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L. Ryl RE PR , BTk 5 ve b Ak 2 A N 3R B A R 32442 (HER2) , B ik B v B 44,
EVHX AIVLIX , Hoit R VHIX A4 SEQ TD NO: 2f%JCDR1.SEQ ID NO:3fJCDR2AISEQ ID NO:4
fICDR3 s HFTIRVLIX 495 SEQ ID NO:6[¢CDR1\DASHICDR2HISEQ ID NO: 7f{CDR3,

2. BRI SR LA, Horp B VHIX U5 1 TgHV 1-18-1Fh 2, iR VLIX Y5 [ 1gKV3-11-01.

3. B TERE UL, BT B v B PR 45 B N SR B AR K IR 32442 (HER2) , BT il B v B B A4 4D,
ETVHIX FIVLIX , Horb Bk VHIX A9, 2 FEB1ISEQ 1D NO: 1, H PR VLIX A& FISEQ 1D NO:5

4 AR EER -3 AT — TR Ak, >4 WIS 45 1 290 BTk B 5 FEL?1$XT%256\%%&$
HER2 41 s B A K T-0. 80pg/m 1 I ECs0fH

5. AR ELSR AR AR , 24 a0 SZ it ] 1 270 B i D e I, Birad 044560 T 45 - RIS HER 21 41 i
AAHET0.50ug/ml FIECs0fH -

6. AR EE R 1 -3HAE— TR B Ad , 29 s 45 15 0 Birad I 5E ), B 34495 F: ADCC, 58
LA D 30% % Cr—RE il o

T BURIE RO I PUAA , >4 71 S8 i 5] 15 i ok W 58 ), B ik 44 75 S ADCC, SE T /> 40%
[P Cr—R T o

8. BUHIEL SR 1 -3HAE— T P A , 2 Q0 SE 51 16 7 B o I I8, Pl ol S 4 0 1| ZR AX HER 2
F1%) 240 P TR A —={ AR P 3 3

9 AR E R 13 AE— T o dds , 2 A0St 451 17 H B ok 0 5 1), By iR A AN ik R ik
HER2 (1) 20 Jfa (1) it A —15 3 1 33

10 AR EER 1 -3 AT — TR A4 , >4 20 St 451 1 8 B ok 5 I, >4 Pl i P A B 322 317
PG A TR TR I, Pk 5044 R HE 22 /D 49% ) SR AAHER2 (1) 40 i o

L1 UM ZR L0 HiAA , Ferb rak vy 7 88 20 o B M T -4 B R AR el T2 2

12 BRI SR -3 F AT — T J A , F6 o B 0440 8 0URE S Pt A , LA 68 i mi iR AR
BORHPE— TR 8 SRR SR 255 X, FILRA AR 4555 e MR 38 s 45 607 5

13 AR EER 1 20 A4 , Horb B A [ 25 605 S P o N ZRRE AT B AN Fe 3244 T4 52
P BCHER2(1) A R R A7 1) 45 5 4 e 1k

140U s, A48 (1) SRR AUR R 1-1 3/ A — AT R (1) AR I $L R 45 A (X
S —Puia A (1) B S PR A X B ik, Hod Ik 55 ik 5 Prik 85— HuiR AL 45
AAFRAL

15 BUREE SR LAR) AR S P Ak, Forp Bradk 55 —HiAgi% B « DO SR 1-9HAF — B 47t
&, A SEQ ID NO: 168[¥CDR3F B HIVHIX [ Jri 44 , MCD3Hi44

16 BRI SR 14— 15 A — T AR S PR A , Ferp B 88 — 544, & VHIX , Frik VHIX
£14SEQ ID NO:166f]CDR1.SEQ ID NO:167fJCDR2FISEQ ID NO:168fCDR3.

L7 BURE SR 1610 RURs S Pt fudds , Horb Bk 55 — Jo 4 A5 VHIX MIVLIX, Birak VHIX A, 25
SEQ ID NO:166#CDR1.SEQ ID NO: 167 JCDR2AISEQ ID NO: 168 CDR3; Fifik VLIX £ 7 SEQ
ID NO:169[¥ICDR1 GASIICDR2FISEQ 1D NO:170fJCDR3,

18 BURIE R LT H AURs e M iAd , Horp Bk 58 — A9 & VHIX FIVLIX, Firak VHIX 455 7
HISEQ 1D NO: 164, FridVLIX A& 7 FISEQ 1D NO: 165,

19 AR ZER 15 LT 8 A — T ) XURs S Pt fudds , Ho v Bk CD3 349 & a) A5 7 71
SEQ ID NO: 171 VHX FIL 5 FEFISEQ 1D NO: 172K VLIX s B8ib) & FFJSEQ 1D NO: 173
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VHIX FI40 2 FEAISEQ 1D NO: 174fIVLIX

20 BUMZR L 3L ATR A — T fuds , Herp B fudg & K diid .

21 BRI R 2009 Bidhs , Horh Frik fidd 2 TeG LAk

22 BUHNE SR 200 Ak , Hoh Flrid fid 22 1oG L,k fidk

23 BURE SR L 3 LA AT — TR Fo A, R Fridfigs 5 5 — o i 5 .

24 AURE R 23 fiAd , Hod Bk 5y — AN 4 20 i 55 MR8 4 S IR0 PR R A7 2= L 25 0Bk
4R £

25 . BUREE R 24 fudds , o BT iR 4 B 55 MR 3043 1 B SR AZ B s A B A 5t 22 B s R AT B KD 5
RACCEE s HOKT s 2 B Z IR s RV s KEFIL KELW RO 232
b2 s RATH R “FRRIEE R I S & O HH O RIEREER G E R IR E =D 1-
AR PSR G R T RE M2 KRB SRR ERER FEGER: U
AU s AR DA 2 s U 2 50 2450 s W BR 3 A OO 4+ S HE VE R BRI G 1 B
MEEAFHR EILFR EUAEHR LTHR . .CGEREWHER A HZFR AR
%« N & Bowman—Birkds BN H]F) AR R E S 2 valorin, B 9% 2 .gelanin ., /HE
SEEAME OERAE Rl ER N ED AT RED MR E D SR
BERB EE A W E R E O IR EAIHIA L AW R smitogel lin  RIR I &R BHERM
KB R 2 LRI RNase) ;DNase 1. HI & ERE N B ZRA; EMEETUREEA ;A
R MR R E N R

26 B ZLR 25 Frodds , b Birad i 8 2 . 400 9 38 B R 1 Pirad fru AR P 2 FP i
M4 6T e L 6Tt S5 WG4 | AT A Jf EF | I o S-S IE L I8 R DR VER A IR L R A
FiEe 8t 7 V0 Atk VR B v o SRR s TR B A R AT | thioepa K T IREST RIEG REIT
(BSNU) ¥& B H)YT (CONU) PRI RG - 1V %2 IR H HR B BEIR I B 2 A R E2 R (DTIO) WA
FEME L EZC4A. F£41.duocarmycin A.duocarmycin SA. 5 & 2 (CC-1065) s fir
RIAERNERER HER FRLE JCMER ZAEFER KRR S FER 2l FE
# (AMO)) s IR LA 2253 2457 ymonome thy | auristatin EBCF; ik (MR8 R AHR 014
P B ARE 5 JIT 34 8 JRR 55 2 1 B R N B R B 2 1 AR AL B R R A ARE R K IR B R
BF# ONSLT I.SLT IT.SLT TIV ik 3% i 8 1 UPAPT PAPTIHIPAP S,

27 BURE R 25 26 AT — TR Judk , Frid $iiE 5k B W M4 s s R 6: 28
HI. FEHFHEHEZR duocarmycin. FF A EHE %K ,CC-1065.monomethyl auristatin E.3k
monomethyl auristatin F,

28 BUR) £ SR 25 F126 AT — TR ik, Frid Hife 51k B a0 T BRI R 485 - TL-2. TL-
A IL-6.1L-7.IL-10.1L-12.1L-13.1L-15.IL-18.1L-23.1L-24,1L-27. [L-28a. [L-28b. [ L-
29 .KGF.IFNa,IFNB.IFNy .GM—CSF.CD40L.F1t3FE 4% . 41 MRl 5~ 22 v &) 5= A TNFa,

29 BRI LR 25 F126 FAE— T HiAk , Frid dids ST R A =8 5 -

30 BUHNE SR 29 FrAd , He v B i TR M (R 7 28 g ek i

3L ZH IR, dwmhdi 5 Wi () —MELZ MF 51 : SEQ ID NO: 1HIBHIE o

32. RIKLFA , HAT SRR ZR 3L AL IR e 31, He v Fridk A4 gk — 20 2 h ml 4 1 e
PR I R E X R S X B R A R 2 I E e X .

33. BN HAZ MBS AZ W) 1 A, ™ BRI EL R 1-20 A — T SR Hi A4
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34. A AN, AL SRR ER 1 - 22— T e PR A2 2 b mT 352 1R 3

35. 254, HAL S BRI SR 23-30 AT — T e LRI HU AR 24 2 b ] 5252 i 2

36 . BRI ZLR 1-22 A — T Ak , H HAEZ )

37 BURE R 23-30 FAE— T Hi4d , L HAEZ .

38 BRI R 1- 229 — TR fdd , o TR RE Va7 o

39 BUHEE R 23-30 FAE— TR Hidd , oA TaiE iR 7

40 BURE SR 3839 AT — T fudds , Hodb BT id e 18 B « LIRS BT e AR /N4 i
S B D i S DN B0 L B L 45 M EL e (0 KRN S5 () Wtk A M g L 5 B0 L iR
JRSE S8 FUsE MR SR 2R AT A 2

A1 BRI ESR 3840 HR AE— T S A4 , Hep Bk Hidd BT A0 — Pk 2 Pk — 20 199697 57
HEVIRITRIE

A2 BURIEER AR Ad , o Frid it — 2B BRI 7 a7 570

A3 BRI EER1-30 HAE— TR HUARAE §il & H T Y6 97 e i 25 W b i FH o, oo B i
E Ve B FLIRNE 45 W EL e 5 IR/ 5 30 e o M A R 3R | RS TR L T
B W < 52 AL A 2 e AT e e

44 BUR)EE R 430 s , o A B B 2R e o i T PR 9 o

45 UM EE R A3FN44 AT — T K] s , b pirads JgiE ik B 7L s w20 B B/ 4t e
A S B D S BN SR L B e 45 M EL R B Sk S () Wtk A M L 5 B0 L TR
R S AL R R A 2R A 2, AN/ B Bk oAk B TR — Rk 2 Rl — 2P 1
TEIT RIS A A DB T R E .

46 BRI EL R 1-30 HRAF— TR HUARFE 6l £ 25 b (59 38, Bridk 254 A T-16 97 16 B 3L
I 25 W EL e 5 PO R/ 5 200 e S MR DR 2R L N S L SRR R SR L 22 AL
T B ZH 2R R B e e ) e i , A R ik 245 Wt T 75 L A

AT MRV E R A6 & , Horp Frid Juik s TGl xuih , fn /BT ik 28 & T 5 — A
735 H BT — ek 2 F iR 4 g S IS HER2 MIEGFR AN/ BXHERS o

A8 BRI EER AT A , Fod BIrad 53— A0 50 9 A MO 23 R 358 40 S T8O PR IR B 2= L 245 W)
i1 P

49 . BUREL SR A8 F a8 , Horb BT iR 40 i 75 PR 350 75 1k B SR AZ I s 40 B A 5t 25 B s R AT B JIAD 5
RACCEE s HOK T s 2B IR s RV H s KEFIL KELW RO 232
b2 RAFH R “FRRIEE R I WS & O IHH s KT REER G E R IR E =D 1-
AR PSR G R T RE M2 R SRR ERER FEGER: U
AU s FEA s DA 2 s U 22 50 2450 s AW ER 3 A OO 4+ S HE ME R BRI G 0 &
MEEARHR EILFR USSR LTHR . .CGEREWHER A HZFR AR
&+ KN 5. Bowman—Birkss H B 7] BCER R E /M EE 2R alorin, B #E R (gelanin A
SEEAME OERAE Rl ER BN ED AT RED MR E D SR
FERMERE A D e EED VER RGN AW ER nitogel lin, R HE R . ME = M
WiEFR R TR ZMZIREE RNase) ;DNase [ A& BREN EHRA ZWMHEMEIUREEA A
R MR R E N R

50 . BURE R 1-30 HHAF— TR K HUARAE 61l 4 254 b (1) 3%, Brid 254 T8 97 16 B 3L

4
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5 E e 5 W/ S0 e TR SR 2R | O S R 0 AR L 2
o~ BOCEE 2R e AR R S E () T, LS

a) WP BAIREN 2, Pk e i A 46 L SR IAHER2 FIEGFR AN / BLHER 3 1) Mg 41 . »
A

b) K FTIR 2 AT Rk 523

51. T P2 AR BRI ZE R 1=-30 P AT — T SR 5 vk, Frid ik A T 70 3%

a) FEFERUCRE R 3300 1 4, DA &

b) MEFFRFLLALFTIA TR .

52U EL R 1-30 AT — TR 0 A4 78 ] 2% 770 19 i 3& 5 B ) T A 0 A4 5 o
HER2HIAFAE I 77, B dE «

— FE YRR B SR 1-30 R — A 4k SHER2Z (R T L E A R A5 T BT ik RE
55 BT oA 42z s A

- MR GEEAERTESY.

53 . FT K R 5 P HER2 I AZAE R ) &, 046

— BUFIZER1-30 R AT — T difds s DA 22

— B RS A A U
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ST XTHER2BY B2 e FE H 4k

& BRI

[0001] AR BRI St N3 J AR BRI~ 32 442 (HER2) () 52 v B o dds , FHIX SR HiAd iy Al g
JUH R EATMEIRTT I RE 1 g

[0002] “KEiSE

[0003]  HER2:E 185—kDa) 4 M 7 [f] 52 1A K BRI , /& R B AR R 3244 (EGFR) K IF)
B 1% 5 AR VU R A [ () 5244 : EGFR/ErbB—1,HER2/ErbB—2, HER3/ErbB-3 FIHER4 /ErbB—
4. EGFRZIE T VYA i SR B [ Y A0 S0 — SR A4, HER 22 X0 T H A Er bBSZ AR AL 1% H HL 5t A7 4%
() — AR FEAE (Graus—Porta®s ,Embo J1997;16:1647-1655;Tao%s,] Cell Sci2008;121:
3207-3217) o A] LI ik i SRAK B il 5 AT DA BC AR 25 A i A B At Er bBs I i — 5K
A& ALHER2 (Riese MIStern,Bioessays1998;20:41-48) . X T-HER2 , B¢ A5 % 5 BI4F4AT BT
& HER2VE A T BUZ AR B IR AL, IX 30 2 P55 18 2% AIMAPK % R VLB 3-8 / AK T JAK/
STATHIPKCAik & T UiF 15 5 I Z0E , X B 2 T B0 2 Ph 4l i Dy g6 AR L AR A7 Ao AL 1 i 4%
(HuangZ%,Expert Opin Biol Ther2009;9:97-110) .

[0004]  FHER27EJiEE (4R 22 3 Ay AR v 72 HAE FL I P I F, e rhdiiE T HER2/E
20 % (195 9] 1 I8 HF HHER21S FRIA 5 UG R ZE A % Reese®E, Stem Cells1997;15:1-8;
Andrechek®ZE,Proc Natl Acad Sci U S A2000;97:3444-3449; fiSlamonZ%,Sciencel987;
235:177-182) o5 T FLIRAE , HER2ZR K I 5 HoAth A Mg A , A0 45 51 &1 e , /N2 e
155 IC o, N S0, B0, 45 Wi, B R S 0 R S S 1) K 4 R AH O (Garcia de
PalazzoZE,Int J Biol Markers1993:8:233-239;Ross%,0ncologist2003;8:307-325;
OsmanZ$, ] Urol2005;174:2174-2177;Kapi tanovic®,Gastroenterology1997;112:1103—
1113;TurkenZs,Neoplasma2003;50:257-261; fl0shimaZs, Int J Biol Markers2001;16:
250-254) ,

[0005] il Z Bk di(Herceptin®™) & & 2810 A EAL I 2 30 B8 044 , HE 4T STHER 28 1 11 45
PRIV, AT AE (57 HER 2.1 2 25 1 4 e o L B P A o 068 PR HER 2[R 9 — SR Ak, , 5 BUAE BE /N
FE ¥ _FHER2 5 HoAth 5% il 53 1 598 84k (ChoZE ,Nature2003 ;421 :756-760 fllWehrman%s,
Proc Natl Acad Sci U S A2006;103:19063-19068) . 7£F H A id B HER2E A K F I 4w,
KL Z B BT (trastuzumab) FIHIHER2 /EGFR 35 — AR 2 plt WehrmanZE, (2006) , [A]
[ sSchmitz%. ,Exp Cell Res2009;315:659-670) o i 22k B Hy AT 4044 4 i 12k 40 B 1 4
Wz (ADCC) Py L Jf 71 S5 A4 St V% » 75 WU 47 85 A S35t ¥ ] LA 3 BUHER 20 2 4 i v 8k
LI 2 RS B Vs MR I R ) R TR o 0 T Il Z BR SRR O O 1 3R 3A s /KT BTHER 21 s 4
B A 0 AN Py 38858 1 F01 (NahtaflEstevalf 4218 ,Oncogene2007;26:3637-3643) .. &
it 7 Herceptin®™ FI T HER2 Fe3 (% 7 VE 3L 55— 2R A iRy B S 7 A SS 4
S AE A — N E 2 ML R R— 2 & R I Z 2R B BT AE20-50 % FTHER21L
AR B FUIR e e 2 G U, R 2 AT N A AR LA HIE R IWE K (Dinh%§,Clin
Adv Hematol Oncol2007;5:707-717) .

[0006]  MA-ZEk T (Omnitarg™) & 75— Bl AN VEAL 5 5 B HUAd o & B XTHER 2 (1 1K) 45 #4035

6
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1T, SRS 10 508 R4k (B HER2S BV B AR 45 & I ErbB SR 5 — AN Al i —
RAL) B 5 P 48 A PR M BOR m HER2 R I8 K AL (Franklin®$ ., Cancer
Cell2004;5:317-328.) . K& IHZ 2k 5t A5 ADCC, 1A 22 Bk 53010 18 FH I 32 B ML ARt
T H =B LA W (Hughes®:,Mol Cancer Ther2009;8:1885-1892) . th4h, A BMH Z Bk 5471
M HEEGFR N AY, 3 8 ik #1 I EGFR /HER2 S35 — B8 A4 1 B B iy 384 9 R 3, 75 W{FEGFR 4 &
(tether) T Fifit (Hughes%,2009, [A] |) .iX HEGFR B KL EGFR/HER2 - B4 B8 A5 %t Iy
fh3x — M2 45 TAH I (Pedersens Mol Cancer Res2009;7:275-284 4R IHE , 247F LART )
22 2R IR T B R R ) AR S LA B 22 Bk SR il SR R B A R AL
B3 0 PR e R A e (Baselga, ] Clin Oncol2010:28:1138-1144) , 1478 LA
HI AR VAT THER2 BH 14 4 78 14 L I X Mpbidd 55 2 Vb 2§ (Docetaxel) SLFH AR TTTHH
I IEAEEATH

[0007] kSRR HUARIRIT R B —Rior ot B R Al R s A R s A R ik R R
ISR RS AN AT, B I = DR PR & 0 SR AA , B — AN A I 4 i 1 )
ORI R UL 5 — AN S8 ) T ML 50 5B AN CD3 R . 45 5 5 T2 s AP e T4H B . Jidysg
LA S AR E A4, FECRIE IR 4L Mul Ller fiKon termann, BioDrugs2010;24
89-98) .Ertumaxomabili & X FEF XTHER2(F) = DR P44 , HAEAIRHER2 K 1 41 e 32 v 5 =
A, R PE SIS I TTRRIG R & B (Jones™s, Lancet Oncol2009;10:1179-1187
FKieweZE,ClinCancer Res2006;12:3085-3091)

[0008]  HER2HUAAZGMEE &4 (ADC) B Hi 721w AR K« T-DML FH 5 H 6 5 Rmay tansine 4%
A1 i Z Bk B B o Burris®E,2011,] Clin Oncol?29:398-405FLewis PhillipsZs,
Cancer Res2008;68:9280-9290) & [ 7E 1 1 HHHI0 A 7™ B Tl Ab 38 A6 38 A B (B0 DA 1
ZEREIA/ERIIHE B (Llapatinib) YaI7) R EI N 08 1 R B LTRSS 1 w150 , H
Mg 7 T-DMLLY il Z 3k B4 & 22 DU AR R AE B A DA RT T 5 B M 0 1 A6 ST i her 2—FH M
R VRS IR B P RO 2 42 (Perez®E , Abstract BA3,European Society for
Medical Oncology meeting2010) oI TTHAEES (EAEFH4T 9, Hrp P4 T-DMLEL & B3 fth Vi +47
A5 JE 75 LA R #2252 22k B0 VA T A HER2—BH 14 1) o 350 g S Bl 6 R 1 LR 1 i v 197
RO Ak

[0009] REVFZ N ES 5k H THER2E AVE T I A& M ok, tnRHER2-HUA R A4
TEPUR LS & J5 8 R AL , 156 T ADC T VAR & — Pt 35 6 T/ BRHER2 044 (1) 1l 75 S
T PRI SR 4 AT $EHER2 N TAE FH (Ben—Kasus® , PNAS2009;106:3294-9) . LA HGE A
HER2HUARFS FICTAH XS T e A1 B 138 Hb P 4k - 25 A #H R 1 R A7 (W099 /55367 FIW02006/
116107) o #R 1M , SEGERAHLL , HER2[F) P A 32 5 o SH 52 I, EGFRIF] Y5 JE A ) P AL R 28 36 1=
T-HER2[A Y5 — B4k (DinhZE,Clin Adv Hematol Oncol2007;5:707-717) .EGFR, ik 4
HER3, ] DA 93 5l JH it JZ sl EGFR/HER2 FTHER 3 /HER 2 S )i — B8 A4 1 34 INHER 21 N & AE H
(BaulidaZf,] Biol Cheml1996;271:5251-5257 ;Pedersen NM, %5, Mol Cancer Res2009;7:
275-84) o

[0010] i THER2[ Lhfe 19 5 2L il 75 223k — 20 Wik 5 03 b i g 22 R 1) 38 (1) 9 EL Ak
[RIVETT AR o R, % T-¥6 7 HER2AH I 1 5 o8 T e , U3 9R 75 B M 22 A1 7 i o

[00111 K HIMEIA
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[0012]  ZARJRER—A B e 54t AT I 77 FH I B8 04 v FERE S 10 A7 200K B8 5 B HER 2950
s o AR B AR B 7 5 AR AT O R I U AN [R] (T HER 245 6 e Tk o e il , AR A8
CRE WTHER2 [ &5 A0 52 v 2 7R K343 i S AR 45 4 5 il 2 Bk B 470 L A 2 Bk R B BRES /C1 45
A B EEHER2 [X B 5 & (FJHER2 X B, B I BRI RRIEAE T, 5 2 AU AL , ZEADCH & H
A HOAEALRHER—2 1) Jirb 48 M 1) B vy () 2% 28, 5k 1y oA A F0 /B A I 3

[0013]  ZEARIERISLHE T Bh, AR ISR 2 NI, S5 H R AL, /300 T A&
PR YT @ B A A R R s B PR R B R AR T, 5 L s BUE KPR IS A
HER2I1) 9o 20 M (1) A R &5 B 05 1, 05 S MR 45 A SRS HER2 L B R VR W) (O Bk L B2 4, 45
HER2 J5 4 20 AL » 4 N ADCIiE IR 25 D8 i B 7K 1 SRS HER 21 e 41 U 1) =1 86 77 7242
K HER2 P 20 i (6 390 T AR T-F5 , o 3 SR HER2 1) Je £ JH0 1) 284 (69 o AR 410 ) ) 205 SR 5
SRALXTRISHER2 ) 4 1) 2L IADCC—A- T I /AT, BA e IR PRI  5

[0014] "R — D EANFEIR T A B 3% L R Ath 75 T

[0015]  ff Il 8 22 14 P

[0016] ] 1:HuMabHE & A]AZ[X (VH) ¥ 500 & (S 1) FFFI L X (A-K) AERAVHIT
W fERR A B S R (SR IR LR A R W A R R WoR o Bon EA VHIF B, o
X" Fon ] BE A HADEILER (% A2 RN B EE G R S R 1A B AE AN VHIE B,
CDR1.CDR2FICDR3/F 51 T R R~ AL R A 3 — 20 8 LT LA CORFF .

[0017]  [&[2:HuMabf2BE P[4 X (VL) [P 3 5 & () [T FIR LT GRrA-B) SEREANVLIT
P FERREAL B SRR (S 1) 1B ZUE R A R Z B IR R W o 7E Bl 2A B A VLT
IR A AR V-IX Bt (1gKV1-12-01) , AH30 44 A e 42218 19 J- X BeAS [ o WoR LA VLIP3, H
X" RO BE A A R LR Gk F A2 F8 T A7 B b X 0 AR L IR) 147 B AEREANVLF B
H1, CDR1CDR2FNCDR3 /7 71| I T K2k 7w o FE R AP 3 — 20 58 ST A CORIF A1 .

[0018] &3 s sl 1 20h BTk I 5 4, HER247044 55 (AB) & (AUS65) 1 (C.D) % (A431) %
ISHER2 () 240 ff R 45 & i 42 o 2 7~ B0 2 B PP 4 i 3R 10— IR AR T S B8 1) 1 20 S o &
MFT) oECsoff R NR ML T7 0

[0019] &4 :HER2HUAK 554k b Bz 41 - ZRIK IHER2M 45 4 o S A B 2 St ] 1 3+ i
() —IRACR LI P96 (MFT)

[0020] &5 : HER247L A4 HI A& — R T (ADCC) W5 , SE /R 7E S HER2HUAA I & J5 ' Cr—4r 12 I SK-
BR-34H Jf X1 PBMC— 1 ¥ 24 o 2 7 L ok I F SK-BR-341 i ) — IR AR 3R 14k () 44 ZADCCSK
B T8 B A B Cr B A IR 22 o PRI B LS 1 15

[0021]  [K6: 5 KRR M (5B N100%) FHEL , HER247 44 X AUS6 5 2 i Pty 244 500 1) B 1
R EE R AL =T R S0 o 5 -5 R A0 EE Y A8 B A Bl B AUS65 40 B T 43 L 3 BE =
FRUEARZE B2 1) (P<<0.05) o TE4HME B WL 15116

[0022] 7 AHAFTAX & A -B1 Heregulin-B1) LK ZH M, FHiH 8 11-B LRI FHAE
B (KT HE R 237 428 42 FE2 (1) 375 (ROMCF 7 4 JH ) V7 3 Bl o AV Sy kot B, S 7 AR SR80 1 00 oL 10 B89 00 1) ¥
be ) o B8 2 I\ =S (1) SEER SR 1) = bR IR 22 o+ 8 2 1 -B1 U5 3 1) 1Y B 1) . 5 PR 4
il (P<<0.05) 45 B WL 117 6

[0023] P 8:ADCISE , oniB L Fi—«-ETA  —4% & WIHER23U AR Y AUS6541 i (AB) BA43 141
J (C.D) B AFE . (A,B) B n B A2 A3 LA R 2 A 1 Al H—x—ETA” -2 & (I HER 2 H 44 4 2 ()
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AUSGSZH ) — IR AR R ME 236 1 5O G3R E (FT) o (C,D) B n B 28 FH LA R 28 & 1 Al —x—
ETA" -5 I HER2 G AR Ab B (K A4 3 1 4B M i) — IR AR PE SR 30 1K1 2 i i (MFT) « PREH(E B
DL SETRE518 o

[0024]  [&]9:HER2 X HER2 X4 S ME AR 54—« —BTA TG ¥ & 175 S HIA43 1 4R i A 3T .
HER24F04A 55—k —ETA TG T B 3% 5 A43 14 ML 3% 77 o 43 FHRAT ZR 35 15 52 = 40 i vis 770 SR
B 28 DA« —ETA” - 2% & I HER2H 144 ATHER2 X HER2 AU S P 47 A% b 3 (1) A4.3 1 411 i f1)
— IR SIS R B (FT) o8 2 T AT 22 /E J BH 1400 B, i A0 P (5] b 2 %) R i Ad A 2 Y]
PEXTHE P

[0025]  [&]10:HER2 X HER2XUE: Mk 43175 S HER2SZAA ) T i . F 10ug/mL mAbSY & 3K G
AUS6521 i 4 fif ) HHHER2 R IR AT I AH X 40 LbE o FHHER24R S PRl FREL T SA 8 £ HER2[H &2 5F:
Feon N5 AR AL FE ) 0 A L G S 0 bl o TR B AL PR S8 (B T IR — TR LR S
PETgGLEUEI A E) BFAME N EARHEIR £ .

[0026]  [&]11:HER2 X HER2XUHKF S PEH 4k (FITC) 5 A B &A= ICLAMPL (Cy5) (M 3L 2 b1 73 #fr o
X T 85 P LR S PEHER 25T/ FTHER2 X HER2 XURR S ME BRI HCys B B HIF I TCIR 2 58 5 (K]
11 () o A T REFR I B2z dil =N ASF B EHE I LAMPL/Cy5 B AR R P I TCR 5 5
B FVE BRSO S PEAHLE AELAMP L/ Cy b BH AR 22 R BEARIIFITCIR R 11 (B) REMN =
AASE T G T S RN LAMP L/ Cy 5RH MRS 22 P T TCAR 21 58 S 1 1 3548 o i [F) X e 25 21
KWL EWNAL G 5 P EBUR AL , B S 2P B RURr M o Ad e A7 B Lamp 1/ Cy 5 FH PR 2%
.

[0027]  [&]12: 38 HER—2 5 R XURR S MR B4 1) 184 5 16 470 1] o £ 1 0ng/mLHER 2951 {4 BRHER2 X
HER2 X5 S P 70 AR A7 A8 140 155 150 R 76 T8 IIL375 1 200 J 5% 5% 23 v 2 PP AUS 6540 g o 3K )& 5 AR /R
S 5 S ML 2, 40 HTE 73R AT AR AL FR R 4 M) 1 4 L o S FH R AR ) e
A g B 1 o5 B o S R B A T 5 1) 5 2 Ak 2 ) 4 i AH B 19 () AUS 65 48 L ) 1 4 L
R 22 o xRN AR — AN

[0028]  [&]13: 18 ikHER2 X CD3XUHF S PR LA L HER2 X CD3XU A 7 VEHUAR FIN29 7 QIR AZ {4
CUUER SR 7 JDuo) A AUS65ZH ) T2 i A5 A 40 i 75 12k

[0029] [ 14 : HER2FI HUA&E 10 N i F100g/mL. mAbY & 3K 5 AUS65 4 fu 4 Al 4 h 2R ik
[FTHER2I FHAT H 43 bE o FHHER 245 S PR SREL T SAE SHER 2K & FF 28 7 N AH XS TR AL 2 4 44
MR E 2 e o BoR B & = IR S TP I = A R .

[0030] & 15 :HER2FAAK (FITC) 5y EF AR ICLAMPL (Cy5) )3 5 7 73 #r o Kb T 55 ol B S
PEHER2HUAA R 5 Cy 5 B RIF ITCHR ZH ML A TR Bk 22 6 = AN 1 EHE B LAMPL/Cy5
SRR R RIFTITC 08 . 55 320 i 098 F1 1 532 Bt 5 3k 1 45 240 B 348 0 25 AT 22 3 £
HLLL Sk 14169 FHercept inAHEL LAMP1 /Cy 5 1H 155 R4 1 B & IRIF T TS 255 5
[0031]  [&]16: fif Bhym s AN M A 43 B BTHER 2B 44 5 B AN [R] FTHER2ECDAA) 4 44 % %% (1 CHO-S 4]
Wi 18 45 4 o Hu—HER2 = 58 4 AHER2, Hu-HER2-ch (I) CR1 = EL 47 38 45 # 3 T [ hu—HER2 , Hu-—
HER2—ch (11) = H A7 %845 M3 T T hu—HER2, hu—HER2—ch (I11) = B4 X8 &5 IR 1T T hu-
HER2FHu—HER2-ch (1V) = BLA3 08 4548 TV hu—HER2 o i /s 4 42 — PR R PEHUAR TH10 14—
153 P98 S MFT) o FEAIE B ILSE 4125,

[0032]  [&J17: FEMEMECB. 17 HESERLA SHyE Bif (SCID) /N HINCI-N8T A 1B i e PR A A5

9
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R HER2-HuMabs iR N BUR o SR Bl 2 B4 (n=10 R /N /4L) /Y- 35 s K/ =
S.E.M. (4) RIAAF B) o PEANE B ILSL i 5129

[0033] [ 18:Balb/CHR SR HBT—47 4L I R 55 R RS F 4% - HER2HuMabs F 44 P 23R o (7R
AR RH =8 /N /) [P e KNS EM. () FIAAE B) o TEAHE B I 58 it 41
30,

[0034] R HII VLT

[0035] ﬂ

[0036] A S Af I, A “HER2” (4% #% ErbB-2,NEU, HER-2H1CD340) J& 48 AN K K2
AP T34k 2 (SwissProt P04626) , A5 40 HY (4045 8 41 i) R IR FR35 B B HTHER 22 [X]
YL A b FRAK FIHER2 A AR AT AR A4 | [R) Fep 2R A0 Bob [R5 420 o 0 P [ D5 0 0. FE BRAEHER 2 (R
% s GenBank ¥ 5% 5G1:109114897) .

[0037]  RE “GuyEBREE 7 45— 2845 FAHREIME S A, PN 2 IREE (— X2 (D) 87
FEFEA-—XE ) 8 R, Ira Vs shmat sk i Rk EA NS C &l
B 754 R AE . WA Fundamental Immunologyss7% (Paul ,W.,ed.,2nd ed.Raven Press,
N.Y. (1989)) o 811 & < , 5 5% B HE ML 2 1t H S BE ] AR X (AR S04 5 D VR VH) A BEHH 58 X
S i o B 1 5 DX LR PR = AN M3 (Cul , Cu2 AN Cn3) 4 G o 5 4 0 AL 0t Py R ] AR X
(X 465 NVLELVL) PR EEIE 5E X 2 il o e B E 72 X LAY b — > S5 A S CU A B o VAT VL IX
A LA E— 20 H 0y R AT AR PR IX (B AR X, FLAE 5 M R 8 PR e 2 AL/ B b B & )
A2, WAKAE AN E X (CDRs) , EATTZ 1B #At 6 SRS IRAEHEZRIX (FRs) Y X 45 . B
ANVRITVL R 3 3 CDRATAANFREL K, » A G 3 A S [ P 0 A AT Bt R 571 : FR1, CDRIL
FR2,CDR2,FR3,CDR3,FR4 (5 W.ChothiaMiLesk J.Mol.Biol.196,901-917 (1987)) &4k I
TSRS 2 07 MR IMGTH U 25 55 A SCICDR ¥ 31 (Brochet X.,Nucl Acids
Res.2008;36:W503-508F1Lefranc MP.,Nucleic Acids Research1999;27:209-212; 1%
TR EERhttpHhEimgt . cines. fr/IMGT vquest/vquest?livret=0&0ption=humanlg.?k
m,Wr LLiE it Kabat®:,Sequences of Proteins of Immunological Interest,
5thEd.Public Health Service,National Institutes of Health,Bethesda,MD. (1991)
Hh TSR ) 5 V2 BEAT oA e 9 h G R IR AR () G 5 (AR SO RS A0 “TiKabat Hh AT AR 25 R e ik
BiT”, “Kabatfr B B MR HEKabat” e X a5 R0 AR 5 6 THEE X 2 2 1%
(¥4, AT LAE AR PE A E R Kabat BBV 5195 RS0 0 T 45 %€ Pk, AT DL S A2 1% 40
3 5 bRt Kabat 2 5 17 51 (4 [R16 DX R G T i e R B i Kaba t 94 5

[0038]  fEAR AR R SCH, RAE “Dig” (Ab) 2 iR iEskEd o+, RIEREA 5T/
FBG B B R MIAT A, AR MR AR A T B S PR RIS S HIRE T
HA G I A B B 22 3, a2 /D 2930908, 2 /0245455 8, = /D LY LN, /D 22/
RLJANES , B D LIS/, B DAL 2N, £ 24/ B SE A, 2948/ BUE K, 49304
5.6 TEHE 2 R 5, B AR AT HAMAROC R Thee bow SR RTE (2 75 % AR 2k 4y Al /BR
YA NGRS B ) 45 B DR IRR ) AR 3 RL A [ I ), AR/ B DA RS AA 1 S A SIS PR I
) o 3 BREE 0+ Y B BE A AR B 10 W) AR X 3 55 4t A LA P 45 6 45 F e A
(Abs) FJ1EE X AT A S 3k B 1 51 R AN T4 SRR E RGNS P
(A LR ) AAMA R GeR2H 20, dnaATE AL 28 i@ 42 1) 55— 21 70 Clq HER2HUAA AR 7]
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PA e AURs s AR X4 (diabody) BB+ CUITUAK I fsiik WA A0PNAS USA90 (14) ,
6444-8 (1993)) o F L b, AR B R AL A XU S MESUAE L SR SRR T 45 S HER2( — & 73 A
Hb 3R] LA G AT GG 1 B bR o WAl Bk, BREE BN SCH MBI ECS 2 BB, AR SCHY
ARETEOIETRR B P b BRIt R 4 & F B BMRFF SRR 4 AR /1. 2
22N, T DL KPR R Fr BAT AU I I 45 & Dh R « AR1E “PUis” hif 55 (0 S5 45 &
A BB 45 (i) Fab® BiFab Fr B, BV, Vi, CURICa L 45 #3820 1 1) B B, B 4
W02007059782 (Genmab) H HEIR FI EEANHLAA s (1) F (@b”) oy B, A & il ik AERCEE X AR ) 3R
MBI PN Fab iy BOR 4 By (111) AR B HH VGl 85 M A R Py B s (v) AR
AR B B VORI Ve A S BRI F Y B s (v) dAb v BE (Ward 56, Nature341,544-546
(1989)) , HEAR EH Ve WA B, W IRAEL W IR 1& (Holt% s Trends
Biotechnol.2003Nov;21 (11) :484-90) ; (vi) ¥&JeHiik (camelid) B KPLiE (hanobodies)
(RevetsZs;Expert Opin Biol Ther.2005Jan;5 (1) :111-24) , Fl (vii) & B AN E [X
(CDR) o 17 H. , & Fv A B AN &5 A3 VAT Vi FB 20 SIS DR b, A m] DL & B B2
Sk HEATNER eATBERAE K %G BN A e i — A flid Hok, Hod
VLRI Vi X FC A T BB 4 (B RRON SR BE AR BB BE Py (scFv) , W Bird &5,
Science242,423-426 (1988) AlHustonZs. ,PNAS USA85,5879-5883 (1988)) . [&dE R 3
AhPR B B8 B, X R R B BRI S AE AR DR R E XM R BOE T B ATUEN E
XA BT F I HL A BT AR B IR AR , R AN A B A M R R o A
e T AEA R B R SO B S R e Ah A BB i B UL SO R B I R
SRR I A B IR AR A2 , BRAE S AME 1 ARE DU IE A 55 8 AT O A B B R 2l U1 %
(enzymatic cleavage) \JIk& RO H A FARIRABLI 22 Ja B A4 | B e FE 1A mAbs) (HUAARE
Z K Wk A U AJE L IR , DL SR BE 5 B e e R4 A Re T PuiE B B LRSS B
BO o AR AR AT A B A AT R R

[0039]  fuiAR ST AdE F IR, “[R) R 280”2 i ph o 4R o X (R it 1) 2 Bk 11 2828 (gl
1gGl,1gG2,1gG3,1gG4,1gD, IgA, gk, B 1gM) .

[0040]  A4E “BMPUAE” AR KA BT Ch ERETUE S FRES S G B PR ST
A REOE SR A2 TK

[0041]  “Z N4 DhRe B Fa IO HLAE” BB Y DhRe SR FETLAE” 248 N Pk, H A A B &%
ICH TG A — PhER 2 P AL ] (A MA TR AL B F e 52 AR 45 A IR 1B H A %8 7T .
I, 8P Dy Re B oAk A B 2 FE AR /- S B A ORI 48 i /-5 1 4 i =3 % (ADCC) A/
BICRMA R 1) 40 B 55 M (CDC) B B8 1B VA 4 RE 77 X MUK I — Mol 72 TeG4.

[0042]  “HER24U4A” BY “Pi-HER2PUAAR” & a0 b Frak i fodd , H 540 5 HER 2 s R4 A o
[0043] A ST AT FHY , R1E “ASUie” 2 B A5 B A B AP R eEERE A FYI A AR
X FHE 2 X P o AR BH ) AN BUAR AT EAASHE AN 2 H PP R G 3R EE A 7 31 S ha I 2 AL 1R
B AL (19 fn e 1 A AR B HLERCE 5 75 AR BRI A Y A A1 5 AR 5N B RAR) o SR T, AR SC B
T, ARE ATUE” A BEEFE S oo, b8 o — M 2L ss () i
ZRICDR 7 FIH i B AMEZR P31 |

[0044] G A ST AT T, an S i dd e AT N S s 3k 8 1 e 31 ) R Ge 3845 1 () e ik
Fo 45T N G % SRR 1 DRI e 5 DR /) B B0 e 08 N S 3R B R IR S L, 9 HLHG
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HIE PRI N PR FE 2 LR 7 51 -5 H i M R % 3k B B DR g A 1) 2 B 1 e 9 Lo &2 /D
90% , & /95 % , BN & /96 % , WIZE 97 % , 5|t 25 /098 % , B w1 £ /099 % AHIF] , A
FUIR YRR IR R 7P U ML, R T EEECDRS, YR H AR AR R PP A SR S5 H %
Pl 22 G0 0 BRET (1 ZE DR G A0 1) = L R 17 AU AR LL , W/ AN I 20N R IR 1 22 57, Bl i AN ik
LON IR I 22 57, B AN ASEIL9 .8, 765N , Bt ANjit 4.3 28 I M LR 1) 2 7 .
[0045]  fE—AMLIE S 7 S, AN R I FoAd & 4 B o A SRS T, “9 B duag”
B EDEFR WU, AR B HAth B A A PR B Bk (9, 4 e 1 45 A HER2
()53 B PR IR A EASE RS e Pt 45 B BRHER2 VA AR S B B iAds) o SR 11, 455 S PR 45 A HER2 ) 3=
A7 < [F P AL B AR 1 2 B R oA AT DL 5 HAR AR IS B, 4 ik B A A Ap g o i (91 iHER2
PR R I 470 B A8 SO B 1 H 208 B 5TARTT DA A AN HAR 240 B A4 R AT/ B A 2
o FEA R B — AN SE 7 22, I PR 2 Bl LA AR TR 45 6 e e MR “4r B B po g
PUEH A &7 R 12 LA S .

[0046] YA Sz b AE TR R BE 2 B4R K BN S B R, RIECS . SRR .. K
N R0, T RNE T £ Pl Ak 55 4 45 A HER2, 451 A1 76 S 491 1 A b BT (1) D 5 o 5 e 5
HER2.o fi71 B 3044 85 4 — FhER 22 F HoAth 37044525 96 B B e i, 7044 “PRLMT B 28 PRI — FhER
Z P H Al UAA LS G HER2 , 25 % -T4 % AR “B 0 FELIT , 75 % -100 %6 AUK “5e = fA W™ , Pde fi
FH S e 481 14 7 00 7 K S o T — ST A %, It 48] %) U 5 P ) 5 e BOREL I R A 7Kg — Pl
TURBAAE VAR b, T 53— B AT Sa 9 I A RR B 2], A0 S AT o BRAE B 3T h34h 58
XA, MAEAR SRR, RES . wdT, S R, PR B3 SR I
S e P T X LA X

[0047]  AAE KA ZFRBEUS IR R R4S A PRI R 1 W e 8 o R AT T HH 43 1 SR 1 A
1S TR SO MV 2L ok 88 B ) = 4 S MR AIE , DA RS 3 O 7 FRURRAIE o A R 3R A
ARG RALI X AAE T, ARG OL T, SRTE 4SR5 JGE 1455 A
K.RMAUAHEEHEZES S AR LR EE (BRRAAERMGI %D %A s
(immunodominant component)) , flH At A H$5 545 A 1A LR , Wm] A 5Pk o
Ji5 25 A IR 2 L T B0 25 1) S R PR R i (1 B 2, IR e S R R ik B T e ML R 45 6 K1Y
JE7F (footprint) ) »

[0048]  fASC RS FHIR) , RS “H p BEPUAR” 2 48 B B — 4 7 A R B A 43+ 1 il 4%
o B LR T AR AH 5 W Y0 7 o6 o B R AL ) B — I 45 B R e RSN A7 o DRI, AR SN B
AR 245 Bon B — A I P, HBAA I B AP R e E 3R A 7 21 1 7] A2 X R
PH 72 [X o N B SR SR AT DL Ik Z A2 98 72 AR, ZR A8 R L8 5 7K AR AL 41 B k5 1 S A2 2L PRI B
Ot AR AE N SRBNY (B anks L DR /N B FRAF BIBAE NG , s A B 5 N R B AR
B BE PR (1) SR 4

[0049]  fnA ST AT ), FE DA 5 iU LS BUGR AL 45 A 10 R S0, R “4557 L il
Hh A L DA R T 2107 M 5/, I 2107 MER & 55/, fn £ 107 MER #5678, 29107 "Bk 5
s, B 29107 MR 2 H E SN Ko 55 R 45 A CAIE I 1 A0 /EBT Acore 3000 1 4% H FH it
JEAE NECAR L ELFUARAE o0 i id i 22 10 55 B8 AR 3L 4R (SPR) HoR AT I E W) L 7F H 5BR
THSE 70 J B3 DA 2 1 Ui 2 A RS S MR 30 5T (9 I BSABR % B8 ) 45 4 1 Ho o i Al
bl , L5 99U U 5 45 A 1 28 R LT Ko 22 20 10 6%, W 2 /IR 10065, B 1 2 /iK1, 000
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£, anE /K10, 00065 , 451 7 22 /DK 100, 000 o 25 FH F7AIK H () & Bk T 3044 19K, PRI 4 50
A B Ko AR (RIPuAds o2 m FERR R PRI, AU JiR i 2% A AR T X0 3R e PR R i 2 0 7
(2T A2 5 210,0006%

[0050] AR SCHTE I, RIE “ka” (sec ) A& 454 S HUAA B0 JEURH T A FH ) A 18 30 2 50
FriRE B FRAE Ko efH o

[0051] WA SCHTH AT, R “ka” ' X sec™) A& FaF 52 FUAR UM T AR F I 45 A3
AL

[0052] iR SCHT A T, RS “Ko” M) S F845 2 oAk~ J5UAH BAE B fd o P v 2
[0053] 4 SCAIAEE FIT A, ARG “Ka” ) S 54 52 Ak~ UM FL A PRI 45 P 5, O
HiB T kaik P k3R 1S .

[0054] i SCRT S FH D, ARE “YRI G 5E” (B il S 40 i, an s 20 i) AR Y S
HER2370 A B2 B, FIAS S5 HER 2570 A4 12 i P14 A 1) 401 B 1Y 36 5E A L 5 200 P 398 505 1) £ T B 2 1
A5, G, 30140 B =3 TE 2 /0 2910 % , B0 4120 % B 2 /0 2930 % , B2 /b 55 HE A
il 22 R A, A5, e Ik S A, 48] G S e 48] 1.6 R 1) U 5 BT E Y

[0055]  fuiA LA S FH D, ARE IR IG5 (il S 4 fi, o s 2 ) = dE 4 5
HER2J0 {4 $2 fish i), FIUAS 5 HE R 2 70 A4 122 ik (10 A4 [0 240 B 11 358 5 A L 5 200 o 38 9 1 ] Y S 114
Tns B, (e g0 B SR 22 /0 2910 % , /0 Z120 % B D 24130 % , Bl 2 /0 55 B ik
WIFS—HF, 4514, e ik St 461 o () 0 5 B i o 19

[0056]  WIA SCHTA# I, A SO AEHER2 BT 1) 7R ST rp A8 I, ARE “P AL 4 Hop
ik 37044 A 248 2% 1 R /B0 M S R 55 5 0 A Ak 3R SR HER—2 (1) 40 M X A ART AL A 49 2, e i
WA AE - ] LA B U= 9 A B A i = 10 B 0 s (o, 49, S 4 18 BT iR ) fab—
CypHer5EJl 5E) BCH: Al 52 AL I AR -5 R S0 7 RO TR) 422 0 (461 4, S 91 1.7
I HT—x=ETA” W 52) PEAN BRI AL

[0057] Kk BHGE BRAE T AR5 S 9 Fro AR O VL X L VilX LB — AN B Z2 AN CDRIK) T BE AR 44 [ 471
14  ZEHER2HUAA I T SCHR A8 G Vi VeB CDR (1K) Bh B8 A5 A4 ATY 8K 70 1 1% i A8 A5 B8 RRAR 44k
(parent antibody) {25 A1 77 (affinity) /554 77 (avidi ty) Fl/ SRR VE /L BRI 22 /D 4H
Yo (B D2150% ,60% ,70% ,80% ,90% ,95% BLHE %) , fE— LG LT, 5 EHARUAAH
B, X PHHER2FUAA T LA 5 B K () S 0 77 e BT AN/ B S PR AE G

[0058] x4l UjRe AR A4 L Y (R BE 5 RAR HUAR 1) 0 35 1 F PR — 1 PR 2% 7 9 2 R 1 4
EU () — 122 3 71 Bir S = i A ] A7 B G 2 1 pR 28 (B, %6 [R5 1 = AR A B 2/ fr B S 3
X 100) , [F] I =8 R 11 () 208 A REAN B O R, 75 5| N T2 N T AEPI & 7 2 [R] 34T
AT AT LB E Meyers AW . Miller,Comput . Appl.Biosci4, 11-17 (1988) {5k (L
T2 5l NBIALTGNFLFE (2. 050 ) , 18 FHPAMIL 20 A Ak 5 26 L 1 200 8 11 1 82 533 2 R4 )
157 53 1 8 TR 2% 1% 1 BR B IR T 9 2 TR 1 4 BE [R) — P o stk 41, T LA AiNeed 1 eman Al
Wunsch, J.Mol.Biol.48,444-453 (1970) HL e AN A LR T 71 2 (8] 1) H 43 L [A] — 1
[0059] RGP ) AR AR A FE AL — N B 24> “ARAA” s B Ar B (FE0 B35 3R R
K7 SE VM2 78 ) BEE BURVHAT/ BUVL 7 B AN ] () B8 o 030 A2 A4 2 e o 1 3 1) 2 2
BRI F AR B2 B X 7 31— B R A B IR L 28 B i OF T-CDR P 31 AR A& 1) VR4 45 B
WA24) o 3B, VH, VLECCDRAZAA [ Fr 21 m] LA 3= B3 i fR 57 (1) U T 5 B A
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¥ B VH, VLEBCCDR 7 BUAS[H] 5 5 A8 A& i 22 20 104, i 82 209.8. 746,54 3. 28 1 N HUAR
FART I B AL R ILE e
[0060]  FEAK B R e, AT RAE T R B 2R Hh S B ) R R S T N AR AR

AR

[0061] % T-0R <3 HRAR A 2 R B e e A

[0062]
R 7% 3k Asp (D)= Glu (E)
otk TR Lys (K). Arg (R)#= His (H)
KM R A L T 8 SRR Ser (S). Thr (T). Asn (N)#= Gln (Q)
8 B 75 T8 s 4 6 5k R Gly (G). Ala (A). Val (V). Leu (L)

#a Tle (T)

MR F T ERE Cys (C). Met (M)#= Pro (P)
% A ik iRk Phe (F). Tyr (Y)#= Trp (W)

[0063]  fA SRS AR, ARGE “E AL 7m A0 EREIRRA M R 41”) BERERF T4
FINFAL A, 191 201 G B 4% K BH I 044 1) 208 B0 A4 11 40 B o 2 28 7 3 40 B 0 95 497 2 2 G vg
(transfectomas) , {CHOZH i . HEK 29341 i, \ NS/ OZH i A1 7bk L% 448 e .

[0064]  AGE “BEFERHE AN RENW” Zfa N AR A S, R R A B — D EE A NE R
/B i B R B e ek A B AN A IS R AR ZHDNAHY) | FF HRR i RIA
SEA N T o 0, e B DR /N RPT DU N R B B DR, DA B N B A R Bl N T A
Ak, {45 29 FHHER24T S5 AT/ B AR HER2 1 41 M 3E 4T S J B, /N BR 7 A2 AHER2%044 . A LA
N L B 2 T R 5 g /0N BRI e AR DNA R, 1 [R] 78 F JE ERT /N BRL (491 ST HuMA b /N BR 2HCo 7
HCo12BHCo17/INBR) R A , B3 N L 2 L DR W] DACR R AE QL Ea A A1, A/EW002/43478H
FEIAR 1) B Je e AR KM/ B R o LA B K 19 AN ADJES IR BT A 2 B8 8 23 1) 25 ABA /N BR B G HCo 7 A1
HCo20 (ML AIW02009097006) o 1% & &% F [k Fl A Yo (i AA /N (R (AR SC AL [RI HURR Oy “B% L IR /)
BR”) BEfIE L 22 5 V-D-JE 4 A[R] Fp B HH: (isotype switching) ™ AR 025 P 5
R R AR ) £ Bl R PP (TG, TgA, TgM, TgDAI/BRIgE) o3 A LA I 5] N\ J A5 ix i
SRS ) FE D], 490 T3 e S IR 5 7 Bl L 7 o 2R I R DR AT R 1 e ) P A IR HE
N T 72 A 5 R 2 R I Piddk

[0065]  “Y&IT” & Fe i A R R ARG IE AL W, T 22 At Dkt - 38 1| O o
GH ) TERB RIS B /.

