ECS 0fF
S ATIRCD3 45 AE100nM A 1pM2 [ EC50{E , 14 4n100nMEL N[~ F-2IECS0{H , #: 2 B flt s
90nMLL N~ HAIECS0MRL, i W1/ 1-80.70.60.50.40.30.20 10 5nMik FE 22 B /N 15 17N T4
3.2 InMek 2 /N 3% 41/ T-500,.400.300.200.100.90.80.70.60.50.40.30.20.10.5pM
oA BN A/ N T 4pM, P A 3 AR AR BT 1 .

[0032] {1 AN T I, A A BB AL QA TR I 2 K, FEH TR 55— TSVRAXFE )~ F- 35KD
{H S5 TR CD3Z, 75« /1 100nM=E 10pM 2[RI~ F-24IKDAE, W 4n90nMEA M )P YKDIE , £ % Btk
80nMPA R FEIIKDIE , % 407N T-70.60.50.40.30.20. 10 5nMik HE 2 /N 18 4/ 4,32
InM, % 417N 1500.400.300.200,100.90.80.70.60.50.40. 30 20pMek L% BN i 4/ N T
10pM. fIe0E 1 , KDt ik SPRAFAAE , 19 40 4l Proteon T E 1Y o

6
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[0033] 1S3 ANPTT T, A A AR BEANASC TR I 2 K, A TR 55— ISVEEA | 4/ ME
ZRIX (53 BI;EFRIZEFRA) A3 FAMRGE X (43 B ;ECDR1 A CDR3) 41 Ak, Hir

[0034] (i) CDR1%E H VA LA -

[0035]  (a)SEQ ID NOs:81-100; 7

[0036]  (b) 55SEQ ID NO: 81T A HAT4. 3 28k 1M B TR 78 e R LR 3 41 5 A1/
517

[0037]  (ii)CDR2%E F LA N4 -

[0038]  (c)SEQ ID NOs:101-122; 70

[0039]  (d) 55SEQ ID NO:101[% MR 741 A4 3 28 ISl IR 22 S U Al B R 7 41 5
1/ 5k

[0040]  (iii)CDR31%E LA N4

[0041]  (e)SEQ ID NOs:123-143; 70

[0042]  (f) 5SEQ ID NO:123[W%3E/R 741 FAT 3 28 LS iR 2 R I A SRR T 41
[0043] 1S3 ANPTT L, A A SR BEANASC TR I 2 K, A TR 55— ISVEEAC | 4/ ME
X (53 BI;EFRIZEFRA) A3 FAMRGE X (43 B ;ECDR1 A CDR3) 41 Ak, Hir

[0044] (i) CDR13%E F VA NI -

[0045]  (a) SEQ ID NOs:81-100;uk (b) 5SEQ ID NO: 811z 3R 415k 5SEQ 1D NOs:
81-100HfF—F A 4.3 2B IR 2 N B 741, b2 S S A H4.3. 28
MR EIR 2= R IVCDRIIN Z KIS AL, B & A A4, 3. 28 I 2 B8 2= R ICDRI 2
KA R AR sl 2 B = (M5 A0 1 S5 CD34E &, PIrad 53 AN ) i o 26 1 56 25 1 LR Pl 11 5
/8%

[0046]  (ii)CDR2%E F LA N4 -

[0047]  (c)SEQ ID NOs:101-122;5k (d) 5SEQ ID NO:101//24 3% 745k 5 SEQ 1D NOs:
101- 1227 F—F A 4.3 2B ISR 2 AR T4, St e S S A A 4.3.28;
ISR 22 I CDR2IN Z IR 25 S AL , 05 FAT AT 4. 3 28k 1S IR 22 711 CDR2[)
Z KA R ZIAR R s 25 B = 5 AN 1 S5 CD3 45 &, Bira 3% A1 ) il o 3 1 55 25 1 LR B
15 F1/ Bk

[0048]  (iii)CDR31%E LA MR I4

[0049]  (e)SEQ ID NOs:123-143;5k (f) 5SEQ ID NO: 123124 3% 7415k 5 SEQ 1D NOs:
123- 1430 F—F HAA 4.3 28 ISR 25 AR T4, St e S S A A 4.3.28;
IR 22 I CDR3N Z IR 25 S AL , 08 FAT AT 4. 3 28k 1S IR 22 711 CDR3[H)
Z KA R ZIAR R sl 25 B = 5% AN 1 S5 CD3 45 &, Birad 3% AN ) il o 4 1 55 25 1 LR B
1.

[0050] 71 Sy ANPWTT T, A A AR BEANASSC TR I 2K, A TR 55— ISVEEA | 4/ ME
ZAIX (43 BI&FR1EFR4) A3 B ANILE X (43 A& CDR1 A CDR3) 41 %, HHPCDR12%E F LA T
R4

[0051]  (a)SEQ ID NO:81;7

[0052]  (b) 55SEQ ID NO:81 A1k M el IR 2= s AR 741, Hoh

[0053] - FE{ i 1ALGE 248 MR
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[0054] - {pf 34 TE 2245 WA,

[0055] - {Ffv i AhbY L 448 MF,

[0056]  -YEfv ¥ 8ALSTE AN MG Fil/uk

[0057]  ~{E{ B 10REGE A5 A,

[0058]  {ESSANKIIT T, AR IHER LA ASC TR 2 MK, Hh ATk 25 —ISVIEA |- i 4/ME
ZEIX (53 BIEFR1ZFRA) FI3AN FANEX (93 B /& CDR1 % CDR3) 4 i, H HHCDR23E [ F DA
AT -

[0059]  (a)SEQ ID NO:101;7

[0060]  (b) 55SEQ ID NO: 101 H.f51. 21k 34N KL 2 Bl s e 741, Horp

[0061]  -F{7 B3V AR N TERA;

[0062]  -/Efy B BALSTL 448 T

[0063] -5 {o E 64LG T 24 HyDEkE ; A1/ 5k

[0064]  -FE{7 IR TE 44 NS ABLP.

[0065]  {ESSANKIJT T, AR IHER BEANASC TR 2 MK, Hh ATk 55— ISVIEA |- 4/ ME
ZEIX (43 BIEFRLZEFR) FI3ASHANRAE X (53 5] £ CDR1 4 CDR3) £H A , HLHICDR3E [ DA T
AT

[0066]  (a)SEQ ID NO:123;#i

[0067]  (b) 5SEQ ID NO: 12375 1k 2/ M Faie 22 SIS B me ir 41, Hor

[0068]  -YE{/ E2A0 T A8 MTs

[0069]  -{E{7 B KL T 238 IV Fil/ Bk

[0070] - {E{ B 10KEATL 45 AP,

[0071]  fRVEHE, 5 A A3 28k LSRR 22 S CDR 2 K 45 A ARLL , (0 & LA B
3 280 IR 22 10— ANk 2 AN CDRIU L K AR AR R sl 2 B i s A 1 5 CD3 45 £
FIT R 23 A1) A e 3 T 5 1 R 1

[0072]  {ESSANKIIT T, AR IHER AN A TR I 2 K, Hh Tk 25 —ISVIEA |- 4/ ME
2RI (43 BIKELFR1ZEFR) FI3AN B ANRAE (53 BIEECDR1 ZECDR3) 41k , i

[0073] (i) CDRLE I HIA M 2L -

[0074]  (a)SEQ ID NO:81;7#l

[0075]  (b) 55SEQ ID NO:81HAF18k2 Ml e i e 4], Hoh

[0076]  -{E{ 1ALGE 445 MR,

[0077]  -{Ef AL TE 2248 WA,

[0078]  -{EfvEA4bY T A8 MF,

[0079] A7 8AESTEL AR NG Fil/ Bk

[0080] - ZF{vi T 10AbGELZAF MA,

[0081]  ZfFE 5 a A A 28 ISR 2 F ICDRL I Z K 45 AL , (S A ink
2 LA SRR 2 57D CDR R M DA R ZOARIF o 5 S s PR D S CD3 4 5, B S 1 4
T A S BRI 1 5

[o082]  JfH H

[0083]  (ii)CDR2yk [ HILA R A4 -
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[0084]  (a)SEQ ID NO:101 ;I

[0085]  (b) 55SEQ ID NO:101HA1. 2834 5 R 2= 24 5L R 7 4], Horh

[0086] - {Ffi B 3ALVEL 248 M TERA;;

[0087] - ZEf7 i BALSE AT T,

[0088] - {F (v 4 6ALGE £248 yDEkE ; Fll/ ik

[0089] - /Efoi AT 448 S ABKP,

[0090] &t SR A A AT 28N AR 22 N CDR2IM L IR A5 S AL , B B Al
#3. 23@1/l\’;\ﬁ@x%#ﬂ’JCDRZEﬁgﬁi(uj:é’ﬁEI‘sz%f&ii@Eﬁ%%nﬁ%‘cm%ﬁ,ﬁﬁz_ﬁé*ﬂ
SR e S - R IER  5

[0091]  FfH I

[0092]  (iii)CDR31%E FH HIPA N4 I4

[0093]  (a)SEQ ID NO:123;#H

[0094]  (b) 55SEQ ID NO:123 AT 1ok 2N R 72 M 2 SR 41, Forp

[0095]  -AEf7 B 2Ab I AR T,

[0096] - /Efv B OAMI LA gV Fil/ Bk

[0097]  ~7F/v B 10KbATL 4245 AP,

[0098] L E 5SS AR 28 ISR 22 ST CDR3I Z IR &5 AL , (& B Firidk
2%I/I\Zuﬁ@@ﬁém’ﬂﬁCDRBEﬁyﬂitujté’ﬁﬁI‘sz%f?i.mEﬁ%%ﬂﬁ%‘cm%ﬁ,ﬁﬁp%ﬁﬁﬁﬂ
W SR 5 B LRI .

[00991 &SI NPT I, A A AR BEANASC TR I 2 K, A TR 55— ISVIEA |- 4/ ME
ZUIX (53 BISEFRIZEFRA) A3 EANAEIX (47 5152 CDR1ZECDR3) 41k, Hor:

[0100] (i) CDR13%E H VA ML -

[0101]  (a)SEQ ID NOs:81-87;Fl

[0102]  (b) 55SEQ ID NO: 81T AI H A4 3 28k 1N B TR 78 e R LR 3 41 5 A/
517

[0103]  (ii)CDR2%E F A N4 -

[0104]  (c)SEQ ID NOs:101-109; 1

[0105]  (d) 5SEQ ID NO: 1015 e A A543 28k 1N S 3L 18 22 1 S 3L R P 1 5
e

[0106]  (iii)CDR31%EH ML N4

[0107]  (e)SEQ ID NOs:123-127; 1

[0108] () 5SEQ ID NO: 1235 LR HI A4 3. 28 1M e BER 22 S S SR P 471 o
[0109] & 5INPT I, A A IR BEANASC TR I 2 K, A TR 55— ISVIEA | 4/ ME
ZRIX (93 BILEFR1ZEFRA) A3 E AN AE X (43 B2 CDR1ACDR3) 4L Ak, Horfr

[0110] (i) CDR13%E H A N4 -

[0111]  (a)SEQ ID NOs:81-87;Fl

[0112]  (b) 55SEQ ID NO:8I[HE ML ITH 4.3, 25k 1 MR LR 2= RIS LR T ), 4%
TR SEEATA4.3. 280N 22 R IUCDRI Z IR 45 S AR , 5 B Firik 4. 3.2
o1 R 22 S CDR T 20 A AR 2 ) sl 25 B sy 55 A0 ) 55 CD3 4 &, ik S F 7 3 i
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b S 2 R ATI L A/ Bk

[0113]  (ii)CDR2%E F A N4 -

[0114]  (c)SEQ ID NOs:101-109; 1

[0115]  (d) 55SEQ ID NO: 101[WEEMR 77 HAT 4. 3\ 20 LN S 22 N SRR 771, 4%
RS SAEAT4. 3 28 ISR 22 R I CDR2I 2 IR 45 A A0 , B35 B iR 4.3.2
o1 R ER 22 S CDR2 M 20 A AR 2] sl 25 B sy 55 A0 ) 55 CD3 4 &, Frak Sy A7 7 i
o S 2 R ATIN L A/ Bk

[0116]  (iii)CDR31E H HIPA N4

[0117]  (e)SEQ ID NOs:123-127;#0

[0118] () 55SEQ ID NO: 123[WZ MR T 71 AT 4. 3 28 LN S 34 22 I &5 771, 4%
RS SAEAT4. 3 28 ISR R 22 R I CDR3I KO 45 A A0 , B35 B iR 4.3.2
o1 2 R 22 S CDR3 M 2 A AR 2] ol 25 B s 55 A0 ) 55 CD3 4 &, FITak S F 7 7 i
o S R IEL .

[01191 5INPT I, A A R BEANASC TR I 2 K, A TR 55— TSVIEA | 4/ ME
X (43 PISEFRIZFRA) I3 B AMAE X (43 5 &CDR1 A CDR3) 41 %, HH1: CDRIFHISEQ 1D
NO:8157~,CDR2HISEQ ID NO:1015&7~, HCDR3FSEQ ID NO:123%7R.

[0120] 75 538N 5 1], A A SR B WA AT IR I 2 K, FEr piral 55— TSV H FHSEQ 1D
NOs : 1-50£H B4

[0121] 5 AN T I, A AR A TR I Z K, A ATk 25— ISVis ok HA7SEQ 1D
NOs: 1-50[1) % /D—Fh Z [k 22 SLRHWT S CD3[H 5 5 o

[0122] 5 AN T I, A AR AL A TR I Z K, FHE A ATk 25— ISVis ok HATSEQ 1D
NOs: 1-50(1) % /b—FhZ Ik w22 EHWT 5 D3N 4 & e

[0123] 5 5INPT I, A R LA TR I 2 K, A TR 55— ISVIEA | 4/ ME
X (43 PISEFRIZFRA) I3 B AMAE X (43 51 &CDR1 A CDR3) 41 %, HH1: CDRLIESEQ 1D
NO: 88.

[0124] 5 SIANPTT I, A A SR BEANASC TR I 2 K, TR 55— ISVEEAC | 4/ ME
X (43 PISEFRIZFRA) I3 B AMAE X (93 5 &CDR1 A CDR3) 41, HH1: CDR2,ESEQ 1D
NO:110.

[0125] 5 5INPT I, A A SR BEANASC TR I 22 K, TR 55— ISVIEA | 4/ ME
X (43 PISEFRIZFRA) I3 B AMAE X (43 51 &CDR1 A CDR3) 41, HH1: CDR3IESEQ 1D
NO:128.

[0126] {5 5INPT I, A A R BEANASC TR I 2 K, TR 55— ISVIEA | 4/ ME
X (53 BI;EFRIZEFRA) A3 FAMRGE X (53 B ;ECDR1 A CDR3) 41 Ak, Hir

[0127] (i) CDR1%E H FH LA NALAIIA :

[0128]  (a)SEQ ID NO:88;7#/

[0129]  (b) 55SEQ ID NO:88[ZLR 7 A HAT 1 2. 3uk 4N B TR 78 e R LR 3 41 5 A1/
517

[0130]  (ii)CDR2%E F A N4 -

[0131]  (c)SEQ ID NO:110;1

10
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[0132]  (d) 55SEQ ID NO: 110M 2R 741 HAT 1. 2. 3uka Sl TR 22 R IN A AR T 41 5
/8

[0133]  (iii)CDR31E H HIPA MR I4

[0134]  (e)SEQ ID NO:128;#I

[0135]  (f) 55SEQ ID NO: 128[W 3R T4 AT 1 2. 3k N 2 B 22 e I S R S 7 41 o
[0136] 1S3 ANPTT I, A A R BEANASC TR I 22 K, A TR 55— ISVEEA | 4/ ME
ZRIX (53 BI;EFRIZEFRA) A3 FAMRGE X (43 B ;ECDR1 A CDR3) 41 Ak, Hir

[0137] (i) CDR13%& H FIDL N4 AR 4H

[0138]  (a)SEQ ID NOs:88; 7l

[0139]  (b) '5SEQ ID NO:88[WZ IR 74 H A7 4.3\ 28k IS AR 22 N S IR ST 41 L 4%
R S5 EAEAT4. 3 28 ISR 22 R I CORT I 2 IR 45 A A0 , B35 B iR 4.3.2
o1 SRR 22 S CDR I 20 A AR 2] sl 25 B s 55 A0 ) 55 CD3 4 &, ik Sy F 7 3 i
o R S 2 R ATIEL F/ Bk

[0140]  (ii)CDR2%E F A N4 -

[0141]  (c)SEQ ID NOs:110; 4

[0142]  (d) 55SEQ ID NO: 110/ IR T I A4, 3. 28k 1M LR 22 R 2 IR 7 41, 4%
R S5 SAEAT4. 3. 28 ISR 22 R I CDR2I 2 K 45 A A0 , B35 BT iR 4.3.2
o1 SRR 22 S CDR2 A 20 A AR 2 ] sl 25 B sy 55 A0 ) 55 CD3 45 &, FTak Sy F 7 7 i
o S S 2 R ATIN L ) A/ Bk

[0143]  (iii)CDR31%E H HIPA N4 I4

[0144]  (e)SEQ ID NOs:128;

[0145]  (f) 55SEQ ID NO: 128/ 2 MR 771 AT 4. 3\ 2 LN S 3 22 W &R 771, 4%
R S5 E A EAT4. 3 28 ISR 22 R I CDR3I Z K 45 A A0 , B35 B iR 4.3.2
o1 SRR 22 S CDR3 I 2 A AR 2] sl 25 B s 55 A0 ) 55 CD3 4 &, FTak Sy F 7 7 i
o S AR I .

[0146] 1 5INPT I, A A R BEANASC TR I 2 K, A TR 55— ISVIEA | 4/ ME
X (43 PISEFRIZFRA) I3 B AMAE X (93 5 &CDR1 A CDR3) 41 %, H 1 : CDRIFHISEQ 1D
NO:88%7~,CDR2HISEQ ID NO:1105&7~, HCDR3FSEQ ID NO: 1283 7K.

[0147] {5 53N T, A A SR AL ANASC AT IR I 2 IR, FoHp BTk 58— ISVSESEQ ID NOs:
51.

[0148] {1 AN T I, A A BHER AL A TR I Z K, LA ATk 25— ISVidt HATSEQ 1D
NOs: 5112k x2 X HWT 5 CD3[ &5

[01491 {1 AN T I, A AR AL QA TR I Z K, LA ATk 25— ISVid ok HATSEQ 1D
NOs : 51[H 2 22 X W S5 CD3[ &

[0150] 1S3 ANPTT T, A A AR BEANASC TR [ 2 K, A TR 55— ISVEEA | 4/ ME
X (43 PISEFRIZFRA) I3 B AN E X (43 51 &CDR1 A CDR3) 41 %, HH1: CDRLESEQ 1D
NO:90.

[0151] 5 5INPT I, A A R BEANASC TR I 2 K, TR 55— ISVEEA | F4/ME
ZAIX (43 BI&FR1EFR4) A3 B ANILE X (43 A& CDR1 A CDR3) 41 %, H-HPCDR22%E FI VAT

11



CN 114920848 B W OB P 9/128 T

R4

[0152]  (a)SEQ ID NO:112;#

[0153]  (b) 5SEQ ID NO: 112 H4 ISR IR 2 S s SR e 41, Horh

[0154]  —fF(7 240V 2AE MA,

[0155] 1S3 ANWTT I, A A AR BEAASC Tk [ 2K, A TR 55— ISVEEA | 4/ ME
X (53 BIFEFRIZEFR4) A3 HAMRE X (43 A& CDR1 % CDR3) £ ak , HHh : CDR3,ESEQ 1D
NO:130.

[0156]  flidett, S5 E ARG ISR 2 F DRI Z IR E5 S AALL , U HAA 13
B 22 ) — e ZA-CDRIN 2 IR AR 2[R sk 35 B i 15 A0 ) S5 D34 &, Frak Sy F 77 i
o S S ERATIE .

[0157] 5 5INPT I, A A R BEAASC TR I 22K, TR 55— ISV | 4/ ME
ZRIX (53 BI;EFRIZEFRA) A3 HAMRGE X (53 B ;ECDR1 A CDR3) 41 Ak, Hir

[0158] (i) CDR1/ZSEQ ID NO:90; !l

(01591 JFHIH

[0160]  (ii)CDR2%E F LA N4 -

[0161]  (a)SEQ ID NO:112;#H

[0162]  (b) 5SEQ ID NO: 112 H4 ISR IR 2 T s SR e 41, Horh

[0163]  -YEf7 E240VELEAT A,

[0164] A2 5 UEAEA I NARIRZE FIICOR2INZ IR &S SR , B a B 1 5
P& 7 51 I CDR21 22 IR DA 29 AR IR sl 2 BE i IR0 5% R 1 55 CD3 45 &, Biradk 5% A1 ) A oo 2 i1 55
BRI = 1 5

[0165]  Jf-H Fr

[0166]  (iii)CDR3/ESEQ ID NO:130.

[0167] 5INPT I, A A R BEANASC TR I 2K, A TR 55— ISVIEA | 4/ ME
ZRIX (53 BI;EFRIZEFRA) A3 FANRGE X (43 B ;ECDR1 A CDR3) 41 Ak, Hir

[0168] (i) CDR13%E F VA N4 -

[0169]  (a)SEQ ID NO:90;#M

[0170]  (b) 55SEQ ID NO:90MZER 74 AT 12 3uk 4N B TR 28 e R LR 3 41 5 A1/
517

[0171]  (ii) CDR2%E F LA N4 -

[0172]  (c)SEQ ID NOs:112-113;l1

[0173]  (d) 55SEQ ID NO: 112/ 3R 741 HAT 1.2 3uk 4 U TR 22 R IN A AR T 41 5
/8

[0174]  (iii)CDR31E F HIPA N4

[0175]  (e)SEQ ID NO:130;F/

[0176]  (f) 55SEQ ID NO: 130fWZ R T A AT 1 2. 3k N 2 B 22 I 2 IR S 7 41 o
[0177] A S3ANPTT I, A A R LA TR I 2 K, A TR 55— ISVEEA | 4/ ME
ZRX (53 BI;EFRIZEFRA) A3 FAMRGE X (53 B ;ECDR1 A CDR3) 41k, Hir

[0178] (i) CDR13%E H VA N4 -

12
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[0179]  (a)SEQ ID NOs:90; 7/

[0180]  (b) '5SEQ ID NO:9O0[WZ AR 74 W A7 4. 3\ 28k ISR 22 N S IR T 41 L 4%
TR S5 AEA4.3. 280 1M SRR Z R AUCDRI 2 I &5 A AR , (0 8 G Firik4.3.2
1N R 22 S CDR LI 20 IR AR 2] ol 25 B sy 55 A0 ) S5 CD3 4 &, FITak S F 7 g i
o S S 2 R ATIEL F/ Bk

[0181]  (ii)CDR2%E F A N4 -

[0182]  (c)SEQ ID NOs:112-113;F/1

[0183]  (d) 55SEQ ID NO: L12[WEEMR 77 HiAT 4. 3\ 28 LN S 3 22 N &5 771, 4%
TR S5 AREA4.3. 280 1M SRR 2 R AUCDR2I B IR I &5 A AR , (0 2 G Firik4.3.2
o1 2R 22 S CDR2 A 20 A AR 2] sl 25 B s 55 A0 ) 55 CD3 4 &, FITak Sy F 7 7 i
o N S 2 R ATI L A/ Bk

[0184]  (iii)CDR31%E H HIPA N4 I4

[0185]  (e)SEQ ID NOs:130; 4

[0186] () 55SEQ ID NO: 130MWZ MR T 7 HAT 4.3\ 20 LN S 34 22 N &R 771, 4%
RS AEAGA.3. 200 L2 UEFR 2 T IUCDR3I L IR I &5 S AREL , 8 LA ik 4. 3.2
o1 SRR 22 S CDR3 I 2 A AR 2 AH ] sl 25 B sy 155 A0 ) 55 CD3 45 &, FTak S Fi 7 7 i
o S 2 R IE .

[0187] 1S3 ANPTT I, A A R BEANASC TR I 2 K, A TR 55— ISVEEA | 4/ ME
X (53 BIFEFRIZEFR4) A3 HAMRE X (43 A& CDR1 % CDR3) £ ak , HHh : CDRIFHSEQ 1D
NO:905%7~,CDR2HISEQ ID NO:1125%7~, HCDR3ESEQ ID NO:13037R.

[0188] {1 Sy AN J5 1], AN A R B WAL AT IR 1 2 K, FE i pirak 55— TSV H FHSEQ 1D
NOs : 53-564H il [ £H -

(01891 {1 AN T I, A A FHER L AN ASC TR I Z K, FE A ATk 55— ISVid ok HATSEQ 1D
NOs:53-56[1) % /D— M2 Ik x2 X KT O3S

[0190] 1 AN T I, A A BHER AL QA TR I Z K, FHE A ATk 25— ISVid ok HATSEQ 1D
NOs:53-56[1) 2 /D — M I 22 X FHWT O3 E5

[0191] 5INPT I, A R BEANASC TR I 2 K, TR 55— ISVEEAC | 4/ ME
X (43 PISEFRIZFRA) I3 B AN E X (93 5 &CDR1 A CDR3) 41 %, HH1: CDRLESEQ 1D
NO:89.

[0192] 5 5INPT I, A A ISR BEANASC TR I 2 K, A TR 55— ISVEEA | 4/ ME
X (O3 BIFEFRIZEFR4) A3 FAMRE X (43 A& CDR1 % CDR3) £ ak , HH : CDR2,ESEQ 1D
NO:111.

[0193] & 5INPT I, A A SR BEANASC TR I 2 K, A TR 55— ISVEEA | 4/ ME
X (O3 BIFEFRIZEFR4) A3 HAMRE X (43 A& CDR1 % CDR3) £ Ak, HH : CDR3,ESEQ 1D
NO:129,

[0194] 5 5INPT I, A A SR BEANASC TR I 2 K, A TR 55— ISVEEA | 4/ ME
ZRX (53 BI;EFRIZEFRA) A3 FANRGE X (43 51 ;ECDR1 A CDR3) 41 Ak, Hir

[0195] (i) CDR13%E H VA N4 -

[0196]  (a)SEQ ID NO:89;#/
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[0197]  (b) 55SEQ ID NO: 89K 7 A HAT 12, 3uk 4N B TR 78 e R LR 3 41 5 A1/
o

[0198]  (ii)CDR2%E F LA N4 -

[0199]  (c)SEQ ID NO:111;ll

[0200]  (d) 55SEQ ID NO: 111[% R 741 HAT 1.2 3uka S TR 22 R IN A AR T 41 5
/8

[0201]  (iii)CDR31E F HIPA NAR 4

[0202]  (e)SEQ ID NO:129;#i

[0203]  (f) 55SEQ ID NO: 129fW R 741 AT 1 2. 3k N 2 B 22 I 2 IR S 7 41 o
[0204] 1S3 ANRTT I, A A AR BEANASC TR I 2 K, A TR 55— ISVEEA | 4/ ME
X (53 BI;EFRIZEFRA) A3 FAMRGE X (43 B ;ECDR1 A CDR3) 41k, Hir

[0205] (i) CDR13%E F LA N4 -

[0206]  (a)SEQ ID NOs:89;#l

[0207]  (b) '5SEQ ID NO:89[WZ IR 74l W A7 4.3\ 28k ISR 22 W N B IR P 41, 4%
R S5 AEAT4. 3 28 ISR 22 R I CORT I 2 KO 45 A A0 , B35 B iR 4.3.2
o1 R 22 I CDR LI 20 A AR 2 ) sl 25 B sy 55 A0 ) 55 CD3 4 &, ik Sy A 7 3 i
o S S 2 R ATIN L A/ Bk

[0208]  (ii)CDR2%E F LA N4 -

[0209]  (c)SEQ ID NOs:111;#l

[0210]  (d) 55SEQ ID NO: 111WEIERR T 7 HAT 4. 3. 28 LN S B 22 N &5 771, 4%
RS S A EAT4. 3 28 ISR 22 R I CDR2I 2 IR 45 A A0 , B35 BT TR 4.3.2
o 1N R 22 S CDR2 A 20 A AR 2] sl 25 B = 55 A0 ) S5 CD3 45 &, ik S F 7 7 4
b S S 2 R ATINEL F/ Bk

[0211]  (iii)CDR31E H HIPA N4

[0212]  (e)SEQ ID NOs:129; 4

[0213] () 55SEQ ID NO: 129[W MR 771 AT 4.3\ 28 LN S B4 22 W 5 7 71, 4%
eSS A EAT4. 3 28 ISR 22 R I CDR3I 2 KO 45 A A0 , B35 B iR 4.3.2
o1 2 R 22 S CDR3 20 K AR 2] sl 25 B s 55 A0 ) S5 CD3 45 &, ik S F 7 7 i
o S 2 ERATIE .

[0214] 5 SIANPTT I, A A SR BEANASC TR I 2 K, A TR 55— ISVEEA | 4/ ME
X (43 PISEFRIZFRA) I3 B AMAE X (93 B &CDR1 A CDR3) 41 %, HH1: CDRIFHISEQ 1D
NO:89%7~,CDR2HISEQ ID NO:1115%7~, HCDR3FSEQ ID NO:129%7K.

[0215] {1 53N JT 1], A A BHER AL AASC AT IR I 2 IR, FoHp BTk 28— ISVSESEQ ID NOs:
52,

[0216] {1 AN T I, A A BHER AL A TR Z K, FE A ATk 25— ISVis ok HATSEQ 1D
NOs : 52/ 2 Ik x2 X HWT 55 CD3[I &5

[0217] 1 AN T I, A AR A TR I Z K, FE A ATk 25— ISVis ok HATSEQ 1D
NOs : 52119 Z )k # 22 X BHIT 5 CD3[I &5 15 o

[0218] 1S3 ANPTT I, A A R BEAASC TR I 2K, A TR 55— ISVEEA | 4/ ME
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ZRIX (93 HIGEFR1EFRA) M3 BAMIE X (43 5l 7&CDR1 % CDR3) 2H i, HHPCDR1E H HLA
LRI :

[0219]  (a)SEQ ID NO:91 ;I

[0220]  (b) 'JSEQ ID NO:91H 7128k 3ol FLlR 22 S (M e LR Fr 41, L

[0221] - /Efo B 6AbRTL A FINER T

[0222] - /EA7 T TAENE 420 g Fi1/ 5k

[0223]  -{F{57 B 8AEME A N T.

[0224] {1 SIANPTT I, A A SR BEANASC TR R 2 K, A TR 55— ISVEEA | 4/ ME
ZRIX (43 BIEFR1 2 FRA) A3 B ANAE X (43 B2 CDR1 A CDR3) £ %, FHLHCDR2% I FH A T
LRI :

[0225]  (a)SEQ ID NO:114;F1

[0226]  (b) 5jSEQ ID NO: 114HA71. 2683 M SR ZE I 2 S5 R 7 A1), Hor

[0227]  -7Efv AR 4445 MQ;

[0228] - {Ffy E3ACTE 445 IS Fil/ 5k

[0229] -6 fv B TANDEL 445 JAERK .

[0230] 1S3 ANPTT I, A A AR BEANASC TR R 2K, A TR 55— ISVEEA | 4/ ME
BRI (53 BISEFR1ZFRA) FI3AS E AR E X (43 71 ECDR1ZECDR3) 45, FLHICDR33E [ FH DA
LRI :

[0231]  (a)SEQ ID NO:131;ll

[0232]  (b) 55SEQ ID NO: 131 HAT ISR ZE I L R 41, o

[0233] -5 F240STEL A48 MR Fil/E;

[0234]  -{ER7E6ALSEL LA MV,

[0235]  ffaeltl, S E O HA3 28 IR 22 S ICORI Z K a5 A AL, B8 B A P
3 2B LA SR 2 S 10— e 2 CDRIY 22 IR AR 2T Bk 5 B i o A1 T 5 CD34% 1
FITaR S5 AN it 2 0 5 2 - AR 1 .

[0236] 1S3 ANPTT I, A A R BEANASC TR [ 2K, A TR 55— ISVIEA | 4/ ME
ZRIX (43 EFRIZEFR4) FI3AN B ANRGE X (43 Il £CDR1ECDR3) 41k, Hr .

[0237] (i) CDR13%E H VA ML -

[0238]  (a)SEQ ID NO:91 ;I

[0239]  (b) 'JSEQ ID NO:91H 7128k 3ol FLlR 22 S (M e LR Fr 4, L

[0240] - {F{v F 6AbRT, £245 NG T

[0241] - ZEA7 1 TAENE 420 g Fi1/ 5k

[0242] - /E{v B 8AME 247 M T,

[0243]  Zff2 SRS AEAS 28N & S INCDRIM Z IR ES GAEEL , 3 B A
W3 28 1N 2SR 2 S I CDR 1A 20 K DA K 29 AH R sl 3 3R i 1S R ) S5 CD345 &, Firadk o Al
SR e S - AR IER  5

[0244] JfHHrh

[0245]  (ii)CDR2%E F LA N4 -

[0246]  (a)SEQ ID NO:114;#H
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[0247]  (b) 55SEQ ID NO: 114 HAG1. 283 MR LM 2= R e T4, Hoh

[0248] - E{v i LACRE 242 MQ;

[0249]  -{E{7 B 3AETE 248 MyS; Fil/ Bk

[0250] -/ B TARDEL AT ALK,

[0251]  Z&ffe SRS A AT 20N 22 N CDR2IM 2 IR S5 A AL , B B Al
#3. 2351/1\ SRR 22 FIMCDR2IW 2 K LA K 28R k5 B = R A1 1 55 CD3 45 &, AT S il
JIami e 2 0 A - AR E T ;

[0252] JfHILrh

[0253]  (iii)CDR31%E H HIPA N4

[0254]  (a)SEQ ID NO:131; /1

[0255]  (b) 55SEQ ID NO: 131 HLAA IS 2= R e r 4, Hoh

[0256] - ZE{v FE24bSE A R /)

[0257]  -{Ef7 B 64LST 235 MV,

[0258] &t SRS AR I EERRZE T INCORIWZ KIS G AELL , £ BAT BTk 14>
SBR[ CDR3I 2 K AR Z0AH R sl 25 5 = ()55 A 1 55 CD3 4, 1, Tk s AN il ¢
TS5 25 - LR 1

[02591 {1 5INPT I, A A AR BEANASC TR I 2 K, TR 55— ISVEEA | 4/ ME
ZUIX (53 BISEFRIZEFRA) A3 EANAEIX (435152 CDR1ZECDR3) 41k, Horb:

[0260]  (i)CDR13%& [ FIL R4 AR 4H

[0261]  (a)SEQ ID NOs:91-93; /1

[0262]  (b) 55SEQ ID NO: 9IRS AR 7 1| H A4 3 28 1 S IR 22 S U 2 S5 e 41 5 A1/
ik

[0263]  (ii)CDR21%k [ HILA R4 SII4 -

[0264]  (c)SEQ ID NOs:114-117;#1

[0265]  (d) 55SEQ ID NO: 114535 IT A AT 4.3 28 1 Sl S TR 22 e I S S TR 7 41 5
/8

[0266]  (iii)CDR31%H HLL N4

[0267]  (e)SEQ ID NOs:131-133; 1

[0268]  (f) 55SEQ ID NO:131MSEFR 7 A H A4 3. 2801 M ad SER 22 S I S L TR 741 o
[02691 1S3 ANPTT I, A A R BEANASC TR I 2K, A TR 55— ISVIEA | 4/ ME
ZRIX (53 BI;EFRIZEFRA) A3 FAMRGE X (43 BI;ECDR1 A CDR3) 41k, Hir

[0270] (i) CDR13%& I FI DL R4 AR 4H

[0271]  (a)SEQ ID NOs:91-93; 1

[0272]  (b) 5SEQ ID NO: 912 IR A 4.3 28k 1 M LR 22 I 2 SR P 4, 2%
T2 S ESARA43 200 2R 2 F INCDRIN Z K& G AR , 8 H A Frik4.3.2
1N R 22 S CDR I 20 K AR 2 ) sl 25 B sy 55 A0 ) 55 CD3 4 &, FITak S Fi 7 7 i
o S S 2 R ATIEL F/ Bk

[0273]  (ii)CDR2%E H LA N4 ;

[0274]  (c)SEQ ID NOs:114-117;#1
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[0275]  (d) 55SEQ ID NO: 11455 MR 74 A 4.3 280 1N SLR 22 R A LR e 41, 45
Pt SR EARA 4.3 28I S B 2 R IUCDR2M Z KN 45 S AHLE , (o B Frik4.. 3.2
o1 R 22 M CDR2 A 20 K AR 2 ) sk 25 B s 55 A0 ) S5 CD3 4 &, FTak S F 7 7 4
b S S 2 R ATIEL F/ Bk

[0276]  (iii)CDR3EH H LA NALAIIA :

[0277]  (e)SEQ ID NOs:131-133; /1

[0278]  (f) 5SEQ ID NO: 131[H5 LR T4 H A543 28k 1 s it 2= B s L e 7 41, 4%
RS EEAEAG43. 200 I EFR 2 - IUCDR3I L IR I &5 S AREL , 8 LA ik 4. 3.2
HUANEIERR 2 5 (I CDR3 I MK AR 2 ARIF k5 S e 135 R 3 S5 CD3 & TR S i) i
o S 2 R IE .

[02791 & 5INPT I, A A AR BEANASC TR [ 2 K, A TR 55— ISVIEA | 4/ ME
X (3 A2 FR1ZEFRA) A3 ELANARGE X (5371 52 CDR1ZECDR3) A1)k, FLH: CDRIHISEQ 1D
NO:915%7~,CDR2HISEQ ID NO:1143%7~, HCDR3ESEQ ID NO:131567R.

[0280] 71 Sy AN 5 1] , A A BHER B WAL AT IR I 2 K, FE pirak 55— TSV H FHSEQ 1D
NOs:57-6541 141

(02811 {1 AN T I, A A RHER AL A TR I Z K, FE A ATk 25— ISVisk HATSEQ 1D
NOs: 57-65[1 % /D—Fh Z Ik A2 XM S CD3R &

[0282] {1 ANKJT I, A A BHER AL AN ASC TR I Z K, FHE A ATk 25— ISVid ok HATSEQ 1D
NOs :57-65[ 2 /D— M il 22 X AW 5 CD3RI 45 15

[0283] 1S3 ANWTT T, A A R BEANASC TR I 2 K, A TR 55— ISVEEA | 4/ ME
ZAIX (43 BIJEFR1IEFRA) F3A EANIE X (53 AECDR1ECDR3) 4H i, HorhCDR 1% F DA T
PRI :

[0284]  (a)SEQ ID NO:94; 4N

[0285]  (b) 55SEQ ID NO:94 4512, 3uk 4o IR 2= S I s SR e 41, Forh

[0286] -5 fv E 34LSTE 448 NT ARG

[0287] - /E{v B BANT 247 HS;

[0288] - 7E{v E 6ADMI L4458 JTukA ; F1/ ok

[0289] - /¥ fi EOALLEL 845 M,

[0290] 1S3 ANPTT I, A A AR BEANASC TR R 2 K, A TR 55— ISVEEA | 4/ ME
ZAIX (43 BIJEFR1EFRA) F3A E AN E X (53 JECDR1ECDR3) 4H i, HerhCDR23%E F |1 DA T
PRI :

[0291]  (a)SEQ ID NO:118;#H

[0292]  (b) 55SEQ ID NO:118HAT1. 20k 3/ IR 22 SN 2 Sl 741, Forp

[0293]  -AF{ E2AbHE 24 MV,

[0294] -y SRS 4038 HERA;

[0295]  -{F{v 4 8AENTL £ A5 S s 1/ ik,

[0296]  ~{E{ B 10kEY L A8 HF,

[0297] 1S3 ANPTT I, A A AR BEANASC TR I 2 K, A TR 55— ISVEEA | 4/ ME
X (43 BIEFR1AFR4) FI3AN HANIE X (53 3 5£CDR1 4 CDR3) 414k, HFPICDR31E [ LA N
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R4

[0298]  (a)SEQ ID NO:134;#H

[0299]  (b) 55SEQ ID NO:134H451.2.3 455 ad il 2 R s ke 741, Horb

[0300] - /Efo B 6APATL 445 FySEkD;

[0301]  -/Efo B TACFTL 448 FyYEkA;;

[0302]  -{F{3/ E SALRT 247 MH;

[0303] - /Ef B OALSTL 445 A

[0304]  -{E{7E 11ALGEZ2AF MD T NS KR ; F1/5k

[0305]  -{E{ B 14REVE LA M,

[0306]  fiLufett, A AHATE 4.3, 28 1N AR 22 S N CDRIN Z K 85 S AHEL , f i
AT 4.3\ 28 I E IR 22 T 10— 21 CDORIN Z K LA R 20AH R e 2 B8 = (s A 1
CD3&, &, FraR Sy A G 5 1 56 25 1 AL AT & 1) o

[0307] 1S3 ANRTT I, A A AR BEANASC TR [ 2 K, A TR 55— ISVIEA | 4/ ME
X (53 BI;EFRIZEFRA) A3 FLAMIE X (43 5 52CDR1 A CDR3) 41k, Ho

[0308]  (i)CDR1%E F VA NI :

[0309]  (a)SEQ ID NO:94; 4N

[0310]  (b) 55SEQ ID NO:94 412, 3uk 4o Ll 2= I s iR e 41, Forh

[0311] - 4L ST 448 MT ARG

[0312]  -/Ef B BANT 245 S

[0313] - FEfv E 6AME £A35 JTukA ; F1/ ok

[0314] - /E{ B 94bLE 247 M,

[0315]  ZAFEHEEARA43 28 IR 2 ICDRII Z AR 45 548 , 5 A
FITiR 4.3 28k IS IR 22 SR CDR LM 22 JIK LA K 2B 1R k3 B M2 A 1 S CD34h &, firak
SN anaE e 7 1 A AR AT I Y 5

[0316]  FfHEH

[0317]  (ii)CDR2%E F A N4 -

[0318]  (a)SEQ ID NO:118;#H

[0319]  (b) 55SEQ ID NO:118HAT1. 20k 3/ IR 22 SN 2 SR 741, Forp

[0320]  -YFE{3 B 2AbHE 248 Vs

[0321] -5 5ALS T 4238 HERA;

[0322]  -{E{i ¥ 8RN 248 JyS; A1/ Bk

[0323]  -{Ffi i 10ALYE 445 MF,

[0324] X2 SRS AEA 3 2N ETR 2 T INCDR2IN Z IR &5 A ARLL , 0 5 LA 3
208 1N TR 22 I CDR2 MY 2 IR VA K 29 AH TR sl 25 BE S R0 5= H 1 55 CD3 45 &, Biradk S A1 1 4
I SR 5 B AR L 5

[0325]  FfH.EHr

[0326]  (iii)CDR31E H HIPA NG I4

[0327]  (a)SEQ ID NO:134;#

[0328]  (b) 55SEQ ID NO:134H451.2.3 455 il 2 R s ke 741, Horp
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[0329] /ey B 6APAT, 425 JySEkD;

[0330] - /Efo B TACF LA FyYEkA;;

[0331]  -F{/ B SAbRE 247 MM

[0332] - /Efy B OALSTL 245 A

[0333] -/ 11ALGE 4 DT NS KR s A1/ 5k

[0334]  -{E{7HE 1440VE AN,

[0335] £ SES AN A543 280 12U IR 25 S IICDR3 Z K a5 A AL, B 8
A PTIRE 4.3, 28 12 5L 2 57 I CDR3A 2 K LA K ZAH IR 525 B s A ) S5 D345
FIT R 5 A1) Qs e 3 T e - R

[0336] 7L ANKITT T, AL ISR BEAASCAT R I 22 K, HoHp Bk 55— TSVEALAR F 4 ME
X (53 BI;EFRIZEFRA) A3 FANRGE X (43 B ;ECDR1 A CDR3) 41k, Hir

[0337] (i) CDR13%E F A ML -

[0338]  (a)SEQ ID NOs:94-100; Il

[0339]  (b) 5SEQ ID NO: 94[5 IR 7 A1 A4 3 28k 1/ e SR 25 S N 2 S5 IR e 471 5 A1/
o

[0340]  (ii)CDR2:k [ DA 204 .

[0341]  (c)SEQ ID NOs:118-122;Fl

[0342]  (d) 55SEQ ID NO: 118/ AR IT A HAG4.3. 25k 1 MR 2 F IR LR T4 5
A1/8k

[0343]  (iii)CDR31%E H HIPA N4 I4

[0344]  (e)SEQ ID NOs:134-143;Fl

[0345]  (f) 55SEQ ID NO: 134[H% LR T 41 FAT 4. 3 28 LS iR 22 I A SRR T 41 o
[0346]  7E A ANTITT T, AL IR BEAASCAT R 22 K, FoHp Bk 55— TSV AR F 4 ME
ZRX (53 BI;EFRIZEFRA) A3 FANRGE X (43 B ;ECDR1 A CDR3) 41 Ak, Hir

[0347] (i) CDR13%& I FIDL A AR AO4H

[0348]  (a)SEQ ID NOs:94-100; Il

[0349]  (b) 5SEQ ID NO: 94[H 4 EEMR T A A A 4.3 28 1N ik 2= RN S LR 7 41, 4%
R SUEARAG43 28N ER 2 R IUCDRI Z IR 45 5L , & B irik 4. 3.2
B ISR 25 ST CDR L 22 IR AR 2ARIR] 55 BE i RS R S5 CD3 45 &, BTk Sy i g
T RIS B RAT I 1 s A/ Bk

[0350]  (ii)CDR2yk [ HILA R4S 4

[0351]  (c)SEQ ID NOs:118-122;Fl

[0352]  (d) 55SEQ ID NO:118[SEIET A A AG4.3. 28k I N Lk 2= RN S LR T 41, 5%
TR S5 AEA4.3. 280 1M SRR 2 FAUCDR2M L IR I &5 A AR , (0 8 G Firik4.3.2
B ISR 25 S I CDR2IM 22 K AR 2RIR] 55 B i RS R 55 CD3 45 &, BTk Sy i g
T RIS B RA I 1 5 A/ Bk

[0353]  (iii)CDR31%E LA N4

[0354]  (e)SEQ ID NOs:134-143;Fl

[0355]  (f) 55SEQ ID NO: 134234741 A4, 3. 28 IS AL R 72 W S LR I3 41, 4%
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eSS A EAT4. 3. 28 ISR 22 R I CDR3I Z KO 45 A A0 , B35 BT iR 4.3.2
o1 2R 22 S CDR3I 2 A AR 2 AH ] ol 25 B sy 55 A0 ) 55 CD3 4 &, ik S F 7 7 i
o S S HERATI .

