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The present invention relates to bispecific binding molecules, especially antibodies, targeting HER3
and another antigen selected from HER-2 and EGFR antigens, methods for the production of these molecules,

compositions, and uses thereof.
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The present invention relates to bispecific binding molecules,
especially antibodies, targeting HER3 and another antigen selected from
HER-2 and EGFR antigens, methods for the production of these

molecules, compositions, and uses thereof.
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[ Z5BHERHE ]
CRC LA
4 4 HER-3 X HER-25(EGFR 7 #4554 77 4
ERC LA

BISPECIFIC ANTIBODIES BINDING TO HER-3 AND TO EITHER
HER-2 OR EGFR
[citr<His ]

[0001] A% 35 %A 5t #E R HER-3 K 55— 38 H HER-2 . EGFR .Z i
FReeREZERFEGE e LHIRE S AREERFESTZ2hH4E 0 Bl
a¥) > REAE -

[oeRidsdin ]

[0002] ‘B #&4%ER iz B2 756 <2 %2 (EGFR/HER1 ~ HER2 ~ HER3 &
HER4) ZHERF G LEAIADIE B AR < 2 & ~ S IleR ~ R NS
FE BRI - PIIMAPK K PI3K/AKTERE - HERAZfG 2 S By — & i
AAMAE A M e ~ BE— 5 R0k R A A P s s B > B2 AR Y IS A PR ST ME R B
Mg Ik R PR B AR IR & - IR R R (B9 H B 2 AR RER B Wi (2 /e 2 5%
b - W{AHERZRE R & 2 39 AL R e AL DA R HLAHAE A B 3k 2 8 g iR
{EEEMBET > RIM5HERZ T EREEREZ/EL - HERFER 2
TRk = A F TP P2 8 R 45 A R g

[0003] AERT 2 A\ KA RE G o 38 20 rf AL (R g 0 B 28 B 5 [IEAVHER (S 5%
HEZKH - AREEREE S B RESUR S T 2w EE
H - EEREBEREER - REEER - S TEAFHER 2% S5 &
o BHIMT > A ERHHERF R RAERE T 2558 - EGFR{E45-95% 2

B 1 HEGEHREAD)
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Wk B e T R ER o AR B R BLU) R A B R b 2 B &S AU BR - TRAET-
58% < W g f i T HER2 223 - A HER24HE 2 Bk g 8 B H JF R
MERIE R - RITHER2 A ge /8 R o g4 B EHREH R E -
HEAh - HER3 22 B B [ g 8 26 3 MR o I e R [R AR A A

[0004] WREER REONSE MR E R ZEBENSRTER - HRPIEEE
AR (B MG IN2% » 2 VERE In10%) - BIfE R B a2l - (H TR 51K
7o HEBLAOERFEREFIIARSERE L —  {EIVFESF 2%
TSR 7 AHEN20% e 5% < Bl e 9 — A = E BV ER - Bk
Z AR AR > 20204 2 ERATELEE 2 55T IK (466,003 41) B 3 22 B 2 &
E (495,773 —H2% - HAT - BEHEAE k2 (G R bR < 90%) %45 h Fifr ~ (&
BRI EEALEE A ZHAEHOER  ERRAR o 1996 F #H Y5
PE & (gemcitabine) fFE Fs — &A% » B MEREFH U BERS 1713
A B — FERSEFEEROS)E2PIR T E18% « HEHET 7 S EERH
b AEZBRBESER AR FIZHE - HILBE20055F - 277 W fH5E
Yy > BlTarceva® (JL)&%5JE (erlotinib)) Kz Abraxane® (HZEH&E S K12
B2 ) e At A RS el © LR B S —E ek > RSN EES &
EREMESEAEFH P EES TEEH - BARHER3AIGIE] - EA1E
B PR 52 B o (I/TTER) T 7 52 e 3P A S5 48 0 5

[0005] #&rh B8 IR HERAZ BS B N R le < 06 R A 1T HY Ja R i
T B (2 R P B2 (S SR i A s 2 [ T 58 e 2 PR

[0006] FERLIEEN T - BEHSFIEANRERT A EE A5
AUAT R s Y - R B ETAH BZ AT OE - B EEH RS R
%% (Fitzgerald JB, Schoeberl B, Nielsen UB, Sorger PK. Systems biology

52 HEEHRHAS)
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and combination therapy in the quest for clinical efficacy. Nat Chem Biol.
2006; 2:458-66.) - & o] NI HIHER(E 5 EE 2 TREEE /N F18
Bz B S B T 1 B (TKD) - 40 A7 7 JE (lapatinib) BB S BT - ORI
PLES » W20 75 % & B B (cetuximab) B¢ #f ¥+ ¥ B 7 (trastuzumab) o & X
b BZRNMEREERE 2 TKUE K » PR —EFEENEHREE
B2 REERZBRTE - (R E B AR ER -