[0066]  “F & B VAIT A E" & Fa 70 0 B & AR ) BA W) , A SRS BRI 4
RINE BITH R ERHER2YUE R LLFE A 22 FiH 28 228 , anAME I B A a2 6% L PR
AT , DA JHER2FURAEAMA N 51k HHEE 1 NI BE 77 VR IT A SR IS R X R &, Ho it
IR 3 WG IT A i AR HAR T B MBSO R

[0067]  “Hu— MR AL Huido2 N Budd, RN S PR R PR S A AL s OB MhRR
[0068] Ak B — AP I O I AHSE i 7 58
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[0069]  4n EJTIk , 2E 58— N5 T, AR W1 S 45 G HER2H B va B A4

[0070]  mJ LA 4nididKohlerds , Nature256,495 (1975) & ik () R AC IR 7k A, B
A DAGE I 5 A DNA T V25 77 AR AR R B ) B0 B g A o 3 ] LA A B B C lackson %, Nature352,
624-628 (1991) FiMarksZE, J.Mol.Biol.222,581-597 (1991) o i i) 457 A MW BE A4 0448 S
JE 53 5 R S R AR o AT LA ART 5 36 ) SR U SR A5 B8 S A o DRI UG, 481 4, AT DA M RS JR 3R
3 5 b B A, I BT 28 A8 R AT DA A BN R PR 0 D S 95 40 /0 B ER A1) /0N B B B4 i o
B LB U TR 20 ] DU 75 3R 1 I8 R (1) 40 , B 2 S B BB I T
JR AL TR o I8 ] LA A8 TR0 3R AT 55 vl B A, Pk 2% A2 IR VAt ) A8 9% () N B ARG L B30 4)
WK M) RIS B RE BRI 4.

[0071]  AE—ASEH T b, A K I A4 e N Ak o AT LA RS 30 0 A\ e Rgu =k
INBR, ZR G I B FH DR B e 0 AR /N 5 7 AR S HER 211 A B0 50 P A4 o 3 v Ji D) A% e £ 4
INERABLFEAE A S 43 A FR I HUMAD 7N B FIKMAN SRR ZINER, 5 FEAE A SCEE R R A R R “B% L TR /)
T

[0072]  HuMAb/]NER A 5 A R S HE N FLBE (WAl y ) Mk B2 Sz Bk A P 2, 2 [F {3 N
Tt R KT R 2V 1 0L ] ) 2R AR ) N A B3R Bl 1 B DR R AR B DK B8 mind Toci) (Lonberg,
N. 4%, Nature368,856-859 (1994) ) o Al , /MR 2 AR AR AR /N B TeMBER k1) 2235 , I B4 S e
R b, 5INHI N HBE AR BE L FE D 2 [ R AL i (class switching) KA iL R A2
(somatic mutation) M= E = A /3 A1gG, x BB ik (Lonberg,N. Z&. (1994) ,[A] |
23R W Lonberg,N.Handbook of Experimental Pharmacology113,49-101(1994),
Lonberg,N. #flHuszar,D.,Intern.Rev. Immunol.Vol.1365-93 (1995) DA J&zHarding,F.
Lonberg,N.Ann.N.Y.Acad.Sci764536-546 (1995)) .Taylor,L.% ,Nucleic Acids
Research20,6287-6295 (1992) ,Chen, J.%E, International Immunology5,647-656 (1993) ,
Tuaillon®%,J.Immunol.152,2912-2920(1994) ,Taylor,L.%,International
Immunology6,579-591 (1994) ,Fishwild,D.%,Nature Biotechnologyl4,845-851 (1996)
Hh PEGHHE AR T HuMAb /)N B 10 1) 4% . .22 LUSS , 545,806, US5,569,825,US5,625,126,US5,
633,425,US5,789,650,US5,877,397,USh,661,016,US5,814,318,US5,874,299,US5,770,
429,U0S5,545,807,W098/24884,W094,/25585,W093,/1227,W092/22645,W092/03918FIW001/
09187.

[0073]  HCo7,HCo12,HCol7HIHCo20 /MR AEEATHI N IS 42 5 (k) F= DX v B A7 JKDA IR (JKD
disruption) (WIChenZs,EMBO J.12,821-830 (1993) H Frid) , 76 &A1 6 Py Y5 5 55 5L K b B
AT CMDEE IR (WIW001 /144241 LRt 1 Hh Frid) , I+ B A KCob N I IR (WIF i shwild4E,
Nature Biotechnologyl4,845-851 (1996) Hfitid) o M4t ,Heo7/INil HAHCoT N H L FL A
(InUs5, 770,429 rig) ,HCo 12/ S R ATHCo 12 N HLEEEE S AT (W00 1/ 144241 SE i 1] 2
Frik) , HCol7/INiR A HCo 17 N HE 56 B IR (W00 1/ 091871 SE i 4 2 iradk) LA JeHCo207)s
b LA HCo 20 A\ R FE G L AT o 7 A 1 /I8 B A8 60 T A IR 0D /) B L A i A R R R ) R 4 5
7 S A NS BREE ) B B A R R BRI

[0074]  ZEKM/NER B R P, EL4 WIChen s ,EMBO J. 12,811-820 (1993) 1 B it K A I /N bR
IR R 20 A ORI ELE 2 00W00 1/ 09 187 f1 St 51 1 i 38 6 P 050 /) 5% T Ak PR 4 3
IR . WIFishwild% ,Nature Biotechnologyl4,845-851 (1996) H1 Flrid , 1Z /N i RREETE A
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KR BERE FE IR KCob . 1%/ B ZRIEHE T B AW002,/43478 0 T 1 S i 44 1 4 Fr B hCF (SC20) 41
R N B e a4k n] DU I aW0,/2009/097006 9 BT A JE i K- HCo 1 25K Cob [J /K] (Balb)
AL A2 HCo12-Balb/C/NE o

[0075]  A] DARRAE 2 S0 B A AT FI Sk 5 3 1 A 5 D] /)N B P L 400 e ke 7 A 43 i N B SR e
(NP S

[0076]  3—, A DAfS A AR S0 R0 F AT O J R B EOR (R AEAN R T, W T 14 Je
T~ 100 B SR B RS S AR R AT A B A B AR B B N SR ECR B HAR ) PP A K
BB, 7 AR 1) 93 7] DA 52 3090 B A R 5 49100 21 R0 77 388, DRI DR 3K S AR e AR 4k
A (L fmHoogenboom® , T . Mol .Biol. 227,381 (1991) (M 1A E7R) ,Vaughan,
Nature Biotechl4,309 (1996) (% & 1Ak ) ,HanesfIPlucthau, PNASUSA94,4937-4942
(1997) (ZHiiARE ) ,Parmley fISmith,Gene73,305-318 (1988) (MEE A EIR) ,Scott
TIBS17,241-245 (1992) ,Cwirla®s,PNAS USA87,6378-6382 (1990) ,Russel®s ,Nucl.Acids
Research21,1081-1085 (1993) ,HogenboomZE, Immunol .Reviews130,43-68 (1992) ,
ChiswellfMcCafferty TIBTECHL0,80-84 (1992) ,F1US5,733,743) o tNHAT FH e i A ™
AR NI PR, WX BB ik ] DLHEAT AJEAL .

[0077] =2 SCPHBTZE 1 () i

[0078] A% BH B AR — N J7 1T, Todds 5 4 ST i 16 58 SCRE W 25 10 38 i N A A i) —
Fhak 2 Fh 4k A HER2 - A [ A7 .

[0079]  FE—ANSZit 77 B, 2 ansL i 414 BTk 0 s B S 22 SRR I it 2 Bk g 5 ]
ETEHER2[I 454 o

[0080]  FE—NsLit 7 B, PR S5 H S SEQ ID NO: L) Fe 21 [ VHIX A48, 2 SEQ 1D
NO: 51 FE B I VLIX (1) 2 B FuAk (169) 456 HH R R A7

[0081]  FE—ANSLjE Ty &, PiiE 5 & A AESEQ 1D NO: 8K 73 VHIX A4, 5 SEQ 1D
NO: 120 JF B FIVLIX (1) 2 B i ddk (050) &5 & AHIRN )R AT

[0082] fE— ALy &, biiE 5 S A A SEQ 1D NO: 151 /7 I H VHIX A48 7 SEQ 1D
NO: 841 7 B FIVLIX [ Z Rk (084) £5-A MR IR AL

[0083]  7E—NSEji 7 2, Juik 5405k 5 0N I VHAIVLIX 1) 2 Ik 25 & HH A 1 R
A -

[0084] &) 5 7 FISEQ 1D NO:77fIVHIX FIALE P FISEQ 1D NO:78[FVLIX (049) ;

[0085]  b) £ /7 FISEQ 1D NO: 79I VHIX FIAL P FISEQ 1D NO: 8O VLIX (051) ;

[0086] ) f5 /7 FISEQ 1D NO: 81 VHX FIALE P FISEQ 1D NO:82[HVLIX (055) ;

[0087]  d) 5 /7 FISEQ 1D NO: 83 VHIX AL /7 FISEQ 1D NO:84[HVLIX (123) ;

[0088]  e) f0.{ /7 FISEQ 1D NO: 85 VHIX AL P FISEQ 1D NO:86[IJVLIX (161) ; Al

[0089] ) L7 /FFISEQ 1D NO: 87 VHIX AL FFISEQ TD NO:88HIVLIX (124) »

[0090]  7EAS & BH B HUAER R 53— DAY B 3 40 7 1, Sk 45 G HER2 , 05 5 AR Uik
(1938 A A& 1) P B AL A (R A VHE CDR3, VHIX A/ BE VLIX F7 51

[0091]  FE—AsEht )7 4, Puid S B AE 8 W N7 ZIVE CDR3IX

[0092]  SEQ ID NO:11 (050,049,051,055) ,fFiHh, Hr VHIX Y5 H 1gHV3-21- 15 R /751 ;
[0093]  SEQ ID NO:130,#ISEQ ID NO: 18[ 7% (084) ,fFik s, Hrh VHIX Y5 H 1gHV1-69-
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0450 R 751 5

[0094]  SEQ ID NO:133(169,123,161,124) ,WISEQ ID NO:4[¥ 7% (169) , fEikH , H A VH
XI5 E IgHV1-18-1Fh RFH; B E

[0095]  fE—ANSLjitE s b, BUiR S W LR R ik 123, 161801249 —F¥JVH CDR3
X, AT b, HoAp VHIX YR TgHV1-18- 181 &R

[0096]  FE—ANSEHE T 29, FriR A5k B W I VHX

[0097] &) A4 % SEQ ID NOs:9, 1274111 CDRL, CDR2FICDR3FEFWISEQ ID NOS:9,10F111
[¥JCDR1 , CDR2AICDR3 /7 1] (050) [ VHIX 5 (T3 Hb , b VHIX 5 5 TGHV3-23-1Ff R 5

[0098]  b) f5,%SEQ ID NOs:128, 1291130 CDR1 , CDR2HICDR3 7% 143 S/ HLSEQ 1D NOS:
16,17 M1 18[¥JCDRL, CDR2HAICDR3 7 %1] (084) [IVHIX , 435 Hy , Horp VHIX Y5 [ TgHV1-69-04Ff % 5
DL K&

[0099] o) BL& 4 AIHLSEQ 1D NOs:131,132F1133[¥CDR1, CDR2FICDR3JFFIWISEQ 1D NOS:
2, 3F4ffJCDR1 , CDR2FICDR3 %] (169) FIVHIX. , A3 , HoH VHIX 5 H TgHV1-18-1Fh &
[0100]  7F—ANSEjE )y B, Hiik A& VX RIVLIX , BrA VHIX % [ §id S2iE 5 % (a) 58 (b)
Fri VLIX A& 23 7 HSEQ 1D NO: 13, XAS (R XA2ABLY) FISEQ 1D No:155[JCDR1, CDR2FH
CDR3/FA1 , tni% F SEQ ID Nos:13B(20fXCDR1, f&AASERVASHICDR2A1% [ SEQ ID NOs: 14!
21 [ICDR3/F 51 (050,084) 5 73 HHh , ALk, ForPVLIX P H [gKV1-12-01F1 R o

[0101]  FE— st /7 b, JUiE M EVHX AIVLIX , Fridk VHIX 2 5T A SE i T % (o) , FriAVL
X AL B HSEQ 1D NO:6,DXS G X=ABKT) , AISEQ ID NO: 156 CDR1 , CDR2FICDR3 51|
(169) , fEdeh , Horp Braf VLIX J5 5 TgKV3-11-01,

[0102]  FE—ANsLit )y &, i A & VHXIVLIX , Bri& VHIX A9 5 43 A #SEQ 1D NOs:2,3
FH4f¥JCDR1, CDR2AICDR3 5 AT IAVLIX A7 4 7 #iSEQ 1D NOs:6,DAS, FISEQ 1D NO:7[¥JCDRI,
CDR2FICDR3 (169) »

[0103]  FE—ANSEhE 7 B, Piik S VHX FIVLIX , Bk VHIX 49,3543 5 H#SEQ 1D NOs: 9,10
FA11f#JCDR1, CDR2FICDR3 ; BT iR VLIX AL E 4 A HESEQ 1D NOs:13,AAS, FISEQ 1D NO: 14
CDR1, CDR2FICDR3 (050) &

[0104]  fE—ANsLiE)r b, BUis A S VHIX MVLIX , BriAVHIX A, 7 43 B HESEQ 1D NOs: 16,
L7FI18[JCDR1 , CDR2FICDR3 ; Fridk VLIX A & 43 A HLSEQ 1D NOs:20,VAS, FISEQ ID NO:21[]
CDR1, CDR2FICDR3 (084) .

[0105]  7E BRI SL it Ty S, HUARf 4 -

[0106] &) FL{FFISEQ 1D NO: 1HVHIX 1, fLikh, €5 FFFISEQ 1D NO:5HIVLIX (169) ;
[0107]  b) % /FFISEQ ID NO: 8 VHIX I, fLikth , £0 % FFFISEQ 1D NO: 12[VLIX (050) ;
[0108]  ¢) A& FHISEQ 1D NO: 15 VHIX Fl, Lk Hb , £ 5 JF FISEQ 1D NO: 19 VLIX
(084) 5

[0109]  d) & JFHISEQ 1D NO:77H VHIX Fl, Lk b , £ 5 JF FISEQ 1D NO: 78 VLIX
(049) 5

[0110]  e) A& FHISEQ 1D NO:79R VHIX F, Lk b , £0. 75 JF FISEQ 1D NO:80HJVLIX
051) 5

1111 ) A& FFISEQ 1D NO:81HJVHX A, iz, & JF FISEQ 1D NO: 82K VLIX
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(055)

[0112]  g) A& FFISEQ 1D NO: 831 VHIX F, Lk b , £0. 7% JF FISEQ 1D NO:84JVLIX
(123)

[0113]  h) A& JFFISEQ 1D NO:85HVHIX AT, ik, f & JF FISEQ 1D NO:86HJVLIX
(161) ;

[0114] i) A& FFISEQ 1D NO: 87 VHIX FT, fLik H , £ & JF FISEQ 1D NO:88MIVLIX
(124) s F1/8%

[0115]1  j) Frkfudk AT — P A8 4k, Horp Brid SRR e i B i 2 1, 2803 M2 2L 1 12
Ui , 5 A7 2 PR ARG, R <7 (1) B T R A, DA B HE ot 1) 2l L 1R e A T L B2 R B A 1) 7
SR AH RS B A , JCH SR AR R S 7 F1 e ik “X” SR i 7 B AR ) 2 A B I B
[0116] =2 X PH WreH 21 fidg

01171 FEA K BHE—ANT7 1, HAER -5 A SCHT 5928 CRH B 2H 210 3 19 A odds o i) — Pl
% P& A HER2 A [ 67 .

[0118]  YE-—ANSZi Ty =, 2 ansZ i ] 14w ik U 58 i, S 28 SCRE W7 iH 22 2k s 4 5 )
TR VEHER2H 454 o

[0119]  fE—AsEhE 7 &, Pk 55 H 857 FISEQ ID NO: 22/ VHIX FIL & FF1SEQ 1D

NO: 26 (I VLIX (1) 2 B Hidk (025) &G AHFI R R A7 o
[0120]  #F— ALy B, ik 5 &G04 FFISEQ 1D NO: 29[ VHIX F145 2 7 FSEQ 1D
NO: 32(JVLIX 1 2 B Fidhk (091) &G MR 1R AT
[0121]  fE— ALy B, e 55505 EFISEQ 1D NO: 35 VHIX FI41 2 7 FISEQ 1D
NO: 39 VLIX 1 2 B iddk (129) &G A1 AT

[0122]  fE—/NsEhtJr rh, Judk 58 5 ik 8 0 W VEAIVLIX 1) 2 BETE 256 A R 1 38
A7 :

[0123] &) L FFISEQ 1D NO:89FVHIX I FISEQ 1D NO: 90FJVLIX (001) 5

[0124]  b) & FFISEQ 1D NO: 91 VHIX FIALE P FISEQ 1D NO:92[HVLIX (143) ;

[0125] ) 35 7 SEQ 1D NO:93[ VHIX AL FFFISEQ 1D NO: 94fVLIX (019) ;

[0126]  d) & 7 FISEQ 1D NO: 95/ VHIX AL P FISEQ 1D NO:96[HVLIX (021) 5

[0127] o) & FFISEQ 1D NO: 97 VHIX FIALF 7 FISEQ 1D NO:98[HVLIX (027) ;

[0128] ) & /FFISEQ ID NO: 99 VHIX A0 /7 F1ISEQ 1D NO: 100fJVLIX (032) -

[0129] g A& FFISEQ ID NO: 101/ VHIX A48 7 FISEQ 1D NO: 102f§VLIX (035) ;

[0130]  h) A& /7 FISEQ ID NO: 103[{ VHIX AL 3 FISEQ 1D NO: 104fVLIX (036) ;

[01311 1) A&7 FISEQ ID NO: 105/ VHIX AL 7 FISEQ 1D NO: 106/ VLIX (054) 5 Al
[0132]  j) A& FFISEQ 1D NO: 107 VHIX AL FFF1ISEQ 1D NO: 108 VLIX (094) .

[0133]  FEA & BH I HUAER R 53— DB B 3 40 7 1, Sk 45 G HER2 , 4 & 5 AR ST ik
938 A A& A P B AL (R A VHE CDR3, VHIX AT/ BE VLIX FR 51

[0134]  FE—AsEh )y 2+, PiiE S B AE B W FZIVHE CDR3IX

[0135]  SEQ ID NO:136,WISEQ ID NO: 25/ %51 (025) , 4Tt , H b VHIX Y5 [ 1gHV4-34-1
PhRITFA 5

[0136]  SEQ ID NO:139,#ISEQ ID NO:31( 7% (091) , fFik s, Hrp VHIX J5 H 1gHV4-34-
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OLFf & 7515 Hl

[0137]  SEQ ID NO:142,fISEQ ID NO:38[ 7% (129) ,fFik s, Hrh VHIX J5 H 1gHV3-30-
0LFf & P31,

[0138]  fE—/NsKjl 7y &+, s & 1 Brs 1 $4k001,143,019,021,027,032,
035,036,0548094H —FpIVH CDR3[X , {T- 2k, FoHp VHIX 5 H 1gHV4-34-1Ff & .

[0139]  fE—AsEitiTy v, iR &% B a0 N I VHX

[0140] &) f1 & SEQ ID NOs:134,13581136fXCDR1,CDR2FICDR3FFIAISEQ 1D NOS:23,24
FN25[CDR1, CDR2FICDR3JF 1 (025) (IVHIX. ; L3, Horp VHIX Y5 H TgHV4-34-1Fh & 5

[0141]  b) f5,%SEQ ID NOs:137, 138F11391CDR1 , CDR2HICDR3 7% 143 S HLSEQ 1D NOs:
30, 163 F131fCDR1 , CDR2FICDR3 A1 (091) FIVHIX , 4T3 , Ho o VHIX Y5 5 TgHV4-34-01 Fh
UK

[0142] o) &4 AIHLSEQ 1D NOs:140, 141F1142[¥CDR1, CDR2FICDR3JFFIWISEQ 1D NOs:
36, 37 F138[¥JCDR1 , CDR2AICDR3JF 1] (129) [RIVHIX , 435 Hy , Horb VHIX 5 [ 1gHV3-30-01 Fh £ .
[0143]  FE—ASZiE T R, FURE S VHX AIVLIX , Brik VHIX 1% H /7 A SZiE T & () , BTk
VLIX A2 4 7 HiSEQ ID NO:157,AAS, FISEQ IDNo:164fJCDR1, CDR2HFICDR3FEFMWISEQ ID
Nos:27,AAS, FIISEQ ID NO:28f{JCDR1,CDR2HICDR3F %] (025) ;4 Hl L, A3 , HoAr VL IX 5
I IgKV1D-16-01Ff &,

[0144]  FE—ASZi )7 R, PR S VHX AIVLIX , Brik VHIX 1% B /78 SZiE T & (b) , BTk
VLIX A5 2 SIHSEQ 1D NO:33,AXiXe LA X RABLT, A03%A ; Xof& SELF , L 1%S) , FISEQ 1D
No: 158JCDR1 , CDR2AICDR3JF HWISEQ ID Nos:33,AAS, FISEQ ID NO:34f¥CDR1,CDR2FN
CDR3/7 %1 (091) 5 43 7l , AL 1, oA VLIX Y5 5 TgKVID-16-01F &

[0145]  FE—AsEiti )y b, HURE S VHX AIVLIX , Frik VHIX & jT A SEiE 5 & (o) , FridVL
X 40454 A HSEQ 1D NO:40,DAS, FISEQ ID NO:41fJCDR1,CDR2AICDR3F %1 (129) , ik,
HA B VLIX J5 H 1gKV3-11-01.

[0146]  fE—ANSLiE)7 P, Pris A S VHIX FIVLIX , BriRVHIX A7 43 B HESEQ 1D NOs:23,
24F125[fJCDR1 , COR2FICDR3 5 Frid VLIX A3 7 4 AIHSEQ 1D NOs:27,AAS, FISEQ 1D NO: 28]
CDR1, CDR2FHICDR3 (025) .

[0147]  fE—ASLiE)7 0, Pris A & VHIX FVLIX , BriAVHIX A, 7 43 5 HSEQ 1D NOs: 30,
163F131[{JCDR1 , CDR2FICDR3 s ik VLIX A7 43 A HLSEQ 1D NOs:33,AAS, FISEQ 1D NO:34[]
CDR1, CDR2FHICDR3 (091) .

[0148]  fE-—ASLiE )7 R, PUiE A S VHX VLI, BrifVHIX A, 7 43 5 HiSEQ 1D NOs: 36,
37HI38IKICDR1 , COR2FICDR3 5 Frid VLIX A3 7 4 HIHLSEQ 1D NOs:40,DAS, FISEQ 1D NO:41[H]
CDR1, CDR2FHICDR3 (129) .

[0149]  FEFRMIKSLE T S, AR L5 .

[0150] &) A& JFHISEQ 1D NO: 220 VHIX Fl, Lk b , £ 5 JF FISEQ 1D NO: 26 VLIX
(025) ;

[0151]  b) A& FFISEQ 1D NO: 290 VHIX Fl, Lk b , £0. 7% JF FISEQ 1D NO: 32 VLIX
091) 5

[0152]  ¢) A& FHISEQ 1D NO: 350 VHIX M, Lk b, £0. 7% JF FISEQ 1D NO: 39 VLIX
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(129) ;

[0183]  d) & FFISEQ 1D NO: 89 VHIX A1, fitik #h , 95 FISEQ 1D NO: 90 VLIX
001) ;

[0154] ) & FFISEQ ID NO: 9L VHIX A, ik s , -5 FF FISEQ 1D NO: 92 VLIX
(143) s

[0185] ) A& FFISEQ 1D NO: 93/ VHIX A1, ik, 45 F FSEQ 1D NO: 94 VLIX
019) ;

[0156]  g) A& FFISEQ ID NO: 95 VHIX A1, ik, 45 F FISEQ 1D NO:96HJVLIX
021) ;

[0157]  h) A& FFISEQ 1D NO:9THIVHIX A1, ik , /45 F FISEQ 1D NO:98HJVLIX
027) ;

[0158] i) @& %ISEQ ID NO: 99 VHIX A, itk , 715 FE FISEQ 1D NO: 100/ VLIX
032) ;

[0159]  j) A& FFHISEQ 1D NO: 101 VHX FT, it it , 495 F# 5 SEQ 1D NO: 102f/VLIX
(035) ;

[0160] k) f0, % FFHISEQ 1D NO: 103HJVHX FT, ftde it , 49 F# 51 SEQ 1D NO: 104 VLIX
(036) ;

[0161] 1) £ FFHISEQ 1D NO: 105R) VHIX FT, it e il , 49 FF 51 SEQ 1D NO: 106/ VLIX
(054) ;

[0162]  m) 435 F%SEQ 1D NO: 106 VHX T, JLik i , 435+ 5SEQ 1D NO: 108 VLIX
(094) ; Fil/8%,

[0163]  n) Bk Fodk A& — R A4, o BriR AR AL i 1o B B 2 1, 2803 R AL R &
i, BE AT B LR BUA , R o 1 B L IR A, DA S FL rp T 1) U R A A P L B2 np B X6 1
B W AR [E A7 B AL , JEH AR TE X B 3 e 51 Fh e “X” R os A AL I 2 L L 1 U
[0164] =2 X BH Wr2H 3f) Hidk

[0165]  FEA K B —ANJ5 M Pk 5 A SCHrid 5928 SRR W7 25 3 ) 38T 59 A B v 1 — Fiak
% P&t S HER2 [ (A AH R A7 o

[0166]  7E—ANSZiifi g &b, S an s s 14 Bk W g i), Bk As YR Wi Fs A/ 5 C5 -5 7] ¥

PEHER2[( 2545

[0167]  #F— AL ZH, ik 585 H 05 FFISEQ 1D NO: 46[% VHX FI45 2 /7 FSEQ 1D
NO: 49 VLIX (12 B Ak (127) &G IR R R A7

[0168]  #F— ALy, ik 55 H 05 FFISEQ 1D NO:49(¥ VHX FI45 2 7 FSEQ 1D
NO: 53 VLIX (12 B diddk (159) &5 & AR R A

[0169]  #F— ALy, itk 585G 05 FFISEQ 1D NO: 56K VHX FI45 2 7 FSEQ 1D
NO: 60 VLIX [ 2 B Jid4k (098) &5 & HHIRI KR A o

[0170]  #F— ALy 9, ik 58 H 05 FFISEQ 1D NO:63(¥ VHX F140 & 7 FSEQ 1D
NO: 67HIVLIX [ Z R HAE (163) &5 G A R IR AL o

[0171]  #F—ALhE )y B, ik 58505 7 FISEQ 1D NO: 70[¥ VHX F145 & 7 FSEQ 1D
NO: TARVLIX [ 2 B HiAA (132) &G A R R AL o
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[0172]  fE—A L h R, ik SR EE B W M VHEAVLIX 12 Bk s & HE R FR

A7 :

[0173] k) A& FFISEQ 1D NO: LO9FIVHIX AL 7 FISEQ 1D NO: L10fJVLIX (105) ;

[0174] 1) A FFISEQ 1D NO: L11FJVHX AL 7 FISEQ 1D NO: L12(VLIX (100) ;

[0175]  m) A FFISEQ 1D NO: 113 VHIX AL & FFISEQ 1D NO: 114 VLIX (125) ;

[0176]  n) A& FFISEQ ID NO: 115/ VHIX AL 7 FISEQ 1D NO: 116fVLIX (162) 5

[0177] o) A& FFISEQ 1D NO: 117/ VHIX AL 7 FISEQ 1D NO: 118 VLIX (033) 5

[0178]  p) B FFFISEQ 1D NO: 119fK VHIX A0 & FEF1SEQ 1D NO: 120f{VLIX (160)

[0179]1 ) A& FFISEQ ID NO: 121 VHIX AL 7 FISEQ 1D NO: 122fVLIX. (166) ;

[0180] ) & /7 FISEQ ID NO: 123[{ VHIX AL 7 FISEQ 1D NO: 124f§VLIX (152) 5 Fl
[0181] ) AL /FFISEQ 1D NO: 1251 VHIX A48 FFF1ISEQ 1D NO: 126[JVLIX (167) .

[0182]  FEA & BH I HUAER R 73— DB B 7 A0 J7 1, ik 45 G HER2 , 8 &% 5 AR Uik
93BT A A& A P B AL A (R A VH CDR3, VHIX AT/ BE VLIX 751

[0183]  FE—ANSEhty Zrh, Pk S RA%E B W P A VE CDR3IX -

[0184]  SEQ ID NO:148,#ISEQ ID NO:48(1/F %) (127) , ALk , Horp VHIX Y5 (5 TgHV5-51-
0150 R 7515

[0185]  SEQ ID NO:52 (159) , T3k, H A VHIX J5 5 TgHV5-51-01 0 R 771

[0186]  SEQ ID NO:145,%ISEQ ID NO:59(¥ &5 (098) , 4Lk , o VHIX Y [ TgHV3-23-
0150 R 7515

[0187]  SEQ ID NO:154,#ISEQ ID NO:66[ %] (153) ,fFik s, Hr VHIX J5 H 1gHV3-30-
03-01Fh 71 s Al

[0188]  SEQ ID NO:151,%ISEQ ID NO:73(K FF31 (132) ,fF ik, Hdr VHIX J§ 5 TgHV1-18-
0L &R ST H1 o

[0189]  fE—ANSLi )y &b, bris & B 1 R 54105, 100, 1258 1624 —Fh I VH
CDR3[X , fF3% 1 , H A VHIX Y5 TgHV3-23- 1 &

[0190] E—ANLE T e, PR S B L TR 4R 033,160, 166, 15281675 — F
f\JVH CDR3[X , /T3 Hh , Horb VHIX Y5 [ 1gHV3-30-3-01Ff % .

[0191]  AE—ANSEHETT 9, JuiE 5% B 0 B VHX

[0192]  a) 49, %SEQ ID NOs:146,147 1148 CDRL, CDR2HICDR3 /7 A WISEQ 1D NOS:43,44
F145f¥JCDR1 , CDR2FICDR3 7 1] (127) FEIVHIX s AL, Horp VHIX Y5 H TgHV5-51-01Fh £ 5

[0193]  b) 17 SEQ ID NOs:149,51F152fCDR1 ,CDR2FICDR3F % 114y 7] #SEQ 1D NOS:
50,51 F152(KJCDR1 , CDR2HICDR3JE 1 (159) [FIVHIX , fE1Hh , Horp VHIX Y5 [ 1gHV5-51-01 Ff & ;
[0194] o) .54 HIHSEQ 1D NOs: 143, 144F1145fCDR1 , CDR2AICDR3FFWISEQ 1D NOs:
57,58 F159[¥JCDR1 , CDR2FICDR3 7 F1) (K VHIX. (098) , (T3 , Hrp VHX I 5 1gHV3-23-01Ff & ;
[0195]  d) f.SEQ ID NOs:152,153F1154fCDR1 , CDR2FICDR3 &% 1143 5 #SEQ 1D NOS:
64,65F1166[#CDR1 , CDR2FICDR3 FE FI)[{VHIX. (153) , fE1kHh , Herb VHIX Y5 H 1gHV3-30-03-01
EXYill

[0196]  e) A &4 HIHLSEQ ID NOs:71,150F1151f{ICDR1, CDR2FICDR3FHIAISEQ ID NOs:
71, 72H173[¢JCDR1 , CDR2FICDR3 7B (I VHIX. (132) , fF#k i, Hrp VHX J5 5 TgHV1-18-01Ff R,
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[0197]  FE—ASZi 7 b, FUARE S VHX AIVLIX , Brik VHIX 1% B /T iA SLiE 7 & () , Brid
VLIX A0, 2 43 HIHSEQ ID NO:47,AAS, FISEQID NO:48[XJCDR1 , CDR2HAICDR3/F 51 (127) 3 43 5
My, A, Horh BRI VLIX Y5 H TgKVID-8-01 5 5

[0198]  FE— sty b, FUARE S VHX AIVLIX , Brid VHIX 3% H /78 SLiE 7 & (b) , frid
VLIX A543 HIHLSEQ 1D NO:54,AAS, FISEQID NO:55[%CDR1, CDR2HICDR3SFEF1 (159) ;43
o, AT 1, Hodr BERVLIX Y5 [ TeKVID-16-01Fh & .

[0199] 76— NSEi 7 &b, FiA AL & VHIX FIVLIX., Jr i VHIX J2 BT 3R SE it 5 % (¢) , g VL
X £, 54 MIHLSEQ ID NO:159,AAS, FISEQ IDNo:160fXJCDR1,CDR2FICDR3EFIWISEQ 1D
Nos:61,AAS, FIISEQID NO:62fJVL CDR1,CDR2HICDR3JF % (098) , fF1kHh, HdVLIX 5 (5
1gKVID-16-01,

[0200]  7E— NSt R, HUARE S VHX AIVLIX , BTk VHIX & BT A SEiE 5 2 (D) , Frid VL
X A5 5 A HISEQ 1D NO:161,XAS (e X=DakA, fitikD) , FISEQ ID NO:162[KJCDR1, CDR2F!
CDR3FF 71 (153) , {WISEQ 1D NO:68,DASHIGIRIVL CDRFEA, (it , Hod firik VL X 5 5
1gKV1D-16-01,

[0201]  FE—ASZiti 7 P, HURE S VHX AIVLIX , BTk VHIX & BT A SEiE 77 % (e) , FTiAVL
X 4,2 SEQ ID NO:75,DAS, MISEQ 1D NO:76[{CDRL,CDR2HICDR3F %) (132) , 43 HilHh , /1%
Hh, o FrARVLIX Y5 3 TgKV3-11-01.

[0202]  fE—AsEji 7 &, PUR & 05 2 BIHISEQ 1D NOs:43,44 145/ CDR1 , CDR2F
CDR3MIVHIX ; L B8 4 HIHESEQ 1D NOs:47,AAS, FISEQ ID NO:48[¥JCDR1,CDR2FICDR3 K]
VLIX (127) .

[0203]  fE—ANSEj =, Juik & A A5 BHSEQ 1D NOs:50,51 f152f#CDR1 , CDR2F
CDR3[KIVHIX ; PA K 543 I HISEQ 1D NOs:54,AAS, FISEQ ID NO:55[KCDR1, CDR2FICDR3 ]
VLIX (159) -

[0204]  FE—ANsEjl 5 b, PR & A A5 5 BIHLSEQ 1D NOs:57,58 159 CDR1, CDR2 A
CDR3[VHIX ; P F2 A0 2543 5 H#SEQ ID NOs:60,AAS, FISEQ ID NO:61fJCDR1,CDR2FICDR3F]
VLIX (098) .

[0205]  #E— ALt 7 =P, Bk S A 54 BIHBSEQ 1D NOs:64,65F166[%CDRL, CDR2AN
CDR3[VHIX ; P B2 A0 2543 5 #SEQ ID NOs:68,DAS, FISEQ ID NO:69fJCDR1, CDR2FICDR3]
VLIX (153) .

[0206]  AE—ANSLif = TR S H A5 4 BIHESEQ 1D NOs:71,72F173f%CDR1L, CDR2AN
CDR3FIVHIX ; PL B2 A0 543 5 HSEQ 1D NOs:75,DAS, FISEQ ID NO:76[JCDR1, CDR2FICDR3]
VLIX (132) .

[0207]  FEFRMIK SLE Ty S, AR L FE -

[0208] &) B, % /7 FISEQ 1D NO:46[VHX A, fLik b, B % ¥ FISEQ 1D NO:49fVLIX

(127)
[0209] b)) A& FFISEQ 1D NO: 49 VHIX A1, ik, 95 FISEQ 1D NO:53HJVLIX
(159) ;

[0210]  ¢) L& FFISEQ ID NO:56F VHIX A, ik ik , 5 FF FISEQ 1D NO: 60 VLIX
(098) ;
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[0211]  d) & FFISEQ 1D NO:63F VHIX A1, ik , 95 FSEQ 1D NO:67HJVLIX
(153)

[0212] ) A& FFISEQ ID NO:7TORJVHIX A, ik dh , 5 FF FISEQ 1D NO: 7T4HJVLIX
(132) ;

[0213] 1) 5 FFSEQ 1D NO: 109F VHIX T, JLik i , 425+ FSEQ 1D NO: 110 VLIX
(105) s

[0214] ) 0,5 FFH|SEQ ID NO: 111 VHX M, et , 405 # FSEQ 1D NO: 112 VLIX
(100) ;

[0215]  h) 35 FFHISEQ 1D NO: L13H)VHX M, et , 405 # 5 SEQ 1D NO: 114 VLIX
(125)

[0216] i) f4& FFHISEQ 1D NO: 115 VHX FT, At , 495 £ 5 SEQ 1D NO: 116f/VLIX
(162) ;

[0217] ) A& FFHISEQ 1D NO: L17HJVHX FT, it it , 495 # 5 SEQ 1D NO: 118 JVLIX
033) ;

[0218] k) f3 % FFHISEQ 1D NO: L19FJVHX FT, it et , 495 £ 51 SEQ 1D NO: 120fJVLIX
(160)

[0219] 1) 3 FFHISEQ 1D NO: 121 VHX FT, it et , 495 FF 51 SEQ 1D NO: 122/ VLIX
(166) ;

[0220]  m) f3 % FFHISEQ 1D NO: 123FJVHIX FT, it e , 49 FF 51 SEQ 1D NO: 124/ VLIX
(152) ;

[0221] o) 45 FFSEQ 1D NO: 125/ VHIX T, JLidk b , 435+ FSEQ 1D NO: 126 VLIX
(167) ; Fil/8%,

[0222]  p) Frid fodk AL — R A4k, o BriR AR AL i i B B 2 1, 2803 AL R &
i, BEA U B LR BUA , R = 1 B LR A, DA S FLrp T ) U R A A P L B2 rp BL X6 1
B B AH R A7 B AL, T H AR AE X R 3 e 51 AR i X Fean B AL BLAL I 2 FE 1 1 U .
[0223]  XUFF FPEPUA

[0224]  ZE—ASEi )7 Bh, Pudk R U UK, S G) 3B Pk, B8 A S0 UK
PRI R &5 A X, 4, 22 CRRL T 1, 2803 Fi AR i P Ji 45 & X, B & 2 %1 (005) [ VHATVL
X, M1 (11) 55 3k, A5 5CD34 S R II HR 455 X o

[0225]  ZE—AsEif 7 Bh, Pudk R U UK A G) S Pk, B8 A S0 UK
R PUR S & X B A& %) (005) VIFIVLIX , A1 (1) 88 3l , 8 S0 LR H R ot
JR&s A IXBCE ST (005) FVHAIVLIX , Horh Frid 88 — P i 45 A X 5T 58 Pl &5 4 X
LS5 A AR R AL

[0226]  #E—ANSEHET B, B —HEE A VHIX , BTRVHX 4D A A s 28 XA, 288
S FUEWISEQ TD NO:4, 25866 (169,0258153) [AICDR3/F %1, BESEQ 1D NO:168 (005) [1
CDR3F %1,

[0227]  #E—ANSEHE T B, B —HEE A VHIX , FTRVHX 4D 4 A 305 28 AW, 288
SHIFUAE I CDRI , CDR2FICDR3 1, WISEQ ID NOs: 2, 3F14[KCDR1,CDR2, FICDR3 %1 (169) ,
B SEQ ID NOs:23,24F125[CDR1,CDR2FICDR3F 1 (025) , B SEQ 1D NOs:64,65F166[H]
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CDR1, CDR2HICDR3/7%1) (153) , BYSEQ ID NOs: 166, 167 F1168[{ICDRL, CDR2FICDR3F 51 (005) o
[0228]  FE— At — BB AMRSEHE T Z S — R B VHIX, Firad VHIX A 2 AR SCE X
(K28 SCRRBT L , 28 3 44 K CDR3 /7 1), fISEQ 1D NO: 11 (050) BXSEQ 1D NO: 18 (084) [{)58 X
BELEYT LK F0 44 (I CDR3 7 81 s BRSEQ 1D NO:31 (091) ,BYSEQ ID NO:38 (129) A4S SCIH Wr 2/ 4%
YRIICDR3 %)), BESEQ 1D NO:45 (127) ,BKSEQ 1D NO:52 (159) ,5SEQ ID NO:59 (098) , 5k
SEQ ID NO:73 (132) ()58 X BH Wr 3R BT I CDR3 731

[0229]  fE—ANEHE T R, PR VHX , BTk VHX A 8 A S0 58 XK A8 X PR T L, 28K
S CDR , CDR2FICDR3F 1, fISEQ 1D NOs:2,3F14[#CDR1 , CDR2,, FICDR3/F %1 (169) ,
8{SEQ ID NOs:23, 24125/ CDR1,CDR2FICDR3/F F1 (025) , BLSEQ ID NOs:64,65F166K]
CDR1,CDR2HICDR3/F %] (153) , BYSEQ ID NOs: 166, 167F1168[{ICDR, CDR2FICDR3SF 1 (005) «
[0230]  7E—ANSEE T B, S — PR B A A5 AR S8 LI AS SRR L, 283 B FiAR
CDR1,CDR2, FICDR3 ¥ F1 ¥ VHIX L B A SCE M AE XA W 1, 28X 3[4 47144 [ CDR1 , CDR2, A1
CDR3JFFIFIVLIX o

[0231]  FAE— At — BB AR SE T Z S — UL B VHIX, Frad VHIX AL 23 AR S0E X
(K122 BRI 1, 28R 3FIFUAR K CDR 1, CDR2 , FICDR3F %), fISEQ 1D NOs:9, 10F111 (050) , B SEQ
ID NOs: 16, 17F118 (084) )22 X FH.WT 1 FK #7044 f CDR1 , CDR2 , FICDR3 %1 ; BESEQ 1D NOs:30,
1634131 (091) , BLSEQ ID NOs:36,37H138 (129) {15 X FH BT 2147144 [KJCDR1 , CDR2, FICDR3F
%), B{SEQ 1D NOs:43,44%145 (127) ,BLSEQ 1D NOs:50,51F152 (159) ,BESEQ ID NOs:57,58
159 (098) , BLSEQ ID NOs:71,72F173 (132) {52 XA Wr 3f¥ Fu44& i CDR1 , CDR2, FICDR3/F %1 o
[0232]  FE—ANSERt)T b, 55— P&k 5 R R VHIX HIVLIX

[0233]  a) 4 jilHh, F4 5 SEQ ID NOs:2,3F14/CDR1,CDR2, FICDR3F 51 () VHIX ; Fil41, 2 SEQ
ID:6,GASHISEQ ID NO:7[CDR1,CDR2, FICDR3/F FHIVLIX (169) ;

[0234]  b) 43 53, 45 SEQ 1D NOs:23,24F125(CDR1 ,CDR2, FCDR3 751 (I VHIX. ; A4, &5
SEQ 1D:27,AASHISEQ ID NO:28[¥JCDR1,CDR2, FICDR3JFFKIVLIX (025)

[0235]  ¢) %3 il Hh, F4 5 SEQ 1D NOs:64,65F166CDR1,CDR2, FICDR3 5 5 (I VHIX. ; 40
SEQ 1D:68,DASHISEQ ID NO:69[¥JCDR1,CDR2, FICDR3/FFIHIVLIX (153) 3 Fl

[0236]  d) 4354, f45SEQ 1D NOs: 166, 167 f1168/{CDR1 , CDR2, FICDR3 7> F1 ¥ VHIX. ; A4,
4SEQ ID:169,GASHISEQ ID NO:170fCDR1,CDR2, FICDR3JFFIIVLIX (005) o

[0237]  FE—ANE— BB AR SE T S, B — AR e B 40 B VHIX FIVLIX

[0238]  a) €0, %7SEQ ID NOs:9,127F111(¥JCDR1,CDR2FICDR3/F F WISEQ ID NOS:9, 10111
[¥JCDR1 , CDR2AICDR3 /7 1] (050) I VHIX 5 AF3%E 1 , Hosp VHIX I 5 TGHV3-23- 1 & 5

[0239]  b) f1.{SEQ ID NOs:128,129F1130fCDR1 , CDR2FICDR3 &% 1143 5 #SEQ 1D NOS:
16,17 M118[#¥JCDRL, CDR2AICDR3 7 %1] (084) [IVHIX , 435 H , Horp VHIX Y5 [ TgHV1-69-04Fh % 5
Fl

[0240] ) f.SEQ ID NOs:137,138F1139fCDR1 , CDR2FICDR3 &% 1143 5 #SEQ 1D NOS:
30, 163131 I CDRL , CDR2FICDR3 A1 (091) FRVHIX , 4T 3% 1 , Ho dr VHIX U5 [ TgHV4-34-01 Fh
EXYill

[0241]  d) 0,54 HIHISEQ ID NOs:140,141f1142fJCDR1, CDR2AICDR3 /7 4ISEQ 1D NOs:
36, 37 F138[¥JCDR1 , CDR2AICDR3JE 1 (129) (IVHIX , 4T3, Horb VHIX Y5 [ TgHV3-30-01 Fh 5 .
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[0242]  ¢) £ % SEQ ID NOs:146,147F1148/JCDRL, CDR2HICDR3 /7 A WISEQ 1D NOS:43,44
FH45[#JCDR1 , CDR2FICDR3 751 (127) HIVHIX 5 AR, Horp VHIX I 5 TgHV5-51-01 Ff & 5

[0243] )40 & SEQ ID NOs:149,51F152f¢JCDR1 ,CDR2AICDR3 T 51 1143 7] #SEQ 1D NOS:
50,51 F152ffJCDR1 , CDR2AICDR3 1] (159) HIVHIX , AT , Hrp VHIX Y5 9 TgHV5-51-01Fh 5 5
[0244] ) f& 4 HHISEQ 1D NOs:143,14451145[fCDR1, CDR2AICDR3 /7 FIAISEQ 1D NOs:
57,58 HI59({ICDR1 , CDR2FICDR3F 1) (098) [RIVHIX , A1, Horp VHIX I [ TgHV3-23-01Ff & ;
[0245]  h) 4054 BIHLSEQ 1D NOs:71,150F1151[KICDR1, CDR2FICDR3FHIMISEQ ID NOs:
71, 72F073f¥CDR1, CDR2AICDR3 751 (132) FIVHIX , fE3% s, Hrp VHIX Y5 1gHV1-18-01Fh %
[0246]  FE—ANSEHEJ7 &9, 58 HUAAOR BT I X T 58 — Bk Br il 1 s 7 e rp i — L 5
A, TR S —hiik S TR —PuE ML & S AR R R A

[0247]  ZE—ASEhE TR, 5 HiUR B CD3FUAER AE— DL )T b, CD3FAR AT BL 2 &
AEFFISEQ 1D NO: 171HVHIX (YTH12.5) A& P FISEQ 1D NO: 172/ VLIX (YTH12.5) [
PUAE CO3FUEI J3— M F = & A& FFISEQ 1D NO: 173 VHIX (huCLB-T3/4) FI€ 5 /7
FISEQ 1D NO: 174 VLIX (huCLB-T3/4) [ Huih .

[0248]  YE—ANSEHETT SR, UM DU R MRS, A4S (1) B Fe X FIVIRIVL 71 i 55—
ok, Brid iR a5 (005) 5 (025) , (153) BY (169) FIVHFIVLIX , i Sk 5 1gG1 B A AlFc
X, H 1 CH3IX A3, 235067 (R T1e , 3TONL [ Thr, F140567 [ Leu, I (i 1) B AFc[X FVHFIVLIE
[R5 —Judk, FridyiiR a5 (005) 5 (025) , (153) B (169) FIVHFIVLIX , Brid Hi4R 15 1gG1HF
A FUFCX, Hidh CH3IX AL 5 40947 [ Arg o S 51 vh A 1 45 58 1K SE it 7 48

[0249]  YE—ANSEJGE T &, B2 SURE S PE S, A4S (1) B Fe X FIVHAIVL 31 i 85—
ik, Horp BTiAVHIX A7 SEQ 1D NO: 1641 & 48R 3771, FriRVLIX A4 % SEQ 1D NO: 165[1) 2
FEBR 73 (005) , AR, I AR Bk 85— HiAR 05 1gGL, kFelX , A CH3X 48, % 35047 I Le,
37047 B Thr , F140567 ¥ Leus A1 (i 1) B A Fc X FVHFIVLF FI[) 5 —dufd, Horp Brk VHIX A5
SEQ ID NO: I IERR ), Bk VLIX A5 SEQ 1D NO:5SHE LR E ) (169) , 4Ty, Hirp
BT ik 5 A4 5 TeG L, kFelX, ik 1gGl, kFeX A 40947 [{]Arg .

[0250]  7E—ANSEJE T &, i SRR R E SR, S (1) B Fe X FIVIAIVL 31 1) 85—
upds, H Brif VHIX A 87 SEQ 1D NO: 22 2R JT 71 , iR VLIX A2 SEQ 1D NO: 261 Z(
& 731 (025) , ATt , Horh Bl 58 — P 015 TeG1 , kFelX , H CH3 X A9, 7735047 T e, 370
SEEThr , F140567 i Leu s A1 (i 1) B A Fe X MVHAIVLE 51 1 88 —Fifhk , Hodh iR VHIX 45,45 SEQ
1D NO: 1641 LR T 5, FTRVLIX A4 SEQID NO: 1651 Z B2 771 (005) , {13k, o fiy
B AR5 TgGL, kFelX , FrifIgGL, kFe[X H A 40907 [ Arg .

[0251]  YE—ANSEHETT R, Ui DU R UM, A4S (1) BB Fe X FIVIRIVL 31 i 55—
upd, o A VHIX A 57 SEQ 1D NO: 22/ A R)T 71, TR VLIX A SEQ 1D NO: 261 & J
& 731 (025) , ATt , Horp Bk 58 — P05 TeG1, kFelX , Ho CH3 X A9, 2735047 ¥ T e, 370
BrfThr , 140567 () Leus A1 (i 1) HAFc X FIVHAIVLIT 51 1) 58 ik , H A FriR VHIX £ 5 SEQ
ID NO:63[K) & Rl 7 7)), Tk VLIX 45,57 SEQ 1D NO: 37THIZ LR T 7 (153) , ATk b, Jo fir
R AR5 1eGL, kFelX , FiR 1gG1, kFe[X H AT 40907 ffArg .

[0252]  YE—ANSEE TR, B SURE S PE U, A4S (1) B Fe X FIVHAIVL 31 i 85—
ufd, H iR VHIX A7 SEQ 1D NO: 22/ Z L R)T 71 , IR VLIX A SEQ 1D NO: 261 & J
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B2 731 (025) , ATt , Horb PR 58— 4860 5 161, kFelX , Hi A CH3 X A% 35067 I 1e, 370
B Thr , 1405467 ) Leus A1 (i 1) HAFc X FIVHAIVLIT B (1) 58 34k , A FriR VHIX A5, 75 SEQ
ID NO: 1F SR 75, R VLIX AL 4 SEQ TDNO: 5 Z LR 771 (169) , (T3, o prik 4
THUAAE TeGL, kFelX , IR IgG L, kFelX HA 40967 Arg.

[0253]  YE—ANSEE T R, B DU PR A4S (1) B Fe X FIVHAIVL 31 i 25—
ufgs, HA iR VHIX A3 SEQ 1D NO: 63/ IR IT 51, FriRVLIX A7 SEQ 1D NO:67 [ % &
B 75 (153) AT, Horb Bk 88 —HiAR £ 5 1gG 1, kFelX, H CH3X A7 35047 [ T e, 370
B Thr , F140567 (I Leus A1 (i 1) HAFc X FIVHAIVLIF 51 14 58 404k , H o FriR VHIX A5 SEQ
ID NO: 1641 LR T 5, FTIAVLIX A4 SEQID NO: 1651 Z L2 771 (005) , {T3%& 1, o iy
AR P E 1g61, kFeX, Frif 1gG1, kFeX B A7 40947 [1]Arg

[0254]  YE-—ANSEHETT SR, UM 2 DU R MU, A4S (1) B Fe X FIVIRIVL 31 i 55—
upds, H iR VHIX A 87 SEQ 1D NO: 63/ R)IT 71, TR VLIX B SEQ 1D NO:67 [ % J
B2 75 (153) ATt , Horb i 58— HA8 40 5 1eG1 , kFe X, i CH3X A% 35067 I 1e, 370
B Thr , FI40567 ({1 Leu s AT (1 1) H A Fe X MIVHFIVLFFI ) 45 — 3k , Hop BTiR VHX 45,55 SEQ
ID NO: LR IERE 77, R VLIX 43,47 SEQ IDNO: 5[ E L 771 (169) ATkt , Forh TR &
THUEAE TeGL, kFelX , IR 1gGL, kFe[X HA 40967 Arg.

[0255]  YE—ANSEJE T &, B SURE S PE LA, A4S (1) B Fe X FIVIAIVL 31 i 85—
upd, H iR VHIX A7 SEQ 1D NO: 63 L R)T 71, IR VLIX B SEQ 1D NO:67 [ & J
M Fr 1) (153) , AEde s, Kb iR 58 — HiiR A5 TeGL, xFelX , ik IgG 1, kFelX HAT40907 1)
Arg, B 2977 [KIG1n, L4096 [ Arg MI297 A7 (UG In s Al (i 1) HAFc X FAIVHAIVLIF B [# 58 1
e, o BTIAVHIX A5 SEQ 1D NO: 171 ZERR 7 71, Ik VLIX AL & SEQ 1D NO: 17201 & J
B 73 (YTH12.5) ATdeth, Forp Brid 58 —HiiR 5 1661, kFelX , iR g6l , kFe[X B A7 29747
[KG1n, BL40547 f) Leu, BE 2977 FRIG In F140547 [ Leu

[0256]  YE—ANSEHE T SR, B DU R PR, A4S (1) B Fe X FIVHAIVL 31 i 25—
sk, Horp BriAVHIX A7 SEQ 1D NO: LR ZE R 751, IR VLIX A2 SEQ 1D NO: 51 & R
731 (169) AT, Hoo Bk 58 — B 5 1g61, kFe X, Bk 1gG 1, kFe X 2 A740947 fArg s
A1) BAFc X AVHFVLT FI 88 ik, Hodh B VHX £ 5 SEQ 1D NO: 17 L & EL R T
F, TR VLIX 75 SEQ 1D NO: 172R RT3 (YTHL2.5) ,fTikHh , b Brif 88 — s
1gGl,kFc[X , iRk 1gGl,xFeX H A 297 A7 (G 1n, BL40547 (1 Leu , BL29 747 (K16 Ln F140547 [¥)
Leu,

[0257]  YE—ANSEHETT R, Ui 2 DU R UM, A4S (1) BB Fe X FIVIRIVL 21 i 55—
upds, o A VHIX A 87 SEQ 1D NO: 63/ R)T 71, iR VLIX B SEQ 1D NO:67 [ &
B 7 (153) , AEde s, Horp FriR 58 —Hiik A5 TeGL, kFelX , ik IgG 1, kFelX H A 40967 1)
Arg, 829747 [KIG1n, BLA09LL (K Arg MI297 A7 (G In s Fl (i 1) HAFc X AIVHAIVLIF B 55 1
s, FAR FrRVHIX A5 SEQ 1D NO: 17309 Z B2 7 51, B IR VLIX AL 5 SEQ 1D NO: 1741 &
1 751 (huCLB-T3/4) , AT b, Horp Birak 85 — iR 5 TgG L, xFelX , iR IgGL, kFe X H A
29747 G 1n, BE 40547 [F Leu , BE 29747 fIG InF140547 [ Leu o

[0258]  7E—ANSEHE T R, Ui SURE S MU, A4S (1) B Fe X FIVHFIVL 21 1) 55—
ok, o BriAVHIX AL 5 SEQ 1D NO: 1 Z IR 7 71, B iR VLIX A % SEQ 1D NO: 5 2 L i
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FEA (169) , AR, b Frid 58 —HiAR A 5 TGl , kFelX, Frid TgGl, kFelX 74097 [{]Arg;
AT (A1) HAFc X MVHMVLFU 5 =444, Hodh Frif VHIX 49,5 SEQ 1D NO: 173 218 7
F, iR VLIX A5 SEQ ID NO: 174 2 B/ 7 51 (huCLB-T3/4) , ATz, Horb ik 58 —Jidk
5 1gGL, kFelX , FrifIgGL, kFeX HA 297 A7 G 1n, BL40547 (¥ Leu, BR297 47 (K G1n A140547
i Leus

[0259]  CD3%ifk e HA A2 7 FISEQ ID NO: 171\ VHIX (VH YTH12.5) A5 % 51SEQ 1D
NO: 172[VLIX (VL YTH12.5) Bdifk. 55— Mol+2 B A0S FFISEQ 1D NO: 1731 VHIX (VH
huCLB-T3/4) A& FEFISEQ ID NO: 174 VLIX (VL huCLB-T3/4) [fJCD3HLi4 .