[0356] 1S3 ANPTT I, A A AR BEANASC TR I 2 K, A TR 55— ISVEEA | 4/ ME
X (43 PISEFRIZFRA) I3 B AMAE X (93 B &CDR1 A CDR3) 41 %, HH1: CDRIFHISEQ 1D
NO:943%7~,CDR2HISEQ 1D NO:1183%7~, HCDR3FSEQ ID NO:1343K7R.

[0357] {1 S3ANII 5 1], A A BHER B WA AT IR I 2 K, FEp pirak 58— TSV [ FHSEQ 1D
NOs : 66-802H ik 1] £H

[0358] {1 AN T I, A A BHER AL AN ASC TR I Z K, FE A ATk 25— ISVis ok HATSEQ 1D
NOs: 66-80[1) & /D — M2 Ik x2 X FHWT S CD3 S5

[0359] {1 AN T I, A A BHER L QA TR I Z K, FHE A ATk 25— ISVis ok HATSEQ 1D
NOs : 66-80[1 & /D —Fh Z [k # 22 X BHWT 5 CD3[I &5 15 o

[0360] 71 Sy ANPTT T, A A BHER BEUIASC ATk (R 2 I, FE A B4 F i pr ik 55 —Hulhie
DU, s R AR U (TAA)

[0361] AR ANPIT I, AL HHAR B UIASC TR I 2K, Hodt— DA 5 85 = 1SV, frih 55 =
ISVATHEANAE - 028 — Holl g e AR/ sl S Regnfo LR sE —ful gh s, Hh s —
YA T HrR S —Pil

[0362] {1 53 ANPTT I, A A B2 BEAIASC Ik (R 2 I, FE A B4 E i prak 58 —Hulhie
BT, s AR U (TAA)

[0363] 1S3 ANPTT I, A A BHER BEAIASC Tk (1 22 K, FErh Bk 58— UM BTk 28 4t
A TARIFI e L.

[0364] 1S3 ANPTT I, A A BHER BEUIASC Tk (1 22 MK, FErh Bk 58— UM BTk 58 4t
ST T ASFI e L.

[0365]  FEAfadef) /5 1T, A A TR AL QAR I 2 IR, A iR TAA ST e F DA N4
BT « B AR DS i 225 A 28 (Melanoma-associated Chondroitin Sulfate
Proteoglycan,MCSP) , 3% J7 4 KA 524K (EGFR) , i 2T 4Egn fln gt & 11 (Fibroblast
Activation Protein,FAP) ,MART-1,J#/Rfili (CEA) ,gp100,MAGE-1,HER-2, Lewis HiJii,
CD123,CD44,CLL-1,CD96,CD47,CD32,CXCR4, Tim-3,CD25,TAG-72,Ep-CAM, PSMA, PSA, GD2,
GD3,CD4,CD5,CD19,CD20,CD22,CD33,CD36,CD45,CD52,CD147 , A K-PH 1324k , fFFErbB3 A1l
ErbB4, 4 RS2 44, B 4% A/ 3 - 2524k v 4 (CD13240)50) , I 4ffu /25 - 1052 Ak
(IL-10R-A) , 4N 2% - 1052 4&B%E (IL-10R-B) , FI4HM0S T 25 - 1252 KB - 145% (IL-12R-B1) ,
A 2= - 1252 KB - 255 (TL- 1252 KB-2) , A4 N &K - 135 fKa- 15 (IL-13R-a-1)
(CD213al$ilil) , A4 2 - 135 ke - 255 (B4 R - 134568 H) , BN & - 174k
(IL-17524K) , 4o 25 - 17B2 Ak (IL-17B2AK) | I 4iffa s 2215244k ik (IL-21R) , T2
YA 2 - 1524K (IL-1R-1) (CD121a) , T A 4025 - 15244 (IL-1R-B) (CDw121b) , 41
M- 1SS (IL-1ra) , B4 2 - 252 ot (CD254TH) , AN 25 - 252 R Bl
(CD1229T)5) , A4 2 - 3% 4Kafk (IL-3R-a) (CD123%5¢)5) ,CD30, IL23R, IGF-1R, IL5R,
TgE,CD248 (N ey ik 45 11 (endosialin)) ,CD44v6,gpA33,Ron, Trop2,PSCA, %45 1
(claudin) 6, %% 118.2,CLEC12A,CD38, ephA2,c-Met,CD56 ,MUC16, EGFRvIIT,AGS-16,
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CD27L, AZE 1 (Nectin) -4, SLITRKG,, MKz 3, AR P, 4 F, ax ], BENRTEITUAE S0H
(glypican) -3,CA9,Cripto,CD138,CD37,MUCL,CD70, H wh 2B Uk 244, PAP, CEACAM5 ,
CEACAM6 ,CXCR7 ,N-45¥575 4 (cadherin) ,FXYD2 y a,CD21,CD133,Na/K-ATPHf, mIgM (fHE4h &
IgM) ,mIgA (545 TgA) ,Mer, Tyro2,CD120,CD95,CA 195,DR5,DR6,DcR3FICAIX, FIHEAHIE
FEZORZVEPL VR

[03661 1 3 AMW T I, A A& DR A0 A STk (1) 2 1K, HFp i iR TAASZ2CD20 (UniProt
11836) ,HER2 (Uniprot P04626) , 3t 2 2545 kAl it

[0367] {1 5INPT I, A A BHER BEUIASC Tk (1 22 K, FEH Bk 58— M BTk 28 4t
JiasE 1 F DA N AL 4L

[0368]  -EGFRYENZE—Hilid HCEAMENEE

[0369]  -CDI9E N E—Hulit ECDzoﬁejj’*P

[0370]  -CDI9YENZE—Hut HCD22/F M — Pt

[0371]  -CD1231E N HTim- 31*15?3’**?)? Al

[0372]  -CD132/E Jy&—4uid HLCDEOTEN 28 —H

[0373] 1 ANRT I, A SR (it ﬁDZIKKﬁELEﬁ%Ei( Hit—24a ESE e T
[0374] £ B3 SNMJT 1A, AL IFR B ANA ST iR Eﬁ%ﬁiﬁﬁﬂhﬁﬁa_ml E%El%{:\a‘ 4y 5
EISEASE T

[0375] 1S3 ANPTTIfT, AR BHER LA AR R 22 Ik, L Bk IfLTS 85 A 45 53000 s 4
HIMIE A& EMISV,

[0376] E%%Eﬁﬁﬁ AR TR A TR 2K, F A TR 25 S s A8 I ISV
A EHAMHEZEX (53 HEFRIZEFRA) FI3AN B AMR A X (4 B ZECDR1 2 CDR3) 41 A%, Hrb
CDR1/Z:SFGMS (SEQ ID NO:373) ,CDR2JESISGSGSDTLYADSVKG (SEQ ID NO:374) FL.CDR3/E
GGSLSR (SEQ ID NO:375) ,CDRAEYEKabat & X AffiE ; Fil/8 L HHCDR1ZEGFTFSSFGMS (SEQ 1D
NO:376) BZGFTFRSFGMS (SEQ ID NO:377) ,CDR2/ZESISGSGSDTL (SEQ ID NO:378) H.CDR3 /&
GGSLSR (SEQ ID NO:375) ,CDRFR#EKontermann 20104ffE »

[0377] {5 AN T I, AR TR QAR I 2 IR, A TR S5 S 17 H 8 E 1 ISV
F1A1b8.A1b23.A1b129.A1b132.A1b11.Alb11 (S112K) -A A1b82.A1b82-A A1b82-AAA1b82-
AAAA1b82-G.A1b82-GGHIAIL82-GGG (SEQ ID NOs: 3487 360) o

[0378] {1 AN T I, A A BHER AL QA TR I 2 K, LA TR TSV et b e ol
U/ S/ SUE N

[03791 {1 53 ANPTT T, A A SR BE A TR I 22 K, A AT ik 85— TSV sl pir ik 28—
ISVAH/ Sl AT HEIRTIR 25 = ISVAI/ Sl nT AR RT IR 455 115 1 8 E 1 ISVl ke 2
[0380] 71 Y3 ANW TS 1T , A A BHER AL AnASC R iR [ 2 IR, HEr pir il 2 3 06 A FHBGS VTGS
96S.10GS+15GS+ 18GS+20GS+25GS~30GSHI35GS (SEQ 1D NOs: 3627 372) (1L 4Lk 14l -
[03811 1 Sy ANPTT I, A A B2 BEUIASC Tk (R 22 I, FE A Bk I3 5 1 45 63000 s 2
B [EAINISEZ

[0382] 1 S ANT I, AL IR A AR I 2K, FLadE—22 L &7 PEG .

[0383]  7E SN , AR WHRBEUIA S TR I 2 Ik, TR TSV Nanobody ™V,
NIEEHIV B IR T IR IV, o

21



CN 114920848 B W OB P 19/128 B

[0384]  FE AN T, AR R 2K, b FriR 55— ISV |4 FHSEQ ID NOs: 1% 80414
2 .

[0385] YL ANTI T T, A K BHER B AN A STk O 22 K, LA BTk 85— TSV F I SEQ 1D
NOs: 158041 pk 14, Jf H H HFriR 85 TSV F FHSEQ ID NOs:297 % 30441 pk 14 .

[0386]  fr AN T, AL ISR E 11 P DA R 4RI 21k : SEQ 1D NOs:249-250.
252-253.,255-256,258-260.263.265-283.286-289.306-307.309-310.312-313.315-317.
320.322-34071343-346,

[0387]  YES AN T, AR BRI 2K, Fink 2 KR S 45 5 CD3FF HLBFEDL M ek
B b DL AR : AMEZRIX (45 BIEFR1IZFRA) FI3A H AN E X (45 B -CDR1 % CDR3) |
o,

[0388] (i) CDR1xE H VA AL :

[0389]  (a)SEQ ID NOs:81-100;1k

[0390]  (b) 55SEQ ID NOs:81-100HF—F L LI H A4 3 28k ISl IR 25 57 1Y
AT, ST SRS ATA43. 280 N A AR ZE R IUCDRIM Z IR S AHEE , B 5
HAHFTIARA 3 28] IS 3L R 2 S CDR T 20 K DA Z9AR R] k25 B8 = (1515 RN ) 5 CD3 45 4
FIT R S R0 ) i et 3 1 55 - AR BT R 1) 5 R/

[0391]  (ii)CDR2:% A DA R4 .

[0392]  (c)SEQ ID NOs:101-122;5k

[0393]  (d) 5SEQ ID NOs:101-122HfF—F LR T4 FiAT 4.3 28k 12 5 25 57 1Y
AT, ST S EEATA43. 280 N H AR ZE R IUCDR2IZ IR 5 S AHEE , B8
HAHFTIARA 3 28k IS 3L R 2= S CDR21 2 K DA K Z9AR [R] k2 B8 = 1515 R0 ) 15 CD3 45 4,
FITR S R0 ) it 3 1 55 - AR FT I 1) 5 A/

[0394]  (iii)CDR31E H HIPA NARL 4

[0395]  (e)SEQ ID NOs:123-143;k

[0396]  (f) 55SEQ ID NOs:123- 143HF—HF LR T4 FAT 4.3 28k 1 2 R 25 57 1
AT, e S EREATA43. 280N A AR ZE FIUCDR3MZ IR 5 S AHLE , B8
A FTIARA. 3 28] I 5L R 2 S5 CDR3I1 22 K DA R Z9AR R] k25 B8 = (5% R0 ) 5 CD3 45 4
FIT R S5 A0 At 2 1 5 2 - AR 1 .

[0397] AL ISR LA AR I 2K, o

[0398] (i) CDR1xE H VA N AL -

[0399]  (a)SEQ ID NOs:81-87;Fl

[0400]  (b) '5SEQ ID NO:81[WZ IR 74 WA 4.3\ 28k ISR 22 N R R ST 41, 4%
TR S5 AEA4.3. 280 1M EFR Z R AUCDRI U 2 IR &5 A AR , (0 8 G Firik4.3.2
B ISR 25 S I CDR L 22 IR AR 2ARIR] 55 BE i RS A D 55 CD3 45 &, BTk Sy Al g
T RIS B RAT I 1 s A/ Bk

[0401]  (ii)CDR2: A DA 04 -

[0402]  (c)SEQ ID NOs:101-109;1

[0403]  (d) 55SEQ ID NO: 101[WEZIEMR T 7 HAT 4. 3\ 28 LN S 34 22 N &5 7 71, 4%
TR S5 AREA4.3. 280 1M SR Z R AUCDR2M B IR I &5 A AR , (0 G Firik4.3.2

22



CN 114920848 B W OB P 20/128 T

o1 SRR 22 S CDR2 A 20 A AR 2 AH ) sl 25 B s 55 A0 ) 55 CD3 45 &, Frak S F 7 7 i
o S S 2 R ATI L A/ Bk

[0404]  (iii)CDR31%E H HIPA NARLI4

[0405]  (e)SEQ ID NOs:123-127;#H1

[0406] () 55SEQ ID NO: 123[W MR 771 HAT 4. 3\ 28 LN S 3 22 W &R 771, 4%
T S5 AEA43. 2801 B R 2 F HICDR3M Z K a5 S AL , B S R A i 4.3.2
o1 B R ER 22 S CDR3 I 2 A AR 2 AH ] sl 35 B0 5y 55 A0 ) 55 CD3 4 &, FTak S F 7 7 i
o S 2RI .

[0407] {1 AN T T, AR BHER L QAR I 2K, FEFRCDR1E F FHLA T 4Rk 1 4
[0408]  (a)SEQ ID NO:81; 7l

[0409]  (b) 55SEQ ID NO:81 A1k a IR 22 I IR 741, Hoh

[0410] {7 ¥ 1ANGE 245 MR

[0411] - /E{V B 340 T 847 A,

[0412] {47 AREY T 245 MR,

[0413]  -YE{v ¥ 8AbSE 44 MG Fil/uk

[0414]  —{E{7 E 10RbGE LA MA,

[0415] {1 5 AN T T, AR BHER L QA TR I 2K, FEFRCDR2:0E F R A T 4Bk 14
[0416]  (a)SEQ ID NO:101 ;A

[0417]1  (b) 55SEQ ID NO: 101 HAT 1.2k 3R 22 SN 2 SR 741, Forp

[0418] - /Efo B 34V A4S FyTERA;

[0419] - {E{7 ¥ 5AESE LA N T;

[0420] - {Efoy B 6ALGE 848 JDELE ; K1/ 5k

[04211 {57 B ALTL, L4745 S ABLP.

[0422] {1 AN T, AR BHER L QAR I 2K, FEFRCDR3E F FHLA 4Bk 14
[0423]  (a)SEQ ID NO:123;#H

[0424]  (b) 55SEQ ID NO:123 A7 1ok 2N B 72 e M e S5 741, L rh

[0425]  -/Ef B2 I AR NT;

[0426]  -{E{7 ERLTL 238 IV Fil/ Bk

[0427]  -{Efo B 10KLAL 245 P,

[0428] {1 Sy ANPWJT 1], A A BHER AL AnASC AT IR I 2 Ik, o : CDRTFHSEQ ID NO: 817K,
CDR2FHISEQ ID NO: 101557, H.CDR3FSEQ ID NO: 12337,

[04291 {1 AN T T, AR BHER L QA TR I 2K, Forp

[0430] (i) CDR13%E F LA ML -

[0431]  (a)SEQ ID NOs:88; 7

[0432]  (b) '5SEQ ID NO:88[WZ IR 74 H A7 4.3\ 28k ISR 22 N R A IR ST 41, 4%
TS50 ANEA43 2805 R 2 F HICORT I Z K a5 S AL , B S R A i 4.3.2
o1 R 22 S CDR I 2 IR AR 2 ) sl 25 B sy 55 A0 ) S5 CD3 4 &, ik S A 7 3 i
o S S 2 R ATIEL F/ Bk

[0433]  (ii)CDR2%E F LA N4 -
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[0434]  (c)SEQ ID NOs:110; 40

[0435]  (d) 55SEQ ID NO: 1101 IR T A A4, 3. 20k 1M R 22 R A IR 7 41, 4%
T S50 ANEA43. 2801 B R 2 F HICDR2I Z K &5 S AL , B S R A i 4.3.2
o1 R 22 S CDR2 A 2 A AR 2] sl 25 B sy 55 A0 ) 55 CD3 4 &, FTak Sy A 7 7 i
o R S 2 R ATIEL F/ Bk

[0436]  (iii)CDR31%E DA MR I4

[0437]  (e)SEQ ID NOs:128;

[0438] () 55SEQ ID NO: 128[W 2 MR 771 AT 4. 3\ 2 LN S B 22 W &R 771, 4%
T S50 ANEA43 280 5 R 2 F HICDR3M Z K a5 S AL , B S R A i 4.3.2
o1 SRR 22 S CDR3 M 2 A AR 2 AH ] sl 25 B sy 55 A0 ) 55 CD3 4 &, FITak Sy A 77 4
o RS S ERATIE .

(04391 1 5 ANRT I, AR BHER L AR I 2 Ik, F R : CDRLZESEQ 1D NO: 88.

[0440] {1 54N ], A% BHER L QA TR 2K, Horp : CDR2/ESEQ ID NO: 110,
(04411 1 5 AN ], A% BHER L A TR 22K, Horp : CDR3ZESEQ ID NO: 128,
[0442] 1 S3ANP T 1], A A BHER AL ANASCRT IR [ 2 Ik, o : CDRTFHSEQ 1D NO:88% 7K,
CDR2FISEQ ID NO: 110557, H.CDR3FSEQ ID NO: 1283 7.

[0443] 1 AN T T, AR BHER L QA TR I 2K, Forp

[0444] (i) CDR13%E H VA ML -

[0445]  (a)SEQ ID NO:90;#/

[0446]  (b) '5SEQ ID NO:9O0FWZ AR 74 W A7 4.3\ 28k ISR 22 N R IR T 41, 4%
T S5 ANEA43 280N R 2= F HICORTI Z K a5 S AL , B S B A i 4.3.2
o1 R 22 S CDR LI 2 A AR 2] ol 25 B s 55 A0 ) 55 CD3 4, &, ik Si F 7 3 i
o S S 2 R ATI L 5 A/ Bk

[0447]  (ii)CDR2%E F LA N4 -

[0448]  (c)SEQ ID NOs:112-113; 1

[0449]  (d) 55SEQ ID NO: 112[W MR 77 HAT 4.3\ 28 LN S5 22 N &5 771, 4%
T S5 05ANEA43. 2801 R 2= F HICDR2I Z K a5 S AL , B S R A i 4.3.2
o1 R 22 S CDR2 A 20 A AR 2 ] k25 B sy 55 A0 ) S5 CD3 4 &, ik Sy A 77 i
o S S 2 R ATI L A/ Bk

[0450]  (iii)CDR3EH AL NALAIIA :

[0451]  (e)SEQ ID NO:130;F

[0452]  (f) 55SEQ ID NO: 130fWZIEMR T 7 HAT 4. 3\ 20 LN S 3G 22 I &R 771, 4%
TS5 ANEA43. 2801 B R 2 F HICDR3M Z K a5 S AL , B S R A i 4.3.2
o1 R 22 S CDR3 2 A AR ZAH ) k25 B s 55 A0 ) S5 CD3 4 &, ik S A 7 7 4
o S S ERATI A .

[0453] 1 AN T T, AL BHER L AR I 2 Ik, FL b : CDRLZESEQ 1D NO:90.

[0454] 1 ANRT I, AR ISR L AR 2K, Forh - CDR212E H FH DA N ARy 4
[0455]  (a)SEQ ID NO:112;7#

[0456]  (b) 5SEQ ID NO: 112 HA ISR IR 2 T 12 SR e 41, Horh
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[0457] - YEf7 B 240VEL 2845 MA,

[0458] {1 AN ], A K BHER L QA TR 22K, Horp : CDR3ZESEQ ID NO: 130,
(04591 1 53N T 10T, A A BHER AL AnASC AT IR [ 2 Ik, o : CDRTEHSEQ ID NO: 907,
CDR2FISEQ ID NO: 112557, H.CDR3FSEQ ID NO: 13057

[0460] {1 5 AN T ], AR BHER L QA TR I 2K, Forp

[0461] (i) CDR13%E H VA N4 -

[0462]  (a)SEQ ID NOs:89; 7

[0463]  (b) '5SEQ ID NO:89[WZ IR 74 W A7 4.3\ 28k IS R 22 N A R ST 41, 4%
TS50 ANEA43 280N B R 2 F HICORT I Z K a5 S AL , B S R A i 4.3.2
o1 R 22 S CDR LI 20 A AR 2 ) sl 25 B sy 55 A0 ) S5 CD3 4 &, Frak S A 7 7 i
o N S 2 R ATI L A/ Bk

[0464]  (ii)CDR21E F LA N4 -

[0465]  (c)SEQ ID NOs:111;A

[0466]  (d) 55SEQ ID NO: 111WEIERR T 7 HAT 4. 3. 28 LN S 3G 22 W &5 771, 4%
T S ANEA43. 2801 5 R 2 F IICDR2I Z K 5 S AL , B S R A i 4.3.2
o1 SRR 22 S CDR2 M 2 A AR 2 AH ) sl 35 B sy 55 A0 ) 55 CD3 45 &, FTak S F 7 3 i
b S S 2 R ATIN L ) A/ Bk

[0467]  (iii)CDR31%E H HIPA N4 I4

[0468]  (e)SEQ ID NOs:129; 4

[0469] () 55SEQ ID NO: 129[W) 2312 771 HlAT 4.3 28 LN S 35 22 W &R 771, 4%
TS50 AEA43. 2801 B R 2 F HICDR3M Z K a5 S AL , B S R A i 4.3.2
o1 R 22 S CDR3 I 2 K AR 2] sl 25 B sy 55 A0 ) 55 CD3 4 &, FTak S Fi 7 3 i
o RS AR IE .

[0470] 1 AN T T, AR BHER L AR I 2 Ik, FL R : CDRLZESEQ 1D NO:89.

(04711 A1 AN T T, A% SR L A TR I 2K, Horp : CDR2/ESEQ ID NO: 111,
[0472] {1 AN T, A% BHER L QA TR 22K, Forp : CDR3ESEQ ID NO: 129,
(04731 {1 53 ANPTT ] A BB AL AnASC AT IR [ 2 Ik, o : CDRTFHSEQ 1D NO: 8977,
CDR2FHSEQ ID NO: 111557, H.CDR3FSEQ ID NO: 12957,

[0474] A% AR L QA TR Z K, Forb

[0475] (i) CDR1%E [ FHPA AL

[0476]  (a)SEQ ID NOs:91-93;ll

[0477]  (b) 55SEQ ID NO: 91 EIR 7 M FAG 4.3 28 I B R 7 e [ 2 B 7 41, 4%
TS5 ANEA43 280N B R 2 F HICORTI Z K a5 S AL , B S R A i 4.3.2
o1 R 22 S CDR LI 20 A AR 2 AH ) ol 25 B sy 55 A0 ) S5 CD3 4 &, ik S F 7 3 4
o R S 2 R ATIEL F/ Bk

[0478]  (ii)CDR21E F LA N4 -

[0479]  (c)SEQ ID NOs:114-117;#1

[0480]  (d) 55SEQ ID NO: 114\ T 7 HAT 4.3 20 LN S 3 22 W &R 771, 4%
T S5 ANEA43. 28015 R 2 F HICDR2I Z K a5 S AL , B S R A i 4.3.2
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o1 SRR 22 S CDR2 A 20 A AR 2 AH ) sl 25 B s 55 A0 ) 55 CD3 45 &, Frak S F 7 7 i
o S S 2 R ATI L A/ Bk

[0481]  (iii)CDR31E H HIPA NARL 4

[0482]  (e)SEQ ID NOs:131-133;%

[0483]  (f) 55SEQ ID NO: 131N LML 741 A4 3. 28 I AL R 72 W S R IR 7 41, 4%
P2 5 A RA4.3. 280 U R 22 R I CDRI Z IR S5 S AL, (08 HAA ik 4.3.2
o1 B R ER 22 S CDR3 I 2 A AR 2 AH ] sl 35 B0 5y 55 A0 ) 55 CD3 4 &, FTak S F 7 7 i
o S 2RI .

[0484] {1 AN T I, AR BHER L QA TR I 2K, FLFRCDR1E F FHLA T 4Rk 14
[0485]  (a)SEQ ID NO:91;#0

[0486]  (b) 'JSEQ ID NO:91H 7128k 3o FLlR 22 S (M e LR Fr 41, L

[0487] - /Efv B 6ADRTL A FINELT;

[0488] - {FA{v ¥ TAENE 2248 g A1/ uk

[0489] - ¥ 8AEMEL 238 M T,

[04901 {1 5 ANTI T T, AR BHER L AR I 2K, FEFRCDR2:0E F FH A T 4Rk 14
[0491]  (a)SEQ ID NO:114;F1

[0492]  (b) 55SEQ ID NO: 1145431, 283N S LR 7= e M s BL R 41, Horp

[0493] {47 IAPRE 245 4Q;

[0494]  —{E{7 B 3AETE 238 JyS; Fil/ Bk

[0495] -6 fv B TANDEL 45 JAERK

[0496] {1 AN T T, AR BHER L QAR I 2K, FEFRCDR3E F FHA T 4 Ak 14
[0497]  (a)SEQ ID NO:131;#i

[0498]  (b) 55SEQ ID NO: 131 HAT ISR ZE R L R 41, o

[0499] -5 {v F240STEL A48 MR Fil/EX

[0500] - 7Efv E6AbSTL A4S V.,

[0501] 1 53N T 1], A A BHER AL anASC AT IR [ 2 Ik, o : CDRTEHSEQ ID NO: 9137k,
CDR2FHSEQ ID NO:11437~, HCDR3HISEQ ID NO: 1315 .

[0502] AL HHASR LA AR 2K, Horr s

[0503] (i) CDR13%E H LA NI -

[0504]  (a)SEQ ID NOs:94-100; 1

[0505]  (b) 55SEQ ID NO:94[H&l B 74 B 4.3 28 I M ik 2= RN & LR T, &%
R SUEARAE43 28 NEER 2 R IUCDRI Z IR 45 5L , U & B irik 4. 3.2
o1 R 22 S CDR T 2 K AR 2R sl 25 B sy 55 A0 ) S5 CD3 4 &, ik S F 7 7 i
b S S 2 R ATIEL F/ Bk

[0506]  (ii)CDR21%k [ HILA R A4 :

[0507]  (c)SEQ ID NOs:118-122;F

[0508]  (d) 55SEQ ID NO:118[SEIET A A 4.3, 28k I N Lk 2= RN S L T 41, 4%
T S5 ANEA43 2801 B R 2= F HICDR2I Z K &5 S AL , B S R A i 4.3.2
o1 R 22 S CDR2 A 2 A AR 2] sl 25 B sy 55 A0 ) S5 CD3 4 &, FTak S A 7 3 i
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b S 2 R ATI L A/ Bk

[0509]  (iii)CDR31E H HIPA MR 4

[0510]  (e)SEQ ID NOs:134-143; 1

[0511]  (f) 55SEQ ID NO: 1345 MR T A B A 4.3. 28k I NS LR 2= RN S B T 41, 4%
RS EEAEAG4.3 200 IR R 2 - IUCDR3I L IR I &5 S AREL , 8 LA ik 4. 3.2
o1 2 R 22 S CDR3 I 20 A AR 2] sl 25 B sy 55 A0 ) 55 CD3 45 &, FTak Sy F 7 7 i
o S R IE .

[0512] {5 AN T, AR BHER L QAR I 2 K, FEFRCDR1E F FHA T 4Rk 1 4
[0513]  (a)SEQ ID NO:94;

[0514]  (b) 55SEQ ID NO:94 54512, 3uk 4o LR 2= I A iR 7 41, Horh

[0515] - ZF (v 34bSE A48 HT ARG,

[0516]  -{Ff & 5AENTL A5 NS

[0517] - {Ffor T 6AOMEL 28745 Tk A Fi1/ ik

[0518]  -fEfv E 9LV A M,

(05191 {1 534N T, AR BHER L QAR I 2K, FEFCDR2:0E F R A T 4Bk 1 4
[0520]  (a)SEQ ID NO:118;7#i

[0521]  (b) 55SEQ ID NO: 118 HAG1.28k3 M LM 2= R s e T 41, Horh

[0522]  -4F {7 B 2AbHE 248V,

[0523] - {F {4 BALSTL 448 HERA

[0524] - {F{v B SAENTL 38 1S A1/ 8k

[0525]  -YEf7 B 10AbYE 45 AF,

[0526] {1 AN T, AR BHER L QAR I 2 K, FEFRCDR3E F FHLA T 4 Ak 14
[0527]  (a)SEQ ID NO:134;

[0528]  (b) 55SEQ ID NO:134HA51.2.3.4uk5 M R 22 RIS L 741, Horp

[05291 - {r{o E 6AbAT, 245 HySEkD;

[0530] - {rfv E TALFCL 438 Y ERA;

[0531]  -{Ffv 4 8ALRTL 445 IH;

[0532] - /Efo B OAbSTL AR A
[0533] - {E{ 5 11ALGE 247 D T NS KR s F11/5k
[0534]  -ZE(7 P 14VE 24 M,

[0535] 1 Sy ANP T 1], A A BB AL AnASC AT IR I 2 Ik, o : CDRTEHSEQ 1D NO: 9437k,
CDR2FHSEQ ID NO:118% 7, HCDR3HISEQ ID NO: 1343 .

[0536] {1 S AW 1], A K BHER BEANASCRT IR 2K, HOE ARV ATV K
IRV, 0

[0537] AR SSANKIT T, AR BHER A ASC AT IR I 2K, Hodt— 2D B o is & A 45535557
[0538] {1 Sy ANKTT T, A A BHER B AIASC AR (R 22 I, FL b Bk I i6 8 A 45 508000 S 1ML
HHEERSS

[05391 1 Sy ANPTTIfT, A A BHER B AIASC AR R 22 Ik, LA Bk ILTS 85 A 45 53000 s 4
Hris B ISV,
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[0540] {1 AN JT 1T, A A BB AL QAR 2K, Frh 8545 1is B 88 A TR ISV
A EHANHEZEIX (43 BIZFRIZEFRA) A3 G ANILEIX (4351 /£ CDR1ZECDR3) 41k, H
CDR1/ZSFGMS (SEQ ID NO:373) ,CDR2}ZSTSGSGSDTLYADSVKG (SEQ ID NO:374) HLCDR3 &
GGSLSR (SEQ ID NO:375) , CDRYRHEKabat & XAMIE ; A1/ Bk H H1CDR1EGFTFSSFGMS (SEQ 1D
NO:376) 5k GFTFRSFGMS (SEQ ID NO:377) ,CDR2/&SISGSGSDTL (SEQ ID NO:378) H.CDR3J&
GGSLSR (SEQ ID NO:375) ,CDRYIRIEKontermann 20 105E «

[05411 1 AN T I, AR TR QAR I 2K, Hh 854 13 H 8 SR ISV
F1A1b8.A1b23.A1b129.A1b132.A1b11.A1b11 (S112K) -A\A1b82.A1b82-A.A1b82-AAA1b82-
AAAA1D82-G.A1b82-GGHIALD82-GGG (SEQ ID NOs:348%360) .

[0542] {1 AN T T, AR SR AL QAR 2 IR, A TR TSV B e B ok #2k%
SUEEC

[0543] {1 Y34 TT I, A A BHER AL AASC TR [ 2 IR, Horp pir il 2 3 06 A FH5GS VTGS
96S.10GS+15GS+ 18GS+20GS+25GS~30GSHI35GS (SEQ 1D NOs: 3627 372) [ L4k 14l -
[0544] 1 5 ANP T T, AR BHER L QA TR N 2K, Hoalt— 22 B B PEGH 77«

[0545]  {E A HNKI ST, AR BHER A AN ASE SR 2 K AR s AL TR 7471 o

[0546] {1 AN T, A K BHER A0 295 QA RE SIS A% R Fr M 2R o

(05471 FE S ANKITT TA, AL IR B A = 4, Pirad 1 S 4 F QA SOE SIS IR sk A% IR
FE A Ek TTANASCRE S AR AL Bk A

[0548] {1 Sy ANPTT I, A A BHER BE A= = QA E S Z IR 5 1 Frik T iR B 4E 7 e vr
TR WA E MRS N B TR A SCE SR FeE E A A MBS - Fh RIS A 721 %
Ko

[0549]  YESANKI T T, AR R 25540, Finidk 29l & a8 S iR SCRT ik I 2K
SO WA SRR 177 A P 22K

[0550] {1 A 4N T, A& BHER AR QN A SRR I 20 K, B An AT i 2B P g 2 ik, HoAd
M BIT ARSIt .

(05511 YE AN TS T, AR BHEE BLRe 7S Mk sl va 7 1 22 1K a8 16 2 A PR R 2 {67 2 21 2 %
S5 1 Bk 7 R A A SR I 2 IR B A A SRR 1 A P2 1 2 K iE 22 %%
ENP .

[0552] {4 T, A& BHER AR QN A SR I 22 K, B an AT i 2B P 21K, HH
F-1055 67 e e R BT P 2 M L AR AN B B e B M A 4
(I -

[0553]  YE AN T, AR BHERBETRET IATT s i 2t B A 0 BN R B 1B 2
PRSI E S G I 4 B 1 A O (1 5 125, B ATk 1R 2 IR sl A SRl
VA RSIOEA NI EX kAl b an e Al p .

[0554] {5 AN ST, A& BHER A TR I8 Bk an A SCRT iR 5 11 22 ik k5
T, Ho R TR S M A AT o

[0555] 1S AN ST, A & BHAR A T3R5 I8 Bk Qn A SCRT iR 5 11 22 ik k7
I, F BTz iE (cancer) 28 H VA N 4HACIIEE < Jes (carcinomas) , #RERIRTUR , [H] 2968, 22
ZOR L REEIRE , I, e - FUBHE , P B B 0, AR AR, 2 R MRV RERE (R R
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S B 8 PN BHER B 1 905 , JCIE AR AT E AR 0 B 898D, 1 27 Jes AP B A bR E2 g
(Burkitt' s Lymphoma) , S35  ZTiAs. 25 FLIS S A/ NSNS NN oS s,
e, bR TR s, IR, /Ndes , ELWdes , B0, B IDtdee , i v s, BH 250, IRAET , 58
AU, AR, 5, IR , m FEOR e, B LB, TR PN oy e, S0iaie , s, B¢
I, PSR RANg , fE AT ek R, AR FE A IR ELIRE , DT PR (Kaposi’ s sarcoma)
ZH LR T/REY (multicentric Castleman’ s disease) BRAIDSAHICIH R A& TES HYE K
B, 2NN R IR RSV 5 LA S b s IssiE AT — P EAT R A2, DL R 1 B
A5 L AT o

[05561 £ Sy JT 1A, AL IR BT 16 T sl A STk I 1 2 Ik sk s
i Frh prd G T R A AT .

[05571 £ Sy ANKIJT I, AR BRI £, Firadk il B0 2 A SCE X IR A OE
SR SAZIR T A AN SCE SR AR B A AR S RE S E 4 o

B =15 BR

[0558]  [&[1. ATCR/CD3FIACD3%EHL4nfits A 11IQC, i 100nMF Pt - ATCRa/BHUAR (Vi
BW242/412) (FEfa) AN1100nMET- ACD3PufAk (FafEOKT-3) (K ta) » £l a4 A IMCFE CF
PHEIED0) -

[0559]  [X[2AF112B: FAHYCD3ZA KA A S5 CHO- K14 it I 325519 A TCR/CD3 A FAR i 45 5
(E28) F15 AR TR AT AR 455 (B12B) o FE AT AR BT TR 22 HIMCF
CEFEIBIEDE) o

[0560] FNCD3G KA S HEK293H A TCR (21AL) /CD3 (52,035 JHEK293H ACD3 (-
7)) FIESHEK293H= A4 & (25 0ED [ AR S5 5 o EPNT AR H TR 9k B 2 HIIMCF{E
CEFEIBIEDE) o

[0561]  [&[4A14B : BRHEX (bead coupled) [ HHCD3GKFUATI TANIBIG L s (K144) .
DA ROIE 2 I AN CO3AA K BT AR I TAm s (b 25 s (B14B) o i W ICDB A I AR T4
J 11 RSB TN & o 2 IR N P TR TIMCE{E, CHRJiE %) -

[0562]  [&|5A-5C:CD20xCD3 (52£8) FICD3xCD20 (HELk) AR S HEA AP B 241 5
CHO-K14M g 3k A TCR/CD3 (]5A) |, AR T4 (K5B) MRamos 4 (KI5C) 45 & o 5
PR I 22 RIMCR . CF A )

[0563]  I6AFN6B: 713 T N4 AR A T40IE S Ramos (E6A) FliRaji (KI6B) B4/
FABME H, CD20xCD3 (52£%) MICD3xCD20 (HE£%) MR- PE AT ) i Ak i 25 15 3%
I o U APKPTIR IR FE 22 9% 41 LT (TOPRORHIAANEIY %) o

[0564] X7 7 ACD20 Ramos (55:[3F+5) FlRaji (S3L0FFS) 41 FH1-CD20 4R KHiiA i 5
ERIE S o EN AR IR FE 2 HIMCEE. C451HE 28 '0)

[0565] FEFETxCELLi gence ) ATIEA S ICHO-K1 A CD20 55475 %€ H, CD20xCD3
(55£8) FNCD3xCD20 (REER) MURS PN KA AR I ) S AR AT 35U o 1 R TR 1
25 HICT,

[0566]  [&]9: £EAH TJCHO-K1 A CD2041 M (B fa4%) ANl TICHO-K1 = AR4ifiie )R (K (4%) LA
HATAAER AR R A7 12 T xCELL i gence ) AL INE HY, 1uMI¥)CD20xCD3FIAAH I A4 A 1
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RTINS PP AR BE Ll A s (CD) .

[0567]  [E]10.: £ FHIRamos 12 T 24N AR RABIE H, HAT9GSE:L (55 LIA] - 2%

F356SFe3k (SLUME T - HE£R) HICD20xCD3AKB TR A M A7 35GS B3k (S5 - 524%)

(1 CD3xCD2 0L KA AR 11 71 Bt A 81 12 235 A0 35U o 1 X PR e A 11 3k i 2 11 %% 4 i A T

(TORPRORHAEZND) -

[0568] 11 : £ AN RIS - (B) S04SR (T) [EE % (B: TEE2210: 1- 505 E: TEE %

5:1-250IE T E:THER2: 1- 900 = M8, FHIE: TEE R : 1-25 03 TE) BT 4R

AT T Ramos  BARAE A AG I AE HT, TO1700006.214 771 AR A1 S5 A7 o BT R AP Y

R EE 22 % RSB T (TOPROPHMEARI %) .

[0569]  [&]12. i FTICHO-K1 A CD20#E4H )/ xCELL 1 gence AL I A A TS T 10 5%

P50 E ', CD20/ CD3FAHSF TR RO £ ATy 14 o O AL) AR PRI B 255361 9% R S MR IR o AN

Ii] £ AR A N TS 143 B A T

[0570]  [&[13A-13C: HLEA G R AR S5 CHO-K L4 i 2%k A TCR/CD3 (] 134) ,

FAARA T4 (B13B) FRamosZHfig (B13C) [5G o EHRTARK TR IR 22 HIMCF{E. (V- 341

SED N

[0571] [ 14A-14D: /83 T 240 AR A T41 /S Ramos  BAN I 5 M E H

CD20xCD3BURFFPEAKP LA (BL£%-22TE) AHELT-CD20xCD3XALBT 1A HEAA (SI24% - 51000 = 1)

TE) BRI R A7 (B 14A, E14C) FIEGR/D (S2ER - T00 = ) BifEAE (k- 250 — )

JE) 30uM HSAFJIF L N CD20xCD3xALB1 17|"JLM$E’J??'J£TRPFQ PEFAG RN, (148, [E14D) o 51H4S

PRI 225 % 4R SE - (TOPROFHVEZRMEN %) -

[0572]  [&15: f i AT AR H 10OnMELA H1 - HER2 MK 04k (BFO7) 55 SK-BR -3 MCF - 741

MDA-MB-46841}fd R 11 &5 5 AL ARHER2 F ik /KF- o 211541 AR WIMCF{E, CFR2liE 2 0) -

[0573] K16 f£ 3L T xCELLigence ) A TAIMEA S OGN AG I E H , AURS 14 CD3XHER2

PPRBTIAR (B FBURER-PEHER2XCD3 (SL£R) A7) B AR A5 5808 o f T 18 /NI A e £

AT HT R AR BUARIH FE 2 Hl4n e FE 45 (CT) «

[0574] 17 AE B T AN BRI R A5 I E i, A FHDBURR 5 PECD20XCD3 KT B A

CDZOBE{@CHO KLZRMS , 22 A\ TZRM A RE INF- y P74 AE 72/ NN B o St
T ERT AR B 2511 405nmAL 1) 0D

[05751 18 W7 THPBMC BAN M FERIMN o /58 3K (D3) K PBMCHE IR N 13 5 = 5h# -

D3Z D7, B/ TIT017000084 (CD3/CD20) IV Q1Dx55kT0O170000881V Q1Dx5 (SAHIII4N K

Pk 4 FE

[0576]  [E19: 4aXfPBMCHT A [MBAM LA BB T2 5l 25 A B 5 2R BN AR AL

A oRB- AR R .

[0577] K120 {1571 1 Ramos 5  ZED 13 Ramo s AT ik PN 75 22 /INERL » ZED 3B PBMC I A

NTE 2 2. MD3ZE DT, ¥/Ni JTIT017000084 (CD3/CD20) IV Q1Dx55kT0170000881V

Q1Dx5 (AHIIARK A AbHE.

[0578]  [K21.48%Ramos BANNE AR ECE 2 T8 22 2 Bh gl SR o A2 36 T 2500

7 IHFE T2k B TR A 2N ANOVAST M IFRS S, HE AR AE e 12 b i 2 AN R A

NB (T017000088) « A7 %N £15 % M B A /K g Geih2 Bl 211,
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[0579]  [&]22 . 4 PBMCAT A MBI BUR S v T 250 el 5% A s 5 2R  AE B3R 71
25D\ SRIAZE TR FITR A RN ANOVA AT RS S , FLVE ) s e Ze vt 2 AN T
JIFINB (T017000088) o FT A7 8N 15 % M) B A /K g Gevh2 B iR 1.

[0580]  [X[23AFI23B: 7Eim AR AR i 'EEGFR (H23A;Santa Cruz,sc-120 PE) &5
CEACAM5 (J€123B;Sino Biological,11077-MM02-P) EHER14 Hela LoVoFILS174- T4 Z |-
IR K o 2 IR 4 A OMCRE. CEREIE %) -

b NESED

[0581] AR AR B TN AR AR 45 5 AE— i LA S B N B RS SN2 T
e RS eI SN SN ) PR TR S N 5= W A ) IR R Tl A P = X Z NI 5= W VA £ s VA R )
FEIR A, T A e B0 T2 Y Irveg 1 o A8 Uz et g 241, I ELACHE ) 73
SR . BN A% SN R e 2 R /N LAE 5 2 H MR, 1A 55— 7 1, A& X
R AZ 2 B AR o B, 5 X8 12 B R ) -0, A5 A it e Pl A s 2 B
T BHBR PR AR, BRI NAZ A e A 5 NS PEAT R E FH sk PR 5 27 135 21 21
SURMMIRE o b AN, TR 2 e 4 M o 1l v T N RE R ol i By i = A kBT L )
1 (SR LN ISL /il v S i< 5= W VA EATSIEN B el 1 A L g s

[0582] KBS [ ax Be R iR DA,

[0583]  FL4Aifn = , UM e Re BR R 1 B AT AR g5 gl (TSV) i) Red BEAR e, IR &
ITVEB/INAS B 23 (W) HEUF HAEE 5 - B ISV SN E A BT HLR B CD3 R )
JECD3eW ISV 1Z HA T iz Mg .

[0584]  YoiE [AHICISVIN SN, HHAA SR TEREI A FRHIE . B, ISVERAZ]
T iz ad Y, B, CD3 ISVERME LAk M I 4562k AN A A T4 . /£ 2R 2 IR
Hh 2% UL, CD3 ISV AN A IR AH ST T IR A R SL RSl P RE o PRI, CD3 . ISVREE
PR AR ] AN, M S A E RS, 5 CD3 ISVINZ R 2 IR FHE I « X
W1 R 4 FOPKIE SO AR | RN RIAE P e IME o Y S TR AT SR A — 5 25 5
AR ZIRA BR8N, X R e

[0585] K HH A A A RTINS 8 0] 22 Fh U AR 1 7 AR IR b e A8 (A 1R mT e VE , BT AT 40 i
B RIS IR T T AT LA R 2 R ME 2K, S S A RIFEH U/ SR E
I E AR SR A7 CRCEAMY E) IO S Re Bk 1 R AR G5 A3k 41 511 CD3 ISV,

[0586] T BRER 1 741, & WA AR IO BT 25 5 v B (B, S Be ke I B m AR
SERIERISY) , T AEM FEMIa T N RS SRR A e A 145 H BT o So e BRER Y B m] AR
SERLIE (W AN AN VHHER AR PTAR) 1177 A2 T UARE S 5056 2 (Vs anseiige) 19 Re , Mo e
£ LR AR R A SO , e B SRR A5 S U () S B R AR 1 R P AR S Mgl e 1T 4k A R BT Pl
Tk PR IR e TR S A T ARG A A (WO 94/04678) o s it , DA o kR
R AT AR g5 A G an il ndAb) BB BB ORISR B & O e B R n a5 S UM s
BRER 1 5 AT AR S5 RS MG B O Bt I B0 BT R R S MR i e I R 25 A SR T R PG 1A
Ak P74 (Ward®: A\ Nature, 1989,341:544-6;HoltZ: A, Trends Biotechnol.,2003,21
(11) :484-490; L A BI4IWO 06/030220,W0 06/003388F1Domantis Ltd. [ JH &2\ % F H
) o AENE, SHEHRIEARLL , TR o AN/ sl T RRSGE 1o A AT >R iy il ko A
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H [ Ee S EIR LR (suboptimal) JHYRE 25175

[0587]  ACKHAERME T ST RS S YIRICD3RE 45 S I 2R I 22 K, A
ABNTEFEIAFEE . 175, 20 Tl - tbah, ISVEARA RIS ) iz ad i, B, CD3
ISVEE VAR N 856k BRI TAIE  /E 2 R e E 2 I 2848 208, CD3. ISVAHTR
AR IR A U A IR A R SR RS R Pl BB - S AR, 24 2 I S TRl AN g &5 &
N, TS A EL B 2R, X A I Z IR e 4 IR, CD3 ISVARRE AT AR 2 iE
.5, CD3 ISVAEMEH N e L4 54, M5 E A 456, 85 C0D3 ISV i
PEZ KRG 1 - 0B A BD T R G AOPK I BURT R R I, RIS @ 7 e M

(05881  [AlIt, A WIUE M 0 2 B — AN S e BR AR 1 B AT AR G Al I (TSV) I 20K, HLrh 2
—ISVXCD3 A w1/ 5003454, FF ELAE ISV 4nfiE (REgnfi@) « feoe i gnie s
B EoE M 1/ SRR PR S5 G - Bl gt e Bt BE AR G an 490 an Jioeg AH S i
(TAA) ) FAARs Sk AL I 22 e e e 22 IR T4 S m . (g 4 i) 05 S T4 i
WAL, DA Se VR ATl TR sl % Sb iR SR A (9 anfvak Iseg 4n i) o

[0589] EN .