[0007) FFZEECRE TEREGHTBZEE - Ci8HETmAD
2H & K HE [ HER %8 » L HEGFR/HER2 2 " 88 1] A FI 1 001 1) Bk Mt fed
HER -

[0008]) CliE—Pa%at TR ZIEHiAR (BsAb) » HKHifEmAb 2 1%
HUH G o AT > HERETHERE - MEE RS KB E M EGE - A ED
B YA RS - RBER A RS b - A R 2 MRS
AT ERENEEEE -

[0009) = > Liu & HL[E % (Liug A, A Novel Antibody
Engineering Strategy for Making Monovalent Bispecific Heterodimeric
IgG Antibodies by Electrostatic Steering Mechanism. J Biol. Chem. 2015;
290(12):7535-62) . # it B 55 B HEGFR R FTHER2$L B8 & BB R Jo R A
Horp oy Bl E R TR B HT (panitumumab) & i Z R B © PLASAL/EHG
Sh R ERE N BRI B 2 $H B EGFR+/HER2+ 4l g ik 2 & ME - 281 » thbiss

ZIEMEA AR

[0010] MM-111 » — fi# f{i Merrimack Pharmafff & 9 $ HER2/#ji
HER3 & 5% 2 M #7188 (McDonagh % A, 2012 ; SpiessZ A, 2015) » EL{L &
B E - BB (GE)X A E K < HER2[G M B & 1T 5% - 11

53 HEWREAD)
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RN ER A EEMEL -

[(o011] £ E R M RBEEBREEZ T HHE L+ & B
(duligotuzumab) > — & $i EGFR/ $iy HER3 2 55 B 4: | #8 (Schaefer Z A,
2011b : SpiessZE A, 2015) » BpY %5 B ) fF By & /5 ZFOLFIRL.Z
HEMETT IR - AR T - B L BREFCREREN TN Z E
FOLFIRL.Z 40 & Z % fea H #ICEE -

[0012] ZERY EACAE - 97 B BRVEL M HERZ f8 & B B
fiRe LU e R -

[#IHNE]

[0013] AZ$HA AR 2 asET i #8 (R HER3 2 55— 15 H EGFRE(HER2
ZAUR ZFr i S BV GUAS > T Ve RS ERE -

[0014] FRHES L > AZFHREE -FHERFEEPIRGRE  H
RE %9 [A] B 45 & PR HER-3 K 55 — e HHER-2BCEGFRFT R Z i JR - 4 R 2
MRREahR RS

()E& Bl (Abl) ZVL-CLE 45 5 HY VH-CHI EH ## ~ Fab
o K

()EZ G2 (Ab2) Z VL-CLES 45 & HY VH-CHI1 E # Z Fab

HHEZ Abl 2 Fab 5 By 2 VHIE 2 NI 4% 1 2 R332 7 3 8 £ 52 Ab2 2
FabH F& >~ CH13 > Cliff -

H A AbIECAb2 2 — 3 By iH 7 B+ B Hi (patritumab) SCH I BELT 4
/.

K Ab1E{Ab2 2 S5 — (5B H DU T 4R 2 B« dh ZER B s o)

54 HEWREAD)
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BEGTAEY) - BB T3k BT (matuzumab) 5L DR 7 4 1) e 76 % B B HU s 3L o)
BELTAE -

[0015) FEEfEEHEMHID » Ab2 Bl B + B i ot LA 67 1)
AL A& LA AL BE ¢ RSk B s Ih A AT A - Bk
B S B T AR W R 7 T B UL I B G A -

[0016] e B HE BIcF + 7t % & B 2 THAE AT A9 B AR (ETY
3t o BLfL 43 B BLPE % B VH R VL R B R 91 % ) 80% — B Y
VH R VLR B 51 -

[0017] 1L EE Ml » Abl.2 CHI B CLIk B /5 #Ab2.Y CHI
CL R [&] 2 3] -

[0018) fEFEEM H » AblEAb2H 2 —3& 7 Fab CHI15 & Ze 4
W o HC{%FEE T BB AU I BN 5 2 CH B 2 R B 19208 7 #RIE S
BE LT 3% CHIUBL AT 4 » FLEIRCLER 2 28 B o » L (585 £l P o e 1
B B E (1 LIk o L fir B 1375 % & R T FL P 4 e W B 2
PR CLIG o 2 (i B 11404 > 45 B B T8 2L 11 18 32 CLI (7 4 » R/ s 3L 3
AbIEAb2 S Y — 85— % ¥ Fab CHIUBL 228885, » 1 {436 i F A RE
MR EfE S A BR T (1 CHU b 2 (i B 143 5 (4 e e 7 2 L P e A e 2
AU 3% CHISG b 2 fir B 1 881 = xR B B 4T 2 32 CHUBR 674 » HLEIRCL
R R S o (5 AR R B TR R I (R I B E 3 2 CLB P > (i B 133
B SRR TR FL AR ES TR AL I AU CLI o 2 [ B 1760 - S4B T 2
it 1 2% CL BT 4 -