[0260]  7E—ANSEJ T S, AR EH B R S HU AR PT DA H < TgG1-005-TITL X IgG1-169-
K409R, TgG1-025-1TL X 1gG1-005-K409R, IgG1-025-1TL X IgG1-153-K409R, [gG1-025-1TL
X 1gG1-169-K409R, IgG1-153-1TL X I1gG1-005-K409R; fITgG1-153-TTL X 1gG1-169-K409R,
H A TgG1-005-TTLE M & B A 35067 (K Tle, 37047 (1 Thr F1405457 [ Leufr10051gG1 ,x, TgG1-
005-K409R & I & B A 40947 [ Arg10051gG1 , x, 1gG1-025-TTLE M E B A 3500671 1 1e,370
HSEHI Thr , F140567 I Leuff]0251gG1 , k, IgG1—-153-1TLE M & B A B 535007/ 1 1e, 3TONE )
Thr 140567 (K Leuff11531gG1 ,x, [gG1-153-K409R & Wk & H A 409467 (1 Arg 1 1531gG1 , k,
1gG1-169-K409R & Wk & H A 40967 (K Arg 1169161, x, 3 H H o (R HAE B T 2 18 A ST ik
WEA QTR UITR T FFIVHAIVLIX B Feik, X -Ts2iE 2174 1005 ; BFSEQ 1D NOs: 164
165,

[0261]  FE—ANSEHETT 2, AURE PSR T LAIE B : TgG1-HER2-153-K409R X IgG1-
YTH12.5-F405L, IgG1-HER2-153-K409R X 1gG1-YTH12.5-N297Q-F405L, IgG1-HER2-153-
K409R X I1gG1-hu—CLB-T3/4-F405L, 1gG1-HER2-153-K409R X 1gG1-hu-CLB-T3/4-N297Q-
F405L , 1gG1-HER2-153-N297Q-K409R X 1gG1-YTH12.5-F405L, IgG1-HER2-153-N297Q-K409R
X 1gG1-YTH12.5-N297Q-F405L, 1gG1-HER2-153-N297Q-K409R X 1gG1-hu—CLB-T3/4-F405L,
1gG1-HER2-153-N297Q-K409R X 1gG1—hu-CLB-T3/4-N297Q-F405L , 1gG1-HER2-169-K409R X
IgG1-hu—CLB-T3/4-F405L, [gG1-HER2-169-K409R X IgG1-hu—CLB-T3/4-N297Q-F405L,
1gG1-HER2-169-K409R X IgG1-YTH12.5-F405LF11gG1-HER2-169-K409R X 1gG1-YTH12.5-
N297Q-F405L.

[0262]  ZH 1. 2FI3FUAR AR S PE BRI ThRESF I

[0263]  FEAKR BRI PUE 53— J7 1 PR 5 AR ST AR H AL, 2803 Bk Hh i — P 2
Fhak A A R T HER2ZRAL , L e Ml , 2 A s i 5] 14 70 BT 0 s i) 5 DA S He b — AR e/, 1
SEHE112,13,15,16,17, 18FN19HH Bradk I 52 1) — FPEk 2 Fhoe ik

[0264]  FE— AL 77 22, 0S4 12 B ok D g INF, HER2FUAR 7E 5 A43 L A e 45 &
BA i 222k Bt SRR ECsoft CF i KA RUREE) , LEECsof i /I T°0. 801g/m1,0.50ng/
ml,5%0.30ug/ml, YL, FriRHER2FUAA 540 518 B 40T B VHFIVLIX () &2 b —Fh 2 B hifk
G AR R AL

[0265] &) A5 /7 FISEQ 1D NO: 1[FJVHIX FIEL &7 FISEQ 1D NO:5HIVLIX (169)

[0266]  b) 5 /7 FISEQ 1D NO: 15[ VHIX AL P FISEQ 1D NO: 19 VLIX (084) ;

[0267]  ¢) A& /7 FISEQ 1D NO: 22[ VHIX AL 7 FISEQ 1D NO: 26[1VLIX (025) ;

[0268]  d) f.{ /7 FISEQ 1D NO: 29[ VHIX AL 7 FISEQ 1D NO: 32[FVLIX (091) 5
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[0269]  ¢) A5 HISEQ ID NO: 46 VHIX A4 & FEFISEQ 1D NO:49fVLIX (127) ;

[0270] ) A5 FISEQ ID NO: 49 VHIX A0 & FEFSEQ 1D NO:53fVLIX (159) ;

[0271] @) A5 % FISEQ ID NO: 56 VHIX FI40% 7 FSEQ 1D NO:60[KJVLIX (098) ;

[0272]  h) A FFISEQ 1D NO:63[{ VHIX FIEL & 7 FISEQ 1D NO:67MIVLIX (153) 5 il

[0273] i) @ FFISEQ 1D NO: 70 VHIX AL 2 F1SEQ 1D NO: 74fVLIX (132) .

[0274]  FE—ANFRHMEL T3 A B SEHE 77 9, 9 an S 139 Firidk 58 I, Si-HER2$ 44 5

PEZE A HER2PH P BR A b B2 40 i, DLz b, Prik Hi-HER2H 144 560, 5 VHAIVLIX () 22 /D —Fh 2

HE B SS A AR B R A7, T IR VHANVL X 3% H 3744169 ,050,084,025,091,129,127,159,098,

153F11 32HH A F— [ VHAIVLIX

[0275]  YE—ANEANEL 73 A1 B SEHE 77 2, 2 ansE i 4 15 0 Firdk I 52 B, Bu-HER23U44 4 3%

H175 5 ADCC CHu A Mt 14 40 i 32 B A M B 1), P ade b SR 23 /D30 % , SEAR e 52 /40 % 1)

R MR Cr—RR L, DLide s, BT Fi-HER2HUAA 540 83 1 31 R A VIVRIVLIX. () 28 /b — Ff 2 8

Uik 4 A A R R A7

[0276] &) 45 FHISEQ ID NO: 1ffIVHX FI45 2 FFISEQ ID NO:5[VLIX (169)

[0277]  b) 405 /FHISEQ ID NO:8[KJVHX FI0 2 FFISEQ ID NO: 12/ VLIX (050) ;

[0278]  ¢) 405 /% FISEQ ID NO: 15[ VHIX FI40& F FISEQ 1D NO: 19K VLIX (084) s

[0279]  d) 495 /% FISEQ ID NO: 22/ VHIX #4057 F FISEQ 1D NO: 26[KJVLIX (025) s

[0280]  ¢) 405 /% HISEQ ID NO: 29[ VHIX #4057 FF FISEQ 1D NO: 32[KJVLIX (091) s

[0281] ) A5 FISEQ ID NO: 35/ VHIX AL & FEFISEQ 1D NO: 39fVLIX (129) ; 1

[0282] ) f.% 7 3ISEQ 1D NO:63[VHIX AT, ALk e, 5 FF FISEQ 1D NO:67[IVLIX

(153) .

[0283]  7E—ANBRAMEL F3 /B SR TT S, 2 STt 5] 16 HR B 0 s, HER 2370 444 e

25 A FRIKHER 2 AUS65 41 i , (EL S5 FS FICTH AT —FPAHLL , BTk HER2H0 44 45T 241 Jfa ¥ i A 3

PG P S B 1 {12 3E 2 55 , AR, BT IAHER2HU4R 58 5 3% B 0 R B VHAVLIX (1) &2 /b —Fp 2

HR oA 255 A R 0 2R A0

[0284] &) 457 /FHISEQ ID NO: 1[I VHX FI5 2 £ FISEQ 1D NO:5[IVLIX (169)

[0285]  b) 4057 /FHISEQ ID NO: 8K VHX FI0 2 FISEQ 1D NO: 12/ VLIX (050) ;

[0286] ) 405 /FHISEQ ID NO: 15[ VHIX FI404 E FISEQ 1D NO: 19K VLIX (084) s

[0287]  d) 405 /FHISEQ ID NO: 22/ VHIX FI4057 F FISEQ 1D NO: 26[KJVLIX (025) s

[0288] ) 405 /FHISEQ ID NO: 29[ VHIX FI40 4 F FSEQ 1D NO: 32[KJVLIX (091) s

[0289] ) 405 /FFISEQ ID NO: 35/ VHX FI4U5 F FISEQ 1D NO:39[KJVLIX (129) s

[0290] @) 5 FFHISEQ 1D NO:46[K VHIX AL 5 FFF1ISEQ 1D NO:49fKVLIX (127) ;

[0291]  h) 495 /% %ISEQ ID NO:49f¥ VHIX FI40% F FISEQ 1D NO:53[KJVLIX (159) s

[0292] 1) 495 /% HISEQ ID NO:56[#VHX FI405 F FISEQ 1D NO:60[KJVLIX (098) s

[0293] ) 495 FFISEQ ID NO:63[¥VHX FI40, & FEFISEQ 1D NO:67[(IVLIX (153) ; I

[0294] k) 495 /% FISEQ ID NO:7O0f¥VHX FI40& FEFISEQ 1D NO: 74K VLIX (132) .

[0295]  FE—AEIAHPEL AR SEETT 22, 2 A SR A6 16 o By ik 90 52 I, HER2H A4 S 1k
iy 285 A RIS HER 21T AUS6 5 24 Jifd - 41 ] 24 el (49 F8C A< | EARORS PR 38 58, DLk kb %2 /D20 %6, BEAR e &2

71>25 %6 H AT S 5, e b , Fr ik HER2 B4 5405736 B 0 B I VHAIVL X 1) 22D — Fh 2 R 4t
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255 A R I R A

[0296] &) A FFISEQ 1D NO: L VHIX AL & FPFISEQ 1D NO:5[HIVLIX (169) 5

[0297]  b) A& 7 FISEQ ID NO: 8 VHX FIL 5 FISEQ 1D NO: 12[VLIX (050) o

[0298]  7E—ANERAMEL F3 0B SEE T S, 2 S 5] 17 HR B 0 I, HER 230 4445 e
Hh 255 FRALHER 2K AUS6 540 B AH AN B i 52 W BOAS (2 2F 20 B 1 P A4 15 3 D 38 5, P ety , A
1 15% , EARGEAS B I 25 %6 Hh A H G5 , ik HER2$ 44 540836 B 4n R (K VHAIVLIX (1) 2 20>
— MR BUR S S IR R -

[0299] &) A& 7 FISEQ 1D NO: L[ VHX FIEL & P FISEQ 1D NO: 5 VLIX (169)

[0300]  b) % /FFISEQ ID NO:8[FJVHIX FIEL 77 FISEQ 1D NO: 12 VLIX (050) ;

[0301]  ¢) & 7 FISEQ ID NO: 15[ VHIX FIALE P FISEQ 1D NO: 19 VLIX (084) 5 Al
[0302] o) A5 /FFISEQ 1D NO: 561 VHIX AL E JFFISEQ 1D NO: 60 VLIX (098) »

[0303]  FE-—ANESMEL AR SEETT 22, 2 SR A6 17 o Bk 3 I, HER23U AR S 1k
Hh 25 A AL HER 2 MCE -7 41 i 50 1] 40 i i A4 o5 5 10 30, 49 4, e ml DA S8 A P e A4k 15
SRR, 550 % , 11 7160 % 5L 70 % 580 %6 Hu PN il S (¥ 345 , FriAHER2FUAA S &R B a0k
[FIVHFAVLIX [ 22 /b —Fh 2 BB 45 A A R I 3R A7

[0304] &) A /7 FISEQ 1D NO: 22 VHIX AL 7 FISEQ 1D NO: 26[HVLIX (025) ;

[0305]  b) A5 /7 FISEQ 1D NO: 29[ VHIX AL 7 FISEQ 1D NO: 32[FVLIX (091) 5

[0306]  ¢) 5 /7 FISEQ 1D NO:35[VHIX AL P FISEQ 1D NO: 39(FVLIX (129) 5 Al
[0307]  d) & FHISEQ 1D NO:63[ VHIX Fl, Lk b , £0. 7% JF FISEQ 1D NO:67HIVLIX
(153) .

[0308]  FE—AEAEL S AN SR T Z R, 2 S 4] 18 v i I g I, 24 BB ) 4 4
A TR TT 5 oA S B TR A g 2R AR AR R U, SR AE R BEAUS 6541 i , A43 141 B , B
AUS65FIA43 1 &1 g r b it 22 2R B 56 A K%

[0309]  YE— /NSy v, 24 A s 18w BT I 52 I, 28 A IO AR AE A FEAUS 6541 il
/B A431 40 e b B A /NT70ng/ml , Z/NT50ng /ml , B /NT-30ng /m1 FIECsofEL , BTk 48 5 1 T
W 5 BRI VHRIVLIX (1) 22 /b — Fh S B ik 45 A M R 9 3R 47, Frid fuddki 5 169,091,
050,084,098,05,153,129,132, 127F1159; fLie Huik H 314153, 129,098,091 F1025,

[0310]  YE—ANSZiE Ty =9, 2 ansZ i 5 18+ ik S e i, 8% A i Ak B oA B S Bkl il 22
T PR R 22 B B H T = 40 bl H R FEAUSGH I Y, HE ik SR FEF /049 % , TEARIE 2 /060 % (1)
AUSGSZHI I, BTk 28 A (K JUAR 560 & BRI VIFIVLIX. (1 2 20— R 3 BBk 45 & M RN K R 47
iRkt [ 169,091,050,084,098,025,153,129,132, 127 F159; Lk ik [ Hifk 153,
132,127,129, 159H1025.,

[0311]  FE—MMRER LT B9, BERPUES &AM 57 FISEQ IDNO: 49 VHIX iy,
PP FISEQ 1D NO:53RIVLIX [ SRSk (159) &5 MR R AL

[0312]  YE—ANSZi Ty S, 2 ansg it 5 1 8 vh Bk U e i), % 4 i ik B A Lh il 2 2k 3 g
WA 22 3R BE B B 51 1 43 B R BEAUS6 5 40 i , DL A AE 22 2050 % , BEALIE 22470 % , ik 4%
AR S A S PRI VHAVLIX 1 2 /0 —Fi 2 BT R 5 S A R R A7, Bk Fiddik 5025,
084,091,098, 129H1153 s etk H 47144025,091,098, 12941153,

[0313]  FE— MR sLht)r &, B AR PiE S &A1 7 5ISEQ IDNO: 561 VHIX iy,

29



CN 103154035 B w Bg B 25/75 Tt

PP FISEQ 1D NO:60RVLIX [ ZREHAA (098) 454 AH R R A7

[0314]  FE—ANFHNEL T3 A HISETf 7 22, TuAd 4k F AR HER2 () Jirl e 4 e A AUS6 540 i A 4k
FORR R v T il 22 Bk B MR 2R BR3P A IR i 2 B B e ) B 1R O R A B =LA
P 2R 4l S it 461 1 8 W 5 I, Bk 4 5 A5k B N R VHAIVLIX [ B ddk 25 A A 1) 1 3%
A7 :

[0315] &) A FFISEQ 1D NO: 46/ VHIX A 7 FISEQ 1D NO:49FIVLIX (127) 5

[0316]  b) 405 FHISEQ ID NO:49f¥ VHIX FI4L47 EFISEQ 1D NO:53[KVLIX (159) s

[0317] <) 405 /FHISEQ ID NO: 56/ VHIX FI4L 47 EFISEQ 1D NO:60[KIVLIX (098) s

[0318]  d) 405 /FHISEQ ID NO:63[¥ VHIX FI4047 EFISEQ 1D NO:67[KVLIX (153) 5 Hl

[0319] ) 405 /FFISEQ ID NO: 7O VHX FI40 & FISEQ 1D NO: T4 VLIX (132) .

[0320]  fLidetth, Pk 568 &k B A0 N I VHAIVLIX [ A4 A AH R 1 = A7

[0321] &) 45 /FHISEQ ID NO:46[¥VHX FI40, 7 FEFISEQ ID NO: 49 VLIX (127) F

[0322]  b) 495 /FHISEQ ID NO:56[¥VHX FI40 2 FISEQ 1D NO:60[KIVLIX (098) .

[0323]  FE—ANit—DRYSLiE T &9, Bk & A HER2I &5 M T BV, it , o rp Frid Bt
AN i 2 B RO HER2 () 40 1) 389, I HL L il 22 Bk 5 470 B3R 2 Bk B 58 A R N Ak, B%
DA E (i R B A A 33 3R TS HER 2 1¢) fitf8 40 e , 0376 1k >4 40 S i 451 v 497 4, 3 3] b S i 451 1.6 01
199 Bk P 2

[0324]  FEgt-— P HISLHE T S, Y WISL e 22 Bir ik T 58 i), Judde bl il S22k R v 2 1
H9RHER2 T U , 4 andud LARE 1 30 % , 25t 40 %6 BB L 50 %6 M 3 i HER2 T 1, PLade fln , H:
W BT IR B4 5 4 R B 1 A2 SRR W 40 30 i Ak & & A IR 1 3 A6, 491 2 540, 75 36 B 40 R (1) VHAD
VLIX B HuAd 4 & HH I )R A7 sk -

[0325]  a) 405 /% ISEQ ID NO: 561 VHIX FI40 & 7 FISEQ 1D NO:60[KJVLIX (098) ;

[0326]  b) £ 5 % FISEQ ID NO:63[¥ VHIX A0, & FISEQ 1D NO:67[KIVLIX (153) .

[0327]  7E 55— AN A MO T SR, 2 0 S2 i 51 29 H BT A U g i, A e i 2 2k 5 4
B 22 T AR A B8 AL IR A K R o s AR A7, i aze b , L rp B oAk 5 A R BH 1) 22 SCREL W 28 1 3%
A SRR Wi 25 20 o Ade 5 A AH [E) K R AL, 9 0 5488 88 3R (I VHAFIVL X 6 44 25 A 4 [F) 119
AL

[0328] &) 4057 /FHISEQ ID NO: 1 VHX FI0 2 JEFISEQ 1D NO:5[IVLIX (169)

[0329]  b) 405 /FHISEQ ID NO: 15[ VHIX FI40 4 E FISEQ 1D NO: 19K VLIX (084) 5 Fl

[0330] ) £9.5 /FHISEQ ID NO: 29[ VHIX FI40, 2 FIISEQ 1D NO: 32K VLIX (091) .

[0331] 75— A BN ST &b, 2 00 S2 i 51 30 7 BT ik U e i, S b i 2 2k 5 4
B 22 1 8 AR e A K I B A o AR AT, DL s, e B oA 5 4 BH 1) 22 SCRRL I 24 28558
CBA W 2H 3R A 4 A A IR B9 SR A 49 1 5L ik 3 R R VHARVLIX Sk 45 & A R G R
(DAE R

[0332] &) 405 /% FISEQ ID NO: 22/ VHIX FI40& F FISEQ 1D NO: 26[KJVLIX (025) s

[0333]  b) 405 /% FISEQ ID NO: 29[ VHIX FI40% F FSEQ 1D NO: 32(KJVLIX (091) s

[0334]  ¢) 405 /% FISEQ ID NO: 35/ VHIX FI40& F FISEQ 1D NO:39[KJVLIX (129) s Al

[0335]  d) 40,57 FEFISEQ 1D NO: 638 VHIX A0 2 /% FISEQ 1D NO:67[IVLIX (153) -

[0336] B HL A4, Horp i 4 560 5 B 40N B VHAIVLIX (1K) HiAR 45 5 HH IR ) R A -
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[0337] @) A4 /7 FISEQ 1D NO: 22[J VHIX A0 55 7 FISEQ 1D NO: 26/ VLIX (025) 5 il

[0338]  b) f4{ 7 FISEQ 1D NO: 29( VHIX AL FFFISEQ 1D NO: 32[VLIX (091) »

[0339]  FE—ANSETtE T P, Pudgse AURs e

[0340]  fEiE— DR SLHE T S, BuAd e RURE e PEUAR , 24 i SE 451 22 Bk U sE I, HE 1
SRHER2R i, J0 e LU ARG PR e P o S 40 B 22 3 i, 9 v ik 3044 2 T-20 % 2 T
30% 8L 2 T-40 % th 3G RHER2 T i, Rk b, o rp Brik fuddk 53k 85 1~ XU e diig 45 &
AH A ) 67 : 1g61-005-1TL X 1gG1-169-K409R, IgG1-025-1TL X IgG1-005-K409R, 1gG1-
025-1TL X IgG1-153-K409R, IgG1-025-1TL X IgG1-169-K409R, IgG1-153-ITL X IgG1-005-
K409R; FITgG1-153-1TL X 1gG1-169-K409R,

[0341]  FE— BB 5 AN S T7 22w, 2 WS e 48] 24 B o I 5E ), RURE S P P AA
F M4 R ISHER 21 AUS6 5 4H i FF: 01 1] 248 J () P A4 75 5 1D 38 9, i ik XURE e e i 5 &2 /D
—Fliide B 1R A RURs S PR AR 5 A A TR R R A : TgG1-005-TTL X 1gG1-169-K409R, TgG1-
025-ITL X IgG1-005-K409R, IgG1-025-1TL X IgG1-153-K409R, IgG1-025-ITL X IgG1—-169-
K409R, 1gG1-153-1TL X I1gG1-005-K409R ; F1T1gG1-153-1TL X 1gG1-169-K409R, Ji; Hedth , X4
S PETUR L EATT R e MR R BE 22 M AT R AUS6 540 B 1K) 385 , Birad XURE S P A i H
1gG1-005-1TL X 1gG1-169-K409RF11gG1-025-1TL X 1gG1-005-K409R.

[0342]  FE—ANEANER S B SETf T 22, RURs S HEFUAR AZ HER2 X CD3RUEF S PR AR , fsk
Jite 5125 1 BT i , Hoafs S AUS6S I TA L A S I 4l f 55 14, Frid s e iid 5 H v s
> Rl XU S PR AT AR 45 & M ] K 22 67 : Duo huCLB-Q/153-Q,Duo huCLB-Q/B12-Q,Duo
YTH12.5/153-QF1Duo YTH12.5/B12-Q (Duoe 7~ X4 FHEHAK) o

[0343]  HifgkiE

[0344] ARG BH4RE THER2BUAA , BT IRHER2FUAR AT 2% &5 4 FF N 4k 33E R IAHER2 1) 8 41 B »
THH VAT S AT 4 e ) T A AR P 3 MR TR o RIS R BHER I Sh e REVE , R
ORI DA B AR % B AR SR AR A S 44 28 R0/ BRCRT DA G0 1 i 1 e AT T 2 DA RO X e
Yo

[0345] A BH oA AT LA A A AR [ e 28 o (] ofr 204 (4] 22 99 St 20 b 385 JA SR 58 (%) B SL YD D e 5 491
BIADCCHF 3 o 73 ) 11 ) [F] A 2R 2 Te G, 1962, TgG3, MITgG4 . A] LAfSE I N FREEE 52 [X, kB, 1)
A AN SHEE, AT DdE s O A5 R R B AR B HER2HUAR (R SR 8 45 4, W] LG AT 46 N
TgMI A B I AR S Y S R AR U B ) Tg Gl o it — 20 Hb , ] DAATE SRS A A i AR —
FhlgGIREEA N A —Fh, B 1gG1 £ 1gG2, K 1, 7] DA [F] F AL 58 iy B i1 gGl
1gG2,1gG3,1gG4,1gD, IgA, TgE, BRI gMPu A4 My cit A8 A & BH I Hri 44 14 2% 2470 D e i A T 2% o
1697 Rl AE— N SE T B, AR A 2 TeGL A, Bl anTeGl , k.

[0346]  FEHE— I SEHE J7 220, K5 A R W 1K) oA B TR A0 DA gk 2D 2 B A I DR) O 34 o
ADCC, B, B WUS2009317869F Frik sl Wivan BerkelZ. (2010)
Biotechnol.Bioeng.105: 3509 Frilk 7EHu A A4 7= BHIA AL S 90 I\ 35 57 2 , B 3 JE i, 9l
1, W Yamane—Ohnuki %% (2004) Biotechnol . Bioeng87 : 61471 fTik {8 FIFUTSHE IR 40 i . B &
ATLUE FH Umafias. (1999) Nature Biotechl7:176H FFik (K 77 AR ALADCC,

[0347]  FE— B HISEHE Ty b, O 20 A KB B 44 TR A0 DA 3G 5 MA 5 AL, 4914,
NatsumeZ. (2009) Cancer Sci.100:24119frik.,
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[0348]  fE—SEJf T b, AR PR e KUk, ik TeGL ik, U H 2 Tg61, ki
M AE T3 — AT P, AR R B Se g Fr BB B

[03491 ] LA 40 A5 B AL 7 B SRAF A4 B, DAAS S 3k ) 5 B0 A4 R A 7] Y
75 A HET g e b B 1 4n, n] Ll H B B A B8 (pepsin) A HUAE 7 AF (ab”) 27 BLo
A] LA JE 0 G A 5 AL PR PR AR F (ab”) o BELAAE R R 1 7 AEFab” A B . AT A
T AR A B AL R AR T3R5 Fab by B 3G AT DA IS IS IR B g B RS 45 S Fab’ v Bok
FPAEF (ab”) o v B o 0 AT LATE I 7 H 20 4 i v etk g i B B B A R R A A v B (I
#WiEvans®, J. Immunol .Meth.184,123-38 (1995) ) . 5l 11, Zmh4F (ab”) 2 B I — 55 ¥ ik
A DR AT DA HE « G HEE 1 Cul 25 A JBORBCRE X (1 DNA 7 71, B J A& FH T 7 AR 3K B e 1 4t
&R B R 4 BB R T

[0350] 4 b PR REIS) , 6 — N SE 7 Zorh, AR WIRIHER2Fi g & ik, RO 455
FhbJF B R B PR AL 3

[0351]  £E 53— AsEhti )y &, A K DI HTHER 2444 A& BN Hi 44

[0352]  fE—Askjia )y B, AN K W ) A a2t Fab Fr BB 58 1S4 , 41US2008006364 1
(Genentech) H HTIR K, BHAR B4 ST 44, B B1A0W02007048037 (Amgen) H HTik Y o

[0383]  fE— LR SEHE T S, B B B A Wiw02007059782 (Genmab) (EIL 51 FHIF
AT Frik B HA BORE X BRI 25 414 o DAL, 72— AN SEHf 7 22, Judd s s budds , Horpd
TR vk BT HER2 B4R , 1% 7 VA HE

[0354] 1) S it 2wt ik U HUAA A AR BE ) R R A AR, Pk A AR 60, 5 B 228 3 ) e
" PEHER2BUAR I VLIX 1 4% 1 B e 21 A gt T g1 48 8 CLIX [ % B IR 7 71, Hevh BT i dmbd ik
PRI 05 S PE DU B VLIX (R 25 1R e 51 AT ik 4 A T T CLIX. () A% 6 1R 1 71 Al 4 A b 3%
FeAE i, IF HH A BTG Y B DL T, S5 CLIX ()% 5 R 7 71 L 2481 , fEAFCLIX AN
AL AEAT AN 2R - £E 2 S kR AN TgGA7 ARG 40 T B 24 it T30 s A\ 28I, Pvid 2 2
P2 RE % 5540, AH IR 10 CLIX. () 28 L 1R 91 1 LA R TR e — B S B AL

[0355] i) 4igtk & At By ok ER A S04 () TR (1) A% B A A, BT O A A0, B S A A BRI T
JR R S PR BRI VHIX ) A% 5 B2 13 B AN b N\ T g 1) 18 58 CHIX A% H R 7 51 5 Herb 4 s CHIX 1)
ZE R 75 OB, {1500 BT8R X I X 35, DL A an T g M2 A By 225K 11, CHIX ) H A [X
S, WICHB X, AN B ARART AN N 2 EL B PR RS « 72 20 v b N\ TgGAFAE R 1% 0 B B 4 Tt T304
B NS, ik S LR 5 2 5 AL S A R N Tg i CHIX. 1) 2 B2 12 7 21 () AR IR TR e —
SR I L BORS E AR SE A () EE R IA) B, L a2 A a2k B ) B SRR e PR AR O VHIX
WZATR 7 5 AT IR G b B ik Tg I CHIX A% B8 17 71 m] ARt Fe e — s

[0356]  iii) Ffit T/ AR vk S HUAR ) 4 0k R4

[0357]  iv) @ik AE (ii1) MAIMRIE Ra A SRk () A Q1) BIRZER /A i Ad i ™ A
ik BN Ak

[0358]  ZRALIM, 7E—NSEHt 7 B rh , HER2HUAR A S A i, HoA &

[0359]  (3) 4nAR ST IR ) AR A BH A 704 ) T AR [X BT 3 X H) B 5L 45 5l 9, A

[0360]  (ii) F & Bk EE (A CalX B AT S Ca2 AIC3 X 1 B, Herp ik cuX B H r BrE &
A, A A0 N T BB XA XA, DA S, S 2R A 3K A AN A2 TeGANE Y, X ) HAR [X 45, 2o
Cud X, AL S ATAT a1 N 2RI, « 722 TbE N TeGARAERI IR T, rid B R A1 5
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FHTF] (4 CulX B 1 — iR B B 2 5 4[] (14 CulX. B2 ol FL At AR (1) BRRS 5 i HE A0 S B () B

[0361] 75 Hgt— PRy sei s &b, SANHER 2B T4 O ABME , (1 AN B Fh e
[0362] Y&\ —A@—PHsLi s b, Ll PR 1) T FR I ) BRER A2 TG4 AL
[0363] £ F3—AN@E— RSt 7 S H , BTk BEAN 44 2 TgGA L ALY , (HCu3 X L 2211 ,
fEAR AR TR B R B (1) — e 2

[0364]  CH3RASHI WS

[0365]
KABAT* EU %3] G4 %
E378 E357 E357A 2 E357T & E357V & E3571
S387 8364 S364R & S364K
T389 T366 T366A 2 T366R 2 T366K & T366N
L368A & L368V 2k L368E 2 L368G & L368S &
L391 L368 L368T
D427 D399 D399A 3 D399T & D399S
F405A 3 F405L 2 F405T =k F405D & F405R
F436 F405 F405Q 2 F405K #, F405Y
[0366]
Y438 Y407 Y407A 2 Y407E & Y4070 X Y407K 2 Y407F

F436 4= Y438 F405 #2 Y407  (F405T 4= Y407E)3(F405D #= Y407E)
(D399S A= Y407Q)2(D399S = Y407K)H(D3998

D427 #+ Y438 D399 #= Y407 #1 Y407E)
[0367] *KABATE /~IEIEKabatt B IEMR 45 (Kabat®,Sequences of Proteins of
Immunological Interest,5th Ed.Public Health Service,National Institutes of

Health,Bethesda,MD. (1991) .BUZR 5| R #RHE tKabat (A 1) Pk (EUR 51K A2 1R 5
Fo

[0368]  7E 55— A3t — BRI SEHE Ty b, Bk S U PR B 2B, (1R EAA ST
] T N=2 R B A K B2 AR R

[0369] %% BH AT HER 2370 4 3 AT, 4% BB S 448 o BB 0 44 72 I Fh EE B AN AR B Py X A T 422 10
R o AE—ANSEZHE T e, AR IR AL T BBER (scPv) , Horb 78 8 i v F e vk ik 3k (S 7Y
L1012, 15ELE 2 A R PRI AL) 15 A K B B HER 24744 A Fv Hp B B B AR B T e A R
TANSCER AR T AR M B R U5 a0, US4,946,778, Pluckthun in
ThePharmacology of Monoclonal Antibodies,vol.113,RosenburghH
Mooreeds. Springer—Verlag,New York,pp.269-315(1994) ,Bird%%, Science242,423-426
(1988) ,HustonZs,PNAS USA§§,5879—5883(1988)%ﬂMCCaffertyQ%,Nature§é§,552—554
(1990) o FRBEFTAAT] LA BAN A, W SR ANAT A 88— B Ve MIVL, AT RL A 34 APV
AV, B I 20 A, a0 SR AT FE 22 T 1 ViV
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[0370]  7E—ANSLT )7 S, AN K W HER2FUAR J& RS D R SR fEa Ak o 7 — AN SE T T S
RS Y Dy e BB T HER2 P A 22 A FR B ALK TeGA ik , Ho O & LA (kFab— 284 (van
der Neut KolfschotenZ. (2007) Science317 (5844) :1554-7) . &I AFE AL 1gGAdT
] =2 a0 oAk, Hoh PR L O SR L PO R B A TR P B R (T
W02006033386 (Kirin) i frid) BN 1G4 H HEE 52 [X 40967 K HE 2R (Kaba t 5 /EEUZR 5
HZoR) A/ B LR IX 2B M LA 5 Cys—Pro—Pro-Cys /531«

[0371]  FE— AL )7 2, B2 LI TeGAHER 2P AR /2 A0 B AR BE MY ToGATL A, o
Bk B A0S N TgGA1H E X, BT fE 52 X AEXT BT 4091 fr B A H A1k H Lys,Ala, Thr,Met
MILeulf) etk , F1/BAE XS B T-405 ) hr BAL H A 1E H Ala, Val ,Gly , I1e MlLeuf ikt , 3 H A
BT IR SUARAT e A S — AN B 2 AN P R AR B R /BN (H AR BE X AN 5 Cy s
Prp-Pro—Cys/Fo AR , BTk STk 7E 0T B T-40910) A7 B AL 5 Ly sEALabk 2 , B3 Bl )
CH3[X B A TGl A TgG2BE A TgG3IKICH3 X i B 4K o 38 7] WW02008145142 (Genmab) o
[0372] fEEZEFH—IPRILiETT £, Fa e L TgGAHER2H A & B & S B AR BE I TG4t
1, Horb BT ik B AL HE N TgGATE 2 X, fTidk A TgGATE & X AE X BT 40911 47 B 4b B 1% 5
Lys,Ala,Thr,Met FlLeulfJ 5% 3& , Fl /B AL X BT 4052 B A H A1k HAla, Val ,Gly, [1efll
LeufW3k 5, JF H H th Frd JUis A 5 — e 2 At — B I IR Bk A/ Bl I HL
Hop ek SR AEBCRE X AL &5 Cy s—Pro—Pro—Cys 791 AR 1EHE , i HAK AL B2 T-409 1 f7
AL LysBiAlabk 2 , B LRI CHIIX 248 A TGl A TgG28 A TgG3M CH3IX Fr &K
[0373]  FE#E— DI SLHtE 7 22, XN Dy Re bk T HER 2144 2 AE TG4 51| i TG 1, TgG2
B IgG3M Ak, O 2 RAR (14 T AN A D) e QIADCCIR) B /) O £ P AR B T 22 B o 4
WiDall’Acqua WFSE, JTmmunol.177 (2) : 1129-1138 (2006) FHezareh M,J Virol.;75(24) :
12161-12168 (2001) 22k | IXAhRAR

[0374]  ZZ5W)

[0375]  fEik— DR SLitE T Zerh, AR BERAL T 50780 7 4 Ml w2 AT 254 A A
A P HI TR BB PR F AT 2R BB R A I HER2 PU AR B HER2 XU S PR ik o X PR A4
TEARSCEIRAE “RBER G AR M ZMARTRNDERA M RETR
(immunotoxins) .

[0376] 1] ffu 55 2% BYCAH A B3 R0 F A AT 0k 4 i A 55 (9 SR R 4 ) 13k T AR
G2 S5 VI & &0 YT A S AZEE (taxol) (AHIEAASEZRB (cytochalasin B) VAT IE
KD (gramicidin D) \iRALZ.%E (ethidium bromide) KK T (emetine) \ZZEZE
(mitomycin) AKFEIHTE (etoposide) « BFIENY T (tenoposide)  KFEH (vincristine) .
KEHWH (vinblastine) «#KKAAH (colchicin) « 2 ZtL £ (doxorubicin) A F %
(daunorubicin) . ¥ RIEE &= i (dihydroxy anthracin dione) .EEHZHI
(may tansine) BH FAUMIBATEY) KFEREER (mitoxantrone) < &I 2 (mi thramycin) .
T %D (actinomycin D) 1-E5 28 (1-dehydrotestosterone) i 7 Fil =
(glucocorticoids) &K (procaine) . ] KA (tetracaine) - F|Z KK (lidocaine) «
W22 IR (propranolol) FIFEMSFE 2 (puromycin) ; K B A K (calicheamicin) B H: 254N
VBT A s AR (G B RS L 6 R RS L 6~ L2 MR 04 | B i L et hor o 53U
BEWE 15 R (decarbazine) (FEIEIR R AW | & PO AR | v H BT » e dbif) (%
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JFthioepas 2K T BRE ST FIEL REIT (BSNU) i&ZEF]TT (CONU) W IRRIERE « (17 % iR
e R &= A REEE (DTIC) WIA-REE . 22 3 E 2 C MR AL RT A9, &
%93 PA Jeduocarmycin A.duocarmycin SA.CC-1065 (X 455 &% & (rachelmycin)) , B(CC—
L0685\ AU B AT AN IrER QWL EZRD LB AE R) JkER  RAER
CARTRAEIE G B 2R (S8 &= AL B JEME R (mithramycin) (2 RFR KT
REZR.ZMBER (AMC)) PuA 229257 (B4, W& & A #1H]5) Wimonome thyl
auristatin E.monomethyl auristatin FERZ 7 m)fthy] LOR) KA AU BATEY Ak 5
TR+ (WA WEARE K T BERR G0 F) s BREEA S5 GIEREEAA
AN EREEOAETR) B R EVEF R (SLT-1,SLT-11,SLT-11V) \LTE
R CIFREWNTFR A HZRER G XE R K S Bowman—Bi rk & 1 B 51 751 B Jo B
Ahdz  alorin, B (HHE R cgelanin M G B E A ABE . F%E RARE . a—77 i1 & 2 . i
(Aleurites fordii) &H 175 (dianthin) &2 H . E MM (Phytolacca Americana) &
1 (PAPT, PAPTTAIPAP=S) 7 JRF il 77« ok XA 85 88 11 W2 S8 88 1 JIL 2 5 (sapaonaria
officinalis) F%5). AMEZE (gelonin) .mitogellin. FRHEZ (restrictocin) &
FHRKEFER TR M AEMNEE S a2, CLIP 7 R 2 H K R &
TUHE BKAIP18 ; i M BRI (RNase) DNase 1 H#j&BRE N FR-AEMEE TR EEND O
W EE R A R N FE R . WA Pastan®s, Ce1147,641 (1986) flGoldenberg,Calif. A
Cancer Journal for Clinicians44,43 (1994) . A] P55 anas sCH A 352 ik 1 A % B (1)
HER2470 44 20 A1t FH ¥R 97 770 e 4 i (R BUBE AL R+, o n] T 5 48R B S g 4%
ARATT A 5k .

[0377]  YE—ASEiETr &, AR T HER2HUAR B R S% & M IR BUZ IR M < 0 F o £ — A
IXFPSEE T ZE R, G A 10 1% 8 A 40 i 35 PEAZ MR AZ BRI I SURZ IR #9011 11 RNA 3% (491
siRNAZ ) B RIS AZ R (1914, S FSOME IR A0 55 CpG 2 P (R DNASY ) o 7E I3 — AN 3E
Jit 77 e, AR B I HER 20 M4 48 £ Tl e F BUAZ I -

[0378]  fE—ANSEja 7 & rp, $R it 1A B — AN B AN U PEFR D I R B I HER 2444 «
SHEAR I FIHER2 PR TT LA T2 Wi AvG 7 B 19 (S0 MEAR I8 405 & 5 — Pl Re )
FRAE) o T 2 BRI AT A AR BR i 1 91 72 F5 3H. 14C. 15N, 35S.90Y 99T AT 1251 131 T Al
186Re.

[0379]  {E— NSy rf , Juid 5 U 1 [F) A 28 B & iU Pk [F A = B A IR A - 1
U, AR T LS B A 7Rk, 1 ADOTA , DTPABR tiuxe tan R & , X fC YRk 5 i st v [ o7 &
TERE &Y FUiE T LS R/ S B A T — DB MU PR IR 2 24 R , B At
S AR IC I 43 o B TEARIC R CDT4Ab ] LA T 2B FVA TT B 19 o JECH 14 R A7 2% 1 =R il
P4 0L PN 208, 90 9T 12T (M (BT 18Re 9B 2PN T Th,

[0380] & DLl 5 R AW I B A b B FHER 2044 , DU g in e A IR 1 2
T AEBI US4, 766 ,106.US4,179,337.US4,495,285F1US4 , 609 , 546 1451 2 1 5l 1 58 &
A EA S IR 7 R A B R A A 2 JuBE F R 2 2 (PEG) (B4 4y
FENZI1,000-2140,00001£92, 0002720, 000 PEG) -

[0381] W] LA FAEAT] AT A B TR HER2HUAK 5 28 4 11 437 21 b SC T adk iy 8 22 A
ZRA W, ARG AE R B Sk R B9 5 V5 s Hunters ,Nature 144,945 (1962) ,David%%,
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Biochemistryl3,1014 (1974) ,Pain%s,J. Immunol .Meth.40,219 (1981) AMNygren,
J.Histochem.and Cytochem.30,407 (1982) . 7] LA i HoAth 3 73 SHER2Fu AR BRI 4 B (3]
WIHER2HT A4 HEC L) F-YN— R S A1 B C— A U AT A4, 557 M0 48 5 i 7 A2 31X g A (L 451 40 samu
Kanemi tsu#%a{JAntibody Engineering Handbook,HHChijin ShokanHHifif (1994)) .ifn]
DATH I £E 553 1) A 33 R B A 45 5 i 7 A X B R AR AT AR

[0382] W] LA E 2Bk Al 4 120 1) 5 AR K B IR HER2HTAR AR IR o 55— Bl 70 i) 1) A K 1Y)
— M I TR B 8 4 A T ) S I PR B 2 R TR B AR G AR — N SEHE T R P 4
HER23UAA 5 RIT 25 50886, BT 1l 2543 - 7EAR P9 mT DLdE I [7) B P B BER s AL Ry R 2
Wi Jite FH S, 283 fikele 20 B R 5% (1) B S0 Ath I e e MR ) 2% 1R 2 ) B Bk, B LT B
W EZY) . Syntarga BVEEZEW002083180,W02004043493,W02007018431,W02007089149, A1l
W02009017394H FIR T IX PR AT 25 AR AL 41+ 55 B % F1'56, 989,452 (Medarex) H1 4
Al PAR A TS I k-7 2 R flduocarmycin LA

[0383]  fE— ALty R, A K I THER 247044 5 B 4 13k (Bt tiuxetan) 4, X
RVPBTRE S T O RN Z

[0384]  XUtF m i i4

[0385]  fEi— B I 5 I, A K I KOO el o+, ik XU e o B8k B A S
[H] BT IR 1) A % BH T HER2HUAR Y 58 — B 45 & A i ALELAE AN R 45 A0 e Pk (kT A 30sz
YHAnRE  NFeSZ A8 TANMLSZ A4 BAT MY 52 A4 1) 45 6 1 ek, B3 AP T-HER2 I AE 2 R A7 1 45
BRE R VE) B8 RS AL s, BRI H AP > sz e 4] 14 Bir i SRR, Bk 88— F e —
PUF S A A7 1O T MTHER2 [ 255 AN I 28 SCREL I () BUfF 53 PR A

[0386] A BH B 7~ 48 Pk B XU e MEBLAR 3 G (1) A — I Ak, — P A
SPHER2I 4 S, Iy — B B A 0 85 — b B ARIORS S, (1) B —$u4d, R AT XPHER 247 53k
() — SR B EE DA SO B8 Bh R e PRI 58 AR BRI, (111) S BEHUE , LR AT R HER2 AN
5 M IR R A, 8 F I — N IR S R B B PR D scFv s () XA A2
ZE R AR (DVD-Tg) , Horp A 55 A2 Bl R o 0, 5 e o 60 O 2 4 A TR P TP T AR 485 Y (W
4 Generation and Characterization of a Dual Variable Domain Immunoglobulin
(DVD-Tg™ Molecule, In:AntibodyEngineering,Springer Berlin Heidelberg (2010)) ;
(v) AT A XU S (Fab’ ) o7 By (vi) Tandab , 3% 2 P Pl B SUBUAR O RA 44, HoP= 4=
V4O B RV S oAk, A PR R — B B AR IR 45 &AL s (vii) flexibody, iX
scEvE XUR A A, F=AE 2 o+ (viil) BT E A EEEAD “ R AR 25 /3 19 B g
(¥ “HiFIBH (dock and lock)” 43—, 245 Al T Fabsif , JL AT LA 4 (1 B AN # IF) (K1 Fab 1 B
5 ZERNAE [ Fab lr BEH R = A AR e 45 S8 s (1) FriE & <7+ (Scorpion
molecule) , HAWE, 01, Bl T AFcIX P K B P scFv s Al (0 BUHUA o £ — A SE il
J7 Z, AR B O PR Do AR 2 I 5 il (Y Fab i A2 0 3R 45 1) AUPUAAR A8 AR B AURE -7
T, WA A B v A Y R 2

[0387] W T+ ffil & RURE S PR BRI 1 & (1) 4] 7 (H AR TBiTE Micromet) \DART
(MacroGenics) FcabfIMab® (F-star) .Fe- LFEbHI1gG1 (Xencor) BiDuoBody (3 T-Fabi# 4z
#1,Genmab , A Hi#) o

[0388]  AN[FJSRAU ) XURF S PR DU B R R EAR T

36



CN 103154035 B w Bg B 32/75

[0389] @ ANKIFRAITgG—HE 7+, Hop o 1) — A 55 2 > — B AR ) Fab X B 73 Fab
X, 10 Sy — A 2 2 b —Fh HA BRI Fab X B3 7 Fab X s 7EIX B2 v, Fe X v A]
PAAFAEANKIFR, IF Bl T2 7 B PRAS 0 RO 5 e 4%

[0390]  @XJHRIVITQGHEZ—F , He b 431y P A BN A0, 15 28 /D Y BAS [R] R A& (1) Fab [X BT
3 FablX ;

[0391]  @IgGRlA 7+, H i &K IgChiis 54 MFablX B 4 Fab X fill &

[0392]  @Fchl& o+, Hoh BLBEFv oy B E A I AR SFe v X ﬁﬂﬁj\ﬁﬂ/a\:

[0393]  @Fabfl &7+, b AFE K Fab fy BRG 7L s

[0394] @I T ScFv MUK 43—, Ho v AR S EEF v 43 BAS [ ) XU A4 4R stk ik 5 B
55— MEAEEs FRE

[0395]  ANXFFREI I gGREDY FHI B FEFEEATR T Triomab/Quadroma (Trion Pharma/
Fresenius Biotech) ,the Knobs—into-Holes (Genentech) ,CrossMAbs (Roche) flithe
electrostatically-matched (Amgen) , the LUZ-Y (Genentech) ,the Strand Exchange
Engineered Domain body (EMD Serono) ,the Biclonic Merus) flthe DuoBody (Genmab A/
S) o

[0396]  XFHREI T eGRED FRIBFE4EEHAPR TDual Targeting (DT) —1g (GSK/Domantis) ,
Two—in—one Antibody (Genentech) ,Cross—1linked Mabs (Karmanos Cancer Center) ,mAb’
(F-Star) #lCovX-body (CovX/Pfizer) o

[0397]  TgGEE& 9 FHIH T HFE{EAFR TDual Variable Domain (DVD) —Ig (Abbott) ,
IgG-like Bispecific(ImClone/Eli Lilly) ,Ts2Ab (MedImmune/AZ) FiBsAb
(Zymogenetics) ,HERCULES (Biogen Idec) LA A TvAb (Roche) .

[0398]  Fcfl & T HI B FEFEEARR TScFv/Fe Fusions (Academic Institution),
SCORPION (Emergent BioSolutions/Trubion,Zymogenetics/BMS) ,Dual Affinity
Retargeting Technology (Fc—DART) (MacroGenics) flDual (ScFv) 2—Fab (National
Research Center for Antibody Medicine—China) .

[0399]  VIEXURE S B (1) 4] F B FEAE AR TF (ab) 2 Medarex/AMGEN) ,Dual-ActionBk
Bis—Fab (Genentech) ,Dock—and-Lock (DNL) (ImmunoMedics) ,Bivalent Bispecific
(Biotecnol) FllFab—Fv (UCB—Celltech) »

[0400]  JE-FScFvAIXUAUAE 1 7 F 1 6+ B HEARR TBispecific T Cell Engager
(BiTE) Micromet9,Tandem Diabody (Tandab) (Affimed) ,Dual Affinity Retargeting
Technology (DART) (MacroGenics) ,Single—chain Diabody (Academic) , TCR-1ike
Antibodies (AIT,ReceptorLogics) ,Human Serum Albumin ScFv Fusion Merrimack) #1
COMBODY (Epigen Biotech) »

[0401]  AE—ASERE T b, 5 A T RE PR/ MR A S LS, @ IR BT JR (CEA) VRS
e S PUE (PSA) \RAGE (B Bl va-F i 82 L CAMEL (R4 298 B RICTL-R At li) -
CTHi Ji (WIMAGE-B5,-B6,-C2,—-C3, #1D;Mage12;CT10;NY-ESO1, SSX2,GAGE , BAGE , MAGE , FlI
SAGE) it LR (B IMUCT, Al 82 1 -CA1255%) P& H IR 5t B 2 IR B  gp 75 c-Mett
C-myc.Martl.MelanA .MUM-1.MUM-2.MUM-3.HLA-B7 .Ep—CAMERJ& JiE A OC ) 2 5 25 WlabB3 %
R AL T NSEHNE T Fh 5 A2 TR N/ ENK AR 70 B, JICD3ERCD16 o £E 75—
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ST R, B R R U AR R R B A R A DS AR K PR, Al A N R AR KPR
R AT A A K TR 2R AR K TR 32 4 L I A8 AR A R B e T — R B2 Ak, U,
e RE REAH ORI 5244 (19 THERAZ A& v () 55— B s HER1 VHER3BXHER4) o fE— MLy S, 55
TR B R A A HER2 5 AR R B AR 4 A B AT sUAS IR A g AR BRI A7 A 48 4
5 M AT DAV B 5 B R B 22 2R R H 2 B R B FRECL T HER245 & .

[0402] 4l 48 XU S MR A4 1 7 V20 5 W02008119353 (Genmab) H AR (1 I Hovan der
Neut—KolfschotenZs. (Science.2007Sepl4:317 (5844) : 1554-7) & 1) AR &L , 7] LA 45t
AR B I St 41 20 B 3#E4T

[0403]  AXF& ¥ B Ak A s 40

[0404]  FEE— 2B (W77 [, AR BH I B i A R BH A 0 Ak 40 T PN 428 B 1) A% R 7 971 I DNA
3.

[0405]  FE-— AL T B, =R P H ebdik B N 2 R ER 7 51 SEQ 1D NO:1,5,8,12,
15,19,22,26,29,32,35,39,42,46,49,53,56,60, ,63,67,70,74,77,78,79,80,81,82,83,
84,85,86,87,88,89,90,91,92,93,94,95,96,97,98,99,100,101,102,103,104,105,106,
107,108,109,110,111,112,113,114,115,116,117,118,119,120,121,122,123,124, 12571
126,

[0406] 1 53— ANRRsE SEHE 7 R LR T B d s ik B W1 R B VHE AR B /7 41 : SEQ 1D NO:
1,8,15,22,29,35,42,49,56,63,70,77,79,81,83,85,87,89,91,93,95,97,99,101,103,
105,107,109,111,113,115,117,119,121,123F1125,

[0407] 7 55— AMFR B SL i 7 P, L 7 F g s ik B A0 R VLA L RSP 51 : SEQ 1D NO:
5,12,19,26,32,39,46,53,60,67,74,78,80,82,84,86,88,90,92,94,96,98,100,102,104,
106,108,110,112,114,116,118,120,122,124F1126,

[0408]  fEFL A HE—IBHI T 0, AR B S i AR R PR IR AR 1K) SR IB 38044

[0409] Bl —ZH SRR ARAA o 0P T B AN B T LA EH A R] 3 A4 B R AN ) B g A

[0410]  IXFPRIAHART] T B =4 AR R ik

[0411]  ZE—ANSLiE )7 &b AR BRI SRAB B & gnhdak B W R B EERR T 51 i — Fl
B % P T B 51 : SEQ 1D NO:1,5,8,12,15,19,22,26,29,32,35,39,42,46,49,53,56,
60,,63,67,70,74,77,78,79,80,81,82,83,84,85,86,87,88,89,90,91,92,93,94,95,96,
97,98,99,100,101,102,103,104,105,106,107,108,109,110,111,112,113,114,115,116,
117,118,119,120,121,122,123,124,125F1126.