[0590] &) ik 53 A Ut HH Bl S, A T T A R E HAT FAE Ak Fh i i 119 25 S, HO T
ARATI R AR GRS 21 AP W00 08/0200795546 11 Fa) HHHE M rbRIETT
[0591]  b) AR “Gufis BRER 1 FR AR G5 A0 , W b “FR T AR S5 AL AN “TSV” B agufdi 1T, o
W HUR G5 G0 SAFAE T AR BR R [ G530 T F R o REBK AR L G5 A3 A o1
DR TR BRER | A AT AR G5 A 5 R o Re Bk el OH B G QiFab, scFvas) 43T, Hoh
PR TR ER 5 [ S5 A3 5 B2 T T AR S5 A3 AH B E VOB U S5 6 A7 i o S, £
SRR EK AR 1, FE R AT AR SE A3 (VH) ARk vl AR g5, (VL) A EAEFIVAUE BT 45
PR AEXFE AL N, VHAIVL 25 [ FANRE X (CDR) ¥4 B TPl &5 &0 i, BPE L6~
CORKEZ S S S0 s ITE B SIS, S B 11 B n AR S5 A 45 56 B VH
S VLESAGIIIE - IR , S Re Bk 1 R AR G5k i U 45 5 i AN =N CDRIE I
[0592]  RE “Gur BREE [ B R AR G AT | B A AR GE AL T RISV IR B AN G i R e s
BRER F R B, BT i I e Bk [ aloH e BREOR 2 DA T AR S5 RS AH LA E TR
TE DU G550 o SR, IX B AR TR A S R e REBK AR 1 B B, Hoh b 45 5 s
AT AR ZEAITE A -

[0593]  RiE “eyie Bk H B ] AR S5 A3 ol “ISV” R d (AN T) 43 Bl &5 & 25 A
o B ANV AV BV A RS U S S ek U S A T DA H
T HIE IR AREPURS TR e B AR 1 FR AR G5 a3k ] DL Bk T AR 854035 41 (BI1nv, -
JEA) |, sl g T AR SRS A1) (BIanV, - P A1) s SEERERIM, AT TR LU AT AR B R Y S A
(B P AR G A 1 kAT A A DU 1 B T AR S5 A A1) AR M, S BRER R
AR ZE R ] DL S, sk 5l & T ESS AR e 2R 28 1 )7 41, B g At
U, B E S T E SR S5 RS T AR ) o R BR R 1 74, “dAbs” Bl 1 5 TP EdAbs [ TR REBR 8
ET A, BB AR, BAEEARR TV 780 TSI VHEFY 2 sk 38 eI I VHFT A1) A&
HH BAE AN R IR o BRER 1540, B/ N R B 3P AR Se B sh i o s 2k
J7 4 o G REBKAR 11 R AT AR 5 A A A 52 42 A AR, FHE P MM I sl iR & 1 T e
BRER 701 o o RE B AR 1 B R AR G A S RN G e BR AR, 1 R T AR S5 A1) 25 A T A0 - {HAN PR
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T IO ZRIX 5k PR s 20 A%, HAR AU LA AE AR SO 43 BIFR A “Fg ZRIX 17 55 “FR17 5
PRI 5k PR BRSSO PRY  “HDCA” PR BB A E AN B ok
“COR” s IIRFF AR A B 3 o ODR 5™ ZEASsh 3 0 B 41X 1 5%
“CORI” s “ELANGRE X2 5 "COR2” s “FLANJE DX 3” 5 “CDRS” o 7 24 1 R4
(Nanobody=iNanobodies) £Ablynx N.V. AN EAR, AR 2 B FR 0 4K HTAA" (
Nanobody “ &k Nanobodies®) -

[0594]  ¢) BRIAESIA BN, AR “uREEERE AT A7 L T 87 B R 7 417 A “RIR” 4nwo
08/02007957546 11 Eb) HfTR o

[0595]  d) BRAE S A UL, AT 3B Fnl e 11 5 7 P B BRI E T LA S E
FI T XA TER C XA T, DO T ARG ER N FOR &I B o AN R S35 AR
12 MR HET AN — B 15 SRR UL R B R e 5| B H e 255 3k ; A Rl an N R 258
Presta 2006 (Adv.Drug Deliv.Rev.58(5-6) :640-656) ,LevinfllWeiss 2006
(Mol.Biosyst.2(1) :49-57) ,IrvingZF A 2005 (J. Immunol .Methods 248 (1-2) :31-45) ,
Schmitz%E A 2000 (Placenta 2134FJA:S106-112,Gonzales®E A 2005 (Tumour Biol.26(1) :
31-43) , iR 18 1 B LAREOR, B anss A st e B 1 v B 1 BT e REBK A 1T 1Y)
Fi e M e P BT oK.

[0596] o) G FEPR Ik Ik AR HE 19 = 7 BRali B T RE S R AL Ko« 255 LW AR N

“Immunoglobulin single variable domains directed against IL-6R and

polypeptides comprising the same for the treatment of diseases and disorders
associated with 11-6 mediated signalling” JAblynx N.V.[ERRH1HEW0 08/020079
EASTIFRA-2,

[05971  £) LA VA FAZHIR AU H I, 58— R e S AN 28 A% HH R Py 41 2 TRl )
“Fr A A R E S LR R RAAnwo - 08/020079 G 51 75 20k HAH NASCH) 254911
Be) TR b AT v EtinE , B (56— A2 IR Iy Aih 15 88 A% H R Py A1 AH R A7 B8 1A
IR R R H 1ER VA (R — iR e A bz e n S 2 H 173 A [100% 1, Horp
S AR T AP R MZH BRI RIS RN U BN I - 5 58— AR SIARLL - RN 2
FRAZETR (020 I8 5 B0 B 5 i oS LSRR BB, th 4nwo. 08/020079 (it 51 H
7 G TR 2849 D1 e) ik .

[0598] )y I ELELIAN DAL e Bk 1 B AT AR G Sl B e U R e S5 A A e W 1)
A HI , 25— MR Py A AN 8 U 5 RR Fr 41 2 IRl “Fr A [l —1" CRSOh ol “2d
FLRRIF—ME) FO T 43 EE AT EAZAW0  08/020079 GIId 51 I 7 G FEAAS ) 2E49F150 1T
(PBCE) B R AT TH Bl E , IR ] (58— U B RR e 41 P 55 28 S 55 R e A1) PR AR . 37 25 1Y)
LIERILIARIF I 2 R IR LM 2 H 1BR DA L5 — U R Fr A1 vh 2 SR AL I S 8 H T O3
PAT10096 ], Horp 85 5 B8 iy S A S s BERR PR EE ARG N U NN - 15 28— d ik
PR 7 A AHLL - b B S SRR AR, (B8 1022 5, BRSO i SO “S BE IR 22 5 5 sl
FIE AR R B, thanwo 08/020079 Gifixd 51K R A FHANASH) 2549
FN50 TTBCE) Ffridk o

[05991  1fiy L, 7EAfE PN S BEBRER 11 R R AR S A el TR ) e 0 il — MR PN, R AR
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RN GURTLAZE FERITE R “ORAF S B IREUR, W0 08/0200795550 TLTIA .

[0600] AF[PLIFET-HSchulz%E A 1978 (Principles of Protein Structure,Springer-
Verlag) $2 R RPN [ 2 TR ) 2 SR AR S A0 43 47, i ChouMIFasman 1975
(Biochemistry 13:211) F11978 (Adv.Enzymol.47:45-149) $2 M 45T B GE /4, Aiirh
Eisenberg®F A 1984 (Proc.Natl.Acad.Sci.USA 81:140-144) .Kyte&Doolittle 1981 (J
Molec.Biol.157:105-132) 1Goldman®F A 1986 (Ann.Rev.Biophys.Chem.15:321-353) &
(18 BB /KA 0 AT W A SR (19 22 JR S AT S R B, 1 5 T =R e 1
AN AR A R 5| B — B R R 25 TR ) — 2% %A
=REER S B H, A H B, Bl Desmy ter 2 A 1996 (Nature Structural
Biology,3:803) ,Spinelli% A1996 (Natural Structural Biology 3:752-757) Al
Decanniere®: A1999 (Structure,7:361) HZ5H] [ IEINTEIMV,, F5 A8 S RS54 o W LAAE
ARG T BOR R IO TAE 5V, G b A X 67 5 R IR R,V SR A R
FRIEIR A BRI — e S PRI AL W — 2P 1R

[0601]  h) nS o ReBR R 1 B AT AR 25 A3 AR iy 27 A H 4 K B A 100 % 1 Fe A1 ] — 1
SRR E X)), BB 28 AT R e A

[0602] i) MLbEIIAN T e Bk 1 HR AT AR S5 RS, RO “R IR 2= R 18 5 88 7 SIAH
Lb, 58— P AN IS RS SRR PR AL N IR Al R B Y PR A S T s 2R
AR AR EEAI AT DLE B — S SN B 2 X IR 22

[0603] ) MAZH IR T Wl S B 7 SRR o0 Al “B 87 Ty — MG H IR T kLR T
I, BN B " Sy — MR B SR Fr A1 4L I, HEELAWO0 08/02007955
51-52D1E1) FITZ5 & 3o

[0604] k) A “PAKEA |3 2 il HAGWO 08/0200795552F153 T B §) Fred HHAb & X
[0605] 1) ARGE “Wa” Fil “4h A 45 F93E” W0 08/020079%5553 BT EEk) Filr4a HA 25 X

[0606]  m) AGE BT P E 7 AN KL LA R B L ], FAGW0 08/0200795553 T
D) a2 3.

[0607] ) 4IWO 08/020079%F53 U1 Fm) Ht— PR 1Y, B8 S FEE DU BE 7 b Bt
IREkEE (& e iR D B Bk AR REth) 854, S HRAERIR/ 8o H A
AR R IR T A1) (AN A L B HTi 20K, sl i bt 45 &8 A sl 2 IRk A
BO BMOh BN sk “FaiA)” R rbn s g e R A DU e S

[0608] o) ARif “Rr it FEHFE PR E G o0 kb 45 S8 1 GRAA R I ISV 4K
PR Z O e & AR 2B PPt R sk PR PUE RS H o FTLARS T 36 A0 1R/ s fAci
PR E DU 855 8 AR E R AU (P 5P - 2568 2 B 10 11l i 2 (K
KD) F7) BT PE R BIEERR) , Abhd -85 &8 BRISVERALKS TR bl -455
37 R 2 TAD R 5 5 o T 0 o K R N, O e AU - S 1590 - 2 TR 45 5 o Rk
o (Fadethy, S AN R AT ASRR A= AN T B (K) |, FOZ1/K) o iR GBI (B4
ST A ATT) S AN AT AL B 2 R )7 e, B Tt R E B«
[0609] & TR 2RISR T, BURCARBRIBZ2 A (DA 1) 255%AT (TSV) &5, Hirp 24
AT AE PP AI 58 W SR M T o 28 5 T 12 AR B I 22 IR ST 2 TRI I 45 15 e P
A LA Z AR LA (CLE) G 50, ISV gk, 856 T 2D
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HEbR, Horh Z AR E AR, 1058 —S5H 500, ISVERANKPUARSS & 55— HEbn 0 FLAE — 454
FRIT, ISV, BRAKAUAR S 5 58 —BEbR, PhRIHESE “S” S M1 5% & 1 5P B E AT
J-g5 50 EIHGURES S0 R 2 ISR A A BHUR - 85 503 - EAFAE ARG 50
RAVECERARDE AR, T ELASZRR A, S A PN LL S FRTT, dns i gii AR RIRERR TSY
ARG Z2 IR VA OF Haili 5oK5) VAL G5 A A B A i 22 K rh ) B B Al A 25
FETT, dn, AR, BN TSVERAK TR R 2R & 12

(06101 EATRF10 " BE/R/THIK L (AR TR 10" (RIK (D) TH/ B /i Ak S AR

EL A
T

[0611] A LB Z IS 5 — 28 g5t , Il ansE— e 1SV, B 25— 158 4K
TR AL N2y BIE AN G5 R BTG, BN T SVER N AP TR 32 R T o A TR, , 1T AN 4%
FPRTT, ISVERAR BT, Sy T i IS5 A FR T, ISVER ALK ik G Al BB AE Bk il BEA
AFHAE) TR ISR - ) O T 85 BT, TSVERENK TR 5 A0 1 R] LA
W ERAN Z5 5 BT, TSVERAR BT S aE , B 24 Birad FR AN 8548 B e, TSVEREIRBUIARAN &5
TEAR LI Z KA o AR 88228 77 ZE Bk b A, AEAAAAE AR, B 2549 5T, TSVEk A
KBRS )R DA — AR RAE -

[0612] iyl - 455 & AN PUR B HTR POE 7 R0 255 AT DADAAR B BRI AR 5 18 5 T4
SE, BIEEIAN, Scatchard /3 BT A1/ B a4 45 G IE , WU e RelE (RTA) Pl S R e
(ETA) I 0 Ao, FIASAIRE A B 2 RN A AR TE 205 DA SO b i HoAth,
FR.

[0613]  fif B9 5 Fn] DLE SCPr ek 2 A B 25, anr T HOR A VR IR 1 o T e iR
BRI T R HEORN o2 I, L anfu i A SO P38 M R AR 5 T, 38K
W i, FE AT REAS BRI 10 BER /TR 10 BEZR /T (14, 10 2EEZR/ TH) TRt s i
B AR, AR THARN SIHE R, (EBRE W) fif 28 5 B0 AR T (SCBRul W) 45
EHEEK,) W R K =1/K, 110770

[0614] S AN )37 oy FHE EAE 5 sk RS 1k o S A1 FR K sl 2 25 n L
HAEEIR/ T (M AT R T 1A ATUARE M Es & 20K, T 1/K P A (BE7R/
TH T GERMY R AEATII A, PN (A & B S 5518 41 Al KBk sk 22 R
FLPOYIHERR) 2 IR AE ELAE RS YRR 32 SRS B AT IAE B E FHIK (B 2k s HR 5
KA, ST RK, = 1/K,, il i HK (B35 E 50 A8 B Ao Bk v DU EAHRK
(K- E AT 5 R E AR FAH A AE 58, RO E R AR5 ADG=RT. 1n (K,)
G HDG=-RT. In (K,)) ‘& 545G 10 H H18E (DG) AHC, FLFPREE T £, T4 T 4650
B HIngos H RN

(06151 i A 5 SCHR (9 A S 0) st A A B A FR R B 5 410" M (0. 1nM)
ZE10 "M (10000nM) (178 P o A L FhB , HEK I .

[0616] K th W PAFGE N E SRR B R 5 ook ) SR GHE Gorbk, )1
Lo (AR, =k, /k, K, =k_/k ) ofleidiack  FUATH s Qs EAbRISTH A0
B) ARk FATHRAM s AR PAAELOM s EA10M s 2 AR, B AT
T A EAE I BRGNS & R .l KRt ,=1n ) /k . REHRS
S oy TR EAE A 5 RES HR AT DAAEL0 °s ' GBI A 2 H It AT
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ak) Fis ' (¢, ,=0.69s) Z AR,

[0617] PN Z TR A FAE ELAE ISR AN T T DA A B LRI AN R B AN &, 4y
RIS B ik (SPR) AEWE AR BOR (Z WL n0ber®5 A 2001, Intern. Immunology,
13:1551-1559) o QAL I ARGE “FKIM S B LR, 2 F8 se vVl o 40 I AR P ks R e
PR I R B PR SO o0 A SN AR DR e AR BV E DGR B AR s R, —Fhar
W E A AR AR O R B I AL S — R st P a BERN S, 38k Lk,
DU AR A 1S 20K ) (5K ) B o X 1T DA a4t FH A RIBIAcore (R) R4t (BIAcore
International AB,GE Healthcaresyw),Uppsala,SwedenflIPiscataway,NJ) 317 4T3k
— LR, Z W JonssonZE A 1993 (Ann.Biol.Clin.51:19-26) ,Jonsson®: A 1991
(Biotechniques 11:620-627) ,Johnsson® A1995 (J.Mol.Recognit.8:125-131) fll
Johnnson%E A 1991 (Anal .Biochem. 198:268-277)

[0618]  F&uttth, Sk AT BE A ) S5 HEFH 2 Al (KinExA) (Z WAl @iDrake s A 2004,
Anal.Biochem.,328:35-43) Hi, {#i HKinExA® F-£5 (Sapidyne Instruments Inc,Boise,
USA) & o AR3E “KinExA” , QASCH AT HT, & TR B 1R I 43 - B B Al 5 5 A RN
TR TR T 2 R /PR B S s i 2k B R A P G 1y
ANERIORE , X S VRIS DU (Bt G55 i 1050 A F LR I Hoik i) it
PICFRMCER A5G kiR Eili) e

[06191 Rl o BRI QT R 5 —Fhoy 1 I AE WAL ks b Al S AR D I I S S R B 1
SNSRI A S5 525 AT, BOR N SR TR A2 , 5 K AT LU R -2 K o
BEAN, R —Fhoy 150 2 T— AT Hfth oy 1R B S, AT A 2K, o 7 1T 00
N PSRRI TASSZ A 5 T IIAHEAE IS5 & 1580 o

06201  WIDLHTIEAN S= A 0 S — 77k EFriguetE A 1985 (J. Immunol .Methods, 77:
305-19) [1)2- PERELTSA (D BB ) 208 o %7 TR B AR 5 5P il v 0 Lk
T SAE SRR 153 - — MR B AE SRS

[0621]1  SKif, K AORS A& AT BRI T7 T1 G n o LA Y , 220 e UK (E AP
o IOEE AR MR R, RIS X T A (AR B E 504 2D)
FOUK I i AT DAY E S EK I AUE, - BRI AR A A K FZIK S 128 DAAHEE )
TR AR EAL PR .

[0622]  ffi5 , Nz, AEARZAG O T , A EE R PSR LA H 5 (8 F T e A T
— BB A IEEGE AT, O8 T N o ARIBZ (R G o B, T DAt FH 255
4y -C, RE M5 GBI HLak 2 1 128 e A sl ok e B R Pl HoAth 2235, i & 24
ELISABKFACS (G CBiah it 53120 sl HAt I O T2 A 2 P, FHT e et il
1R e d, T s M Z T S RVELISME I A= 20 Hae i A 2bmid - 8 K8
43 - CORFRR I E e BT ELNT T4 78 M B ke i [P BESCAR AR 5 o D 45 2R, SR AT I AT
WREEIRITC, 1, 70, E R AFAEAI L T M T COURH I SR B K (B0 I
K) ARSI IR B e o RN, JUTAH B AR FHA - BRI ZK, T LA B Gk : K
=1C,,/ (I+c, /K, .0 TEE IR, <K o K ~TC, o A T L AR S5 I 1C, R
FPAESE T A3 T Bt EEe, JEE) | WAHEAE I g B kA e P AT LA sk 1C, oF
U, HAEASC ARzl W S5 TR E R .
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[0623]  p) A LW S LR 7 41 AL A Pk 22 IR~ 2 01 3 AT LA 4nwo- 08/0200795(557 I
Ezo) Frifial VA S A i B I BBAETE S, $590 40 Fh T~ 2 B8 A1 sl A S5 P [ e AT / 5k
RIRML A% B 7 A0 s b A TS BR el B s, Tl e 81 A 5 ke 22 IR A PR P T 5 0
T80 50 % FT A6 B RS TR) o A& IR 2835 R 3 41 A A5 ek 22 KO Ak PR 2 e B AT DL RO &
L FNATAR 5 SAE , 91 anim st Z54R80 153 BT A AE « 18 5 BN ARSTUEHE AR 512k i
SETERER, I H AT LEAIW0- 08/0200795557 HLE0) Firflink ). 4W0 08/020079557 I Bto)
HIRHR K0, T U S50 nt1/2-a, t1/2-pRIgh £ N A (AUC) For. Bl A S
2N SIS, DA EARIETFE, il aiKenne th®: A 1996 (Chemical Stability of
Pharmaceuticals:A Handbook for Pharmacists) fllPetersZE A 1996 (Pharmacokinete
analysis:A Practical Approach) .iAF[ VL= #%Gibaldi&Perron 1982
(Pharmacokinetics,Dekker M,2"f&T1THR) o Aik - TE RGN Bk B K211 4nwo
08/0200795857 U1 Bto) FIrae SCI1), e AlFE L 1/2-BIOHE AN, FERAE A PRI t1/2-of1/5RAUCHK
AN

[0624]  q) I THEbRERULT, RGEFEFREPTR b0 “FHEAE P AL S S Rehs kb 0z
RSB PE Sy B I el S B R IR R 7 A1 B (streteh) , HO2SEbREHUR I S
P A SZ AR RS 2 SRR 25 B A R DRI S A AR B A T A5 2258 K
(BlaniA 2Rtk 28 4 Wil KA a5 s MR e U A A E T ST LI Fh b A e
FRECPUIE AT H B A7 i SR A B R TE BBy 4 A ek S BRI R 3 I A B
(stretch) o B, DA EAE I 257 T DR AR B2 5L Fr A sk Z BRI 45 5 TS
AR e R/ 88 KPR SRR B AR T2 A EAE R B S48 3 A ALl sk A=
Wt 38080 R T (R IR AR U b AT 7 i SR PO PR E 7 0y S A el s
FRILIL T A B (stretch) o

[0625] 1) M5 H—HU LA (Iril & 508y 21k 2 I 28 ARk Z K4S S 105 M1 )
F/D106% a1 E /D 10065 Ak 22 /D 100045 F15 2 7] 12510 . 0005 sk 58 = (135 A 1/ Biddcr:
PUEE (0 TR, 135 SRk K IE K (L K R/ 5K dteR) 255, PR e ik
1R ] AR S Al 22 PR AN T 25 BRI 5 0 28— ARk HUlUE “Rem ™ o 4l
a, BBt DL S REAR e DAL TR S B R e 1) 5l 22 IR 55 58— MEAR el eI 45 5 10K /)
/01065, B/ a0 10065, HALZe /N /D 10004% , 4514010 00065 LA N UK E S5 - ik
L, 24 558 R R UL, Jo R BRER 1 B AT AR S Ak 2 IO 28— SRR Rk B U R R
(7 I, B AT (QIASC I A SCR) FITi i 25— ¥EAREUAT , NS Tk 55— #Eb Rkt o
[0626]  s) Rk “22 XBHWT (cross-block) ™ “B 22 X BHWT (cross-blocked) ” F1“38 X BHKT
1) (cross-blocking) ” fEASCHHA] B4 fifi 1], Fi5 e BR AR 1 B v AR 5 A el Z JIR T K2R
PR H—Fhak 2 B2 AR S5 5 IR 1T o AR WM S B BRER 1 FR ] AR S5 A el sl 22 KBRS T3
PSP A RSR B AAR S HEA RS S AR AL, T HLIX I eI B 15 AT O AR I A A Y]
28 ST, FTVAGE FH 5 4P 25 S A I A8 » — FivRs BI85 & 1 e B A2 SCBELT RS ek FH 36
FACS- B35 TELISAIR 5 ik kAl phascreen, M EFRICHT (BIATHATHL shRic sk A2 =40 10) AR
AR W) S ie 3R 1 B A AR 5 A sl Z TR M e S5 i 2 TR e AT TS SRR 45

B TS SR — MR AR T T IE 85570 T 1o 3 X BHIr sl 2 e 8 SUBHIT A &
HH IR U REBR A 11 PR P AR S5 A3k s 22 IR 18 G125 T-FACS - 3 T-ELISA- 52 T-Alphascreen
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BP0 B2 DA TH S BT A AS I AT 2R SRk AR AT ART G R 1 B P AR 2 A Sl
EEE G R, i ARE A WA SBHIM S 1R 7 41 sl e g S fbe plan S _Fakae
WA A R BERRES 1, PASEAFAEAS IR 2 rh DR A A AR B R 2 S B 1)k
He g G AINatE N P s AR AR DR Ge R Bk ER 1 B AR £ Mg daal 20 T . 0 LMk
B /D S AR I ) R R 1R 28 SCRHIT 1) (52 SCRH M7 AT DA Dy — B A0 ER v B A 4
TG, L B Pk Be (Fab, scFv) AIHGE AR 4R (IR = Hii ik  VHH |
dAbs VHs \VLs) ) (R E o s RIS B 46 (B i 2t 52 SCRHIT I AEPR L (BanApsic
(1) GoREBR AR 1 2R R AR 45 Mg da ke 20 IR 4R) 11960 % - 100 % 2 [A] (B 4 4E 3 TELISA/
Alphascreenff 5546 M) 587580 % - 100 % 2 7] (B A{r 3L T-FACSI 55 546 M)

[0627] ) JPRFT AR VHHI L G e BREE 1 B AT AR 45 Ry dalal LR VHHFF A1 AT 85 9% [ — 14 (5
VHHL AT PR A E R v A0 A B b s e (B, blosom627543 45 1%) [blastH k) 1]
F-VHH1 34 FE 4] (QVQLVESGGGLVQPGGSLRLSCAASGETLDYYATGWFRQAPGKEREGVSCTSSSDGSTYYA
DSVKGRFTISRDNAKNTVYLQMNSLKPEDTAVYYCAA) (SEQ 1D NO:361) J H A ¥ 5058 il A 2
Itz (B, C50) (i fHKabatZwS) , W R 2 L1 7 41 an ol R e A & W Ge e PR a1 B
AR S Rtk 2 o “VHHI AL G0 R BREE 1 B ] AR 5 A 38 sl “L AU VHHTF 417

[0628] ) U ARZAIERR A1 I A AR AR A W) S5 BR 2R 11 B ] AR S5 AR Sl 25 ORI /> A
U U P E e (Banske 5 A AR L A IS L e, B AL A8 A
AR A ) 2R, I8 28 HAR X SO AN A ) sl e e “A8 R
17

[0629]  v) 4IWO 08/020079 Gt 5| JHEFFANATO EE58F159 T Ezq) Ttk — LA R Y, HiLHE
Kabat % A 45 WV, G935k 1018 T4 5 (“Sequence of proteins of immunological
interest”,US Public Health Services,NIH Bethesda ,MD, 2N 591) X G s BRER (] B A]
AR LE RIS IR FR TR I 1 T4 5, WIR1 echmannflIMuy 1 dermans, 2000 (J . Immunol .Methods
240(1-2) :185-195; Z WAAIAMZ R I L 2) vh s F-T- S8 Se R Sh v, S5 sk i I « i
2 RS - 1E QARSI G TV 5 AL SR IVHHES R85 AT A 1 — 4 - A CDR I 2 IR
FRELN T DL A, B AT DIASKER T HKabat 4 5 Al HE H IO S R R 7 R 110 5 45 (B, AR
fEKabat 4 5 1 — > ak 2L E AR SR e A e LA b5 38, 508 525 e 0 AT LS T
Kabat 45 [t 5o vFIUECR B 2 R IR IR X WA , il H , AR EKabat 1) 4a 5 A DAX R
T A BT SBR A1 T ) 2 SRR TR ) 5P 5 o VHES AL SBMIVHHES Kyt 1) 2 SR Bk
LS HCRAR AR 1105 12007 PN, 5 7R 112 115 2 [A] AR, Nz B /e /N B
KB AT DA T AR R i H Y o

[0630]  CDRIX [ th AT LAARIEAN R 1) 75 1A A T o e AR PEKaba t (I CDRAE 1, So e PRER 1
FARTARZEAL PR R0 19 1 - 3002 [ S SRR B I , e SR Al 11 B R AR 25 A I CDR 169,531 - 35
DL LR IR L , Jo e BREE 1 B0 AT AR S A FR2 B0 7536 - 49 (M S IR , S e Bkl 1 B ]
L5 IHIFICDR2 00 7750 - 65 (7 Y 2 FEIR PR L , S BRAE [ PR A AR S5 Mg I R FR3 07766 - 947
(R R TR L, T s BR AR 13 B ] AR S5 Mg b [ CDR 302,95 - 10243 [ A R Ak 2k, S Bs Bk AR 1A
PR AR A FRAE0 15103 - 1137 R 2 SRR TR A

[0631]  YEARHEP,BRAES AW, CODRF AR JiKontermannfilDiubel (Eds. 2010,
Antibody Engineering,vol 2,Springer Verlag Heidelberg Berlin,Martin, 55335,
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pp.33-51) M ARIEIZ T 1k, FRUELS 7 1 - 25Kb 1 SR AR 5L | CDR 14U 237 B 26 - 354011
SASEFRIRIL  FR2A 1V 1 36 - 494 U 2 AR R 5L , CDR2EU 517 £250 - 58AL I A LR AR 5L , FR3
BLE 7 EE59 - 94RL I S FE IR AR L , CDR3EL 5 v £ 95 - 10240 [ S SRR AL , I HFRAG 5 B
103- 113401 S AR AR L

[0632]  w) It HRIFR L e 51 0 5863507/ SEBE BN A 1 — A B A R B, A
PR AR N LATART 7 PR A& WA/ sl B SRR 22K Y R, BRI EAS A SN

[0633]  x) - Hutpe K ANHIR E (1C50) S Ak A PIrEIm I A= Pk A=A DA 5 T BN, N2
P22 N PRI & o 12 0 FNR e R 46 2 Ao B2 (el R 2y, B 4 . 41
Mz R A TE T BRI TR VRS R NS T2/ ISVERAK PR QM) o et ok
Wi, HOE - Eane Kk (50 %) ik (10) (50% 1C, BK1C50) « 25901 1CH0 A] DA i 44 £
FAEEE I R gy 28 RS 25 A R 96 B O F5 oA A A & B TSV R AR K oA 3 2 P 52
SRAFRE o AT LA B 3001 B sl R e R AR P2 B BT A O3k FEE R 45 e R s anAs
KIHRISVER A KB TATHTIC5018 -

[0634]  RiEFEt KA RO (ECH0) S&Fa1E e BN 7l 2 J5 , i SR KM 2
TR] PR 25T i 2 A S Pk B o AE A SO L I E 22 BRI < TSV BR AN KB A 80 T 1
18 o 3 P55 R i 7 1 2R R ECH 07 oW 25 3 Ho A RSN 1950 % B 0L N AL S i i o ik
e DABE R BT 251K

[0635]  FEA=p 2 ZeHh , BRI I/ INA SR T 5 S B0 S A STE N £ PR R DRast g
T A P00 T v i 238 DI 4R AR 2R A0 1 15 A5 2 EC50 o 3 AT DA AR AL S 2Rk SR M
Bt EHIE AEZBUFOLT AR B F R & 5 1 o £E SEHE 1 $2 EECS 0 175 4
s DUR T REAS T b SUMRKD o #3530, ECSO{E Rt 1T DA A RS2 KDIR o R3E “SEH)
KD” 3 Je 52 DIAS AHARE L T 14, Az /D2 A S8 HhaRAF IV YDA o« ARGE P37 SR FR %k
SEARAE SEH BIRREABR AR D -

[0636] 1R K 1C50, HIEAL ATl (50 % H)) AW AE 5 T 55 445 A E Fzh
PEFSHUAIIAE , TCHO 2 1) M W HHh 28 11 e iy DRS00 vt o T35 sl 741/ BRI, Foc
IR 2 R EC50 6

[0637]  y) AU , WA T HLL BRAE S A e R, B B0E > (@) 7 “—Fl
(an) " FFTIA (the) ” B E R KL, B0, 2 K G0 48— Rk 22 Fh AT b AN A
1, ELEE K “Flrdk 5 7” A R M S 25 BRI ST AR B2 L AN RERS S 1 ek B A S
Ptk 5 0 5 i

[0638]  [RAEAH UL, £ — RV R Z ATIARIE 207 g o 2487 25 RN
F ARG AN TP E, 5B BN AE I I ST BH0E , AT & WA B S )y
RV SN Tk S0 B AR S T A Z A

[0639]  JCiCAEASCFRATALE FT , ATE “Fil/ml” (048 “FI” L “ul” A1 “P Frid RAEE R T &
AR ATAT B AT 195 3.

[0640]  RiAE“29” Bk “KEZ)” , anASCHh AT Y, R fE 4 e (B sk VEE20 % 2 N, Ak 15 % 2
W, BEAREL0% 2 N, H A tides % 2 N .

[0641] 7 H AN AL A5 AR e AR B2k A5 v, B AR R SO A 2k, il “B A
(comprise)” DL AR G4 “comprises” Fil “comprising”) Bi gy HE g s 8 40 2 Fr A 1Y

Gis
"

39



CN 114920848 B W OB P 37/128 T

BRECP B 2B S PR A R AHBRE T H e B e Bl 2 i o
BRI o ARSI, AR “00 57 BEME HIAGE “2r ™ sl “(0 il fhe, BB A I M AR
SCHEFHIN REAES FHARTE “HLAA™ k.

[0642]  ARBALS MAUE 2/ Do — B pR A A F AT AL S, (TSV) R D—AN SN fu e
BREE BT AR A 2 I, FL i 22 /D 2B — TSVAT /K753 (CD3) B oAl 1/ 5434k
%3 (CD3) 5, I H Tk 2 D—A SISO ISV B4R F it B A s A 11/ S5 gn i
SEAMTE =

(06431 UM, AL W 2045 S0 20 IR ST A0 b 10 2 AT i A3 5 T4 i A AR
A, X FEOMNL TR IR ST AL - SEEANI Rk or + G dniiEs ot
J50 RIS TARAIEIR) 52 44 CD3 & S5 A Al 00 HOE HIRRE AR A4 R o (s T4 B 4053 2 4m
J, BURE S AT TARHE , 5 2Tk TERM R SE IR BEAR A AL AR PRy 325 A i vk
TIA ~ RIEZIN ALGNEBIRAN E B BB T A ol , TAIRAC & A S LI
[ BRI ALZR) RISt 7 a1 B (BROVRIAE) AOSOLA A HIRTRL ikt , X2 2
o2 o 200 v S a0k S B A, ok A 7 A R Mk 2 T B A T 5% SR B 4
NI T Ao LE 5, TR AN I 2 TRIF S5 408 o T LU RS TR 32 A S5MHC/ ik
SEWEEI S A AR 2Rk /D TR S2 0/ MICAH EL A IS &0 T B TR a2
SUR N it op

[0644] DAL, AR B B A AT R 22 U, L ok 2 GRS TR S S i

[0645]  jiliid —AME (GE—TSV) , ZHFRIEL O CD3 (T4IAE LI THIE 2 5 S-S E &
Yt A s AL93) B sk 1/ 5 OD3ES & ol o — B (5 ISVAN/B o =18V , %
R 2 IR B SR AR E AP, XA b AT BT e R/ SRR BT AL
B o et , (4 2R MR 2 I SR b 2 TG b IN, AEREAN R T |7 REE 2ITARNS
X T HIEEZRAE - DU O S BCa ML e Jmbe A — DSy &b, 2855
SN R L TAR MR RE AR ot , 2R MR 2 IR REAS K i B 2 Fe B TR G i
CD4 F1/5kCD8" THif) 53 205 1k, F T HEAn Iy e 3 A 11 VAR - e bt , 76 55— 4niy
TR, IR T S 1 — NS o

[0646] AU ERILAC b IPRILL b S e Bk 1 B ] AR b (A2 D T RA S T R S e R
A R AT AR EE ) AR R R CRHAEASOT ARy “ 207 A B 2 IR bR oy “Z A
FERAAT o WA E— 25 HOFIAR , SX AR A 24 S A ) — BB AR Al S R 13 B A« A A
MZIGE 2™, BN S PN R85 oeEk ISV, Hrh 2 DR — 45 BT  TSVERAPK ST
PRMIEE 5K BT TSV TR AL, I H PR RIEERR, it sepilit e e . o 2
DRSS FTT TSV BRI CRL 2 D — NS5 BT TSVERA KPS 25—l
(AR B Z K (B, 15 28— 80, anfilancDa) Jf 1 2 /b — 450 BT TSVERA KPR g
RFEE BRI, AR ANE] T 28 —HEAR 28 BERR, nIanTAA, BIAICD20EKHER) ) | IoRE 7
MROSACR B “Z R 20K, I Hz 2 IR 7 AE RIS FT  TSVERAR TUAALE AT IR
RR g2 “ AU B SRR AR 2 o DR, 91, AR W B0 e o 0 22 b
— R EE—HERR (FIAICD3) IG5 HG ERTC  ISVERAK BT AR 2 /D — N 85 bR (B, %
REANTR] TP ik 55— SRR 55— HEbR, nBIanTAA, B 9ICD20EKHER) Y& 4544 HioT  TSVER
KSR Z IR, A IR “ =R " 20 8 2= D — A 25 —HEhR (19140, CD3) 1Y

40



CN 114920848 B W OB P 38/128 T

SERYHTT ISVERAPKBUAR , 1WA A T Pirad 28 —SEFR I 85— #EFR (fF4NTAA, 4NCD205KHER2)
56 — 25 R B0 TSVER AR FUATI 2 D — N0 28 =Pl (B, AN AT 26 —Fnes —8ibr —
F LW —ATAR) L 4n, A5, i A R S 1 H e S50 BT ISVERA KR BUARIN 2K 5 .
W LB BRI , AEA R B 2R e 22 T DL B 22/ D 8 — AR 8 — S5 A
TC~ ISVERAKBTIA, B0 88— HEARI 25— 25 M BA T T SVER KDL AR E B R 1 —A
PA_ERTRASY B 55 28—/ Bk 28— BObmAR R sl R REAR I 4544 B0 ISV S ERAK PRI
S R S B ARBE T8 Sk 22K o S5 B T L TSVSERAAK BT A AT DTt 22 B Sk e 41l
P

[0647]  RIERURR 5 22 Ik BURE S A 2 OB S A R U S o A b 4
BV SPERDBURS S A SR A e i (]

[0648]  friiad i FIAS it — D R A R R , AR I S REBR £ 11 PR m] AR 2%
R AT LA “G5 A o™ DAOE A BRI 22 K, i i 2 Heks e A 15 H e 2P FR A
SERYES Ay Bk A G R T AL, PUB A SR I G sl EER (1 EAN PR T A S ik
AR IR =/ T8/ 2RI =/ TU R e I 2 ), HAE— "N F NS T —Fhek
Z T A BRI B A P2 AR .

[06491  SEHRARIIE (WIALE STHEBIESSS FIruERANY) L 454 CD3RY TSN, S 4Pami i)
HITSVAEA & B 22 K RE S DAAT AR LA B30T o BEARS A b, A — N S5 S b, 2557 CD3 Y
ISVETN- K, 3 H LS F bR ngISVE T-C- Ruh E —AN S0y %, 45450
A ErIHUE I ISV TN- A, I HL45 A CD3 ISVEL T-C- At o

[0650]  ZERaskeft) I, AL BRI 2 K& 5 /D o — o B BR AR A B ] AR g (TSV) /D>
5B R REER AR 1 PR R AR G A AN 2 D R = S REER R 1 PR R AR g, O iR E D 2R —
ISVXSCD3 A m 3 A 1/ 5CD345 & 5 ATk 2= /D 28 — TSVATFEANIE 28—l oA ek Al
S/ 584 IS — PR g G, H E A Z /DS = TSVAHEANIN 28 — Hult B msg A
11/ 540 S R A A, HP R 8 R R E TR S iR S — R
Tk 58 — P BERSAE AR O 5B AN b ek 2 A AR O #E it L.

[0651]  SEHRARI T (WIALE STHEBIESSS ArUE R L 45 A CD3AY TSN, S HEami iy ss—
PURFNISE — U IO TSVAEACL BRI 2 K rh BB DT AT ISR 180 e SE AR A B, 7E—A S 7 56
W, 55 CD3I ISV TN- A, 45 AN i 58 —HU ISVE Tl JF HL&5 G 4o
S PRI ISV T-C- A o £ T3 — AT 20, 455 CD3 ISV L T-N- A , 45 5
A S8 —HU I ISVEL T, A4S 4niE_ B sE—Pu O ISVEE T-C- A o 7275
— NS T S, SR RN BRSO K TSV N - R, 45 S8 F s —HusEm
ISVE T-HUL, H HE5 G D3 ISVE T-C- Ko £ 5 — 305 S, 25 S R0 - 28—
USRI TSV FN- A , 25 5 CD3M ISV i Tl H HA5 A #E40 EI2E — Pl iy ISV T
C- Aty o AE 50— 5 S, 25 RN 110 28 — HUl I ISVEL TN- K, 455 CD3[ ISV
B, LSRN LA — B ISVE T-C- Kk 76 1 — A0y &, 454
A 0S8 — HU R TSVE FN- R, &5 5 40 B SE—Pust o ISV Tl - a5 &
CD3[HISVE T-C- A o

[0652] ARG HHIATS M A& Pek A fE 0k, I FLES A& X AR 8 A BTek K, o Sk AR
AL A —Fhiek 2 M TSVER 22 KA1k, I BAT St ib 40 85— ok 2 BhoH & 2 ] 2%
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B HB T BES T HTT o AU AN DR MASCE—2 AT NS TR RIS, Frid H e A
LT AEGRTE S EHR P A T LASR B P AR B S SN THREE RIACK R 2
Ik R/ BB ATk 20 KA A2 AL S i 440 I H AT ARG s T AN A R R R 22 1
PE

[0653] AR BHRIM 5 A i fk sl 2 I T DA s N iy vkl & - & D42k
— AN A O SR R ER R AR S S — N E A AN B TR AR )
Bl A A T IS . — A E N E A RS R P B, DR A I
Wy A AR 2R AR IR Z IR PT VA a5 ik o - Hoal i A R R 4B A A B
ZIRIZIR , LA A 1077 SRR AR , [FICR IS AL W) 20 IR 20 B o 1RO 75 T VA
VAR By B I3 XSt , HO T AR SR BT E R, B AnSEFAEASC— 254t
RIS EEREIA

[0654] AL I BATEIR FF AT 4R, it/ de R/ el s AR AL S 1 W A 2
I L ZAEASR W R ) A W P i 28 IR e S “A e s 1 AR I AL &40
oy SR A e 25 R TR — F8 93 IR A A H PR 2 SRR AR Oy “ht AR IR s s S ™ AL W i
RS AR B 2 IR o A B R A B R P S U 5 2 SB A B s Ui s 4 e
S FFHIFER FRAUSH AN SR TR IE R 5 X RS A e ek 1 PR AT AR A5
Sk I A A 55— 51 -

(06851 i, X RPN A IR EE B Al Bl 5 F o T U — N A AR e
BREE AR A, XM B A (RS A B (RS 22K AR LRI H
SeARRRIVER T 1, Frid— ek AN LB I AL SR s g A RO s R A
B AU, fir ik —A e 2 AN H B FR P AL A ) Bl A BTt H Fh S D p
Ryt SR Nk e S =g S LR Ktk y aP N 2y AR I N R= SR N (e Ry AR RN N i)
TR R AT AR 25 A8 (TSV) | “dAb™ s i 5 FHYRdAb IR S e BR R A 5 T AR £ At L B2l
KPR LE - B, X RIL P BRI S AT Bl 25 15 PR e ] LA Qo2 (e~ R P PR
ZERE RSy, HAR B AT DAY sl AT AR 7 M/l 2B o A9 A E AN 32 HL R AR, 13X R
FPAPT LS — A 2 M AL IR S B R EE 0] A Sk 22 G e AR AR B O TSV
B IRE AT A SO — AR -

[0656] AU —EZ MASRIARIRT AWyl SR i A, I BT it — P 5 —
AEEMIEIE S — B SN EE R I R P L R B A A T
e AR AL A B I I o PRk, v i — Bl 2N H e B TS 25 S o) Bl 4
FETUR R IR F AR g A R S R AR B — D E R
PR AR SRR — A B 2 AT SRR SR sl A S BT ] DL B R R e e
FN/ ol — AN E S PSRRI 2% - N, 25— AN R ARy
B AT TR R A R AR AN, B T DU S B ERER A R AR S, DA
A E RS (ER) Bt E (20 -

[0667]  fE—¥850 )7 S, ZARE S WASC AT DI T e bRl R ] AR 454
oo A28 5 5 S, 22 IEEAS E A ASCA TR RO AN DA b S e R e 1 B A] AR e A e 2]
Fo “FEA LT PN D L SR BERRER PR AT AR A, R I 2 MO ER T ARASCA A
VA b G BReE PR AT A A I 2 SN BA SN S B ER B B P AR A 22K AR
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LA F A A 0 8 BR AR A PR ] AR SRR A1 22 KA B4 EATART S5 AN T B BR A 13 B T AR
SERI o SR, Y AR 2 FE A b I DA b S B 1 B ] AR S Al £ ) 22 IR T DA
FFE SN DAY , U RIC 3R DA K S S T IS X B TN DR P (U4
R SRR I R A AN TR R O B ] — 3 A — 900 1 &, DK A A TE Y
— NS TR BRER [ P T AR S5 R A A o N B AR A, RIE “ 2 A BT RN 2K A
AR R (SRAE N SO AR .