[0412]  7ER—REEsLi s P, AR W RIS BARGS dmbdi B W N M VHE L R 7 71
[ — PhER 2 R A% E B8 7 %1 : SEQ 1D NO:1,8,15,22,29,35,42,49,56,63,70,77,79,81,
83,85,87,89,91,93,95,97,99,101,103,105,107,109,111,113,115,117,119,121,123F1
125,

[0413]  7ER—MREESLi P, AR A RIABARAS midig B W N VLA IR 7 5
[ — FPEk £ R BRI 1) : SEQ 1D NO:5,12,19,26,32,39,46,53,60,67,74,78,80,
82,84,86,88,90,92,94,96,98,100,102,104,106,108,110,112,114,116,118,120,122,
12451126,

[0414]  FEgE— D[ SEHETT R Hp , RIS BRI — DA & dnbd Fiid , ) a0 A Bk i) 42 818 2
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X BEE X BB B E B E S X S FH AR IR T 7

[0415] AR BT SCH RIS AR T DU AT A 18 I 80, B HE G fh AR e Ak L & ik
A% R A (B — A& i B I T R R T 51D o X PR 1) ]+ B 45 SVAO I AT A=
W< 41 JTURL W B AR DNA L FFIR 98 55 TR JFURL YR F1 SR RNV B AR DNAZL 4 7R 3844 R #5:4%
1% (RNABKDNA) 44 76— ANSE 7 22 , S RS HE R 2470 44 (1) 2% B e 40, 25 76 BEDNABR RNAZ 4 1y
A5 N 2 Mk e 3k Tt (W 4 Sykes Al Johnston ,Nat Biotechl17,35559 (1997) i firik
1), BE M AZ IR AR (B AEUS6,077,835H1/BW000/ 70087+ BT IR (1) , Ji A 44 4
pBR322.pUC19/188pUC118/119, “4kfE (midge) ” N ~F /MU IR #E A& (1 0 78 Schakowsk i
55 ,Mol Ther3,793-800 (2001) H BTk ) , BRE VR NULIER (precipitated) ZBREAM E
i, B INCaPO4— YT UE M EEAA (0 4E 5] fW000,/46147 ,Benvenisty MReshef ,PNAS USA83,
9551-55 (1986) ,WiglerZ,Cel 114,725 (1978) , PL FeCorarofliPearson,Somatic Cell
Genetics7,603 (1981) HH IR HY) o 3% Pz R 20 M4 J2 LA 2 AR50k A 1 ) (WL Tuss,
589,466 F1US5,973,972) .

[0416] St 2 RIS FR LA IR T AR BH IS4 I 7~ A0 PR I R IB 4

[0417]  E—ANSZiE 5 R P, ARG A F T 70 4 B 41 i P RIS HER 2044 o X P A A4 11 191
BFEFRIAFAL, WBlueScript (Stratagene) ,pIN# {4 (Van Heeke&Schuster,] Biol
Chem264,5503-5509 (1989) , pET# /£ (Novagen,Madison WI) %) .

[0418]  RIXFAMIET] LA, BLE Ak et 2 & A TR RS b RIE M BUE . 7T LR
A& A T ERERE RGP RIS R BAK 3 S R HE, Bt , 49 & 4 e AL B 5 7 e
¥ Wall A AL B AIPGHI 2044 (27348 WL :F. Ausube 15§ ,ed.Current Protocols in
Molecular Biology,Greene Publishing and Wiley InterScience New York (1987) , fl
Grant%,Methods in Enzymol153,516-544 (1987)) .

[0419]  RAKFAMIE AT L AE , B ATk Pebth 208 A T e FLah W 40 e v Rk 34k, 41
WA AR N AT FEbR 10 B A R A U I 844, fiBebbington (1992) Biotechnology
(NY) 10: 169-1 75 FT ik ) 044

[0420] A% PR AN/ B AR IR W] LAAD & SR 43 b / B A47 7 BRI AZ R e 3], HomT DK 22 ik, 23
AL 22 IR BE BB 1A %2 JE 55 1A (periplasmic space) B ZHEE SR L N o X Bl 21 & AR 40
W AT, FF RGBT S B E S K

[0421]  fEA R R FRIAFAE S, GRbDHER2FUAA B A% B2 T LA A1) & 35 19 J3 37+ T
TR AR 3 SRR e B S AT A& 0 8 307 358 P AU AR R RIS 1 e AR G
XA B B RIS B3 (B ACMV TE 5 3+ /38 5%+ A AZRSV, SV40,SL33,
MMTV, FIHIV LTRE BN , A 2R A) Zab P31, KA & Bk = M n & 6l &, 1E ik
PR TP R PUPEEE R, R/ SRR s B A7 o5 (N2 823k) AR T A & 75 5 8 )
FIFmARAHMAE F3)+, CMv 1E,

[0422]  FE—ANSEHETT S, GmbSHER2HLAR 1) RIS A 7] LUd i B3k B T B0 X 2
6 EAIMECE E3H

[0423] R R 5, A K P K A BAZERAZ 16 £ 40, B anks ges, Hre
AR AN A SCRT R XA R BH B BUAA o T 32 200 e ) 48] 60, 455 T B L 41 B8 FHRT 2L 3 40 41 B , W1CHO
BCHEK 40w o 491 01, £E— SR 77 2, AR B AR L T B BRI Al L, BT iR % B A e B 5 3
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40 2 DR 0 N IF B T 3RS AR B FTHER2 BT A4 (1) 9w 7 31 o 71 7 — AN S 7 b, R
KSR T AME, Pk A 0 5 AR R S BOAZ IR , SOk VRRL IR TR B 2 MR A T, i
AR IR A & T RIS AR W] I HER2FUAAR ) g B 7 371

[0424]  ZEHE— B JTIH , AR W K™ A AR SO 8 SR AR BT AR 1) 28 58 96 o 723
BRI, AR B AR NS B Y, A b N\ AR R TR
Horp Bk s W soia = A A R I A4

[0425]  fE3F— B 5 I, AR & T 7 A AR K W B HER2BUAR 1K) 5 1%, Bk 77 VA 4
UM ¥

[0426] &) 3SR QAR SC b1 ik () A A W F) 2% 28 SR B 1 32 i, A

[0427]  b) MG FRIEA AR B ik .

[0428] &M

[0429] et DI L BT M, AR Y LM G, A5

[0430]  —4nASCH E CHIHER2HUAA , A

[0431] 2422 B[22 (M 384

[0432] AR EHEIZ5 A & W n] LA & AR B AR B A K BRI AN SRR A5 .
[0433] W DAMR T U R WRemington: The Science and Practice of Pharmacy,19th
Edition,Gennaro,Ed. ,Mack Publishing Co.,Easton,PA,19959 A F [ A LE e il 25 ¥ 40,
BV AR LA -SR] L, 100, BLRE R 78 50 L R G2 bR e ) (Bl AR E
TEYR, et R -20 8k IR -80) AR E ) (9 W HE K B TE B B R L) (B TR R L AH 2N
P IGVE R A/ BOE A TR S A MA S B HAb A R

[0434] 2452 b ] 43 52 1 3804 A0 A0 A AR 04 3 5 VA 791 o A o A ) B TR AT
B 771 S598 70)  H0 SEUA FRRIR SCRE SR R S DA B 5 AR R W O A & P A 38 B AR O A« K
HH ) 254 2EL P T AR R 63 P 7K PR R A A MR 38 4 10 48] A 6 7K SR K ST IR 3R 2%
K OBE A TERE 2 ouhE GOl T B R 4 ) L LA E IR A Y B R
R R A 2 R AR T VR 2738 R AT VRS IR A AL , R £ B, A/ BR& A g il 2557 B m]
B2 B B AR 55 FH T RIS i 2% DG 18T AV S VA VR B 2 BSR40 TG T K VA VR B 2 BSUR MG T K
Ao P LI A5 A ARMA L, an BRI , 76 73 HOAAR 00 N i AR 455 T 75 RBURL K /), BA R
T A58 FH 2 IV 2 00 ORI A Tk

[0435] A B B 24 Wy 2H 5 i m LA LR 24 57 BRI e 2 B e LA ), il an (1) KB PR 44
AT, ANPUIR AL R | ~F: Db 2 B2 R R £6 DR BR S A A5 AR R A AR R S 5 (2) YA Ak
A T IR ML ER AR I T B B T e . T SR oK O IR I B F IR R o BB 5
HI(3) BB G0, AATAR IR - & — DY £ 18 (EDTA) 1L B4R WA e T IR 55

[0436]  AKWIHIZ3MA SYAEL Gk ] LA KRB ), il , 2 ok, W Ee B L
AU HECEAL AN .

[0437]  ARK L9 A S YE R AL & —FhE P& T B 45 25 1@ A i 746570, 4
77 JE3 7500 IR 7R LK 3 GRS B S VB i), AT DA s 25 A S W R A I IR Bl A
PR AT BL DR P40 B G T DRI TR A4 ] 2% AR B AL B4 BTk S04 an kel AL
FLFE R NAR L 22 5 Py AV I B A ) 35558 R G o TX A A ] A A5 W e« BRI PR Vil
BRI H R AV AT AR E R TR S, O IRTEE IR R TR IR IRET VR LB
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MR B SRR IR B AT S LR, AR B S i 2 , B LA A U R A} o T T 1 4
KPR IR AU ARN SO HE TR .

[0438]  mJ DA RER BT 5 SR PEAL A S ARYE R 2RO AL (B, an L i B s 2R ) 1) —
FHERCAL 5 FF NG A (P 1 B i 3ok A0 T ol e v 1) 6 T T ] 3 A Vo S, T
W PEAL A WD IF N AT 220 T TR 75 1) A ple 2 (B ok 1 37025 1) AR ) (14 T2 T
B v it ] % 3 B o 8 FH T 1 26 T T R R SRR ML TE OB AR AR D0 T 5 il 9% 5 VA 1 1)1
F B TN TR (BRT) 5 I T3 AN e i T2 TR 1) L A i PR 23 T A AT
BN IR L 73 BT R

(04391 W5 W 3 VR AL 73 IR SRR ST KO AT BAARAL , BLERAS AL X B3 AT B PRI 1
HUR TR 85 AL A Y EUE AR A RO S B RO VG T RL A PR R 1 B 1
51 B AT Uk T 22 R 25408 712 I 2, LR R A A B 10 45 5 21 & W m L B e 11
T it 342, J P T, R FH R RR AL S D HE ISR, T IR FRp R 1), 5RO Rr e 41
EIBA E RN HAR 250 AL S YA/ B R Va7 B B I RS PR AR IR B AR
FEIR DAL B A B2 77 5L, BA R IR 2 U8 S SRR 3R

(04401 m] DLJE I A AT A 3 )i A2 AR 2 2 AL B W o AE — SR BETT S, W B A1 i
PR B I 25 AL 5 1) o AR SCRITAE A, AR “H B A1 Y 2 185 i P AR 38 i A A A1
e A X B0 A R S S R R BRI LY B BR  EA EEA HE A DR L B
AR A BN SRR VR T (subticular) RFTIA VIR RN LHERR 1A L A
AT < 69 AT B o IS4/ R A Y e A A

(04411 AE—NSEHET S, IR bk Py BT S B e 2 AL 540

[0442]  Fiig

[0443]  fEHE— DI FETT I, AR WP AR I HER2 G044, Fe AR 254)

[0444] A% W RGHER2GTAR T LA AT 22 Al B 1 BAK T 5 5 AR B I LA m] HT 3R 77 75 il
T AIFEAE , L FEFAE PEAEAE RIAETR PEREE o

[0445]  AE—ANSLHETT S, A K W HER 247044 FH T 97 FLIRAeE , 40 JEUR M B RS M R A
I PRSI o

[0446]  fE—NSEiE T S, AN K W RGHER 24044 T TR 7 % B A0 R BB AE T 5K, wT B A
BN B, IO L O S, B S5 EL e, BB , SRS SRR 40 ,
e IR MR » S8 U, PR SR BB A S (I LR

[0447]  ZE{uldh , AR B 6 B AT SR B IAHER (¥ v 4U i 7 v, B s I AR
I BB AR 2 8% A (ADC) Jiti T 75 22 LI AN

[0448]  fE—ASLHETT Sh, Prid s A4 e 2 5k R B AE S FUARE S BT BRI, E /D
2 M fr e, BB It g, BN S0, B R, &5 W EL e, RO , Sk R SUHS ) TR 40 M e 5 0
T SR SEALRE S TE R R AR AL G (W s LD

(04491 FE—ANSHETT S 5 BT Ids e A i S AL SRR HER 240 2 /b — AN BGFRZ R ) A 1
51, PLIEEGFRHERS  BREGFRATHERS P & (1) iR A L, 12 2 5 L e , &5 i LW e, '8 P i/
TR A, AR R R, O S e, TR IR AU B e, SR LR AL AU (B,
PRI JE) BB e 14 fe e 240 M o

(04501 AE—ANJ5 I AR K TAES2RE G T AE R ik AR PR A Bt
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FIBHER2MIEGFRA /BCHERS (1) Jirb 2 40 B FR) Jig i () 3285 5 LA KA e s DA 455 400 i 5 P 57
BCZG M AR I T 2R AR B S e FH T 32 303 B — D SBiEr b, 2 il AR E
WIS BREAE AL, &5 W B e, 5 W/ 5 3, e B VR SR R, OV SRS IR
S, B2 e, 52 000, e 2R (ot , T TS PR IR BB I o

[0451] 1y H., AR BRI S 45 A ANHER2H) B 5 [ 7044 £ il £ FH T30 97 5 nE (0 b i £2 20
5 R R O S R — ) (R 24 R 1

[0452] A B — D ¥b B s FE oAk, o A -TV0 7 e RE , 401 b 1 4 30 1) Je oRE Ol B E R ()
— i,

[0453]  FEA R BHIIG YT 7123 — 20 (W) S 7 S8 Hh , i i o g 67 4R BORH 9% e 41
[ RIHER2:R 1A /K P AR TT BRIR] , 48180, 75 F00E H I ] 2 e AT I RR 7T

[0454] S BIRYG YT T7E A s B & 07 23047 A, DA IRk s AR JR S 1) 2 (g 4
YEIT PERLZS) o3, ] LSt B K 57 & (bolus) , 1] LB 8] i FH28 T I 7 &, B
A LU VA TT 1 TR [ 38 U115 il a0 F6 7~ Bl b 4 Hh sk /D B IR = . 58 /e A4 m] ABRC 1A
AR E T, PAMET i IR Er A &35 S P

[0455]  HER2HUAK KA R E 25 25 7 R B T REG T B BOIR O , I ] LA H ARSI,
RN BT AR A S MRG0 B 7 5 PR )RR 6 74 98 2 250 1-100mg / kg ,
W0 1-50mg/ kg, FIE1£10 . 1-20mg/ kg, W0 1-10mg/ kg, B 41£0.5, Z3410. 3, 251, 43,
215, 8 #)18mg/kg.

[0456]  H A ARG I8 F AR = IR 5 2= 7T LA SR 2 i o 1 b 7 A S E B B s 29 A
EW) 5T, BRI B R ] AR T S B BR R (¥R 7 RO B % A B AKCE I 24 51
R FH T HER2FTAAR 1 751 &, FF 8 39 07 =, B B SEIL R RO Gl s, AR R A A1)
A1 1B H R E 2 A& WA 80 IR IT BRI S AR E B & o i FH AT RL, 0, 2 B 18 41
(9, B Rk P 0 S JULIN R B2 R 16 o 7 — AN SRy b, AT LR L 10-500mg /m®, 11200~
400mg /m” {145 J& 77 & Sy 1 e FHHER2 B0 44 o 1 ite FH T LA 2642 34T, 51l 3011 -89, W13 -5K
A DAE I AE 224 7N, A2—12/IN (34 05 1) 32 8 v gk AT it P o AE— AN SR 7 S8, m LA I
Tk AE A ) 0], anka i 24 N, SR8 3% A 1 e FHER 25044 DA B AR S5 A .

[0457]  HE— Ly =0, 7] PLPA 250mg—2000mg , %W1300mg , 500mg , 700mg , 1000mg , 1500mg
8% 2000mg ) &5 JE 711 2 it FHHER2HUAE , 2455 Ji — IR 4G T, B 2 188K, 46K o DN , 3X Ff
Jr UL, Bl ndee A~ HE 24 H g, B 1R BN 2 IR o AT LA I8 45 a0 B AR 04 o U 5 it P
Ji& ML H AR R BH B4 & 1010 2 3 AT A 6 AR R BH T HER2HUAR I B R 45 & IX IR e AL Bt
A ke 1 8 B ST =

[0458]  XUfF F MEUAR I A RGR & 45 2577 S B TR G T B m BOIR B, FF BT DL 4%
SUECEAR N R E « AR B XU F MEHUAR IOVE 97 A 0= I 7 46 PR ) =R FR i MR VS 2 4
0.1-100mg/kg, aN#0.1-50mg/ kg, H41£J0. 1-20mg/kg, W0 1-10mg/ kg , B 412505, 2340
0.3,491,213,%)5,8218mg/ kg

[0459]  FE—ANsji 75 v, m] DL Ik 4 Ry 2 v FHHER2$0AA , 41 407 64> H BCE K () B 1)
BERELIR

[0460] & ] LA TP 14 e FHHER2 B0 A4 , DA B AIG A A= i hk (49 RS  SE 3 o h 3k 7 v S5 AR
A R R A/ BRCAE Je R ek e P PR AT AR A ) PR o

42



CN 103154035 B w Bg B 38/75 7

[0461] W] DAAELH A7 15 P i FHHER2PU A , BI -5 Hofth 5 R 9697 2 BOIR LA S ¥R 57 771
HE I, 7E— AT R, A S PR R 254 T F1— Fhe 2 Pk — B IR y7 77 w4 i
BRI AT RIB IS AR RI

[0462] X FheH & ()t F AT LATRIS | 43 S BROWC AT o 0T [ i FH 7 DAt A Sy —
HAEMBFAE D R HEW Y. Rk, AR & st 7 TR IT BiR W &Rk
HER2IP) 41 B I iE 1 77, i 7 V2 A4 it FH S5 — R B2 P R Fradk I R/ MG T T R4 & B AR
B THER 2470448

[0463]  FE—ANSLHE T S, AR et T T AE 326 iR T W SR IBSHER 21 44 H ) s
KE T30 I IE ARG T A SRR 4% K B FTHER 2B A% AT 16 1 22 /D — P R v6 97 57
B4 A5 BTARHER 2P AR AN [ () 2R A () P ite FH T 75 B 19 52303

[0464]  FE—ANSEJE T R, AR B AL T TR 97 BOTRB S 1 7V & T A ARG
ST BRI AR BHHER2 U440 22 2 — P v i A7 57 it P T 75 2 523403

[0465]  7E—ANSLJtE 7 S, IX PhAARRIE YT I AT AIE B U, 491 0 2l s | 6%
MEENA | 6T L PR | Fr] 5 Bl 1 RS P 352 L 5 FRUR BB IE L decarbazine R I K . R A BRI 5
VO At VB v A R

[0466]  7£ 53— A SEE 7 2, X PR ¥R 9T AT LA B be i), i m T L ZE B R
(thioepa) IR T BREIT FIE L REIT BSNU) IRV AHMR (CONU) IR BE % W %2 —
RHE SR RS 2 A REE OTIO) R REE 225 R C R AT AR AT A, ik
s

[0467] 7 Sy —ANSLHt 7 e, XA EAN IR TT I AT BLIE U 22 40 R, s AS S R
(taxanes) , | W% PRI (docetaxel) FVEAZEE , MK FEALEYTL, Bl K EH E KFE
B KA K T

[0468] 7 J3— AL 77 e, IXPRAA VAR ST AT AR B A6 R A B AR a0 e &
FRECAR 2B R, BN 40 Mo A K 250, Ak FEIa A e .

[0469]  7£ 5y —SLjil g &, IX PRSIV TT AT LA B AR R 400 71, aErbB1 (EGFR)
%) 30 175 (ANEGFRILAA , Bl fnzalutumumab , 75 2 £ B3 L 1 JE B3k Je 2 Bk i, s At
EGFRA IR, i AE B B BUR P & JE) , 75— PErbB2IG 41l 5] (HER2/neu) (WIHER2FTA4 , 4l
T 2R A 22 2R ST -DML BRI 22 Bk 5 ht) BREGFRANHER2 93 & I 457, anhiie & Je) .
[0470]  7E 55— AN 75 b, IR PR BI IR 9T T LA R R SR R, g S
Je (Glivec,Gleevec STI571) BHilA% JE,PTK787/7K222584,

[0471]  FE 5 —ASEH T Brh , AR K IRAL 7 T AR5 s 7 i S R IRHER2 () 40 1)
TIRE I 7% 2T E B FEEIG T A RS AR K [FTHER2470 448 A1 28 /D — B i & A= il B L8
A A/ B Ath T A R 0 R e P T 75 S 52303

[0472] 3 Ffr i & A= b 400 ] 5510 ) 48] 2 Fa S iitg 4710 o1l 7)< 268 o & JE 2 1 B 50 (5 7
T HT AR At W BAY 129566 W AG3340 . BMS27529 1 FIZEALLZ ) « 1A ¢ 28 o3 % 0 384 3 1 4101 61
7 (WITNPATO . f ¥ % 2- F SAME —BE B AT AR YT 2% (combretastatins) « N FZ AR T - ML HII
%5 5 .SCH66336 (Schering—Plough Corp,Madison,NJ) R115777 (Janssen
Pharmaceutica,Inc,Titusville,NJ) FIZEMWIZ59)) L& A AR KR F 15 5055 (o
ZD6474.SU6668 £t %] MLE A BRI AT/ BCE AT 32448 (QIVEGE (48140 DUAR i 4t) , bFGE, Al if 2
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AR D s VDRI V0 R BE RSB (JnCC5013)  Sugen5416.,SUS402 ., HLILE A ik
% (angiozyme) « T3t Za (T Fa2a) i hr B FISRAZGH) L VEGE R 1 il 551 A1 1
At 470 A A A o T 2 R Y B T A 75) (BSUO11248) o P B e S P 3 45 25/ AR 745 5 A% 18k 41 1) 57)
(vi tax inFISAZH)) S SUA) /25 ) GPYBRAHER &t R IEE FIRI SN2 ) ik =
¥ (carboxyamido—triazole,CAT) VABT627.CM101. 4212 (IL-12) . IM862.PNU145156ELA
S AN I A R % R 4 (0 SL—VEGF—cDNA . 9 b I &7 411 25 1 ¢ DNA | 265 p5 31 c DNA
14 5 B [ TR VEGF 32 A4 211 cDNA)

[0473] 3 oo [ E5 A= Bl 397 0L /65 A R/ mSg EL A, I 650 A P 100 ) 7900 ) EL At 487 o L 28 A e BT
RATAEY I ZEAGIIT (heperinase TT1)) &% SCMe [l (NK4 . B 1R 40 B I B 41l 8 5 BR 4
Al 240157 B AR S DR L ) L P AR A A K S S I B S R Bl B R
HRLY AE R IZ I TR 2 TR ERES B N2 80 AR MR IR (tumstatin) |
/MR s N 2E E (thrombospondin) JNM—3. combrestatin. [ & BEHIZ (canstatin) Bl {&Ath
71 (avastatin) JEFXF HABASE B FRIOTUE, W4i—a—v/B-38 5 H MiPi-kininostat infifk.

[0474]  YE—AsEjE 7 S, Fl- T MHER2FU AR & F 1697 LI E a7 7 mT L2 e
G 95 I, W P S/ e 8 AH DG T R (481 b 7 A1 B A B 4 (EpCAM/TACSTDL) A &R 1
(MUC1) Je IR0 5 (CEA) B A M EE 172 (TAGT2) v gpl100 . Melan—AMART1 .KDR.RCASI .
MIDAT e i AH IS I o8 5088 1 (481 2 A LSk R s s 1) W BRUMYRE SR IR I R it A

[0475]  YE—ANsEjtJy S, Fl- T MIHER2FU AR & FT1697 LI weE a7 I mT L2 e
MR 7 AR B 5 A 3l A D A AE DR i ) B RS TFN y (TL-2, 104,
IL-6.1L-7.1L-10.1L-12.1L-13.1L-15.I1L-18.1L-23.1L-24.1L-27.1L-28a. IL-28b. IL-
29 .KGF. IFNa (5|11, INFa2b)  IFNB.GM—CSF.CD40L \F1t3FECAZ . T4 ffw Al . 2 7 ) 55 FITNF
ao Al AL F ] LA 4EGlu—Leu-Arg (BLR) —IH PE#ALIE -+, fnsk B A CXCRIC-CRath A
SR TP1O MCP3 MIGHISDE—1a o 43 i 24t e IR~ E0, 5 41 f DR 197 AR 400 - 4 B R = A8 44
YIHIN - A BRI R Rk A 2 .

[0476]  YE—ANsEjEJ7 S, Fl- T MHER2FUAR L & F T 3697 LI a7 70 AT DL 2 4 g
e 2 WA R il O 5 w1 W IO D B et 1 R s e e VR S B R D DS
VAT 2 B R R R B0 () ede—25 (WINSC663284) , (11) 3k 52 ) 41 g
JEBHTE 1 i B A B AR ) s (i Rz > B2 (Flavopiridol) (1L.868275,HMR1275) , 7— ¥4 k&
E & (T-hydroxystaurosporine) (UCN-01,KW2401) flroscovitine (R-roscovitine,
CYC202)) , A1 (i11) skifeiH 35 7 (BIBR1532, SOT-095 , GRN163FILEF W1US6 , 440, 73541
US6,713,055H BRI A4 o 140 B i T g 42 10 40— 1 AR i P4 461 60 4% TNF AH 9C 1)
AN U5 F BCAAR (TRATL) /MM 8 =204 (Apo—2L) UG TRATLAZ AR [ Hudd . IFNFI L
Bcl-2 (anti—sense Bcl-2) .

[0477]  YE—ANsEjE 7 =, F- T MHER2FU AL & I Ti697 Ll E B 7 FImT L 2R
YA 0 FH T PSR AT ST A 25 o 3% PRI E IR T AR B A B S
S5 EAE R R RS AT FEI ORI O O A MR L £ bR R /B L UM R
(antiandrogene) (WA KEF (Flutaminde) /FARE (eulexin)) ZAHEH (A1 B2 4R . H
FRZE S AR R 2 BRI PR R /M AR ) VB R B SIS B (A RT RS VTR JERS) B
AR BRI R (B S B L Ath LHRHIE B0 770 0 A7 2 St MR OR S & 3t AR 55 2 g4I 1) 57
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(o Bay 8 il 1 /35 743« 2 B OKEE /ey traden 4K 78 38 38) BOSCER #1157 (4] 20 B9 it ik / 45

TE) o

[0478]  fE—ANSEZit )y &, T AHER2HUAR A A H TG 97 LR peiE v 97 75 m] L& S

M PEF] (anti-anergic agent) , X Fhascompounds & BH Wi CTLA-43% P 1 4+ , 51 41

ipilimumab,

[0479]  fE—ANSLj 7y b, F T AHER2H TR L & F TR T L s 1R 97 50 m] L2 foie

% PR B 1 il ERNA Y+

[0480] f@ﬁﬂﬂ%%ﬂHER%}LﬁiéﬂAﬁﬁ?/ﬁfikffﬁ’]/ﬁﬁ FRUAH 2 1 Ho A o 57 1+

R TS TR AL R ) (4 S A B R 13- AR 2 R AR AL 25 9) 4 R DR

(vt BB AL B AN SEALZ5 ) < S W S #0  57) : ErbB3 \ErbB4 IGF IR Ji i 3 324K

PDGFRa.PDGFRB.F1k2.F1t4.FGFR1.FGFR2.FGFR3.FGFR4 . TRKA . TRKC.RON (13 -RONFLAAE) .

Sea.Tie.Tie2.Eph.Ret Ros Alk.LTK.PTK7FI2E4L 254

[0481] &4 A T AIHER2HUAA L A B T¥6 97 L0 3 9 B V6 7 750 AH 20 19 oA o e 771 1) 461+

FEMER R)YT AR L £ .

[0482] B A A T FHER2FUAR A A H TVRIT LR iE 196 77 7 AH OC 1Y oAt o 77010 491+

FeHSPOO NI FH , AN L 7—Hi PR 2 S S A% AR T8 21, B0 OB 0 J5L AP SA L CAL 25 \KSA VEE 5 2 41

A BN HURBVCAM Il 57 .

[0483]  {E A A T FHER2FUAR A A H TR I7 LR iE 196 77 7 AH OC 1Y HoAth o 7110 491+

Fe B ARG (calcineurin) fII7) (Al =) A ik L PSC833 A1 H: A MDR -1 B p— ik £ 13 411 il
) TORH ) (v 25 w] AR 4ESE A AR IR & R) , A HE 43 8 (Lymphocyte

homing) ™ HIL I H 491 il 771) ROFETY720) , A0S 40 W 5 5 A% 3 AT 52 00 B4 370 ARk B 23 4100 il 79

(WIHT-LFA) .

[0484]  FE—ANsZiifi 7 b, AR B FIHER2UAR F T A1 —Fh B8 22 Fh HAR VG I7 Uik 2 &

{# B, Wofatumumab. zanol imumab.daratumumab. =% JE 5.4 J& Z 2k 550 . 1H JE 541 . hu806 .

R ER AT (Zenapax) EHH AT (Simulect) (IR E HHT Remicade) FTIEAR B4

(Humira) A ER B4 (Tysabri) (B B BREHT Kolair) HIEFZREIT Raptiva) H1/EH)

2B

[0485]  7£ 55— NSEhti 7 2R, A0 FH I FRERSE 22 FPAS [R] ) A SCFdt () Ak BH (1) Hidds F

THRIT IR o 7 A BRI 2 A B0 5 P Pl 5 22 Rl EREL T PR DA  IX PR A7 AT DL R 3L

S INBERN R+ /B 400, 1X 7] DL HE3 I 2% 77, o e i s A AN SR

fitt o

[0486] [ EDAAR, AR A H G VE R HARSL T AT

[0487] X TFLHMEHIVRIT  HER2PUA B H VR T R &1, SR F S VR B ER. R

LI R A E R R E RS- RSRELE L 7 POl D ILRE (2t B R ORI ERR

KFIE . 2 V0t 28 I BR K FEHTIL . R B A0 CEGFRITE (540, zalutumumab | P52 & 5

P 0B B JE Z Bk Frg0) BOHAMEGERAN G177 (0 AE & e B8R 2 & J8) | 5 — FiHER2Hu A4
BCERA Y (0, il 2 BR R, B2 BR ST -DM LB Z 2R R 51) (EGFRATHER2 9 2 (1) 411 il
A Gnhiie s Je) A, /B S HERSHIH I 5

[0488] i T~ 4F /)~ 40 Jfd fifi 5 () V6 97, HER 2470 AK S EGFR i 7] , IEGF RALAK , 4]
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zalutumumab. P42 & .50 10 J8 BT EL S Z 2R SE AT SO AREGERIN 61l 7] (& 4E 8 B8R ¥
B Je) A5, 805 53— PHER2Z5%) (ANHER247044 , 451 2 it 2 R B 47 it 22 3K B 470 - DML B 22 Bk
Br) A B EGFRAHER2 P 2 [ 4l 77 bz A 5 JE 2H 4, BRAS HERSHI I FRI2H 5 o

[0489] T4 W EL W ¥R 7 , HER2HUAKR 5 18 B 40 (1) — FhE 2 Pk AL &« 5 v 4tk
75 DUAR .30 FOLFOX \FOLFTRT . XELOX « TFL By 80 A7 37 % BE L 5-FU/LV. R H5fh 5 L UFT
EGFREE 7] 77 401 VG 22 &5 PR30 M8 8 B 40 FLE AR BT (zalutumumab) s VEGEHI ] 7] . BP0 B2 L
B3R gy Je & e

[0490] T HIZ IR 6T HER2PUAE 5% B a0 N i — ML Z ML A A& - R /P
FVRIT s WU R BB R B0 2R (LHRH) BB 7, AT I A2 e 5 R FE R
B MESE ) YT SSFUL KB AL VD IT %

[0491]  BUAHTIE-FA

[0492]  fE—ANSLHETT P, AR IR T T 7232650 Ty T i S IR HER2 I 40 B i) 9
T T515 & T BRI IR TT A 2 E I HER2IUA G AR & BH A HER2 3044 RIS 7 v FH T 757
B2

[0493]  FE—ANSLitE )y &9, AR AR AL T H TR BB, s 1 7 v OB RR
7 R FIHER2TU M a1 AR 2 BH BT HER 295 42 A 857 v e FH 75 L 1 5203

[0494]  fE—ANSLHE T 2, AN R BRIt T HER2HUAA , 14 % BH T HER2H0A% 75 il & HI T 01
TR A LR TT e I 2 S ) F g

[0495]  JAUSHH Y72 AT A FETRURT B S it 1A 80T 25 Wi FH T AR B AH S Tt FH 4% o T8O
PR AAERRR T B3 AR SN EGE AR PY BRI ] LA 02 2150 5 SR80 712 (EBRT) BT
FEICFHETT BT) BT o AT T S5 3 L8 77 925 (1) I35V 14 oo 2 60 406 19 T L #6137 V8-
192 882414 —198 57 67 55-99 . 1li—-123 -1 31 AN -111,

[0496]  fEHF— RSt Ty S b, AR R T F TR 9T BURR BT hk (19 75 3% , i 07 154
H5FEARHAEGRIGITA =R HER2TUE , 04K B B HER2Fo A4 it T 75 1 52 2 o

[0497]  iZIi Hi&

[0498] Ak B FJHER23 LA 7] LA -T2 01 B () Rtk , 7E 35— D 5 1, Ak B B 2
WA E SCHER2ATAE 2 W 4 A1)

[0499]  {E—ANSEHtE Ty & 7P, A BH R HER2470 44 AT LA AT 38 L A6 IHER2 ) 7K P B £ 401 i fs
1AL AT HER 2 20 i 1 7K P 1 7E A N B A2 W 0998 7122 99 P B0 1 ZR IS HER2 1 4
WAE s KA TP R AR VS BRAE F o AT DA I 491 anAE e VF U FIHER2 Z (R TE B B I 4 4F T
FEAF DA it 5 AT A% 1 5 6 REAE i — 2 , S HER 2B A 42 A 177 SE WX — sl

[0500]  [A Ik, 7E8E— 20 (W 75 T, A BRI e FH T I ASE it W HER2 470 i B RIS HER 2 1 41 e
IAEAE T 12 L

[0501]  —7E LRIk SHER2.Z ML R E A 2640 T, A i 5 A B IR HER 2470 A4 2 ik 5
Fl

[0502]  —S3#frE IR T EAM.

[0503]  fE—ANSKif Ty S %I VE AR S .

[0504] T HLA&HL, A& BHERAL T T %5 i Wiz 28 M4 i 20 23, DL K A R BH (FJHER 247
At 0 1 AT 40 B Y 75325, BA SR T B ya 97 M A R ) 3 e YR T R IRES S R AR SR E R
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B I R S 1 TV

[0505]  FH -3 Al A b 4 FH B HER 2404 AT / B — 25 0 A4 P 4 38 ) B30 A2 A 4 rh 2 4
¥

[0506]  FEE— B HIJ7 T, AR B E5 B TR DA i HER2 570 i B3R IAHER2 (1) 41 1 47 7
(&, g

[0507]  —A % BHETHER2HUAR B A A BH ) XURR Sk 43 5 A

[0508] it 7] G A FH Ui FH 4

[0509]  7E— NSy &b, AR SRAE T H T2 iE il h &, O AR, TR a6
EHER2HUAR AN — Fh IR 2 b F T4 TUHER2HUAK S HER2ES A 1958 771 o 3 77 AT LA HE 5 0 5% Y6 b
25 AR 28 L B Ath AR I P AR 25 o R ] DAL T s R 2 B = R BT AAR B
L s R A T DA TR PR

[0510] e A ifk

[0511]  fEdt— DR U7, A KWW RAi-MEF R ik, H 5 A STk i 48 & W] T HER 2470
(UNZE

[0512]  Hr—hie Al (1d) Prids 2 R Pk, FoaR 5 — M S B bl 45 A 07 s A 2 1y JhRs
g 15 o ] LA I ik 2 A& - T I mAb 5 35 B0 il 2% T d g , S wp Bk s 01 4 i A ik
2T EHER2mAD P S 5 (149 4 o R84 21 0 AH ) o 49 G 9% () sl 4 38 5 T LA TR 331 4 0% 1) A
(RIAURR R T g 12, I FLIE A 7 AR B e i e R A e R IR T A (BT-Td A4 mionk Hepi % .
[0513] 3wl A Hfn-Td Bk tE v “Ge& J57 M8 55— DN 7 3 S E R, 74 B il
PP - T3 . fu—Hi-Td T BEFIE T 90— Td 1) 5 WImAb7E AL 1 AHTH o DR I , 8 b s FH At %oF
mAb [ 3R A P s AR A4, T BR 4 ) R IA B A A R4 S MR A4 Y oAt v B

[0514] AR BH 3k — A0 i G T St ) 30 AT 2% 490 U B AFL e AT DAS 2 A Ay ol 4% B S D ) 3
— PR Al

[0515] Rk BH 3t — APl ik i S 5 3E AT 55 490 Uk BH L AEUE AT DAS AR A tof A e B S A 1 gk
— PR Al

SCHE 1)

[0516]  SEjifi {51 ~-HER2 FIHER 2AF A4S [ 26 1A 44 244k

[0517] 774 T # A4 KHER2 (1255aa, Swissprot P04626) (HER2[H i 4k 45 #4)3 (ECD)
(Her2-ECDHis, A C-Kim I His6 bR flaal—653) K IRFEAE M HER2 BT 48 {4 (Her2-
delex16, /7 A B F 1682k I 5 = aa633-648) MIHER2AZ 44 1) #0572 =X (HER2—HA %5 (1)
(Her2-stumpy) ,aa648-1256) [¥] 56 4> % M OUAL A B2 44 o iz AR A5 T w1 A i
() R A7 55 A B R Kozak [T %] (Kozak, M. ,Gene1999;234 (2) : 187-208.) I #) i 4K i
B A SR IE AR pEEL3. 4 (Lonza Biologics;Bebbington,C.R.,%,Biotechnology (N
Y) 199210 (2) : 169-75) 1, Jf 58 4= W 37 LA B AIEAS A4 1) TR A 2

[0518] =i {5 2— A - Bk BE 0 C1 RIS S 1A M 2

[0519] =47 F T 7EHEK4H M 1 3835 1gG 144 10 22 2k SR 40 CLANFS 1) B8 (HC) Fn42 %k
(LO) I 58 AU A SR AR o 3X Lo b S A b (1) P] AR [X 5 78 38 [ £ 056,949, 245%) T
10122 Bk oL b AR DA S 6 L RS T, 244, 82650 T-CLRIFS F8 e A1 B HE A (1) 3 2 2 A
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[FFE) o 6T CLURIFS , A% A 43 B & A TgGlEHE (R Rh 7 A4 0) \ A B2 BEER A MR FER) 52 A 250G
FARALIE 52 X B L B3h W) R 18 %4k p33G1 FHIp33KE p33L (pcDNA3. 3 (Invitrogen) ) o X T
H 23k B e, A8 FH 4 AL B A TG LB (IR b 28U 1) A R 1Y) 56 4 258 LA R e X
HIM L) R 1A EpGLf (pEEL2.4 (Lonza Biologics) flpKappa (pEE6.4 (Lonza
Biologics) »

[0520]  fdi {, 9 4n, SE R & A5 7,632, 924 Hp BT () 5 B RN 42 88 12 5], mT LA LLARTA 6 5 2%
72 i 23k i (Herceptin™).

[0521] S )i 46 3—7F HEK—29 3B CHOZH ity v g i) 6 26

[0522] M Invitrogenikf3Freestyle™293—F (—Fhid W &7 A4 K FfL 21 2 [ Freesty le
By 77 B HEK-293 1 ve % , (HEK-293F) ) 41 g, F M3 408 il 1 7 1 vl B 5 FH293fectin
(Invitrogen) PAIE 41 FURIDNAEAT 56 e o EFUAR RIS (UNE 0T , FE 300K TE 2 1) F B A
RILHAE.

[0523] f#i HHFreestyle MAX# 455 (Invitrogen) J&pEE13.4Her2.pEE13. 4Her2-
delex16F1pEEL3 . 4Her2—stumpy Bt 5 Ye#iFreesty le™CHO-S (Invitrogen) 4HjiL % . it f
N SCHTR FIFACS 3 # , K TUIHER2 FHer2-de lex 16/ FiA

[0524]  SEjia f51]4-NSOH & B 1 2 i b & I Rk

[0525] JEILZE YL (nucleofection,Amaxa) ¥ pEE13.4Her2.pEE13. 4Her2—-delex16fll
pEE13. 4Her2-stumpy & 5 % Je HENSO 4N L o 3 T2 A 1 75 G Bk i A Rl I 07 28 P10 722 =0k
fetc it AE Kk G, TR EERMAU MK 5 (Barnes, L. M., % .,
Cytotechnology2000;32(2) :109-123)

[0526]  SEjifif5i5—Hi shr 2 [ HER 2 i fL,

[0527]  {EHEK-293F 4 Jfurf % iAHer2ECDH1 s . Her 2ECDH1 s F1 I Hi s—AR25 #5 B [ 2 Ak 42 Ja o
e sE g alifh , BOAHL s—FR2E I B A S IR BR R IR ZUZE & , 5 77 G A2 7E 1 A 2
A SR EIE A .

[0528]  fEiZidferh, M i A i g BB AR B Co™ FHIE F o K485 Her 2ECDH s
EEWE R AR A fB (RIVEV0) W & 0 & 2 5, A BTE ENUCERREL , IF R e kA
W VB YRR F AR 22 8545 A 0B 1 o SR 5 AL 2 IR M 1) 22 PR 9k i B 45 5 T Her 2ECDHI s R
A, Ho sk 5 Hi s 38 4 45 A Co™ o il AR M SRk b 3EAT 2 PP s i AN A PP R 5 RV
[05291 iz it 9] 64 ok DAL /DN BRI 9% A

[0530] MR %14 24247044001 ,019,021,025,027,032,033,035,036,049,050,051,
054,055,084,091,094,098,100, 105, 12311124 : 3# i LA FE I Y (TP) ) Her 2ECDIEIN 56 4L 5
X 10°NSOZH AL FILE B B2 T (SC) 20ug fH BE T2 B IR A FLIR L 5 25 (1 (KLH) [{9Her2ECDH s 3¢
B BT (RIBE 14K) 1 %% = HMEPEHCo 127N, , — R PERIT HMEEHCo12-Balb/C/NER , —
HEEMEHCO 17/ B Fl— R BEPEHCo 20/ i, Medarex,San José,CA,USA) 5 R /N B 22 134T
J\IR 3% (PUIRTPAIPU IR SCH 3% o A1 58 4= 91 IR M 7] (CFA;Difco Laboratories,Detroit,
M, USA) HH 5 F M8 FH AT M I 88— IR G2 4T BT S S , TPV S PBSH B 4l , 17 FHAS 58
4B AT (IFA;Difco Laboratories,Detroit,MI,USA) SCYFSTKLHAE B A Her 2ECD.

[0531] M F 43R ia 44 125,127,129,132,152, 15351159 : j@ ik LA IPHer2de lex 16 1P
[ B 4 G 1) 5 X 1OONSO 41 i R 7E R F SC20 ng 8 Ik T~ Bt J5L £H FL W L ¥ 25 (1 (KLH) 19
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Her2ECDH1 s 8t [ A2 B 34T (IR B 14K) T ez — REEPEATIN R #EPEHCo12-Balb/C/heR , — R
HEPEHCO20 /)3 B AT — R BEPEHCo 12/N) Medarex) o B R /NS A 2 17047 )\ Ik S (TR TPAITY
IRSCHIE) AEE4A G (CFA;Difco Laboratories,Detroit,MI,USA) 4 5 B A8 FH4H fitu
()88 — IR G o T AT HAth S0 28, TPV S PBSH G 4 G, 1T A 58 4 3R IR 2 77 (TFA s Difco
Laboratories,Detroit,MI,USA) SCIE STKLHAH EL A Her 2ECD

[0532] MR ARG HA 143,160,161, 162,166 1169 : it L 20ng BT 51 JF EH4L
LW 8 (KLH) [ Her 2ECDHi s A TPANAE R FSCAS B #EAT ([RIRE 142K) 1 S — R AN
— HfEPEHCo 12/, , — HUEEHCo 12-Balb/C/NRR , — RMfEMEHCo 1 7/ AT— R HCo 207)8
b Medarex) o B R /N B 2 HEAT )\ IR G g% (DR TPAIDY IR SCH %) o £E 5845 I IR A% 5 (CFA s
Difco Laboratories,Detroit,MI,USA) F1IP5E B 55— IR S o M8 AN 58 42 9B ER A 77 (IFA
Difco Laboratories,Detroit,MI,USA) y3 5 HAth 4% .

[0533] /£ 41 )5 r S PEFMAT i 1% WU 5E (fn SE it 49 7 v B o) o B £ 4 TC1014-Her2 |
TC1014-Her2delex168{TC1014-Her2s tumpy ) 2= 2N 2R 42 (1) 35 J52 1) /)N B AR UA Dy BH R £
IFHRBLS

[0534] S 9] 7—[A) b 7t S e e PR e DM 5

[0535] & FH AR MG UAEFR I B H: R (Fluorometric Micro volume Assay Technology,
FMAT;Applied Biosystems,Foster City,CA,USA) JE 1 [ AP R ER ik M 2 (P4 43 20)
D 5E Ho 7 H) /0N BRFA) LTS B HuMab (N 5 5 B 440 R A8 IR0 B0 Y IR 55 55 ) BTG VR P HER2H0 4K
(R AFAE o 9, AT A B T 40 B iy 0 5 () 4H 5 o N 5E 5 TC1014-Her2 (B I FRIKHER25ZAK 1]
HEK—293F4Hifd ; a0 | jrik 7= 42) L TC1014-Her2delex16 (Bt #ikHer2-de lex i o 4h s #) 5
(HER25Z 448 (1) 164 2 Jk 12 s % (1) 9 A8 4% 5 o b= BT il 7 4E) UHEK-293F 4l g fITC1014~
Her2stumpy (B 2 A HER25Z 44 1) Jf 41K 55 465 14 S (T HEK - 29 3F 40 Jfd st B Fradk 7= A=) DA J¢
HEK293 5 A AU 41 ) (A ZRISHER2 BV RN HO 45 & o R A St s I 2= 40 i DA 58 ¥F 55 HER2
gEA M S, A (23— A1gG-Cy5; Jackson TmmunoResearch) ¥ MHuMab[) 45
A off FHTH10 14~ Z2 2k B4 (FEHEK-293F 40 g Hh 7= A2 1) 1 9 BH M xS B, 48 A HuMab—/N BR A
I 19 11 75 AHuMab-KLHAE K [ PEXT BE o 4 FHApplied Biosystems82004H fufiill R4
(8200CDS) FAFHARE &t , FHE I T X K (counts x fluorescence)” ENEH 1T
503 H it % X 6L [P 0T BR 42 20 34 B vy ), A58 ot 45 ML DA FH PR

[0536]  S2ifi ] 8—HuMab & A2 8 7™ £

[0537]  ARAEHA @040 5 Rr e PR B2 AR (i F5E SO B HuMab/IN B, Wi 8 B+ i = 3))
ik RS e Tk AT 3 ) AR 2 4 o AR B ARl A e 7 R U ) A FHCEEFS 0L Bl & R 4t (Cy to
Pulse Sciences,Glen Burnie,MD,USA) i H G5 3E4T B2 40 M FNIbR E2 45 40 il 5 /N R R B
JEAIM R B G 4 ok, HClonePix &4t (Genetix,Hampshire, UK) X #J U FLEE4T IV va
B o NI B4 B R ATAE FL 24 A8 e AT 40 % CloneMedia (Genetix, Hampshire, UK) Fll
60 %6 HyQ2 X 5845557 2 (Hyclone , Wal tham, USA) il % Y~ [l A4 15 5 v o I SE i 4617 vp i ik
PEST e S PR 45 A 0 e A 3 3 IS s f% , A FHOc tet (Fortebio,Menlo Park,USA) Jl5E
TgG/K 1 LAk BRI UG FL b 5 0F Ho i A2 S T3 — B 0 38 B T ArdE T &
BEAT P A U HuMab 28 52 8 () BE— 20§ 3G M 5% (94, 4nfEColigan J.E. ,Bierer,B.E.,
Margulies,D.H.,Shevach,E.M. #iStrober,W.,eds.Current Protocols in Immunology,
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John Wiley&Sons, Inc. 200691 Frid) o Rl X AN 7= AR ) 5a f i 44 9PC1014.

[0538]  SKjite 451 9—4H AL ) HUAA ) oL ik

[0539] A HE S EAGCHERIPhyTiptE (PhyNexus Inc.,San Jose,USA) fESciclone
ALH3000 T fEuk (Caliper Lifesciences,Hopkinton,USA) |4tk H64L8HyperflaskPi
B0 . 8mLAT & HUAR I 3G /Moy o AR il v () 1 B A0 FPhy Tiphss, )R 45 & 22 i
WPBS (B.Braun,Medical B.V.,0ss,Netherlands) FI%e i 2e (R0 . IME & FE-HC1 pH2.7
(Fluka Riedel-deHaén,Buchs,Germany) AL M 264k )5, FH2M Tris—HC1 pH9.0
(Sigma-Aldrich,Zwijndrecht,Netherlands) "o AIEE S . B , 78 — B85 LR L, 18 A
MabSelect SuReZlifk B AR IR 7= FIH M

[0540]  4fifh )5, AL N B T-384—FLk Waters, 10001 77 FLHR , part#186002631) 5, FHN—F#
HEFF Roche H %5 113651770017E37 CRAE M M AL IS A o IADTT (15mg/mL) (1uL/4L)
HAESTCHE A Lho £ (5Ek6uL) fEAcquity UPLC™ Waters,Milford,USA) | FIBEH300C18,
1.7um,

[0541] 2.1 X50mmAEAE60 CHEAT i & o A5 0. 1% F IR (Fluka, H 3556302,
Buchs,Germany) HIMQ7/K FILC-MSZl Z.JiE Biosolve, H3# 501204101, Valkenswaard, The
Netherlands) 4 BIAE A ¥ B BARIB . 78 LA BH B8 1B 30 ERAE fIm i crOTOF™ 5T 34X (Bruker ,
Bremen,Germany) b 7EZGI05% AT I [R] FEL T 25 B9 44 BT o 3 M 1T, FHESTETS VR 54 (ES
tuning mix) (Agilent Technologies,Santa Clara,USA) B #E900—-3000m/z %I & . [ 48 &
5-80kDa 8] ({14 F & 1 B R &1 Maximal Entropy algorithm) ,PADataAnalysis™
BAtv. 3.4 Bruker) X BTl 2B

[0542]  EAGHAZ )G, FERAF I A B ol 1) B R AN AR P AT LU, LRI B R I hidA
XA B T AN BRI AT, (HR AR BRI LL B, 175 [EA] BB AT AEC— R v i = R AR A
XS — RPNV A, B, R 8 EEE AR BE MR A AR I EE RS LE
FeT ok B HAR IR 45 Rk BRI P

[0543]  Sijia {51 0-HER240 44 ] AR 285 K35 7 51 40 B H b B TR A fdk

[0544] N5 X 10°4™ %22 J81 41 At 1l & HER2HuMabss [ = RNA , R 45 il 348 8 f) B 15 4 FFTSMART
RACE cDNAJ 355 & (Clontech) M 100ng ELRNAHI 25 —RACE—H_#IDNA (cDNA) . it PCRY™
SEVHANVL S 4 X JF 1 AT 1232 1 7 FE (Aslanidis,C. MIP. J.de Jong,Nucleic
Acids Res1990;18 (20) :6069-74) ¥ Frik VHAIVLERAS X ELIZFIHEHE (in frame) 5ofE3EpG1E
HipKappaZR ik #AE o R 11X N 1 2 ™ AL 1) S B iy 44 9 TH10 14 4 TR AP AE , AP 161-VL b
% AN AN VH v, 3 R AT I > o 32 6 P00 1 35 B 0 42 B o = -5 R (R oA 1) 28 A2 980 SR R A4 R
& (s B v Bl 1) — B e b T i — Dt s MRk .

[0545]  ZRAFI A anEI LRI2LA R PR R B o T SCH B PR R 1 IR B 771 R
PEIMGTE X CDRF %) (Lefranc MP.ZE,Nucleic AcidsResearch,27,209-212,1999 40
Brochet X.Nucl.Acids Res.36,W503-508 (2008)) .31 K 2K 3% H T Hiik)FF/F BB
PRFIIINEE, RAD R T AT,

[0546] % 1:HuMabs169.050.084.025.091.129.127.159.098, 1531132 & % 7] AF [X
(VH) VERBERAZ[X (VL) FICDRF 1 6
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SEQ ID No:1 VH 169 QVQLVQSGAEVKKPGASVKVSCKASGYTFTNYGISW
VROAPGQGLEWMGWLSAYSGNTIYAQKLQGRYTMT
TDTSTTTAYMELRSLRSDDTAVYYCARDRIVVRPDYF
DYWGQGTLVTVSS

SEQ ID No:2 VH 169, CDR1 | GYTFTNYG

SEQ ID No:3 VH 169, CDR2 LSAYSGNT

SEQ 1D No:4 VH 169, CDR3 | ARDRIVVRPDYFDY

SEQ ID No:5 VL 169 EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQ
QKPGQAPRLLIYDASNRATGIPARFSGSGSGTDFTLTL

} SSLEPEDFAVYYCQQRSNWPRTFGQGTKVEIK
SEQ ID No:6 VL 169, CDR1 QSVSSY
VL 169, CDR2 DAS

SEQ ID No:7 VL 169, CDR3 QQRSNWPRT

SEQ ID No:8 VH 050 EVOLLESGGGLVQPGGSLRLSCAASGFTFSSYAMNW
VROAPGKGLEWVSAISGRGGTTYYADSVKGRFTISR
DNSKNTLYLOMSSLRAEDTAVYYCAKARANWDYFDY
WGQGTLVTVSS

SEQ ID No:9 VH 050, CDR1 GFTFSSYA

SEQ ID No:10 VH 050, CDR2 ISGRGGTT

SEQ ID No:11 VH 050, CDR3 | AKARANWDYFDY

SEQ ID No:12 VL 050 DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWY
QHKPGKAPKLLIYAASILQSGYPSRFSGSGSGTDFTL
TISSLOPEDFATYYCQQANSFPITEGQGTRLEIK

SEQ ID No:13 VL 050, CDR1 QGISSW

VL 050, CDR2 AAS
SEQ ID No:14 VL 050, CDR3 QQANSFPIT
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SEQ ID No:15 VH 084 QVQLVQSGAEVKKPGSSVKVSCKASGGTFRTYAINW
VRQAPGQGLEWMGRINTVLGIVNHAQKFQGRVTITA
DKSTNTAYMELNSLRSEDTAVYYCAREKGVDYYYGIE
VWGQGTTVTVSS

SEQ ID No:16 VH 084, CDR1 GGTFRTYA

SEQ ID No:17 VH 084, CDR2 INTVLGIV

SEQ ID No:18 VH 084, CDR3 AREKGVDYYYGIEV

SEQ ID No:19 VL 084 DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWY
QHKPGKAPKLLIYVASTLQSGVPSRFSGSGSGTDFTL
TISSLQPEDFATYYCQQANSFPLTFGGGTKVEIK

SEQ ID No:20 VL 084, CDR1 QGISSW

VL 084, CDR2 VAS

SEQ ID No:21 VL 084, CDR3 QQANSFPLT

SEQ ID No:22 VH 025 QVQLOQOWGAGLLKPSETLSLTCAVYGGSFSDYYWN
WIRQPPGKGLEWIGEIHHSGSTNYNPSLKSRVTISVD
TSKNQFSLKLSSVTAADTAVYYCARGYYDSGVYYFDY
WAQGTLVTVSS

SEQ ID No:23 VH 025, CDR1 GGSFSDYY

SEQ ID No:24 VH 025, CDR2 IHHSGST

SEQ ID No:25 VH 025, CDR3 ARGYYDSGVYYFDY

SEQ ID No:26 VL 025 DIQMTQSPSSLSASVGDRVTITCRASQGISRWLAWY
QQKPEKAPKSLIYAASSLRSGVPSRFSGSGSGTDFTL
TISSLOPEDFATYYCQQYNSYPITFGQGTRLEIK

SEQ ID No:27 VL 025, CDR1 QGISRW

VL 025, CDR2 AAS

SEQ ID No:28 VL 025, CDR3 QQYNSYPIT

SEQ ID No:29 VH 091 QVOLOQWGAGLLKPSETLSLTCAVSGGSFSGYYWT
WIRQPPGKGLEWIGEIYHSGDTNYNPSLKSRVTISVD
TSKNQFSLKLYSVTAADTAVYYCARLYFGSGIYYLDY
WGQGTLVTVSS

SEQ ID No:30 VH 091, CDR1 GGSFSGYY

SEQ ID No:163 VH 091, CDR2 IYHSGDT

SEQ ID No:31 VH 091, CDR3 ARLYFGSGIYYLDY

SEQ ID No:32 VL 091 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLVWY
QOKPEKAPKSLIYAASSLQSGYPSRFSGSGSGTDFTL
TISSLQPEDFATYYCQQYNSFPPTFGQGTKVEIK

SEQ ID No:33 VL 091, CDR1 QGISSW

VL 091, CDR2 AAS

SEQ ID No:34 VL 091, CDR3 QQYNSFPPT

SEQ ID No:35 VH 129 QVQLVESGGGVWQPGRSLRLSCAASGFTFSTFAIHW
VRQAPGKGLEWVAVISYDGGHKFYADSVKGRFTISR
DNSKNTLYLQMNSLRAEDTAMYYCARGLGVWGAFD
YWGQGTLVTVSS

SEQ ID No:36 VH 129, CDR1 GFTFSTFA
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SEQ ID No:37 VH 129, CDR2 ISYDGGHK
SEQ ID No:38 VH 129, CDR3 | ARGLGVWGAFDY
SEQ ID No:39 VL 129 EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQ
QKPGQAPRLLIYDASNRATGIPARFSGSGSGTDFTLTI
SSLEPEDFAVYYCQORSNWWTFGQGTKVEIK
SEQ ID No:40 VL 129, CDR1 QSVSSY
VL 129, CDR2 DAS
SEQ ID No:41 VL 129, CDR3 QQRSNWWT
SEQ ID No:42 VH 127 EVQLVQSGAEVKKPGESLTISCKGSGYSFSIYWIGW
VRQMPGKGLEWMGIIFPGDSDIRYSPSFQGQVTISA
DKSISTAYLQWSSLKASDTAMYYCARQPGDWSPRH
WYFDLWGRGTLVTVSS
SEQ ID No:43 VH 127, CDR1 GYSFSIYW
SEQ ID No:44 VH 127, CDR2 IFPGDSDI
SEQ ID No:45 VH 127, CDR3 | ARQPGDWSPRHWYFDL
SEQ ID No:46 VL 127 VIWMTQSPSLLSASTGDRVTISCRMSQGISSYLAWY
QOKPGKAPELLIYAASTLQSGVPSRFSGSGSGTDFTL
TISYLQSEDFATYYCOQYYSFPLTFGGGTKVEIK
SEQ ID No:47 VL 127, CDR1 QGISSY
VL 127, CDR2 AAS
SEQ ID No:48 VL 127, CDR3 QQYYSFPLT
SEQ ID No:49 Vi 159 EVQLVQSGAEVKKPGESLKISCKGSGYNFTSYWIGW
VRQMPGKGLEWMGITYPGDSDTRYSPSFQGQVTISA
DKSISTAYLQWSSLKASDTAMYYCARWGTYYDILTG
YENWFDPWGQGTLVTVSS
SEQ ID No:50 VH 159, CDR1 GYNFTSYW
SEQ ID No:51 VH 159, CDR2 IYPGDSDT
SEQ ID No:52 VH 159, CDR3 | ARWGTYYDILTGYFN
SEQ ID No:53 VL 159 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWY
QOKPEKAPKSLIYAASSLQSGVPSRFSGSGSGTDFTL
TISSLQPEDFATYYCQOYYIYPWTFGQGTKVEIK
SEQ ID No:54 VL 159, CDR1 QGISSW
VL 159, CDR2 AAS
SEQ ID No:55 VL 159, CDR3 QOYYIYPWT
SEQ ID No:56 VH 098 EVQLLESGGGLVQPGGSLRLSCAASGFTFSNYGMSW
VRQAPGKGLEWVSAISGSAYSTYYADSVKGRFTISR
DNSKNTLWLQMNSLRAEDTAVYYCAKAHYHGSGSYY
TLEDYWGQGTLVTVSS
SEQ ID No:57 VH 098, CDR1 GFTFSNYG
SEQ ID No:58 VH 098, CDR2 ISGSAYST
SEQ ID No:59 VH 098, CDR3 AKAHYHGSGSYYTLFDY
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SEQ ID No:60 VL 098 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWY
QQKPEKAPKSLIYAASSLQSGVPSRFSGSGSGTDFTL
TISSLQPEDFATYYCQQYNSYPYTFGQGTKLEIK

SEQ ID No:61 VL 098, CDR1 QGISSW

VL 098, CDR2 AAS

SEQ ID No:62 VL 098, CDR3 QQYNSYPYT

SEQ ID No:63 VH 153 QVOQLVESGGGVVQPGRSLRLSCAASGFTFSDYVIHW
VRQAPGKGLEWVTVISYDGSNKYYADSVKGRFTISR
DNSKNTLYLQMNSLSAEDTAMYYCARGGITGTTGVF
DYWGQGTLVTVSS

SEQ ID No:64 VH 153, CDR1 GFTFSDYV

SEQ ID No:65 VH 153, CDR2 ISYDGSNK

SEQ ID No:66 VH 153, CDR3 ARGGITGTTGVFDY

SEQ ID No:67 VL 153 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWY
QOKPEKAPKSLIYDASSLQSGVPSRFSGSGYGTDFSL
TISSLQPEDFAIYYCQOQYKSYPITFGQGTRLEIK

SEQ ID No:68 VL 153, CDR1 QGISSW

| VL 153, CDR2 DAS

SEQ ID No:69 VL 153, CDR3 OQYKSYPIT

SEQ ID No:70 | vH 132 QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYGISW
VROAPGQGLEWMGWISAYNGNSNYVQKFQGRVTM
TIDTTTSTAYMELRSLTSDDTAVYYCAREYSYDSGTY
FYYGMDVWGOGTTVTVSS

SEQ ID No:71 'VH 132, CDR1 GYTFTSYG

SEQ ID No:72 VH 132, CDR2 ISAYNGNS

SEQ ID No:73 VH 132, CDR3 AREYSYDSGTYFYYGMDV

SEQ ID No:74 VL 132 EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQ
QKPGQAPRLLIYDASNRATGIPARFSGSGSGTDFTLTI
SSLEPEDFAVYYCQQRSNWPMYTFGQGTKLEIK

SEQ ID No: 75 VL 132, CDR1 QSVSSY

VL 132, CDR2 DAS
SEQ ID No:76 VL 132, CDR3 QQRSNWPMYT

[0551] 2 LEFEAT HuMabs ) /) B RV AN FE B A B P 3[R U8

[0552]

HuMab N R Ff RVH: i &VL:

169 361494 HC020 IgHV1-18-01 IgKV3-11-01

050 350633 HCo12 IgHV3-23-01 IgKV1-12-01

084 350615 HCo12-BalbC IgHV1-69-04 IgKV1-12-01

025 350631 HCo12 IgHV4-34-01 IgKV1D-16-01
091 350630 HCo12 IgHV4-34-01 IgKV1D-16-01
129 359783 HCo12-BalbC IgHV3-30-3-01 IgKV3-11-01

127 359783 HCo12-BalbC IgHV5-51-01 IgKV1D-8-01

159 363503 HCo12 IgHV5-51-01 IgKV1D-16-01
098 350659 HCo17 IgHV3-23-01 IgKV1D-16-01
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153

359785

HCo12-BalbC 1gHV3-30-3-01 IgKV1D-16-01

132

361487

HCo20 IghV1-18-01 IgKV3-11-01

[0553]  #3:HuMabs049.051.055.123.161.124.001.143.019.021.027.032.035.036
05409411 HEE P AZ X (VH) , FHEERAZ X (VL) JF 1] o T VHAIVLIF 71, 2% E 1 CDRs 43 %] W2
TE L2 T RIZ R R IR 75

[0554]

SEQ ID No:

77 VH 049

EVQLLESGGDLVQPGGSLRLSCAASGFTFSSYAMSWYVRQAPG
KGLEWVSAISGRGGTTYYADSVKGRFTISRDNSKSTLCLQMNS
LRAEDTAVYYCAKARANWDYFDYWGQGTLYTVSS

SEQ ID No:

78 | VL 049

DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQHKPGK
APKLLIYAASILQSGVPSRFSGSGSGTDFTLTISSLRPEDFATYY
CQQANSFPITFGQGTRLEIK

SEQ ID No:

79 | VH 051

EVQLLESGGDLVQPGGSLRLSCAASGFTFSSYAMSWYVRQAPG
KGLEWYSAISGRGGTTYYADSYKGRFTISRDNSKSTLCLQMNS
LRAEDTAVYYCAKARANWDYFDYWGOGTLYTVSS

SEQ ID No:

80 VL 051

DIQMTQSPSSVSASYGDRVTITCRASQGISSWLAWYQHKPGK
APKLLIYAASILQSGVPSRFSGSGSGTDFTLTISSLRPEDFATYY
COOQANSFPITFGQGTRLEIK

SEQ ID No:

81 VH 055

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMNWYVRQAPG
KGLEWVSAISGRGGTTYYADSVKGRFTISRDNSKSTLCLQMNS
LRAEDTAVYYCAKARANWDYFDYWGQGTLVYTVSS

SEQ ID No:

82 VL 055

DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQHKPGK
APKLLIYAASILQSGVPSRFSGSGSGTDFTLTISSLRPEDFATYY
CQQANSFPITFGQGTRLEIK

SEQ ID No:

83 |VH123

QVQLVQSGAEVKKPGASVKVSCKAAGYTFTNYGISWVRQAPG
QALEWMGWITTYSSNTIYAQKLQGRVTMTTDTSTSTAYMELRS
LRSDDTAVYYCARDRVVVRPDYFDYWGQGTLVTVSS

SEQ ID No:

84 VL 123

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAP
RLLIYDTSNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQ
QRSHWPRTFGQGTKVEIK

SEQ ID No:

85 VH 161

QVQLVQSGAEVKKPGASVKVSCKASGYTFTNYGISWVRQAPG
QGLEWMGWLSAYSGNTIYAQKLQGRVTMTTDTSTTTAYMELR
SLREDDTAVYYCARDRIVVRPDYFDYWGQGTLVTVSS

SEQ ID No:

86 VL 161

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAP
RLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQ
QRSNWPRTFGQGTKVEIK

SEQ ID No:

87 VH 124

QVQLVQSGAEVKKPGASVKVSCKAAGYTFTNYGISWVRQAPG
QGLEWMGWIITYNGNTIYAQRFQDRVTMTTDTSTSTAYMELRS
LRSDDTAVYYCARDRIIVRPDYFDYWGQGTLVTVSS

SEQ ID No:

88 VL 124

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQOKPGQOAP
RLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQ
QRSNWPRTFGQGTKVEIK
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[0555]

SEQ ID No: 89 | VH 001 QVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWNWIRQPPG
KGLEWIGEINHSGSTNYNPSLKSRVTISVDTSKNQFSLKLSSYT
AADTAVYYCARGNYGSGYYYFDLWGRGTQVTVSS

SEQ ID No: 90 | VL 001 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEK

APKSLIFAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYISFPITFGQGTRLEIK

SEQ ID No: 91 | VH 143 QVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWNWIRQPPG
KGLEWIGEIHHSGSANYNPSLMSRVTISVDTSKNQFSLQLSSV

TAADTAVYYCARGYYGSGYYYFDYWGQGTLVTVSS

SEQ ID No: 92 | VL 143 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEK

APKSLIYAASRLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
COQYNSYPITFGOQGTRLEIK

SEQ ID No: 93 | VH 019 QVQLQQWGAGLLKPSETLSLTCAVYGGSFSDYYWNWIRQPPG
KGLEWIGEIHHVGSTNYNPSLKSRVTISVDTSKSQFSLKLSSVT
AADTAVYYCARGYYDSGVYYFDYWAQGTLVTVSS

SEQID No; 94 | VL 019 DIQMTQSPSSLSASVGDRVTITCRASQGISRWLAWYQQKPEK

APKSLIYAASSLRSGVPSRESGSGSGTDFTLTISSLQPEDFATYY
COQYNSYPITFGQGTRLEIK

SEQ ID No: 95 | VH 021 QVQLOQQWGAGLLKPSETLSLTCAVYGGSFSDYYWNWIRQPPG
KGLEWIGEIHHSGSTNYNPSLKSRVTISYVDTSKNQFSLKLSSYT
AADTAVYYCARGYYASGVYYFDYWGQGTLVTVSS

SEQ ID No: 96 | VL 021 DIQMTQSPSSLSASVYGDRVTITCRASQGISSWILAWYQQKPEK

APKSLIYAASSLQSGVYPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSYPITFGQGTRLEIK

SEQ ID No: 97 | VH 027 QVQLQQWGAGLLKPSETLSLTCAVYGGSFSDYFWNWIRQPPG
KGLEWIGEIHHSGSTNYNPSLKSRVTISVDTSKNQFSLNLSSVT
AADTAVYYCARGLIGSGYYYFDYWDQGTLVTVSS

SEQ ID No: 98 | VL 027 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEK

APKSLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSYPITFGQGTRLEIK

SEQ ID No: 99 | VH 032 QVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPG
KGLEWIGEINHSGDTNYNPSLTSRVTISVDTSKNQFSLKLSSVT
AADTAVYYCARLFYGSGIYYFDYWGQGTLVTVSS

SEQ ID No: 100 | VL 032 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEK

APKSLIYATFRLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSFPPTFGQGTKVEIK

SEQ ID No: 101 | VH 035 QVQLQOWGAGLLKPSETLSLTCAIYGGSFSGYYWSWIRQPPG

KGLEWIGEINHSGDTNYNPSLTSRYTISVDTSKNQFSLKLSSVT
AADTAVYYCARLFYGSGIYYFDYWGQGTLVTVSS

SEQ ID No: 102 | VL 035 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEK

APKSLIYATFRLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSFPPTFGOGTKVEIK

SEQ ID No: 103 | VH 036 QVOLQOWGAGLLKPSETLSLTCAVYGGSFSDYYWSWIRQPPG

KGLEWIGEINHSGSTNYNPSLKSRVTISVDTSKNQFSLKLSSYT
AADTAVYYCARLYYGSGTYYFDYWGQGTLVTVSS

SEQ ID No: 104 | VL 036 DIQMTQSPSSLSASYGDRVTITCRASQGISSWLTWYQQKPEKA
PKSLIYAASRLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
QQYNSFPPTFGQGTKVEIK

SEQ ID No: 105 | VH 054 QVQLQOWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPG

KGLEWIGETHHSGSTNYNPSLKSRVTISVDTSKNQFSLKLSSYT
_ AADTAVYYCARLWYGSGSYYFDYWGQGTLVTVSS

SEQ ID No: 106 | VL 054 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEK

APKSLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSFPPTFGGGTKVEIK
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[0556]

SEQ ID No: 107 | VH 094 QVOLQQWGAGLLKPSETLSL TCAVSGGSFSGYYWTWIRQPPG
KGLEWIGEIYHSGDTNYNPSLKSRVTISVDTSKNQFSLKLYSVT
AADTAVYYCARLYFGSGIYYLDYWGQGTLVTVSS

SEQ ID No: 108 | VL 094 DIQMTQSPSSLSASVGDRYTITCRASQGISSWLVWYQQKPEK
APKSLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSFPPTFGQGTKVEIK

SEQ ID No: 109 | VH 105 EVQLLESGGGLVQPGGSLRLSCAASGFTFSNYGMSWVRQAPG
KGLEWVSAISGSAYSTYYADSVKGRFTISRDNSKNTLWLQMNS
LRAEDTAVYYCAKAHYHGSGSYYTLFDYWGQGTLVTVSS

SEQ ID No: 110 | VL 105 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEK
APKSLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSYPYTFGQGTKLEIK

SEQ ID No: 111 | VH 100 EVQLLESGGGLVQPGGSLRLSCAASGFTFNNYGMNWVRQAPG
KGLEWVSAISGTGYSTYYADSVKGRFTISRDNSKNTLYLQMNS
LRAEDTAVYYCAKAHYFGSGSYYTLFDYWGQGTLVTIVSS

SEQ ID No: 112 | VL 100 DIQMTQSPSSLSASVGDRYTITCRASQGISSWLAWYQQKPEK
APKSLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSYPYTFGQGTKLEIK

SEQ ID No: 113 | VH 125 EVQLLESGGGLVQPGGSLRLSCAASGFTFTDYAMNWVRQAPG
KGLEWVSTISGSGYATYYADSVKGRFTISRDNSKTTLYLQMNS
LRAEDTAVYYCAKGHTLGSGSYYTLFDYWGQGTLVTVSS

SEQ ID No: 114 | VL 125 DIQMTQSPSSLSASVGDRVTITCRASQGINSWLAWYQQKPEK
APKSLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSYPYTFGQGTKLEIK

SEQ ID No: 115 | VH 162 EVQLWESGGGSVQPGGSLRLSCAASGFTFSSYGMSWVRQAP
GKGLEWVSGISGSGYSTYYADSVKGRFTISRDNSKNTLYLQMN
SLRAEDTAVYYCAKGYYHGSGSYYTSFDYWGQGTLVTVSS
SEQ ID No: 116 | VL 162 DIQMTQSPSSLSASVGDRYTITCRASQGISSWLAWYQQKPEK
APKSLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSYPLTFGGGTKVEIK

SEQ ID No: 117 | VH 033 QVQLVESGGGVVQTGRSLRLSCAASGFTFSSHAMHWVRQAPG
KGLEWVAAISYDGSNKYYADSVKGRFTISRDNSKNTLYLQMNS
LRAEDTAVYYCARGDYISSSGVFDYWGQGTLVTVSS

SEQ ID No: 118 | VL 033 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEK
APKSLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSYPITFGQGTRLEIK

SEQ ID No: 119 | VH 160 QVQLVESGGGYVQPGRSLRLSCAASGFTFSSHAMHWYRQAPG
KGLEWVAAISYDGSNKYYADSVKGRFTISRDNSKNTMYLQMN
SLRAEDTAMCYCARGSITGSTGVFDYWGQGTLVTVSS

SEQ ID No: 120 | VL 160 DIQMTQSPSSLSASVGDRVTITCRASQDISSWLAWYQQKPEK
APKSLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSYPITFGQGTRLEIK

SEQ ID No: 121 | VH 166 QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYAMHWVRQAPG
KGLEWVAVISYDGSNEYYADSVKGRFTISRDNSKNTLYLQMNS
LRAEDTAVYYCARGSIIGSTGVFDYWGQGTLVTYSS

SEQ ID No: 122 | VL 166 DIQMTQSPSSLSASVGDRVTITCRASQGISNWLAWYQQKPEK
APKSLIYDASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
COQYNSYPITFGQGTRLEIK

SEQ ID No: 123 | VH 152 QVQVVESGGGYVQPGRSLRLSCAASGFTESSYAMHWVRQAPG
KGLEWVAVISYDGSYKYYADSVKGRFTISRDNSKNTLYLOMNS
LRAEDTAVYYCARGSITGSTGVFDYWGQGTLVIVSS
SEQ ID No: 124 | VL 152 DIQMTQSPSSLSASVGDRVTITCRASQGINSWLAWYQQKPEK
APKSLIYDASSLQSGVPSRFSGSGSGTDFTLTISSLQPENFATYY
COQYNSYPITFGQGTRLEIK

SEQ ID No: 125 | VH 167 QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYAITHWVRQAPG
KGLEWVAVISYDGSNKYYADSVKGRFTISRDNSKNTLYLQMNS
LRAEDTAVYYCARGSITGSTGVFDYWGQGTLVTVSS

SEQ ID No: 126 | VL 167 DIQMTQSPSSLSASYGDRVTITCRASQGISNWLAWYQQKPEK
APKSLIYDASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY
CQQYNSYPITFGQGTRLEIK
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[0557] R4 LT TAN2eh s i) Fr 41 EL X6 2647 CDRss

[0558]
SEQ ID No: 9 IgHV3-23-1 | VH GFTFSSYA
050-049-051- CDR1
055
s_EQ ID No: 127 | IgHV3-23-1 -\{H ISGX1GGX2T e XT=RES, BLAEXI=T
050-049-051- CDR2 S: AUk, HHEX1=REE
055 X2=T
SEQ ID No: 11 IgHV3-23-1 VH AKARANWDYFD
050-049-051- CDR3 |Y
055
SEQ ID No: 128 | IgHV1-69-04 | VH GGTFX1X2YA o Y
QID No A I XI=R#S, LK X2=Tik
084 CDR1 S, ik, HP¥X1=RU K
X2=T
SEQ ID No: 129 | IgHV1-69-04 | VH IX2X3X3LGIX4 B r——
084 CDR2 X3=Vil, PLEX4=VHA,
X2=T, X3=V, BLEX4=V
SEQ ID No: 130 | IgHV1-69-04 | VH AREKGVDYYYG st @ 4
L X1=15M, X2=E&D:
084 CDR3 | X1X2 o § ’
Rk, HpXi=l, X2=E
SEQ ID No: 131 | IgHV1-18-1 VH GYTFTXYG
169-123-161- CDR1 HX=NsiS, LN
124
SEQ ID No: 132 | IgHV1-18-1 | VH IX1X2YX3GNT
, HdrX1=S, T, 51: X2=A
169-123-161- CDR2 s Hp LE Seads _
(54 BT, X3=SakN; ik, H
F1X1=8, X2=A, BLKX3=S
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[0559]

SEQ ID No: 133 [ IgHV1-18-1 VH_ ARDRXlXZV‘RP S

169-123-161- CDR3 | DYFDY %i@’ ;E’FFXI’:ILLLZZXZ:,V

124

SEQ ID No: 134 | IgHV4-34-01 | VH GGSFSX1YX2 S b X1=D 8 G LA B X2=Y 5%

025-001-143- CPR1 Fo Lk, HAPX1=DE &

019-021-027 X2=Y

SEQ ID No: 135 | IgHV4-34-01 | VH IX1HX2GSX3

025-001-143- CDR2 ﬁjzi;:?;“i %Fﬁzsiﬁvﬁ

HR-AR-DaF X 1=H, X2=S, BLKEX3=T

SEQ ID No:136 | IgHV4-34-01 | VH ARGX1X2X356G o

025-001-143- CDR3 | X4YYFDX5 %ﬁz‘gi;‘{ g;& ijj%

019-021-027 Y; LR X5=Y BEL; {hiks,
HeX1=Y, X2=Y, X3=D,
X4=V, LLEX5=Y

SEQ ID No:137 | IgHV4-34-01 | VH GGSFSX1YY

091-032-035- CDR1 P X1=G&D, LiEHG

036-054-094

SEQ ID No:138 | IgHV4-34-01 | VH IXIHSGX2T XY, NaH;ELEX2=D

091-032-035- CDR2 S kM, Hdxi=YLRL

036-054-094 KX2=D

SEQ ID No:139 | IgHV4-34-01 | VH ARLXIX2GSGX | vy v FaiW: X2=Fi

091-032-035- CDR3 | 3YYX4DY Y. X3=1, TkS; L% X4=L

036-054-094 aRF; L, JopXi=y,
X2=F, X3=I, LJKX4=L

SEQ ID No:140 | IgHV3-30-01 | VH GFTFSX1X2A

129 CDR1 HpX1=THF, XZéFEfEY;
ik, HAPX1=TLLEX2=F

SEQ ID No:141 | IgHV3-30-01 | VH ISYDGXIXZK | 4f rx1=GokS, X2=HH@N:

129 CDR2 7% M, 3% b X1=G Bl &
X2=H

SEQ ID No:142 | IgHV3-30-01 | VH ARGLGVWGX1F B —

129 CDR3 | DY ‘ .
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[0560]
SEQ ID No:143 | IgHV3-23-01 | VH GFTEX1X2YX3 ]

% - ¢ i1 HopX1=8, NET; X2=N,
09,8'105'100' CDR DES; Pl K X3=G kA, fhi%
125-162 Mo, HX1=S, X2=NU &

X3=G

' 1144 V3-23- ! ISGX1X2X3XAT .
sEQ ID No:1 IgHV3-23-01 VH‘ SGX1X2X3 o XI=SIRT, X2=A#G,
098-105-100- CDRZ X3=Y§JZG; X4=S.E«JZA; ﬁﬁiﬂi
125-162 Mo, HoPX1=S, X2=A,

X3=Y, X4=S
SEQ ID No:145 | IgHV3-23-01 | VH AKX1XZX3X4G . .
© | ° N A X1=AG; X2=HHY;
098-105-100- CDR3 | SGSYYTXSFDY | 3 vobT, Xd=H, FiL:
125-162 Xs=L kS, ki, H
XI=A ; X2=H; X3=Y;
X4=H; X5=L

SEQ ID No:146 | IgHV5-51-01 | VH GYSFX1X2YW s N

{4 — HpX1=SakT, X2=1akS: 1

‘ v, HPpX1=S, X2=1

SEQ ID No:147 | IgHV5-51-01 | VH IX1PGDSDX2 ‘ i _

{5 CDR? HeX1=FskY, X2=I8kT;
i, HrhX1=F, X2=I

SEQ ID No:148 | IgHV5-51-01 | VH ARQPGDWSPR

127 CDR3 | HWYFDL

SEQ ID No:149 | IgHV5-51-01 | VH GYXFTSYW ‘

159 CDR1 o X=NalS, kN

SEQ ID No:51 IgHV5-51-01 | VH IYPGDSDT

159 CDR2

SEQ ID No:52 IgHV5-51-01 | VH ARWGTYYDILT

159 CDR3 | GYFN

SEQ ID No:71 IgHV1-18-01 | VH GYTFTSYG

132 CDR1

SEQ ID No:150 | IgHV1-18-01 | VH ISAYNGNX Shitn o

- CDR2 HpX=8kT, {LiEHhS

SEQ ID No:151 | IgHV1-18-01 | VH AREYSYDSGTY

132 CDR3 | FYYGMDV

SEQ 1D N0152 IgHV3‘30' VH GFTEFSX1X2X3 HLPX1=DEES, X2=YE2H7

153-033-160- | 03-01 CDR1 X3=ViiA; Rk, Hh

166-152-167 X1=D, X2=Y, X3=V
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[0561]
SEQID No:153 | IgHV3-30- | VH ISYDGSX1X2 X INELY . XOoKAE
- * 1=NE y ALK,
153-033-160- | 03-01 CDR2 AR NG TR
166-152-167
SEQ ID No:154 | IgHV3-30- H ARGX1X2X3X4
15:?—033-160— 0%-01 Z.DRS X.SEGGSUFD? HHXI=G, DES: X2=1
) Y; X3:=T';§JZI; X4=G§ES;
166-152-167 X5=T#S; X6=TukS; X7=Y
wV: ki, H4X1=G:
X2=I ¢+ X3=T ;: X4=G ;
X5=T; X6=T;PIKX7=V
SEQID No:13 | IgkV1-12-01 | VL QGISSW
050-084-049- CDR1
051-055
050-084-049- Igkv1-12-01 | VL XAS HrhX=ABV
051-055 CDR2
SEQ ID No:155 | IgkV1-12-01 | VL QQANSFPXT JLX=T5kL
050-084-049- CDR3
051-055
SEQ ID No:6 IgkV3-11-01 | VL QSVSSY
169-124-161- CDR1
123
169-124-161- | IgKV3-11-01 | VL DXS LHX=ART, (LA
123 CDR2
SEQ ID No:156 | IgKV3-11-01 | VL QQRSXWPRT | I X=NkH, (kN
169-124-161- CDR3
123
SEQ ID No:157 | IgKVID-16- |VL QGISXW HhX=RWS, (LR
025-001-019- |01 CDR1
143-021-027
025-001-019- | IgKV1D-16- | VL AAS
143-021-027 01 CDR2
SEQ ID No:164 | IgkViD-16- VL QQYNSXPIT HhX=YaF, My
025-001-019- |01 CDR3
143-021-027
SEQ ID No:33 | IgKVID-16- | VL QGISSW
091-032-035- | 01 CDR1
036-054-094
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[0562]
091-032-035- | IgkVID-16- | VL AX1X2 HOPXI=AST, DL X2=SH
036-054-094 | 01 CDR2 Fo ARvEHL, HX1=ALL &
X2=§
SEQ ID No:158 | IgkViD-16- | VL QQYNSFPPT
091-032-035- | 01 CDR3
036-054-094
SEQ ID No:159 | IgKViD-16- | VL QGIXSW HX=SHN, (RiLHS
098-100-105- | 01 CDR1
125-162
098-100-105- | IgkVID-16- | VL AAS
125-162 01 CDR2
SEQID No:160 | IgKVID-16- | VL QQYNSYPXT | Jfipix=y®L, fhikHy
098-100-105- | 01 CDR3
| 125-162
SEQ ID No:161 | IgkVID-16- | VL QGIX1X2W o X1=S S N: X2=SHEN:
153-152-166- | 01 CDR1 ki, HPX1=X2=5
167-160-033
153-152-166- | IgKVID-16- | VL XAS T X=DiA, LMD
167-160-033 | 01 CDR2
SEQ ID No:162 | IgkV1iD-16- |VL QQYXSYPIT HX=K#N, kK
153-152-166- | 01 CDR3
167-160-033

[0563] st 1 1 —HifkrI £tk

[0564] 85 3% LG WA 0. 2um E im i € 2% (dead—end filter) iy, LA 5m]
MabSelect SuRefE (GE Health Care) I, FHO. MK BE4H-NaOH, pH3W: It « 7RI FH2M Tris—
HC1 , pHOH A R 4 , Fast B AT 2512 . 6mMNaH2P04 , 140mM NaCl,pH7.4 (B.Braun) B3 , 4l
W2 5 ey EREEHI Prep/li bk AR HeiE 12, 6mM NaH2P04 , 140mM NaCl,pH7.4
(B.Braun) Pl o 22 phBUE T EAS B 2 5, BESLIEIEO . 2um B i 984S TC B 98
SDS-PAGE## & 21 ] , FFid ik bl Jh ik AN280nmiK 't 2 I & BE o 2 AL I FUAR IR AF 724 °C o HEAT
JT RO 5 ) FH A0 S8 i 4919 I ik 2R A8 T R I B AR B RE AR BE I =

[0565] Kl 5] 1 218 FACS 43 #fr M 5E HER2 vl b 5 3R 36 J 45 5 T HER 2] Fiied 40 ML i) 45 5
[0566] {8 FH 44X (FACS Canto 11,BD Biosciences) MAHER231A 5AUS6541 i
(Wy-TFATCC,CRL-2351) MIA43 140 g (WJ-F-ATCC,CRL-1555) [ 454 .Qifis#r (Dako,
Glostrup,Denmark) &, AUS65ZH i A -1 1,000,0004% VL HER2 £ [ / 40 0., 1 A43 1 2]
MRk ¥ 3415 ,0004%8 D1/ 40 H o [ #4082 1 (PE) &A1 1 =E-$i- A LgGhufk (Jackson) K
VUHER2 A A4 14 45 4 o 155 P 0T 2 Bk 2 B0 (W PR 2% Herceptin™ )/ 9 R PE AT HES 446 , £ P 70 o 72
Sof HE AR AE A BH % BE P AE o /8 FHGraphPad Prism V4.03%f4 (GraphPad Software,San
Diego,CA, USA) ML AR L P =] U (HLAT AT AR R} 22 (1) ST 71 B - %) TN TE ECsofHL
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[0567] w37 Fir , Fir A DN T HER 240 A4 313 LA 771) &= R 77 2045 -5 AUB6 5 A4 3 148 Jf 7
F FRIEMIHER2 . 455 [ ECsofH X T AUS6 S AU 70 . 336-2. 290ug /mL 2 [B] 284k , XF-T-A4314H
MIAE0.068-1 . 135ug/mL2 [A)7A54k o JEIHAEAASIGR M | , 76 IR I 404 22 ) W0 52 31 E CoofEL 1) 55
KZE 5 SR, FUARO09SLE P B S Y [ A o, b8 B A fe (BRI AIC) HECsofH - FEAUS65F1A431
A0 b, FEAS [R] A 2 TR) 00 2 31 B oK 45 A KPR — 28 22 5 o IR B B dd b, S 4k 098 7E
AUS6SAH L F- 3 B A 5t i 1 B KRS A 7KF T B0 25 7EA43 1 41 i b HL A B = ) e K 45 A7k
[0568]  sijia {6 1 3—IE L FACS 73 M & HER2HU A& S5 B 1 Bz 2 B b 3T 1) i 45 45 [FJHER2[7)

+ A\
“@a

[0569] g 1 Il & S5 Br MR HER2 1 A8 X e B2 P4, 3 A3 =X 4 e 4% (FACS Canto IT,BD
Biosciences) MiAHER24T 44 SHER2—FH MR b Rz 40 (T ATCCHIAMBr—5) [ 454 o ¥ H
FELLE A A WL 2E-H- A LeGhiik (Jackson) BN R4 &1 A3 F IR Fh AL ot BE S A4 Ay
HEREP N CET RN

[0570] w4 B, B A A FTHER 204 HR -5 BRAEHER25E SR N o 78 NI IR B2 (1
ng/mLAI10ng /mL) , HER2HUAR R 68 W45 7 MR 45 A TR MEHER 2  HUAA 1 274F 1ug/mLIR FE R I H 32
ZE A HAE1Ong/mLI R S R I R 4T U456 - TR 098 7E I B AR IR B 3 B A &% =i 1)
GG A MRS R M A B BUAR T4 .

[0571] S5 14—/E & —ELTSAH JU g HER2HTAA 32 5 5 A ¥4 PEHer 2ECDHI s 45 &
(05721 AT 7177 2 8 DNt iKY HER 2470 A48 1 e A A0 49 9K B2 A A fE Her 2ECDH s YK 52 DA AE
PBSH R 5 # B HUHER2HUMabs CfEMiEEH 0. 125-8ug/mL) /E4 CHRELTSAfLE T 42 T
>, FHPBST (%h780.05 % 75 -20 [Sigma—Aldrich,Zwi jndrecht,The Netherlands] HJPBS)
VR ELISASL,, FIPBSTC (%h782% [v/v] A ULIF [Gibco,Paisley, Scotland] HIPBS) /£ % il
(RT) Ft 41 17N o 88 5 FIPBSTHEIRELTSASL , 3 HIPBSTCH 2 5 # Bk i Her 2ECDHi s (2f5 # Bk
0.25-2ug/mL) ZERTHF F L/ o FIPBSTHE % AR 45 & M Her 2ECDHi s , FH0. 25ug/mLAY) R ALK
-1 —-6xhis—biot (Abcam,Cambridge,UK) ZERT ¥ & 45 & 1 Her 2ECDHi s 1 /NIt o Ho )5, A
PBSTHE S ZAR , FIPBSTH AR RN 0 . 1ng/mLE % 55 1 3 - 2 -HRP (Sanquin, Amsterdam, The
Netherlands) ¥ & 1/Nb o Pk i, L WG AERT 52, 27 =18 S X (3— 2, F T - M ek —6 —Tik
& (ABTS: /E50mIABTSZE MR #s BERIABTS 7] (Roche Diagnostics,Almere, The
Netherlands) ) 5% & 15438 iy f# 52 2 7] A4 o 3 3 0N SRR AR BL R (Sigma—Aldrich,
Zwijndrecht,The Netherlands) Z& 1Lt fEME T EMRZEEE Biotek Instruments,
Winooski,USA) [l 5E405nm&b ¥ 5 I 52 2 B M IR I IR B FE 4 A I PR IR B2 T
DL 58 SCREL BTS2

[0573]  DAaun b ok I 5 1) 9% o A 77 20K Bk MPHER2 37044 0 4 2R ELTSASL - ELTSASL BN Ji5
R =M = GaF ) HER2FUA AR AEBIAAEAE G DL T » ATIUE MR FE ) Lug/mLAE Y R AL
Her 2ECDH1 si¥ & L. 28 J5 40 B PR 3 ATELTSA . #4Her 2ECDHi s 5 A0 4% I HUAK I AR R 45 & R
AR T AT S FISUR RIS 00N MBS SR a3t RS, H A s 5 1 e N 10098
FHNHIE 7L - 75 % T8 F AR 58 A1 A8 SCFR W 5 111 25-74 % 52 S B AR 930 4 28 PR, 0
249 S5 AN AR FELIT .

[0574]  tnR 5 fron , KW r AHER2 UK #S g% , = /D3 b , AT BT A B 5
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Her2ECDHi sf 45 & o ¥ Hidk 20 34 B A8 R 2 Ja , I AT B ik 52k B R4 1)
Z /b — PR TR TS

[0575] 5 4H A0, 45 il Z Bk SR B AHAK 169,050 F1084 , FL A8 HEFE By S5 Her 2ECDHi s 45 4,
EANAE XA Wk B HARZE R Hi 4

[0576] 5 — 40 A0 4% 10 22 Bk PR H A H144025 .09 1 F111 29, Ho A% I FH B S5 Her 2ECDH s 45 4
B3 T BUAR 129 K091 #BAZ S b7 A 2 3k B 470 A1025 , AL b AN BEL I o ¥ A AEA7T 45 240 () S A BEL
Wk B H A 2H B

[0577] 5 =HAFEHECLF5. 127,098,132, 153F1159 , He &4 38 X PH Wi ok [ HoAth 20 (14T
TR AEIZ S, A B — Lok, HUAR 127 2 RE W AC YR W iZ 4L b Tl Hodth ik 45 &
Her2ECDH s 1) ME — 044 ; JuAAR 15958 P WriZ 4l b ilr 3 HoAth o4&, 5% 7132 56209878 X FH
W 55340 BT A A4, BR T 132811153 JidA 15328 XBE W 127 . 1321115945 A Her2ECDHi s , H A
BeA Y PH K098 C1ELFS ; 7 13248 AW 127 132H1153 o 24 /B A3 e ST , F5 F0
CLINAS R WA b 1) 22 SCRELWT o SR 17T 5 AH S 19 S 2R R B 5 B 127,098 F1159 , (HAS & 153 A1
132/ 554 . M Rt , X 6 72 53 0] B & B T P CLAIFS X T-Her 2ECDHi s [ S1E A1 77 S8
[0578] W] LAIEIE 26 A JI AR AN AL 5 PR P AR 52 4 BRI S48 —He r2ECDHI s 5 A W T R A
Bi i T-100 % [1I1E

[0579]  3R5:HER2HUM4XS T SHer 2ECDHi s (1) 45 A ¥ 5 5 FH2Z SCRE W

& AR
mAb: | i
BZHREH NN
TH1014-169 RN\N

TH1014-050

pert | 025 | 691 | 129 | €1 | F5 | 127 [ 159 098 | 153 | 132
100 | 107 | 100 |85 | 103 |99 |115|90 | 101 | 101 | 101
101 |98 | 105.| 106 | ND | ND | ND | ND | 105 | 102.| ND
9% | 104 |98 | 110 | ND |ND | ND | ND: | 102 | 104 | ND

TH1011-084
TH1014-pert
TH1014-025

TH1014-091

[0580] TH1014-129
TH1014-C1

TH1014-F5

TH1014-127

TH1014-159

TH1014-098
TH1014-153
TH1014-132

A2 X B WA

[0581]
[0582] 3
[0583] [0-24% =% |

[0584] 75 HH (AL A AN L ST (1) SE2 B8 o ARG T 76 38 4 JUR A AFAE S 00 SR B 10 45 &
() 45 0P 3501 43 b o BEAT — I FIHEK P24 Y THL014—-C1LAITHL014-F5 1) 35 4 SE 56 o B K W 1
i 23k 4 (R 2% Herceptin®™) AIHEK A [ % 2k 28375 (TH1014-pert) .
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[0585] S jifh {51 1 5—Hu A4 A st MR 41 A 5 %) 41 i B3 1% (ADCC)

[0586] Uitk SK-BR-34 e, () F-ATCC HTB-30) (5X 10°4H 1) , ¢ (FEPBSH B 21K
1500rpm,bmin) , FFYEEFERN 7810 % N 2 /N 13 (CCS) (HyClone,Logan,UT,USA) ) 1ml
RPMT 16408 323, Hor i in200uCi® Cr (8% -51; Amersham Biosciences Europe GmbH,
Roosendaal,The Netherlands) {8 B YITEHRE K 3T CHREE 1.5/ o PE gk 4H ML (PBS
HH e 20K 5 1500rpm, 5Smin) JiF , 4 40 H & TP 78 10 % CCSIURPMI 16403% 37 v, 13t & Wy
EHEF O R E 1 x10° 41 /mLE R .

[0587]  [mJ ], 4% 4 il a7 1) U6 BH 54 AR HEF 1 co 1185 &0 GRS Al 73 BS Y 5T s Lonza,
Verviers,France) MTiEE 2 )2 (buffy coat) (Sanquin,Amsterdam,The Netherlands) 43
5 41 JE AL AZ AT (PBMCs) o K 41 BB 5 2 7E M 78 10 % CCSIIRPMI 164015 F7= 5E o ji5 , il ik & By
W HE R BT, R 45 2 1x 1041 /mL

[0588] /£ CHO4H M b 2E 7= i BBk SR 3, S B2, 4% [ GEINIK) AR O 5 SEami SE A0 20 5], T
FEHEKAN L H 7= AR AR HER 2044, T ECP 34 % AR O A B AL

[0589] %} -FADCCSZEE , 50ul’ Cr—A5 it i SK-BR-3ZH e (5. 00040 }2) 5 15ug/mL. HER231 44
(IgG1,x) 7E96 LI MR H #7510 % CCSHT 100Ul RPMI 35 7731 AR R TG i & - 78
RT15minf , JHABS0ULPBMCs (500, 00041 1) , /A 100 1 RN A5 B FrEIEE 41 - 18 13 4500
L' Cr—Fric i SK-BR-3 40 1e. (50004 A1) 5 1001L5 % Triton—X1005 7 ifif & 20 B 2L fidt i) B K
Hrs oSBT AE B AT SR TS S AN ) 4% 5 R 7E 1500L1; 772 B B 5000° Cr—4R i (1)
SK-BR-34H il 17 U 5€ [ KRR 1) & o I 7E 3 A TR I 1 0L T Kr5000SK-BR-341 il 5500,
000PBMCs % 5 1717 I 5 e 44 = A0 5t P 40 e B 1 7K o B )i 5 4537 °C 5 5% CO25F & 4l e dhr o 2y
A E AN R L B A 0 (1200rpm, 3min) JERETERL BIE W B 4R
(micronic tubes) , & v THE S HEURBUK Cr o 01 R 8 A INAE 0 4 5 B 5 (cpm) SR
THESUE N SRR H 4

[0590]  (cpm#E it —cpmBLAA A MR 14 2415 / (cpme K ZRF—cpm H KR ) x100%

[0591]  fn 5 B, of A8 XCBE W 28 1 A2 HER 24 4438 3k ADCC 75 5 SK-BR-34H g 1) A5 X%
AE 3P PR 15358 U5 T8 U ADCCIIME — [P AA , FA 13215 3 2910 % ADCC, 3 F£098
1591127 A 175 FADCC .

[0592]  SEjih 451 1 6~AUS65ZH 4 T 44 = Ak st P 1 L %) o0

[0593] M ECHER 2404444 A M IAUS6 5 40 U ) JGFE ¥ 58 77 - B T-AUS6540 )0 | i) iR HER2 &35
AKF SE ] 129 BriR i~ 1,000,000 D1/ 40 H2) , HER27EIX L 441 i o H A 20 R A6 1k
DRI e AS (R T e A4 15 1 Sl — 2R 4k

[0594]  £F96fLAH 21535 (Greiner bio-one,Frickenhausen,Germany) #, 7F 10ng/mL
HER2FUARAF AL B4R (T A5 T L35 1 20 i 15 577 2 vp A AL A2 PPO000AUS65 41 B o B % B, 76 3%
A BRI BT 75 TC M35 (35 77 28 B2 Ph 4 i o 3K i, AR i il s 7 1 a3 B 15 DARRT /R 34 0
(BioSource International,San Francisco,US) 5 &G4 & - LR R ] /R ES W5 15 B
f# FHEnVision2101Multilabel reader (PerkinElmer,Turku,Finland) ¥ illae s G Hiisab
40 BB /R I HE (S 52 BN A T AR AR () 40 B I T 4 bk o B2 i Dunnett " s 36 AT
Guiter e

[0595] 45 BLaniE 6 Fr R , R ZRHER247 44 4 B J5 11 AUS 6 5 40 i A b T AR 4k 25 ) 40 i, (2 L

65



CN 103154035 B w Bg B 61/75 Tt

N100%) 1) 3 b HGHE o 78 0 16 55 LA fuAd b, it 2 2R 5470, 050 A1 1697 TN HIAUS65 21 ifd 3
AR 2. 4] (P<<0.05) , 1084 A7 AEAT SEMA o >k B 5 228 1 Mt i 444 (IR "2 BR HR471., 025,
092F1129) H & A — PPEE S HIHIAUS6 541 MU 34 58 - ok F 58 34 19 I i (098F1153) WA
FIHIAUSEHIGHHE o 5 I AH I, PR HUAR R 5 5 1 AH LG T AR A0 (1) 40 B KT AUS 6 5 41 i 1) 38 5 1)
H%E (098881 153) o Y 5R IMTEEADC-EE A W — 283697 N FH o mT DL A RIS, B4, 242454
(%) 241 B PR AT FH A0 T 24t P 3 5, g 4 S B 3 A ) o o6 T il 22 Bk S o A 2 B B 3 , 3K
HJuntilla%s (Cancer Cell2009;15 (5) :353-355) BTk K1 45 S AH— 5.

[0596] Sz i 5] 1 7-MCF —7 £ Jfa 6y T A4 75 52 P S 1) 400 s

[0597] T HER2ZANILEZ A4, HAB 5 32 LM T HAREr bBZK IR il 57 WEGFR A He r 3111
b EAR L A I , IX RS2 AR T DL 455 I AL HER2 32 44 , S50, B an 35 o 5% Fh AR P Ft A T
A Z 2k B Hu A AT & A -5 TR 3G 5E (Franklin MC.Cancer Cell2004/Landgraf
R.BCR2007) . % T HZEk ¥ g0, &R T e X T E A 8175 FHHER2 /HERS 78 1k
FIavE 2R 7y (Larsen SS. , %% ,Breast Cancer Res Treat2000;58:41-56;Agus DB.,
4 Cancer Cell2002;2:127-137;Wehrman (2006) , 7 ) .

[0598] T AIF LA K B AHER2H AR T 18 82 1 -B15 T RUHER2 /HER3 S YR — AR [1) 8
71, 3T EE A -BLES I EIE N 5E . R I, 796 FLH 2385 554k (Greiner bio—one) F R4S
YN B 77 3L B AP R AL ~ 20 . 000HER243 ¥/ 41 R FIMCF 7 41 s (W9 -T-ATCC, HTB-22) (2,5004H
/50D A/ s AL 21 %6 s AL /N A= I3 (CCS) A10ug/mL HER2HTAAR ) YLk $5 77 34 5% 4K
YRS FR AL R R, B S 1 % COSII LI = MR &2 1 -B1 (PeproTech,
Princeton Business Park,US) JIAFLH E1.5ng/ml A MRIE ARG E 5, HRIE HliE w1
Ui BB BARI] JRFL W (BioSource International) 58 =% 4l MU r) & o PAFRAERTF] /R I 1% B
{#i FHEnVision2101Multilabel reader (PerkinElmer) [ M7 3G o BFHER2F 14 b 38 1 B A 175
S 4 4D AT R F R A S 22 i D A BE T A HER 23U () 45 1 T % & 1 TiE 440155 5 A9 41 Al 1)
HA 55 o v HDunnett  sKE 56 FH T4 it-22 991 o

[0599]  E 787N T AHA T AEAFEAEHER2H AR BB 0 T BL R 8 11 B HEUS 17 4l (R &
N100%) , LA EE B 1R 6 52 FUHER2$ A4 Ab 3 i SEMCRT 4 M i) 7 43 bL o B #3776
R A -BLAIPUAR T 2 EEANATF AR AE O T MCF-T 1) 3458 (% A 3958 - 514025.091.129,153
I Z- 2 B4 (THLI014-pert) 2B 7 I A -B15 S HUMCE-T 345 Y S22 1011 (P<<0.05) o il
T BT AR S RMCF =7 41 i (4 1A 2 (1 —B 175 5 1 R 1) — e o], VA 38 A R JE A K1
HER2FUAR —FEA 21 LA HIE T HER2I 45 M8 TV 5§28 S EGFR/HER2 Syl 5844, (HIE A %
T H GTHER2/HER3 F: 5 — AR I o1k 4015 8 (Wehrman%E, [A] ) < 3144050084, 16941
098X T-MCF-74H e i) 1l (1 -B 15 R W BGVA A Gi vt 5 W 2 o A R IR T 2298, iX R
X LS AR P BB 3 W HER2/HER3 SR — SR 4k

[0600]  SEjiif5i]18—H1—x—ETA" Jll5E

[0601] A T BIFFLHER2 P A4 N T Bk - 23 886 W 77 120 3 F 1k, R 7438 A e— s 1l (1) Al
HI A EE RA BL-x-ETA”) 118 AR SN LT 240 H 1) 2% B8 U 52 15 o 1% D0 52 15 FH v 2 R0 731
5 TR E A s R AN B T U i« S5 PR . WAL G FT-«-ETA” 45 Mgk &
PR K AR T B iR, A5 A 25 M3 5 4 A 5 M0 8 o AL 45 M3 8 FHKDE LA B
¥ MR R AR IS 1 2 N 5 R, B s e A 28 i i I, b e i B B A G 5 5 4 LA
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T- (B WKreitman RJ.BioDrugs2009;23 (1) : 1-13) AEiZMEH, N T X BIREW N 4L I Hm
1 FE R ARFEHIHER23Z A , /£ 5 HER2—FH PE4H M iy & - B HER2HU4K S5 41—« —ETA  HSE 4 5
[0602] 1 4G, Wf T 4R FhZm i 22 I 58 Hi—x—ETAY [ B AR B, B, AN S 805 SRS Rtk 1
1 M BE T 1) d5 KT 52 711 B o 7E96 LA 2R3 7R (Greiner bio—one) HH IR 4H o3 77 J rp 422
FhAUS65ZH i (750021 /£L) FIA43 L2 (250048 fite,/ £L) I Fo VFRG I 2 /D 4/ N o 32 7F Sk, 28
M5 TE 5 i Al s 32 3411100, 10,1,0.1,0.01,0.001 FOng/mLii—x—ETA’ MBI & . 3K
Jo , MR 38 B B Ua BH A LA R R ¥E W5 (BioSource International,San Francisco,US) &
T & DABRAE K B SR I WA 15 B A FEnVision2101Multilabel reader (PerkinElmer,
Turku,Finland) W05 56 o A8 A EE & R TRAN ML) S R I Hi-«-ETA T 715256
(o T-AUS6550 . 5ug/mL, X TA431 K 1ug/mL) .

[0603] 7% >k, 6 TAS [A] U HER2 B A4 Ml 4 44 /1 = 1 A A At 55 3R () R B8 0 B ik
BRI 5 2R 5 BRI HER 2P A4 5 T ¢ B 1 i~ —ETA TG 0% & 3043 8, SR 5 e A
NN B 3K Ja , W ERTIA B 3G 40 & R PU-«-ETA” 48 A F 40 44 b 22 1 41 %) ] /R
WS T 2 ML TR SR AL R 41 5 3L o A 23 dug/mL B JE B R AE N4
L R BT BH P 0T B o A7 FH [ o 2R B oA S B P ) B

[0604]  f P 8ABFIEI6 T 7, T A Hi—x—ETA’ 434 KHER23L 1A BE % LA 71 &4k (19 77 R\
FEAUS65 AL . 54 -«-ETA" 845 1) il Z 2R B HURI T -« ~ETA" 285 B WA Z 2R 54510 (TH10 14~
pert) FiE ML , B A T HU-«—BTA” 4% & HIHER 247044 26 WL HE AUS6 5 41 il 1Y) 58 47 F AR BB o 1
H, 535i-«-ETA" 884 1 i Z 2k 5470 (31.9%) FFi—«-ETA" E A MAZ TR 541 (47.51%) M
EE , 3k —ETA” 28 & BIHER2 A 1Y 2% FE A AUS6 541 o Y 71 43 bE B8 /7 (70.3-49.9%) , 3 HLECso
I Y . HHi-«-ETA Z8-A 1 il Z Bk ¥ 470 (78. 49ng/mL) FIPT—x-ETA" 284 1K) 1A Z Bk 8 51
(117.8ng/mL) AHEL , IT—k-ETA” Z% & KIHER2HLAA (I ECsofEL I Y Rl 912 12ng/mLA146 . 49ng /mL
Z 0] B 159 B B B 4 b AT e R 8, 098 HA S IR I ECso.

[0605] K6 : S 7 I A A — VR AR P SE 6 o U 52 1 LA Bt~ —ETA” 2% & (T HER 2 F A4 A PR 1)
AUBS654H ML 1) E Coof i A B K 1 43 LU 20 B R B8 o B T AR B 22 15 5 B 4 R SRR B R 100 %6 5 4%
RALFE 0 B IMF 1152 B0 % JNdet = ARAG T H .