[0658]  YE—RLjE 5 ZEHp , 2K AR B 5 A SCA T I R Be BRER 1 HA P AR 45 A3 240
B2 AL AR o A — 2R S T, KA S A S A T I — Pk 2 R TR
AN/ B T AU SR A — S8 5T S, 2R S MG 455 8 PR AY o A — 2830
T3 ZEHR LT 456 B 1 o0 A2 S R BRER 1 B T AR 25 A o 7E— BB S 5 ZEHp, SR BRER 1 A
A[AE S5 F33 2 Nanobody -

[0659]  JSFRARI L, S5A9 AT GELBIANEE— 25 AT B 45 AT SR = 45 T %)
FEZ IR i (BT m] AR AT AR N B 75 B8, DL AR il e i se 5 1y
HRICAE Z KA AL B AR S AN e e« ZIORS S E Eeo R T hE B IR SR 11, S5
b H AR, — e A (O sk k) FTLASR B se i 25 S R FE - AN, 58— AN 28 454
TCAEAL I 2 IR AR BB R DA CMAN -3 2 C - ) = (1) 28— &5 Pt (Bl anss—1SV,
WS —ARPUA) - (k] -85 450 5T (AN g8 ISV, i anss — 4K s sk (i1) 28
AR T (BIANEE ISV, AN —AKPUAR) - (k] - S — 45 R T (Bl sE—IsV, i i
EE—HKPUA) 5 (BB AEE ) « T B B IR AR I p S R BERTT (56
I S5 B T HI R PR 22 K PT DA 2 il i U 6 6 2, B an an 596 305 20 28 S AT
[0660] A& HHIM 22 A 26 — T s BRER 11 PR 7] AR 45 A3 (TSV) X808 41 (2 B it 0
AMLITCRE A4, I HAA R AR 5eCD3) A s Al 1/ 5 30N 4n i (e e piradk 3 4nfa g
TCRIZ &4, HAELZ B 12ECD3) 4545

[0661] U AN S TCRE S 4H , Itk e R 4ne , v an TR Bh A Az 4l .
AT Rk P 4, feCD4” THEBhANY (AR CDA4NI . T4HBh 40 sk T440) , {4
TN (RN T 41 CTLERCDS" THM) RIRAAHTANN (NKTERM) B RIRA A5 4mi
(NKGIE) o 7F—BE 500 /5 S P, AN R AT AR N AEAE 1) o A — S8 S50 7 S, AU 7E 1R IMT
PR o A WA RN ARG K7L s amite , SRe s M R K2t , H HLAE B B AR eb
M4

(06621 4uASCHR T, RIE “TCRE A7 5k “oBTCR-CD3E 59" S FRE TANML I %1 | &
TR 2R &8 (3 W KuhnsZE A 2006, Tmmunity 24:133-139) .TCRE ¥ /SFA~
[P TR P s s R |1 2 B T2 A B S AR O TCR SR — SR AR TCRFITCRBAE , DA M
A4S IICD3 y LCD38CD3e MIE i (E AT A E S AATE AN BB IR (L M B 21 2
SRR RAGSEFA57) o TS AR I bl AR B 14 F 15 28 S5 AR T AR 25 A 4 ko A
CD3FNATCRa/ BA AR S5 Mg I 77 S A KA - 10T 2 (4 (SEQ 1D NOs:291-296; 2
UniProtKB:CD3§:P04234,CD3 y :P09693,CD3¢ : PO7766,CD3C : P20963 , TCRa: PO1848FIITCRB:
P01850) .

[0663] NS0t T S, AN S AR I Z K, TR 55— ISVES 5 TCRIE
EWIFCD3 y (SEQ ID NO:292) .CD38 (SEQ ID NO:291) Fl1/5kCD3e (SEQ ID NO:293) ,ukH %
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AR Rk R R

[0664]  F& et , AL IR BEANASC AT R W Z K, FEFP BTk 55— ISVES S TCRE S I1ICD3 y
(SEQ ID NO:379) .CD38 (SEQ ID NO:291) F1/5kCD3e (SEQ ID NO:380) , 5k 2 &A5 Ak uk ]
T,

[0665]  [AIFh L2 BEAEIE o B AN AW S sl A S A 25 AR R A BE DR = AR £
IR 5T A, Brik A S i ande B Ve J5 sh - e B 5 1) e BV I ATAZ R A RS
s, AR AN AT LRI -

[0666] YA AT H, “TANAEIG AL 28 T4 (I andni s T4niE) 19— ek 2 Mhan i
NE TEANE ] 8, b, AN 100 b, A AR RO R, A A RS I, SRR T
RSP AN E A AR AN iR A B 2 KRR 5 S TANIE 1L « WA TR (1, T
AT IR B I E AR AT FR 2 LRI, AN 2n/EW0 - 99/544408k Schlereth®: A 2005
(Cancer Immunol.Immunother.20:1-12) FRAGARRT, sk anazieilak T SCHBIUET .

[0667]  fr—NSi 5 SR AR B M AN SRR () 2K, o Brak 22 I 5 T4 i
0o e, 2 A 22 RAM 24 Pl 58— TSVAN/ B A AN TSVES AR 4i it |- OB 75 5
TG -

[0668] 1ALy ZE R, A K DA S AnASC AR R 22 I, R Bl TA RS AR 145
SHEAi AR S — U g5 S RO ATk 2 K i A TN

[0669] AL HHZ K TAnlais AL Re i DA 64 T M : CD69 . CD25 RN 22 Fh4m it ktiFfT
O3 AR (BUANTEN- y VINF -0 TL-6TL-2 TL-4F0TL- 10) {8 EE 3T F A/ soR i, Rrlidg
FNZE L 22k 00 F A, R/ sk 4n s , B I (membrane blebbing) |, Ht s ARG 3/
BTN AE , AZDNAI R B/ s DR 28 I BB 5. (ADPAZNH) 2R ST S4fi7 o (et , 28
S0 S 22 R A R4 I ) B IR AR T TR S A e, T2RMHCHN/ sk 24k & -1 1Y
FEALE 0/ S AT R E R A7 A

[0670] NS5 SR AR B M AN SRR [ 22 K, FHEH Firak T 40 i i A a1
MHCIH 5]

[06711 AR WAL IR B R T AE A NI e B AR /i £ 7E R CD8 ™ - FICDA - FHAE T4
P ) S T TR o 220 2 e AN K B 1R 22 JO 55 S T e P 4 i ) B TP PR AR S 2 e s i
ST B DA R 2 AL 2 R (4 336 125 - 22 Th T4 i 1 40 i s Al O 2 AE Bl WA tkins on Al
Bleackley 1995(Crit.Rev.Immunol 15(3-4):359-384) Hhfffik Akt , B T4 fupe
HATIESALANIA AR , I HA S B ek AILH] GET SR n T AN 218 , sk o T4
Ho3-10) 5200 (S DLAFIEIW0  2007/042261) o FEARSN , B 38 [FITAMRAEARR B BE /IR 1] WL, 31X
FHHPARE R A A I 2 I T 2 S5 4 An i 45 5 TSR il A TR o an SR ol FR b BH TR , 300 -
S RERRITAR L R ] DL E S E ARV iR« TR , AR BV KA R I 2 K e b, AR K
HA 2 IR 4B (B ansaagnitn) (2815 , v R T4 AT AL s 16 40 i 2R T4
(08 TRwA o) meiE

[0672] AT )T 2R, AL BT S ARSI aR R 2K, FCFR BTk TN A0 5 [ ik
T —Fhok 2 Fhania i %, Hrh Frk gifia i sk 5 AN 4L 4 s B3, 2016, i Al
B A LA ) O~ R U VA a7 Qe == R SO SS W (A 8 s ¥t/ e EW e [ 2 O e s 8
[0673]  QuASCHVE IR, RE “S0TT7 225551, A2 IR ISV AR A, AR 22 E PR
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o 2978 AT DA s A0 L R S g 1 5 , Al an Sieas 5oy vh AT (1 5 1
E o T AR IR R8O 5 e T B A s ME R 2 JE 2K, R Dy e A Tl 25
FF SR AR N, I EL AT DAEADR RGP = A 45 DR o FE T =g /e AL, 7T DARE
ST AP e I R, B FEAE AP T HE5E I A 4 s e I  r e R A I s
SEPRINSE 4110 35 0 52 AR 25 -6 D R ) D eI s iy 2 1 sl A 540 - (i (b
A AR cAMPER) (1935 S/ M \Ramos  BARMIMAEAAY  TARMA- S 10 fiRg
N RABIE I SR BIRESs3 Frr) |, A ARSIk Fh 2 R0 « >k B T4 38
TE PG5 SR T LASRR R PN 8007, A i 5 A & B 2255 e vk 20 I S 0T AR N 225 By
ISV (AN AD & —Fh I SVER— Rk bk AT e tdt— 25 A0 S AR BRI 2 Ik (B0
SEHERAY) ) FRATF M N AH L ESR A E Y o

[0674]  fr— NS0T e, AR BT S ANASC AR W 2K, Frp BTk TN A0 5 [ ik
SO AT TS VR A, 1 Q0 R B e M I AR S AT P A2 32 A ) kAR P iR B ) A=
A1/ Bl BEFE AN/ ok 2 SERT AR SR (F14n, 5 ERAEM/ Sl AER I IR 52T 2910 % , 15 4
20% 30% 5k40 % sk L= 2150 % , W2 160 % , U170 % 80 % ik -2 2190 % , i U
100%

[0675] AL HHI S — 5 T ISV AT AR s VHEN L EERR (BICD3) HAT = Al g o AC
KIS — G5 A BTG L TSVER AR PR AT DL A0 BT il 55— BERRI PSP rE e 2 s 51
A3 NEER IR B sl T RIS DL ) o S0 b H bR B S e F 1 e e B 5
— SR BT, BN SR — ISV ALK AR VHH, AN FEATAT S & T 130N 52 o

[0676]  [AIt , A A TS S ANASCHTIR I Z IR, FFR ATk 55— TSVELIXAE IR~ F- #4JKDfE 5 CD3
G54 1 /£ 100nMZE 10pM. [AI[F)F-S4IKDAE, 15 4n90nMUA B [1°F-¥IKDIE., 2 B AL de80nMPA 11
SEHAKDIE , 3 41/NT770.60.50.40.30.20 10 5nMikHE 2 B1/N i /N 4.3, 2 InM, 35 41/
F500.400.300.200.100.90.80.70.60.50.40 30 20pMuk £ 2= B /N, 1% 47N T-10pM. A 258
Hb, KDi 1 Kinexa sk SPRAFTE , 191 41 41 15 Proteon FIT A 11 o B4, FIrs KD AN S j (5115503 5
BT 7R IPIFE -

[06771  [AIE, A KBS S ANASCAT R 2K, FEFp BTk 55— TSV 24 DLERAN U I FAT i o
T AT, B - 24IKDa ik 3 11 55 125 1 Hedi (SPR) AL HE A& 1 &

(06781  [AlMt, A A BH S S AnASC Tk (1 22 I, 3R ATk 25 IO AT iR CD3 (kX 45 & Bk
CD3) HA3k [ LA R4S AR HE K) : B2 L10 M ELA10 M ELLL10 M E
22910 M EL 10 M ELZ10 "M ELZ10 "MAIE L L4510 "M, 48176 Qi 1ot 24 145 55
AR I o

[0679] AL BHIRIS K ANASCRT IR 22K, FLFR ATk 55— ISVEAIX A IECS 0fF 5 BTk CD34
F : AE100nMZE 1pM 2 [H][FJECS0{H., 7 4n100nMPA ¥ FIAIECS0(H , 15 B AL 2E90nMEL N [1~F
YIECS0MRL, #5217 T-80.70.60.50.40.30.20, 10 5nMik FE 2 B /N 35 07N T-4.3 .2 InMak H:
2N B W1/NT500.400.300.200,100.90.80.70.60.50.40.30.20 10 5pMisk L% 5 /)N,
WA N T 4pMs

[0680]  [Alt, Ak BHTS S ANASCATR I Z K, Forp Bk - 24)KDai i FACS \Biacore \ELISA,
FEFRAN BB —TSV GEANAKBTA) B A0S FRAN 28— TSV GE AN KBTI 120K wae , 191 anfir
WREC502 AN e B o T s i E 1 o
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[0681]  7FShffh 2871, KDSECH0 R 47 5Tk

[0682] {1 —A3JE T R, AL HHEE M ANASCRTIR I Z K, b ATk 22 IO iR CD3 (5
KA ATIRCD3) HAT e 1 DA N 4 A 45 A R 4 (Kon) - /D510 s FE /D2y
10°0 s Emb A0 s L EAAZ10M s L D410 s 10 M s L b A 100 s T E D
Z910°M s RIZE /D210 M s, 4t e A k2 0 1 R P R Pk S e 0 4 T i
AT

[0683] {1 — A3 T R, AL HHEE M ANASCRTIR I Z K, b ATk 22 IO iR CD3 (5
S AR CD3) FLA 6 [ 1 DA R 4L O e 25 ik = B (Rof ) 2224010 °s W E L4
10 B2 4107 L 2L 410 % L 2L H10 s L ELA10 % L ELA10 s TTES Y
101%™, 4t 2e o i 3 25 - LR T I B An S B 4 T 3R T

[0684] T D)L [EACC FriR O 45 505 - TSVEk 22 ik () S 5FR e S i o 9114 , E5GE Fi ik ik
ISVIR S5 G o AR/ s e A R P RR R FT i 1 - 85 5 93 1 ISVER Z IR I 2 51 7 471
A RIE 18 2 AR A SN B TR 851543 TSVl 20 R A% R mli i i I 15 Bl ke il
o

[0685]  Ffrik &0 4E , 40, M&EA43 1 TSVER 2 Ik 1S FE R e 41 PN sk B e e, /%
25553 - ISV Z KO S BERR 1 N FOZR SRR, B/ Bk 255001 TSVER 2 IR U 2 L IR
P4 N RS B 4 AT DA A B RN B AR S 415 DA S e Z A 13, SR A2 ik
e ZA AR FIT TS RRAE « S BERR AR A AT AR 25540 - ORI o N L, v A e p 3t
AL B B - L, AECDRAF AT AR 14213145678 98k 10U R , 1 7 AE
PALX (FR) F AT DLHUAR 1. 2.3.4.56.7.8.9.10.11.12,13.14.15.16.17.18.19.205k25/ 4
FLFR o AT 58 b 2 A SC Rl O PR ST B o 59 UMbk &5 e 4, 7655 ASCDR A ] DL N B s
1322334 56U IR (CA8% , XU T BN ISR |, AEAE N FRAT AT DA N kil 2k 1
2.3.4.5.6.7.8.9.10.11.12.13.14.15.16.17.18.19.205k 25Nz FE82

[0686]  —Fh T % e A F B IR 67 B 25 540 - TSVER 2 R SR Be R IL il X3k
H T AR AR FARAEAS” , 40CunninghamfWells 1989 (Science 244:1081-1085)
FITR AR o DRI, ¥ 45 6500 N IR R e el — 2 AR FR AL (94, A5 FL AT R B 1 dArg W AspHi s
LysHFIGTu) %57 H A sy 03 LI 24 34518 (e it @ N 2R Bk 20 N 2R) 4 A2 i)
RAETR S RN EAEH SR X IR R T RERUEME IO AR S e 7 v 2 1 A AR
7 AR BN T BRI AL S S I BN B B AR R 523 AL, BRI NS IR [T 41 47
PRI RS TS HE I, (H R AR B MR AN T A e a0,y T M4 @ kb
AR IPERE , PN SR AR ek FEN LA R AL B AR i 1 sk DOd A T, 7 HRE I as &0 &
PO FIT s s e TR

[0687]  {fafeitll, 230G P A i N B G 2 S um Al 5 A/ sl 3R &, K VEBI AL 2,314,
5.6.7.8.95 10 RIEEN B — [ A AN REL I Z IR

[0688] U5 — AU AR (AT A FEFR AR AR o X oA A £ e L 1l A R B e B 1) 45
G ISVERZ IR A 20 1.2.3.4.5.6. 78,95k 10/ S LR AE N T IS AL i e 4B
(R S B CDR R E iR AR DX, AHAB A FEFRICAS (A1, 4niRCDRJF A1 456 2 S5 , ke
AR PO G LR H R —A S PNl =B o 2D, 2 SR CDRFF-H1I U 1 15/ 2 35 R , AR
DS ELFR TP — N A AN IS TN S AN AR
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[0689]  Ji ¥ , WA Z B FR A — 1k 2 sk Fr A3 CORH IS, MIAE e 11 A2 i Fe s R A1) “HY
RIG” 855 I 48 CORFF-H1 227060 % « B 15665 % - 22 AR 15670 % R I A1 75 % B
BIE0E80 % mk L 25 290 % AHIF] o 1 25 WK 5 CORI R LA T 5 “HUR Y™ Fe SIAR TR O
J& AN, B 5 S SRR CDR AL 28 10 5 H BRI 7 81180 % AR, PAE HAT 2 /D—ANHURIT
AR NI, 45653 1 IOCDR A LA S5 e THURI e 2 AN [T RE B g R —12, 451140, CDR1
AL EAE80% , fICDR3 AT LLHAT90% .

[0690]  fEer AR (k5 4 A2 PRAFHAR o SR, P DA AR AR (B dEaEOR S B ok
A N RB- 1R AT ORBIERR” 10 —F 528 , AL R 58— ISV {71
FT40_EICD3SE AU AE JI A 28 — ISV RN 12 —h &5 5 1URE JIM1/ sk H.CDR
HAg 50 5 B A R — M (5 “JR4E” CDRFE 41 227060 % « FE A 1665 %  H 2 B {o e
70% R HIHICIET5 % ~ BEE AC 0580 % AHIRD) o

[0691]  PREFHURAE T FERB- 1H R,

[0692] 8- 1. SAKERINAR

06981 ke TRBIPERUR BRI
Ala(p) val,leu,ile val
Arg(R) lys,gln,asn lys
Asn(N) gln,his,asp, lys,arg gln
Asp (D) glu,asn glu
Cys (C) ser,ala ser
Gln(Q) asn,glu asn
Glu(E) asp,gln asp
Gly (G) ala ala
His (H) asn,gln,lys,arg arg
Ile (1) leu,val,met,ala,phe leu
Leu(L) norleucine,ile,val,met,ala ile
Lys (K) arg,gln,asn arg
Met (M) leu,phe,ile leu
Phe (F) leu,val,ile,ala,tyr tyr
Pro (P) ala ala
Ser (S) thr thr
Thr (T) ser ser
Trp (W) tyr,phe tyr
Tyr (Y) trp,phe, thr,ser phe
Val (V) ile,leu,met,phe,ala leu

[0694]  F A 23 #r ik tnl 7 T AECDRHVUAFAE A BREH 10 A1 AL (5 WS o4 . 2FN4A - 1
ZA-6) .

[0695] [Nt , AL WAV M A ARSCRTIA I 22 K, Horp ATk 85— TSVEEA |- FH4/MEZLX (4331
FLFR1ZFR4) FI3AN H AMNRE X (4531 CDR1 45 CDR3) ZH jikt , ELrbr .

[0696] (i) CDR1GEH LA 44l .
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[0697]  (a)SEQ ID NOs:81-100; Il

[0698]  (b) 5SEQ ID NO:81[JZASEIRF 45k 5SEQ ID NOs:81-100HF—HF HA4.3. 21
IR 72 e (N 2 SR 1) 5 i/

[0699]  (ii)CDR2:k [ DA 204 -

[0700]  (c)SEQ ID NOs:101-122; 1

[0701]  (d) 55SEQ ID NO:101Pa e 74k 5SEQ ID NOs:101-1227F—3F HAH4.3.2
o1 S R 22 I S IR T4 5 A/ X

[0702]  (iii)CDR31%E H HIPA N4

[0703]  (e)SEQ ID NOs:123-143; /1

[0704]  (f) 55SEQ ID NO: 123[% L/ 7415k 55SEQ ID NOs: 123- 143 F—F A3, 25k
IR N &R 741

[0705]  SSANIIELECDRFAIAE FEA - 8FA

[0706]  JHH , ZRA- 8% HHAICDRAVAL S (B, FRA- 4R —FTHhEE M I EL) S& e ry . At ,
HALEERSE , M ISVHIIRCDRIE 7A - 8HHHE M IPICDR Al sk A idi sk 1 H 15 58A - 841 HIFICDR
A 4.3 28 A S FE R 22 S I CDR A 4L R ) 2HI, 2 CORAP R 2/ D—ANI: FLAC e —
FA e H BT 3RA- SRR 4 A HUCDR A1) (BT, 3RA -8 [Al—1 THE M 1)) Bl A i bk
5 08 T AR AR IR 4 A I CDR T A AT 4 3 28N 1/ S L FRR CDR 7 41 4H Bk 1) 2 .

[0707] R S&5 S FE 20 0 B it — 22 S B E 6 AR Bt AR LT (3 W3k
A-1.F6A-2.FRA- 3 FRA-4. RA-5FIFA-6) o BT 2 T-CDR2HMICDR3 FH 1 7 FIAR AP A 2E 57«
ARSI, (03550 Yol (SEQ D NO:s 1-50) , BEEFIDFE I LA ve bR (45 B K
SEQ ID NO:51HISEQ ID NO:52) ,CiEtufiF4/MvilE (SEQ ID NO:s 53-56) ,Eftufifo vz
(SEQ ID NO:s 57-65) I HF%tu4E154 7af% (SEQ ID NO:s 66-80) « Fe 5 FLR 741 (1) 45
FAABACAIAR R 22 10 S T At e 480 i, STt {9 T 4 7~ T D RR AR AR AN 22 3« B T 55 5 CD3 IV iy o
177 (S B3&4) FINTHHfIE 1Y, (a4 . 2) 43 B A R i i, AR
T Bl IECSOfE R AF CAER M FLAT LB AR 2= (W ECHOMH., (FUE CReA R 2 TR
AR TR A T Ramos 53455 M E H HATRARIV IC501H. (S 0L 5 E15110) -

[0708] At , A% BHTS S ANASCATR I Z IR, FOHR Bk 55— ISVERA | A HESLIX (93 31
JEFR1ZEFR4A) FI3A4N B AMNRE X (43 BIFECDR1ZECDR3) 4H i, EHCDR13E [ F DL N 2H A A4 «
[0709]  (a)SEQ ID NO:81;7/

[0710]  (b) 55SEQ ID NO:81 412, 3uk4 Mo LR 2= I s iR 7 41, Horh

[0711]  -FEf7 E 1AbGE 4445 R,

[0712]  -{Ef 34T 4248 A,

[0713]  -FEf ALY 4445 MF,

[0714]  -YEA ¥ 8ASTE AN MG Fil/uk

[0715] - {E{7 E 10RbGEL AT A,

[0716] At , A% BT S ANASC AR I Z IR, FOHR AR 55— ISVERAR | A HESLX (93 31
JEFR1ZEFR4A) FI3A4N H MR E X (43 BIFECDR1ZECDR3) 41 i, EHCDR23E [ HDL N 2H A4 «
[0717]  (a)SEQ ID NO:101 ;]

[0718]  (b) 55SEQ ID NO: 101 ELAG1.2. 384 s iilie 2 e s L 741, Horp
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[0719]  -{Ef 4LV 4238 N TERA;

[0720] -y 5ALSE 438 N T,

[0721]  -YEf7 B 6ALGT 448 JDELE ; K1/ 5k

[0722]  -{E{7 ¥ 9L TE 2848 S ABLP.

[0723]  [AIt, A K DA S ANASCAT R I Z K, FOHR Bk 55— TSVERAR | A HESLX (93 31
JEFR1ZEFR4) FI3AN HANILE X (43 BIJECDR1ECDR3) 4H %, HorPCDR3:% [ DA N 2H k4
[0724]  (a)SEQ ID NO:123; %0

[0725]  (b) 55SEQ ID NO:123 HAT 1.2k 3/ IR 22 M 2 LR 741, Forp

[0726]  -{Ef 24 T 438 M T,

[0727]  -AE (7ML T 275 IV I/

[0728]  ~{E{ E 10KbAT 45 P,

[0729] A3 )T S8R, AL IHUE MANASCRT R I 2 K, Forp BTl 25— TSVEL AR | 4
AHEZLX (53 BISEFRLAEFRA) A3 G ANIE X (43 Il ZCDR1ZACDR3) 41k, Hor

[0730] (i) CDR1%E H LA ML -

[0731]  (a)SEQ ID NOs:81-87; 1

[0732]  (b) 55SEQ ID NO:81[EER T A HAT4. 3 28k 1N B 78 e R LR 3 41 5 A/
o

[0733]  (ii)CDR2:k A DA FEH M4 -

[0734]  (c)SEQ ID NOs:101-109;1

[0735]  (d) 55SEQ ID NO:101[% EMRIT A AT 4.3 28 1S SE TR 22 ¢ I S S IR 7 41 5
A/8k

[0736]  (iii)CDR31E H HIPA N4 I4

[0737]  (e)SEQ ID NOs:123-127;Fl

[0738]  (f) 55SEQ ID NO: 123[{)5 3R 7 41 AT 3 28k IS AR 2 I 2 S5 R 411
[0739] A3 )T 5, AR IHUS M ANASC AT I 2 K, LA Bk 58— TSVEEA | 44
HEZRDX (53 I EFR1ZFRA) A3 HANRE X (531 5ECDR1ZCDR3) 4k, FoH : CDR1FSEQ 1D
NO:8157~,CDR2HISEQ ID NO:1015%7~, HCDR3FSEQ ID NO:123%7R.

[0740]  J&TBEIIALKS AR L oSN,

(07411  [AIt, A% BT S ANASC AR 2 IR, FOHR Bk 55— ISVERAR | A HESLX (93 31
JEFR1ZFR4) FI3AN FANILE X (53 HIAECDR1%CDR3) ZH Ak, HoH

[0742] (i) CDR13%E H A ML -

[0743]  (a)SEQ ID NO:88;7#/

[0744]  (b) 55SEQ ID NO:88[ELR T A HAT 12 3k 4N B TR 75 R LR 3 41 5 A1/
o

[0745]  (ii)CDR2:k A DA 204 -

[0746]  (c)SEQ ID NO:110; 40

[0747]  (d) 55SEQ ID NO: 110[ %2R 74 HAT 1.2 3uka M U TR 22 R IN A AR T 41 5
/8

[0748]  (iii)CDR31E H HIPA NG I4
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[0749]  (e)SEQ ID NO:128; %/

[0750]  (f) 55SEQ ID NO: 128[5EMR A HLAT 1. 28k 3 AL TR 22 B A LR 7 41
[07511 (At , A KBTS S AnASC AR 2 IR, FOHR Bk 55— TSVERAR | A HESLX (53 31
JEFR1ZEFRA) M3 HANRE X (53 B ECDRIZECDR3) 4H ik, HF : CDR1FISEQ ID NO: 885;§/T,
CDR2FHSEQ ID NO: 110557, H.CDR3FISEQ ID NO: 1283 .

[0752]  CREMIAKPUALECDRIP B4 A PRI 41 T As e

[0753]  [AIt, A K BHTS S ANASC AR R 2 IR, FOHR Bk 55— TSVERAR | HAMHESLIX (93 3]
JEFR1ZFR4) 34N H AR X (43 B 2-CDR1 5CDR3) 4H i, HLHHCDR21%6 H uTéﬂﬁszlﬁ e
[0754]  (a)SEQ ID NO:112; /1

[0755]  (b) 55SEQ ID NO: 112 HAT ISR ZE e R LB - 41, o

[0756] - {E{o E24bVEL A5 WA

[0757]  [AIt, Ak DA S AnASC AR 2 IR, FOHR Bk 55— TSVERAR | A HESLX (93 31
SEFR1ZEFRA) 3N HANILE X (53 BIJECDR1 % CDR3) 21k, Horpr

[0758] (i) CDR13%E H LA N4 -

[0759]  (a)SEQ ID NO:90; /1

[0760]  (b) 55SEQ ID NO: 90N AR T A AT 1. 2. 3 AN 2 SR 25 R N 2 L TR 411 5 i/
i

[0761]  (ii)CDR2:% [ DA 204 -

[0762]  (c)SEQ ID NOs:112-113;l1

[0763]  (d) 55SEQ ID NO: 1120 LR T4 A 1.2, 384N S i ik 2= H I s L R ST 41
/5%

[0764]  (iii)CDR31%E H HIPA NG I4

[0765]  (e)SEQ ID NO:130; 4/

[0766] () 5SEQ ID NO: 1305 LR A A1 283 S SR 25 R I S S TR 41 o
[0767]  YE—AJ5TH, AR P S ANA ST 2 K, Horp ik 85— ISVEL AR b 4 MHESE
[X (43 BISEFR1IZEFRA) FI3 L AMAGE X (4351 3£ CDR1ZECDR3) 2 A, Hor: CDRIFHSEQ 1D NO:
9077, CDR2EHSEQ ID NO: 11237, HCDR3EHSEQ ID NO: 130K 8.

[0768]  J& TDIEINALKI A 1 bR R

[07691  [AIt, A% BHTS S ANASCAT R I Z IR, FOHP Bk 55— ISVERA | A HESLX (93 51
SEFR1ZEFRA) 3N HANILE X (53 BIJECDR1 % CDR3) 21k, Horpr

[0770] (i) CDR13%E H VA N4 -

[0771]  (a)SEQ ID NO:89;

[0772]  (b) 5SEQ ID NO: 8IS LT A H A 1.2, 354 M e 2 1 S LR e 41 5 R/
i

[0773]  (ii)CDR2: A DA FEH M4 -

[0774]  (c)SEQ ID NO:111;Fll

[0775]  (d) 55SEQ ID NO:111[P05ERe FF A A 1.2, 3uk 4N S 3L ik 2= B U S L e 41
/5%

[0776]  (iii)CDR31E H HIPA NARG 4
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[0777]  (e)SEQ ID NO:129;#

[0778]  (f) 55SEQ ID NO: 129[W 5 3Li 741 AT 1. 2k 34N ik 22 I S LR 41
[07791 (At , A K DA S ANASC AR I Z IR, FOHR Bk 55— ISVERAR | A HESLX (93 31
JEFR1ZEFR4) A3 EANILE X (93 B2 CDR1ZECDR3) 2k, Horf1: CDRIFHSEQ 1D NO: 897K,
CDR2FHSEQ ID NO: 111557, H.CDR3FSEQ ID NO: 12957,

[0780]  EftufiBoNral.

(07811  [AIt, A KBTS S ANASC AR 2 K, FOHR Bk 55— TSVERAR | A HESLX (93 5]
JEFR1IZEFRA) M3 FLAMRE X (53 BI5ECDR1 A CDR3) 4 pk, HEACDR 1% H FHEA P2 K4 :
[0782]  (a)SEQ ID NO:91;#/l

[0783]  (b) 'JSEQ ID NO:91H 7128k 3 Mo FLlR 22 S (M e LR Fr 41, L

[0784] - /Efv B 6ADRTL A FINELT;

[0785] - F v ¥4 TACNE L2735 H; Fil/ 5k

[0786] - {r/fv B 8AMMEL ZAF HT,

(07871 [AIt, A% BATS S ANASCATR I Z IR, FOHR Bk 55— TSVERAR | A HESLX (93 51
JEFRIEFR4) A3 G ANILE X (53 BI/ECDR1ZCDR3) 41 %, HFHCDR2:%E [ DA 44l -
[0788]  (a)SEQ ID NO:114;#0

[0789]  (b) 55SEQ ID NO: 1145431, 283N S LR 7= e M s SR 41, Horp

[0790]  -7Ef7 B IARE 425 HQ;

[0791]  -FF(7 ¥ 3L TE L35 NS I/ ak

[0792] - {/Efv B TANDE A4S JASRK .

(07931 [AIt, A% DA S ANASC AR I 2 IR, FOHR Bk 55— TSVERAR | A HESLX (93 51
JEFR1ZEFR4) FI3AN HANILE X (53 BIJECDR1ECDR3) 41 %, HorPCDR3:% [ DA N 2H k4
[0794]  (a)SEQ ID NO:131;#ll

[0795]  (b) 55SEQ ID NO:131H A7 1ok 220 R 72 S 2 e Fr 41, Forp

[0796] -5 F24bSTEL A48 MR Fil/EX

[0797]  -{EA7E64LSE LA MV,

[0798] AT SR, AL IHES MANASCRT IR I 2 K, Forp BTl 25— TSVEL AR | 4
AMHEZRIX (43 JIEFR1ZEFR4) FN3AN BANIGEX (43 Il £CDR1 % CDR3) 41k, Hrh .

[0799] (i) CDR13%E H A N4 -

[0800]  (a)SEQ ID NOs:91-93; 1

[0801]  (b) 55SEQ ID NO: 91K ML T4 HAG 4.3 28k 1 DA SR 2 R S LR 7 471 5 i1/
o

[0802]  (ii)CDR2yk [ A L4 -

[0803]  (c)SEQ ID NOs:114-117;#1

[0804]  (d) 55SEQ ID NO: 1145 T HAG4.3. 25k 1 MR R 2 F IR LR T4 5
/8

[0805]  (iii)CDR31E LA NG I4

[0806]  (e)SEQ ID NOs:131-133; 1

[0807]  (f) 55SEQ ID NO:131[H%ULIR T4 EAG 3. 20k IS iR 2= BRI s LB T 41
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[0808] {1 —ANSJE T 5, A IHYS M ANASC AR I 2K, FEH Bk 58— TSVAEA | 44
FEZRIX (93 BISEFRLZEFRA) A3 B AMAE X (53 B /£CDR1 2 CDR3) 4154 , F-H1: CDR1HISEQ 1D
NO:915%7~,CDR2HISEQ ID NO:1143%7~, HCDR3FSEQ ID NO:131567R.

[0809]  J& TR TR 157 re LR

[0810] At , A% BHTS S ANASCAT R I Z IR, FOHR Bk 55— TSVERA | A HESLX (93 31
JEFR1ZEFR4A) FI3A4N HANRE X (43 BIFECDR1ZECDR3) 4H i, EHCDR13E [ HDL N 2 A4 «
[0811]  (a)SEQ ID NO:94; 4N

[0812]  (b) 55SEQ ID NO:94 412, 3uk 4o LR 2= S I s LR p 41, Forh

[0813] - {v E 34LSTE 448 NT ARG

[0814] - /E{i EBANTL 247 HS;

[0815] - FE{v E 6AMI L4845 I TukA ; F1/ 5k

[0816] - 7Efz FORLLE 2 AE MM,

(08171 [AIt, A% BHTS S ANASC AR 2 K, FOHR Bk 55— TSVERA | A HESLX (93 31
JEFRLAFRA) FI3AN HANRAELX (5331 )£ CDR1 A CDR3) 21 B, HACDR23E [ FHA T 4Rk 41 -
[0818]  (a)SEQ ID NO:118;#H

[0819]  (b) 55SEQ ID NO: 1184512, 3uld4 NS LR = R M s LRy 41, Horp

[0820]  -YFE{ B 2KAbHE 4248 Vs

[0821] - {rf E5ALSTL 4238 HERA;

[0822] - /¥ /fo T SADNTL 545 1S Fil/ 5k

[0823] -7/ B 104bY L 45 IF.

[0824] At , A% BHTS S ANASCAT R I 2 IR, FOHR Bk 55— ISVERAR | HHAMHESLX (93 31
JEFR1ZEFRA) FI3N FLAMRE X (53 BI5ECDR1 A CDR3) 4 pk, HEACDR3E [H FHUA N2 KN4 :
[0825]  (a)SEQ ID NO:134;#i

[0826]  (b) 55SEQ ID NO: 134 H.A51.2. 384 s ik 2 e s L 741, Horp

[0827] - {Efoi B 6APATL 45 FySEkD;

[0828] - /rfv B TACFTL 44 FyYEkA;

[0829]  -{F{3 ¥ SALRT 4245 MH;

[0830] - /Efi B OALSTL 245 A

[0831] - fF{/ E 114ALGE 445 DT NS KR s A1/ 5k

[0832]  ~{E{ B 14REVE LA M,

[0833] {1 — A3y SR, AL IHEE M ANASCRT IR I 2 IR, Forp BTl 25— TSVEL AR | 4
AMHEZRIX (43 BAEFR1ZFRA) A3 B AN E X (43 HIAECDR1ZECDR3) 4%, Horh

[0834]  (i)CDR1%E F VA ML -

[0835]  (a)SEQ ID NOs:94-100;Fl]

[0836]  (b) 55SEQ ID NO: 94[KJsd FEle 741 HAG 4.3 28k 1 DA KR 22 S S LR e 471 5 i/
i

[0837]  (ii)CDR2%E F LA N4 -

[0838]  (c)SEQ ID NOs:118-122; 1

[0839]  (d) 55SEQ ID NO: 118/ IR IT A HAG4.3. 25k 1 MR IR 2 F IR LR T4 5
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/5%

[0840]  (iii)CDR31%E FH HIPA MR I4

[0841]  (e)SEQ ID NOs:134-143; 70

[0842]  (f) 55SEQ ID NO: 13412 IR 74 HAT 3 28 I IR 22 I a2 TR 741 o
[0843] {1 —ASJE )T 5, AR IHYS M ANASC AT I 2K, FE A Bk 58— TSVEEA | 44
FEZRIX (93 B SEFRLZEFRA) A3 B AMAE X (53 B /£CDR1 A CDR3) 4154 , F-H1: CDR1HISEQ 1D
NO:94%7x,CDR2HISEQ ID NO:118%7~, HCDR3HISEQ ID NO: 134K K.

[0844] AL BHIIZ KA 28 — o REEREE 111 R Rl AR 25 A3, (TSV) X #E4n M (i dnfie) -1
YU A R/ SR (st diie) bR 55 . “SSRgni” fEA S g He A H AR
AR E B 4n « AEPCEe o T, “SE4ni” & aniia.

[0845]  JEL (th bR M BT B ak i I M=) FElsean o o ot , o g sha 5, BUIEE 4n i i)
F 2N TR A 5 9N RS 7 B AR P A I B2 B IE AUl B« 1B FR RN
[M5E 2 e 1 01, Al SR ANAN I Sz A PRUOAIEDE iR, BT A B4 T AERR N #2350 o
QAR IR RS “RE40 P o Aegriia i i _F I 701 o fE KR 2 Zs 0
Nz R T AR BB ek g i BB L Tz 1 R D — 5 PRy RT AT
SN =G IE BT oA T BB AT 1 53 - A ERR AR LB A = i g a5 0%
IKPERNE KPR X S A o AR, 2 /D — KX e VR i 2 43 - B sl fdi A\ 2]
NG BEL , 11 27 K DX AR U A A — 3 1 e A 20 41 e SR A i A [

[0846] Rk Pl BEME AN L AR MTEAR , BN, IR it « AEOCLE ) 50T T 58 Vb, BTk
P AT ANiE (Bl anie) BAARRYE PR i E oA (TAA) o
(08471 QAT HRAE IV, RS IR Bl T AR AR £ Ieg 4 2 IR AR Ee Fo i o i
ORI B AE AN S I R IR ANER o, FLl 5 IS AN AR ST o AHA o X
ST I BRSO IR AN St B MR FH IE sk (d e gn it 228 - IR D g L Ak
RAE IR AN, 2l AT AR S 0 4RI AR R R s e R S84 AT X R O 1, e AT T8
TR R R S U o AE , 185 SRR O« BE 5 WA Fh IR 4r A L s 4 S )
PO, FHEE AT AR Y I AR P (TAA) ™ o 5 IE & 4NEAALL | X S e AR e i e g A
IR AN 11 Feak , 5l B T IR AR S AN B2, T DA S DR AR L BE 5 TR i
FAAN R O BTIARES & o TAAC e 2 A0 R T ANl Ak (B @ e e 1 diffe Hp A ik
P o 85, TANE A AW R & BFEE R GEUIFENG L& & WA 74 1B 5 Fk I f
HAT HHI L & SRR A S Y SRR P, s A AR A DT T e B 1R
Ak A AR U -

[0848]  fr— /NSy &b, BEAN I b1 AT 28— U2 IHUR B, A e R AR S i
(TAA) »

[0849]  fr— /NS0y &b, BEAT I _E I AT iR 28 P2 HUR B, A e R AR S i
(TAA) »

[0850]  /E—ANSHE )y S, I Bl e gn it b be e IR A b S 2 A FE A i
M AT IR PTG 2 R AR U (TAA) o e TAAEIFEMART - 1, Sz IR Bt (“CEA”) , gp100,
MAGE-1,HER-2,CD20, Lewis #7051, 22 SRS BRI H 22 2R 11 5808 (MCSP) |, Bz AL KM
4K (EGFR) , i ZF4EANAIG L 25 1 (FAP) ,CD19AICD33.
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[0851]  H5iFdiidsifn T4nleAaLb A SefEAML LSC_F F6ik 7 HLIR I fede 1 J TAATKI 41 i 25 1
Pl f94ECD123,CD44, CLL-1,CD96,CD47,CD32,CXCR4, Tim-3F/1CD25.,

[0852] i T-/EAAEANNE R B TIR SACZ IHZ KN I 28 —ISVES &1 H e R AR <t
I UG : TAG-72, Ep-CAM, PSMA, PSA , K IS 4GD2ANGD3 .

[0853] AL HARYTAAIR B G o3tk Bt , BP9 7553 1k (CD) 2 dAHSC R 1, 4
CD4.CD5.CD19.CD20.CD22.CD33.CD36.CD45.CD52.CDEIFICD147 3 A=+ A 15244 , FuFEHER2
ErbB3FErbB4 ; 41524 , fudh F 40 32 - 252 4K v i (CD1328 U0 , FIAi 22 -10%2
kot (IL-10R-A) , AU 22 - 1052 4KB%E (IL-10R-B) , FI40IS ) 25 - 1252 14B- 14k (IL- 12R-
BL) , 14 Z - 1252 R B- 25k (IL-12524KB-2) , 4/ 2% - 1352 4Kka- 15# (IL-13R-0- 1)
(CD213al$ulil) , A4 2 - 135 ke - 255 (B4 - 138568 H) , AN & - 174k
(IL-17524K) , 4o s 25 - 17B2 4k (IL-17B2AK) | 4o 2215244k & (IL-21R) , T2
YA 2 - 1524k (IL-1R-1) (CD121a) , TTHY A 40fiEA 25 - 15244 (IL-1R-B) (CDw121b) , 41
M- 1SS (IL-1ra) , B4 2 - 252 ot (CD254TH) , AN 25 - 252 (R Bl
(CD122471)5) , 4o 25 - 352 kadik (IL-3R-a) (CD123%1)) 5 DL NI &2 1CD30, IL23R, IGF-
IR, IL5R, IgE,CD248 (PN ¢ MR 55 1) , CD44v6, gpA33,Ron, Trop2, PSCA, %545 16, %545
18.2,CLEC12A,CD38,ephA2,c-Met,CD56 ,MUC16,EGFRVIIT,AGS-16,CD27L , iida -4,
SLITRK6, [HIFZ & , M-IRSZ 44 , 4HZA R - ax 1, BENSIE LR 280 -3, CA9, Cripto, CD138,CD37,
MUC1,CD70, & b Z B0k 3 44, PAP, CEACAM5 , CEACAM6 , CXCR7 ,N- 45 K545 (4 ,FXYD2 v a,
CD21,CD133,Na/K-ATPfg, mTgM (455 1gM) ,mTgA (4h & T1gA) Mer, Tyro2,CD120,CD95, CA
195,DR5,DR6, DcR3HICAIX.

[0854] At , A A HHEE S A SCHTIR I 2 K, FEFR ATl TAAE H F DA N 24l : FR 20E
AEIE I IR R Y 2 5 1 JR B (MCSP) |, 3= 2 ZE KA F- 324k (EGFR) |, Al 21 4 4n ik (v &5 11
(FAP) ,MART- 1, J& IR (“CEA”) , gp100,MAGE-1,HER-2, Lewis'$i/il,CD123,CD44,CLL-1,
CD96,CD47,CD32,CXCR4, Tim-3,CD25,TAG-72,Ep-CAM, PSMA, PSA, GD2,GD3,CD4,CD5,CD19,
CD20,CD22,CD33,CD36,CD45,CD52,CD147 ; A K- 13244 , fuFEErbB3FIErbB4 ; 41 A -5
T, BFE AN 3 - 2524 v 5 (CD1324t50) , AN 2 - 1052 Mo (IL-10R-A) , 41T
25 - 1052 RBEE (IL-10R-B) , 4/ 25 - 1252 4RB- 155 (IL-12R-B1) , 14 25 - 12524
B-2k (IL-12524KB-2) , 14 25 - 1352 4Ra- 155 (IL-13R-a-1) (CD213alPilid) , A4 s
F-13% ko 25k (HANIAN - 138558 E) , AN R - 17324k (IL-17%4K) , B4
2 LTBAR (IL- 17B2AK) , AN 222152 R4 (IL-21R) , T 4/ 25 - 1524k (IL-
1R-1) (CD121a) , TT/R A4HA 25 - 1524k (IL-1R-B) (CDw121b) , FI4NIEA 2 - L (At hide
(IL-1ra) , A4 2K - 252 fkafi (CD25HTD) , 4 2 - 2524k BsE (CD1224t)5) , 14
Y2 -3 kol (IL-3R-a) (CD123F0)50) ,CD30, IL23R, IGF- 1R, IL5R, IgE, CD248 (PN Bz M i
5 H) ,CD44v6,gpA33,Ron, Trop2,PSCA, %5 16, %85 7118.2,CLEC12A,CD38, ephA2, c-
Met,CD56,MUC16,EGFRvITT,AGS-16,CD27L , AieE 11 -4, SLITRK6 , [F] f7 2%, iR 5244 , 4121 [A]
F ax1, IS LS80 -3,CA9, Cripto, CD138,CD37 ,MUCL, CD70, 5 WA 2RI %44 , PAP,
CEACAM5 , CEACAM6 , CXCR7 ,N-%5k44E 11 ,FXYD2 y a,CD21,CD133,Na/K-ATPfifg, mI gM (457
IgM) ,mIgA (545 TgA) ,Mer, Tyro2,CD120,CD95,CA 195,DR5,DR6,DcR3FICAIX, DA M AHIE
1425 AR FNE R, A5 AR TAAZ-CD20 (UniProt 11836) ,HER2 (Uniprot P04626) ,XL
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2 A AR/ B [ AR

[0855] AL HHI SR — 4544 B0 ISV AR TR sk VHIDY gt A e s A g o AR B 26
T ERIT ISVERAK PR AT DA A N R4 B B PR O 7 2 R
SERI A A S (el TS DL ) .

[0856] Ak BRI K8 M FL a4l , FF B MR K2l , I AL w3
Pl S N AR o FEAT I A0 126 52 1 RS At , v B s 4 i o

[0857] A KBS M ANASC AR 2K, FE Bk 58— ISVER A AN TSVRLIX AL T #IKDAE
SREANI_F P 45 S A2 100nM 2 10pM 2 [R] (1P FIKDAE , 15 @190nMPA ¥ F24JKDAE , %
FEARE80nMPL N HKDAE, 3 40/ T770.60.50.40.30.20, 10 5nMEk 5 B/ i /N T
4.3.2.1nM, #1117/ T-500.400.300.200.,100.90.80.70.60.50.40.30 20pMek L% Hi /)N, 1%
/N 10pMo A 10e R, KDl K i nExAsk SPRIFE , 40 mim o ProteonfIT B E N

[0858]  [Al b, A A HHEE S A SCHTIR I 22 K, FEFR AT 85 TSVl S AN ISV Y DL A U
NN SR A R

(08591  [AIt, Ak BHTE S AnASC TR 1 2 K, FCHp Firak - 2IKDai i 217155 125 1~ Hedik (SPR)
M/ 8kKinExAskProteon, BIANAE FE AR NG, o AnSfE B o Fh R 1y .

[0860] % BHIA IS M ANASCRT iR 22K, FFR BTk 58 TSVl 53 SN TSVRAXAF I ECS 0fF
SRR PTG : AE100nM A TpM 2 [R]FECS0MH. , 75 41100nMEA | I~ F-2ECS0MH , 15
A 2E90nMPL N I FIECS01E , 3 217N T-80.70.60.50.40.30.20 10 5nMak H- % /N 30
/NTF4.3.2 InMik 2 BN 133401/ T500.400.300.200,.100,90.80.70.60.50.40.30. 20
10 5pMik 2 B /N 15 A/ N T4pM.

(08611 [Alt , A A HHUE M ANASCRT IR I 2 IR, FoHp Birk SV #EC5 018 1 FACSEKELTSA, £ H1.
PrEE ISV GEUARKPUA) B B2 BN 58 ISV GEANAKPUAR) 2K FffE -

[0862]  fralfiEfirh 27 HH KD ECS0 R 4 SRk

[0863]  []IN 1] 22 AT ot AR AR AL A= JIRE ik ade A2 (R 1 P BRI , BT PAT AR 3 & SR 11
IEIT IS RS LA « AL BT 2 e e 2 IR, s S Eonr RN 11) A A] GE) $o)e
H S BREE B R AR 5 A3 20 5 ICD3 TSV (WL SZsEHI19) i MR LSS — A28 —Hilili
el & CREERRI S 25 S FTR DU I ISVERRE A AL BT 2 K DUEAT G T30 )

[0864] ER o b
EGFR (OMIM: 131550) CD20 (OMIM:112210)
EGFR (OMIM: 131550) CEA (OMIM:114890)
EGFR (OMIM: 131550) HER2 (OMIM: 164870)
HER2 (OMIM: 164870) CD20 (OMIM:112210)
HER2 (OMIM: 164870) CEA (OMIM:114890)
CD20 (OMIM: 112210) CEA (OMIM:114890)

(08651 Lt RIS SE AR ARG 1 ) 5 A BTl DL 2 R A7 D e 7 B oo S
el M B B B RE B AT AR IR e e A fA R AT RENE , FIT A TAR % & SIS 76 7 I A
PABSGE (S W S5 5120) « AR ISR I AR 22K, HA S ST RE4RE BT R AR 2R
NN PR DR 7% ~ 893~ SRl L B A G ) S B BR A R ] AR 25 R - CD3
ISV (AR EAME AR o an 28— MIEE - TAA TSVIUHRUE A & CRIER A 25

55



CN 114920848 B Wi BB B 53/128 T
HHTRPUR I ISVAEE A A A 19 2 IR DT A7 80D

TAA1 ISV | &% SEQ ID NO: | TAA2ISV | & SEQ ID NO:
[0866] EGFR-1 7D12 302 EGFR-2 9G08 299

HER2-1 5F07 297 HER2-2 47D05 | 298
[0867] CEA-1 CEA#1 {300 CEA-2 CEA#5 | 301

[0868]1 AL I 2 AN 20 S W FH T B A/ 53697 A A IR A hiE. (Sl
AR RIRARE”) , FARE , (EABRTHEE « RE “SeiE” 2 e FL b SRR N
S A ER P AN S S AE IR EERR DL o B fE ) S B4  (EANPR T 3, PRI TURE , TRAI B
T, PR RERT , e B < LR, U0 B0, ' S0, IR SR , 2 R MR R R
(EAE SO R P A PRIEK AR 00 , TORER AN EAR P B 8698, 1 21 s A AR bk
EURA , Skt , &5 ds , 45 B s , 3/ N e, /N2 e, i, s B es , SRR
S, NRAEE N, B, B, Db, s s, =50, DRAE e , SE AL, B, 5
S, HHIR DR, B FEODR B ee , B b s, JRUBR PN 2o D, IIRiiE , e, B D , A0 xS B4
JfoJeE , FE AT IR, AERE AT R R, RO IR, 2 R /R 2 A TDS A I &
PEZ R, fh 200 2 e, BRac L Oh T H e iE 22 DLl i Cancer,
Principles and practice (DeVitaZE AZm#51997)) s AN b lIEe A — A=A #6752
VA A EARRETE B A1 5 L PR 5 A S AR ST ik (R L B I S AT o

[0869] T o e Bk AR 1 H AT AR S5 A1) — R , LA N b4k, LSO ACSC ST
IR BRIATSH SRR S b, BOAZE R, AR IA BOR £ EE A FriE R “v,3
A7 [ G s BR AR 1 BT AR S et (B, S5V, 3 N A28 A 7 1 anDP - 47 . DP- 518k DP- 29 B A7
1 B A [RTIRAE  Se BE B AR 1 R AT AR 25 A3y |, OB AL IR 2E 75 T - SR, RO,
AR Fodse ) T2 I8 X S5 AT 2R ) S e Bk 1 B ] AR S5 A3l ) F B9 403 TR 5
T VAR (R e Bk R AR g (B, S5V 4 RS A P A D - T8 B R
FE AR IR e e Bk 1 B AT AR G5 A3k, Al awo 07/118670FH Tk 1.

[0870]  afiH, e BRER 11 B [ AR S5 A OUHEY, 7 YR S I S e 3R R 1 B m] A
S5R3) PTLUICHARFE A —A DA R RIAEZRIX 341 (vl ansB- 2 FRdtidi 1) AR A7AE LA L
IEAIE” AT .

[0871]  3KB-2.VHHsHHORFAFFR AL
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fE | AN Vi3 RFAE SR AL

11 LV, F#EZL L,S,V,M,W,F, T,Q,E,A,R,GK, Y, N, P,
L ik L

37 V,LF;, B & V FVY,V,L,A,H,S,I, W,C,N,G D, T,P,
it FURL Y

4% |G E?, Q",G?,D,A,K,R,L,P,S,V,H, T, N,
W. M, [,
it G¥,EVsk QWi GPE Q¥

45® |L L? R PHFGQ,S ETYCILD,V;
ik L®uk R®

47%  |w,Y FO LY WPG 1,S,A, V,M,R,Y,E,P, T,
C,H,K,Q,N,D; ftit w®, LV FV

83 R & K; 8% & R R, K® T,E”, Q,N,S,LL VG M, L, A, D,
Y, H; ftit K 8 R; ffliikt K

[0872] |84 A T,D; TEZE A P S,H,L,A, VL T,E D,R, Y, N, Q, G,

E; fLiZ P

103 |W WY R G S, K,A,M,Y,L,F, T,N, V, Q,
PO E, C; ik W

104 |G GA,S, T,D,P,N,E,C,L; kit G

108 L, M T, 42 |Q L7 R PEKS TM A, H £it Q

L u L7
R

o FF

@ B TE 44-47 7N GLEW.
o JBHTE 43-46 fii A KERE u{ KQRE, % 4117E 43-47 {3 s KEREL, KEREF,
KQREL, KQREF, KEREG, KQREW &{ KQREG. &3, FF#{#41 TERE
(/%11 TEREL), TQRE (#]#11 TQREL), KECE (#1411 KECEL E{ KECER),
KQCE (ff]{11 KQCEL), RERE (#4411 REREG), RQRE ({441 RQREL,
RQREF i RQREW), QERE (f41 QEREG), QQRE, ({41 QQREW,

Wi, (EAER T, 54705 43-46 i) KERE 5t KQRE A& .
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QQREL #; QQREF), KGRE (|4l KGREG), KDRE (4|41 KDREV) /&
ATRERY . —EILE R NIRRT, (B RRIE R A DECKL
NVCEL.

@ 1L 44-47 i’ GLEW LA 7T 43-46 {7y KERE B KQRE.

¢ IBEIERINAEER) Vi S5 K580 83-84 fi2 7y KP B{ EP.

[0873] | FhlHh, (EAMNIR T S54ALE 44-47 B GLEW A5

@ M ENTIEEE 103 28 W BIEEANRLE) Vi SR, 247
H 44-47 y GLEW i, {7 108 &2 Q.

® GLEW A& H 44-47 B GLEW-FEFE5), i GVEW, EPEW,
GLER, DQEW, DLEW, GIEW, ELEW, GPEW, EWLP, GPER, GLER #lI
ELEW.

[0874] AL BHI SR BR & ik AT LA A C- At A (X) n (L Hn 12510, e 1 25, 15 A
1.2.3.455 OF A Ak1ok2, wanD) s HAXE (Rt RIRFAAENY) LRI AL 12 AR Tk
FOphT Mgk F A ey Hbide N 2R (A) S H SR (6) AIEARR (V) 225k (L) B
% (1) ZH N4 L HeiE WO 12/175741FIW0 15/060643 .

[0875]  [xitb. 2 ANAI/ Bl S AN, A R G s 3R AR 1 A DAAE A #1189 110711/ 1 1240 .
R e e A R BR R L , ANTEW0  15/060643 it — 3B eEgnitil g GLE S £ I A
) .

[0876] 1 H., iXAERY TR BRER 11 5 AT AR G5 A 3al il LALUAEATAE Y 10 75 ok H TR 24 1
eI, AR PR RIRFAAEIOV 7 40 (BIK B T & s Se R 2 m , 1 anssimse) o
S VS BVLs (BIAsk 1A o X s 2R a1 R ] AR g5 daa n] DL e 4h i
(50 Gn S R B (I R A B  BEATUR Bl R SR A7 A R S 8 BR B 1 e 81 4R)  CDRASAE. L 8
GBI T AR R BEBKEE 1 A 1 B A & 5 [ E A TPCRZERE LA M ARG B2 K
N GO B 1 T B BR R 1 3 A0 I RAUBOR AR 1 “ AR 2 5 e “Fr AL
VHHs, “GRGeIRICI” Rk 11 741 CRE AL B8 Se IR i T AT AR 25438 7 41, BIEE S IR
[FIVHs) , AN A VHs , AVLs, 58 5e B 2h ¥ VHHSs ; s iy i f— PRl i I 4, dnAse
BE— B HR I  QUASCHRITA R B 22E 1) A A B 1) S BR 2R 1 B m] AR S RS v) 2R B0 2
A 5 RIRFEAEIIV G SR T YN, (H 8 “ AJRAE (humanized) ” 2L 1L T )
AR REER R 1 R AT AR g5, Piras AR AE B adak FAE ok A (B 1 SCHa HE ) 1A -
BEPUARIIV AR R AR N — B A7 B I S SRR AR S P ) — AN e 2 A AR
W RIRAFAEIV,, 740 OF HICHGEAAEZL T HIH) B R 3 41 FR — DA 2 R AL
2% AT DAAER N SR AR A B 2 R0 75 2G24T, B At A e — 2P I R A A S 5 |
FHRI NI TT T IR AT B2 AR o PR, A2 B, A A P I AR ) S s BR 2R 1 PR AR
SERIE T AU B 2 RN Eadi 1 77 AR AT I LR AN R BT T 5 RO
Vo A Z AR MG RERAF IO 2K

[0877] 55 —Kp Ik R A A HH (R S RE B 1 B R AR S5 Al ) A0 4 5 A 0E 1R 8K
FFHERIV S B LR PP 1, (R “U8TEME (camelized) ” FYSASEIR Fr S I o B 2R 1 H
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RJAZ S5, PR g% Se A B A DUV SIS R ) — e 2 AR N A EAM AT
RRRIRE P I — D e 2B OR B A - BEDUAR I RIRAAAE IV S A9 I S R 7 4]
HR— DA R S BRI AR o X ] DAABR A SRR AS B 2RI 5 2, Bl T A
TR BEAT o« XRER “U8 TR AL ¥ e e fi NAEV, -V, SETHACTE BN/ sl A7 AE R SIS RR v ¥ Ak
N/ BAEFTE ISR GE RHRFAEAL , A e X GE S WAITaIWo 94/04678LA M DaviesHll
Riechmann 1994 (FEBS letters 339:285-290) 111996 (Protein Engineering 9:531-
537)) oAty , HIE T Az sl vH a8 e A R BB R 1 FR T AR S5 A B RS AR sl 46
IV T AIELE Ak EIFLEh IV 7 40, BEAR S ) A SV e 41, 2V 3 F7 41 SR T, B i3
RS AR A XA ISR Se A S Bk 1 B m] AR S5 g n] DA DM A B 2 RN S 1)
J7 RGRAT I HLR AN AR PR T T 5 RORAEAE IV G 2 IR E R i R R AT 1)
EZI

(08781 {54, X ANA S Rt — 2R 1, “AJRAE” RN B85 b — 3 T DAd i BE 43 1 g
T RIRFFAE IV EE ARV FE S AZ R 3 A 34T, TR S AR S 2RI 5 2, DA
1975 B T Az F R e AR I — DA %05~ BT ER F 91) 40 B dmb A & I “
07 5k “URTe i Bk [ B A AR SR AR AT AR Im DAAS B 2RI 0 A3k , i $e
AR BHRT RS I T B BR A [ B A AR G5 AL Ik o 20l 43 I3 T RORAAAE OV S A ek v &5
TR A BB 751, RTUA 53 BT A G B B s AR Bk B8 e A I e e BR AR 1 B Al AR 4544
IR SR e A1, R e 1 FHAS B CLRII IR A AR S 5 BN, 43 B3 T RIRFEAE I
VSV, S AR E R e M SAZ R - A1), AT LA IS TRt BT R TR A & BH I T
B IR T T BR AR 1 FR AR S A AL R - 41, Rt e (AR S LRI T A &
IRIEARMEL G B, X 2 5, RIS RAF AL AT AU S E A5 50 E , AT f (A & B
FITRe ) SR ER AR 1 F ] AR S5 A

(08791 [Alt , A A TS S AnAS STk R 22 K, A FTaR TSV 2 AR TAR WV ARV,
51t R e A

[0880] i, FU S Bk LA I F BN G54 FROC IR IR R ER R 1 A AR 25 A3k K
PURLL 18R 1 B 2 KA A SR 43 DU AR A “HRAN” B2 T B 2 K, PROA “ERANT A A, FROA
“CRANTEER R PR B R BRER 1 AT AR EE A sPR N AN AR EAT .

[0881]  fEiXT I, A A BHIR U5 M A A A & B 22 IR AN 2548 B e

[0882]  [AIIL, AL HHIS MaX A ISVER 2K, Firadk TSVek 22 IR e 45 5 CD3 U E i S5 43k
FEHAREPL Pk EEAR UL MU A EZRIX (53 BEFR1IZFRY) FI3N B AMIE X (4371
JECDR1%CDR3) , i,

[0883] (i) CDR1xE H VA NG «

[0884]  (a)SEQ ID NOs:81-100;1k

[0885]  (b) 55SEQ ID NOs:81-100HF—F LML H A4 3 28 ISl IR 25 57 1Y
AT, ST SEEATA43. 280N A AR ZE R IUCDRIM Z IR 85 S AHLE , B8
FUERTIRA . 3. 280 1S B R 22 S HUCDR1 U 22 K DA K 29AH R Bk & 58 i 2 AN 1 5 CD3 45 45
FITR S R0 it 3 1 55 - AR BT 1) 5 A/

[0886]  (ii)CDR2i% = HHLA FALRITAL :

[0887]  (c)SEQ ID NOs:101-122;1k
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[0888]  (d) 5SEQ ID NOs:101-122HfF—F IR T A FAT 4.3 28k 1 2 R 25 57 1
AT, S S EEATA43. 280 N H AR ZE R INCDR2IZ IR 85 S AHEE , B8
HATAr R4 3 288 IS FE AR 22 7 I CDR2M 22 ok DA 20T sk 2 B8 = (051 M 1 5 CD3 45
FITR S R0 i et 3 1 55 - AR BT 1) 5 A/

[0889]  (iii)CDR31E H HIPA NG I4

[0890]  (e)SEQ ID NOs:123-143;5k

[0891]  (f) 55SEQ ID NOs:123- 143HF—HF LR T A FAT 4.3 28k 1 2 R 22 57 1
AT, e S EEATA43. 280N A AR ZE FINCDR3MZ IR &5 S AHEE , B8
AT 4 3 28k IS FE AR 22 7 I CDR3I 22 ok DA 201 sk 2 B8 i (057 M1 1 5 CD345
FIT R 2 A1) Qi e 3 T 5 2 R 1

[0892]  4n FiJien, FET-CDR2FICDRIF I G5 AWML E RN 22 55, 70 B I TR Rl TSV
[0893]  J& T-AFRI S BBk (1 B AT AR 25 A Iak A AR A T O 2 ik, Horp

[0894] (i) CDR1%E F VA FEAAIA -

[0895]  (a)SEQ ID NOs:81-87;Fl

[0896]  (b) 55SEQ ID NO: 81K 7 M FAG 4.3 28 1N B R 7 e [ 2 B 7 41, 4%
TR S5 AEA4.3. 280 1M R 2 R AUCDRI I 2 I &5 A AR , (0 8 G Firik4.3.2
B ISR 25 S I CDR L 22 K AR 2ARIR] 55 B i RS A D 55 CD3 45 &, BTk Sy Al g
T RIS BRI 1 5 A/ Bk

[0897]  (ii)CDR2%E F A N4 -

[0898]  (c)SEQ ID NOs:101-109;F1

[0899]  (d) 5SEQ ID NO:101[M2 MR 74 HAT4. 3. 28 I AL IR 2 I S IR T 41, 4%
TR S5 AEA4.3. 280 1M SRR Z R AUCDR2I L IR I &5 A AR , (0 2 A Firik4.3.2
B IR 25 S I CDR2IM 22 K AR 2RIR] 55 B i RS R D 55 CD3 45 &, BTk Sy Al g
T RIS B RA I 1 5 A/ Bk

[0900]  (iii)CDR3%E FH HIPA N4

[0901]  (e)SEQ ID NOs:123-127; 1

[0902]  (f) 55SEQ ID NO:123[Ma 3R 74 AT 4.3 28 I IR 2 I S IR T 41, 4%
TR S5 AEA4.3. 280 1M SRR 2 FAUCDR3M L K &5 A AR , (0 2 G Firik4.3.2
B ISR 25 S I CDR3IM 22 K AR 2 ARIR] 55 B i RS R D 55 CD3 45 &, BTk Sy Al g
I RIS BRI 1 o

[0903]  YE55—ANJ5Ta, AL B T A 2, CDR1:%E F F DA P 4k o4 :

[0904]  (a)SEQ ID NO:81; 7

[0905]  (b) 55SEQ ID NO:81H A 18k24M A SR 25 5 12 55 41, Hor

[0906] - FEA 1 1ALGE 24 MR

[0907]  -HF{v ¥ 3AbTE 448 A,

[0908] - FE{viE44LYE LA MF;

[0909]  -YE{v ¥ 8AbSE AN MG Fil/uk

[0910]  -{E{7 B 10RbGE AT MA,

[0911]  YE5—ANJ5 T, LB T AR 2, CDR2:%E F F DA N 4k o4 :
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[0912]  (a)SEQ ID NO:101 ;]

[0913]  (b) 55SEQ ID NO: 101 EA1. 28k 3 M 3R 25 H s e e 1], Hor
[0914] - /Efo B 3RV A8 FyTERA

[0915]  -YEf B 5ASEL A4 MT;

[0916]  -{Ef7 B 6ALGT 848 JDELE ; K1/ 5k

[0917]  -{Ff7 T 4648 JS AEKP,

[0918]  {ESH—ANJ5 i, A6 B AR Z Ik, CDR3YE I FDA R 44 -
[0919]  (a)SEQ ID NO:123;#H

[0920]  (b) 55SEQ ID NO:123 AT 1k 22 R 72 S 2 LR 41, Forp
[0921] /{7 B 2801448 T

[0922]  -{E{7 B IRLTE 238 Vs Fil/ Bk

[0923]  ~{E{ B 10KEAT 45 P,

[0924]  [Altt, A& BHP MAXFERITSVER Z K, ATk ISVER Z2 IR R 14 455 CD3 I HLASFE LT
o HA DL AL s AHEZR X (45 BUEFR1ZEFR4) FI3A H MR E X (43 B ECDR1 &
CDR3) , .

[0925] (i) CDR13%E H VA N4 -

[0926]  (a)SEQ ID NO:81;7

[0927]  (b) 55SEQ ID NO:81 A1k a IR 22 I AR 741, Hoh
[0928] - 7Ffo 140G 46478 IR

[0929]  ~{E{7EE3METE AT MA;

[0930]  -{EfvA4bY T 448 MF,

[0931]  -YEfv ¥ 8AbSE 44 MG Fil/uk

[0932] - ZE T 10AGEL A5 MA,

[0933]  JFfH I

[0934]  (ii)CDR2:%k [ DA 04 -

[0935]  (a)SEQ ID NO:101 ;]

[0936]  (b) 55SEQ ID NO: 101 HA51. 28k 3 M SR 25 s e e 1], Horp
[0937]  -{rf ALV 438 N TERA;

[0938] - /Efi B BALSTL 448 T

[0939] - /Efy B 6ALGT 848 JDELE ; K1/ 5k

[0940]  -{F {7 B ORLTL 245 JyS ABkP,

(09411  JfH I

[0942]  (iii)CDR31%E H HIPA NALRL 4

[0943]  (a)SEQ ID NO:123;#H

[0944]  (b) 55SEQ ID NO: 123 HAT 1ok 22 R 72 S M 2 B2 41, Forp
[0945] - FEfv E24b T A48 T,

[0946]  -FE{7 AT LA NV A1/ Bk

[0947]  -ZE{v  10KbAE 2435 P,

[0948] {1 53— U510, AR BT AL ANASCRT IR I 2 Ik, Fop : CDRTFHSEQ ID NO: 817K,
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CDR2F{SEQ ID NO: 1015575, FL.CDR3FHSEQ ID NO: 12335 . fleidet, 22 Jiki% 1SEQ ID NOs: 1
50— .

[0949]  J& TBFIN e BRER 1 0 AT AR 5 A FRARSE LA P2 IR, Horp

[0950]  (i)CDR13%& I FL R4 AR RO 4H

[0951]  (a)SEQ ID NOs:88; 7/

[0952]  (b) '5SEQ ID NO:88[WZ IR 74 A A7 4.3\ 28k IS AR 22 N A B IR T 41, 4%
e 505 A EEL 3 28N E R 2 F IHCOR I Z R 45 G400 , o & LA Pk 4.3.2
o 1N R 22 S CDR I 20 A AR 2] ol 25 B sy 55 A0 ) 55 CD3 4 &, FITak S A 7 3 4
o S 2 R ATIEL )  F/ Bk

[0953]  (ii)CDR2%E F A N4 -

[0954]  (c)SEQ ID NOs:110; 4

[0955]  (d) 55SEQ ID NO: 1101 IEER 7 I A4, 3. 28k 1M R 2 R 2 IR 7 41, 4%
e 505 A3 28N AR 2 7 IHCDR2I Z AR 45 G400 , o & LA Pk 4.3.2
o1 SRR 22 S CDR2 A 2 A AR 2] k35 B s 55 A0 ) 55 CD3 4 &, FITak Sy A 77 i
o S 2 R ATIEL F/ Bk

[0956]  (iii)CDR31E H HIPA MR I4

[0957]  (e)SEQ ID NOs:128;

[0958]  (f) 55SEQ ID NO: 128/ /R 7 I A4, 3. 20k 1Ml LR 2 R A IR 741, 4%
e 505 AR 3 28N E R 2 7 IHCDR3I Z AR 45 G400 , o & LA Pk 4.3.2
o1 2R 22 S CDR3 M 20 K AR 2] k25 B sy 55 A0 ) 55 CD3 45 &, FTak S A 7 7 i
o R S 2 R I .

[0959]  YES—ANJ0HL AE B T B 22 ik A, CDR1SESEQ 1D NO: 88,

[0960]  7E5—ANJ L AF )BT B 2 ki, CDR24&SEQ 1D NO: 110,

(09611  ZES—ANJ L AE B T B 2 ki, CDR3/ESEQ 1D NO: 128,

[0962] {1 55— T3 10, AL HHEE Xk 2 Ik, HoH : CDR1FHSEQ ID NO: 887, CDR2H
SEQ ID NO:110%7x, HCDR3FHSEQ ID NO: 1287 . i, 2 IESEQ ID NOs:51,

[0963]  J& T-CHRE e BRER 1 0 AT AR 5 A FRARSE LA P2 I, Horp

[0964]  (i)CDR13%E [ FILL R4 AR AO4H

[0965]  (a)SEQ ID NO:90;#/

[0966]  (b) '5SEQ ID NO:9O0fWZ ALK 741 W A7 4. 3\ 28k IS R 22 N A B IR T 41 L 4%
e 505 A EEL. 3. 28N AR 2 F IHCOR I Z IR 45 G400 , o & LA Pk 4.3.2
o1 R 22 S CDR I 20 IR AR 2 AH ) k25 B s 55 A0 ) 55 CD3 4 &, Frak Sy F 77 4
o S S 2 R ATIN L A/ Bk

[0967]  (ii)CDR2%E F LA N4 -

[0968]  (c)SEQ ID NOs:112-113; 70

[0969]  (d) 55SEQ ID NO: 112/ /R 7 I A A4, 3. 28k 1M R 2 R A IR 7 41, 4%
e 505 A EEA.3. 28N AR 2 7 IHCDR2I 2 R 45 G400 , o & LA Pk 4.3.2
o1 R 22 S CDR2 A 2 A AR 2] sl 25 B sy 55 A0 ) S5 CD3 4 &, FTak S A 7 3 i
o S S 2 R ATIEL F/ Bk
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[0970]  (iii)CDR31%E H HIPA NARLI4

[0971]  (e)SEQ ID NO:130;

[0972] () 55SEQ ID NO: 130fWZIEMR T 7 HAT 4. 3\ 20 LN S 3 22 N &5 771, 4%
R S5 SAEAT4. 3 28 ISR 22 R I CDR3I IR 45 A A0 , B35 B iR 4.3.2
o1 2R 22 S CDR3 I 2 A AR 2] sl 25 B sy 55 A0 ) 55 CD3 4 &, FITak S A 7 7 i
o S 2 R I .

(09731 Ay — L B TCE 2 kb, CDR1S&SEQ 1D N0O: 90,

[0974] {1 —AJ5 I, AR JE T Ci 2 I, CDR2:E F FH A T 4 pk 1 4

[0975]  (a)SEQ ID NO:112;#

[0976]  (b) 5SEQ ID NO: 112 H4 ISR IR 2 S s S iR e 41, Horh

[0977] {7 ¥ 240 VE 248 A

[0978]  fr— Iy, AEJE T-Ciie 2 Ik, CDR3/ESEQ 1D NO: 130

[09791  [Rltt, AR DAV BOXFEIITSVER 2K, ATk TSVl 20 KR e 45 5 CD3 I ELAFE DL T
o HA DL AL AHEZR X (45 BUEFR1ZEFR4) FI3A H AN E X (43 B ECDR1 &
CDR3) , Hrf:

[0980]  (i)CDR1/ZSEQ ID NO:90; il

[0981]  FfH I

[0982]  (ii)CDR2%E F A N4 -

[0983]  (a)SEQ ID NO:112;#H

[0984]  (b) 5SEQ ID NO: 112 H 4 ISR IR 2 12 SR e 41, Horh

[0985]  -YEfv E240VELEAT A,

[0986]1 JfHILrh

[0987]  (iii)CDR3,ZSEQ ID NO:130.

(09881 £ 55— ANJ5 10, AR WL xR Z Ik, Horp: CDR1FHSEQ ID NO:905&7%, CDR2HH
SEQ ID NO:1125%7~, HL.CDR3FISEQ ID NO: 1303 . Jiideil, 221k [1SEQ ID NOs:53-56H7
ATE—

[0989]  J& T-DFEr e BBk [ AT AR 25 A Iak A AR A T O 2 ik, Horp:

[0990] (i) CDR13%E H VA N4 -

[0991]1  (a)SEQ ID NOs:89; 7

[0992]  (b) '5SEQ ID NO:89IWZ IR 74 W A7 4.3\ 28k ISR 22 W N A IR ST 41, 4%
TR S5 AEA4.3. 280 1M FR 2 R AUCDRI U 2 IR &5 A AR , (0 5 G Firik4.3.2
o1 R 22 S CDR I 2 IR AR 2 AH ) ol 25 B s 55 A0 ) 55 CD3 4 &, FTak S A 7 7 i
o S S 2 R ATI L 5 A/ Bk

[0993]  (ii)CDR2%E F A N4 -

[0994]  (c)SEQ ID NOs:111;/1

[0995]  (d) 55SEQ ID NO: 111WEIERR T 7 HAT 4.3\ 20 LN S 35 22 W &R 771, 4%
TR S5 AREA4.3. 280 1M SRR 2 FAUCDR2M B IR I &5 A AR , (0 2 A Firik4.3.2
o1 R 22 S CDR2 A 20 A AR 2] sl 25 B 5 55 A0 ) 55 CD3 4 &, FTak S F 7 7 i
b S S 2 R ATIEL F/ Bk
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[0996]  (iii)CDR31E H HIPA NG I4 :

[0997]  (e)SEQ ID NOs:129;

[0998] () 55SEQ ID NO: 129[W)Z MR 7 71 HAT 4. 3\ 2 LN S 3 22 W &R 771, 4%
e 505 A EEA.3. 28N E R 2 7 IHCDR3I Z R 45 G400 , o & LA Pk 4.3.2
o1 2R 22 S CDR3 I 2 A AR 2] sl 25 B sy 55 A0 ) 55 CD3 4 &, FITak S A 7 7 i
o S 2 R I .

(09991  YES—ANJ0HLAE B T D 22 ik A, CDR1SESEQ 1D NO: 89,

[1000]  7ES—ANJ0 ML AE B TDRE 2 ki, CDR24&SEQ 1D NO: 111,

(10011  ZES—AJ0 LA B TDHE 2 ki, CDR3&SEQ 1D NO: 129,

[1002] {5 55— T3 10, AL IHEE Xk 2 Ik, HoH : CDR1FHSEQ ID NO: 8977, CDR2H
SEQ ID NO:111%7x, HCDR3FHSEQ ID NO: 12976 . il , 2 IESEQ ID NOs:52,

[1003]  J& TEFIN B ERER 1 3 Al AR 5 A FHARSE L P2 IR, Horp

[1004] (i) CDR13%E H VA N4 -

[1005]  (a)SEQ ID NOs:91-93; 71

[1006]  (b) 55SEQ ID NO: 91 EIER 7 M FAG 4.3 28 I s B R 7 e (M 2 B 7 41, 4%
e 505 A3 28N AR 2 7 ICOR I Z IR 45 G400 , o & LA Pk 4.3.2
o1 R 22 S CDR LI 20 A AR 2 AH ] sl 25 B s 55 A0 ) 55 CD3 4 &, FTak S F 7 3 i
o S S 2 R ATIN A/ Bk

[1007]  (ii)CDR2%E F A N4 .

[1008]  (c)SEQ ID NOs:114-117;#1

[1009]  (d) 55SEQ ID NO: 114[WEEMR 77 HAT 4.3 28 LN S 3 22 I &5 771, 4%
e 505 A EEA.3 28N AR 2 7 IHCDR2IM 2 K 45 G400 , o & LA Pk 4.3.2
o1 R 22 S CDR2 A 20 K AR 2 ) sl 25 B s 55 A0 ) 55 CD3 4 &, FTak S F 7 7 i
b S S 2 R ATIEL F/ Bk

[1010]  (iii)CDR31E H HIPA N4

[1011]  (e)SEQ ID NOs:131-133; 70

[1012]  (f) 55SEQ ID NO: 131[N%IERR 741 H A 4.3 28 IS AL R 7= W S IR 7 41, 4%
e 505 A EEA.3. 28N E R 2 7 IHCDR3I Z R 45 G400 , o & LA Pk 4.3.2
o1 B R ER 22 S CDR3 I 20 K AR 2] sl 25 B 5y 55 A0 ) 55 CD3 45 &, FTak Sy A 7 7 i
o S 2 ERATI AL .

[1013] 55, e TERINZ M, COR1GE F FHA 4 pk 14

[1014]  (a)SEQ ID NO:91; 7/

[1015]  (b) '5SEQ ID NO:91H 7128k 3 Mol FLlR 22 S (M e LR 41, L

[1016]  -{rf7 E6ALRE 4038 INEKT;

[1017] {57 B TAENTL 2225l ; 1/,

[1018]  —fF{7ESEME 24 NT,

[1019] 55— Iy, e B TERINZ M, CDR2.E F FHEA T 4 pk 14

[1020]  (a)SEQ ID NO:114;#0

[1021]  (b) 55SEQ ID NO: 1145451, 283N S LR 7= e M s SR 41, Horp
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[1022]  -7Ff7 B 1ARE 4478 Q;

[1023]  -{E{7 & 3RETE 238 NS Fil/ Bk

[1024]  -/Efv B 74D A4S JALEK .

[1025] {5 5— Iy, AE B TERINZ M, CDR3UE F FHEA 4 ak 14

[1026]  (a)SEQ ID NO:131;Fll

[1027]1  (b) 55SEQ ID NO: 131 AT ISR ZE U B 41, ok

[1028] -5 f F240STE A48 MR Fil/Ek

[10291  -7Ff E6AbSTLEA Y.

[1030]  [AIHE, AL HHIS MaX AR TSVER 2K, Firidk TSVl 22 e 1 45 5 CD3FH A FE LA
o HA DL AL AHEZR X (45 BUEFR1ZEFR4) FI3A H AN E X (43 B ECDR1 &
CDR3) , .

[1031] (i) CDR13%E H A M4 -

[1032]  (a)SEQ ID NO:91; 7

[1033]  (b) 'JSEQ ID NO:91H 7128k 3 Mo FLlR 22 S (M e LR 41, L

[1034] - /Efo B 6AbRTL A FINELT;

[1035]  -{F{v ¥ TAENTL 2025l ; /g,

[1036]  -{F{37 B SAEMEL 24N T,

[1037]  FfHEH

[1038]  (ii)CDR2:k [ DA L4 -

[1039]  (a)SEQ ID NO:114;#H

[1040]  (b) 5SEQ ID NO:114F 51,25k 34N a3k 2= S A L me 741, Hor

[1041]  -7Ef7 LR 4445 MQ;

[1042]  -{Ff7 3T 4848 IS Fil/ 5k

[1043]  -/F 7 B TARDE 245 MABKK,

[1044] FfHEHr

[1045]  (iii)CDR31%E H HIPA NARL 4

[1046]  (a)SEQ ID NO:131; 1

[1047]1  (b) 55SEQ ID NO: 131 HAT ISR ZE I L R 41, o

[1048] - /¥ E24bSTL 445 R Fil/ 5k,

[1049]  -{EA7E6AESE LA MV,

[1050] 71 55— U5 1, AR ISR AL AR IR I 2 Ik, o : CDRTEHSEQ 1D NO: 9137k,
CDR2FHSEQ ID NO:114%%-%, HCDR3HISEQ ID NO: 13135~ Lk, ki FISEQ ID NOs:
57-65HIfE—H .

[1051]  J& TR R BRER 1 3 AT AR 5 A PR ARSE LA P2 IR, Horp

[1052] (i) CDR13%E H VA N4 -

[1053]  (a)SEQ ID NOs:94-100;Fl]

[1054]1  (b) 5SEQ ID NO:94[5 B T4 B 4.3 28 I N ALk 2= RN & LR T, &%
RS EAEAT4. 3 28 ISR 22 R CORT I 2 IR 45 A A0 , B35 B iR 4.3.2
o1 R 22 S CDR LI 2 A AR 2 ) sl 25 B sy 55 A0 ) S5 CD3 4 &, Frak S F 7 7 4
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b S 2 R ATI L A/ Bk

[1055]  (ii)CDR2%E F A N4 -

[1056]  (c)SEQ ID NOs:118-122; 1

[1057]1  (d) 55SEQ ID NO:118[SEEIE T A A A 4.3, 2k I N Lk 2= RN S B T 4, 4%
RS A4.3. 280N R 22 7 ICDR2M Z IR S5 SR, 5 A TR 4.3.2
o1 R ER 22 S CDR2 M 20 A AR 2] sl 25 B sy 55 A0 ) 55 CD3 4 &, Frak Sy A7 7 i
o S 2 R ATIN L A/ Bk

[1058]  (iii)CDR31%E H HIPA NARL 4

[1059]  (e)SEQ ID NOs:134-143; 1

[1060]  (f) 5SEQ ID NO: 1345 MR T A B A 4.3. 28k LN Lk 2= RN S LB T 4, 5%
e 5SS HA43 28 SRR 25 S ICDRIM Z R 45 AR & U Arik4,.3.2
1N B R ER 22 S CDR3 I 2 A AR 2] sl 25 B =y 155 A0 ) S5 CD3 45 &, ik Sy A 7 3 4
o S 2 R I A .

[1061] 55— Iy, AEJE TR 2 M, COR1GE F FHEA T 4 pk 14

[1062]  (a)SEQ ID NO:94; 4N

[1063]  (b) 55SEQ ID NO:94 412, 3uk 4o Ll 2= I s SR e 41, Forh

[1064] - F {7 E 34LSTE 448 NT ARG

[1065] - {rf7 ESAENTL 2238 MS;

[1066] - FEfv E UM £835 M TukA ; F1/ 5%

[1067] - /Efv B OABLEL 245 M,

[1068] {1 — Iy, AR TERNZ M, CDR2:E F FHA T 4 ak 14

[1069]  (a)SEQ ID NO:118;#H

[1070]  (b) 55SEQ ID NO:118HAF1. 2k 3/ IR 22 M 2 Bl 741, Forp

[1071]  -{Ef ¥ 24bHE &35 v,

[1072]  -{5f E5ALST 4038 IHERA;

[1073]  -{F{ B 8AENTL £35S s 1/ ik,

[1074]  -ZE/7 E 10KbYE 2445 A,

[1075] {5 5— Iy, AR TR 2 M, CDR3E F FHA 4 pk 14

[1076]  (a)SEQ ID NO:134;#

[1077]  (b) 55SEQ ID NO: 134 H451.2.3 455 il 2 R s ki 741, Horp

[1078] - {Efo B 6APATL 445 JySEkD;

[1079]  -{Efo B TR 448 FyYEkA;;

[1080]  -{F{3/ ¥ SALRE 247 MH;

[1081]  -/Ef7 B OALSTL 4245 A

[1082] - fF{7 B 11ABGE 445 DT NS KR s A1/ 5k

[1083]  ~{E{ B 14REVE LA M,

[1084]  [AIIE, AL HHIS MaX AR TSVER 2K, Firidk ISVl 22 IR 1 45 5 CD3FH ARG LA
o HA DL AL A HEZR X (45 BUEFR1ZEFR4) FI3A H MR E X (43 B ECDR1 &
CDR3) , Hrf:
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[1085]  (i)CDR13%E F VA ML -

[1086]  (a)SEQ ID NO:94; 4N

[1087]  (b) 55SEQ ID NO:94 412, 3uk 4o LR 2= I s iR 7 41, Horh

[1088] - /Ffv E 34bSTL 448 T ABKG;

[1089]  -/Ef B BANTL 245 S

[1090]  -7Efv E 6AMIT 2845 Tk ; F1/ ok

[1091]  ~{E{7 LT 245 MM,

[1092] JFfH I

[1093]  (ii)CDR2: A DA M4 -

[1094]  (a)SEQ ID NO:118;#H

[1095]  (b) 55SEQ ID NO: 118 HAT 1.2k 3/ R 22 M 2 SR 741, Forp

[1096]  -YFE{7 B 2AbHE 248 Vs

[1097] -5 5ALS T 4238 HERA;

[1098]  -{E{ ¥ AN 248 JyS; Fil/ Bk

[1099]  -{Ef7 10ALYE 445 MF,

[1100]  FfH I

[1101]  (iii)CDR31%E H HIPA N4k I4H

[1102]  (a)SEQ ID NO:134;#H

[1103]  (b) 55SEQ ID NO: 134 Hf51.2.3 455 ad il 2 R s ki 741, Horp

[1104]  -/Efo B 6APATL 445 JySEkD;

[1105]  -/Efo B TACF 448 FyYEkA;;

[1106] - 7E{v E5 84bRT £847 H;

[1107] {57 LS 4235 MA;

[1108]  -fEA7 B 11ALGE 445 DT NS KR s A1/ 5k

[1109]  -{Ef7 B 14V ST M,

(11101 A 55— U5, AR ISR AL AR IR I 2 Ik, FHorp : CDRTEHSEQ ID NO: 9437,
CDR2FHSEQ ID NO:1183 5, HCDR3FSEQ ID NO: 1347 <. ki, /iK% F1SEQ ID NOs:
66-80FH [1TE—3

[0 A AN T I, A A X FE 2K, Frid 2 i J& 1A B C. D EkF 1 ISV
IR D—E 22 X KT S5 O3S

(11121 R ACE AP KX AR 20K, ATk 2o ik A SEQ 1D NOs: 1-50(1 ISVak 2 )ik
HRR 2z D52 W S O3 &

(1131 [AIE, AR BT X2 K, Brik 2 ks B SEQ ID NO:51fHISVEk ik ae X
AT 5 CD3M 45 & o

[1114] BRI, AL P M AR 2K, iR 2 Ikl H A SEQ 1D NOs:53-56[1 ISVER Z Ik
HRR 2z D52 W S O3 &

(11151 [Rltl, AR A MAaX PRI 2K, Firdk 2 ikl HASEQ 1D NO:52fTSVik ik 38 X
REBT 5CD3MEES .

[1116] AL, AT KX 2K, Brik 2 )ikt BATSEQ ID NOs:57-65[1 ISVl 2 ik
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HR D532 AW 5 CD3RI 455 -

(11171 R, AR A M PRI 2K, Ak 2 ikl HASEQ 1D NOs: 66-80FISVEk 2 ik
HRR R D—5 32 AW 5 CD3RI 451 -

(11181 Y5 AN T, AR I M 2K, ik 2 ks J& T-AB.C. D Esk F I ISV
W Z IR D —E 22 KT S CD3 &5

(11191 PR, AR I KX 2K, Tk 2 K85 J& T-SEQ ID NOs:1-50[1 ISV Z ik
WP ZE DB 22 ST S5 CD3I &

[1120] [, AR IS MR 2 K, Frid 2 ik aE s AT SEQ ID NO: 511 ISVER Z ki 52
P4 ELESTORIDE

(11211 PR, AR B X 2 MK, Frid 22 ik iE s J& T-SEQ ID NOs:53-56[1 1SV 2 ik
WP ZE DB 22 ST S5 CD3I &

[1122] [, AR B xR 2 MK, Frid 2 ks AT SEQ ID NO: 521 ISVER Z ki 52
P4 ELESTORIDE

[1123] [, AR B X 2 MK, Frid 22 ik aE s J& T-SEQ ID NOs:57-65[ISVE 2 ik
WP ZE /D — i 22 ST S5 CD3I &

[1124] [, AL IS M AR 2K, ik 22 IKaE e & 1-SEQ 1D NOs:66-80f1 ISVER Z )ik
WPz D — B 22 ST S5 CD3I &

(11251 AL HHIATS KA S Peko i ik, I LR AE X AR 8 A BTek K, Ha Sk AR
AL A —Fhiek 2 M TSVER 22 KA1 Rk , I BAT S if 40 85— ek 2 BhH & 2 ] 2%
R B G R I ARGUHE RN S A — 20 AT N A s R, rik e 2
W1 FRIE B9 &5 B ek S SRR e A1) AT DASR Rk AT DUAER AR S AN ShRE I BIAC L A 22
JIK R/ B B s 22 R AP AE A S sl Al 844, 5 L AT DA sk AT DAAS S A & B ) 22 1K
MR -

[1126]  ZE AR BN —ANEEE PO ERR R 5 T, H AR A rhgh— 2 ik Ak B
HITSVRIZ K S HORIR I S e Bk [ B AT AR 2 Ak 3e sl 22 RARILE WT DAAE I b A 39
(2] CANA S — 2P RAR 1) o 5140, A R W S e Bk 1 B n] AR 25 A sl Z KT DA 5
— A ZA R KA A BE P ek 25 A5 43 (BIAnPEG) 14z (b2 e e 5 30 |, DAt
PR BN A L B ISVER Z IR AT A=

(11271 YA A — AR 5 T, AL B S sl SR el A R B 2 Ik S AL BT
AAR ISVER 2 MAHEL FT LA SN~ -2 3] X AME S A8 AR 2 IR — 2o (R e i HE:
BRI S ARSI 25 AN TT IR F R ARSI AR GRS A SR, il anfy
FE O ST AB i DA I -2 B (i amiad 58 & 240D AR B S e BR 2R 1 R
A AR 2 K B8 /D — AT A5G I 2 3 (BN B8 F) BN 25507 A
AR TR B 1 PR ] AR G5k 20 I sl 5 2 /D — A S A R BH IS Vel 2 K1)
N A EERT ISy (RF RIS 2 D— SR P 4) SRR A L B TSV 22 IR A& BH A
PR B 22K o 0 5 ORI 3 I 25 A 500 B S R BR A 11 0 R AR G5 A I A L BH I ISV
B 2 K SAEA S5 A TR SRR S AR GTURBR N GRS 222130 1 5 Blan 4
{BASPRT A G ) — A s 2 o R Bk 1 PR AR Gl ok 20 G 4 b 5 — A i 24~
I 2 ek LR B (Bl Q) s & A s E SR B 85—l & i &
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FIRY 455 5T (I anRe &5 & s 2 A AN A& A Ian AL A& E) < 5 R ReEkE
FII AN T gG B FEER AR 1 RO S5 A3 LA i 5 VR S A o R i e 5 BR B 1 B ] AR S5 A3
AR TR 18 S T E B G5 A TR I o BRER 1 FR AT AR 5400 L “dAD™” s il i JTI/EdAD
(G 3E BRER 1 B T AR G5 AL s AR s 25 AU — SR IR IS5 30K &
PRI Horp AR IR TSVER Z K S F et sy (BN A\ Fe) s s o el P BEE I TSV
B 2K s B RO B — Bl 2 BBk R 1 R T AR 5 A e 2GS M S — el 2
Bl 4 A IS /N T sl (1A EASFR T-W0 91/01743.W0 01/45746.W0 02/076489 .
WO 08/068280.WO 09/127691F1W0 11/095545M R 1R I AL B 2K -

[1128] W, A BN 2 AL B & A BB 2 IR e M e A K
WA AR TSVER Z IR SR I 2 /D 1L 565, Hophsk /Do fs, lanz /D5 fs, Flanz D10
BT 2065 - 40, BA R I R I A& IO A0 1 A A sk 22 IR il A FheT A
HATTEAL BARAER TSVEl 22 AR B BE AR T /N, AR R T2/ N, BEAR e R T-6 /N
BIANR T 12/ N0, Bl HE 28 K T-24 . 488k 72/ N 21 1

(11291 FEAA B R 2 A ELE SRR AR 1 5 T, A B X il &9 A9 Tk ke 2 k431
e AN H BAT EEAC R AR AR TSVl 2 A Sy BE IR T 17N, e T2/ N, BEA ek
T6/ NI AR T 127N, Bl 5 2 R T24 . 488k 72/ N I - R

[1130]  FEA & B 53— A e e i E@ AR M 1 5 T, AR AR X Rl L 5 Al AR Bk
LRI AR A 2D 2312/ N0, AR e 5 /D 24/ N, BE AL 25 /D 48/ NI, BE Al e 22 /D 72/
I el B R I Y R 0 o A, AL B S A @R ek Z I AT A EAT 2 /D5 K (Bl 245-
1K) , e 2=/ Dok (Flan£)9-14K) , ALk % /D Z)10 K (Blan£)10-15K) , ui& 2/ 2
LR (Fan£911-16°K) , Bk 2 /b 2912k (Blan£y12- 18 RE K |, s KT 14K (Flan4y
14-19°K) 210

(11311 FEARR B R s e i 50 A (88 A5 6 B AR B 3R AT 380 ) 2k
DA FAG M R AEHSAFEAE T WEE 2 Dt/ U R R AR - e K 1
CD3Z 5 7 1 20 A SRR R R AT PR TS SR AT 38U « B 28 E 552, 36T 8 A R 25 k) 1
ST AGEEERES T o A I X AR R RE - AR T i 35 1105 B MR B 28O 5
S )[R DA K e 4 s /0 e e A SR R R R 11 8 1 R SR B I SR T, 185 MY
kD v e 40 B BB B g i VAL, 10 ELBk /D 2 i R 41 211968 /1 (Qiangian Guo®e A
Polym.Chem.,2013,4,4584-4587) .