[0606]

GRS % IR 41 EC50ng/mL
PC1014-159 70.3 34.93
PC1014-127 69.0 34.46
PC1014-132 61.6 39.35
PC1014-129 60.8 30.85
PC1014-153 60.3 32.26
PC1014-025 60.0 16.71
PC1014-098 58.7 12.12
PC1014-084 58.1 26.97
PC1014-050 52.4 12.71
PC1014-091 50.6 46.49
PC1014-169 49.9 35.62
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TH1014-pert 47.5 117.8
i 2 2k B4 31.9 78.49
[F] Fapp 284 %o HE Ndet Ndet

[0607]  tKISC. DAL T RN, Hifk025.091.098.129F1 15388 45755 S A43 1 ZH MU ) 25 5%
B (Z75%) HUAE098 I T e 1 43 bE (1) 41 B R BE AT B IR ECs0.0 298 A T Hi—«-ETA I},
T - 3 B R[] AL o HE AR B 1 S A4 3 141 U R 2% 38 o 044169, 084 FIIH 2k B 3115 5
TASHERIE 2150 % 1 43 L 40 B SR BT o AR 874 IHBR2H0AK A W 82 BT 40 o 4 B
[0608] K7 W EHE & — RARER PRS2 56 o e () BAST—«—ETA 885 I HER 25 A4 AL 2 (1)
A431 40 B ECso B AN B2 K T 4 LU A1 U R AE 4 B TR AU T 22 75 S 40 R P8 % B o100 % , 4%
AT ) 40 ML IOMF T B N0 % o “NDet” Bk & AR A I3 o

[0609]

EIINLS % B 2 Y EC50ng/mL
PC1014-025 86.7 ~9.77
PC1014-084 50.5 ND
PC1014-091 83.3 ~9.86
PC1014-098 87.2 1.65
PC1014-129 75.9 ~10.60
PC1014-153 82.4 ~10.11
PC1014-169 34.0 ND
TH1014-pert 37.0 61.58

i 2k B Ndet Ndet

() A 2 0ok e NDet NDet

[0610]  sjifa 451 19— F 3 T FMATI) fab—CypHer5E 43 41 U 52 HER2$L 4 1) 4 1L

[0611] g 7 A 50 AT 1 S 49 BTk k-85 2 -ETA” 58 o OWLEZ 1 AUS6 541 i (1) 38458 1) 5%
YO 15 SHER2HUAAR 1) BG 55 [ P AL AH O, BEAT 2 T fab—CypHer5E /T N AL I 5E - CypHer5E A& pH
UGB, ZEBEpH (M 4k 5537 08) o2, FE IR MEp A (A PN < VAR AA) A 26, B B3
W (pKa) SHT7. 3.

[0612]  AE384—FLLHA LB 37 M (Greiner bio—one) FAEXNFE240ng/ml. fab—CypHer5E (HRYE
BIE TR VLB B AT I 2E-fab-Fi- A 1gG [Jackson] 5CypHerbhE [GE Healthcare,
Eindhoven,The Netherlands] 454 (¥ IE ¥ 40 M s 57 2 b L3000 41 fa /L 1) 25 J5 42 ol
AUBBHAH L - 422 T >k , 76 TR I 4R B i 72 2 v R VIR BEHER2 B4, IN AN 40, 37 B T = 19/
i o /8 FHI8200FMAT (Applied Biosystems,Nieuwerkerk A/D IJssel,The Netherlands) I
5E LA CypHer 5ER P 24152 558 2 MFT) L IR A THEx 0™ AR s th o 3 F R A AL xf B4t
MAE B P X B S A4  ff FGraphPad Prism V4.03%(fF (GraphPad Software,San Diego,
CA, USA) 33 HF L P m] 5 (RLAT ] A2 R4 1 SR AR & - D) I S ECaofEL AR AMFT o

[0613]  ZERE IR TR, {#IAR 772 FAUS6541 MU CypHer5E AL I & w61 Fir A ik 11
HER2470 A4 (I ECoo M it RMF TEL o ¢ AMFTELR B AE DR 45 5 5 2 /DHER2 32 A4 N Ak . 55 il Z 2k
AL (35,000) FUMHZ BR 40 (THLO14-pert) (32,366) FHEL , B A HER2HT A4 i 7 B /e () B K
MFIH (137,904-38,801) , KM FTHER2FUAR TS T 1 3G9 (1K) 52 44 A Ak o T A, A1 5 i 222
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ZREHIELTHI014-per t 36 4 2 AR M LG , A 5 it Z 2k L HTELTHL 0 14-per t 38 5 (I LA 15 5 5
Z 1A AL, R ik 098 FI L 273k 1 B i IME Lo AN R PR T 2218, 1% W] RS T3 A #l
HER2 595 T AL BE F7 2 [E B 1 o

[0614] K8 HER2HUAI F: T Cypher—5 K P9 AL I & o 5k 7~ 1) 20 98 2 1 FH A fab-CypHer5E—
FRICHTHER2H0 440 b 2 (1 AUS6 540 B IR P 7R S 38 o — IR AR PR SR 38 IMF TRIECsofE « ANBETHE
—EECs0fE. (ND) »

f‘ﬁi ECso ng/ ITIL
PC1014-025  30.05 )
PC1014-091  32.99 o

- HHerceptints - fnAbs
PC1014-129  7.15
TH1014-pert 530

—— <
PC1014-169  ND
[0615] PC1014-084 30.51 5 THL014-pert 354+ FimAbs

i 22k b 21.70 35000
PC1014-098  13.77 134575
PC1014-127  ~9.68 137904 .

_ , 5TH1014-F53% %+ (fjnAbs
PC1014-159  ND 92427
TH1014-F5 22.65 113116 ‘
PC1014-132  11.42 112270 —

4 3% 4 Finbs [

PC1014-153  ~14.91 87531

[0616]  SEJiti 5120 : JH it 2-MEA—175 S (K Pab— A2 4 7= AL XUHF S PR 3k

[0617]  W02008119353 (Genmab) HHiik T 3 Hvan der Neut-Kolfschoten%s.
(Science.2007Sepl4;317 (5844) : 1554-7) FHRIE T T 7= A BURF S PR BRI AR S0 T 1 AR
SO IR AR R I SR AR T B S PR R PR T gGA-BR T gGA-FE B Z TR 1) “Fab—8" B
PO A (ERELSA TR BN ZS 3 (swapping) ) T SRR F PEPUAA X FlFab—18 42
T SN Fe: TR B SRR SR R 45 B, SH o R S M A ) s X ) B R ) Y R
PR AR R R S B AR R A R UR I SRR R L R
HEIR) RS P AR B T PSR K AN Fab i K XU S P

[0618] 7281 & B, 1 B IX R B SR 1 gGAFab— A8 e () MR B~ AR A P e e 1 2 T
LG IR S BRI 7578 o 3B TR T HE IR (03 Bl 75 v 7 A I XU R B P e AN 5
5 TgGAFab— A2 i o 3X Fh 5 11 Al 2 18 FH T AN (complimentary) CH345 #438, HAE KR
D5 S AR RE TR AR i oA T SELIE I 1 P 7 v A 7 AU S e LA, PR AR A CH3
g R T RS R AR [ TGl o : /£ — P BHA T gG1HTIA 1, T3501, K370 THIF405L R AR , /1
T — M RHAT gL A, FA05LRAR .

[0619] 7 7= A XURF R PE B A8 X TR REAR SR , B Fh b 4 1) B 4 R0 . Smg /mL (B¢
BE/RIRSE) , 51000l TEEARF A 1) 25mM2-57 3 2. -HC1 (2-MEA) 7E37 CH¥ & 904 %f . i 45
i A 7 R, il A AR O AE Microcon B L id B4R, 30k, Millipore) 4[5k J5 52—
MEAR , 38 Ji7 J N 2% 1
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[0620]  SEJii {5121 —FEAK Abk—5E [A] (ETA” 2% FE I 5E H IIECHER 2 X HER2 XUHF e P 47044

[0621]  ARSL it 5] S 7 , AE A5 =8 [a] B S0 M B —Ah B A (-« —ETA”) ()38 A4 Ah 2 T
Y1 M SR BB, 7E AL S , HER2 X HER2 AU S P 40 42 m] LAFe 40 8 2k 703kt 35 33 N e
. o 12 DN A FH SR T8 o M TR — 0 3 2% AR AR T ) 1 21 R - &5 A I A4« DA (T
CAHGE 7RG EN Ck A REE A ABE ARG 1gG4s & 5 7) i k5 2= B R i
BN RAR RS E R Mazor Y. %5, ]. Immunol .Methods2007;321:41-59) ;Kuo SR.
& ,2009Biocon jugate Chem.2009;20:1975-1982) . 54H1-x-ETA’ M/ , XL+ 45558
PUERIFCHE 7 WAL AN F 931% (endocy tic sorting) J&, Ji-«x-ETA’ G duih 4 gk A
AN B B iR AT b 5 M8 S 5 A A5 A S SR S AR A A A4S FEHKDEL (R B8 2L )7
MR B AR IS L 2 N B, BE S R A 2 MR B R, Hop e i R A A R S S 4 T
(Kreitman RJ.%%,BioDrugs2009;:23:1-13) .

[0622]  Z< ki o] 48 FH I 3 —HER2F A S 025, 153 F1169 ., Ik Ak, 48 FH R 515 Fil i 584 A 3
TR 1gG1, k4005

[0623]  005:
SEQID | VH 005 | EVQLVQSGAEVKKPGESLKISCKASGYSFHFYWIGWVRQMPGKGLEWM
NO:164 GSIYPGDSDTRYRPSFQOGQVTISADKSISTAYLQWTSLKASDTALYYCAR
QRGDYYYFYGMDVWGOGTTVTVSS
SEQID | VL 005 |EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQVPRLLIY
NO:165 GASSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCOQYGSSLTFGG
GTKVEIK
SEQID | VH GYSFHFYW
NO:166 | CDR1
SEQID | VH YPGDSDT
[06241 | NoT167 | cOR2
SEQID | VH ARQRGDYYYFYGMDY
NO:168 | CDR3
SEQID | VL QSVSSSY
NO:169 | CDR1
VL GAS
CDR2
SEQID | VL QQYGSSLT
NO:170 | CDR3

[0625] i FH T BTN E RATAEM K -

[0626]  1gG1-005-1TL=0051gG1,%, H/E35007 B A 11e, fE37047 H A Thr bk K 7E40547 H
Hleu

[0627]  1gG1-005-K409R=0051gG1,x, HAE40967 B A Arg

[0628]  1gG1-025-1TL=0251gG1,x, HAE35007 B A Tle, FE37067 H A Thr bk K AE40547 H
Hleu

[0629]  1gG1-153-1TL=1531gG1,x, HAE35007 H A T1e, FE37067 H A Thr bk K AE40547 H
Hleu

[0630]  1gG1-153-K409R=1531gG1,x, Fe7E40947 B A Arg

[0631]  1gG1-169-K409R=1691gG1,x, HAE40967 B A Arg

[0632]  DATI [P 45 A SRALL L ™ A2 T Z1 BURE e PR LA

[0633]  IgG1-005-1TL X IgG1-169-K409R

[0634]  1gG1-025-1TL X IgG1-005-K409R

[0635]  1gG1-025-1TL X IgG1-153-K409R
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[0636] 1gG1-025-ITL X IgG1-169-K409R

[0637] I1gG1-153-ITL X IgG1-005-K409R

[0638] IgG1-153-ITL X I1gG1-169-K409R

[0639] 45 i it 451 20 H R IR A 454 A 7 XK e e A

[0640]  RF A0 5 e 2K N0 . Smg/mL K BE AR I FUAR TR 5 51000l TE SR TR
256mM2-5 2k 2, JlZHC1 (2-MEA) 7E37° CHF E 9058 o A 1 #8138 I e B2, AR il i i (1) HE 2 18
b Ad B 0 (i crocon 3 Caist JESE, 30k, Mi 1 1ipore) K4 RE b B £5 17 22 B3 48 J5 71 2-MEA
[0641]  JEHER2 X HER2 XA ik 55—« -ETA TS & , 28 )5 5A43 1 4N & . A43141
MR 1E ~ 15, 000HER2HU A4 /4l o GAILQi F i3 M) FExt B HER24 44 b 3 AU

[0642] &5, BT RFPhAH i 220058 Fi—x—ETA (W S R, B, A2 53005 SR BRI
S MO E T 1 B KN 5255 & o FE96FLAH LR F7 IR (Greiner bio—one) HIE i 4 i 3 55 e v 42
FHA43 141 L (250040 M/ £L) I 50 VRS B 22 2D 47N o 3 e 40 i 15 TR 19 4 i 3 = 1 100,
10,1,0.1,0.01,0.001 F10ng/mLyt—«-ETA" RFIFEREE & - 3K )5 , WA 3 v 09 Ue H 5 A
R /R ¥5 15 (BioSource International,San Francisco,US) 5 &35 40 M & . LAARER B 2R
WS B F HEnVision2101Mul tilabel reader (PerkinElmer,Turku,Finland) ¥ Y6.
i FIABE & R FEAN I B S IR B B -« —ETA GoF T-A4314088 N 1ng/ml) AT F 7524,
[0643] 4R K, Mk S5Ft-«-ETA T & BIHER2 X HER2XUHF 7 VR 30 44 AIHER2 B 4F S 1k
PUR R R L B e A 115 S 40 R BB BE 70 . 0 B BT iR He A4 3 1 40 Y . 1] 8 HER2H S5 P bt
AR R 2R 1 (B e PR ATDOURE S PR A4 I 5 P I B B -« —ETA” FU5E I & 3073 B, S8
JER EATIMAN G AE3T CHE & 3R 5, 40 E i & &35 A & g SHuE A se iy 8 -
k—ETA" b [ 41 B () ] /R B W5 A5 5 2 il R AH LG T2 Judd b 8 0 15 450 7T Ab 28 1) 40 M 1)
H b o Af HGraphPad Prismb58 A vH S ECsofE Al & K ANMUAE T F 2R 2 (23,41
g/mL) VE 9 2 o 25 FR R FH P2 06 RE o 48 I IR) i 28 0o BE AR (Tg Gl /x5 TgG1-3G8-QITL) 1E AR 7%
X HE

[0644] 9K I N, BT A HHER2 XU J: R FUAR TG 5% B FFi—«-ETA #E 2 8 LL | & 4K
H 7 TR FEA4S YT o IX Be 25 SR B, FEH—x—ETA 58 T, K 22 Bt O HER 2 XU S
UKL 1 A A AR SRR S PR AR B A 20 A, XUR: S PR P 005 X 169,025 X 1691153
X 1691 4% 3 7R, W LA IS 5 55— FPHER2HE 5 PE U AR 1) BURR 57 M 40 6 385 N7 3 P i b~
SE A ETA SR B0 H B = 36 PRI SRR S PR A4, HER2%r e MR B (169) B2 776

[0645]  R9: LAHT-k-ETA" % & [FJHER2 X HER2 XUHE M B 4 b 22 11 AUS6 5 41 2 [T E Caof E R B
KA HMAIE . “Ndet” EE R,

[0646]

EARLS 5 RBE EC50 [ng/mL]
Herceptin 2.79 Ndet
1gG1-005-1TL 79.34 2.57
1gG1-005-K409R 79.83 2.87
1gG1-025-1TL 69.81 3.76
IgG1-153-1TL 70.66 12.45
1gG1-153-K409R 72.84 15.47
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IgG1-169-K409R 16.45 3.45
IgG1-005-ITL x [gGl-169-K409R 59.94 4.28
IgG1-025-ITL x [gG1-005-K409R 63.45 4.27
1gG1-025-ITL x IgGl-153-K409R 80.82 7.66
[gG1-025-ITL x IgGl-169-K409R 45.88 7.97
[gG1-153-ITL x IgG1-005-K409R 80.05 4.51
IgG1-153-ITL x [gG1-169-K409R 84.68 29.14

[0647] St 51 2218 3L 5 &4 A [F HER 2R A A X0UES S PEBUAR I 1% & 1 A HER25Z 14

[0648]  HER2 X HER2XUAHH: S MR 44 7] LA 45 & PN 25 8] _EAS [ AT HER2 3% 4 _E 1) T AN IR £
RAL o IX SV HARHER2 X HER2 XU 7 P P A 45 5 IX S8 5744 T (I I AR R AL X AT LA S E £
W 52 ARAZ I (I B AN PR Ts S0 R ALAELL) | R IR 50 52 4K R 38 O 7 FFEHER2 X
HER2BURE 5 PB4 /2 15 75 S HER2IK Y 3 11 T 18, K AUS 6548 Ml 5 B4 R XURS S PE A 7% 5 3
Ko M EHER2IK) S 7K P AR 45 5 I HER2(K) 7K

[0649]  KFAUS6HAM a4 i T 24FL AL 25 57k (100. 00040 L/ FL) HH i 15 Al B 52 F v,
FEAE 1Ong/mLAA TTLELK409RZE AR (FTHER2HT AR BRHER2 X HER2XUAF S PEHUARAF AE I 185 L T £E
3T CHEFRIR AN, IR T LI E N 10ng/mL I I Fh AT RASURNI TG 1 B2 S ks
SEVEHER2PUAR A (1:1)  FPBSYESR fo , it /E = I8~ 250l SurefireZMif 42 vl
(Perkin Elmer,Turku,Finland) § 5 2 /M 30min ifif 2 7 28 Jo o AR 4 il 3 7o 1O 7 S 4 P 0
Wk R 2 (BCA) & W5 1571 (Pierce) & & i 81 1 /K F o AT FHHER2%E 7 11 2 o EL T SA 93 By 24 i
Yy IHER2 2R A 7K o 3 FH $ 37— AHER2 i 4 25 #3847 44 (Ce11 Signaling) K3 #RHER2,
18 A2 A0 ET L 2E P AHER2Z va [ $144AR&D systems,Minneapolis,USA) A B J& 1 5%
B R M Z - I8 —HRP A I 25 A5 THER2 o A 2, 27 -3 U - A3 - 20 FE O I e e —6 Tl iR (7
50ml ABTSZEMR H #BEIABTS Ji 7] [Roche Diagnostics,Almere,The Netherlands]) fi#i
SN AT ARAL I BLHR (Sigma—Aldrich,Zwijndrecht,The Netherlands) Z 1k . & E
WRiz##s Biotek Instruments,Winooski,USA) 52 405nmik )% 5t , HER2IK) =38 78 A AH
X T ARAFE R4 E L

[0650] 25 QA 10MR 109 Fros, Horp BoR 7 B B HER X HER2 RUE S P i 4415 2
=40 % FJHER2 T i o A7 R 52 , BT A HER2 X HER2XURR S PE A4 o 1 5 BATT A S A e Mk
L) AHEL B 3G N ATHER2 T 4

[0651] 5210 R 5 A AL TR 1) 4H L AH B 1) & 43 EE HER2FHER2 X HER2 XU 5 PR U5 3 1Y

HER2I T i .

[0652]

ARG 55 R AR PR ) 4 AH B FTHER 21 %
Herceptin 71

IgG1-005—-1ITL 54

1gG1-005-K409R 50

I1gG1-025-1ITL 64

IgG1-153-1ITL 43

1gG1-153-K409R 40
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1gG1-169-K409R 64
1gG1-005-1TL x IgGl-169-K409R 29
1gG1-025-1TL x IgG1-005-K409R 38
1gG1-025-1TL x IgGl-153-K409R 29
1gG1-025-1TL x IgGl-169-K409R 34
1gG1-153-1TL x IgG1-005-K409R 23
IgG1-153-1TL x IgG1l-169-K409R 28
IgG1-005+1gG1-169 28
1gG1-025+1gG1-005 28
IgG1-025+1gG1-153 23
IgG1-025+1gG1-169 25
IgG1-153+1gG1-005 23
IgG1-153+1gG1-169 23
[F) A 2 o) e 108
[0653]  SEJifi ] 2318 ik 4 58 A W 4458 43 ST HER2 X HER2 XUURF S PEH1 44 5 15 B A4 A= i LAMP1

)4 5E A7

[0654]  f <Lt 51| 22+ F IR (THER2 T 8 I 52 8 B , HER2 X HER2 XUHF 5 P 470 44 B % 3G JITHER 2
(RIS B AR R AR - 9 1 50 UEIX L R 30, B FH 3L 58 £ WA B B - AT AUS 65 ZH i AE S I 55 3 v ()R
FEN1.5%CK , Thermo Fisher Scientific,Braunschweig,Germany) b ffhniE4 2R 3555
HAE3T CHEKIR G AN -550ng/mLE B IK (Sigma) TRHAGHT & LN LARE B & B 44 75 1
HJEImA10ug/mL HER2 H4F 5 P HU AR BRHER2 X HER2XUARF S PEHAA o - P 1 249K B2y 10m
g/mLIK P FP R S PR TG LAUAR I 0 A (11 D) U MRAEST C I B A4 3B 187N o I Ji5 H
PBSHLI4H M, H4% F % (Klinipath) /£ = & 30408 . A2 Ml G780 . 1% 21
[Roche] F12% BSA [Roche] [¥JPBS) BE¥ %I F » FIAL 7 20mMNHACT 1) 3 P 2% AUIRE /& 2043
DLV R B o P PF 2 ph O B IR MR B B R, 5/ B -$HT- A CD107a (LAMP1) (BD
Pharmingen) /£ % 2 % B 45min DA gL 8/ 55 il VA Bl Ad o F B PR G2 phili i 2 e s FH . 90hudsk
L 2E-H1-/N R 1gG-Cy5 (Jackson) il FE-H1- A T1gG-FITC (Jackson) [ X% FE 1 £F %= LI & 3%
Fr30mine FH 3P 22 phyk B IR BES B% F . 20l A Bt G 6 v H il [Sigmal A2, 45
Mowio14-88 [Omnilabo] V& fi# T-6mLZE 1K H , Hrp A 12mL0.2M Tris [Sigma] pH8. 5,k &
7E50-60C ¥ & 109380 B 3F [ A 155 3 HAFAE/E-20°C) 75 e A b Bl ik 47 - A %
63x1.32-0.632 MM MLAS-AF# Ff)Leica SPE-TT¥%ILE M B4 (Leica
Microsystems) X . N T RVFEEESHG R IR, BAZE B R R, 1
FITCEOGHE FREE10% , fsmart gainik B/ES30V, K smart of fseti B E-9.48% .1l
TS IR B 1% B, 7R A8 2 VR B 17 100 T IR I 3 s AR S R AR, (H 2 R e MRS
A E DA I o A Y B A S S PR OO0 S P oA T 1 VA A S 8 7, X T i B 43 BT 1)
LR AP A R IX e B AR AH ]

[0655] @ﬂ%MetaMOr_ph@)ﬁfﬁF (Wi &AMeta Series6.1,Molecular Devices Inc,
Sunnyvale California,USA) %f 1247 K JETTIFF G 5 B4t 58 47  FEF T TCRICY S AE i ik
(stacks) TN, AT 5 0T BrAFITCEE AT A Cy 5 B4 48 A AH RN BB & B (F-3h1x
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) o H B RN ONTE T B X Bk ROT) FHIFTTCIR R 58)E , FLHHROT B AT Cy 5 BH M X A4 i o
Y BB FHECMHER 25044 \HER2x  HER2XUHF 5 PR B AR B PR Adt A [R] £ B4 e PR A A4 1 2 5 G
AN FE 3R, FCys 5 2 0 X BB 3T 1 — 4k AT A L 2 -Fi VR TgG-Cy bk B 4
VEBEAA AR ICLAMPL (CD107a) o 7E TN K %% FIHER 23 4A BRHER2x  HER2 XW R S M 44 22 18] 1)
LAVP1 48 258 JE A RLIZ AR (— A4 EL A £5200. 000 Cy 58 R JE) .

[0656]  XfT-FITCHICY 5 AL & fr (1) 35— A =

[0657]  [(TPI-FITCX B4 ELFITC-Cyb3L5Ef7) /100] X [200.000/TPI-Cy5]

[0658]  FERLAAH, TPIRER GHME R EL .

[0659] P& 11FIER 11587818 5 Cy b H B I F TTCHR 25 38 2 I 58 1Y) % B 5 45 = P HER 2970 44 A
HER2 X HER2 XA S M o4& () 336 A AL PR T 2 b o 6 T 3R (R A b AR B XU S e 2 I —
AN AT =N AS R B A ~ 1 38 > 5 A S AR RN N I AN R 145 2 ) W %%
B2 22 3 SR, AR, 245 BT ATHER2 X HER 2 AU R S M 42K 114 Bf e S ek o B2 0 A L P
P AT HER2 X HER2XUHF S P fi A4 B 7 -5 i B AR FRICLAMPL I 3 8 fr o IR BE 25 R B, — H Y
1k, HER2x  HERZ2GUHR 57 PEF AR AT R0t ) VA B A4 [X 28 40348, 3T e AT 0 A T 00 SRS iA 2y
MEETTi

[0660] K11 : FAR AT E AN 5 Cy5 H B FIIFITCIR 2 &

[0661]

GRS TERGAR T IFITCIR R o JE [ = A7 ]
Herceptin 0.218
IgG1-005-1TL 0.070
1gG1-025-1TL 0.268
IgG1-153-1TL 0.102
TgG1-169-K409R 0.220
IgG1-005-ITL x IgG1-169-K409R 0.531
1gG1-025-1TL x IgG1-005-K409R 0.347
1gG1-025-1TL x IgG1-153-K409R 0.582
1g61-025-1TL x IgG1-169-K409R 0.439
1g6G1-153-1TL x IgG1-005-K409R 0.494
1g6G1-153-1TL x IgG1-169-K409R 0.604
1g6G1-025+1gG1-169 0.576
1gG1-153+1gG1-005 0.636
1gG1-153+1gG1-169 0.626

[0662]  SEjifi {5 24— 5 HER2 5 it 14 BRHER2 X HER2XURE F PEHUAA Y B J5 , AUS65 40 i [ 35 5E
kgl

[0663]  JUiXHER2 X HER2 XU s PR A0 A4 A4 A1 11 ] AUS6 5 40 i 1Y) SV FET B8 77 - FH T~ AUS654H i
R EHER2 R IA KT (HQi 1377 &30 52 9~ 1..000. 0004% U1/ &1 i) , HER2E X &6 4 fifg
LA R P S DR AN AR T B AR 5 5 1 e R Ak - AR 96 FLAH 2385 57 1R (Greiner bio-
one,Frickenhausen,Germany) H, 7E10ug/mL HER2FUAAECHER2X HER2XUV4F PR AFEAE
15 10 T AE T ML T 1) 20 B 1% 57 3k b B FLAE RO . 000AUS 6540 il o /5 Ay %o R, 76 A Hi 44 B AU
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SRS AR DL 78T HLIE 1 B 37 2 rh BRI L . 3K 5 , FR 4 61 34 7o 11 15 0 45 LA BT JR 5 W
(BioSource International,San Francisco,US) 5& &G40 &= - LR R ] /R ES W5 1% B
{# HEnVision2101Multilabel reader (PerkinElmer,Turku,Finland) W5 %% o g ab
T () 4 B R i) SR AT 5 2 R A T AR AL ER R 4B B I 43 B

[0664] K] 12142 1 2483 T £ SHER247 44 FTHER2 X HER2 XU S ME HiAAR I 5 2 S AUS 6541 i
(9 BAT /R 35 W 1 % O o B L A, % Herceptin® (il 2 2k 2 310) 16 9 BH M B8, &7
Juntilla TT.%%,Cancer Cell2009;15:429-440 Bk (1 358 ¢ #1141 « T A HER2 X HER2 XL
5 S PR AA B A I AUSO 540 B KT 3G B o XURE Fe PR AR - 7E 1% I8 1, 5 B e PR oA o) 18
MIAEEL , TgG1-005-TTL X 1gG1-169-K409RFTgG1-025-ITL X 1gG1-005-K409R 5 4 4%

[0665]  312:EHER2 X HER2XUHE S MEU AR AL B 2 5 i 1 23 LIS AUS6 541 il o
[0666]

Jiik H oS
Herceptin 62
1gG1-005-1TL 91
1gG1-005-K409R 96
1gG1-025-1TL 79
1gG1-153-1ITL 98
1gG1-153-K409R 97
1gG1-169-K409R 63
1gG1-005-1ITL x IgG1-169-K409R 49
1gG1-025-1ITL x IgG1-005-K409R 61
TgG1-025-ITL x IgG1-153-K409R 74
TgG1-025—-ITL x IgG1-169-K409R 76
TgG1-153-ITL x IgG1-005-K409R 71
I1gG1-153-1ITL x IgGl-169-K409R 77
[ i 7R o) B 95

[0667] S it 51 25— 7E A48 2 i 75 12 0 5 v i Her 2 X CD3 XS e PE A4

[0668]  CD3 2 R AT 71K 1 THHML 524452 A Wb 1) FE 52 44  XURR 57 PR i A4 v CD 3% 57
Pk Fab—"8 5 IR B IR s S PEBUARFab— 1 (1) 41 A 4 5 0T 40 o e e 00 1) 5 ooy 200 i
SECT M A 5 00 B R A e B AE . R RE , CD3 B PR T 4N M AT LA B ) ZE A4 Py At i B
(derailed) 4, 4] 2 4 B L (1 A MY , B0 B HR 4 i) 220 i A o

[0669] ™ 4-HER2 X CD3XUHF F PEPUAR o X T-HER2Hr i MEFab— 8 ¥ H HE A1 5w A2 (X 7 771
WISL T 21 Hp 0T HuAk 153 F169 BT I8 Fi5 BH 1 o 48 FH T Z1ICD3% 5 PEFab— 8 1) B 55 Al ]
BIX 7 :

[0670]  YTH12.5 (Routledge®,Eur JImmunol.1991,21 (11) :2717-25FFiR[¥ 5 71)
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[0671]
SEQ | VH EVQLLESGGGLVQPGGSLRLSCAASGFTFSSFPMAWVRQAPGKGLEWVSTIL
ID YTH12.5 | STSGGRTYYRDSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAKFRQYS
NO: GGFDYWGQGTLVTVSS
171
SEQ | VL DIQLTQPNSVSTSLGSTVKLSCTLSSGNIENNYVHWYQLYEGRSPTTMIYDD
ID YTH12.5 | DKRPDGVPDRFSGSIDRSSNSAFLTIHNVAIEDEAIYFCHSYVSSFNVFGGGT
NO: KLTVL
172

[0672]  huCLB-T3/4 (Parren?,Res Immunol.1991,142 (9) : 749-63FT iR 51 . B N2>
(1) A PR AR AT 72 51 AU T B eI I AP &R o)

[0673]
SEQ | VH EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYGMFWVRQAPGKGLEWVAT
ID huCLB- | ISRYSRYIYYPDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARRPLY
NO: | T3/4 GSSPDYWGQGTLVTVSS
173
SEQ | VL EIVLTQSPATLSLSPGERATLSCSASSSVTYVHWYQQKPGQAPRLLIYDTSK
ID huCLB- | LASGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCFQGSGYPLTFGSGTKLEM
NO: | T3/4 R
174

[0674] 1 N4 BT A JUAR RS NAEEA I Fc X ARG 1861,k : [gG1-HER2-153-K409R AN
1gG1-HER2-153-N297Q-K409R, 1gG1-HER2-169-K409R, 1gG1-hu-CLB-T3/4-F405LF11gG1-
hu—CLB-T3/4-N297Q-F405L, [gG1-YTH12.5-F405LF11gG1-YTH1 2. 5-N297Q-F405L.

[0675] 412 i 461 20 1 BT 3R M 338 BEHER 2 R CD 348 S P 370 445 7= A U S5 ek 470 4 3 48 FHAUB65
O AE AR 4D 2 I 25 T 0 2 P AR B SRAUSG 540 L 25 20T Y A o FHPBSTR IR i 400, 7E37°C
FR R B T ALS 2 BT o N 1 2mL 35 7 2 DA V& JiR 8 11 I, 800 rpmbmi n 25 4 il » 441 = 277
T 1OmLEF 77 5 , 3885 K 20 B A 3 0 ok 400 et 0 % 1 ] % S A R B VR 1 LO0RL5 X 10”41 i/
mL B UM 96 FLEF SRR A B FL P, £E37°C , 5 % CO235 I 41 i 22 /D 3 /N LA o YRGBt 2
B MR HiE T 77 %€ (Greiner Bio—one) fff FLeucosep30mLeE M (8RR & I3 (1 ML 2 25
A1 JE LB A% 4 e (PBMC) o {3 fHHUntouched Human T-cells Dynabeadifjfl)#&: (Dynal) i it BA
3% 5 PBMC 1] 28 40 7 5 TEH M o 1% 23 55 P 400 B T B T 3 3 vh B 2K N 97 X 10%4]
f/mlo

[0676]  MCKGBH AIAUS6540 ks 2 15 95 55, FI50u 1 /L 2x I 45 1 H AR F By As0u 1 /417 X
LOOTAN A/ mL AR RERL : BARLL B =T11) SFARAESTC,5% COMF B 3R B & LB,
PBSHE AR K o 1 1 50uL 3 77 5 A0 L 5uL ] JR B U5 VA I N BN HL A o SPAR AE37°C , 5% CO2
M F AR FFNERE)E Envision,Perkin Elmer) »

[0677] P13 1367 , R HF U1 (HER2 B0 TP TgG 1 -Herceptin®™ ,CD3 i 5
PEMI TgG1-YTHL2 . 5HI B B [ TgG1—huCLB-T3/4 , A AH 3 )5 B 4 S M T g G 1-b 1 2H11CD3
X b12XVEE T FUR) WA S T4 A S 040 3 M, XUEF =7 (Duo) Her2 X CD3 44
huCLB/Her2-153.huCLB/Her2-169.YTH12.5/Her2-153FIYTHL2.5/Her2-1691% 5 T AUS6541]
FELFRY 75 A0 PR ) T4 L A 5 1) 400 R B 2 o B0 75 Her 216911 URE S PE BT AR L A0 B Her 2-153
() 8 e i A B A K

[0678] &AL N297TQHR AR 1gGl-hu—CLB-T3/4.1gG1-YTH12.5fHer2— 153 5 A8 44 DA
B I 1L AEAZAL SRR AL XS T TeG-Fe v 2 AR Fl 2 R 8ERY Bolt S5, Eur
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J Immunol1993,23:403-411) . & 1357~ , Her2 X CD3XUEF S MEHUARYTHL 2. 5/ Her2—-153 1
huCLB/Her2-153IN297QIR AL I [A 1t A7 LEF e J Ak AN 52 1 15 53 AUS6 5480 L i) 771 S WO PE T
YA T 4l B PR R

[0679] £ 13:HER2 X CD3XUF S PEHUAR TS T (1) 4 MU B ECsoff « “Ndet” BMAE AR A I 2 .
[0680]

NN EC50 [ng/mL]
Herceptin Ndet
Duo huCLB-Q/153-Q 10.55
Duo huCLB-Q/B12-Q Ndet
huCLB-Q Ndet
B12-Q Ndet
Duo YTH12.5-Q/153-Q 10.73
Duo YTH12.5-Q/B12-Q Ndet
YTH12.5-Q Ndet
B12-Q Ndet

[0681]  5jifaf51]26-HER2 N 14

[0682] AT W 7T S 3L AR 098 A1 535 T AU M BRI HER2 N AL A& 75 B S BB SR 1 52 46~
U, ¥ AUS6 54 i SHER2FUAK I & 3K I 3 HrHER2IK A7 7E o G AUS 65 41 B pfr T 24 FL L 2R 55 5%
R (100. 00048 /L) H B IR AR is S i, /£ 10ug/mL HER2HURAFAERI L T AE37°C
Fr323K o PRSP , i3 78 B 6 T H25uLSure fire 2R % P (Perkin Elmer, Turku,
Finland) 5% & 30min il 2 ff 24 i o FELHRE fil i 3 1) 7 2458 FH Wbk FR R (BCA) 2 1 I ik 771
(Pierce) 5 & i 8 (7K o i FIHER 24 57 PR & OB LTSAS B 244 Hh I HER2 88 1 7K °F o 4 A
Ha—Ji— NHER2 I A 25 #4344 (Cell Signaling) SRHHFRHER, ff AW E ALK L 2E-Fi- A
HER2Z i B B fd (R&D) LA Ko Ji 1 B 85 215 R — SR -HRP A MU 45 5 THER2 A FH 2, 27 3% 48
FE-RAU3-7, e o FF ek —6 T 8 (ABTS: 7E50m 1 ABTSZE Mk o # BEABTS /i 7 [Roche
Diagnostics,Almere,The Netherlands]) f# j 3 o] #L4k 3 FH B (Sigma-Aldrich,
Zwijndrecht,The Netherlands) % ik . /E & E R 1324025 (Biotek Instruments,
Winooski,USA) I3l %2 405nmAb (K175 , HER2 K B3R 7m AN T RACER 40 5 4 Th .
[0683] [ 141K 14 FTn 45 SR, PI P S 320 UMk (098F1153) 55 T L 50 % ()
HER2 T i« 5 b AH & , 144025, 169 FlHerceptinfIaR# 5 5 1 T 1 (AR AL 2R (1 41 i 1) £
20%) o IX 5 HTAAR098 1153 W 2 2| 1 4R 11 Py AL AH— 5

[0684] K 14: KN A RAIEI A0 AHLE 1 5 47 LEHER2I H 44175 3 T HER2IG R 1

[0685]

LS 5 AR AL TR A 41 AHEE T HER 26 %
Herceptin 80
1gG1-1014-169 82
1gG1-1014-025 85
1gG1-1014-098 44
1gG1-1014-153 50
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EEEELPORG 108

[0686] Sy 5] 27 -1 5 58 AR AT 3 HrHER 297044 5 VA B A4 AR i LAMP L1 35 5 7
[0687] =i 451 26 H By 3 (Y HER2 ™ & 0 S it 451 1 9 iy iR (1) & T~ CypHer—5E [ N AL I 5E =
B, 5ok AR A S LA M BuisAH L , 58 320 R HER 20 44 B A7 5k P A4 FF B 1) 22 VA A 4
1M, AEIR L SO0 v, BEAT IL AR MG, R B 0 VP IX 40 B R o R0 DU S PR A, (HASBEIX 43
AT RS S PR A, FSE b IR B B, LT A Re ke ISR s e e Ak . O T BRI AE A
[F) ) PR S PR AR 2 TR) LR 28, 8 3N 38 25 1 & (increased gain) BRRIIE LR 8 A
DA NG G0 B o A2 ERAE I BT A7 20 SR A AN S it 451 23+ BT ik B AH A] o

[0688] 25 AN 15F1K 165 flr 7 , Ho SR 1706 T 2% P e S MEHER 2T AR I 55 Cy 5 L B )
FITCAR Z 585 o M BN B A TP A ~ 1. 380> 5 M ) = N AF I ER AR R B A

F A7 1 2 IR AR50 5 25 1 2 5 108K BRI A , 55025, I 2Bk 26850 . 169 FlHercept il
EE T4 0981153 5 A Xt 80 [r] 22 VA WA [X 25 0K 53X SeFuAR U5 Tt 1R 38 08 () P9 A R 52 A o
AR I HB S o

[0689] 215 ik JyAF R AL 5 Cy b S K IFITCR R )%

[0690]

EARLS BRI PP ITCR R M U AT ]

TH1014-098 0.522

TH1014-153 0.409

TH1014-025 0.248

TH1014-pert 0.214

TH1014-169 0.255

Herceptin 0.236

[0691]  sJiti 51 28-HER2 M AP 45 Myt 4L, AN Z X8

[0692] Sy 1 st — 2 5 SOk B VYA AN A 1 A8 5 4 2 IR B AR R0 I HER 245 4 [X 380, #E AT
HER2 0 4 5 #4) 3 e 2 5236 (extracellular domain shuffle experiment) . Nk, ~4EG
BANAE AR (1) /N J DR RS P2 5 45 ANHER2(H) B 70 S5 A Z5 A3 T TT TTTEC TV 7 51 A2
Z XS HER2 K %F B 31 (538 & JR S Rl Fh 4B NCBT:NP_001038126.1) : 1) 56 %) AHER2
(Uniprot P04626) , AR 4 Ahu-HER2, 2) H A %8 45 # 1 (¥hu—HER2 (%] B [ ¥ Her2[X
I B e NHer 200 B R (aa) 1-203) , LA T fir 4 Jyhu—HER2—ch (1) ,3) B A5 A8 45 M4 T T fhu—
HER2 (FH%f B[R] 3 Her 2 [X 48, 25 82 AHer2 (1) 2 52 8 (aa) 204-330) , BA T iy 4 hu-HER2-ch
(11) ,4) BAXEEMIFITTHThu-HER2 (A X R ¥ Her2 [X 35k 4% #: AHer2(11aa331-507) , LA T
fir % Ahu-HER2-ch (I11) ,5) HLA %8 45 #438, TV(¥ hu—HER2 (FH%6F B [ 88 Her 2[X 1 # 4 A Her2
[1Jaa508-651) , LA~y £ Ahu-HER2-ch (IV) o A FIASHER2 EL 4] [H]J5 4 (orthologs) TR E Al
) A 5 R P 67 %6 [A] PR 1, b 5 3R T 62 9% [RI R PE , 25 M3k 1 T b 72 % [F) IR 5 465 M) 4
TTTHR63 % [F] 51 DL A 45 )3 TV R 68 % [F) J5 PE o AR 38 il 38 75 09 10 B 15, /8 fiFreestyle MAX
LR (Invi trogen) Y M EEARBER i Yo it Freestyle™ CHO-S (Invitrogen) 4l &, 35
BE I 2 A 20 7N o 30 3 9 A A9 B HER 297044 5 4 e i 20 i P 465 5 < AU 5% ) CHO-S
YA, FHFACSZE PR E % , 3 FH10ug/mL HER2HUAENT & (FEUK L3040 %f) AF 4L E A
(PE) -4 19 1L FE-31- A TeGHiiEk (Jackson) RrHER2FTAR I 456 o N T Fa B A AR 2 [8]
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)35 A2 75 AH ] 5 (8] 72 4 e RR 4R il A e 1 156 B 45 FHCy tofix/Cy topermy& v (BD) i i , fff
M5 f-Pi- N HER2HUAE (DAKO) 46 1) e PE-Z A1 1L =E 31— S 3k (Jackson) 4
o o AT P[] fr 0 50 B 47044V S B PR o) 8 ZEFACSCanto—11 (BD) _F ¥l 5 ¢ % , fd1 FiGraphPad
Prism V4.03% (4 (GraphPad Software,San Diego,CA,USA) i it 3E £ 4 0] )9 (B A n] A8 &l
ST - R Tl VRS G il 26 o AT FHES A IR AR LSS SAS 5] 1R B A4 1R R 2k
HER245 Fa) 4.

[0693]  HUAK153F R B MELE A M2k B 169 BT R BT A &5 S 45 R R 16 R B . 55 14
HER2$7044050. 084, 169 M Herceptin i /n-HHu-HER2—ch (IV) 4 & 2% (HE A B 5 H
HRIAFLAN SR — M EAR S AR, RS 1HnAbs R A47 A7 T-HER245 14 15,
IV, B 220 544025091 1 29F1H Z Bk B30 2 7~ HHu-HER2—ch (I 1) [ 45 & I ik , 3 9
RALAT THER2ZS MK T T - HiAR098 M1 537528 X a4 Hh &R 4 i X 2 5834, (H 2 7R 5L 30
W AR 7R — AR TR 0987 2 Hb 2 7R S Hu-HER2-ch (1) (45 & 18 2K BA S 5 Hu-HER2-ch
(ID) W4 AR R, 1531 W7~ S5Hu-HER2—ch (IT) FI 45 & HI40 K X B R 1R 7 , 553
ZAmAbs098 AN 53 A LA, & /343 3th , HHER245 M1 145 & , 1% 45 M3 B 5 7] B 28 {H EHER2
LSRRI RAT , IEW098HIIE I —FE .

[0694] K16 :HER2H1 44 5 AN [ (FJHER2ECD 52 A4 A4 E2 44 (1) 45 4 () 2 45 o FL s hu—HER2, T s hu—
HER2-ch (1) , IT;hu-HER2—ch (I1) , I1T;hu-HER2-ch (I11) , IV;hu-HER2-ch (IV) . +++3F 7R IF
WA, RN Hhu-HER2WL 22 (1) 45 & AH L B AR I ECao{EAB AR Be K45 A, +3R 7~ Hhu-HER2
MBI 4 A AL BRI ECso FIFE IR i R & - RN I A 4 6o

P20 FHERD 255 A 5,

bk 7 FL I IT 111 IV

Herceptin 1 44 |+ | |

050 1 fobb | | bk |

084 1 b |t | o | ek N

169 1 Ft | bt | | Rt
[069] WZERPpL | 2 S bt | b

025 2 e e

091 2 +4+ o |t

129 2 o A | bt

153 3 ST JEAS

098 3 oA | bt
[0696] S jifi 5 29~/ESCID/N B 1 (FINCT-NST A 5 J 53 B S 14 HER2HuMabs09 1, 084 1
169 RN 2L 1

[0697]  JsEHER2-HuMabs091 (3¢ X 3 440 2) 0841169 (H A& 58 X 3540 1) Af#EPECB. 17
P2 A S SR (SCID) /NBR P INCT-NST A 8 J 5 Rl A A A5 78 v g A K R AR A7 1) 4
W AE 50 % B H 10 X T0°NCT-NST7 iR 4l s . c i SR MESCID NG , B2 10 X
INER o MBI RE B S 8K, FF 4G FHHER2-HuMabs091 . 084 116 9EY % B8 #7144 HuMab—He pCI¥] ##: Jik 42b
HIEELT (W) X RN N LR, BIA B FF UG 2K o B R & 40mg ke , i J5 7E AL 3
U f54.8.11.15.18.,22H125°K y10mg/kg .
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<120% AEATHER2H B 5 B Bk

<1305 P/62

<160> 174

WO

<1703 Patentln

2105 1
@1 191
212> PRT
213y B
<400> - 1

Gln ¥Val Gln
Sei Val Lys

Gly 1le Ser
35

Gly Trp Leu
50

Glon Gly Arg
6h )

Met Glu Leu
Ala Arg Asp

Gln Gly Thr
115

Q105 2
<211y 8
212> PRT
Q13> FwA

400> 2

Gly Tyr The
1

€210> 3
211> 8
<212 PRT
213> HA

400> 3

Leu Ser Ala
1

2105 4
@11y 14
<2125 PRT

Leu
Val
20

Tep
Ser
Val
Arg
Arg
100

Leu

Phe

Tyr

version

Val

o

Val

Ala

Thy
Ser
85

Ile

Val

@hr

Ser

Glu

~ Cys

Arg

Tyr

Met

70

Leu

Val

Thr

Asn

Gly
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3.5

Ser Gly Ala Glu ¥Yal Lys Lys Pro Gly-Ala
10 15

Lys Ala Ser Gly Ty Thr Phe ‘Thr Asn Tyr
25 30

Gl Ala Pro Gly Gln Gly Leu Glu Trp Met
40 41

Ser Gly Asu Thy Tle Tyt Ala Gln Lys Leu
55 60

ThrThy Asp Thy Ser Thr Thr Thr Ala Tyr
h 80

Arg: Ser Asp Asp Thr Ala Val Tyr Tyr Cys
90 95

Val Arg Pro Asp Tyr Phe Asp Tyr Trp Gly
105 110

Val Ser Ser
120

Tyr Gly

Asn: Thr
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[0002]

213> FHA
400> 4
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Ala Arg Asp Arvg Tle Val Val Arg Pro Asp Tyr Phe Asp Tyr
1 5 10

210> 5

<211 107
<212> PRT
213> BA

4005 5
Glu-Ile Val Lew Thy Gln Ser Pro Ala. Thr
1 5 10

6lu Arg Ala Thr Leu Ser Cys Arg Ala Ser
20 25

Leu Ala Trp Tyr 6ln Gln Lys Pro Gly Gln
35 40

Tyr Asp Ala Ser Asn-Arg Ala Thr-Gly Ile
50 55

Ser Gly Ser Gly Thr Asp Phe The Leu Thr
65 70

6lu Asp Phe Ala Val Tyr Tyr Cys:Gln Gln

{ 90

The-Phe Gly 6la Gly Thr Lys Val Glu Tle
100 105

210> 6
211> 6
212> PRT
218> BA
<400> 6

Gln Ser Val Ser Ser Tyr
I

210> 7
11> 9
<212> PRT
218y Bk

400> 7
Gln G1n Arg Ser Asn Trp Pro Arvg Thr
i 5

210> 8

> 119
<212> PRT
213> Ak

<400> 8

Let Ser Leu
Gln Ser Val
Ala Pro Arg
45
Pra Ala Arg
60

Ile Ser Ser
75

Arg Ser-Asn

Lys

Ser

Ser

30

Leu

Phe

Leu

Trp

Pro Gly
15

Ser Tyr

Lew Tle

Ser Gly

Glu Pro

80

Pro Arg
95

Glu-Val 6ln Leu Leu-Glu Ser Gly &ly Gly Leu Val 6ln Pro Gly Gly

1 9 10
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[0003]

Ala Met

Ser Ala
30

Ala Lys

The Leu

Arg Leu
20

Asn Trp
35

Ile Ser

ly Arg Phe

Met Ser

Ala Arg
100

Val Thr
115

210> 9

Q1
212>
£213>

8
BRT
EA

CAQ0>- 9

Gly Phe Thr Phe

212>
213>

<400
Lle Ser
1

2105

400>

Ala Lys
i

{210

10
8
PRT
BN

10
Gly Arg

11
12

PRT

A
11
Ala ﬁrg

12

Z11> 107

$212>
213

£400>

PRT
A

12

Asp 1le Gln Met
L

Asp Arg

Val Thr
20
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Ser Cys Ala Ala Ser Gly Phe Thy Phe Ser Ser Tyr
25 30

Val Arg 6ln Ala Pro Gly Lys Gly Leuw Glu Trp Val
40 45

Gly Arg 61y Gly The Thr Ty Tyr Ala Asp. Ser Yal
55 60

The Ile Ser Arg Asp Asn Ser Lys Asn Thr Leuw Tyr
70 75 80

Ser. Lew Avg Ala Glu Asp Thr Ala: Val Ty Tyr Cys
85 90 95

Ala Asn Trp Asp Tvr Phe Asp Tyr Trp Gly Glu Gly

105 110

Val Ser Ser

Ser Ser Tyr Ala
5

Gly Gly Thr The

Ala Asn Trp Asp Tyr Phe Asp Tyr
5 10

Thr Gla Ser Pro-Ser Ser Val Ser: Ala Ser Val Gly
5 jE5] 15

Ile Thr Cys. Arg Ala Ser Glu Gly Ile Ser Ser Trp
29 30
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[0004]

Leu Ala Trp
35

Tyr

Tyr Ala Ala Ser

50

Ser 6ly Ser
65

Glu Asp Phe
The Phe 6ly

210> 13
@21 6
<212> PRI
GI3y BA

<400 13
Gln 6ly Ile
1

210> 14
Q211> 9
212> PRT
213 BA
100> 14
Gln Gln Ala
1

2105 15
<211y 121
<2125 PRT
213y K
<4003 15

Gln Val Gln
1
Ser Val. Lys

Ala Ile Asn
35

Gly Arg Tle

20

Gly

Ala

Gln

100

Ser

Asn

Leu

Val
20

Trp

Asn

Gln Gly Arg Val
65

Mot Glu Lea

Ala Arg Glu

Asn

Lys
100

Gln
Tle
The

Thr

85

Ser

Ser
-

Val
5

Ser
Val

Thi

Thr

Ser

85

Gly

His

Leu

Asp
70

Ayr

Trp

Phe

Gln

Cys

Arg

Val

fle

70

Lei

Val

Lys

G}n

s}

Phe

Tyr

v Arg

Pro

Lys

Gln

Leu

Th

Arg

Asp

Pro

49

Ser

Thr

Cys

Leu

Lle

by

Ala S

Ala

40

Gly

Ala

Ser

Tyr

Gly

Gly
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Lys Ala Pro Lys Lew Leu Tle
45

Val Pro Sgr Arg Phe Set Gly

60

Lew The Tle Ser: Ser Leuw G1n Pro

Gln

Glu
105

Thr

Ala

25

Pro

Tle

Asp

Glu

Tyr
105

frdind
ol

Glu-Ala Asn: Ser Phe Pro Tle

90

Tle

Glu
10

. Gl‘y

Gly

Val

Lys

Asp

90

Tyr

Lys

Val Lys Lys

Gly Thr

Gln Gly

Asie Bis

60

Ser Thr
Es)

Thi Ala

Gly Ile

84

Phe

Leu

45

Ala

Asni

Val

Glu

95

ProGly
15

Avg Thy

30

Glu Trp

Gln Lys

Thr Ala

Ty Tye
95

Val Trp
110

Ser

Tyr

Met

Phe

Tyr
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[0005]

Gln Gly Thr Thr Val Thr Val Ser Ser

115

£210» 16
211> 8
<212> PRT
213> BA

400> 16

120

Gly Gly Thr Phe Avg The Tyr Ala
1 5

2105 17
@l 8
2125 DR
213> A

<4003 1T

Tle
1

Asn Thr Val Lew Gly Ile Val

)

210> 18
21> 14
212> PRT

<213

> A

400> 18

Ala
1

Arg Glu Lys Gly Val Asp Tyr Tyr
5

<210% 19
<11y 107
<212 PRT

213> BA

400> 19

Asp
1
Asp
Leu
Tyr
Ser
65

Glu

Thr

Tle Gln Met Thr
5

Avg Val Thr Tle
20

Ala Trp Tyr €ln
35

Val Ala Ser Thr

58

Gly Ser Gly Thr

Asp Phe Ala Thr

85

Phe Gly Gly Gly
100

210> 20
S =

211> 6
<212% PRT

Gln

Thr

His

Leu

Tyr

The

Ser

Cys

Lys

Gln

55

Phe

Tyr

Lys

Pro

Arg

Pro

40Q

Ser

Thr

Cys

Val

Ser

Ala

25

Gly

Gly

Leu

Gln

Glu

105

Tyr
1

Ser
1

Ser
Lys
Yal
Thr
Gln
9l

Tle
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Val Sei Ala

Gln Gly Ile

Ala Pro Lys
45

Pro Ser Arg
516]

Tle Ser: Ser
75

Ala Asn Ser

85

Ser
Ser
30

Leu
Phe

Feu

Phe

Val Gly
15

Ser Tep

Leuw Tle

Ser Gly

Glh Pro
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[0006]

<2133
400>
6ln Gly
1

Gln Gli
1

€210
C2LL>

20

Tle Ser Ser-Trp
5

21
9
PRT
BA

21

Ala Asn Ser-Phe: Pro Leu
5

22
129

¢212> PRT

<213
400>
Gla Val
1

Thr Leu
Tyr Tip

Gly Glu
50

Ser Arg
65

Lys Leu
Arg Gly
Gly Thr

<2105
21>
212>
213>

400>
Gly Gly
1

<2105
211>
<212%
21

400>

A
22

Gln Leu Gln Gln Trp Gly
5

Ser- Leu Thr Cys Ala Val
20

Asn Trp Ile Arg Gln Pro
35 40

Ile His His. Ser Gly Ser
55

Val Thr ITle Ser ¥al Asp
70

Ser Ser Val Thr Ala Ala
85

Tyv¥ Tyr Asp Ser Gly Val
100

Leu Val Thi Val Ser Ser
115 120

23
8
PRI
A

23

Ser Phe Sei Asp Tyr Tyr
5

24

7

PRT
QP'.)j\

24

Lt

Thi

Ala

Tyr

Pro.Gly

Thr

The:

Asp

Tyr
105

Gly
10

Gly

Asn

Ser

The

90

Tyi:
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Lys Gly

Phe Asp
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Lys

Phe
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45

Pro
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Ty

Ty

Pro Ser
15

Ser Asp
30

Glu Trp

Ser Leu
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Tyr Cys
95

Trp Ala
110

Tyr

Tle
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Tle His His Ser 61y Ser Thr
1 a

210> 25
211> 14
212> PRT
Q213> A

<4005 25

Ala Arg Gly Tyr Tyr Asp Ser Gly Val Tyr Tyvr Phe Asp Tyr
1 5

2105 26
211> 107
212> PRI
@13 BA

400> 26
Asp: Ile 61li Met The Gl Ser Pro- Ser Set Leii Set Ala Ser Val 6ly
1 5 10 15

Asp Arg Val Thr Tle The €ys Arg Ala Ser 6ln 6ly Ile Ser Avg Tep

20 95 30

Leu Ala Trp Tyr Glo Gla Lys Pro Glu Lys Ala Pro L
35 40 45

s Ser Leu Ile

)

Tyt Ala Ala Ser Ser Leu Arg Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

[0007] | |
Ser Gly Scv Gly Thr Asp: Phe Thr Lew Thr Ile Ser Scr Leuw Gln Pro
65 7 75 80

Glu Asp Phe Ala Thy Tyr Tyr Cys Glu Glu Tyr Asn Ser Tyi Pro Tle
85 90 95

Thr Phe Gly Gln Gly Thr drg Leu Glu lle Lys
190 10%

Q105 27
@1l 6
212> PRT
2135 BA

4oy 27

Glo Gly Ile Ser Arg Trp
1 5

210> 28
211> 9
<212> PRT
Q13x K

400> 28
Gla Gln Tyr Asn Ser Tyr Pro 1le Thr
1 5

<2105 29

211> 120
<212 PRI
213> ‘A
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[0008]

400>

29

Gln Val Gln Leu

I

TheLen Ser-Leu

20

Tyr Trp Thr Trp

35

Gly Glu Tle Tye

50

Ser Arg- Val

65

Lys Len Tyr

Arg Leu Tyr

Thr

Ser

Phe
100

6ly Thr Leu Val

(210>
211>
212>
213>

<4002

115

30
8.

PRT

A

30

Gly Gly Ser
1

<2105
211>
@12
213>

<4002

Ala Avg Leu Tyr
i

<210
(211>
C212%
213>

<400

31
14
PRY

BA

31

a2
107
PRT
B

32

Asp Tle: Gln
i

Phe

Met

Asp Avg Val Thr

20

Leu Val Trp Tyr

35

Gln Gln Trp Gly Ala Gly Led
5 10

The Cys Ala Val Ser Gly Gly

25

Tle Arg Gln Pro Pro Gly Lys
40

His Ser Gly Asp Thi Asn Tyr

55

Tle ‘Ser Val Asp Thr- Ser Lgs
3

70

7
i

Val Thr Ala Ala Asp The Ala

85 90
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Gly Leu
45

Asn Pro
60

Asn Gln

Val Tyr

Gly Ser Gly Ile Tyr Tye Lew Asp Tyr

105

The Val Ser Ser
120

Ser Gly Tyr Twy
5

Ser

30

Glu

Ser

Phe

Trp G

110

Phe Gly Ser Gly Ile Tyr Tyr Leu Asp Tyr
a2 10

9 10

Pro: Se

Trp

Leti

Ser

15

GlLu

v Ty

Ile

Lys

Leu

80

Ala

v Gln

‘hr G1n Ser Pro Ser Ser- Leu Ser: Ala Ser Val Gly

Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
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[0009]

Tyr

Ser
65

Glu

Thr

Ala
50
iy

Asp

400>

Ala

Ser

Phe

Gln Gly Ile

1

<210
<211>

212>

213>

400>

34
9

PRT

A
34

Gln 6In Tyr

1

2105
2115

<212¥

213>

<4002

35
118

PRT

BA
35

Gln ¥al Gln
1

Ser

Ala

Ala

Fys

Leu

Ala

Thy

Leu

Tle
Val
50

Gly

Gln

Aig

Leu

Arg

His

35

Tle

Arg

Met

Gly

Val
115

Ser Ser
Gly Thr

Ala: The

85

Gln Gly
100

Ser Ser
5

Asn Ser

Leu Val
5

Leu Ser
20

Tep Val
Ser Tyr
Phe The

Asn Seir
85

Leu 61y
100

Thr Val

Leu

Asp
70

Tyr

Thr

Tep

Phe

Glu

Cys

Arp

Asp

Tle
70

Leu

Val

Ser

Gln Ser Gly

Rois )

Phe ‘Thi Let

Ty Cys Gln

Lys Yal Glu
105

Pro Pro Thr

Ser Gly Gly

Ala Ala. Ser
25

Gln Ala Pro
40

GlyGly His
55

Ser Arg Asp
Arg Ala Glu
Trp Gly Ala

105

Ser

Val

Thi

Gln

90

Tle

Gly
10

Gly

Gly

Lys

Asn

Asp

90

Phe
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Ile Ser Ser Leu Gln
75

Ty Asn Ser: Phe Pro
95

Lys

Gly

Pro

Pro

Yal Val Gln Pro ?éy Arg

Phe Thr Phe Ser Thr Phe

30

Lys 61y Leuw Glu Trp Val

45

Phe Tyr Ala Asp Ser Val
60

Ser Lys Asn The Len Tyt

15

80

Thy Ala Met Tyr Tyr Cys

95

Asp- Tyr- Tep Gly Glu:Gly
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[0010]

<210> 36
Q11> 8

<2127 PRT
£213> A

€400> 36
Gly Phe The
1

<2105 37
Q1> 8
<2125 PRT
213> A

<400> 37

T1le Ser Tyr
1

210> 38
QU1 12
212> PRT
<213y A

<400> 38

Asp Gly

Phe Ser
5

Ala Arg Gly Leu Gly
1 D

<2105 39
211> 106
212> PRT
ARSI FN
400> 39

Glu Ile Val
1
Glu Arg Ala

Leu &la Trp
35

Tyr Asp Ala
50

Ser Gly Ser
65 '

Glu Asp Phe
Phe Gly Gln

<2105 40
21> 6
<212» PRT
@213 A

400> 40

Leu Thr
5

Thr Leu
20

Tyr Gln
Ser Asn
Gly Thr
Kla Val
85

Gly Thr
100

Thr: Phie Ala

Gly: His Lys

Yal Trp Gly Ala Phe
10

Gln Ser Pro Ala Thi
L0

Ser Uys Arg Ala Ser
25

Gl Lys Pro-Gly-6ln

40

Arp Ala The Gly Tle
55

Asp-Phe: Thy Leu: Thi
70

Tyr Tyr Cys Gln Gln
90

Lys Val Glu Ile Lys
105
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Ser Leu Ser Pro Gly

15

Ser Val Ser Ser
30

Ala Profrg Leu Leu

45
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b
9

Arg

90

60

Ser- Ser Leu Glu
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95
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GIn Ser Val Ser
1

210> 41
211> 8
€212» PRT
213 B

400> 41

Ser
5

Gln- Gln Arg Ser Asn

1

210> 42

211> 123
212> PRI
Q13> HA

<400> 42

Glu Val Gln Leu Val
1 :

Ser Leu Thr Tle
20

Trp Lle Gly Trp

Gly Tle Ile Phe |
20

Gln Gly Gln Val
65

Leu Glo Trp Ser

Ala Arvg Glon Pro
160

Tp Gly Arg Gly
115

210> 43
211> 8
212> PRT
218y Bk

400> 43
Gly Tyy Ser Phe
i

210> 44
2> 8
<212> PRT
213> Ak

400> 44

1

Ser

Ser

Val

Pro

The

Ser

Gly

Thy

5

Tle Fhe: Pro Gly Asp
5

Tyr

Trp: Tep. Thr

Glo Ser Gly
Cys Lys Gly

Arg Gln Met
40

Gly Asp Ser
55

Tle Ser Ala
70

Ala

Ser

25

Pro

Asp

Asp

Glu Val
10

Gly Tyr
Gly Lys

Ile Arg

Lys Ser
75

Lew Lys Ala. Ser: Asp Thr
90

Asp Trp Ser

Lew Val ‘Thr
120

Tle Tyr Trp

Ser Asp:Ile

Pro Avg His Trp Tyr

105

Val

Ser Ser

91

CPCHL263582P txt

Lys Lys
Ser Phe
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45
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60

I'le: Ser

CAla Met
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30
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Thy

Tyr
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110
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<210> 45
<2115 16
212> PRT
<213> %%/k

£400> 45

Ala Arg Gln Pro Gly Asp Trp Ser Pro Avg His Tep Tyr Phe Asp Leu

210> 46
211> 107
<2125 PRT

13> BA

<#00» 46

Val Tle Trp Met The Gln Sei Pro: Ser Leuw Lew Sex Ala Ser Thr Gly
1 5 10 15

Asp: Arg Val Thr lle Ser Cys Arg Met Ser- Gl Gly lle Ser Ser Lyr
20 25 30

Lew Ala Tep Tyr Gln Gln Lys Pro Gly Lys Ala Pro Glu Leu Leu Tle
35 40 A5

Tyr Ala Ala Ser Thr Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thy Asp Phe The Léu The Ile Ser Ty¢ Leu Gli Ser
65 10 ‘th 80

Gla Asp Phe Ala Thr Tyr Tyvr Cys Gln Gln Tyr Tyr Ser Phe Pro Leit
85 90 95

Thi Phe Gly Gly Gly The Lys Val Glu Tle Lys
100 105

2105 A7
Q11> 6
<2125 PRT
213> A

<An0> 47
Gln Gly Tle Ser Ser Tyr
1 5

210> 48
@1 9
212> PRT
213y EA
400> 48

6lo GIn Tyr Tyr Ser Phe Pro Leu Thr
1 5

210> 49
211> 126
212> PRI
213> FA
<A00> 49

Glu Val 61n Lew Val €In Ser &ly Ala Glu Val Lys Lys Pre Gly Glu
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1 5 10 15

Ser Leu Lys Ile Ser Cys Lys:Gly Ser Gly Tyr Asn Phe Thr Ser Tyr
20 25 30

Trp Ile Gly Tep Val Avg Glu Met Pro Gly Lys Gly Lew Glu Trp Met
35 4Q 45

Gly Tle Ile Tvr Pro Gly Asp Ser Asp Thr Arvg Ty Ser Pro- Ser Phe
H0 55 60

Gl 6ly Gl Val “Thr Tle Ser Ala Asp Lys: Ser 1le Ser Thr Ala Tvr
BA T0 ThH 80

Lew Gln -Trp Ser Ser Leuw Lys Ala Ser Asp: Thr Ala Met Tyr Tyr €ys
85 90 95

Ala Arg Tep Gly The Tyr Tye Asp Tle Tew The Gly Tyr Phe Asn Tep
100 145 110

Phe Asp Pro Trp Gly Gln Gly The Lew Val Thr Val Ser Ser
115 120 125

210> .50
211> 8
L2127 PRT
Q13> J/A

400> 50
Gly Tyr Asn Phe Thr Ser Tyr Trp
1 5

9105 51
<211y 8
<212> PRT
218> AA

<400> 51
}le‘Tyr Pro-Gly Asp Ser Asp Thr
5

L2105 52
211y 15
2195 PRI
2135 A

400> 52

Ala Arg Trp Gly Thr Tyr Tyr Asp Ile Leu Thr 6lv Tyr Phe Asn
1 5 10 15
210> 53

211> 107

212> PRT

213> BA
<4005 53

Asp: Tle-6la Met Thr Gl Ser Pro Ser Ser Lew Ser-Ala Ser-Val 6ly
1 5 10 15

Asp Arg Yal Thi: Tle The Cys Arg Ala See Gln Gly Ile Ser Ser Trp
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[0014]

20

Leu Ala Tirp Tyr
35

Ty Ala Ala Ser

50

Ser Gly Ser Gly

65

61u Asp Phe Ala

Thr Phe Gly Gln

210>

211>
(212>
213>

<400>

Gln Gly ITe Ser S
1 :

2105
G
212>
213>

400>
GIn Gl Tyr Tye |
I 5

210>
211>
{212>
213>

<400

100

54

6
PRT
A

54

55

9
PRT
A

55

56
124
PR
BA

15)

Gln

Ser

Thr

The
85

Glu Val Gln Leu Leu

1

Ser Leu Arg Leu Ser

Gly Met

20

Ser Trp
35

Ser Ala Ile Ser

50

65

Leu Gln

Lyvs Gly

- Arg Phe

Val

Gly

The

Ser

85

Gln Lys Pro
40

Leuw Gln Ser
55

Asp Phe Thr
70

Tyr Ty Cys

v The Lys Val

Trp

Ty Pro Trp

Glu: Ser Gly

Cys Ala Ala

Arg 6l Ala
490

Ser-Ala Tyr
55

Ile Ser Arg
70

Leuw Arg: Ala

25

Glu Lys

Gly Val

Leu Thr

Ala

Pro

Tle

75

Gln Gl Tye

90

Glu Tle
105

Thy

Gly Gly
10

Ser Gly
25

Pro Gly
Ser Thr

Asp Asn

Gl Asp
90

Lys

Lieu

Phe

Lys

Ty

Ser

Thi

94
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30

Pro Lys Sei Leu Ile

45

SerArg Phe Ser Gly
60

Ser Ser Lew Gln Pro

Tye Lle Tyr: Pro Trp
95

Val Gln

Thr Phe

Gly Leu
45

Tyr Ala
60

Lys Asn

Ala Val

Pro Gly
15

Ser

30

Glu

Asp

Thy

Tyr:

Asn

Trp

Ser

Leu

T

g

¥

i

o

GLly

Tyr

Yal

Yal

Tep
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[0015]

Ala Lys Ala His
100

Tyr Tep Gly Gln
115

210> 57
211> 8
<212> PRT
213> BA
400> 57

Gly Phe Thr Phe
1

210> 58
3lly 8

<2125 PRT
S BA
400> 58

Ile Ser Gly Ser
1

210> 59

211> 17

€212> PRT
213> FA
400> 59

Ala Lys Ala His
i

Tyr

210> 60
<ZL1> 107
€212> PR
Q18> HA
<400> 60

Asp Tle 6la Meét
1

Asp Arg Val Thr
20

Ve Ala Trp Tyv
S5
Tyr Ala Ala Ser
50

Ser Gly Ser Gly

Glu-Asp Phe Ala
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Tyr His Gly Ser Gly Ser Tyr Ty The Leu Phe Asp

Gly

The

105

Leu Val The Val Ser Ser

Ser-Asn Tyr

5

Ala
5

Tyr

Ser

Tyr His Gly
5

Tle
Gln
Ser
The

Thr
85

Gln
Thr
Gln
Leu
Asp
70

Tyr

Ser

€ys

Lys

Gl

05

Phe

Tyr

120

Gly

Thr

110

Ser Gly Ser Tyr Tyr Thr Leu Phe &sp
10 15

Pro: Ser Ser- Leu
10

Arg: Ala Ser Gln
25

Pro-Glu Lys Ala
40

Ser-Gly Yal Pro

Thr Leu Thi Ile

<3

{57

y&.6ln-Gln Tyr

90

95

Ser Ala

Gly Ile

Pro. Lys
45

Ser- Avg
50

Ser: Ser

Asn Ser

Ser
Ser
30

Ser
Phe

Lew

Ty

Val

15

Ser

Leu

Ser

Gln

Pro
95

Gly

Trp

Ile

Gly

Pro

36
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[0016]

Thr Phe Gly GIn

210>
211>
212>
213>

<400

100

61
6
PRT
B

61

Gln-Gly Ile-Ser

1

210>
@1y
212>
213>

<400>

Gln Gln Tyr Asn
1 ;

<210>
(211>

212>

213>

400>

62
L

PRT
B\

62

63
121

PRT

BA
63

Gln Val Gln Leu

1

Ser

Val

Thr

Lys

65

Leu

Ala

Gln

Len

Val
50

Gly

Gln

Arg

Gly

210
2Ly
212>
213>

<400

Arg Leu
20

s His Trp

35

Ile Ser

Arg Phe

Met: Asa

Gly Gly
169

The Leir
115

64
8.
PRT

BA

64

Gly Phe Thr Phe

1
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Gly Thr Lys Lew Glu Ile Lys

Ser: Trp
5

Ser Tyr Pro
5:

Val Glu Ser
5

Ser Cys Ala
Val Arg Gln

Tyr Asp Gly
55

Thr Lle Ser
70

Ser Leir Ser

85

Lle thr 6ly

Val Thy Val

Ser Asp Tyr
5

105

Tve The

Gly Gly

Ala Ser
25

Ala Pro
40

Ser: Asn

Arg-Asp

Ala Glu

Thy Thr
105

Ser Ser
120

Val

Gly
10

Gly

Gly

Liys

Asn

Asp
90

Gly

Val ¥Val Gln
Phe Thy Phe
Lys-Gly Leu
45
Tyr Tyr Ala
60

Ser: Lys Asn
75

The Ala Met

Val Phe Asp

96

Pro

Ser
30

Glu

Asp

Th

Tyr

Tyr

6ly

15

Asp

Trp

Ser

Leuw

Tyr
95

Trp:

Arg

Ty

Yal

Yal

Tyr

80
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[0017]

210> 65
<11y 8

<2125 PRT
2133 FA

400> 65
Tle Ser Tyr
1

<2105 66
Q1> 14
212> PRT
@213y FA
£400> 66

Ala Arg 61y
1

<2105 67
211> 107
9123 PRT
<2135 FA
<4003 67

Asp Tle Gln
1

Asp Arg Val

=

35

Tyt Asp Ala
50

Ser Gly Tyr
65

Glu. Asp Phe

Thr Phe 6ly

210> 68
911> 6
<2125 PRT
213> BA

400> 68

eu Ala Trp

Asp

Gly

Met

Thz

20

Tvr

Ser

Gly

Ala

Gln
100

Gly Ser Asu Lys
5

Ile Thr Gly Thy The
)

The Gla- Ser Pro Ser

Tle Thr Cys Arg Ala
25

Gln 61 Lys Pro Glu

40

Ser Leu Gln Ser: Gly
)

Thr Asp Phe Ser Leu
70

Tle Tyr TyrCys Gln
85

61y Thr Arg Leu Glu

105

Gln Gly Ile Ser Ser Trp
1 3

<2105 69
Q11> 9
<212> PRT
13> FA

400> 69

5

Gl Glo Tye Lys Ser Tyr Pro Ile The

Gly
10

Ser

10

Lys

Val

Thy

Gln

90

Tle
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Yal Phe Asp-Tyr

Lew Ser Ala Ser Val Gly

15

Gl Gly Ile Ser Ser Trp
30

Alda Pro-Lys Ser Leuw Ile
Ay

Pro Ser Arg Phe Sei Gly
60

HeSMM%wLmrMnE?

Tyr Lys Ser Tyl ggo Ile

Lys
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[0018]

<2E0>
<2015
<2127
213>

400>

0
125
PRT
BA

70

Gln Val Gln
1

Ser ¥al Lys

6ly Tle Ser
35

Gly Trp 1le

50

Gln Gly Arg

65

Met: Glu Leu

Ala Arg Glu

Leu Val Gln Sér Gly
5

¥al Ser Cys Lys Ala
20

Trp Val Avg Gln Ala
A0

Ser Ala Tyr Asn Gly
55

- Val. Thr Met Thy Thr
70

Arg Ser Lew Thr Ser
85

Tyr Ser Tyr Asp Ser
100

Asp Val Trp Gly Glo Gly Thr The

210>
211>
212>
<213>

400>

115

71
8
PRT
BA

71

Gly Tyr The

1

<210>
211>
212>
213>

400>

Tle Ser Ala

!

<2103
211>
212>
213>

400>

Ala Arg Glu
1

73
18
PRT
A

73

Asp: Val

120

Phe Thy Ser Tyr Gly
5

Tyr Asn -Gly Asn Ser
5

Ala Glu
10

Ser :Gly
25

Pro- Gly

Asn Ser

Asp The

Asp Asp
90

Gly Thr
105

Val Thr

CPCH1263582P. txt

Val Lys

Tyr Thr

GIn Gly

Asn Twr

60

Tht The
75
Thr Ala

Tyr Phe

Val Ser

98

Lys Pro-Gly Ala
1h

Phe. Thi Ser Ty
30

Lew 6lu Trp Met
Yal Glin Lys Phe

Ser Thy Ala Tyr
80

Yal Tyr Tyr Cys
9%

Tyr Tve Gly Met
116

Ser
125

Tyr Ser Tye Asp: Ser Gly The Tyr Phe Tyr Tyr Gly Met
5 10 15

15
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<2102 74

£211> 108
212> PRT
218> BA

400> 74

Glu Jle Val Len Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
5 19 15

Glu Arvg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser ¥al Ser Ser Tyr
20 25 30

Lew Ala Trp Tye Glo Gln Lys Pro Gly Gln Ala Pro Arg Lew Lei Tle
35 40 45

Tyt Asp Ala Ser Asn Arg Ala Thy €ly Tle Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Tht Leu Thr Ile Ser Ser Leu Glu Pio
65 70 5 80

Glu Asp Phe Ala ¥al Tyr Tyr Cys Gla Gln Avg Ser Asn Trp Pro Met
85 90 95

Tyr Thi Phe Gly: Gln 61y Thr Lys Leu Glu Tle Lys
100 105

[0019] _
210>
<211y 6
42123
W13y A

5

T O

g g

A
400> 75
Gln Ser Val Ser Ser Tyr

1 5

210> 76
211> 10
212> FRT
813> HA
<AQ0> 76
Gln Gin Arg Ser Asn Trp Pro Met Iyr Thr
1 5 10

210> 7T

211> 119

212> PRT

218> A

<400> 77

Glu ¥al Gln Leu Leu Glu Ser Gly Gly Asp Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Sev Tyr
20 2 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Lew Glo Trp Val

99
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[0020]

35

Ser Ala Ile Ser Gly Arg
50

Lys Gly Avg Phe Thr: Ile
65 70

Lew Gln Met Asn Ser Leu
85

Ala Lys Ala Avg Ala Asn
100

Thr Leu Val Thr Val Ser
115

<2105 78

211> 107
<212» PRT
<213y A

<400> 78
Asp Ile Gln Met Thr Gln
1 5

Asp Arg Val Thr Ile Thr
20

Leu Ala Trp Tyr Gla His
35

Tyr Ala Ala Ser Ile Leu

50

Ser Gly Ser Gly The A

sp
65 (

70

Glu Asp Phe Ala The Tyr
85

Tht Phe 61y Gln 61y Thr
100

€210> 79

2211 119

€212> PRT

213 A

400> 79

Gli Val 61n Leu Leu Glu
1 5

Ser Leu Avg Leu Ser Cys
20

Gly
55

Ser
Arg

Tep

Ser

Ser
Cys
Lys
Gln
55

Phe

Typ

Arg

Ser

Ala

Ala Met Ser Trp Val Arg Gln

35

40

Gly

Arg

Ala

Asp

Pro

Arg

Pro

40

Set

Thr

Cys

Leu

Gly

Ala

Ala
40

Thr
Asp
Glu

Ty
165

Ser
Ala
25
Gly
Gly
Let
Gln

Glu
105

Gly

Ser
25

Pro

Thy

Asn

Agp
90

Phe

Ser

10

Ser

Lys

Val

The

Gl
90

Ile

Asp
10

Gly

Gly

CPCHI263582P. txt
4o

Tyr Tyr Ala Asp Ser Val
60

Ser Lys Seir The Leu Cys
75 80
Thr Ala Val Tyr Tyr Uys

95

Asp: Tyr Trp Gly Glu Gly
110

Val Ser Ala Ser Val Gly
15

Gln Gly 1le Ser Ser Trp
30

Ala Pro Lys Leu Leu Ile
45

Pro %gr‘Arg Phe. Ser Gly

Tle Ser Ser Leu Atg Pro
75 - 80

Ala. Asn: Seér Phe Pro lle
95

Lys

Leu Val -Glm Pro Gly Gly

15

Phe Thr Phe Ser Ser Ty
30

Lys.Gly Leu Gli Trp Val
45

100
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Ser Ala Tle Ser Gly Arg Gly Gly The The Tyt Tyr-Ala Asp Ser Val
50 35 60

Lys Gly Arg Phe: Thi Ile Ser Avg Asp-Asn Ser Lys Ser: Thy Leuw Cys
65 70 75 80

Lew Gln Met Asn Ser Leuv Arg Ala Glu Asp ThiAla Val Tye Tyr Cys
85 90 95

Ala Lys Ala Arg Ala Asn Tep:Asp Tyr Phe Asp: Tyr Trp: 6ly Gln Gly
106 105 110

Thr Len Val Thr Val Ser Ser

115
<2103 86
21> 107

<212> PRT
Q218 BA

400> 80

Asp Tle GIn Met The Gln Ser Pro Sar Ser Val Ser Ala Set Val Gly
1 3. 10 15

Asp Arg Val Thr Ile Thr Cys Arg A
. 9

la Ser Gl 61y Ile Sex Ser Trp
20 3

5 30

Leu Ala Tep Tyr Gln His Lys Pro 6ly Lys:Ala Pro Lys Lew Leu Ile
35

[0021] 40 45

Tyr Ala Ala Ser Ile Leu §

1n-Ser Gly Val Proi Ser Atvg Phe Ser Gly
50 5

35 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 1le Ser Ser Leu Arg Pro
65 70 75 80

Glu Asp Phe Ala The Tyvi Tyr Cys Gln Gln Ala Asn Ser Phe Pro Ile
85 90 95

Thr Phe Gly Gla Gly Thr Avg Leu Gly Ile Lys
100 105

£210> 81

211> 119

212> PRT

<2135 BA

400> 81

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro 6ly 6ly
1 5 10 15

Ser Leu Arg Leu Ser €ys ila Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Asn Trp Val Arg Gla Ala Pro Gly Lys 6ly Lew-6lu Tep Val
35 40 45

Ser Ala: Tle Ser Gly Arg G6ly-6ly Thi The Ty Tyr Ala Asp Ser Val
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[0022]

20

Lys Gly Arg
65

Leu Gin Met
Ala Lys 4la

Thy Leu Yal
115

<2105 82
il 107
212> PRT
QU3 EA

<400> 82

Phe Thr Ile
70

Asn-Ser-Lei
85

Avg Ala Asn
100

Thr Val Ser

Asp Tle Gln Met Thr Gln
1

Asp Avg Val

Leu Ala Trp
55

Tyr Ala Ala
50

Ser Gly Ser
65

Gla Asp Phe

Thr Phe Gly

<210> 83
211> 121
<2125 PRT
213> A
<4005 83
6ln Val Gln
1

Ser Val Lys

Gly Lle Ser
35

Gly Trp 1le
0

5

hy Tle Thr

20

Ty Gln His

Ser 1le Leu

Gly Thr Asp

70

Ala The Tyr
85

GIn Gly Thr
100

Leu Val Gla
5

Val Ser Cys
20

Tep Val Arg

Thr The Tyr

jor}
£

Ser Arg

Arg Ala

Trp. Asp

Ser

Ser Pro

Cys Arg

Lys. Pro
40

Gln: Ser
55

Phe Thy

Tyr Cys

Arg Leu

Ser Gly

Lys Ala

Gl Ala
40

Ser Ser
55

Asp

Glu

Tye
105

Ser
Ala
25

Gly
Gly
Leu

Gln

Gl
105

Xla
Ala
25

Pro

Asn

Asp
)

Asn

9

Phe

Ser

10

Sei

Lys

Val

Thr

Gln

90

Ile

Glu
10
Gly

Gly

The

CPCHI263582P. txt
60

Ser Lys Ser Thr-Leu Cys
75 80

Thr Ala Val Tyv Tyr Cys
95

Asp Tyr Trp Gly Gin Gly
110

Val Ser Ala Ser Val Gly
15

Gl Gly Tle Ser Ser Trp
30

Ala Pro-Lys Leu Leuw Ile

A

Pro-Ser Avg Phe Ser Gly
60

[1e Ser Ser Leuw Arg Pro
80

=y
L=

Ala Asi Ser Phe Pro: Tle
95

Lys

Yal Lys Lys Pro Gly Ala

Ty Thr Phe Thr Asn Tyr
30

61 Ala Leu Glu Tep Met
45

Tle Tyr Ala Gl Lys Leu
60
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[0023]

Gln Gly Arg
65

Met Glu Leu
Ala Arg Asp

G1n Gly Thr
115

<2103 84
221> 107
<212 PRT
213> FA
400> 84

Glu Tle Val
i
Glu Arg Ala

Leu Ala. Trp
35

Tyr Asp Thy
50

Ser Gly Ser
65

Glu Asp Phe
Thr Phe Gly

85
121
PRT

400> 85

Gln Val 6ln
1

Ser Val Lys

Gly Tle Ser
35

Gly Trp Lew §

50

Val
Arg
Arg
160

Teu

Leu
The
20

Tyr
Set:
Gly

Ala

Gln
100

Leu

Yal
20

Tip

Thi
Ser
85

Val

Val

Th:
5

Leu

Gln

Asn

Thr

Val
85

Gly

Val

Ser

Val

- Ala

Gln 6ly Arg Yal Thr

Met,
T
Leu

Val

Thr

GIn
Ser
GIn
Avg
Asp
70

Tyr

Thr

Gln

Cys

Arg

Ty

Met

Thr

Arg

Yal

Yal

Ser

Cys A

Lys

Ala

Ry
O

Phe

Ty

Lys

Ser

Lys

Gln

Ser
55

Thr

The

Ser

Arg

Ser
120

Pro

Pro

40

Thy

Thr

Cys

Val -

Gly

Ala

Ala

40

Gy

Thr

CPCH1265582PF, txt
Asp. The Ser Thr Ser The &la Tyr
75 80

Asp: Asp Thr dla- Val Tyr Tyr Cys
90 93

Pro Asp. Ty Phe Asp Tvi Tep Gly
105 110

Ser

Ala Thr Leu Ser Leu Sei Pro Gly
10 15

Ala Ser Gln Ser ¥al Ser Ser Tyr
25 30

Gly Gin Ala Pro Arg Leu Leuw Ile

Gly Tle Pra Ala Avg Phe Ser Gly
60

Lew Thr Ile Ser Ser ‘Leuw Glu Pro
75 80

Gl 6la Aeg Ser His Tep Peo Avg
90 93

Glu Tle Lys
105

Ala Glu Yal Lys Lys ProGly Ala
10 15

Ser Gly Tyr The Phe The Asn Tyi
25 30

Pro-Gly Gln Gly Leu Glu Trp Met
45

Asn Th Tle Tyr - Ala 6ln Lvs Leu
60

Asp Thr Ser Thr Thr Thy Ala. Tyr
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[0024]

65

Met Glu Leu
Ala Arg Asp

Gln Gly Thr
115

<210> 86
211> 107
<212 PRT
213>
<AQ0> 86

Gli Lle Val
1
Glu Arg-Ala

Leu Ala Trp
35

Tyr Asp Ala
50

Ser &ly Ser
Glu Asp Phe
Thr Phe Gly

<2105 87
211> 121
<212> PRT
213> A

400> 8T
Glo Val Gln
1

Ser Val lys

Gly Ile Ser
35

Gly Tip Ile
50

Gln Asp Arg
65

Arg
Arg

1600

Leu

Leu

Thi

20

Tyr

Ser

Gly

Ala

Gln
1900

Leu

Val

20

Trp

Ile

Val

The
:

Ser
85
Ile

Val

i

Lau

Gln

ASH

Thr

Yal

85

Gly

Yal

Sev

Val

Thr

Thr

Leu

Val

Thr

Gln

Ser

Gln

Arg

Asp
70

Tyr

Thr

Gln

Cys

Arg

Ty

Met
70

Arg Ser

Val Arg

Val Ser
120

Ser Pro

Eys Avg

Lys Pro
40

Ala Thr
94

Phe Thr

Tyr Cys

Lys Val

Ser Gly

Lys Ala

Gl Ala
40

Asn Gly
55

The Thr

Asp
Bro
105

Ser

Ala
Ala
25

Gly

Gly

Leu

Gl

Glu
105

Ala

Xla

25

Pro

Asn

Asp

Asp
90

Asp

The

10

Ser

Glin

Ile

Thr

Gln

90

Ile

Glu

1o

Gly

Gly

Thi

The

=3
1

CPCHI263582P. txt

80

Thy Ala Val Tyr Tyr Cys

95

Tyr Phe Asp Tyr Trp Gly
110

Leu
Gln
Ala
Pro
gle
7

Arg

Lys

Val

Tyr

Glo

Tle

Ser
H

104

Ser

Ser

Pro

Ala
60

Ser 8§

Ser

Lys

The

Gly

Tyr

60

Thr

Leu

Yal

Avg

15

Arg

Lys

Phe

Leu

45

Ala

Ser

Ser

Ser

30

Leu

I'he

Leu

Trp

Pro

The

30

Glu

Gln

Thi

Pro

15

Ser

Leu

SBI“

Glu

Pro
95

Gly
15

Trp

Ay

fes

Ala

Gly

Tyr

Ile

Gly

Pro

80

Arg

Ala

Tyv

Met

Phe

Tyr
80
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[0025]

Met: Glu Leu Arg Sei Leuw Arg Ser
85

Ala Arg Asp Arg Tle Tle Val Arg
100

Gl Gly Thy
115
210> 88

Gy 107
<2125 PRI
913> A
€400> 88
Glu Tle Val
1

Gla Arg Ala

Leuw Ala Trp

35

Tyr Asp Ala
50:

Ser Gly Ser
65

Glu Asp Phe

Thi Phe Gly

L2105 69

<2113 120
212> PRT
218> FA

400> 89

Gl Val ¢ln’

1

Thr Leun Ser

Tyr Trp: Asn
35

Gly Glu Tle
50
Ser Arg Val

G5

Lys: Lew Ser

Lew

Leu

The

20

Tyv

Ser:

Gly

Ala

Gl
100

Leu

Leu

20

Trp

Asn

Thi

Ser

Val Thr Val Ser

The

Feu

Gln

Asn

Thr
Val

Gly

Gln
2

Thr
Ile
His

Tle

Val.

Gln

Sér

Gln

Arg

Asp

70

Tyr

The

Gln

Cys

Arg

Ser

Ser

70

The

Ser
Cys
Lys
Ala
35

Phe

Tyr

Lys

Tep
Ala
Gln
Gly
55

Val

Ala

120

Pro

Arg

Pro

40

Thr

Thi

Cys

Val

Asp
Pro

105

Ser

Ala

Ala

25

Gly

Gly

Leu

Gln

Glu
105

Gly Al

Val

Pro

40

Ser

Asp

Ala

Ty

25

Pro

Thi:

Thi

Asp

Asp Thy Ala Val TyrTvy
90 5

CPCHIZ263582P, txt

95

Cys

Asp Ty Phe Asp Tyr Trp: Gly
110

Thy

10

Ser

Gl

Tle

Thr ]

Gln
906

Ile

Gly

10

Gly

Gly

Asn

Ser

The:

Léu

Gln

Ala

Pro

Leu

Gly

Lys

Tyr

Lys
7h

Ala

Ser

Ser

Pro

Ala
60

Leu &

Val
Avg

4h

Arg

Ser iSer

Seyr

Leu

Ser

Gly

Asn

60

Ast

Val

105

Asn

Lys

Phe

Leu

45

Pro

Gln

Ty

Ser

30

Len

Phe

Leu

Trp

Pro

Ser

Phe

Ty

Pro
15

Ser
Léi
Ser

Glu

Pro
95

Ser
15

=G ly

Tep

Leu

Ser

Cys

Gly
Tyr
The
Gly
Pro

80

Arg

Glu
Tyr
Tle
Lys
Lgu

80

Ala:
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85 90 95

Avg Gly Asn Tyr Gly Ser Gly Tyr Tyt Tyr Phe Asp Leu Trp Gly Arg
100 105 110

Gly Thr 6ln Val Thr Val Setr Sex
115 120

<2105 90

Q11 107
<2125 PRT
SGARCENE:

<4005 90

Asp Tle Gln Met Thr Gli Ser Pro Ser Ser Leu Seir Ala Ser Val Gly
1 g g 15

Asp Arg Val Thre Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
20 25 30

Leu Ala Trp Tyi Gl Gln Lys Pro Glu Lys Ala Pio Lys Ser Leu Tle
35 40 45

Phe Ala Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Avg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Lew Gln Pro
65 70 79 80
[0026]

Glu Asp Phe Ala Thr Tyr Tyr-Cys Gln Glu Tyr Ile Ser Phe Pro: Ile
85 90 95

Thr Phe Gly Gln 6ly Thr Arg Leu Glu Ile Lys
100 105

210> 91

<211» 120
<212 PRT
213> A

<400> 91
Gln Val Gln Lew Gln Gln Tep 6ly Ala Gly Lew Len Lys Pro SerGlu
1 5 10 15

Thr Leu Set Leu Thr Cys Ala Val Tyt Gly 6ly Ser Phe Ser-Gly Tyr
20 25 30

Tyr Trp Asn Trp Tle Arg Gla Pro Pro Gly Lys Gly Len Glu Trp Tle
35 40 45

Gly Glu Ile His His Ser Gly Ser Ala Asn Tyr Asn. Pro Ser Leun Met
50 55 60

Ser Avg Val The Ile Ser Val Asp The Ser Lys Asu Gln Phe Ser Leu
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35 40 45

Tyr 4la Ala Ser Ser Lew Gl Ser-Gly Val Pro Ser Avg Phe Ser Gly
B0 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Sar Ser Leu Gln Pro
65 70 ) 80

Glu -Asp Phe Ala Thy Tyr Tyr-Cys Gin Gl Ty Asn Ser Tyr Pro-Ile
85 90 95

Thr Phe Gly 61n-Gly Thr Arg Leu Glu Tle Lys
100 105
[0030]

<210>- 99

211> 120

212> PRI

213> A

<400» 99

Gln Val Gln Leu Gln Glun Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thi Cyvs Ala Val Tyr 6lyv Gly Ser Phie Ser-Gly Tyr
20 25 30

Tyvr Trp Ser Trp Ile Arp-Gln Pro Pro &ly Lys Gly Lew 6lu Trp Tle
35 40 45

Gly Glu Tle Asn His Ser Gly Asp Thr Asn Tyr Asn Pro Ser Leu Thi:
50 5

Ser Arg Val Thr Tle Ser Val Asp The Ser
65 70

s Asn Gln Phe Ser Len
80

Rl
=

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 80 95

Arg Leu Phe Tyr Gly SerGly Tle Tye Tyr Phe Asp Tyw Tep Gly Gla
100 105 110

Gly Tht Leu Val Thr Val Ser Ser
115 120

110



CN 103154035 B

FF

.l

3

31/58 It

[0031]

<2105 100
211> 107
<212> PRT
213> FA

400> 100

Asp
1

Asp
Lew
Tyr

Ser
65

Glu

Thr

Tle Gli
Arg Val
Ala Trp
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Asn His

The Tle

Ser Val

85

Tyr Gly
100

Yal Thr

Gln Sex
Thr Cys
GlIn Lys
Leu Gln
Asp Phe
70

Tyr Tyr

Thr Lys

Gln Trp
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Leu

45

Pro
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Ser- Ser
120

Al a
25

Gl
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210
LZLL
212>
213>
<400

Asp Tle
1

35

Ser Gly
Phe Ala
Gly Gln

160

111
124

PRT

BA
111

Gln Leu

Arg Leu
20

Asn: Trp
33

Tle Set:
Arg Phe
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Ser

Thi

Cys

Leuw

Gly

Ala

Ala
40

v T v

Arg

Ala

Ser

Val
120

25

Glu

Gly

Leu

Gln

Glu
105

GLy
Ser
25

Pro

Ala

Asp

Lys

Yal

Thi

Gln

90

Ile

Gly

10

Gly

Gly

Thr

Asn

CPCH1Z263582F. txt
Arg Ala Ser Gln Gly Tle Ser Ser Trp

30

Ma Pro Lys Ser Leu

45

Pro:Sex Arg Phe Ser
60.

ILle Ser Ser Leu Gln
Th

Tyr Asn Ser Tyr Pro

Lys

Lew. ¥al Gl Pro Gly
15

Phe “Thr: Phe Thr Asp

Lys Gly Leu Glu Trp
45

Tyr Tyr Ala-Asp Ser
60

Se Lys The Thr Leu
e

Glu Asp Thr Ala Val Tyr Tyr

Gly
105

Thy

90

Ser

Val

95

Tyr Tyr Thy Leu Phe
110

Ser Ser

Ile

Gly

Pro
80

Tyr

Gly

Tyr

Val

Val

Tyr

80

Cys

Asp

MEIMWHHSM'HUSM'%erl&rAht%rVM<ﬁy

2

20

Thr Ile Thi Cys Arg

25

10

15

Ala Ser: Glu Gly Ile Asn Ses
0

<

117
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[0038]

Leuw Ala Trp Tyr
35

Tyr Ala Ala Ser §

50

Ser Gly Ser Gly
Glu Asp Phe Ala

Thy Phe: 61y Gln
100

210> 115
21> 124
212> PRT
213> B A
400> 115

61u Val Gln Leu
1

Ser Len Arg Leu
20

Gly-Met Ser Trp
35

Ser Gly Tle Ser
50

Lys Gly Arg Phe
65

Leu Gl Met Asn

Ala Lys Gly Tyr
106

Tyr Trp Gly 6ln
© 115

105 116
11> 107
£212>  PRT
213y A
<4005 116

Asp 1le Gln Met
L

Asp Arg Val The
20

Gln

Thy

Thr
85

Gly

Tep
5
Ser
Val
Gly
Thr
Ser
85

Tyr

Gly

Thr

Ile

Gl Lys Pro Glu
40

- Lew Gln Seir Gly

55

Asp-Phe Thy Leu
70
Tyr Tyr Cys: Gln

Thr Lys Lei 6lu
105

Gl Ser Gly Gly

Cys Ala Ala Ser
25

Arg Gln Ala Pro
49

Ser-Gly Tyr Ser
55

Ile Ser Arg Asp
70

Leu Arg Ala Glu

His 6ly Ser Gly

105

Thr-Leu- ¥al Thr
120

Lys Ala

Val Pro

Thr 1le
75

Gln Tyr
90

Ile Lys

Gly Ser
10

Gly Phe
Gly Lys
Thi Tyy
Asti Ser
AspThe
90

Ser Tyr

Val Ser

CPCHL263582P txt

Pro Lys Ser Leu
45

Seir Arg Phe Ser
60

Ser Ser Leu Gln

Asn Ser Ty Pro
95

Yal ‘Gln Pro Gly
15

Thr Phe Ser Ser
30

Gly Leu Glu Trp
45

Tye Ala Asp Ser
60

Lys. Asn Thy Leu

Ala Val Tyr Tye

Tyr Thy Ser Phe A

110

Ser

Ile

Gly

Pro

80

Tyir

Gly

Tyr

Yal

Yal

Tyr

80

Cys

Gln Ser Pro:Ser Seir Leu Ser Ala Ser Val Gly

10

15

Thr Cys: Arg Ala Ser Gln Gly Ile Ser Ser Trp

29

118

30
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[0039]

Lew Ala Trp
35

Tyr Ala Ala

50

Ser Gly Ser

65

Glu Asp Phe

Th Phe Gly

210> 117
Qlly 121
€212> PRT
213> A

<400 117

Gln Val Gln
1

Ser Leu Arg

Ala Met His
35

Ala Ala Tle
50

Lys Gly Arg
65

Leu Gln Met
Ala Arg Gly

Gln Gly Thi:
115

€210> 118
211> 107
12> PRT
213> A
<4005 118

Asp Tle Gln
1

Asp Arg Val

Tyr 6ln

Ser Ser

Gly Thye

Ala. Thr

85

Gly Gly
100

Leu Yal

Leu Ser
20

Tep Val

Ser Tyr

Phe Thr

Asn Ser
85

Asp. Tyr
100

Leir Val

Met Thr
3

The Tle

20

Gln Lys

Leuw Gln

5A

Asp Phe
70

Ty Tyr

Thy Lys

Glu- Ser
Cys Ala
Arg Gln
Asp Gly

95
Ile Ser
70

Leu Arg

Tle Ser

Thy Val

Gln Ser

Thi: Cys

Leu Ala Tgp Ty 6ln 6ln Lys

35

Pro:

40

Ser

Thy

Cys

Val

Gly

Ala

Ala

40

Ser

Arg

Ala

Ser

Ser
120

Pro

Glu Lys

Gly Val

Lei: The

Gln Gln
90

Glu. Tle
105

Glv Gly
10

Sei Gly

&)

Pro Gly

Asn Lys

Asp Asn

Glu Asp
90

Ser Gly
105

Ser

Ala
Pro
Tle
75

Tyr

Lys

Yal

Plig

Lys

Ty

Ser

Th

The

Yal

CPCH1263582F. txt
Pro Lys Ser Leu ITle
45

Ser Arg Phe Ser Gly

60

Ser Ser Leu Gln Pro
80

Asn. Ser Ty Pro Leu
95

Val Gln Thr Glv Arg
15

Thy Phe Ser Ser His
30

Gly Leu Glu Trp Val
45

Tyr Ala Asp Ser Val
60

Lys: Asn Thr Leu Tyr
80

Ala Val Tyr Tyr Cys
94

Plie Asp Tyr Trp Gly
110

Ser Ser: Leu Ser Ala Ser Val Gly

10

15

Arg Ala Ser Gln Gly Tle Ser Ser Tep

Pro
40

25

30

Glu Lys Ala Pro Lys Ser Leu 1ls
45

119
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[0040]

Ty Ala Ala
30

¥ Gly Ser

{orReel

S1o

Glu Asp Phe
Tht Phe Gly

9105 119

211> 121

<212> PRT

213 A
400> 119

Gl Val Gla
i

Ser Len Arg
Ala Met His

Ala Ala- Ile
50

Lys Gly Arg
G5

Leu-G1ln Met
Ala Arg Gly

Gln Gly: Thr
115

210> 120
211> 107
212> PRT
213> A
400> 120

Asp Tle: Gln
i

Asp Arg Val

Leu-Ala: Tep Ty

35

Ser

Gly

Kla

Gln

100

Leu

Leu
20

Trp

Ser

Phe

Asn

Ser

100

Leu

Met

Thy
20

Ser
The
Thi
85

Gly

yal
Ser
Val
Tyr
Thr
Ser
85

1le

Yal

i
5

Ile

Gln

Leu Gln:

99

Asp Phe
70

Tyr Tyr

Thr Arg

Glu-Ser
Cys Ala
Arg Gln
Asp Gly
55

Ile Ser
70

Lei Arg

FheGly

Thr Val

Gln Ser

Thi Cys

Gln Lys

Ser

The

Cys

Leu

Gly

Ala

Ala

40

Ser

Arg

Ala

Ser

Ser
120

Pro

Arg

Pro
40

Gly Val Pro

Leu Thr 1le
75

Gln Gla Tyr
90

Glu Tle Lys
105

61y Gly Val
10

Ser Gly Phe
25

Pro- Gly Lys

Asn: Lys Tyr

Asp Asn Ser
75

Glu Asp: Thy

90

Thr GLy Val
105

Ser

Ser: Ser Leu
10

Ala Ser Gln
25

Glu Lys Ala

120

CPCHL263582P txt

Ser Arg Phe Ser Gly

60

Ser Ser Lew Gln Pro

Asn Ser “Tyr Pro Ile
95

Val

Thy

Gly

Ty

60

Lys

Ala

Phe

Ser

Asp

Pro

Gln Pro

Phe Ser
30

Leu Glu
45

Ala Asp

Asn Thr

Met Cys

Asp Tyr
110

Ala Ser

Ile Ser
30

Lys Ser
45

Gly Arg
15
Ser His

Trp ¥al

Ser ¥al

Met: Tyr

80

Tyr Cys
95

TrpGly

Val Gly
15

Ser Trp

Leu Ile
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[0041]

Tyr Ala Ala

50

Ser Gly Ser
65

Glu Asp Phe

Thr Phe Gly

<€210> 121

211> 121

212> PRT

<2135 K
400> 121

61 Val 61n
1

Ser Leu Arg

Ala Met His
35

Ala Val Tle

50

Lys Gly Arg
65

Leuw GlIn Met

Ala Arg Gly
Gln Gly The
115
210> 122
Q11> 107
<212 PRT
213> FA
<4007 122
Asp Tle Gln
1
Asp Arg Val
Leu Ala Trp
35

Tyr Asp Ala
50

Ser Ser

Gly The

Ala Thye
83

Gln Gly
100

Let Val 6

9

Leu Ser
20

Tip Val
Ser Tyr
Phe Thr
Asn ‘Ser

85

Ser Ile
100

Leu Val

Met Thr
5

The Ile

20

Tyr Gln

Ser Ser

Leu

Asp
70

Ty

Thi

Cys

Arg

Asp

Ile £

70

Leu

Ile

Thr

Gln

Thr

Glo

Len

Gln
o

Phe
Tyr

Areg

Ser
Ala

Gln

Gly

55

Arg

Gly

YVal

Ser

Cys

Lys

Glu
55

Ser

Thy

Cvs

Leu

Gly G

Ala

Ala
40

Ser

v Arg

Ala,

Ser

Ser
120

Pro

Arg

Pro

40

Ser

Gly

Leu

Gln

Glu
105

Ser

25

Pzo

Asn

Asp

Glu

The
109

Ser

Ala
25

Glu

Yal
Thy
Gln
90.