[1132] AR B R RE A e e (R ERR i 145 T, AR ISR X FE R AL IR 2 K (5 28
— 58 SRR 1 B R AR g3k (TISV) 5 Hab—2b A& — P b (Peade y—Fh) anacse
FIT 3R (R 45 45 I3 126 1 A e e Bk 1 PR AT A 25 A3l , 490 an Bk A 1b8 W A1b23 . A1b 129,
Alb132.A1b11.A1b11 (S112K) -A~A1b82.A1b82-A.A1b82-AA A1b82-AAALATH82-G.A1b82-
GGA1b82-GGGIM &S &I H & W B ER & [ 1 AT AR g5t (RB-3) .

[1133]  3B-3: I TACK I ISVAIZ IKIIHLE ) S Re BR AR 1 B ] AR S5 43
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[1134]

[1135]

[1136]
[1137]
[1138]

[1139]

Alb8

EVQLVESGGGLVQPGNSLRLSCAASGFTFSSFGMSWVRQA
PGKGLEWVSSISGSGSDTLYADSVKGRFTISRDNAKTTLYL
QMNSLRPEDTAVYYCTIGGSLSRSSQGTLVTVSS

Alb23

EVQLLESGGGLVQPGGSLRLSCAASGFTFRSFGMSWVRQA
PGKGPEWVSSISGSGSDTLYADSVKGRFTISRDNSKNTLYL
QMNSLRPEDTAVYYCTIGGSLSRSSQGTLVTVSS

Alb129

EVQLVESGGGVVQPGNSLRLSCAASGFTFSSFGMSWVRQ
APGKGLEWVSSISGSGSDTLYADSVKGRFTISRDNAKTTLY
LQMNSLRPEDTATYYCTIGGSLSRSSQGTLVTVSSA

Alb132

EVQLVESGGGVVQPGGSLRLSCAASGFTFRSFGMSWVRQ
APGKGPEWVSSISGSGSDTLYADSVKGRFTISRDNSKNTLY
LOMNSLRPEDTATY YCTIGGSLSRSSQGTLVTVSSA

Albll

EVQLVESGGGLVQPGNSLRLSCAASGFTFSSFGMSWVRQA
PGKGLEWVSSISGSGSDTLYADSVKGRFTISRDNAKTTLYL
QMNSLRPEDTAVYYCTIGGSLSRSSQGTLVTVSS

Albl1
(S112K)-A

EVQLVESGGGLVQPGNSLRLSCAASGFTFSSFGMSWVRQA
PGKGLEWVSSISGSGSDTLYADSVKGRFTISRDNAKTTLYL
QMNSLRPEDTAVYYCTIGGSLSRSSQGTLVKVSSA

Alb82

EVQLVESGGGVVQPGNSLRLSCAASGFTFSSFGMSWVRQ
APGKGLEWVSSISGSGSDTLYADSVKGRFTISRDNAKTTLY
LQMNSLRPEDTALYYCTIGGSLSRSSQGTLVTVSS

Alb82-A

EVQLVESGGGVVQPGNSLRLSCAASGFTFSSFGMSWVRQ
APGKGLEWVSSISGSGSDTLYADSVKGRFTISRDNAKTTLY
LOQMNSLRPEDTALYYCTIGGSLSRSSQGTLVTVSSA

Alb82-AA

EVQLVESGGGVVQPGNSLRLSCAASGFTFSSFGMSWVRQ
APGKGLEWVSSISGSGSDTLYADSVKGRFTISRDNAKTTLY
LQMNSLRPEDTALYYCTIGGSLSRSSQGTLVTVSSAA

Alb82-AAA

EVQLVESGGGVVQPGNSLRLSCAASGFTFSSFGMSWVRQ
APGKGLEWVSSISGSGSDTLYADSVKGRFTISRDNAKTTLY
LOMNSLRPEDTALYYCTIGGSLSRSSQGTLVTVSSAAA

Alb82-G

EVQLVESGGGVVQPGNSLRLSCAASGFTFSSFGMSWVRQ
APGKGLEWVSSISGSGSDTLYADSVKGRFTISRDNAKTTLY
LOMNSLRPEDTALY YCTIGGSLSRSSQGTLVTVSSG

Alb82-GG

EVQLVESGGGVVQPGNSLRLSCAASGFTFSSFGMSWVRQ
APGKGLEWVSSISGSGSDTLYADSVKGRFTISRDNAKTTLY
LQMNSLRPEDTALYYCTIGGSLSRSSQGTLVTVSSGG

Alb82-GGG

EVQLVESGGGVVQPGNSLRLSCAASGFTFSSFGMSWVRQ
APGKGLEWVSSISGSGSDTLYADSVKGRFTISRDNAKTTLY
LQMNSLRPEDTALYYCTIGGSLSRSSQGTLVTVSSGGG

PRI, AR B I A SRR 2K, dE— 2D 5 IS 8 45 5B

ARG BANASCRIR 2K, H A AR 05 & A 45 30 S s A& A 455
RIS B ANASCRTAR I 2, b T s 8 A 45 G e 45 S s B & A
TR EK AR [ AT S5 I

ARV M AR SRR 2K, HA TR 455 10 A B A RO TSVEEA |- F4MEZ
X (5 BI;EFR1ZFRA) A3 B ANILE X (43 A& CDR1 A CDR3) 41 A%, HoH: CDR15&SFGMS (SEQ
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ID NO:373) ,CDR2JESISGSGSDTLYADSVKG (SEQ ID NO:374) ,Ff H I H1CDR3EGGSLSR (SEQ ID
NO:375) , CDRAR JEKaba t i X5 ; F1/8 H HiCDR1JEGFTFSSFGMS (SEQ ID NO:376) 5§
GFTFRSFGMS (SEQ ID NO:377) ,CDR2J£SISGSGSDTL (SEQ ID NO:378) [.CDR3/&GGSLSR (SEQ
ID NO:375) ,CDRAEFEKontermann 20105E »

[1140] AL HHPS M ANA ST iR 2K, Horh pirk 54 137 45 A IO ISV FEA L8 A1b23
Al1b129.A1b132.A1b11.A1b11 (S112K) -A.A1b82.A1b82-A.A1b82-AAA1b82-AAALA1B82-G.
A1b82-GG.A1b82-GGG (FB-3) »

(11411 AL Z IR, ISR S5 BT ISVER AR P TR E e — A~ DA E 2K
— DA B AL AT 25 2570 IR I oy ek 4 S B e AT DL BB M B (Uil 4nwo - 99/
23221/t F/ Bk AT LAl —NPA_E EE R BRI ke Sk, s R A S £
[1142] T2 M A2 R 2 IR G 1 IR R X s S T ROR A SR BRI, .
ATV e A T B R A AT AT ek sk R B X o gt , ok 425k ok R] B
DGE T T U T2 RS A ek 2 k.

[1143]  —SGR O 10 [R] B DX B A sk Fh T B o B B ek boik 45 A3 TRl e X
Sk o iIX BB AT 5] I — My S g M ek, DA KB an A Sina b ] -T-49 A4
(diabodies) Bk ScFv ) Beid Js QR WiX— 4, BOZIE R, MG UATIScFv B, 4
(KT PN 2% BAT Se VARSIV AV, Ak SEpE DB B SE B e - 855 O 2
FEFE AR 5T, 5 T A B 22 KB Sk (R B Bl R R VA R e P AL, PR AN TS Vik
PPRPUAAR FE R SE U - 2550705 -

[1144] iy, Bk rT DU SdE RS R 741, - HICH & 1225042 i), HoAfe ik 12230
Z ], A1 ZE 1042 )R S SRR BRI 2 BE R Fr 4] o X FE IO S IR P 41 O — SefJe e 1 945 £
fligly-serfelk, AN (gly ser ) 1, W1 (B4 (gly ser) ;i (gly,ser,) ,, 4WO 99/42077
FRRITAR A, A SRS M A FE S H FRAD Lynx iR UGS 30 GS 15 GSIORNIGS T4z (S WA AIwO
06/040153FIW0 06/122825) , DA M B BEIR XIS, , QR IRAAAE I B S Dok sl DU MR
X (4IW0 94/04678HIFTIR) o ARLERIF K AE KRB -4 ik .

[1145]  5GB-4. 423k

[1146]

[1147]

oGS GGGGS

7GS SGGSGGS

9GS GGGGSGGGS

10GS GGGGSGGGGS

15GS GGGGSGGGGSGGGGS

18GS GGGGSGGGGSGGGGGGES

20GS GGGGSGGGGSGGEGGSGGGES

25GS GGGGSGGGGSGGEGGSGGCGGESGGGGS

30GS GGGGSGGGGSGGEGGESGGEGGESGGGESGGGES
35GS GGGGSGGGGSGGEGGESGEGESGGEESGGEGSGGEES
2N AAA

— B A R B Rk 2 2 RN AR (WIAAA) |, DL K H2:GS30 (WO 06/122825H1

[1JSEQ ID NO:85) FIGS9 (WO 06/1228251[1JSEQ ID NO:84) .
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[1148]  HAhG GRS S ATUL SR &, T EE T T2 HmE A h
i FHROAREE 45140, 58 (O %) 85y B4 T ik g5 3sk, 2 D5 anwo 04/081026.
[1149]  EFEAEALIHRERINIE , N — ek 2 A8k OV A R 2o, O
W T AES P Fr Berp i T80 IR VS PERE RN/ wl FAB I S5 T DO A A B R e ¢
LRI T AT — e 52N, A dEEARPE T4 CD3 sk T-— DL b i E B e S A T
SVEECES T T ASCATF N A AT HAE —Se G BRI 6 I , SR DU BE 1
E AL AR E Z R — ek 2 M R k.

(11501 f3a, £ 5 0 28 —FEE — SEFRAO S5 A 5T  ISVERA KB UARIIAS Z IR 240 £
FRH, Bk K BRSO 08 i« He e VA AE T 2 IR Th A R B AN 45 30 TS VK,
PPRPUR S G T HRIJRERR, 120 & A0 B P e B R, B T ASCA TN A,
(R — SO IR LSS T, BOR A SUR R T AR IR E 2 I —1 k%
MRk

(11511 A AL WITE RN R, T — Dk 2K T AR I 2 Ik —FhDA
fth A A1 ek DhRe M, A1/ sk Bt —AN DAL T e AT A=A/ sl T 52 Dhae BE T (il an
WA T AE BRI ISV KA B 2 KO RT 2B W) 1O 4910, & — DA T
SRR IR I SK AT AR B 0 S5 /KR BT, T Al A /NI R b b 2 i Sk AT LA
TSI Y RN/ B AR E Y o R, ST ARSI A TF N A et/ — A B AR S
1 f , BRA e s e T AR IR E 2 IR R s

[1152] e, MDA BRI T AR BRI 2 A, X e 3K AT DUAR A slAS A o R, 2
TASCHRIIATIT N AR A — S TR S8 e, BOR A SR eE g e T A% I
R E 2 IR R ko

[1153] G, N T H G FBFE ™, AR 2 IR Z 26 2 K SR, A s 12 0
S AR AN T o 4540, AR B 2 I & = AN PA RS54 5T L ISVERAAK TR,
AR A AN O BB AT, A T e T T ISVE ALK
A, TRt “ S F A S I R ANk , 18 AT Rl PR AG S

[1154] PR AR P M A SCRT iR I 2 K, b v 58— ISVANFrak 55 —ISVEA K Al g
[ FTIA 55 = TSVAI/ sl i 45 45 10 (85 1 1O TSV ELRE A e P el 48 B Shate 4% o

[1155] AR HHVE M AnAS SR O 22 K, e pirak 2 k2% I FH5GS 7GS 9GS . 106S L 15GS
18GS+20GS+25GS 30GSAN35GSHFE I 2H il 4

[1156] ALV M ANASCRT R I 21K, Horh BT I3 25 1 45 5B 0 e 38 THED TR 21k
(BI4MPEG) -

(11571 AL BRI K T 25 AR IR [P TSV L 2 AR AR 1 5 72 « A A BAIR TSV 221K
FIAL FRAARREDE DAAS S RN 52U 28, ARSI AR SRS g0 iR HeR i 2 1)
HIEE A, AL BRI ISV 22 R ATAS SEpR R DAAS B L1 Tl & et B ALE T
Hl PR B (U FEERER T () g5 e AR AIS cFv i BO FIAEAR 5 5l 2% » il 7 22 KA A%
JRT— B e (H A ERR A I 10 s R AT i 5 i AR

[1158] A=A BHII ISV Kk 1 B E R 75 1k AT AR AR LA T 28R

[1159] - {EEE s AN e 32 AR (FEASCR AR R A B 45 27) A el A 4t
AL BARIATR IVS 2Kk 1 U RO R I S — P S il i Fak R e rh b TRk,
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[1160]  (T-3EH, fH5 2 -

[1161] -5 BORN/ Salifl R RAF I AL B TSV 2 K 1 BT A

[1162]  FRIM, Frad il DAL N D3R

[1163] AR AR BRI 15 E 2k R/l = A 5 /D — P A L BRI TSV 2 Ik ek 25 1 5
AFERNIDE S ATl s W) e Ny B O e

[1164] T3k, FH5 2 -

[1165] -4 BOFN/ S alifl FHICRAF I AL BRI ISV 2 K 1 BT A

[1166] (A, A A WA TS Mt A & BRI TSV « 200k ik 2 1A ook AR (AR sl R e 471
(WD AL HRIZIR” ok AL AR A7) « A& WHROAZIR AT DAE B Bl OBU5EDNA
BERNAFIIE R, H HL A 158 52 AUEDNARIIE 3o 4340 , A& B A A% IR F 51 P A& SE AT 4 DNA |
cDNAEK A5 A DNA (i an ELA B4 % |1 FH 28 PO RO 3240 el = A= ik 32k 1 25 15
i HIFIDNA)

[1167]  FRPEA KR R —A 00605 56, AL IR A e BB X, AR SR E X
[ o AR HI AR 1A T LA R BRI TE 30 AP AE T B R RN el Bk i —35843, & an il an)o
R KPRIERYAC, HAB AT DU A - B TE .

[1168] LT AT HRISET AR IR 2 IR el (1 R RO A5 8L, A& WA T DA DA
A B ELAR 5 SIS kAT RN/ BT DA A 185 A R SRR IR 40 85 o 11 EL, ARSI B AR
KHEREN, O TRl AR HIAZIR , B R 7 81 (i gt A & B S e Bk 1 AR
LERIRI 2 D — AR A1) FVBIANgmhs—A el 2 e s Ok T DA ATE 24 10 5 20k
PeAE—i.

[11691  FF = AR WAIRZ IR IR AR T ARG AR DB 215 78 1, H LT AN
FEAHANFR T H SUEDNAG B 5 78 i A5 AE 3 A5 N BE 2 RSRAAE R AN/ B 6 i 4 (%
HMA AN |, 5IN S BRI R E =R s SIN— ANk AR AR S
(AR DA A=A 5 1 O B SIS T DA 2 5 Mg DR / el ez 1 A/ el X 3) |, /s g FH—
AN A SRR BP0 1 PCRIZ B 5| NZRAR o X BRI R A FHR A BB S 1, I F
HARFT LA e T, 1 A SR M g Sambrook % A FAusube 155 A, DL AN T 96
.

[1170] QARSI AR CURHG 1 , AR B IAZIRA FT DL st AL A AR TE 30 AP T
WAL FEAA R D/ 2 10 AL AR 397 o AT i it A% A 3 A 3 (0 Sy A & AR 5 /D —Fob
Tl , FAT e M 42 22 R B B RNt A6 A BRI — ek 2 ootk i an il an— A sk A&
WA O GE NS G R R a1 R &0 E 58 RSO M & i AR I e T
1 A E AR W 2 D — FAZ IR (1 TR 10 A5 AL AR R A A SRR “A & I s AL i At
(1711 AR IHR LA AR AT DU DNABERNA , H FLAJ 56 S BEDNA o A & H PRt 4 A A
W AT DR IE T AL U R A L4 sk rg = AR TE S, 18 T34 B ORI L4 5t
IRIZHDNAHR O TE 3, Bl T PO R 4 = A=W R b (R 2 il 4R A/ sk it A2 O TE X
AR A 1t A5 A AR T LU BUARIIIE 2, v A an JSORE  KEokz  YAC i 5 A Bl e e - o
B, AT DS Sk Ak, BUBEE R ARSI/ sk Ak Py R 18 (B A0 A i o -4t s
AR/ B ek R geH) I3
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(11721 FE e BRI R S0 7 2P, AR B st e A @kt 2
[1173] &) AL Z /D — PR ; TR EE e
[1174] b)) — ek AU, R E) - AR A E 2 b1
(11751 DL Sl et
[1176] o) RECHPBHE AR — ek 2 E Tl
(11771 HoroRE Pt SR8+ Lk 7 M AT E R BAA B AR b
(A S UIASC 2P B < - B e T ot et AR ik “Heg o PO
WBIAn T DU sl 3 it A sl 3 A (R38R) 13° -5k5° -UTRFFA . il S 41 e B s ik
FRic/ i J5 8 R/ BT o iR 5 DRI A R i B AR B Sl I TR R G121
SRR, AT DAAS A R T B ol FH R R A P 228 s TP A == A el s =8 AR A 5 JE %l
HIA K BHIAZ AR e A 2k 7 20 (0 Qi 4 Bl 20 I sl 5 3 08) < RN/ sl B PP
BRI, A 5 E R T HUAF AR B (B4R EAIR T (50) S5A ST RNS cFv 4 D)
(IR AAE PR A0 Bl RN k- R LALAR AU 75 2t
(11781 et , AEA A AR AL A T R v AR B R ATk 2 /D — Rz AR 5 o
VA KAT RO IR — Nk 2N g so R “PIHR E e 2, 10 B HE e i X A e B
A IRER AR AN, AR 5 21 Re A 5 shak DU & 5 s il / 779 G i o A1 i s M/
o ek (LT IRGmat e A1 Sz PR “A2” Frik 3 211 “Psbil 17, MK Ja 2h 154
W7 H PR ERE R Gl Y M ETR 7 A TR ERE RN, AT PR T AR R B
JF H AL TARR R B rR o EA Tl R AR P8y, R X AT GRS e
Mo
(11791 ARG HHIPAZIR RN/ sl A A B st A2 A 3 T AT A0 e 2 4 i sl o =6 A=k
BT 2 M/ sl A A BRI 2 IR ek 8 1 SR o 1 U e AR A 280 = o Al e 2
ol AN AR GUR RN SRR TE R, I HL AT LU B AT & 18 1 B B A%l A
A sk 4R AR BT SE I L S AZ A R, AN -
[1180]  -4Hps bk, BFHIHAPR T 22 BRI PR, W kBT (Escherichia coli) [
AR BIEA & (Proteus) BRI, PIANFT AR JEAT IR (Proteus mirabilis) ;{RE iR )a
(Pseudomonas) [ EWE, 07 FAR iU (Pseudomonas fluorescens) s Flep %G PHIE A
PR, W Q02 AT & (Baci1lus) R, BIAIAL FE 2 fuFTIa (Bacillus subtilis) ol 2F i
FF (Bacillus brevis) ; 5825 W & (Streptomyces) [ B Fk, 4 4172 75 55 25
(Streptomyces lividans) ;%2 ERE )& (Staphylococcus) B, B0 75 %5 BR A
(Staphylococcus carnosus) ; MIFLEKFE & (Lactococcus) B BE, 940 ZLER L BK A
(Lactococcus lactis) ;
[1181] - EHEYIME, G H AR T2k B KEE (Trichoderma) FREAANNL , Flank 5 H K
K% (Trichoderma reesei) ;2K F4fu45 8 (Neurospora) MEM AN, 51402k FA G5/
% (Neurospora crassa) ; K H3E5% )& (Sordaria) FUEI4nlE, il 4nk 5 K357
(Sordaria macrospora) ;K H 7 )® (Aspergillus) FEII4niL, 4l 41k H 2 &
(Aspergillus niger) sk H IS (Aspergillus sojae) ; ok HH & 22 R A 5
[1182]  -FRR4mi, fudHH AR T2k BB E (Saccharomyces) FpEI4NND , 141 R P
(Saccharomyces cerevisiae) ;2K H 235 L) & (Schizosaccharomyces) FREI 40 , 11
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NS S5 B (Schizosaccharomyces pombe) ;2K H EE7RIEEREE (Pichia) FiERIANNE, ]

nEEJRRE (Pichia pastoris) ok FHfE EEREEEE (Pichia methanolica) ;2K H b fRE )
(Hansenula) FZEMANNE, 1412 JE 1L} (Hansenula polymorpha) ;3K F v 4ERA RS
(Kluyveromyces) FlE T4, I ANFLER vo &4 b (Kluyveromyces lactis) ;2K HArxula

FhERIA, BildnArxula adeninivorans; 3 FIHSECIER) 8 (Yarrowia) FJEFI4HN , 15140/
EHREGEELE: (Yarrowia lipolytica) ;

[1183] - PR Eh Y an sl & , v 2 TUE P B2 (Xenopus oocytes) ;

[1184]  -SRiT & Ao sk gn i & , w18 H o gnfie/ 4aie & , iR AR T

k)& (Spodoptera) SFOFIS 2141 ik KT SR Wi & (Drosophila) FO4RNE/ 40L& , # 41

SchneiderfIKc4Hji;

[1185]  -AEWpakAE Y ans , Bl A b s A/ 5k

[1186]  -WHFLZ4niesaiie AR , BIARIR T A gk g R , >k FI AL g ok

YA, FHHAPRT-CHO- 41, BHK - 21}ty (45 4BHK - 21 41fitw) A 41 sk 4l A 1% UiHeLa

COS (f5I4NCOS-7) FIPER. C64TIfY;

(11871 DUEAR S E M T HUARR A B (AR EABR T (1) 5t MScFv D

(R RN AR R T A e A 32 ko 240, X BOR A DU IS 1 o i ] LS5 A

IRy 54, DL BIAIW0 94/29457 ;W0 96/34103;W0 99/42077 ; Frenken’s:

A 1998 (Res. Immunol . 149:589-99) ;RiechmannfMuyldermans 1999 (J. Immunol .Met.231:

25-38) ;van der Linden 2000 (J.Biotechnol.80:261-70) ;Joosten® A 2003
(Microb.Cell Fact.2:1) ;Joosten® A2005 (Appl.Microbiol.Biotechnol.66:384-92) ;

AT S T H e Sk

[1188] X TAEAufiwrh Rk ISV Z R El A @A, e T T LA E D A S 1 “Ha NP iA” ek

WFIEIW0 94/02610,W0 95/22618F1US 7004940;W0 03/014960;CattaneofliBiocca 1997
(Intracellular Antibodies:Development and Applications.Landes and Springer-

Verlag) fllKontermann 2004 (Methods 34:163-170) FPREATT .

(11891 ARMA A AN — s HAERR PR 0 55067 58, AL BV ISV 2 Kk 28 1 oA At

PRAE A R AR R 18 T R 25 A5 = Al R i (o an_ a3 M s PRI 4niit) HhZk

o

[1190]  ARHA A AN 55— L e (B FERR IR 55T 5 56, AL AN ISV 2 Ik ek & 1 A

FERAE I BN RIS 18 T R 29 A (B B G a0 iR B R Rl 0 4 fi) v

t7,

(11911 ARIEACL AN S — L (H A ERR FIPE ) 55067 58, AL BHI ISV 22 Ik sl Al A

LS rh 427 Rl EAe A gui b slofe A4l A gniiwrh A==, SRR AR AR T

KA = g N AR el A\ 4 A R 4iie G an ESCRR i ) A=

(11921 AL AR I 1 B e = A i) Sl BN THEOR A GUR 27 R, o HoAT

DAISCR PO 1 == 4/ 1 =5 AR AR el ] Rt A A AR o R 25 0 E 3 M 01

AL F I o

(11931 #E4LJ5, v DAEAT F TR IR B B 22 A K BHIAZ R 7 4] / 1 A% Al T A pl Dy

AR IBEE g T AN s s AL AR R o X B AT RT DSBS AR T AR B A4 T

75



CN 114920848 B W OB P 73/128 T

HRRERE AR IC I B 3R, il S AT A TR e e A A A BRI 22 IR 22 85

[1194]  HAbpufs E4nfi GLal DU e anie R E 20 slits =AMk GLrTDUERSE N
AR Ak R HRITE 20 T2 AL B S3 N T 1 o

(11951 fedcth, iX 04 A0l re =AM IR IR B 1Rk uli s (/D) gk (Il
HiE R ) AR ISY 2 Ik A Bieaik Of A F A N Az D —
A R B ) AR IR QR A I 1 S guialons £ AR N1 e
P/ SR, Bl o 40 o3 ks A o C S5k

(11961 [, 75 55— J5 1, AL B K 3Rk (BiAE G iE s ol N e aRak) AL
ISV Z IRl E 1 oA S R 1 i = sl 2 4 s AN/ sl 3 A 4 AL BHIM ISV 2 Ikl & 1 i
T IR IAZIR I A5 2 ol e = AN o OPT 2 sl =B A — 2o P e (H FERR AR R S mT DA
AIW0 04/041867 WO 04/0418655kW0 09/068627 FHi H HHIAR I o FI A1, A< & B TSV 22 Ik AT
B TR IR T A A ) £ P B R A B R BRI B PR PR ek 7 AR i iR W0
04/25591.W0 10/125187.W0 11/003622F1W0 12/056000, HA ik T sk 1 B m] 25 4%
FA3ERN B 2 F ) 2 A B R BN L 4 =/ 4 R4 388/ A .

(11971 28 7= /3R A A BRI TSV 2 IRl AR 11 Bl R 360k, B A i 1 = i sl s
s = AE Yo i AT AR A B (BTRs) 1SV 2Kk & 1 Bl @SRk / r= A0 2%
TF N ORFFVHEREAN/ a5 55 o Sl W SR T HEOR A DUREETEE 1, Hal 5 R e TP fi
PS40/ 75 3 AR, DA K 3 A I (AR AR 3 A I 2k IR A Has e o R
S I AR LA IR B Fh B3 ST AN L) H s

[1198] 3@, Sl AR ] DLEAE i TS d s 7 i, AR S Id M B IR IR/ o A 1
B, A ENIRE , F BAREAAE SE s 2t &8 (B 9 A % B Az
FR 7 AL T 5 SR ED I M) 5 4 S i DA BR N Dade B R, AR RE )
AN AL A ISV 2Kk 2 1 oo i3 A n] DAL sl R 5 ARk, AR 5 U3k, ol
(YT Y T I 2k

[1199]  AREGUHEARN FUARHE RIS , AR BRI ISV 2 A B @k T A (7 5% DA
RBAIEAT A WLEATAR) R T DIOS A TR e 80 , X R B (o R 7 3 4/
i AR T L A HIN ISV 2K sk & 1 T I R v ] DU ARSI, X o B e TP fi ]
(7 LA/ 15 2 AE ViR

[1200]  SRJe AT LA A B LRI AR 1 500 AN/ s s EOR, i (il ) i/l Rk
FORTRZEDTIERR R W, 45 55 Ak B 22 K sl A A ik 15 (1R 5 e 2 ] S
SR T A) AN/ Bkl 88 e Re SR (B, SRR B R S AR T AP pR) |, I rE =4/
T AR/ s M A B R iR A 2 g sl AR IR RE R 2 BAC W ISV, 2 Ik
o BT AR

[1201] AL I a7 n] DLt Nk 5 ikl e RS 20— AL I ISV
ZIKE— DA SIINPEERT VB AL A oy sk S A B oA il A — A ek A E ST
e ad Y HE R AP R, AR A A B e Tk SR T DARE— B B A A B ISV 2 IR
G, I B S T AL B 2 IR s A — A a2 S IR TR A4 T 18
R0/ B A (BB &1 DASRAS AL I I 2 IR sl @R T 269 o

[1202] A& RIS M A S A R IO ISV K b S ki @R T 2540 510
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[1203]  ¥F Bk 5 , AR AR SRR 4] < TSV KBTI 22 Bk X A Wiy AR/
B H A AP T LA i 2 15 =i X B2 R 10 29 il A s 1 590
RIE , B0, A A B I B RS BR FT 71 TSVAARR TR 2 IR e Sl i i pAoRn / sl B 2 L 4
G LA T IR (0 an, fik N B2 1 LN sl 5T 5 i i AR B )
PN VR SR A W N T O L X T AR E ) 2 Rl e 4
P i RIS A= RE IS 08 B0 24 1t FH g 120 T Fmadk e FH 101 24 1 25 il Sl ek 2 59, 1X
HR- B0 s I i i i LA SRR AR A R BN 2 .

[1204] QAT I, RGE Y597 5507 e mete - T-ias 7 A/ sl b PRt i B 4r s e (B an
FhE) B — Mk 22 FE AR AT 24711 o £ e S Ty 26 b, RO Vi 7 A 2 e AN L N £
Fr e 2 K it 76 7 2 O] ek & M1k B r iEAE 9T BB AN/ sload
PRI HASH AN E (BIAEE) sl —Fhal 2 FiE R 2571 o

[1205]  QUACSCHT I, AR e TS 5 NI Y897 A 80 S IR0 iR 7 R/ sl b B e PR 7
7 AL MGGy ok S T R A S INIRTT B A — DT 1, IR A SRS TR R DA
B Pl sl Fe R I M DX Bl e A M e AR TR T B A Dy — T I TR A e
SEIR R VBRI ERE R IR T 2 A 73— U7 10, 1677 A S0 S 35 R DU IR Bl s MR E
PEURIRT & A BRI ST 2 T AR T A 0 S R LA e A ) AR kg
ACIAT (P (B0 5 e e TR A1/ sk P gn iy Al H e 24k IX sk (4,
Bl L 5672) IR YT o AE S — N R S0t 7 2 b 7 e 7 A i 2 LA IR AE
KED5% ik EDI0%  ED15%  ED20% 2 D25% 5 D30% 5 /035% E/040%
2/D45% 2 /D50% 2/ D55% 2 /060% 2 /065% 2D T0% 2D T5% 2 /D80% /D
85% /090 % /095 % s 2 /100 % (U 1 A& O AR 3 LI 1) 1767 .
S—E T AR B R 2255 T 20 R 45 A 0 FRS , 2R E T DA 25 25 VA 7 i, BRI
G AN T SN [ i, s R 5 O — T VAR DOk B R PR IR & o AE— A 5505
J7 SR T TR IIRTT A SR A AT ) R sl A S A P 00 2 HR ARG T B (Il an s e
W HR AN R 22 P R 7K) ARGkt S AN T BN, s oE 5 3 — Rl 7 VA iR T Dhasusk Ty
FERAZE D5 % 1k ED10% 2/ D15% 2 /020% 2 /D25% & /030% E/D35% &
Da0% FED45% FED50% ED55% ED60% ED65% EDT0% B DTE% FED
80% & /D85% & /90% & /095% ik & /100 % .

[1206]  GUASSCRT L, AR AR 1A o B BT An s SE 15 3 NI “TRiT ARl S 48 AE iR )Y
/AR Fr s o i R IR T 2 AL B R Y T B S e A A IR T R A
[, 7697 A 38R e fr R LA S SO s il ok e 32 A 1 b B it 41 o e s i (1 411 i
IRTY 1 o A 3 — A7 10 1677 A SR S 38 R DU AR R (1 B B 4 s e e R 1
RIT AL AT IR A SR IR R VAR B s M AR RE (1 1 B B 4 E 1)
P BUNTRTY 2 o AE BRI S 7 S8R 7 TR IR T A 380 /2 LU Ees i i ot B 5% 41
HOIpFE AR B A R SL A T AR e 1 o B SR A (840 5 RSP iE 1R F7R T B
LE S — A FARR S0 5 S6rb S i mad T A 3o e B A B i s an e 2B K
KED5% ik EDI0%  ED15%  E/D20% 2 D25% 5 D30% 5 /035%  E/040%
2/D45% &2 /D50% 2 /D55% 2 /D60% 2 /065% 2D T0% 2D T5% 2 /D80% /D
85% /090 % 2 /095 % s 2 /100 % (U i A5k O AR 3 P I0E 1R) 1767 .
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H— B IAEH 25 7 2 g5 &6 I 2oRE 7] DU S5 G BT IR, B AR
o AN T SN [F) i, s R 5 O — T VAR T DOk E R E IR & o A5 — A 5505
T SR T RIS A S8R A AR 2 R I 5 H AR T R (O BF AR o e an s e h %
BRI B AR Bl o AN TG ZEI RN, sl g5 55 ) — PP R TR T Dok i Rl k= D
5% ,LEED10%  E/D15%  FE/D20% E/D25% E/D30% 5 /D35% 5 /D40% 5D
45% £ /050% = /D55% E /D60 % E/D65% E/DT0% FEDT5%  E/D80%  ED85%
Z/D90% £ /D95% sk 2=/ D100% .

[1207]  GUASSCRT ], RS “F7 757 S FRReE 19677 - PR A/ sl A B o i B 24 e s e
(BIASERE) ATAR J5 58 7 TR RN/ B 25591 o A8 HERE ST T S ROE 7 7 S fv iRy V1
Bl A/ Sl PR B R A i (91 Qi) sl ARSI B G i< 55 A 50 B —
Tk 22 FREAR IO A PF7 1 SC AT AN/ B e T i

[1208] QAT ], AR 32 A T I IR 5 1, RS U897 ((treat” | “treatment” il
“treating”)” &5 ] — Pk 2 Py ik (RUFRHASPR T T 1 — Fhiok 22 A Bl 74 sk 7 7
) T B0 5 ) EERGSE AN AT (9 AEAE) A8 S AE I Fe ™ B R/ sl S TR] () A
Ekiss , F/ sl —Fhek 22 PR s o A2 R S5 SR, AR 323 T 1Y T 710
B N R Y5777 S TR G B AR IE (B aesde) ot e ™ EE R AN/ slkr
SR IR], S& FEART T R A S ok P Qe b 2 i /KO I ek 25705 % , ik =
D10% FED15% ED20% FED25% ED30% ED35% EDA0% D45 % FE D
50% % /D55% 2 /060%  E/065% =D T70% E/DT5% E/D80% E/D85% F /D90 % .
Z2/D95% BV 100% o AEH T ST i AN S F Y A S N KB 95T 2
FRFAR B SGE L BT AN e (B e i) POk e ™ B A/ sl R S 1A] S R ne e 4
BRI EBT TR ST 2B ARl A TR 1 32 1 TR AT N TRL A

[1209] AR BHMISAEEIR 41 TSV AR BTIR 2 KL S AN/ lohs BN/ sl 0 & g 2
GRS T3 A TIE N, Ak iad T I S T 1B AN/ sl it Fy Bt T sk da Ty 1 o B
SEANMIIE (BIAPEE) o I R P AR i BRI E 1 B T 7 58, B T-DL MR 2R
LI IR 1 EERSTE AN (91 AesE) I B, SR T T B s A i (B Qe
E) 17 B AN/ sl RO IR ™ E RS, AR B RS 8 TR 2 52 7 71 TSV Kbk %
IR A SR/ sle gt B e i i s e A 259 i sk 45, BB I AR VI 1
PR IRE ZEAIR I, DU KR RIS A A FR 2B U 2= .

[1210] 8l , BTk i 7 7 ZERF B Am A — Pl 22 255 b A S ol i e FH A A B ) —
el 2 e 5L 7 1 TSV KUK Z IR S AN/ B 8, sl— el 2 At S 0 4
B ANIET AR 2R I RIS AR A] DA e B FH g R AR sl 7

(12111 i, o T IR/ a7 A o BERSTE An e (9 ansesdie) |, I BT
FURYT B BRI AR E (91 Aeadie) 1 R ABEIR T B 2 IR A & B R 28 1R 28 R TR
JF LISV 2 KA S W sl SR (138 Aot R A S Tt i A ATV SE 25 1 71
S, AR I SR T A1 TSV UA 2K A ki @k — i AR K gk
REL5E 0. 01 v s it ], Pt RAgke RO 17050, 012 5e , i AN K igkg AR HE 2
0.1.1.10.1005% 1000 7a , i 4ndfkg 1A K EE0 . Img %8 25mg 5 bk A5 1E o B — 1 5s H 7l E ok,
LE—RINE RN Z R 53 7 e S (B aradad v 5t o I PR I= A=K BRI i e & i 4
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H 75, X HUR T AR MR 25 BN ZTE R AR IS 00 T, I R B IM AT DA e B8 25
DS anFE T S5 IR 2 DA S A 2l A Wy o — b, 25 FE BSR40 2D
R EW AR RIS R VA HI AU LA A, ST iE R ) — e 35 5 RT DA

A TR P AR PR i A o RO A 4 R ST AR IR e PR ST AR 8 AR sl Fr B i
[IIEREE

(12121 G, A Rk kb R R — A B I R 17 41 ISV ARk Z IR
GEPelorl JER SR, Bl AL G I Rh el 3 2 PR R B A TR 17 81 ISV 4Kk 2K
AWM/ A AL A IHINTE R 2 N .

[1213]  ACGHHI ISV HKB TR SRR 741« 22 K A SN/ oAy A v] DA —Fhsk
LR e ZWETEL S A B E N A 5067 7 2, T DAk & rT AR 5 i
PIRFEON o F L, BT BSOS RO 28 R Al 0 I PR R A BE g e BRI H e b &5
Yk gy, AN G S I8TT 5 56

[1214]  HpFIH, AL IO SIERR 41 L TSV AKHTR Sk A S A/ slobg iR T DL S5
EEITE VS e o AL FriR F e 29SS ek 43 2 Bk e H T TR
N/ BIGTT A5 | I BB AT iE. (91 i) B A/ i , FL 45 2R v] DAk vl
PAASGRAF RSOV o BTt A A AN Bl 23 1 5451, DA e Y e A s 12 5 EE A 25 il 7 sk 4
SR RER AT FE 1 o

[1215] Y90k 5 2 i o sk i 0 PR LB 069 T 0 S 00— 00 I, e A AT A AR R
it FH 385 128 Bl 5 T AN ] A e FH s A28 AL AR ] A TR] sl A AN RIS TR (454, FEA [l R
b1 b el e PR 58 05 5) Jit FH o 24 BT i W J5 ke e i e A ) P e FH s A28 [T ) e R
EATRT LA E AR 1 29l A sk 41 S sl B D A6 1 el R sk L S P —B 5 E 4 T
T ], XOEBR A RHTIE 1 .

[1216]  FE—AJ5TH, AR ISR T F e FH e Re BR AR 1 PR v AR 5 N B 25— N el 2
T RE BRER 11 R R AR S5 A3 22 AR LA 2 K A S RN/ sk SR I 5 1 o A —RE S
S, R BRER PR AT AR SR AR S IR AL S RN o A E D 25 A S e B T R
BRAE [ ARSI 22 A R 2 AN, 29V S G 22 1 AT B i Ak

(12171 QuvEdnfd a1, AL R 29 4059 v] DLt e 531 e i A DA ] 4k sl i 442 X i
Bk R sl A e B35 S T DA AL ks H , 491 4ndsE 7 (drench) OKIEERAE/K
PRI B 7 77 (B an s a R N AR Ze IR ABEE) K ALF (bolus) B
(powder) JIUKI ] (granule) T T2 F =K IR (paste) ; 14 B AN, BIAI1E D B4
JCR TR TR A TR R R ) AU 1 B2 LN Bk PN el R S /R B i 1 ANt 5 Sl ite
FH a0 e FH T B JBe Tk LB R 71 (cream) R (ointment) 2B (patch)
i 51 (spray) s BHIEWN S BN , BIATE D ERER ] (pessary) FRAEIRAT ] & b4
NRHG (ocularly) s 817 s s 5 AN 2 e Kh B 1

[1218] Al ORI E “ 2o b AT 1y e AR X e S W MR A5 AN/ 2
T A R AW, ol T B A\ SAsh 121, HLsA o &k L )
T AR N I B ek B P B , 5 A EROGS /RS EEARRR .

(12191 ASCHE TR “ 2927 1 T B2 3R 2 85 5 M\ — A av B 5l SR —E 3 1A
P B SR oy is 1k sk AU SR 202 AT M R A S ek A
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A v s A ek T A 7 51 AR A RO A Sl i 7 S AR R AR LIS P 332 17
FHASOE, SN, B A i PAFe M 255 B2 BRI )
—BESG L RE  WE, RE AOFUR A RN  TEAD 1 W RORTE M I B e s A AR K
HATEY), R R A 4E RN O R AP A4E M O TR AT 2 IR & I (tragacanth) ; 25 ;
AR s T3 s IR0, v ] Al TR ATAR SR 5 b2t , o QA 23 AT s 2048 T R B
W ARG G B, v AN R s Z0eRE W T H I L0 2R H SRR ANER O S TR,
W AR CBEAN AHERR IR s BillE ;s 22 v, 1 an A AL BN AU S A 50 5 TREBRIR 5 Jo A Y
IR BB IK AR ECTATR 5 LT 5 pHER AT ; SR S8 R T AN/ ol R T 5 A0 1 25 il 511
HRI B TR ARSI -

[1220]  AEAMSIFIuiE ST IR 25 JREE (@R EME ) B FHERN/ 5%
SN AR o il 750 AT LA S DA B A 2R A A, O EL AT DA o il 25450 rp 2 RO A A
il o T A S B RS DA A B — I s R il o3 (94, e ie BR AR 1 A Al AR S5 A3k
ol H 2 A FER) 11 B RAR P8 2R Y 1918 AR E e 1 sU AL« AT DA S Ekarkb 4
G AT AR B — R TS P B o0 TR B S T AR TR T ORI S P & o 10 A
291 % ZE 2999 % TG A3 TRTEEIN , HR5E 295 9% 2970 % , i e 2910 % £ 24930 % o

(12211 fp e sy e, 706 S O, Foadk E FRIRRIR, IR BT SR AR R (B
JEITR) FIERE A A (B AN SR BRI ZEET) AR n 4 o A e St 75 S, R il ER a2 M 1
A=W AT R PR S REER R 1 PR A AR Gh AL e el 22 A AL LA

[1222] (X BE I sk Al AWy i B R e e BR R 1 3 v AR G e ol 20 A T Ak 5
TR DA S AT 18 W — el 2 Pl B i o0 45 6 T 20 R o — M, 28 K e B BR A 1 R AT AR S5 44
Sa ek 2 R BRI A HL s B S iR A AR el A e e R A el — 2 e I HAR TS )
B (AR T2 Kbl & 7 .

[1223]1 & CRGEHIEIFI AT LUE PA M IE R B a7 (cachet) VHAUF (pill) 7l
BEF (lozenge) (fili FHRIRIE DT , 105 & RRAN SR AR sl B TR O Uk 771 , sl 57y
KPR KR A A TR kTR B, R /K I sl KR AL, s it 7))
(elixir) BihE (syrup) , BREVE NEEEF (pastille) (fEHIIEMEILE, & aBREAIH I, 8k
FERRAT A REAIR) A0/ sl A K, 25 H & A BUE R T Bk A 3 n AR S fg sk %
JRAS EEARANE TR B a7 o SR BRER [ PR ) AR G A3l ke 22 IR A & B A, T DA g R AL
2o (electuary) sl H o

[1224] 7 T EUldbs RO (e 770 AU AR (dragee) BT 0k 771155)
W TSR Pk 2 2 b AT RS (AT & W AT AR TR B R A RN/ kDA b
FH AT I e 5k 3 78 77 (extender) , w5 Qe  FUME  JEEME A 2900  H < B AN/ el ke
PR s K5 790, 8 AN PR BR AR 4 21 L el 5k DI < 58 I3 M e Tl e AT/ ke BT A IS 5
P92 (humectant) , w40 H I AT, v GBS S BRFRES « S8 S ul R ZEE 0y IR 5
SR R AR R 5 VA TR S Bt 711, 1 0 et s IROUSCUR 571, 1 2= et 10 s T 591, v 49
QAT H- Ik PR ISR IR A 2512 1 M 70 s BB R0, v v = AR - 5 T 571,
Qi A SR ES AR AEFREE AR & —R5 « AR RER AN M IR 5 s M €6 77 o AE A
FAIRALFIIS O &, 25%0 46 0id nT LA 2 28 o AU AR [ A 20 St mT LR
LEfETEAFUE (Lactose) sk A-WKE (milk sugar) DA KGR o TR O RSB
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AR 7 B R R R L e 511

[1225] 7] DAAE sk b 55—k 22 Pl B ke e s A1 A A1 OF 710 88 o e ol 751 e DAk
PR 75 (AN IR e PR 2 FREE 2T 4E ) T 770 P AR RS S B B 591 i fism) (e it
CERTERY BB A IR R PR A7 4 2200) R 75 PE A s o R R R 2% o B8 77U AT DAAE i
IR I, AR S P naR S 1 S IR AR R R

[1226]  Fr 5 RN 2584 S i 2o e [ AR 20 G anbieg e g S AU Ak 75D 17 AT %6
R EARFNINE GE AN 251 BE fl 40 A R I AR B A0 ZR ekl e e B AT LA
P 1) DA SR P2 (L e 1 o 40 PO 2 12 el s sRDRE SC, A FH DA B BRI R el £ AN T L 451
RN L LA AE 2, B AL, IR AR/ sk sk A o e A TRT DAL 1 A T sk
FEIAL, B T B AT TAT DA 149 anaim o (2 B A e i B8 A i R KB, Je ik B\
JCEH AL S0 TE 3 R R KK B, Fradk 2B 7 R AR5 FH i B 20 A e R 7K ek — 2
HE T TS T o IX e S Wik AT DT e b5 45 3357 (opacifying agent) , .
AR AR LS Y e A U B L e e B i i A8 RO e pl 43, AR M DA SER
(1977 3o P DA IO E A S P S0 0 8 SR W BRI o I 1 e 40t AT DR eI X, an
RAIENE, B —Fhek 2 ARz .

(12271 T 100t F BT AR L B0 4 2477 1 RT B2 A FLF AL s i TR i
ARG B TSP A 2 A, WA TR AT DA A AT i I IS PE R A7 G Bl ok sl L
BN A FIRFLC A, O, AR, BRIRCBR , CFR TR , KT, 2K IR, N
T, 1,35 T R T2 CRE B AR A A T TR R EE T B T BRI AT 2R
D, H, PO RS, 2 & RS AL B SR e TR R, LA B IR A -

[1228] B TIBHERMRA 2 AN, RSPk AT DA aE 4 7 G aniie i sl |, FLIE A BT
T, EHAT, PSR, 6 s, g 5T e 751 o

[12291 B TIGEVEALSPLASN TR ER AT LA A A, BN £ S8 S IgRs R A O
L ZSREE R K LU AU RS S 274k 2 U B AR BB R E IR, KRG
[1230] I+ Eilmek BAIE it 0 2520 S P il 700 T DAVE A 70 S0, Hm] DA ol 6 e 95
BREE [ 50 AT AR S5 RS 20 KA A 5 — bl 22 b 22 O A SR M T 71k 3 AT 5 D 1
& IR A sk AR R T vl g, BB R, el K AR, OF B =R R T
[ A AEE ARG N RIRA , - H IR s AE Bk A s b e s e 5 -

(12311 31338 e FFI ) A 7700 5 A A ATl 2 ) 53 2 PR 1 BH i A 71 A 2 R 71
T W17 YL ks 2 ol 751 o

[1232] I JR)iB ek 20 57 s FH S BE BRER 1 PR m] A 45 Mg el ol 22 DK 23 AP0 70 280 A0 1 53 Pt
5 7R R R R 5 B (Lotion) BB AR I AR N 7o 35 K A5 10 T LAFE G
R ESAE 5 257 AT R AR DA S RT BE TS SR AT 5 68 791« R v el AR 5

(12331 70 I A RN PT DA S A R, s anshn AR o IE S < b Ity - A
Ky B IR AP LEZAT A R O T b I L R A R e s R S
(12341 BGAAIE 700 A] LS A I, o anFUR T R S S M BE R ES IR
WA, Bk X B ST KR o W5 2 75U TIT DA N 2 A o 0 3, 3% 0 S A R o P A HY
RV GEA T HERPHD) o

[1235] 22 R L) A 4R Q0R e e B 1 PR m] A 45 iy Ja ke 20 DR e Ak s b 26 2 AT
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BAEINIC Ao R DT R B o3 B 24 A A ST mT AR Pl a2 o R AT g 50t T A
TS Y B2 PR et o $i o AR R RoRHE S o0 e 28 B Tl e mT
PASS ] ikt e s

[1236]  HRFHHIF, ARACET HSOR AR A A R AEACE IRITE RN -

1237 @& BN 20 A S0 — Pl 2 R o BEBRER 11 #R ] AR 25 A 2 IR
Fyddtp, HL 5 —Rhak 2 R 247 b RS2 I JC I S8 /K MR AR K PRI 20 B TR A 7L
TR AT VA B FH T B A D OB RS R R o SR K R BG5BT TR A S A
e TR G ) 3R 77 B 77 55 PO 52 A O LR 2 HO TR B Bl P S AT
[1238]  WILLHITF 250 EA 5 b i S @ R R PE AT E R IR R i Se I B oK, CRE, Z2oChs
GEARH I N B RO TR, MG @R G, i G dnieli i) Al i A
HUAS G AnIIR CBE) o B, il B OARPIRL G nBRBEAR) B A SO O 1 PRFy
PP AORLEE VA Kt S T 7 P A PR 2 e s o

[1239] XL Sk T LAE A 51, i ARl B 5 PR 23 BT « e 005 %
FIT4H R AR A, BIANJENT 4 (paraben) U T B ZRES L AYERS: , AT DARAEREH 1Ak
Wkt UL SR o RS20 G bl UGN B a A S Wbt T . )
A, AT A R IR R 245771 (it 4 S PR AN ) SR ST ATV 3 25 A AEAC Y
IR o

[1240]  fE—SBAG 00 N, Oy T HER ZGMIPI 580, BT B8 2% MBE N SO 7 56 (R 2R o 3%
FILAE R ZE KR PR 2 i B TS FEA IR TR S BCR 5E i« AR, 251
WAz AR IR FL A R X R AR b RO/ IS P 2 5 B B AN I 251
T RIS A R 2P el 17 PR AR R SR

(12411 @ A A=W T B SR B G nZg LR - 3R CAZIR) TR A T U S M) 5
R A PTG AR A 30 BT 258 5 SRS v L A9 VA Rt FH RS T 28 S0 PR,
FIDA ) 2R i =R EL e AW mT [ ) SR S P SR AU AR 3R (AR ) SR - (BRI
R ) BB S B R YR A I NR A e LA R AR e i A T AR5

(12421 B rh BRI SHE H S0t 5 SO AEBCR ARG SIA A E KR
i T A SEHRME FHACEZ W o i AU AN SR R BT ER , A e S A A
HTR DL, AR B bR St SE RIS RIAE FUIE 2 PTRERY « PRl R , A AR R A
HOREMRITEFEIN AR BT AR 1 dn S Atk i1 2 S

(12431 IAE, AR IPRRm 4 R ARRRAVEOSGe 5 T S S BIRIR Rt — 2Pl o

[1244] IR S IR A 22 S0k (055 SRS STk AT G R AT 2 R s
FIALRIRPER LA HE) SN T XSS AS AR 51 4

SEHEf)

[1245]  SZjjafsll TCRaf/CD34H L 5

[1246]  p7A:fBEI FFSE [UCHO-K1 (ATCC: CCL-61) JHEK293H (Life technologies 11631-
017) \Llana Ok F SIS T AN s P 4EANID) 20 R , H 41 Fek 5o 8 A TA0ISZ ¢k
9 ¢TI A 56/ o St ¥ TCRalpha (o) BEFITCRbeta (B) G 4 51 3o BRI T
pCDNA3. LA , (2 T-OMV IS 2 T R i, R 205 Rk 7 AR BB AN 2 IRIDAE 2
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I R S A (ribosomal skipping) « fEARIRIRS R, B CD3E AN
£ v MICHERI Ay A1 e 2 5 ANICMY S 2011 B, t s FHAR RV S 2 [R] R 2 AR5 25 1IK
7406 Sy AN, A T — L PRI R A, a0 b Blrak 7= A= B AT B4 i %0k A CD3 W4 B W ARUE
HEK293H % .

[12471 A CD3HMIATCRa/BIEE S5 17 5 MUniProtKBZRHY (CD38:P04234,CD3 vy :
P09693,CD3¢: PO7766,CD3C : P20963, TCRa: PO1848HITCRB : PO1850) o« A TCRa/ P ] AF 4L My 1)
Fe 5 M AR ZE A SR . (PDBZRAL : 2TAN 2XNOFI3TOE) .

[1248]  ffi FHIhAEVE/ N TeG2b Pt - ATCRa/BHUIA S o5 BW242/412 (Miltenyi 130-098-
219) AN De /N 1gG2ad1-CD3 PEFRICIIPUAR . 7% 0KT -3 (eBioscience 12-0037) KA
AT R S dnf st a2k . (K1)

[12491 57712 5 AT TCR/CD3M SEIMBE I Toss , A R Bk (10 1A B 22 10 o A ARG Py A< 140 1
&5

[1250] 2.1

[1251]  2ACPRZ: Lot e (EERIINAR RS 2 BB 27 5¢ - EC2004/044 en EC2005/053)
R Ficol 258 25 UM B — M AR TR 2 (buffy coat) 43 251 AN E bk 4R (PBMC) 5%
PR i T A 2R 8 A IO DRI G 41 43 725 APBMC 5 SR 11/ INER i A\ T FTINK 41 i 52
INBE (11ama glama) PEAT TSR o iX EE I SRS #ITEAT T B S VR TR N

[1252]  {EfeFRZ: b AE S (CRIA,LA1400575, b RN -EC2012#1) , IpVAX1- A TCR
(2TAN) /CD3 (S3fFl Lp AT R) Bk 254& (Invitrogen, Carlsbad, CA,USA) F1TpVAX1- A TCR
(2XN9) /CD3 (GBI ATIR) Brkr#ifAk (Invitrogen, Carlsbad,CA, USA) ARAFEFRIE T 5603
SUEAN FEIN B AT T« PR L S INTE D AN EE 2 LR AR N TR ) B2 B 3 5 o i /T
RosetteSep (StemCell Technologies,#15061) , Wi EEE FE GRERZE) , MDA 2
My U S A T4n, B e AR s A r= R g i BH 5 4FFicol1-PaqueT™ PLUS (GE Heal thcarett
17-1440-03) &= SFHF AR  BE e B e i, I B A7 T2k H GibeoltID-
PBSH, HAETE S HTRFFAEVK |

[1253] 2. 2 EEGEMHTHAR B IR 5a AR R AA 1 2 o

[1254] &3 HEhW/e i 5 — Fh e e Bl Jr WS A o X B8 A rp AR J il i v 1 i BH 5
(Amersham Biosciences,Piscataway,NJ,USA) {ifi HiFicoll-Hypaquefhl 25 PBMC . % 155 H A,
P SEINTe , I I H o5 7 R A58 (B, 78— Pl bt 2 J5) IFEs o
B RNAK A S J2

[1255] {5 2, 0k e MO PR A7 SR PCRY 4 ¥ VHH R v A 2 224 1 FH T i/EVHE ST
Ve RO TR R R AR I 2 Ak FP o 28R SR I T pUC L 19 0 5 VHHEZR A o A1) [P AE | 268 4k 20 S C - A o
3XFLAGHHI s6FRZ AR PEFRAE 5 5 ( WAAIAIWO 04/041865,W0 04/041863,W0 04/062551,
WO 05/044858 - & A BARFIASL S HIJAbLynx N. V. iBAZ [ FHE) il &0 R A o

[1256] St 5 318 5o gk b 4 J|e 12t PR TCR/ CD 3% 554 VHH

[1257]  YEN HZ B B S, WP S2INGE SRS v B e B A SCZE O VHREE A~
] 26 PE TR A7 B A4 - 1) ATCRo/B/CD3RY 2 1BIE A (FEA RN TS 5 bl fr2bifb i
R e @2 . 1R ), 11) JrsRE, 111) e i Eos . 1 5 2, K4
i S5 IR P AR S P it B 2/ NI, SRS 8 0 e v s T BRER 98 (1mg/mL) P48 & R 1 4 1595
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o 4 T, PR P TG TR AT TR T8 5 S FHO . SmM AR, [ BRI 7 ABSF ~7 B A1, 1 B
VEAE NN B, AT TR AN A Ik Bk o e £«

[1258] i FHI R A H (outputs) JE G K IAHFTF BRI DA S AT BN VHHBERE AR BEARAE 5 56 (&
DLAFIAIW0 03/035694,W0 04/041865,W0 04/041863,W0 04/062551 FIHL T HAFAFIA ST
51 FHRIAbLynx N.V. 352811 FAi) il 25 o Biie B o

[1259]  SCjEffl40i sk

[1260] 4. 14E3m 2NN AR E Hh i 26 45 75 TCR/ CD3 KP4

[12611  {i F] A\ TCR/CD3%E 44 CHO-K 1 5k HEK 29 SHA I AN [ CHO - K 1 5{ HEK 29315 411y
A TETR A AN AR5 B oS ] BT U T 0 26 IR TCR/CD3ZE S U4 - itk , — KAtk S 541
i 2 FH8uM PKH2GHRIC 14 I o F55x L0 NPKIbRIC IS 41 S55x 10" MR &, -5
JREEIUIEA CHL AT 3045 b, FEVRIAS K 4 F K B4t 5 1pg/ml FALTEBRANTT - FLA G ®M2470
i (Sigma-Aldrich, cat#F1804) 7E4 °Cilf 5 3043 8, FRHAUES, 510 FPr-/INAPCAR LY
Bk (Jackson Immunoresearch 115-135-164,1:100) 14 Clt & 305 8h - BAE L BEES, T
EIF TFACSZE Mg Gk 1A GibeolkID-PBS, FLAA K 1 S1gmal) 10 % FBSHIZK [ Mercki)0 . 05 % &
RALED SRS EBD FACSArray A T34 112, 22 TFSC-SSCor A, e B 2 T-80 %
FLS AP LI R0 125, ZEGR BAIA] 14520, 00041 i « S T-PKH26 - SSC3 i , 12685
PKHFRIC = AT AR IS TCR/ CD3ANFRIC I REAREAA o 0 T 13X 2/ MR, THF-24IAPCAE
[1262] 4. 245 ATANNEIE A IAE Fhide 45 5 TCR/CD3[I AR LA

[1263] 2830 Z 2, 85 R 0o AR P bt 77 2€ (BIE g 296 FLAR_F) 1l Pk sl gk
AIE A AT RN R G A TR .

[1264]  h T o-AEIENE, Z T BRI TAIRIE (LI & T AEIE . 165 2, /N BT
flag TgGHifAk (Sigma F1804) (15ug/1E7ER) 1o 1L=FP1- /N IeGElAEE (dynabead) (Life
technologies#11033) «fE4 CI A 2/NN & , FEERGEE I 580 i BiHd U714 Cli 75 2047
o RN E - B ERE S 50 s /N Br-CD28% /& (Pelicluster CD28-Sanquint
M1650) — s I = 2 AR TAI (@S fa12 . TR RT3 29) 2 110, PedFEBEe gk
P AE N FRE A, i FHAR R A TANNE. 45 5 2, K5/ Nt - flag TeGAREBE L =FT-
/INFR T @G A BRAE 5 A5 AR S 4Kk 1 80w L Jo BT B i, B o 76 e 180 BT ) s
RABPIDLKS U 5 B PERDTR - BRE S I B S e N T4 .
(12651 {£37° 159 CO, i 7 24/ NN i, 18 4 FH PR S B2 /N B B8 - AL CDB9PE (BD#557050) £+
T gH AR R CDE 9%k 7KV R i A TS LIRS «

[1266]  3GAE IR TN IAEGE & IR ge AT 4R AL I Fh PRl B AR K TR R T
[1267]  FFAlorir FECEE T 6/ RINIH BE Bt TARMITIEEXT (FRA-1.58A-2.58A- 3 5RA -
4. 4%A-5.FA-6) o B % T L T-CDR2FICDR3 1 - A AU Al 25 57 o AT e e S AT, 194550
Mril% (SEQ ID NO:s 1-50) , BFEEAMIDHEE RS H XA sefZ R (2331 SEQ ID NO:51HISEQ
ID NO:52) ,Coadha vzl ((SEQ ID NO:s 53-56) , EffukF9/ Myl (SEQ 1D NO:s 57-
65) Jf HFZ g 15 vl (SEQ 1D NO:s 66-80) .

[1268]  XFT AN 8 CORITI P F1 AT AR P o 6 T-ARE , i FH 7a P2 11 7GO3 CDR I S SR
FIWES % B ir g Hoe A ve P CDR S5 H A TEU B AN T 11 7GO3 F A1 T A MEAE B 3%
HRfAR .
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117G03
Kabat 4% |26 27 28 29 30 31 32 33 34 35
[1269] 9 3ot o 2 1* 2 3 4 5 6 7 8 9 10
1M7Go3 % |G R T Y R G Y S M G
AR R A F G A
[1270]  “YEL7E LERIIES T, BB 267 B 10 J2A.
117G03
=
Kabat 5 | 50 51 52 522 53 54 55 56 57 58
“axtgmE |1 2 3* 4 5 6 7 8 9 10
[1271]
1M7G03 % | A I V W S G GN T Y
AR T T D S
AR A E A
AR P
[1272]  “fFAIESETHISE LT, A2 A 6 th 2.
117G03
Kabat 45
95 96 97 98 99 100 100a 100b 100c 100d 100e 100f 100g 101 102
[1273] AR uE R 1 3 3 5 6 i 8 9 10 11 12 13 14 15
117G03 J¥% | K 1 R N 1 F K I A G Q i D b
ARk T \Y P
[1274] 1B, val#60E 1 1{JCDRIF AL A1AE b ik
60E11
Kabat 5 | 26 27 28 29 30 31 32 33 34 35
1275
[]’éﬁmﬁ%12345678910
60E11 74 G D I Y K S FD M G
60E11
Kabat %5 (50 51 52 520 52b 52¢ 52d 53 54 55 56 57 58
[1276] | daztgm B |1 2 4 5 6 8 10 12 13
6OE;IJ”$VIGSRGNNRGRTN
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60E11
>+ I
Kabat % 95 96 97 98 99 95 101 102
[1277]
7Nt o 5 1 2 3 4 5 6 7 8
60E11 %% | A P L V A G R P
[1278]  XF-Cige, i FH e A 33GO3[ICDR I A LR e 41 I E % B T H e Cige va & 11 CDR
S TRV AR T-33GO3 FE A I AR EAE T R rpiik .
33G03
Kabat %65 | 26 27 28 29 30 31 32 33 34 35
[1279]
PR "R 1 2 3 4 5 6 7 8 9 10
336034 |G R T F S T NP M G
33G03
Kabat % 5 50 51 52 52a 53 54 55 56 57 58
[1280] A3t o 1 2 3 4 5 6 7 8 9 10
33G03 74 A V R W A DGN T F
AR A
33G03
Kabat Zf%5
95 96 97 98 99 100 100a 100b 100c 100d 100e 100f 100g 101 102
[1281] dasidms [1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
BG3FH|G R P W S A Y H S P A E Y V H

[1282]  S4fTDj%, vol 1 1AL0MCDRIM 2 EIR 7 VAT A& HhfiA .

11A10
= 3

Kabat %5 | 26 27 28 29 30 31 32 33 34 35

H Xt g 1 2 3 4 5
1MAI0F%) | G R T F S

[1283]

6 7 8 9 10

S Y A M A
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11A10
e |
Kabat %5 | 50 51 52522 53 54 55 56 57 58
[1284] )
“ixtgms |1 2 3 4 5 6 7 8 9 10
1HA1I0F% | S I S W S G EN T N
11A10
Kabat 45 |95 96 97 98 99 100 100 101 102
a b ¢ d e f g h i j k 1
[1285]
“hfEms |1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20
MAWOF%|K T A K T Y P D NWY WTZ K S NNY N Y

[1286]  SXFERE, B HITCE5 2G04 CORI ZASEIR Fr A FATES 25 R iy H e B e P U CDR
5 HAA TR AN T526041) 5 A AT N AR .
52G04

Kabat %5 | 26 27 28 29 30 31 32 33 34 35
gixtis |1 2 3 4 5 6 7 8 9 10

[1287]
5604 %% |G I R I S R NMM G
BURLN N H T
BN T
52G04
Kabat %5 | 50 51 52 53 54 55 56 57 58
12881 7 Xt o 5 1 2 3 4 5 6 7 8 9
52604/ % | R I T P G GDT Y
BIRLN Q S A
BUXLN K
52G04

Kabat 485 | 95 96 97 98 101 102

[1289] PR R 1 2 3 4 5 6

56044 | Y S T L G S
AR AR R \Y/
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[1290] S5 FFi, i HIZeFE50A 1 1 CORI SR Fr A1 FH1E 2% K irf1 HL B g s (I CDR
S HIATHR AT T-50A 11741 nT AR AR T Ferh iR

50A1l

Kabat %5 | 26 27 28 29 30 31 32 33 34 35
xS [ 1 2 3 4 5 6 7 8 9 10

[1291]

50A11/ 7% |G R S F N MNP L G
ARAR T S T M
ARR A A
AR G
50A11

Kabat %65 | 50 51 52 52a 53 54 55 56 57 58
dxtm= |1 2 3 4 5 6 7 8 9 10

[1292]
50A11 % | A H R W S D GN T Y
BEA N \Y H S F
GBI liN A
50A11
Kabat #i
5 95 96 97 98 99 100 100a 100b 100c¢ 100d 100e 100f 100g 101 102
é’ﬁ?g‘f’ﬁ 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
e
S0A1L ¥ G R P W S A F R S P G E Y V e
[1293] “
ARk S Y H A D I
ARk D A T
ARk N
A5 .
ARk K
ARk R

[1294] BT FAIMBOEFEA DR R G I T30 .

[1295] 4. 3FMAKILIRN 2L

[1296]  Hh - SRAESCTEBI4 . 2r S E v e A rTA T, T AR BERGR R 4Kk
FAE IR TG L 2k = IKFLAG , Hi s6 - bRic 2R (1o 1 SN 1M TPTGH5 Gk 1L
L HAE3T CHRLRA/ N  FE 2 AR 7R 5 18 R R T i 5 J BT i B o 4 X e Y
YRR AR B IMACA RS HEBHZ AT (SEC) 4l 4Ktk

[1297] R PTIRaAlifl 2295 % Al &, Wiyt SDS - PAGEPHHTY (B A W)
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[1298]  SCJiEfh5 CD3APKF AR CHO-K141i K1) A TCR/CD3[ 455 FICD3Z K ik
alifp IR R TAIIN 45 5

[12991  4lifb i BRAN CD3G KBk 5 26k T-CHO-K L4 fits_F i A TCR (2XN9) /CD3 45 & Fl s
alif AR TR R 25 S AE a4 . L Tk i A AR b JHA TR0« B TR T 1uM
ICD3ZMKFTAR L 17G03 (A% J60E11 (B +33G03 (CF) 11A10 (D) 52604 (E5%) F1150A11 (F
170 MR 29 N ] T4 .

[1300] 252 R R,

[1301]  ZRKpupki e 4545 T-CHO- K140 _E 3%k A\ TCR/CD3 . AN s i i (1 o1 A
71, HUGEBCE DHIEFARE) « AR PR S A I AR T &5, /R4 55CHO-K1 A TCR
(2XN9) /CD3GNHARLL 2T « AR AR S s W AR TN O i 5% 1T, 55CHO-
K1 (2XN9) /CD3_F I — 280 TSR Hh ZRRAFIEC fE A R 1R 22

[1302]  ZR1.HT-CO3FAMYKB AT CHO-KT A TCR (2XN9) /CD3ZH A 4l i AR T4m i
IEC50 (M) , @i A AR BT e

CHO-K1TCR(2XN9)/CD3 JFAA T 415

EC50 95% | 95% | EC50 | 95% 95%
& | FE&SID (M) LCI1 ucCl (M) LCI uClI
A | T0170117G03 1.8E-09 | 1.4E-09 | 2.3E-09 | 2.2E-08 | 1.8E-08 | 2.8E-08

[1303] |B | TO170060E11 1.4E-08 | 1.3E-08 | 1.6E-08 | 3.4E-08 | 1.6E-08 | 7.0E-08

C | T0170033G03 >1E-07 / / >1E-07 / /
D | TO170011A10 >1E-07 / / >1E-07 / /
E | T0170052G04 NGEL >1E-07 / /
F

TO170050A11 1.5E-08 | 3.5E-09 | 6.3E-08 | 5.6E-08 | 3.4E-08 | 9.2E-08

[1304]  SZhEAI645 SR ALIIAT

[1305] 71405 fals r s (R N4 R Hr P 5 %k T-HEK29 3HAN - [ TCR (21AN) /CD3
(&5 G IR SHEK293H A CD3AN ) 5 A A TEL RS o BT 46 T LM CD3AA K H LR T AR
YN TF4000 o A REAE R TCR/CD3RH M 211 it 22 1) 57 AKHEK 29 SHA it 25 -

[1306]  Z5RA 3R,

[1307] X TR APKEUARIMEL 2] 5 A CD3FE AL HEK 2930 &5 5 o J3AN, —2ENb iR R
#EYL \ TCR/CD3[KIHEK293HI1 45 &5 « AWML F ST HEK293H3E AN 20 i 2R R 45 5 o« TR ISR THh 2%
SRAFIUEC, fEAT F2H A .

[1308] 2.4 - CD3HN KA # ik T-HEK293H | ) A TCR (21AN) /CD3 5k A CD3[REC50
0D, i A AR R BT E -

HEK293H CD3 HEK293H TCR(2IAN)/CD3

# | #Rm [ecoon | 1 | v | e | B0 | T | ver | Memer

A | TO170117G03 NT / / NT / / /

A | TO170075G11 | 8.4E-08 | 3.8E-08 | 1.8E-07 | 47652 20E-08 | 1.7E-08 | 2.4E-08 | 89865
[1309] B | TOI70060E11 | 6.1E-09 | 52E-09 | 7.0E-09 | 115329 | #Fi@& / / 13708

C | TO170033G03 | 2.9E-08 | 1.1E-08 | 7.5E-08 68578 s / / 6694

D | TO170011A10 | >1E-07 / / 3303 >1E-07 / / 15882

E | T0170052G04 | >1E-07 / / 2852 >1E-07 / / 4952

F | T0170050A11 | 1.5E-09 | 9.8E-10 | 24E-09 | 106019 RiE& / / 7457
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[1310]  SCHEBI7 2l ICD3 S B AU I I A A T4l (L e

(13111 £F ATHANE I E A 2i A0 I BN CD3 PR AR I DR I « T/ - f1ag
LeGPiik (Sigma F1804) (15ug/1ETER) Tl 1LI=FP1-/Nil 1eGEAEk (Life technologies#
11033) o fF4 Cllt & 2/NI e, B R BE I S [E (Ipg) RS £ 1aghn S gk (T4
CHLE 20578, [N 5% « (KBRS0 5 T P/ N BT - CD28414A (Pelicluster CD28-
Sanquin#M1650) —& 7% IZE Sk H AR 2 AR T4 (a2 . 1R pirk
SYED) Z B, P ARARI A A

[1312] 5340, fEAJeiidtigR 215k F RO O N AEDT- CO28HUARINAAAE |, il 4Rk
MR R E I A i AR TANIER & R PN 4K TR S, S AT D3[R
[1313]1  fEansiifil4 . 2fTiR , £E37 C N5 % CO2it B 247NN e, 1 i TR v /Nl - A
CD69PE (BDH557050) £ 77t 4TI A A I CD69 5 1k e W 4l b [ AR TR T AR 2
[1314] 52, CO3GKBUALE HiZR B BT - /MR TeGalAEk 2 5w n I R rIcpe9 i (&
48) o UAE AT N I, CD3 SN AT AN BRI AL 2B A A I RO TER T, anig e
CDE9FR ATl 11 (B4B) »

[1315]  SCJERIS AU - HECDIZ K S AN F Rk A T4 A S a5 &

[13161 5 1 UF Wi KUK 422 5 10 T4 I B X 1) =2 e 4 2 TR R , JEBECD20%t
AR 7 I R AR

[1317]  KAFICD3EE A T BIARKSTA) 5 A CD20E A 2K TR — A S OB
PRI (S WAR3) o 38N MR KBkl 1o 35GSFE S b A T R 1 , I LBt e AR ids
HETT 5 OBURE R PEZ 0 AF SR b ek .

[1318]  ji i FHAHIDCHI IR IR R (cablys) KT SN - sl I gl Kbk =
ARSI R A (GR3)

(13191 SR8 A IDADAEE - E A AR ik

§u4% Nb x 3{RF Nb BBF Nb x ¥ Nb
W D ik W D EL B

TO17000016 | 20CDO019CO7-35GS-TO170033G03-FLAG3-HIS6 | TO17000021 | T0170033G03-35GS-20CD019C07-FLAG3-HIS6
TO17000059 | 20CDMSCOT-35GS-TO170033G03-FLAG3-HIS6 | T0O17000045 | TO170033G03-35G5-20CD019C0O7-FLAG3-HIS6
TO17000017 | 20CD019CO7-35GS-TO170011A10-FLAG3-HIS6 | T017000022 | TO170011A10-35GS-20CD019C0O7-FLAG3-HIS6
TO17000006 20CD019C07-5GS-cAbLys3-FLAG3-HIS6
TO17000018 200D 9C07-35GS-cAbLys3-FLAG3-HIS6 TO17000023 | cAbLys3(D1E}35GS-20CD019C0O7-FLAG3-HIS6

~|g|n|n| 5@

TO17000024 | T0170033G03-35GS<AbLys3-FLAG3-HIS6
[1320] T017000027 | TO170011A10-35GS-cABLys3-FLAG3-HIS6
T017000061 | 20CDO19C07-35GS-T0170011AI0-FLAG3-HIS6 | T017000047 | TO170011A10-35GS-20CD019C07-FLAG3-HIS6
TO17000057 | 20CD019C07-35GS-T0170050A11-FLAG3-HIS6 | T017000043 | T0170030A11-35GS-20CD019C07-FLAG3-HIS6
T017000056 | 20CDO19C07-35GS-T0170052G04-FLAG3-HIS6 | T017000048 | TO170032G04-35GS-20CDO19C07-FLAG3-HIS6
TO17000066 | 20CD019C07-35GS-T0170061D09-FLAG3-HIS6 | T017000072 | T0170061D09-35GS-20CDO19C07-FLAG3-HIS6

TO017000071 | 20CDO19C0O7-35GS-TO170061F07-FLAG3-HIS6 | T017000034 | TO170061F07-35GS-20CD019CO7-FLAG3-HIS6
TO17000052 | 20CD019C0O7-35GS-T0170061F04-FLAG3-HIS6 | TO17000039 | T0170061F04-35GS-20CD019C07-FLAG3-HIS6
TO017000062 | 20CD0O19CO7-35GS-TO170117G03-FLAG3-HIS6 | TO17000036 | TO170117G03-35GS-20CDM9C0T7-FLAG3-HISA
TO17000053 | 20CDO19COT-35GS-TO170060E11-FLAG3-HIS6 | T017000040 TO170060E11-35GS-20CD019C07-FLAG3-HIS6

(13211 e an 5ol Fr b e A AR R P4 BRSSP AR A 5 3508 T-CHO-K 141 i1
ATCR/CD3 . alifk A TR AT A CD20BH 4 Ramos £ fifd (ATCC: CRL-1596) F45 ¢, H HAE
ESBIEE=SIN

[1322] WS R ZRGRAFINEC, fE AR R4 Fh A o

[1323] R4 HT-CO3FAM KB TALTCHO-K1 A TCR (2XN9) /CD3ZRAI S5 AL A T4 FlIRamos
YHAAECS0 () , 2 2 i AR T A E

PSSR EIE R
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CHO-K1 huTCR(2XN9)/CD3 hu T 418 Ramos

. 3 & ID EC50 (M) | 95% LCI | 95% UCI | EC50 (M) | 95% LCI | 95% UCI | ECS0(M) | 95% LCI | 95% UCI

A | TO17000062 1.5E-07 1.1E-07 2.1E-07 8.9E-08 7.2E-08 1.1E-07 1.9E-09 1.8E-09 2.1E-09
[1 324] A | TOI7000036 7.6E-09 5.9E-09 9.6E-09 3.5E-08 E.SE-US 44E-08 2.1E-08 1.9E-08 2.3E-08

B | TO17000053 L.5E-07 1.3E-07 1.7E-07 =1E-07 / 1.8E-09 1.6E-09 2.0E-09

B | TOI7000040 L.6E-07 1.5 E—U’." 1 .SE—U? >1E-07 / 3.2E-08 2.9E-08 3.7E-08

C | TO17000016 >1E-07 i ! >1E-07 { 1.5E-09 1. 4E-09 1.6E-09

C | TO17000021 >1E-07 ! 5.4E-08 4.0E-08 T 3]: 08 4.7E-09 4.4E-09 5.0E-09

[1325] %ZZT)%‘;%%HJ%CD?)chzoXX%EWPH@MZ& (FB£%) S e 109 B N AR L B AR
454 (HECD20XCD BRI BAR (SE£R) S5 B AT IR BRAN 4 B AR L 6 CHO -K 1AL TCR
(2XN9)/CDBéEHH@ﬁXﬂL)ZE?ﬁJ\TéEE@E’J%/:TF %o /EACD20 Ramos4fififd I, 7EC AR HATCD20
RS S PECD3AIK P s R PRI & & e
[1326]  SZHEBIOLEIE T sl AR 25405 00 38 FROBLRE 51 CD20XCD3 2 R I DD RE M FAIE
(13271 25 T A BURE S 1 2 IR 75 BRAE 2R SRR 4n it , 4 1120 2 0 A T AR 380 41
N4 T 4 5 A A
[1328]  4nsfiEfil2 . LR 4 BS A T4 . Fi47-CD3 (eBioscience#12-0037-73) ;41-CDS (BD
Bioscience#345775) ;51-CD4 (BD Bioscience#345771) ;41-CD45R0 (BD Biosciencet#
555493) ; H1-CD45RA (BD Bioscience#550855) Ffl471-CD19 (BD Bioscience#555413) , 91~
CD25 (BD Pharmigen#557138) ,$77-CD69 (BD Pharmigen#557050) & YEhric I UATE i 74
AR o Al [ TR ) ot & A2l i A TR 2 o #6085 A CD20[)Ramo s 4 g M2k A
CD20Ra jifi)is (ECACC:85011429) , &1k Frik TIPKH-26 B 44kt bric , TYERE 4N o K5
2.5x 10°/ NN T2 5x 10" MR DA 10 s LRI 1 WHHEBRIN L 2R AE 96 ALV IS - B rh [
Tk 7 o A 1 I e BEAR A P AR A i REACRs MR 2 IR AR AR (Ge3) DN BRI
FE3T°CAES % CO, U H IR B 187NN ol B i, 18 B L LyE 4N I FFACS 2% il e 14 o [
& B e ST T4 oA 5nM TOPRO3 (Molecular Probes cat#T3605) [FJFACSZE i HA
PAX 5 AR FIFL A0 o f FHFACS Arrayii 24084 (BD Biosciences) Z3 M & 4%
AFESD, SRAF 8O L IR EAE S AR Ry 171978 18 8 HPKH26 FHPE 41 |, I AR AR N A E
TOPRO3FHEA .
(13291 CD3AURF 714 20 K I 7~ Ramo s 2 g 14 711) v A i 14 25 45 (KI6A) < T017000045 (CH%,
T0170033G03-35GS-20CD019C07-FLAG3-HIS6) {FRamos4Mjits (B16A) FRaji4fjits (K16B) —#
oA AT, TEST TSR B AN EE A P AR T R — TR A AR o 6 T X
T SR E IR PR D201 Ak /KK (B7)
[1330] WM& SN B R SRAF I TC, fE AT % IARAE A5 H IR (% 14 = 500nMZP AT iAAb
(1 % SEAH I 2 TC AT BT % SE 41 ) -
[1331]  3K5. /R T Ani R 2 I AR T4 S Ramo s A% 1 H (fi 11102 1
(IR L BERREL 28) BURE S AL A -3 1C50 ()

HAID Yil | YR HEL (1D Yl | il
Saen (Cﬂﬁzaxcm?} o ICOM) | e | (qdev) | cD3xcD2oy | B | €M | g {stdag?}
A | T0170117G03 | TOI7000062 | 6 | 39E-09 | 22 7 | T017000036 | 3 | 5.5E-09 | 26 6
[1332] B | TO170060E11 | TOL7000053 | 2 | 7.0E-09 | 22 3| T017000040 | 3 | 6.8E-09 | 29 5
C | T0170033G03 | TOL7000016 | 2 | 9.2F-09 | 4 3 | T017000045 | 1 7
D | TOI70011A10 | TOI7000061 | 2 | 2.9F-08 | 13 0 | T017000047 | 0
E | T0170052G04 | TO17000056 | 2 | 1.5E-08 | 4 6 | 1017000048 | 0
F | T0170050A11 | TOI7000057 | 2 | 1.4E-09 | 3 4| T017000043 | 0

[1333]  XUBERRUEN | CDIBUET - 2 KRR AE 5 3 R AR R AR A R TARAE A S
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T3 o R ZKB TR BN SRS AR AR BTARE H, T4 2% Ramo s 4]
S R MR o BUHRE 1 22 K HR 28 S84 BT 2 TR] R A 35 WH A A e

[1334]  Sjaf51104F %5 T xCELL1 gence A 5 I E HOBURR -1 CD20XCD3 2 I ) Dhae P &A1k
[1335] 3ot T2 S FLFHBU AR, 78 A T iR A48 N tCD3 2K k2 Ik
(2%3) X A\ CD20%E BLfr ik B SR A i i A i s o« 261 , I FR ARG B 21 F AR % 175 S BE
P sl AN SRR I, 5 HLA A2 SR Sl i o

[1336] 5 2, ¥FxCELLigencenli ¥ -5 %C0, NU37 CHIFRFH K50l FIMIE K555
AZFJE-pate 96 (ACEA Biosciences;cat#05 232 368 001) [N FLH, H£EXCELLigence
A AT I A AR AN O S BE DT B B A CD20%5 341 CHO - K1 1k
CHO-K1 3 A4MfY (1x10") B R EIE - SEAR96 1, FHINS0u] IR TR 25 R - £F %8
304595, EE AL INN50u T A TZRN (3x10°) DAL AT 30 1R T HEBEFREL R B0 4
xCELLigencedtirht, F4E3 RPN &E 1555 B — R BHHT o £ I E T 46 2 Je 44/ N B b4 7
538 o

(337 IC, (i e PR

[1338] L5 22 I Wos IR B R 5 5, B A 15 54 A CD20%% 4L CHO - K141 i
(E18) ByF AR A TS T 155  (E & A AN B U550 CHO - K1 37 AN 4t iy T4 i
RRAA (B19) -

[1339] 356 fF5E T xCELLigence’J AT/ F1CHO-K1 CD204 475l & H (130 11
SN - LEHEAREL R, AR FE N 2 Je 44/ NN B T 0 A) 2205 Rt A A )~ 445 1C50 (W) .

P WA Nb ID & ID 1C50 S ID 1C50

@p20xcp3) | " | ™ | (p3xcp20) | " | W
[1340] | A | TO170117G03 | TO17000062 | 5 | 7.88E-10 | T017000036 | 2 | 1.04E-09
B | TO170060E11 | T017000053 | 2 | 2.81E-10 | T017000040 | 2 | 4.89E-10

C | T0170033G03 | T017000016 | 3 | 6.81E-12 | T017000021 2 | 1.52E-10

(13411 JXELESRUESL | AL SO T SN A 2 O T R FH S RAG U S AL - 51,
A ST AE IR S U N 7 S B TR A S 2 05 , 1X RBOBURS 5711 22 JIR R e 1 A4
THHT A SIS TEREER.

(13421 SCHefil DBCRRA-E 2 RO EE S EE Y

(13431 iy 7 3¥4Y FH$-CD20/ CO3BURT M 20 IR B A O AL = PR RE T D RS2 , RE A
Rz R DTAR 5 56S L 9GS 35GS 4% Sk db A TRE R 14 , o ELRB e AR it 7 SEAE Bk
R s G IR

[1344]  ZRT AR IDRDRURS AL AR IO FAR LAV PAN 42 AR B R s i

BE47 Nb x BT Nb BT Nb x HBHE Nb

% | WEID iR SRE ID i

C | TO17000004 | 20CDO19C07T-5GS-T0170033G03-FLAG3-HIS6

D | TOI7000005 | 20CD019C0O7-5GS-T0170011A10-FLAG3-HIS6

C | TOI7000010 | 20CD0O19COT7-9GS-T0170033G03-FLAG3-HIS6 TO17000020 TO170033G03-9GS-20CD019C0O7-FLAG3-HIS6
D | TO17000011 20CDO19COT-9GS-TO1 7001 1A10-FLAG3-HIS6 TO17000026 TO170011A10-9GS-20CD0O19C0O7-FLAG3-HIS6

[ 1 345] C | TO17000016 | 20CDO019C0O7-35GS-T0170033G03-FLAG3-HIS6 | TO17000021 | TO170033G03-35GS-20CD019C07-FLAG3-HIS6

D | TO17000017 | 20CDO19C07-35GS-T0170011A10-FLAG3-HIS6 | TO17000022 | T0170011A10-35GS-20CD019C07-FLAG3-HIS6
/| TO17000006 20CD019C07-5GS-cAbLys3-FLAG3-HIS6

/| TO17000012 20CD019C0O7-9GS-cAbLys3-FLAG3-HIS6

/| TO17000018 20CD019C07-35GS-cAbLys3-FLAG3-HIS6 TO17000023 | cAbLys3{D1E}R35GS-20CD019C07-FLAG3-HIS6
C TO17000024 T0170033G03-35GS-cAbLys3-FLAG3-HIS6

D TO17000027 TO170011A10-35GS-cAbLys3-FLAG3-HIS6

(13461 anSeFIOrR i , A FHEE T S HL RO BOR, PP F$-CD20/ CD3BUR A 2 JIK
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(KA N ARSI TR 5 ST I BECHO - K 1A CD204EAR 141 it 25 PR 52 o
[1347] 25 5U7E 1074,

[1348] P BURE 2K, BT A B KB, YRS e PR AN o A5 o T X B 0 S
PEZ I, AN FIRE S 96SH2 K AN35GS 1 3k 2 IR ZL IR/ N3 1 22 57

[1349]  SifA12 CDIXURR 2R3N -5 BB REL R PR

[1350] >y T 3P A R8N MR (B2 T) Bb 2 2K A 10 25 5 R PR (5, 4N s jite
BI2fr ik , HCD20xCD3BURE LK 52 . 5x 10 PKHARIC I Ramos 4R A= 43 B /7-4E2 . 5x 10°
(E:T=10:1) +1.25x10°/ (E:T=5:1) \5x10*"/> (E:T=2:1) .2.5x10"} (E:T=1:1) AT4HJz
FITESL TR A

[1351]  oRPIVESE RAEEI I TR IC, [ A RS A .

[1352] %8 /A T NN R I T4H AT Ramo s 5% U FR (il AN [R] R 3808 1~ L HE
FREG28) BURE S PR AL AR ICE0 (M) o

oE O
% | P NbID (ng'aié?m E:T | n | IC50 (M) | 95% LCI | 95% UCI | %A%
A | TO170117G03 | T017000062 | 10 | 1| 7.3E-09 | 52E-09 | 1.0E-08 | 15
(1353 FATT0170117G03 | T017000062 | 5 | 1| 8.7E-09 | 53E-09 | 1.4E08 | 10
A | TO170117G03 | T017000062 | 2 | 1| 7.1E-09 | 3.1E-09 | 1.6E-08 | 6
A | TO170117G03 | T017000062 | 1 | 1| 2.56-08 | 1.9E-09 | 33E-07 | 2

[1354]  {E18/INIF I A I TA] 2 5, BURE S A AR DAASIAIFE : TEE R GEZE DAL 1R EE %)
P ACD205B 4R 5 , 301 T L% 25 57 VSR - TEE 2 % IR AR AT AE 52, (g X
BEE SR E A G P3O .

[1355] 577615113/ xCELLigence I Zlifb i A TR A S E HhCD20/ CD 3B 14
F A AP IS TR R T e v e

[1356] T PEHY iR & I RN CD 20X CD 3 B4 S M g 8 44 110 3% 405 45 1 19 52 i), oA
xCELLigence 1 oA FI [ S O RE AR O R R A AR - 147 5 2, B xCELLi gencelti ¥ 1-5%
CO, NIM3TCEi =AM FE50ul IMIE K573 I SIE-pate 96 (ACEA Biosciences;cat#05
232 368 001) fUEE/NFLHT, FEAEXCELLigence 22 45 4T3 FSE DA A A7 20t 1)
SR BT- B , 5 A CD20%E G4/ CHO - K13k CHO- K1 S5 A (1x10") 3% Ah 2R - 496 1 .20
NI, A3 BN AR TR (40 EFTiR) F1100nMER L . Snmff)BURE AL L1 . 411
FREL (CT) A2 RN AELS A Bl — K o il AR AE AL CT (hRitE AL 4RI A5 ER - NC T i R g I ]
S AN FR BB B LA Il A8 1 S AN T A0 s s TR 4 it BB 50 ok o1 550 AR
XTI DR AT S N AE AR AR S5 N BOAS RIS TR] RS SR 2 o (90 R Sk
PR = ((NCT 0 NCT ) /NCL ) ) X100,

[1357] 25 UfE 12k

[1358] - IIN N AT 2 e i VAL Bk 2 Jm— /NI, E 2 Re B a2 2 4 i 520
0, FAE BRI B I )5 U — 25 BH B 0 o A RSO A e B0, B s TR) L (L2 sk As:
(1 TCHOfFE AN P 7 I TR R B8 I i 22 o AAHSC A A R i 2 ACD20 CHO-K14H AT
(IESIP

[13591  SjiEd 14 FIE KO Z

[1360]  flifcufind F 28 S5 G IUHLE AT BRIE T & 2 R, Al (1) %3350 - e
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(HLE) 5 M1 (i1) 2R DAl e et HLEZhRER A a0 R R AR 2L 20

(13611 ATb11 (55 AIMLIE A HSA) S5 IIAPKPUR) 5 2 HRECD20xCD3 2 Ik 2 A
BN LA FHIPRN -2 (W0 06/122787) o TN ICD20 FiRTHE ] G544 B T« ]
(ICD3ZELRE5H FTTANC A Y 1 2 1 REIF PP FI35GS 42 Sk AL 2 R o, 4 L
A TFRIR TR R A O s

[1362] 329 FF L IDAHLER G AR

(s8] i [ReaiD fiid
A T017000094 20CD019C07-35GS-T0170117G03-35GS-ALB11-FLAG3-HIS6
B T017000096 20CD019C07-35GS-TO170060E11-35GS-ALB11-FLAG3-HIS6

(13641 Hy T HSAS AL TIAPRRE TR S A AT BEXHLEAG I ARV SR M T 5380 17 AR 52
JE BT CD3 1 F iR (¥ CHO - KL TAH I 45 1508 - R U RE A A KA AT 3R AIE . )
N AEAFAERIANAEAEHSAI B N PN ThAEE TN A ERamos BT 47500 22 Hh ¥9280 )
(fran 14, 18014 . 2Fp3A) .