Lle

Gly
10

Gly
Gly
Glu
Asn
Asp
90

Gly

Ser
10
ser

Lys

Val

CPCH1Z263582F. txt
Pro Ser Arg Phe Ser -Gly

60

Tle Ser Ser Led. Gln Pro

75

80

Ty Asn Ser Tyr Pro Ile

Lys

Yal Val

Phie Thr

Lys Gly

Tyr Typ

60

Ser Lys

e

Thr Ala

Val Phe

Lew Ser

Gln Gly

Ala Pro

Pro Ser
60

121

Gln

Phie

Leu

45

Ala

Asn

Yal

Asp

Ala

Tle

Lys

46

Arg

9%

Pro Gly Arg
15

Ser Ser Tyr
30

Glu Trp Val

Asp Ser Val

Thy Leiut. Tyr
80

Tyr Tyr Cys
95

Ty Trp Gly
116

Ser Val Gly
15

Ser Asn Trp

30

Setr Leu Tle

Phe Sei Gly
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[0042]

Ser Gly Ser 6ly

65

GluAsp Phe Ala

Thr Phe: 6ly Gln
100

210> 123
211> 121
<212> PRT

400> 123

Gln Val Gln ¥Val
1

Ser Len Arg Leu
20

Ala Met His Trp
35

Ala Val Ile Ser
50

vs Gly Arg Phe
65

Leu Gli Met Asn

Ala Arg Gly Ser
100

Gln Gly Thr Leu
115

2105 124
211> 197
212> PRT
213> B

<400y 124

Asp Ile Gin Met
1

Asp Arg Val The
20

Lew &la Trp Tyr
35

Tyr Asp Ala Ser
20

Thr: Asp Phe Thr
70

The Tyr Tyr Cvs
85

Gly Thr Avg Leu

Val Glic Ser Gly
5
Ser Cys Ala Ala

Val Arg-Gln Ala
40

Ty Asp-Gly Ser
55

Thi Tle Ser Arg
70

Ser Leu-Arg Ala
85

Ile The Gly Ser

Val "Thr Val Ser
120

Thr Gla Ser Pro
5

Ile Thr Cys Arg

Gln Gla Lys Pro
A0

Ser Leu Glun Ser
55

Leu

Gln

Gl
105

Gly

Ser

25

Pro

Tyr

Asp

Glu

Thr

105

Ser

Ser
Ala
24

Glu

Gly

CPCHL263582P txt

Thy 1le Ser Ser Leu Gln Pro
5 80

&)

6
90

Ile Lys

Gly Val
10

Gly Phe
Gly Lys
Lvs Tyy
Asti Ser

]

Asp: The
90

Gly Val

Ser Leu
16
Ser Gln

Lys Ala

Yal Pro

122

Yal

The

Gly

Tyr

60

Lys

Ala

Phe

Ser

Gly

Pro

Ser
60

Gln
Phe
Leu
45

Ala

Asn

Ala

Tle

Lys
45

Pro

Ser

30

Glu

Asp

Thy

Tyr

Ser

Asn
30

Ser

o Phe

Gly
15

Ser
Trp
Ser

Leu

Tyr

95

= Trp

Val

15

Ser

Leu

Ser

Lo Tyr Asn Ser Tyr Pro: Ile
‘ 95

Arg

Tyr

Yal

Val

Ty

80

Cys

Gly

Gly
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[0043]

Ser Gly Ser
65

Glu Asn Phe

Thy Phe Gly

$210> 125
<2115 121
<212> PRT
18> A

400> 125
Gln Yal Glo
1

Sei Leu Arg

Ala Tle His
35

Ala Val Ile
50

Lgs-Gly Arg

65

Lei Gln Met
Ala Arg Gly

G1n 6ly The
115

2105 126
@11 107
212> PRT
@13 WA
<4n0> 126

Asp Tle Gln
1
Asp Arg Val

Leu Ala Trp
35

Tyr Asp Ala
50

Ser Gly Ser
65

Gly

Ala

Gln G

100

Leu

Leu
20

Trp
Ser
Phe
Asn
Ser
100

Leu

Met:
Thz
20

Tye

Ser

Gly

Thy

Val
]

Seir

Val

Ty

Thr

Ser
85

Ile

Val

Tle

Gln

Sey

The

70

Asp Phe Thr Leu

Tyr Tyr Cys Gln Gln

Thy

Glu

Arg
Asp
Tle
70

et

Thr

Thr

Gln

Thy €

Gln

Leu

Asp
70

Arg

Ser

s Ala

Gln

Gly
55

Ser

Arg

Gly

Val

Ser

Lvs

Gln
55

Phe

90

Leu Glu Tle
105

Gly Gly 6ly
10

Ala Ser Gly
25

Ala Pro Gly
40

Ser Asn Lys

Arg Asp Asn

Ala Glu Asp
90

Ser Thr Gly
105

Ser Ser
120

Pro: Ser Ser
10

Arg Ala Ser
25

Pro-G¢lu Lys
40

Ser Gly Val

Thi: Leu Thi

75

CPCH1263582F. txt

The Ile Ser Ser Leu Gln Pro

80

Tyr Asi Ser Tyi ggo Ile

Lys

Val
Phe
Lys
Tyr
Ser
T8

Tht

Yal

Leau

Gln

Ala

Pro

Tle
75

123

Val

Tht

Gly

Iy

60

Lys

Ala

Phe

Sex:
Gly
Pro
Ser
60

Set

Gln

Phe

Leu

45

Ala

Asn

Yal

Asp

Ala

Tie

Lys

45

Arg

Ser

Pro Gly
15

Ser Ser
30

Glu Tep
Asp Ser
Thy Leu
Ty Ty
93

Tyr Trp
110

Ser Val
15

Ser Asn
30
Ser Leu

Phe Ser

Leu Gln

Arg
Tyr
Val
Val
Tyr
80

Cys

Gly

Gly

Trp

Tle

Gly

Pro
80
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[0044]

6lu Asp Phe 8la The Tyr Tyr Cy
85

CPCHTZ63582P: txt

s61n Glu Tyr Asn Ser Tyi Pro lle
90 9

95

Thr Phe Gly Gln Gly Thr Avg Leu Glu Ile Lys
100 106 ‘

Q2105
211>
212>
213>

€220>
<221>
<2225
223>

<2202
221>
222>
223>

<4005

Tle Ser Gly Xaa

1

210>
211>
2125
13>

290>
221>
292>
€223>

<220
221>
<2223
<223>

<4002

127

8

PRT

A

MISC FEATURE
A4, (1)
XaaftArgskSer
MISE TEATURE
(.. (D
XaaR ThraSer
127

128
8
PRT
HUA

MISC. FEATURE
©).. 6
XaaffArgilSer

MISC FEATURE
(6).... (6)

Xaa L ThraiSer

128

Gly Gly The Phe Xaa Xaa Tyr Ala
1 5

2207
221>
L222%
223>

<220>

129
8
PRT
BA

WISC FEATIRE
@.. @
Xaaf:AsnBi1le

MISC FEATURE

3. Gy
XaaZTheEiPro

WISC FEATURE
.. @
XaafEValetlle

Gly Gly Xaa Thr
3

124
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221>
222>
223>

<400>
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MISC FEATURE
(8).. (8) .
KaaValaihla

129

Tle Xaa Xaa Xaa Leu Gly lle Xaa

223>

<400>

5

130
13
PRT
A

MISC FEATURE
12" (12)
XaajtIleniMet

MISC FEATURE
(13) . (13)
XaaZGlunlAsp

130

Ala Arg 61lu Lys Gly VYal Asp Tyr Tyr Ty Gly Xaa Xaa
1 5. 10

210>
211>
2125
213>

[0045]

220>
£221>
€222
£223%

<4003

131
8

PRT

A
MISC_FEATURE

(6).. (6)
XaasEAsngSer

131

61y Tyr Thr Phe Tht Xaa Tyr Gly
1 5

$222%
223>

<400

1

182
8
PRY
E=IN

MISC_FEATURE
(2): (2)

XaaftSer, Threille

MTSC FEATURE
3.3
XaaZAlal Thr

MISC FEATURE

(5)., (5)

XaafZSerEiAsn
132

Tle Xaa Xaa Tyr Xaa Gly Asn Thr
2

125
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[0046]

CPCH1263582P. txt
210> 133

211> 14

PRY
A

£220>

221> MISC FEATURE
(5)... (B)
XaafE1lenkVal

MISC FEATURE
6).. 6y
Yaafi TlenkVal

400> 133

Ala Arg Asp Avg Xaa Xaa Val Avg Pro Asp Tyr Phe Asp Tye
1 3] 10

£210> 134
211> 8
<2125 PR
213> BA

<2205

€231> MISC FEATURE
222> BY..(6)
€293 XaaRAspEGly

220>

<221y MISC FEATURE
> (8).. (8)
XaafTyraiPhe

<400> 134

Gly Gly Ser Phe Ser Xaa Tyr Xaa
1 H

€210 135
Q11> 7

<212> PRT
21 A

£220>

MISC_FEATURE
2y.. @)

KaatHismkAsn

<2205

¢291> MISC_FEATURE
222> (). 4y
293> XaafSermiVal

390>

MTSE FEATURE
S D) Y
3> XaaEThratAla

<A00> 135

Ile Xaa His Xaa 6lv Ser Xaa
1 5

<2107 136
Q1L 14
<212> PRT
213> BA

126
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[0047]

CPCH1263582P. txt

MISC FEATURE
4).. 4y

Xaalyr, Nenillei

£220>

221> MISC FEATURE
(5)... (B)
XaafE Tyrak[le

MISC FEATURE
6). . (6) ‘
XaafiAsp, Glyaitla

221> MISC_FEATURE
<222> (9). (9)
€228% XaargValeliTyr

£291> MISC FEATURE
222> (14).. (14).
€223> XaafeTyrEileu

<A00> 136

Ala Arg Gly Xaa Xaa Xda Ser Gly Xaa Tyr Tyt Phe Asp Xaa
1 5 10

2105 137
211> 8

212> PRT
<218y A

220> -
§2"_ MISC FEATURE

2225 (6).. (B)
223> XaafEGlyEiAsp

<400> 137

Gly Gly Ser Phe Ser Xaa Tye Tye
1 5

<2107 138
<211> 7

<212> PRT
Q13> B A

<2205

<221> MISC FEATURE
<2225 (2).. )

€223> XaaRkTyr, AsnifHis

390>

MTSC_FEATURE
> {B). . By
3> XaaZAspaiSer

<A00> 138

Ile Xaa His Ser 6ly Xaa Thr
1 5

<2107 139
Q1L 14
<212> PRT
213> BA

127
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[0048]

CPCH1263582P. 'txt

MISE. FEATURE
(). (4) .
XaaftTyr, PheEiTrp

MISC FEATURE
(5). . (B)
Xaaft Tyrek Phe

MISC PEATIRE
(9. (©)

Xaa i

;1, ThieiSer

MISC FEATURE
a»n". 12
XausgLeuskPhe

139

Ala Arg Leu Xaa Xaa Gly Ser Gly Xaa Tyr Tye Xaa Asp Tye
1 5 10

<2105 140
211> 8

212> PRT
213> BmA

£220>

<221> MISC_FEATURE
222> {6).. (6)
€223> XaafThraiPhe

MISC FEATURE
(). ()
KaafEPhenl Tyr

140

Gly Phe Thr Phe Ser Xaa Xaa Ala
1 5

210> 141
211> 8

<212» PRT
213> A,

<2205
291> MISC_FEATURE
<222 (6).. (6)
€223> XaaftGlysSer

<2905

221> MTSC FRATURE
292> (D). (T}
223> XaaREHismAsn

<A00> 141

Ile Ser Tvr Asp Gly Xaa Xaa Lys
1 5

<2107 142
QL 12
<212> PRT
213> BA

128
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[0049]

CPCH1263582P. 'txt

MISE. FEATURE
@).. 9y
XaafgALani Tyt

142

Ala Aeg Gly Leuw Gly Val Tep Gly Xaa Phe ‘Asp Tyt
1 ) 10

<210 143
@I 8

<2123 PRT
Q13> BA

MISC_PEATURE
(B).. (5) »
Xaaj2Ser, AsnE{The

L2205

291> WISC FEATURE

222> {B).. (6)

<2235 XaaflAsn, AspElSer

<220

291> MISC FEATURE
<2295 (8)..(8)
293> RauReGlyiAla

<A00> 143

Gly Phe Thr Phe Xaa Xaa Tyr Xaa
5

o

<2105 144
211> 8

212> PRI
21 A

MISC FEATURE
(4y..(4)

XaafESerik Thr

MISC_PEATURE
> (5. (B)
- KaafEAlamiGly

220>

<291> MISC FEATURE
222> (6)..(6)
€293> Xaa B TyrafGly

<2905

221> MTSC FRATURE
22> D). @
223> XaaESermidla

CA00> 144
Ile Ser Gly Xaa Xaa Xaa Xaa Thr
1 5

<2107 145
Q1> 17
212> PRT
21 BA

129
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[0050]

<9225
<223
<220>
<221
222>
223>

400>

Ala Lys %aa ¥aa Xaa Xaa Gly Ser Gly Ser Tyr Tyr Thr Xaa
1 ) 10

Tyr

<2103
211>
<2125
€213>

£2207
<221>
£222>
<2237
<2207
€221
2222
228>

<4002

Gly Tyt Ser Phe
1

210>
<211>
<2125
<2133

L2220
221>
222>
<2237
<2205
221>
<2225
223

<400>

Xaa

MISC FEATURE

3).: (3)
XaafiAlaglGly

MISC_ PEATURE
4).. @
Xaa R HisBkTyr

MISC FEATLRE
5. (5)

YaaZ TyretThy

MISC_FEATCRE

®).. (6 .
XaaftHis, Phesklen

MISC_FEATURE
(14). . (14)
#ELeuslSer

145

5

146
8
PRT
BN

MISC FEATURE
G).. (B
XaafE Seral Thr

MISC FEATURE
€6).: (6)

Xaas 1 leskSer

146
5

47
8
PRT
A

WISC: FEATURE
@2).. (@)

XaasZPheskTyr

MTSC FEATIRE
8).. 8
XaafZIlenlThe

147

Xaa Xaa Tyr Trp
5

130

CPCHI263582P. txt
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[0051]

1

<210>
L2113
K212»
213>

400>

Ala Arg Gln Pro Gly Asp Trp- Ser Pro Arg His Trp Tyr Fhe A
1 5 10

220>
221>
222>
223>

400>

Ile Xaa Pro Gly Asp: Ser Asp Xaa
5

148
16
PRT

A

148

D

149
8
PRI
EUN

MISC FEATURE

3).. 3
XaaffAsnakSer

149

Gly Tyr Xaa Phe Thr Ser Tyr Trp

1

<2105
@11
<212
213>

€290>

400>

Tle Ser Ala Tyr Asn Gly Asn Xaa
1 5}

<2102
211>
€212>
<213>

<4005

Ala Avg Glu lyr

1

51

150
8

PRT

A

MISC FEATURE
(8).., (8)
XaafZSeral Thy

150

151
18
PRT
BA

151

Asp Val

€220%

152
8
PRT
BA

MISC FEATURE
{6). . 6)
XaafEAspEiSer

Ser Lyr Asp Ser-Gly
a5
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[0052]

<4002

CPEHIZ63582P, txt
MISC. FEATIRE
(7). (1)

Xaa R Tyreklis

MISC FEATURE
®. (3)
XYaaZValnlAla

152

Gly Phe Thr Phe Ser Xaa Xaa Xaa
1 5

210>
<211

<212

<213>

2205
<2213
222>
223>

€905
<2217
<2925

400>

1

<2103
<211y
219>
213>

<2207
<2213
<9995
<728

<2207

$221%

222>
<2232

<2205
<2213
<292>
<2235

£220>
<2215
2922
£223>

<2905

<2213
<299>
223>

<2205
<2215

222>

<220%
£921>
<2295

2

153
8
PRT
SN

MISC FEATURE

(?}.~f§7' )
XaaZAsnmi Tyr

MISC_FEATURE
(81 (8)

XaaZLysaiGlu

153

1e Ser Ty Asp Gly Ser Xaa. Xaa.
) 5

154

1

PRT

’%gfx

MISC_FEATURE

(D). (4) )
Xaaj2Gly, AspaliSer
MISC_FEATURE

{5).. (b

XaaiZ [lest Tyr

MISC_FEATURE

(6)... (6)
Xaa 2 ThrEille

MISC FEATURE
.. {70

Xaa 26 lvakSer

MISC FEATURE

(8).. (8)
Xaa & ThreSer

MISC FEATURE
Q.. 9y
Xaa e ThratSer

MISC FEATURE
(.. (1)

132
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[0053]

CPCH1263582P: txt

4223> XaakkTyvraiVal

400> 154

Ala Arg Glv Xaa Xaa Xaa Xaa Xaa Xaa Gly Xaa Phe Asp Tyr
1 3 10

210> 155
@Iy 9

<2125 PRT
€213 #A

MISC FEATURE
(8).. (8)

XaafeIlegilen

155
Gl Gln Ala Asn Ser Phe Pro-Xaa Thy
2

2105 156
@I 9

€212> PRT
213> BA

MISC_FEATURE
GG
XaaftAsniiHis
<400> 156

Gl Gln drg Ser Xaa Tep Pro Arvg Thr
5

210> 157
211> 6

212> PRT
2185 #A

MISC._FEATURE
(5).. (5
XaafArgsiSer

157

Gln 6ly Lle Ser Xaa Trp
1 B}

<210> 158
Sy 9
<2125 PRI
213> BA
<400y 158
6ln Gla Tyr Asn Ser Phe Pro Pro. Thr
1 5

210> 159
£Z211> B

<2125 PRT
213y A
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42205
221>
£290>
223

<400>

MISC FEATURE
(4). . (4)

XaaSeriiAsn

159

Gln Gly Ile Xaa Ser Trp
1 5

<2102
251>
Q212¥
<213>

£220>
2215
222>
£223>

<4002

Xaa:

169
9

PRT
BA

MISC_FEATURE
81, (&
= TyrEiLeu

160

Gln Glu Tya Asn Ser Tyr Pro Xaa Thr
1 5

<2107
211>
212>
213>

290>
221>
€292>
[0054] 293>

L2202
221>
<2222
4223

<4003

g

J

101
PRT
A

MISC_PEATURE
4

.iﬁa%&ﬁeféﬁﬁsﬂ

MISC_FEATURE
(5)... (B)

XaafgSorikAsn

161

Gln Gly Ile Xaa Xaa Tip
1 5

<210>
211>
212>
213>

<Z220>
<221>
<202
223>

<HO0Y

1

210>
211>
212>
213>

400>

162
9
PRT

A

WISC FEATURE

)
XaaRLysEiAsn

(62

1o Glo Ty Xaa Ser Tyr Pro- Lle Thr

163
7
PRT
BA

163

Ile Tyr His Ser Gly Asp Thr
1 5

%)
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[0055]

210> 164
Q1> 122
212> PRT
2185 A

€400> 164

Glu
i

Ser
Tep
Gly
G1n
6o

Leu

Ala

Val Gln Leu

Leny Lys Tle

20

Ile Gly Trp

35

Ser Tle Tyr
50

Gly Gln ¥al
Gln Trp Thr

Arg Gln Arg
100

Gly Gln Gly The

115

<210> 165
211> 107
212> PRT
213> A

<400> 165

Glu
1
Glu
Tye
Tle
Gly
65
Pro

Thr

Tle Val Len

Arg Ala Thr
20

Lew Ala Trp
35

Tyr 6ly Ala
B0

Ser Gly Ser

Glu Asp: Phe

Phe: Gly Gly
100

Val
5
Ser

Val

Gln

Cys

Arg

Pro Gly

Thr
Ser
85

Gly

Thr

The
5

Leu
Iyr
Ser
Gly
Ala

85

Gly

1le
70
Lei

Asp

Val

Gln

Ser

Gln

Ser

‘Thy

70

Val

Thy

Ser
Lys
Gln
Assp
55

Ser
Lys
Ty

Thy

Ser
€yvs
Gln
Arg
55

Asp

Tyr

Lys

Gly

Ala

Met

40

Ser

Ala

Ala

Tyr

Yal
120

Pro

Arg

Lys

40

Ala

Phe

Tyr

Val

Ala

Ser

25

Pro

Asp

Asp

Ser

Tyr

105

Ser

Gly

Ala ¢

25

Pro

The

Thr

Cys

Glu
105

Gl
10
Gly

Gly

Thr

Lys

Asp
90
Phe

Ser

Thr
10

Gly

Gly

Val 1

Tyr
Lys
Arg
Ser
75

The

Ty

Leu:

Gln

Gln

Lle

Leu Thi

Gln
99

Ile

135

CPCHLZ263582P: txt

Lys

Ser

Gly

Tyr

60

Lle

Ala

Gly

Ser

Val
Prio
6()

Ile

Tyvr

Lys
Phe
Leu
45

Arig

Ser

[le T

Met

Leu

Val

Pra

Asp

Ser

Gly

Pro

His

30

Glu

Pro

Thr

Asp
110

Ser

”

Setr

30

Avg

Arg

Arg

Ser

Gly
15

Phe
Trp
Ser
Ala
Tyr
95

Val

Glu

Tyr

Met

Phe

Tyr

80

Cys

Tep

Pro Gly

15

Ser

Leu

Phe

Leu

Ser
95

Lieu

Ser

Glu
80

Leu
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[0056]

CPCH1263582F. txt
<210> 166
2115 8
<212> PRT
<2 13> %:-llj }\

<400> 166

Gly Iyr Ser Phe His Phe Iyr Trp
1 5

<2103 167

211> B
125 DRI

213> BA

<400> 167

Ile Tyr Pro Gly Asp Ser Asp Thr
1 3

210> 168
211> 15
<212> PRT

Q13> B

<400> 168
Ala Arg Gln Arg Gly Asp Tyr Tyr Trr Phe Ty Gly Met Asp Val
1 5 10 15

210> 169
@iy 7

212> PRT
213> A

€400> 169

Gln Ser Val Ser Ser Ser Tyr
1 5

210> 170
211> 8

212> PRI
213y A

<4003 170
Glu 6ln Tyr Gly Ser ‘Ser Leuw Thr
1 5

210> 171
211> 119
<212y PRT
213> A

<4007 171
Glu Val Gln Leu Lew Glu. Ser Gly Gly Gly Lew ¥al Gln Pro Gly Gly
1 5 10 15

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

Pro Met Ala Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Thr Ile Ser Thr Sei 61y Gly Arg Thi# Tyr Tyt Arg Asp Sci Val
50 55 60
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[0057]

Lys Gly Arg Phe
65
Eeu Gln Met Asn

Ala Lys Phe Arg
100

Thr Leu ¥al Thr
115

@105 172
211> 110
212> PRT
@135 A

400> 172

Asp Ile Gln Leu
i

Thr Yal Lys Leu
20

Tyr Val His Tep

1le-Tyr Asp Asp
50

Gly Ser Ile Asp
65

Val Ala Jle Glu

Ser Phe Asn Val
100

<2105 173
21> 119
212> PRI
@13 BA

400y 173
Glu Val 6ln Leu
1

Ser Leu Arg Leu
20

Gly Met Phe Trp
35

Ala Thr Ile Ser
20

Thr Tle
70

Ser Leu
85
Gln Tyr

Val Ser

Th Gln

5

Ser Cys

Ty Gln

Asp Lys

Arg Ser
70

Asp Glu
85

Phe Gly

Val Glu
5
Ser Cys

Val Arg

Arg Tyr

SerArg Asp
Arg Ala Glu

Ser Gly Gly
105

Ser

Pro Asn Ser

Thy Leu Ser
25

Leuw Tyr-Glu

40
Arg Pro Asp
55
Ser Asn Ser

Ala Ile Tyr

Gly Gly Thy
105

Ser Gly - Gly

Ala - Ala: Ser
29

Gl Ala Pro

40

Ser Arg Tyr
55

CPCHLZ263582P: txt

Asn Ser Lys Asn Thy Len Tyr

Asp Thi Ala Val Tyr Tyi Cys
99 95

&)

Phe Asp Tyr Trp Gly Gln Gly
110

Val
10

Sér

Gly

Gly

Ala

Phe

90

Lvs

Gly
10

Gly

Gly

Ser
Gly
Arg
Val
Phe
75

Cys

Leu

Leu

Phe

Lys

Tyr

137

The

Asn

Ser

Pro

60

Leu

His

The

Yal

Thr

Gly

Ser

[le G
3

Peo

Asp

Thy

Ser

Val

Lys

Phe

Leu

45

Pro

Leu

Thr

Arg

Ile

Tyr

Leu
110

Pro

Ser

30

Glu

Asp

Gly
15
Asn

The

Phe

His

Val

Gly

15

Ser

Trp

Ser

Ser

Asn

Met

Ser

Asn
80

Ser

Gly

Tyt

Yal

Val
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[0058]

Lys Gly Arg Phe
65

Lei Gln Met Asn

Ala Arg Arg Pro
100

Thr Lew Val Thy
115

210> 174
21> 106
<2125 PRT
218y AR
400> 174

6lu Ile Val Lew
1

Glw Arg-Ala Thr
' 20

His Trp Tyt Gln
35

Asp Thr Ser Lys
50

Gly Ser Gly Thr
65

Asp Phe Ala Val

Phe Gly Ser Gly
100

Thr

Sex

85

Leu

Val

Thi
35

Leu

Gln

Leu

Asp

Tyr
85

Tht

Ile

70

Led

Tyr

Ser

Gln

Ser

Lys

Ala

Phe
70

Ty

Lys:

CPCH1263582P. txt

Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr

Arg Ala Glu Asp Thr Ala Yal Tyr TyiCys
0. 95

75

80

Gly Ser Ser Pro Asp Tyr Trp Gly Gln Gly
110

105

Ser

Ser- Pro:Ala. Thy
10

Cys Ser Ala Ser
25

Pro Gly Gln Ala
40

Ser Gly Tle Pro
55

Thr- Let Thy Tle

Cys Phe Glp Gly
90

Lew Glu Met Arg
105

Leti Ser Len

Ser Ser Val

Pro Arg Leu
45

Ala Arg Phe
60

Ser Ser: Leu
78

Ser Pra Gly
15

Thr Tyr Val
30

Leu Ile Tyr

Ser Gly Ser

Gl Pre Glu
80

Ser Gly Tyr Pro Leu Thr
95

138
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lgHV3-23-01 / 1GHJ4-02 — VH bxf (211)

TH1014~050 TYYADSVKG

SETYYADSVKG
GETYYADSVEG
TYYADSVRG

VH1014-049 EVQLLESGGELVQPGGSLRLSCAASGETESSYAMSWVROAPGKGLEWVSALS
VH1014-051 EVQLLESGGBLVQPGGSLRLSCAASGETESSYAMSWVROAPGKGLEWVSALSG
VH1014-055 EVOLLESGGGLVOPGGSLRLSCARSGETESSYAMEWVRQAPGKGLEWVSATS:

S EVQLLESGGYLVOPGGSLRLSCARSGETESS YAMENVROAPGKGLEWVS AL SGRGGRT Y YADSVKG
IgHV1~-23~01 RETISRDNSENTLYLOMNSLRAEDTAVYYCAK-===~= YFDYWGQGTLVIVSS

TH1014-050 'RFTISRDNSKNTLYLQMgsLRAEDTAVYYCAKARANWDYFDYWGQGTLVTVSS
VH1014-049 »TL@lQMNSLRAEDTAVYYCAKARANWDYFDYWGQGTLVTVSS
VH1O0L4-051
VH1014-~055

2k

KA

lgHV1-69-04 / IGHJ6-02 — VH sl (Z11)
IgHV1—69—04'QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIIPILGIANYAQKFQG

HAOKFOG

TH1014-084 (QVOLVQOSGAEVKRPGSSVKVSCKASGGT WVRQAPGOGLEWMGRT

& OVOLVOSGAEVKKPGS SVEVSCKASGCTERX YA TSWVROAPGOCLEWMGRI LOKEQG
IgHV1-69~04 RVIITADKSTSTAYMELSSLREEDTAVYYCAR~—————=— GMDVWGQGTITVIVSS
TH1014-084 1 VWGQETIVIVSES
A RVTITADKSTATAYMELXSLRSED TAVYYCAREKGVDYYYGRXVWEQGTTVIVSS

< 1B

139
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lgHV1-18-01 / |IGHJ4-02 = VH texf (2a1)

IgHV1=-18-01
TH1014-169
VH1014-123
VH1014~161
VH1014-124

#£4

IgHV1~18-01

TH1014-169%
VHI014-123
VH1014~161
VHI1014-124

#4

OVOLVOSGAEVKKPGASVKVSCKASGY TE TS YGISWVROAPGQGLEWMGW I SAYNGN TN YAQKLOG

QVOLVQSGAEVRKPGASVKVSCKASGYTE GISWVRQAPGQGLEWMGVl

OVOLVOSGAEVKKPGASVRVSCKAAGYTE! GISWVRQAPGQ%LEWMGWI@
QVQLVOSGAEVKKPGASVKVECKASGY TR THYG T SWWROAPGQGLEWMGWLSA
OVOLVQSGAEVKRPGASVEVSCRBAGCYTE

OVOLVQSGAEVEKKPGASVRVSCRASGYTE TH

———————— YFDYWGQGTLVIVSS
WRPDYFDYWGOGTLVTIVES

RPDYFDYWCOGTLVTIVSS

REDYFDYWGOGTLVIVSS

RVIMITDTSTSTAYMELRSLRSDDTAVYYCARD

RPDYFDYWGQGTLVTVSS

RVIMTITDISTRTAYMELRSLRSDDTAVYYCARDREXVRPDYFDYWGQOGTLVTIVSS

Kl1C

[gHV4-34-01 / |GHJ4-02 — VH FeaT (412, No. 1)

IgHV4-34-01
TH1014-025
VH1014-001
VH1014-143
VH1014-01%
VH1014-021
VH1014-027
A
TgHV4~34~01
TH1014-025
VH1014-001
VH1014-143
VH1014-019
VH1014-021
VH1014-027

QVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGEINHSGSINYNPSLKSR
QVOLOOWGAGLLKPSETLSLTCAVYGGSE SRY YWHIWI ROPPGKGLEWIGE IHHS GSTNYNPSLKSR

OVOLQOWGAGLLKPSETLSLTCAVYGGSESGYY IRQPPGKGLEWIGEINHBGS TNYNPSLKSR

QVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWiJIRQPPGKGLEWIGEI

IROPPGKGLEWIGETL STNYNPSLESR

IROPPCGRKGLEWIGEIHHSGSTNYNPSLESR

OVOLOOWGAGLLEPSETLSLTCAVYGGSE
QVOLQOWGAGLLKPSETLSLTCAVYGGSE
OVOLOOWGAGLLKPSETLSLTCAVYGGSE

{TROPPGKGLEWIGE IHHSGSTNYNPSLKSR

OVOLOOWGAGLLKPSETLSLTCAVYGGSE WIRQPPGKGLEWIGEI §G5§NYNPSU§SR

VT TSVD TS KNOFSLRL SV TAADTAVYYOAR = YEDYWEOGTLVTVES
VTISVDTSKNOFSLKLESVTAADTAVYYCARG 3

VIISVDTSKNOFSLELSSVIAADTAVYYCARG

VTISVDTSKNQFSL@LSSVTAADTAVYYCARG VGQGTLVTVSS

VIISVDISKSOFSLKLSSVIAADTAVYYCARG f@GTLVTVSS

VIISVDTSENOFSLKLSSVTAADTAVYYCARG WCOGTLYVIVSS

VTTSVDTSKNQFSLﬁLSSVTAADTAVYYCARG OGTLVIVSS

VTISVDTSKEOFSLELSSVTAADTAVYYCARG

KD

140
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lgHV4-34-01 / 1GHJ4-02 — VH HEA (212, No. 2)
TgHV4=34-01 OVOLOOWGAGLLEPSETLSLTCAVYGGSESGY YW

SHWIRQPPCKGLEWIGEINHSGSTNYNPSLKSR.

TH1014-091
VH1014-032
VH1014=035
VH1014-036
VHIOL4-054
VH1014~084
*H
TgHVA-34-01
TH1014-091
VHIO14-032
VH1014-035
VH1014-03%
VHLIO14-054
VH1014-094
A

QVOLOOWGAGLLKPSETLSLICAVECGSFSCYYWEN I ROPPGKCLEW IGEI ¥HSGRTNYNPSLKSR

OVQLOUWEAGLLEKPSETLSLTCAY ‘GSFSGY%WSWIRQPPGKGLEWIGEINHSG%TNYNPSQ@SR
QVQLOOWGAGLLKPSETLSLTICA
OVOLOOWGAGLLKPSETLSL TCAVYGESF SBY YWSWIRQPPGKELEWIGEINHSGS TNYNPSLKSR

OVOLOOWEAGLLKPSETLSLTCAVYGGSPSGY YWSWIROPPGKGLEWIGE IHH SGS TNYNPSLK SR

GGSFSGYYWSWIROPPGKGLEWIGE INHSGRINYNPSLESR

OVOLOOWGAGLLKPSETLSLTCAVEGGSFSGY YWEWT ROPPGKGLEWIGE I ¥HSGRTNYNPSLKSR
QVOLOOWEAGLLKPSETLSLTCAS IRQPPGKELEWIGEIRHSCRTNYNPSLRSR

VTISVDISKNOFSLELSSVIAADTAVYYCAR-—==m—as YEDYWGQGTLVTIVSS

VITSVDTSKENOFSLKLESVIAADTAVYYCAR EDYWGQETLVIVSS

VIISVDTSKNQFSLKLSSVTAADTAVYYCARLY YEDYWGQGTLVTIVSS

VTISVDTSKNQFSLKLSSVTAADTAVYYCARL; YEDYWGOGTLVTIVSS

VIISVDTSKNQFSLKLSSVIAADTAVYYCARL YEDYWGQGTLVIVSS

%]

VIISVDTSKNQFSLKLSSVTAADTAVYYCAR YEDYWGQGTLVTIVSS

O |o

VTISVDTSKNQFSLKL@SVTAADTAVYYCAR R ‘ﬁDYWGQGTLVTVSS

VIISVDTSENQFSLK XDYWGOBTLVIVSS

%]

XSVIAADTAVYYCAR

Kl1E

lgHV3-530-3-01 / IGHJ4-02 — VH i (212)

TgHVL=3 0.
TH1014-129
£

TgHV3-30-..
TH1014-129

OVOQLVESGGEVVOPGRSLRLSCARSCGETFSSYAMHWVROAPGKGLEWVAVISYDGSNKYYADSVKGR

QVOLVESGGGVVQOPGRSLRLSCAASGETE HWVRQOAPGKGLEWVAVLISYD PYADSVKGR

OVOLVESGGEVVQPGRSLRLSCAASGETE HWVRQAP@KGLEWVAVISYDG@K YADSVEGR

FTISRDNSKNTLYLOMNSLRAEDTAVYYCAR~———~=~YEDYWEOGTLVIVSS
FTISRDNSKNTLYLQMNSLRAEDTA@YYCARGLGVWG@FDYWGQGTLVTVSS

K1F

141
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|gHV3-23-1 / |GHJ4-02 — VH HoxT (ZA34)

TgHV3-23-1 EVQOLLESGGGLVOPGESLELSCAASGETESEYAMSWVROAPGKGLEWVSATSGSGGSTYYADSVKG
TH1014-098 EVOLLESGGGLVOPGGSLRLSCARSGETE SWVROAPGKGLENVSALSG TYYADSVEG
VH1014-105 EVQLLESGGGLYOPGGSLRLSCAASGET SWVRQAPGRGLEWVSAISE
VHL014-100 EVOLLESGGCLVOPGESLRLSCARSCET] VROAPGKGLEWVSATS TYYADSVKG
VH1014-125 EVOLLESGGGLVOPGESLRLECAASGET
VH1014-162
£
IgHV3-23-1
TH1014-098

TYYADSVEG

VH1014-105 RETISRDNSKNTLWLOMNSLRAEDTAVYYCA
VELOT4-100

FDYWGQGTLVIVSS

RETISRONSKNTLYLOMNSLRAEDTAVYYCAK) EDYWEOGTILYTVES

VH1014-125 FDYWGOGTLVTVSS
VHIOL4-162

FDYWGOGTLYIVSS
AEDYWGOGTLVTVSS

K16

lgHV5-51-01 / IGHJ2-01 — VH Heaf (#4834, No. 1)
IgHV5-51=01 EVQLVQSGAEVKKPGESLEISCKGSGYSF TSYWIGWVROMPGKGLEWMGI IYPGDSDTRYSPSEQS

TH1014-127 EVQLVOSGAEVKKPGESL

Ly EVOLVOSGAEVKRPGESL

IgHV5-51-01 QVIISADKSISIAYLOWSSLKASDTIAMYYCAR--—~~-———-YEDLWGRGILVIVSS
TH1014-127 QVIISADKSISTAYLOWSSLEASDTAMYYCARQOPGDWSPREWY

LWGRGTLVTVSS

A OVTISADESISTAYLOWSSLKAGDTAMY YCARQPGDWSPREWYEDLWGRGTLVTVSS

K 1H

|gHV5-51-01-01 / |GHJ5-02 — VH Hex] (4834, No. 2)
IgHV5-51-01 EVQLVOSGAEVKKPGESLKISCKGSGYSFTSYWICHVROMPGKGLENMGI IYPGDSDTIRYSPSFQG

TH1014-159 EVOLVOSGAEVRKPGESLKISCRESGYNETEYWIGHVROMPGRGLEWMGT IYPGDSDTRYSPSFOG
A EVOLVOSGAEVEEPGESLKISCKGSGYRF TSYWICWVROMPGRGLEWMGT I YPCDSDTRY SPSFQG
TgHVE-51-01 QVIISADKSISTAYLOWSSLKASDTAMYYCAR - ————neo NWEDPWGQGTLVIVSS

TH1014~159

é%%f OVTIBADKSISTAYLOWSSLKASDTAMYYCARWGTYYDILTGYFNNFDPRGOGTLVIVSS

KT
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fgHV1-18-01 / IGHJB-02 = VH . (423b)

IgHV1=18-01
TH1014-132
£
IgHV1-18-01
TH1014-132
£

OVOLVQOSGAEVKKPGASVKVSCRASGYTE TSYGISWVROAPGQGLEWMGHW LSAYNGN TN YAQKLQG

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYGISWVRQAPGQGLEWMGWISAYNGN%N )
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYGISWVRQABGQGLEWMGWISAYNGN%NK%QK%QG
RVIMITDISTSTAYMELRSLRSDDTAVY YCAR— =~ =Smm——m GMDVWGQGTTVIVSS

RVIMTTDTRTSTAYMELRSLESDDTAVY YCAREYSYDSGTYFY YOMDVNGOGTIVIVSS

RVIMITDTSTSTAYMELRSLREDDTAVYYCAREYSYDSGTYFYYGMDVWGQGTTVIVSS

K1)

lgHV3-30-3-01 / IGHJ4-02 — VH ] (413b)

TgHV3-30..

TH1014-153
VHID14=033
VH1014-160
VH1014-166
VH1014=152
VH1014-167
£4

IgHV3-30..

TH1014-153
VH1014-033
VH1014=160
VH1014-166
VH1014-152
VH1014=167

SR

OVQLVESGGEVVOPGRSLRLSCAASGETESS YAMHWVROAPGKGLEWVAVISYDGSNKY YADSVKG
OQVOLVESGEGVVOPGRSLRLSCAASGEF TESBY R FHWVROAPGKGLEWVEVISYDESNKY YADSVKG
RESLRLSCAASGFTF SSHAMHWVROAPGKGLEWY.

QVQLVESGEEVVOE

: SYDGSNKYYADSVKG
GVOLVESGECVVOPGRSLRLSCARSGETES SEAMHWVROAPGKGLEWVAET S
CVOLVESGEGVVOPGRSLRLSCAASCF TESS YAMHWY RQAPGKGLEWVAVISYDES YADSVKG

QVQVVESGGEEVWVOPGRSLRLSCAASGFTE SSYAMHWVROAPGKGLEWVAVISYDGS¥KYYADSVKG

OVQLVESGGGEVVQPGRSLRLSCAASGETESSY. i

WVROAPGKGLEWVAVISYDGSNKYYADSVEG
OVOLVESGEGVVOLGRSLRLSCARSEETES :

YADSVKG

RETISRDNSKNTLYLOMNSLRAEDTAVYYCAR-~

%FDYWGQGTLVTVSS

RETISRDNSKNTLYLOMNSLEAEDTAMYYCAR GVEDYWGQGTLVIVSS
RETISRDNSKNTLYLQMNSLRAEDTAVYYCAR
RFTTSRDNSKNTMYLOMISLRAEDTAMEYCARGE
g5
i

RETISRDNSENTLYLOMNSLRAEDTAVYYCARGHE
RETISRDNSKNTLYLOMNSLRAED TAVY Y CARGE M A GUEDYWGOGTLVIVSS

RFTISRDNSKNTLYLQMNSLRAEDTAVYYCARG%

EPCUEDYWGOGTLVIVSS

iy

[GVEDYWGOGTLYTVES

CHFDYWGOGTLVIVSS

RETISRDNSKN LQMNSL%AEDTA YCAR

K 1K

143

5/23 7L



CN 103154035 B

in B H M

IgKV1-12-01 / |GKJI5-01 = VL Fexf (481

IgKv1=12=01
VL1014~050
VL1014-084
VL1014-049
VL1014-051
VL1014-055
A
TgRV1=12-01
VL1014-050
VL1014-084
YL1014-049
VELA01T4-051
VL1014-055

2H

DIQMTIQSPSSVSASYEDRVTITCRASOGISSWLAWYQORKPGRKAPKLL IYAASSLOSCVPBRESGSG

DIQMTQSPSSVSASVGDRVT ITCRASQGISSWLAWY
DIQMTQSPSSVSASVGDORVTITCRASQGISSWLAWY
DIQMIQSPSSVSASVGDRVITITCRASOGI SSWLAW
DIQMTQOSESSVSASVEDRVTITCRASOGISSWLAWY

PGRAPELLIYAAS
PORAPKLLIYYAS
PGKAPKLLIYARS

LOSGVPSRESGSG

LOSGVPSRFSGSE

LOSGVRPSRESGSG

DIQMTQSPSSVSASVGDRVTIITCRASQG I SSWLAWY:

DIOMTQSPSSVSASVGDRVTITCRASOGT S SWLAWY! SELOSGVPSRESGSG

SGIDFTLTISSLOPEDFATYYCOOANSFPITEGOGTRLETIRK
SGTDFTLTISSLOPEDFATYYCOQANSEPI TEGOGIRLETK
SGTDFTLTISSLOPEDFATYYCQQOANSE

SGIDETLTISS EDFATYYCQQANSFPITFGOGTRLETIK
SGTDETLTILSS EDFATYYCQOANSEPITFGOGTRLETK
SGTDFTLTISS EDFATYYCOOANSFPITFGOGTRLEIK

SGTDETLTISS

EBFATYYCOOANSFPETEGK

K24

[gKV3-11-01 / IGKJ1-01 ~ VL BRI (ZH1)

TgRV3-11-01
VL1014-169
VL1014-124
VL1014-161
VL1014-123
HH
IgRV3-11-01
VL1014-169
VL1014-124
VL1014-161
VL1014~123

K

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGOAPRLLIYDASNRATGIPARFSGSG

EIVLTOSPATLSLSPGERATLSCRASQSVES Y LANYOOKPGOAPRLL IYDASNRATGIPARFSGSG
EIVLIQSPATLSLEPGERATLSCRASQSVSEYLAWYOOKPGOAPRLL Y DASNRATGI PARFSGSE
EIVLTQSPATLSLSPGERATLSCRASQSVSS Y LAWYQOKPGOAPRLL IYDASNRATGIPARFSGSE
EIVLTQSPATLSLSPGERATLSCRASOSVSSYLAWYQORPGQAPRLLIY

EIVLIQSPATLSLSPGERATLSCRASQSVSSYLAWYOOKPGOAPRLLIYDESNRATGIPARESGSGE

PSNRATGIPARFSGSG

SGTDFTLTISSLEPEDFAVYYCQORSNWPHWTIFGQGTRVE LK
SGTDFTLTISSLEPEDFAVYYCOQORSNWPRTIFGOGTKVEIR
SGTDFTLTISSLEPEDFAVYYCOORSNWPRIFGOGTRVEIK
SGIDFTLTISSLEPEDFAVYYCQORSNWPRIFGOGTRVE LK

SGIDFTLTISSLEPEDFAVYYCOURSHWPRTEGQOGTRVEIK

SGIDFTLTISSLEPEDEAVYYCOORSYEWPRTEFGOGTKVE IK

K28
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lgKV1D-16-01 / |GKJ5-01— VL H3T (#12. No. 1)

TgRV1D=16 ...

VL1014-025
VL1014~001
VL1014-019
VEL10L4a~143
VL1014-021
VL1014-027

TGKVID=16 ..

VL1014-025
VL1014-001
VL1014-01¢9
VL1014-143
VL1014-021
VL1014-027

£H

DIQMTOSPSSLSASVGDRVT ITCRASQET SSWLAWYQORPEKAPKSLIYAASSLOSGVPSRESGSG
DIQMTQSPSSLSASVGDRYTITCRASOGT SRWLAWYQQKPEKAPKSL IYAAS SLRSGVPSRFSGSE

DIOMTOSPSSLSASVEDRVT ITCRASQGI SRWLAWYQOKPEKAPKSL IYAAS SLRSGVPSRFSGSG
DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKSLIYAAS%LQSGVPSRFSGSG
DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKSLIYAASSLQSGVPSRFSGSG

DIOMTOSPSSLSASVGDRVIITCRASQGL SSWLAWYQOKPEKAPKSLIYAAS SLOSGVPSRESGSE

DIQMTQSPSSLSASVGDRVTITCRASQGISﬁWLAWYQQKPEKAPKSLI%AAS GVPSRESGSG

SGTDEFILTISSLOPEDFATYYCOQYNSYPITFGOGTRLEIK
SGTDETLTISSLOPEDFATYYCOOYNSYPITEGOGTRLEIR
SGTDFTLTISSLQPEDFATYYCQQYIS%PITFGQGTRLEIK
SGTDEILTISSLOPEDFATYYCOOYNSYPITFGOGTRLETK
SGIDETLTISSLOPEDFATYYCOQYNSYRPITFGOGTRLEIK
SGIDFTLIISSLOPEDFATYYCQOYNSYRPITFGOGTRLEIK
SGTDEILTISSLOPEDFATYYCOQYNSYPITFGOGTRLETK
SGTDFTLTISSLQPEDFATYYCQQYNS%FIIFGQGTRLEIK

Kl2C

[gKV1D-16-01/ [GKJ1-01= VL H* (482, Na. 2)

TgRVID=16 ..

V11014-091
VL1014~032
VL1014-035
VL1014-036
VL1014-054
VIL1014-094

H£H

TGKVID=16 ..

VL1014-091
VL1014-032
VLI0T4-035
VL1014-036
VL1014-054
VL1014-094
#£H

DIOQMTOSPSSLEASVGDRYT ITCRASQG ISSWLAWYQOKPEKAPKSLIYAASSLOSGVPSREFSGSG
DIQMTQSPSSLSASVGDRVIITCRASQGISEW YOQKPEKAPKSLIYAASSLOSGVRPSRESGSE
DIQMTQSPSSLSASVGDRVI ITCRASOGT SSWLAWYQORPEKAPKSLIY.
DIQMTOSPSSLEASVGDRVTITCRASQGT SSWLANYQORPEKAPKSLIY]

LOSGVPSRESGSG

LOSGVPSRESGSG

DIQMTQSPSSLSASVGDRVTITCRASQGTI SEWLEWYQOKPEKAPKSLIYAASRLOSGVPSRFSGSE
DIOQMTQSPSSLSASVGDRVTITCRASOGT SSWLAWYQOKPERAPKSLIYARS SLOSGVPSRESGSG

DIOMTOSPSSLEASVGDRYTITCRASQGTISSW

DIQMIQSPSSLSASVGDRVTITCRASQGISEW EWYQORPERKAPKSLIY LQSGVPSRFSGSGE

SGIDETLTIISSLOPEDFATYYCOQYNSYPWIFGOGTRVE IK
SGIDFTLTISSLOPEDFATYYCOQYNSFPPTFGQGTRVEIR
SGTDETLTISSLOPEDFATYYCQOYNSFPPTEGOGTKVEIR
SGIDFILTISSLOPEDFATYYCOQYNSFPPTIFGOGTRVEIK
SGIDFTLTISSLOPEDFATYYCQOYNSFPPTFGOGTRVELIK
SGTDFTLTiSSLQPEDFATYYCQQYNSFPPTFG@GTKVEIK
SGIDFILTISSLOPEDFATYYCQQYNSEFPPTFGOGTRKVEIK

SETDFTLTISSLOPEDFATYYCOOYNSFPPTRGRGTRVEIK

Kl2D
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lgKV1D-16-01 / 1GKJ2-01 — VL Fb3f (4 3a)

IgKVID-16 ..

VL1014-098
VL1014-100
VL1014-105
V5L1014~125
VL1014-162

#£H

TgKV1D=16 ..

VL1014~098
VL1.014-100
VL1014-105
VL1014-125
VL1014-162

A

DICMTQSPSSLSASVGDRVI ITCRASQOG ISSWLAWYOQKPERAPKSLIYAASSLOSGVPSRESGSG
DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKSLIY§§§SLQSGVPSRFSGSG
DIQMTOSPSSLSASVGDRVTITCRASQGISSWLAWYQOKPEKAPKSLIYAASSLOSGYPSRESGSG
DIOMTQSPSSLSASVGDRVTITCRASQG “SWLAWYQQKPEKAPKSLIY&&ESLQSGVPSRFSGSG
DIGMTOSPESLEASVEDRVT I TCRASQGIHSHLANY QOKPERAPKSL IYAAS SLOSGVPSRFSGEE
DIQMTQSPSSLSASVGDRVTITCRASQEISSWLAWYQQKPEKAPKSLIYééESLQSGVPSRFSGSG

DIOMTQSPSSLSASVGDRVIITCRASQG é WLAWYOOKPEKAPKSLIYAASSLOSGVPSRESGSE

SGTDFTLTISSLOPEDFATYYCOQYNSYPYTFGOGTKLELK
SGIDETLTISSLOPEDFATYYCOQOYNSYPYTFGOGTRLEIK
SGIDETLTISSLOPEDFATYYCQOYNSYPYTFGQGTKLEIR
SGIDFTLTISSLOPEDFATYYCORYNSYPYTFGOGTKLEIR
SGIDFTLTISSLOPEDFATYYCOOYNSYPYTFGOGTKLELK

prd

SGIDFTLIISSLOPEDEATYYCQQOYNSY :
SGIDFILTISSLOPEDFATYYCQQYNSY

K 2E

IgKV1D-16-01 / IGKJ5-01 — VL Fu&T (213b)

TgKVID=16. ..

VL1014-153
VL1014~152
VL1014-166
VL1014~167
VL1014-160
VL1014-033
£

TGRVID-16: ...

VL1014-153
VL1014~152
VL1014-166
VL1014~167
V5L1014-160
VL1 014-033

£H

DIQMTOSPSSLSASVGDRYTITCRASCGISEWLAWYQOKPERAPKSLIYAASSLOSGVPSRESGSG
DIQMTQSPSSLSASVGERVTITCRASQGISSWLAWYQQKPEKAPKSLIYﬁASSLQSGVPSRFSGSG

DIQMTQSPSSLSASVEDRVIITCRASQG NLAWYQOKPEKAPRSL T ?_§$LQSGVPSRFSGSG

SELOSGVPSRESGSG
SSLOSGVPSRFSGSG

S

DIQMTOSPSSLSASVGDRVT ITCRASQGI SHWLAWYQQKPEKAPKSL I
DIQMTQSPSSLSASVEDRVTITCRASOG LS HWLAWYQOKPERAPKSLIVE:
DIQUTQSPSSLSASVEDRVT ITCRASQOD I SSWLAWYQOKPEKAPKSL IYARSSLOSGVPSRESGSG
DIQMTQSPSSLSASVGDRYT ITCRASQGISSWLAWYQQKPEKAPKSLIYAASSLOSGVPSRESGSG
5SLOSBVPSRESGSG

DIQMTQOSPSSLEASVGDRVIITCRASOG WLAWYQOKPEKAPKSL IS

SGIDFTLTISSLOPEDFATYYCQOYNSYPITFGOGTRLE IK
TDFALTISSLOPEDFALY YCQQYHSYPITFGOGTRLEIK
SGIDFTLTISSLOPERFATYYCOQYNSYPITFGQGTRLEIK
SGTIDFTLTISSLOPEDFATYYCQQYNSYPITFGOGTRLEIK
SGTDFTLTISSLOPEDFATYYCQQYNEYPITFGOCTRLEIK
SGIDFTLTISSLOPEDFATYYCQOYNSYPITFGQGTRLEIK
SGTDFTLTISSLOPEDFATYYCQQYNSYPITFCQETRLEIK
TISSLOPEAFARY YCQQYRSYPITFGOGTRLEIK

Kl 2F
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HAUSE5a94E 4 v EC:ss
200000+ FEL pa/ mL
- PC1014-025 0.580
156000 o~ PC1014-050 0.722
W -= PC1014-084 0491
= —= PC1014-098 0.336
50000 e PG1G14--‘127 2.290
- Herceptin 0.547
v m%‘}xﬁ_iﬁ—ﬂ‘g\ -
0-
N
Q.
o
[g/ mL]
K3A
HAUS6S 844 i
. - ’50
i Svoni —e— PC1014-129 0.578
i -~ PC1014-132 0.911
B 8~ PC1014-153 0626
g 100000 -8 PC1014-159 1.300
= == PC1014-169 0.908
50000+ -=- Herceptin 0.547
v ORHE-AER -
0-
N
o
090
[pg/ mL]
& 3B
B A431HY £ L -
40000+ F B Hg/ mL
® )
~— PC1014-025 0.128
30000 e~ PC1014-050 1.135
L & PCTOT4-084 0:498
E 20000~ 8 PC1014-091 0:633
= —— PG1014-098 0.101
ao—— —&— PCTOT4-427 4.270
== Herceptin 0.845
o v REAEAL - R N
N
?
N
Q

[rg/ mL]

K3C
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BA31894 5
30000+ _ ; ECso
: B4 pa/ mL
o~ PCG1D14+129 0.316
Ly 200004 o= PC1014-132 0068
a - PC{014-153  0.244
% == PC1014-159 0.855
100004 = PCI014-169 0.415
~%- Herceptin 0.845
v REATA-RT R
0-
N
Q
N
&

[ug/ mL]

K3D

M 10 pug/mL
31 pg/mL

MFI-PE

V%]
N

) & A
S’Q%QQ’Q NG

vvvvuvb‘v&\uv@
85,85,0°,8°,8°,0°,9 Q {B\%
CEELELELLEEE ¢

U D O O g
w\%b@@g@

K4
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sap 102101
s

R

# 5.0x10
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4000000~
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4 3000000
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.\;R‘) 20060000+
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1000000
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~o- PC1014-159
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~— TH1014-pert
-
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o~ PE10T4-127
-8~ PC1014-129
A PE1O14-182
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¢ PC1014-159
~e~ PC1014-169
* THi014-pert
o EAPAL R

-« ~ETA -4 449

=== TH1014-084
- TH10:14-098
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Ft~ k ~BTA -4 44

A431 fBie

4000000 -~ TH1014-091
l ~e~ TH1014:025
I ; —+ TH1014-129
3000000 e R s ~
§< """"""" s % == TH1014-pert
R ' s AR E R
5 2000000+ YA 2 A PR
# A
HoRR0RGe: C ~8 TH1014-091
- : d © TH1014-025
0 TH1014-129
M N o & Q@ §° ¢ TH1014-pert
NS e BARIATR
mAbIR L _
(ng/mlLy e B RO F XTI
&18D
-~ |gG1-005-1TL x 1gG1-169-K409R
30000007, - |gG1-025-1TL x 1gG1-005-K409R
; s 1gG1-025-1TL x 1gG1-153-K409R
"h\"{ _ ¥ 1 gG1-025-1 TL x lgG1-169-K409R
%8 2000000 S 1gG1-153-1TL X 1gG1-005-K409R
R s 1gG1-153-1TL x 1gG1-169-K409R
w®o @ 1gG1-005-1TL
roRoORe:- B 1gG1-005-K409R
) * * * Y ae 1gG1-025-1TL

- : N 1gG1-158-1TL

A N & o & 1gG1-153-K409R
d A AT w0 19G1-169-K409R
mA bR e B IOE &
(ng/mL) & Herceptin

- R R R
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A
w0 1.0
Ead
# 0.8
& ~
g "\i 0.6
T
oL P
-E-§ 0.4 |
% | m ¥
0-0 ¥ ] ] ] ] ] ] L] L ] ) L] ] ] 5
NS 4»‘* P
58 ,.--.}bq’,’\%cb ST R & QQQ?
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gG1-183 + |gG1—1-69A gG&1-153 .+ 1gG1-005 IgG1-153:1TL x 1gG1-169-K409R
SIRTTE:. . W )

A
#¢  0.64 e B gy 19G1-025-1TL x IgG1-153-K409R
- lgG1-025 + gGi1-169 & 19G1-005-1TL x IgG1-169-K409
& 2 TgG1-153-ITL x IgG1-005-K409R
— % 0.4 IgG1-025-ITL x IgG1-169-K409R
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4.0x109¢<
06
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% 2.0x1006 4§ Duo YTH12.5/169
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) l» ¥ 1] ] ¥ ‘l‘ L}
001 01 1 10 100 1000 10000
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4.0%10° 6
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- 183
250000+
=
200000+ i
“\\. SRS \\\}{\\

AR
Y

m -
¥ 150000 S
g 100000 i
ke
50000+
N A X, N N S Q
'QQQ QQ QQ QF N \Q
e Q°
S [ug/ mL]
K16
NCI-N87 #£ %
IPIB IR G 8 AT 4e 06 7 ab 22
i
A\\\\\\‘
m\\\\\\
&

b o | ] T T T ] 1
0 7 14 21 28 35 42 49 56 63 70

238 L S 0 R 3K

E17A

159

hu-HER2

hu-HER2-=ch(l
hu-HER2-ch{l
hu-HER2-ch(l
hu-HER2-ch(l

HPdh

)
h
i)
V)

HuMab-HepC
HuMab 091
HuMab 084
HuMab 169
422 40 mo/kg
438 10 mg/kg
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e
100
== HuMab-HepC
804 e HuMab 091
& 4 HuMab 084
4 607 wios HuMab 169
Ad
/Q 40-
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0 " ' — ,
0 20 40 60 80
B (BP9 s 69 R 4D
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