(13651 14. LA AR N S5 SR RS2

(13661 JSABL TS 5115 Fh sk ARy S, 7 e A AR D R P REUSE K e - CD3 2
5 VA A 5 CHO-K1 A TCR (2XN9) /CD3ZMI L JE A TR FIRamos 4RI 45 & o

[1367] S5 RAEEI 3Rt AR IZINE FHARAHIIEC, AR 10 51 H o

[1368] 210 HLATIXAFIECSOMLIAAS 55 T 41 S5 CHO-KIATCR (2XN9) /CD3 J5H AT
21 FIRamos M4 ST IIECSOME , 4ni AR AR BT AfE -

CHO-K1-K1 huTCR (2ZXN9)y/CD3 hu T #Hf Ramos

[1 369] . 3 & ID EC50 (M) | 95% LCI | 95% UCI | EC50 (M) | 95% LCI | 95% UCI | EC50 (M) | 95% LCI | 95% UCI
A | TO17000094 >1E-07 ! >1E-07 ! ! 1.9E-09 1.7E-09 2.1E-09
B | TO17000096 1.6E-07 L4E-07 1.8E-07 3.2E-08 2.0E-08 5.3E-08 1.7E-09 1.5E-09 1.9E-09

[1370]  CD20-35GS-CD3 HLEAY AR 5 AFHLEAY AR L b o A BT U ) = h 4 it &
AT ARG, & o BT SR B AE AT 114548 BT B AN 45 SR

[1371] 14 27E AT AIBZRARAS 5 IE i AL 12 FON SO RS2

(13721 {EAFAERIANFAE3OuM HSARITE OL I, ansizite B 10 sk e A TR /13 U Ramo s 5
P E A - R A 5T - COSAK IR DIREME (BR9) , - S ARNLERU R A A A A
hnelE A TR

(13731 SERAEIET4HR  AEZINE FRARAF I TC, fEAE R T TR A o

(13741 311 FAIXAEAITCH0RH 96 PR A A% : LETARM A EBANNI (Ramos) 25 (3l iE Hh
CD20XCDIZNKATAITI TCEON % 125 igk , LAPFA/THLE 3. o

(13751 = TRemID EC50(M)  |95%LCT  |95%UCT | %JAfi#

A T017000062 6.4E-10  |3.5E-10  |1.2E-09 |15
A T017000094 3.98-09  |1.7E-09  |6.1E-09 |14
A T017000094 2.0E-09  |1.2E-09  |3.3E-09 |14
A T017000094+HSA  |2.0E-08  |7.0E-09  |5.5E-08 |7

B T017000053 1.86-09  |8.9E-10  |3.8E-09 |12
B T017000096 3.88-09  |2.1E-09  |7.0E-09 |15
B T017000096 2.6E-09  |1.5E-09  |4.7E-09 |16
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B T017000096+HSA  |4.8E-09 1.1E-09 2.0E-08 6
[1376] 25 RN, e A4 Y Fh B2 A AR IND AR B SR AT 380 s DDA FAT H
SN RUEFEHSAFAE T WEL BN N33/ 30 IR et , (H S -2 I RE K I CD3 AU - HE 22 ik
LEIRR AN R AT TSR AT R o

(13771 Sjtffil157E 3T xCELL1 gence [t A TN A IHER2FHVE Beg 55455 0 Hh 22 45 5+
PEZ IR Thig I ZRAE

[1378]  Jfy T IR CD3G5H4) B T A K T AN S 1) Jrveg 4 i P 1 25 sl o T2, R CD 345 4 F T
SARIITAM S (EIX PO N e SHER2ES S IR ETA) .

(13791 HU-CO3GEA FICAE BRI 55N HER2 SRR DU AR Bk dl & GR12) , I
H ARSI BE A0 fT iR 3L T xCELL i gence 1 A TINS5 FUHER2 B [FFeg 2 A5 o2 Hh s
PHFTHER2 3535 41 it 2232847 540F : SK-BR-3 (ATCC : HTB-30) JMCF-7 (ATCC:HTB-22) FIHER2[H 14
SN A, VE AN FEMDA -MB- 468 (ATCC HTB-132) o £ T B 4 - HER2ZM K Hi ik
HER2005F07 1t gn =it B9 Hh Bk i FH100nMiT 3t - HER2 AT (13 X4 AR Hp ik 52 A HER2
TR IR R,

[1380] 12 #F5 IDFIHER2 /CD3H EEAAR AR

[1381] [ FEWLTD Hik
A TO17000101 HER2005F07 (Q108L) -35GS-T0170117G03-FLAG3-HIS6
A TO17000100 TO170117G03-35GS-HER2005F07 (Q108L) -FLAG3-HIS6

[1382] {52, KFSKBR3 (4x 1041/ L) MDA-MB-468 (4x10™/N4Hfifa/FL) BMCF-7 (2x10"

AN/ AL) BePhF96LE - P AR T 5 A SR T 41106 x10° A4 A3 x 10741 i G4

FREGAN15: 1) FEAAAE A EAE 2R e A RO S 0 N 8, A T— B ) 7 5056 T
G2 e 18/ NI Jeo W B 2 T A e L6 R B o

(13831  fEiZNEHSRIFIIIC, fEAE 13 A .

[1384] K13 MEIRHER2/CD3H FALE THHNA S HHER - B Eq 25 450 HH g 1650

#ET xCELLigence HI4H A AE1%(18h i i) - SKBR3

(E/T=15:1)
FIESE ID 1C50 95% 95% EIEE ID 1C50 95%, 95%
B EANID | grpovepyy [P o | Lar | ua | cosamEraey [P o | Ler | va
A TO170117G0O3 TO17000101 1 2.6E-11 2.2E-11 3.1E-11 TO17000100 1 9.5E-12 | R.1E-12 1.1E-11

#:F xCELLigence HI40MEEFE(18h i) - MCF-7 (E/T=15:1)

1385 N D 1C50 95% 95% faE 1 1D IC50 | 95% 95%
[ ] # | D (HER2xCD3) [T | o LCl ucl (CD3xHER20) | 7| (M) LCI uct
A | TOI70117G03 | TO17000101 | 1 | 1.1E-10 | 7.3E-11 | 1.8E-10 T017000100 1 | 6.9E-11 | 4.5E-11 | 1.0E-10
#£F xCELLigence HT40 #3418k i) - MDA-MB-468(E/T=15:1)
HHE4 D 1C50 95% 95% Mk D IC50 95% 95%
B RHNGID | ey | P LCI ucI (CD3xHER2) || o LCI uct
A | TO170117G0O3 TO17000101 1 ! / TO17000100 1 f

(1386] I3, £ COSK S AR TR S R AR 5 3 e
BV R 40 25 . A, COB5H0 5 7T 112 MBS P T4 CTL S . AU SKBR3FCE - 7241
BRI UR BRI A2 5 (FLR AT I S 5 SR K R AT A2
HA A5

[1387)  9CHaffl167F xCELLi gence 3 f5illE FHCD20/CD3 Z ML A TAHIN TEN- y b
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(2]

[1388] /- A T4H /7 FHICHO K1 ACD20 A7 MIE Fh (3T an 5 T 491 1.0 Hh BT ik 11
xCELLigence) XJCD20xCD3Z KLU EA TS T AN A 153 WA e /) o i 1 ELTSAE A 700 44T
A - IFN- y [ 71 & 2, FFCHO-K 1 A CD20 4 [iu 2 FiF-96E- - M HAF 20/ NI i, B L
A7 A HATDBURR - CD20XCD3 /AN AL BT Al i A AT DN 21 40 S 5113
BT iR I EFAR A o AR A AR TR /A AR DN B E - AR 2 fm 72/ N, 0 g o A AT 4
HOROTEN- v ;24 FH$t- ATFN- y $ifk (BD Bioscence#551221) fifiiMaxisorp 964 ELISAY
M (Nunc) o & B, B PARGESTFFAE =i N FPBS+2 % BSAE 4] /NI o 235, -1
100p 1 [y Fif QEMBEN) Mllpg/ml A ZE - AIFN- y $ufk (BD Bioscience,#
554550) il B 27N 304381, [AIN 7= % , FRHR P, H 55555 2% Fll % -HRP (Dakocy tomationtt
P0397) 1 THL B - 30515, IINTIMB Onel® i (Promega#G7431) o FH2M H2S044% 11 % v/ , Ff
Hafiid fi FiTecan sunrise 41 405nmAbAIODKAME TEN- v FIGKP AT S AR =2 o
[13891 &5 RAF 1 TR B R o AR IR IE RS IIEC, fEAE R 14HH A1 H

[1390] K14 . 7E AT S 103 FxCELL i gencel 455 M8 H 28 Fh A T8 CD20/CD3
P TEN - y 73 WAHIEC50 (M) o

44 Nb ID f 34K ID | ECs0 95% 95%

(CD20xCD3) (M) LCI UCI
T0170117G03 | T017000062 | 1 | 6.2E-10 | 5.3E-10 | 7.5E-10
T0170060E11 | T017000053 | 1 | 9.1E-10 | 7.2E-10 | 1.1E-09

(13921 STURESHPECD20/CD3 S R TRN - y [ LA™ 2 15 AR Ik S 7 ek
AR PATRU AR R IR B ST IFN- y P2k,

(13931 SCHEfI17 PBMC BATMIREAS I RN LS B

(13941 /BRI FERTI T, APBUCHE TR F 51 FINOG/INEL « S PBUCTEFH 1746 11 %
A SR TR SE S KT PBMCII BRI 245 , X SIB T 25 S 22 il o 4 T4 (42
FHCD3) L4 7 SbRBAR (£ phCD20) SR (K T4 (SECHAn R 1) 1P /1.

(13951 $FA//EPBMC NOG/INTUHHICD3/CD20 24557 2 fik (T017000084 , CD20xCD34E T,
AR KT BARMIFEN A 80T A5 LS IS 2 Ik T017000088 AT LG 2 TS E A T 5
AP F 6 K5 PBMCI BRSSO i SR

[1396] £ 2 /NP BARIBINEE , £ 450K (D0) 11 y U5 (1. 44Gy , 60C0) /N T
4 IR ER NGNS RER L2 SIS , A8 53K (D3) i/ NGUSABERA 7 4 500uL i)
PBSHII1J3x10"APBMC . AED3TEPBMCTEST 2 Jo —/ N IF 4iadT , o LR LR K, KT B 5
SETR D7) (F18) o KA CD3/CO20MINBI— I RUACP A TIIA (24me/ke)

(1397 {EE518 K (D18) , ¥/ NRALSEI PRI IIE I FFACS 434 (mCD45 ,hCD45,heD19,
hCD20) DL A it SR F-PBMCI ABAHIIII7EAE (hCD19+hCD20+hCDA45+mCD45-)

[1398] Sl TPBMCIXIBARMLIFER 45 2 P 19k S B AR T 2 MU 7K
TELT017000084 35T (T2 B HH RN AR T ARSI 2 AT 04 o A 3R RAL T 55k
B

[1399] i, iUB 25 SFE] T 4547 CD3/CD20M0 % H5 Sk 2 I S AEAB /D 10 280 o
JEE PR T PBMCII BRI o X UE S 1 U S H A AL, FLamiod 4 T4R A2 1k 5 B4y

[1391]
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JEREE

[1400]  Sjf518 : Ramos BAHUIHFEAA fr) (AR PO 56 1k

[1401] 7R iZBANMHFERI M, Ramos 41 (A2 AR 41 32 A1 APBMC 3 A4k P
AN 7 53 BINOG/INER o PEANTPBMCIHE HE AL T 2 AT I TR S B X Ramos - BAH AR
5T PBMCIF BRI A5 , axX S T 204 e 1 22 i b T4 (42 FHCD3) B4 2 2 §hrB
4 (2 FHCD20) KT L T4t (BRI 10) 17 T .

[1402] TP fERamos NOG/NFURRAL Fh 2245 St 22 Ik 1017000084 (CD20xCD3%575) B4
TR AR PN 3 L S A AR B - HE 22 I T01 7000088 (ARSI K TIR+CD345 &
PEKPUR) HATEE R AT IR T AE B BEAIEUIE N Ramos  BARIMFEN St 127 i 2 38U Al
FENBE RO R T PBMCH BAT M I REII e T & 0

[1403] 135 2, fE/ NP PR BAT I M AR , AR 58— K (D1) A /N Bl i ik PN 7 99 200pL 11
Roswell Park Memorial Institute (RPMI)%5753£1640711110° M Ramos4Hlid. 75 ] v I
(1.44Gy, 60C0) X /NRIEATE B MU 2 524/ N A28 55 (D) o 22K /N A L o0 B2
12 R SWIRI4E T , AED3TEST (B, SR 4miait bt 2 iR 10"ANPBMC (500uL, £4EPBSHY) o ££D3
FEPBMCIE Y 2 Jer— /NI T GRYY , JF HE 86K, E T EL2ID7 (B]20) 4 £55CD3/CD20
2RI — KT T (24mg/ke) -

[1404]  #ED20ukAED21, K/ AL SE B SRR AN 8E (i) FTTT-FACS 43 At (mCD45,
hCD45,hCD19,hCD20,hCD10) A4 #7 F17E FiRamos B4 474E (hCD19+hCD20+hCD45+
mCD45-hCD10+) FK I T PBMCIIBAR I f£4E (hCD19+hCD20+hCD45+mCD45-hCD10-) »

[1405]  Ramos BANJIHFEI G5 RAEEI 21 22T o AR S BCRS S 22 TR T T 19/ N Rl
WA T B M40 . 28l i >R IR A 380N ANOVA S AT I FAS 36 A T e v 50 AT o X T
B BEAIRAE , e R K R, FELRT017000084 767 7 [ A HBANI tH 4 G tH7 I B & A
[ A Z KA IR A AR, 7S B sl AT i B8

[1406]  SKIE-T-PBMCHYBANN M FE ) 5 AT Bl 22 S B o A B BE A — 35, 70 0K 711
BN, A FT01700008400 FAFHIEI 2 IO EL 2] ABAIE & gt in #2557 b
TIFEAL TR R

[1407]  HZ,iXEEg5 SR T CD3/CD20 MU ME 22 Ik AR i\ 25 R DA 12 A5 Hh JELE APy
HErHARamos BANHAISK IR T-PBMCHIBANAE o sX UlE 5 T AT A S RO TR G (b , Ham ¥
TN IR fEBATIEH R AT e & -

[1408]  SCHE(I19 2 e e TN Fe 5 22 IR 1) v 4 i

(14091 a5 (IS4 A) 22 MR AR ST BRI G TAN I B 5 SRS TR T T I o 1 JHvRe
HNAETRSY N AT I R I A= el EATLAR o [ I ) 25 A o P R REAR ™ A JHvRE
PRI AARI T REVE o 2 A IR FE R KPR AR RN 1T DLE AR, T SR 5 L —
PREIIPL eSS G ok RN 25 5 PRI AR S AR T AR AN E P e s s,
R AR A S R AR U A S THE A

[1410]  H AR G AR S TR R AL G 2 e e A X, AT DA B 1
CO3APR AL 5 e [ BH X A A% 2, BIAE 205 i 2 b A AR R P 455
(14111 SN R s R A 8 7E 5 CD3 R N EA KR AL S TS DL R, Bkt 86—

97



CN 114920848 B W OB P 95/128 T

FADU (TAL, fFIANCEA) FAT S PR Ak 5 A AR - TAL AN [ R S 1 (TA2, B4
EGFR) 1128 — AR P 82 o 4544 B e i) FLARIUP A4 P DA S AEAS R 8544 B e 2 TR H
S KN AR 2152 T TALRITAID 4145

[1412]  SR15: AL 2R RPEZARACD3 TAL TA2FIA LSS & 5 T A5 o

(14131 Trgmpmrsy TA1 ISV TA2 ISV ALB-ISV
CD3 CEA Irr +
CD3 CEA Irr
CD3 CEA EGFR +
CD3 CEA EGFR
CD3 Irr EGFR +
CD3 Irr EGFR -

[1414] 4 TR K, (& A5 S 9Kt O REE R 15T RO Z Ik

[1415] Sy TUEIHREVE R AG TR, i R A i 72 0 R %0, FEAeis TAL B BRI ieg 4
2 (B 4MC38 - huCEABRMKN45) FITA2 R B wEg 4nififs (il dHe laskHer14) JL[FITE & o AEANF)
[RAIIE A A E &N IR DU 2K AR 23F 230 AN A AN Z2 IR AR
TANEFN A 1 (AR FSED I, T4 v 80 T 4nie A g st 5 & fa—
Tk 22 AR ARSI A4 sl b A T h

[1416] Sy T 3G UERs P E R A5 1E L, B PE e OhF-TALARITA2,, BIANLS 174 Tk LoVo) 41
Nrf s 2805 55 B BRE R 4R I 75 S A A TR B e, 4n B (s I T4 /- S 14
o EIE , Horh B — 2T g AT PR b R ic Y S BEYE (B WSS HBIT) .

(14171 SZjEA20 FH 2000 e P T4 1 5 22 IR ) Fieg 4 it

[1418] 4 |- Fradt , sk [ #E ) 22 Bh IR AR SC BT AR i s TAN B & SR AR T T Pk
JEE 4R AR IRT Y NASSGE i SR A BT T s 5N l-) 9848 K A el o
BEAESUT , RIS SR St _E 257 5t PT RERRAT™ A= IR D i AL AR () P RE I o LA, ]
BANGUR_FIZ A SRR INES SIS T GRS T13800) .

[1419] W TAPRPUARY & BRAEH S T AR A A e 2 ks 2, BT EUREAS & BH T
PU- O3B UL Al FRIIH X 2o Aty JE A& X, BIE 20 e 2 ki A AR 45 5 s bt
[ NELD NS

[1420] T2 0 IPdeg Ho b B e A S, e et Tl B SOV T RR K BT (43 5102
TALFITA2) |, b5 1 2 CD3 SN R AR BT o G544 B T ) LRI A4 5PN DA M AR AN TR 4544
BTG TR R S K N AR . Fe 162 T IR TAL RN TA2(9 4 5

[1421] %16 /£ 2R 7 2 IR CD3 TAL TA2MIATbES & 454 BT 4 & e

[1422]

TZHIISV TA1 ISV TA2 ISV ALB-ISV
CD3 EGFR-1(7D12) EGFR-2 (9G08) +

CD3 EGFR-1(7D12) EGFR-2 (9G08)

CD3 Her2-1(5F07) Her2-2(47D05) +

CD3 Her2-1(5F07) Her2-2(47D05) -

[1423] Oy 7 I REURE K, ALbAAK TRt A iR A 3R 16 HH AT RN 2T
[1424]  SPATIXEE AR AR IR, FRE HAT SN AR 5 e 5 240U
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SAADADDLSTOHOITAASVALLSAVVIAAIVLATdITSNNTTAALNAVNAOSLLIADNASAVAALIDOONW
NIV VADTITIOdVOAIMONIAIOILADSVVIS TIISOOVOASOOOSVOTOAASHODNDSHNHHSHNNOSH
NHNHSHNNNHSOHHNNSHONNSSATATIOODM AAIAAINANOUYAY VI AAAVIATIITSNINO TAAVNIASA

¢sA1qyo

ISISTIAN TSNS ALLADOMIATVAITITIOdVOAIMOWLASSILODSALIS TIISOOIOATOODSTATOAT | -SOSE-L0D610AI0T | 8T0000LTOL | +1€
SSALATL
DOOMANANNS LM AMNAdALIVIIVVIAAAVLIATd T TSNINO TAA LN VNAISILIYOIASNY ANLINTD
SMSISVAITITIOdIOYIMVINVASSALIOSVVISTISTISOOOOATONDSTATOATSOHONNSHNHOSHNNNSH
NHNSHNNNSHNNNSHONDSSALIATIOOOMAAIAALNANOIAVVIAAAVLATIN TSNINO TAAVNIASA 0TVITO0LT0L
ISISTIAN TSNSALLADOMIATVAITITIOdVOUAMONLASSALOOSALIS T ISOOIOATOODSTATOAT | -SOSE-L0D610AI0T | LI00OOLIOL | €1€
SS
ALATIOOOMHAATVISHAVSMAYOVVIAALVLIAIST ISNINO TAA LI VN@ISILIIONASAVALINDAY
MIAVVITTITIOdAOYAMONINLSALIDSY VIS TITISOOVOASDOOSTATOATISOHOHOHNHSHOOOSHNNOSH
NNHNHSHNNHSHNNNSHONDSSALATLOOOMAAIAALNANOYAVVIAAAVLAAIN TISNINO TAAVNIASA €0OEL00LTOL
ISISTIAN TSNS ALLADOMIATVAITITIOdVOAIMOWILASSILODSALIS TIISOOIOATOODSTATOAT | -SOSE-L0D610AI0T | 9T0000L10L | TI€
SSALIAOLDOOMSAADADDISTOHODTAASVAILSAVVIAAIVLIAIJIISNINTIA
ALNIVNAOSILIYOMASAVA ALIDOONNIVVADTITIOdVOIIMONIAIOLLADSVVISTITSOOVOASH
DDSVOTOAASHONNSOONOSSALATLOOOMAAIAALNANOYAY VIOAAAVLATIN ISNINOTAAVNIASA ¢sA1qy
ASISTIAN TSNSALLADOMIATVAITITIOIVOAAMOIWLASSALOOSALIS TITISOOIOATOODSTATOAT | 2-SD6-L0D610AI0T | TI0000LTOL | T1€
SSALATLOOOM ANANNSA LM AMNAdAILAVIIVVIAAAVLATIATSNINO
TAALNIVNAQISILIIONASNYANLNIDS MSISVA ATITIOddOYIMVINVASSATIOSVVISTISTSOOOOAT
DOOSTATOATSHODSOHONDSSALATLOOOMAAIAALNANOYAY VIAAAVLAIIN ISNINO TAAVNIASA 0TVIT00L10
ISISTAIAN TSNSALLADOMIATVAITITIODdVOAAM DN LASSALODSALIS TITISOOIOATONDSTIATOAT | L-SD6-L0D610AI0T | TT0000LT10L | 01€
SSALATIOOOMHAATVASHAVS MdUOVVIAALVIAASTISNINOT
AALIVN@ISILIIONASAVALLNDAVMUAY VI TTIT IO AOYAMOWINLS A LIDSV VIS TITSOOVOAS
DODSHATOATSHONSOODDSSALATIOOOMATIAALNANOYAY VIO AAAVLATIN ISNINO TAAVNIASA €0OEL00LIO
ISISTAAN TSNS ALLADOMIATVAITITIOdVOUIMOINLASSILOOSILIS TIISOOIOATOODSTATOAT | L-SD6-L02610A0Z | 010000L10L | 60€
SSALAOLOOOMSAADADDISTOHODTAASVAILSAVVIAAIVLAAJIISN
INTTAALNSIVNAOSILIIDIASAVA A LIDOONNIVVADTITIDIVOIIMOINIAIOILADSVVIS TIISOOV
OASODDSYOTOAASOODDNSSALATIOODMAAIAALNANOYAVVIAAAVLATINTSNINO TAAVNIIASA ¢sA1qy
ASISTIAN TSNSALLADOMIATVAITITIOdVOAAMDINLASSALOOSALIS TIISOOIOATOODSTATOAT | 2-SDS-L0D610AI0T | 900000L10L | 80€
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SSALAOLODOOMSAADADDL
STOHODHAASVAILSAVVIAAIVIAZdATISNIWTTAALNIVNAOSILNRIDIASAVA ALIDODNNIVVADTIA
AOIVOLIMONIAIOILADSV VIS TIISHOVOASOHDOSVOTOATSHHOHNSHNHNHNHSHONHNHSTHOHNHSHNHND
SOOONSHNNOSSALIATIOOOM ANANNSILM AMNAJALIVIIVVIAAAVLATI TSNINO TAAINIVNG

¢sATqvo

ASILIIOMNASNIANLINIOSM SISVAITITIOddOYIMVINVASSLLIDSV VIS IS TSOOOOATOOOSTATOAT | -SDSE-01VIT00LI0L | LZOO00LIOL | 12€
SSALATLOOOMAAIAALNANOYAVVIAAAVLATAIN TSNIWNO TAAVNIAS
AASISTAMITISNSALIADO MIATVAITIDIDdVOTIMONLASSALOOSALIS TITSOOIOATOODSTATOA
4SDOOSHOODDSSALATLOOOM ANANNSTLMAMNAJALIVIIVVIAAAVLAGd I ISNINO TAA LN VNA L0D610AD0
ASILIIDMNASNIANLINTDS M SISVAITITIODddOYIMVINVASSALIDSVVISTISISOODOATOOODSTATOAT | T-SO6-01VITO0LTOL | 9Z0000L10L | 0Z€
SSALAOLODOOMSTA
DADDISTOHODDTAASVALLSAVVIAAIVLAIdITISNINTIAALNTVNAOSILIIONASAVA A LIDDDNNIVY
ADTITIADIVOIIMDINIAIOILADSVVISTITSOOVOASOHNOSVOTOAASHHOHHSHHNNHSHOHNHSHOHOD
SHOHHHSHNNOSODDOSSALATLOODMHAATVISHAVSMd YDV VIAALVLAISH ISNINOTAALIVNAY ¢sA1qyo
SILAAOMNASAVALINOAVMAAY VI TTIATIOdAOTAMOWIN LS ALADSVVISTITSOOVOASOHOOSTATOAT [ -SOSE-€0OEE00LT10L | $TO000LIOL| 61€
SSALATLOOOM
AQIAAINANOYAY VO AAAVLATIT ISNNOTAAVNIASAASISTIAT TSNS A LIADOMUATVAATITIDI
VOUIMOWLASSILODSALIS TIISOOIOATONOSTATOATISHOHOSHONOSHHNHNHSHHNHNHSHONHHSHDHH
DSHONDSSALAOLOOOMSTADADOLSTOHDITAASVAILSAVYIAAIVLAIdTISNINTTAA LN VNAOS L0D610dD0T-
ILIIDIMASAVAALIDOONNIVVADTITIDIVOTIMOWIAIOILADSVVISTIISOOVOASOODSVOTOAT | SOSE(FTAIESATQVO | €20000LTOL | ST€
SSALATL
DOOMAAIAALNANOYAY VIAAAVLATIN TSNINO TAAVNIASAASIS DAAN TSNS ALLADOMAATVAITY
TADIVOUIMODINLASSALOOSALIS TITSOOIOATONNSTHATOATSHOONSHHNHNSHNNNHSTHNNNSHHNO
SONODSHNDDSSAIATIOOOMANANNS Y IMAMNAIALIVIIVVIAAAVIATd T ISNNO TAAINI VNG L0D6100D0T
ASILIIDNASNIANLINIDOS M SISVAITITIODddOYIMVINVASSALADSVVISTISISOODOATOOODSTATOAT | -SOSE-0TVITO0LTOL | TTOOO0LIOL | LI€
S
SALATIOOOMAAIAALINANOYAVVIAAAVLATIT TSNINO TAAVNIASAISIS DU TSNS ALLADOMYA
AVAITITIOIVOUIMONLASSALOOSALIS TITISODIOATODDSTATOATSHHHNHSHOHHHSHOHONSHHDH
SHNNNSHNNDSONNDSSALATLOOOMHAATVISHAVS MAUOVVIAALVLAIS T ISNINO TAA LI VNAY L0D6100D0T
SILIIOMASAVALINOAVMAAV VI TTITIOdAOTIMOWINLS ALIDSVVIS TITISOOVOASHOOSTATOAT [-SOSE-C0DEE00LT0L | 1Z0000LIOL| 91€
SSALATLOOOMAAIAALNANOYAVY DA AAVLAT N TSNINOTA
AVNIASAISISDAAN TSNSALLADO MIATVAITITIOdVOAIMOINLASSALOOSALIS TITSOOIOATOHND
SHAATOATSDOOSOODDSSALIATIOOOMHAATVISHAVS MAUOVVIAALVLAIS I ISNINO TAALIIVNAY L0D610dD0
SILDAOMNASAVAAINOAVMAAY VI TTITIOdAOTAMONINLSALADSVVIS TITSOOVOASOHOOSTATOAT | T-SO6-€0DEE00LT10L | 0TOO00LIOL | ST€
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SSAIATL

DOOMAAIAALNANOYAY VIAAAVLATd N TISNNO TAAVNAASATSISTAAN TSNSALLADOMIATVALTY
TAODIVOAIMONLASSILODSILIS TITSODIOATODOSTATOATSHODHNSHONHSHNNHHSHHHNSHNHOHH
SHONHSHONDDSSALATLOOOM ANANNSATLM AMNAIALAVIIVYIAAAVLATI N TSNNO TAALNI VNG

L02610dD0¢

ASILAAONASNIYANLNADSMSISVAITITADddOUIMVINVASSALADSVVISTSTSOOOOATOODSTATOAT | -SOSE-01VIT00LT0L | LFO000LTOL | 8z€
S
SALATLOOOM AQIAALNANOYAVVIAAAVIATdN TSNINO TAAVNIASATSISTIAN TSNS ALLADDMYA
AVAITIDIDIVOAIMDINLASSILODSILOS TITSOOIOATOODSTATOATSHODHHSHOHNHSHHNHNHSHOOO
SHNHOHNHSHNNNSHNDNSSALIATLOOOMHAATVISHAVS MIUOVVIAAIVLAIS T ISNNO TAA LI VNAY L02610dD0T
SILDIONASAVALINOAVAIAVVITIITIODIAOYIMONINLS ATIDSVVIS TITSOOVOASOODSTATOAT | -SOSE-C0DEE00LTOL | SFO000LTOL | Lz€
SSA
IATIOOOMAAIAALNANOYAVVIAAAVLATIN TSNINO TAAVNIASAASISTAAN TSNSALLADOMIAT
VAITITIODdVOUIMDNLASSALODSILIS TITSHOIOATODOSTATOATSHNNNSHHNNSHHNNSHONOS
DOHOHNSHNNNSHONDSSALATIOOOMAAATDISUIVSMAADVVIAAAVIATS T TISNINOTAALNNVNAYS L0D610dD02
TLIIONASAAAALNDASMIHVVAITITIODISOTIM D TANIANASUOSY VIS TATSHOVOATOOOSTATOAT | -SOSE-1TVOS00LTOL | €70000L10L | 9z¢
SSALIATLOOOM AQIAALNANOYAVVIAAAVIATI N TSNINO TAAVNIASAISISIAAT ISNSALLAD
DMIATVAITIDIDdVOAIMOIWLASSALODSALIS TITISOOIOATONDSTATOATSHONNSHHOHHSHOND
$HNHHNHSHNNNSHNNNSHONDSSALIATLOYDMIYOVATIVINI AATVLIATII TINW TTAAINOIOQISILA L02610dD0T
ADNASAVANLIDINNOUSOHIAVATAAO MO VOIAMONAASTAIADSVVISTITISOOIOATOOOSTATOAT | -SOSE-T11H0900L10L | 0F0000LI0L | STE
SSAIATLOOOMAAIAAINANOYAVVIAAAV LA TSNIWNO TAAVNIAASAASIS RAAN ISNSALLADOMY
ATVAITITIOdVOUAMOWLASSALODSALIS TIISOOIOATOOODSTATOATSDOHNNSHONNSHOHNNHSHOO
DSHNNNSHNNDSHONDSSALATLOOOM AAAOOVINATADIIVVIAATVIAId N INLNO TATINIVSAIS L02610d20T
ILIIONAIATAAINDASMATV VAITIIIDISOAIMVINS ADU A IDSVVIS TATSHOVOAIODDSTATOAT | -SOSE-$041900L10L | 6£0000L10L | +T€
S
SALATLOOOM AQIAALNANOYAVVI A AAVIATIT ISNINO TAAVNIASATSISTIAN TSNS ALLADDMIA
AVAITITIOIVOLIMODNLASSALODSILIS TITISHOIOATONNSHATOATSHOHHSHHHNHSHHHOSHOHOO
SHNNNSOHNNDSOHODDSSALATLOOOMATAOOVINHAIATAIAY VI AALYSUAdN IS LANO TAWLNIVNAIS L02610020T
LLIIDMASAIAALINDOSMAIY VAITITIOIVOAIMOWSADYALIOSVVIS TITISOOVOAIOOODSTATOAT | -SOSE-C0OLTTOLIOL | 9€0000LT0L | €z€
SSALATLOOOM AQIAALNANOYAVYIAAAVLATAIN TSNNO TAAVNIASATSISTUANTSNSALLADOM
YATVAATIDIOIVOAIMOWNLASSALOODSALIS TITSOOIOATONDSTATOATISHOOHHSHHHHSHOHNHSHO
DHSHNNHSHNDDSOHNNDSSALATLOOOMATAOOVINAIALITIVVIAATVLAId N IS LNO TATINI VNI L0D610dD02
SILAIONAIATAALNDFS MLIVVAIIATIDddOYIMVINS ADVATIDSVVIS TITSOOVOAIODDSTATOAT | -SOSE-LOATI00LTOL | $E0000LIOL | Tz€
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SSAIATL

OOOMANANNSALM AMNAdALIVIVVIAAAVLIATd I TSNINOTAALNYVNAYSILNIDNASNYANINGD
SMSISVAITITIDddOUAMVINVASSAITIODSVV IS TS ISOODOATOODNSTATOATISHOHDHSHOHNHHSHNHNNSH
NHOHSHONNSOHNNNSHONDSSALATLOOOM AAIAALNANOYAY VOAAAVLATIA TSNINO TAAVNIASA

OLVII00L10L

ASISTIAN TSNS ALLADOMIATVAITITIOdVOAIMOINLASSAIOOSALIS T TSOOIOATOODSTATOAT | -SOSE-L0D610AI0T | 190000L10L | SE£€
SS
ALATLOOOMHAATVISHAVSMAUOVVIAALVLAASY TSNWNO TAA L VNAISILIIOMNASAVALINOAY
MIAVVITTITIOIAOYIMONINISALIDSV VIS TIISHOVOASONOSTATOATSHDHHDHSHOHNOHSHHNNHSDH
HHNSHNNNSHNDDSHONDSSALATLOOOMAAIAAINANOYAY VI AAAVLATII ISNINO TAAVNIASA €0DEL00LTOL
ASISTIAN TSNS ALLADDMIATVAITITIOdVOAIMODINLASSIIONSALIIS TITSOOIOATODDSTATOAT | -SOHSE-L0D610AI0T | 6S0000LT10L | e
SSAL
ATLOOOM AAATDdSYAVS MAADVVIAAAVLATS T ISNNO TAALNIVNAUSILAYONASAA AALNOAS M
AHVYVAATIDIODISOYAM O TINNNASUYOSVVIS TATSHOVOATOOOSTATOATSHONDDSHOHNOSHHNDSH
DNOSHNNDSHNNDSHONDSSALATLOOOMAAIAALNANOYAY VI AAAVLATII ISNINO TAAVNIASA 11VOSO0LIO0L
ASISTIAN TSNS ALLADOMIATVAITITIOdVOAIMODINLASSAIOOSALIS TITSOOIOATOODSTATOAT | -SOHSE-L0D610AI0T | LSO000LIOL | €£€
SSAIATLOOOMSOTLSASNDAAAVLATIN TSNNO TAAINSIVNISISRIOMASAAAALADD
dLEVATAQIONDd VOAIMOINNNISIIOSVVIS TITSHHIOAVODOSTATOATSOONDOHSHOHNNSHHNDSH
HHOSHNNNSHNNDSHONDSSALATIOOOMAAIAAINANOYAVVIAAAVLATII ISNINO TAAVNIASA #0DTS00LTOL
ASISTIAN TSNS ALLADOMIATVAITITIOdVOAIMOINLASSALOOSALIS T TISOOIOATOOOSTATOAT | -SOSE-L0D610AI0T | 9S0000L10L | TES
SSALATIOUOMIUOVATIVINDAATVLAALI TINWTTAALND LOQASILIIONASAVAN LTI OUNNOY
SOIAVATAYONOIVOAAMOWNAASHAIADS YV VIS TATISOOIOATOONSTATOATISOHODNSHONNOSHHNOSH
HHOSHNNNSHNNDSHODDSSALATIOODMAAIAAINANOYAVVIAAAVLATI ISNINO TAAVNIASA 1190900L10.L
ASISTIAN TSNS ALLADOMAIATVAITITIOdVOAIMODINLASSIIONSALIS TITSOOIOATONDSTATOAT | -SDHSE-L0D610AI0T | £S0000L10L | T1€€
SS
ALATIOOOMATAODVIIAIALITIVVIAATVLAAIN INLAO TATINI VS MASILIIONAIAT A ALNOAS M
AIVVAITIIIOdSOYAMVINSADTALIDSV VIS T ISOOVOAIODDSTATOATSHNNNSHOHHHSHOHOOHSH
DOHOSHNHODSHONDSHDNDSSALATLOOOMAAIAALNANOYAY VIAAAVLATIN TSNINO TAAVNIASU $041900L101L
ASISTIAN TSNSALLADOMIATVAITITIOdVOAIMOINLASSAIOOSILIS TITISOOIOATOOOSTATOAT | -SOSE-L0D610AI0T | TSO000LIOL | 0€€
SSALATLOOOMAAIAALNANOYAY VIAAAVLATd N TSNIWO TAAVNIASAISISDAAN TSN
SALLADOMIATVAITIDINdVOAIMONLASSALODSILIS TIISODIOATONDSTHATOATSHONDNSHOHNO
SHNHNSHNNNSHNNNSHNNDSOHNNDSSALATLOOOM SO TLSASNIAAAVLATIN ISNIWO TAA LN VNG L0D610dD0T
MSISTADINASAAAALADODI LI VATAMAONODd VOAIMOWNNASAIOSY VIS TITSOOIOAVOOODSTATOAT | -SOSE-+0DTSO0LTOL | 8F0000LT0L | 6T€
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SSAIATL
DOOMATAOOVIIAIANIRN VYV IAALYSAAd N TS IAO TANLNIVNAQUSILNRADIASATAALNODSMAIVVA
ATITIOIVOAIM OIS ADYATIOS VYIS TIISOOVOAIDDODSTATOATSOHHHHSHNONHSHHOHHSHNHNHNHSH
NONHSHONNSOHNNDSSALIAOLOODMAAAVMIAIASOINISLITAVVIAAAVLATIN TSNNOTAALNIVNQY

€0OLI10L10

SILIIONASAVAALSOASMSIVVAITITADIVOAIMOINVASSALIOSY VIS TITISAOVOATOODSTATOAT | 1-SOSE-TOIL00AST | 160000L10L | THE
SSAIATL
OOOMAAAOOVINAIATIINVVIAATVLAZIN INLNO TATLNYVSMASILIYOIAIATAALNOASMAIVVA
ATITIOISOUIMVINS ADYATIDSV VIS TIISOHOVOAIDHOHSTATOATSHONNSHHHOSHOHNNSHHOHOHSDH
HHHSHNNDSHNNDSSALAOLOOOMATAVMIATASOINLSLTAVVIAAAVLATIN TSNIWNO TAA LN VNAY £041900L10
SILTIONASAVAALSOASMSIVVAITITIDIVOIIMOINVASSILIOSVVIS TITISADVOATOODDSTATOAT | 1-SDSE-TOIL00ASYT | 060000L101 | 1€
SS
ALATLOOOM ATAOOVINAIALITIVVIAALYSATd N TSLAO TANINIVNAUSILAYONASATAALNOOS M
AIVVAITITIODdVOAIMOINS ADAALIDSV VIS TATSHOVOAIOODSTATOATSHOHHOSHOHNNSHHONSH
DNOSHNNDSHNNDSHODDSSALATLOOOMAAIAAINANOYAYVIAAAVLATdI ISNINO TAAVNIASA | €0OLITOLIOL-SOSE
ISISTIAN TSNS ALLADOMIATVAITITIOdVOUAMDINLASSALODSILIS TITISOHOIOATOOODSTIATOAA | ~(ATH)L0D610AI0T | ¥80000L10L | 0F€
SSAIATLOOOMAAIAAINANOUAVYIAAAVLATIT TSNINO TAAVNIASATSISTAANTSNSALLADOM
YATVAITIDIOIVOUAIMODINLASSALOOSALIS TITSOOIOATONDSTATOATISHOHOHHSHHHHSHOHNHSHO
HHSHNNNSHNNOSONNDSSALIATLOOOMAAAOOIAIANITIVVIAATVLAIIN ISINO TATINIVNQY L02610dD0T
SILAYONAIATAALNOTSM LIV VAITITIOddOYIMVINS ADYALIDSVAIS TITSOOLOATOOOSTATOAT | -SOSE-60AT1900LT10L | TLOOOOLIOL | 6€€
SSAIATLOOOMATAODVDIAIACIDIVYIAATVLATdN IS INO TATINN VN@ISILIIOMAIATA ALNDAS
MLIVVAITITADddOYIMYINSAD YA LIDSY VIS TIISOOVOAIODOSTATOATSODHOSHNNOHSHOHNOSH
DHNSHNNHHSHNONSHONDSSALATIOOOMAAIAALNANOYAY VI AAAVLATIN ISNINO TAAVNIASA LOAT900LT0L
ASISTIAN TSNS ALLADOMAIATVAITITIOdVOAIMODINLASSAIODSALIS TITSOOIOATONDSTATOAT | -SDHSE-L0D610AI0T | TL0000L10L | S€€
SSALATLOOOMAAAODINAIATIINVYIAATVLIAA TSLINO TATINIVN@ISILIYONAIAIAALNDAS
MIIVVAITITIOddOYIMVINS AD YA LIDSVAIS TIISDOLOATONOSTATOATSHHHDHSHOHNHOHSHHNNHSDH
HHNSOHNNNSHNNDSHONDSSALATLOOOMAAIAAINANOYAVVIAAAVLATI ISNINO TAAVNIASA 60d1900LT10L
ASISTIAN ISNSALLADOMIATVAITIINOdVOUAMOINLASSALOOSALIS T ISOOIOATOOOSHATOAHT | -SDSE-L0I610AI0T | 990000L10L | LES
SS
ALATLOOOM ATAOOVINAIAITIVVIAALYSATd N TSLAO TANINIVNAUSILAYONASATAALNOOS M
AIVVAITITIODdVOAIMOINS ADYALIDSV VIS TATSHOVOAIOODSTATOATSHOHHOSHONNSHOHOHNSH
DNOSHNNDSHNNDSHONDSSALATLOOOMAAIAALNANOYAY VI AAAVLATdI ISNINO TAAVNIASA €OOLITOLIOL
ASISTAAN TSNS ALLADOMIATVAITITIOIVOTIMONLASSILOOSALIS TITSOOIOATOOOSHATOAT | -SDSE-L02610AI0T | T90000LT0L | 95€
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SMINIVMNDD THSAOVATIA
YTdOAAOANY TIVOLAVVOS TUDLAHOVADIAAD TV I TIIVIAALAIIOVAIVAATAADSOOWIAHAOALSTIANA (PE£Tr0d)
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SSALATLOOOMANAd ARISAVIDAAAVLIATIITSNINO TAA NN VAMISILAEOMVSAVAALVADILIHVA
WTIAAVIVOAA MO TINDIHAAOS VYIS TATISOOIOATONDSTATOATISDONNSHOHNHSHOONOSHNNNHSH
DOHOSOHNHNSHNNNSSALAOLOODMAAAVMIATIASOINISLTAVVIAAAVLATIT TSNINO TAALNMVNGY | TOVSSO0LI0L-SDS
SILAAOMASAVAALSOASM SIVVAATATIOIVOUIMOIWVASSALADSV VIS TATSADOVOATOOOSTATOAA | £-(A1A)TOFLO0ASH | 880000L10L | Lb€
SSALIATLOOOMAQAOOVIIAIARIDIVVIAALVSAAN TS INO TAWINIVNQASILRIDOTASATAALN
DOSMAIVVAITITIOd VOUAMODINSADYALIDSV VIS TUTISHOVOAIONDSTATOATSHNNNSHONNSHO €
HDHSHHHHSHOHNHSHOHODSHNDNSSALIATLOOOMAALOOVVIIIIIDAAAVLIATd T TSNINO TAALNTVN | 0OLTT0LT0L-SOSE(
QISILIIDNASAVAALADISSI TVATTIONDdVO Y AMDWINISALIOSVVIS TITSOOVOATOOOSTATOAT | 18010)L04S007IIH | 10T000L10L | 9¥€
SSALATLOODMAALOOVV AN IAAAVLATINTSNINO TAA LN VNAASLLADOMASAVAALADISSI
TVATTIONOdVOUAMOWINISALIOSV VIS TUTISOOVOATONDSTATOATSHONDHSHOHNDHSHHHOSHOHNO (
SOOHHSHHNHNSHONNSSALATLOOOMATAODVINAIADIDIVVIAALYSAAIN TSINO TANINIVNAIS | T18010)L04S002UdH
LLDAOMNASATAAINDOSMAIY VAITITIOdVOAIMONSADYALIDSVVISTATSOOVOAIODDSTATOAT | -SOSE-C0OLITOLIOL | 001000L10L | StE
SSALAT
I90SSUSTSOOILIAAAVIATITISNAO TATLLIVN@ISTILNIOMASAVATLASOSOSISSAMTTOINDI VO
AMSIADASSALADS VYIS TUTISNOIOATONOSTHATOATSOHONNSHHNHNHSHNHNNSHHNNSHOHNHNSHNNNOSH
DOOSSALATLOUYDOMIUDVATIVIND AATVIAIDI TINIWTTAAINO IOMISILIIOMASAVANIIOUNNOY
SOIAVATAUOMNOdVOIAMOWAASAAIADSVVIS T TISOOIOATOONSTHATOATSHONNHSHNNHNHSHNNNOSH a1V
DOHOSHOHNHNHSOHNNNSHNNDSSALATLOOOMAAIAALNANOYAY VI AAAVLATIN TSNINO TAAVNIASA | -SOSE-11H0900L10L
ASISTIAI TSNS ALLADOMIATVAITITIDIVOLAMOINLASSAIOOSALOS TIISOOIOATOODSTATOAT | -SOSE-L00610AI0T | 960000LT0L | #¥€
SSALATLOOSS
ASTSOHOILIAAAVIAAIL ISNNO TATLLIVNQUSILIIDMYASAVATLASDSOSISSAM A TONDIVOUAMSIN
DASSALADSV VIS TATSNOIOATONDSTATOATSOODHHSHNHNHSHHNHSHHHHSHOHHHSHOHHHSHOHNHNSS
ALATIOOOM AAAOOVIAIAIAIVVIAALY SAAN TS LAO TAN LN VN@ISILAAOMASATAALNOOS M
ATVVAITITIDdVOUIMODOINS ADYALIDSV VIS T ISHOVOAIDDOSTATOAISHOONHSHOHOHHSHNNHSH g1V
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