[0019] (e EEHEHIT - Sk TR a4 D TR B s
H 2 s : EPKX1CDKX2HX3X4PPX5PAPELLGGPX6X7PPX8PX9PX10GG

55 HEEWRAD)
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(SEQ ID NO:33) » Hf1X1 X2+ X3+ X4-X5+X6- X7+ X8+ X9 -
X105 A8 E 2A Y B & (T i 5 -

[0020] AT —fEEER 2o+ HE & W EHEE R
GEE BPREEEGREN X MER TR S R B -

[0021]) FrdRfEE MM+ » KEH L ERHFEE T T HES W IREHE
T VU RS i 2 & RIS

HpEEHEas

a. Bk E N 2 Fcl@ » LA & ##-CH2-CH3

b. 5% Fcl& 5 a2 f 3 1 Abl 2 Fab VH-CHI1 8 78 8 » H ez g0 i
Sk 46 5% CH2 8 > NI B1Ab 1 2 CH LI, > Clif 8 3%

c. % Abl Z CHII X 35 h 2 K # $% + Fr 51 i 5 22 Ab2 2 Fab VH-CHI1
Ei > HA sz L A% T F7R % Abl 2 VHIE 2 NI Bl 5% Ab2 2 CH13 2
Cliii 122 -

L H 57 VO RS B & W i Ab 1 2 Fab VL-CL#E §# & Wi {i¢ Ab2 2 Fab
VL-CLES - 3% Fi il & 5 UL ERSE S &

[0022] fES—EEHF - EREN S TFEE)WRER - &5
B &SEQ ID NO:27 H#Z{HEHSEQ ID NO:274H 5k » Keb) VUFRES §# » Eorp [y
fFRES # B0 & SEQ ID NO: 14 H#(# HISEQ ID NO: 14401 - H. 55 Fi iR i
#SEQ ID NO:18 A #: (£ SEQ ID NO:184H#K -

[0023] fES—EEHIF - EREN S FEE)WRER - &5
B&SEQ ID NO:29 HEZFEHISEQ ID NO:29%H 5k » K b) VU {FREE ## - Ho o1 [y
fFRES # B0 & SEQ ID NO: 14 H#(# HISEQ ID NO: 14401 - H. 55 Fi iR i
4 SEQ ID NO:16 H#:{ZEHSEQ ID NO:164A 5% -

6 HEEWHREHAS)
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[0024) S5 —EHEAIF > EREM>TEIIMGERE - H&E
B&SEQ ID NO:31 HEFEHSEQ ID NO:318H 5k » K b) VU {FREE ## > Ho o1 [y
RS A& SEQ ID NO:14 Hirg{: (HSEQ ID NO: 14405k » H 5 R fRES i &
4 SEQ ID NO:20 H#: = HSEQ ID NO:204H 5% -

[0025]) KW GRHAN—TEHANREEAZH L EREM T2
%o BITEBEN TR

a [EG BB EAREEFRG TEERREN L X ER LD E#E
AN ESCFTE g 2 SRR S 2 18 AR 0 K
b HZIBBEENEHZEFEBE WO ZEmEEZ TR -

[0026]) KREFIHINGRINAZE R EMHIRE G R R ER R
M+ HARFEEER -

[0027]) KREFEHINGRANAZE 2 B EMHIRE S R 8RR
Mo+ HGRAREREIE - WEFNPRERE - BHSE - RIBEEBRRE - 7
BT 2 B RRAE R - B A R R -

QEEVGREETEED
[0028]
B 1. A0 B B HiR R EE
B2. #MELISAENI 2 2fE iR~ [l E R G - SahEERUT

FRF &S & 0 (A) % B £ B i - il 22 PR B P -Fe 1 &E [ '€ 2 HER3-Fe |
HER2-His (ZZHI/NE) - AR & EE 2 HER2-Fe & HER3-His (A HIZNE) -
(B) s B 1 B 470 - & H BR B 470 -Fe &K [E] 7 2 HER3-Fc ;X EGFR-His (72 fHl
/INED) o AR &8 & % 2 EGFR-Fe &z HER3-His (745 fl/N &) 20 (C) H s B +- B

fi-v8 % & B -Fe & & 2 < HER3-Fc ) EGFR-His (72 fIl/NE) > PLR &

57 HEGEWHHRAD)
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[& € < EGFR-Fc e HER3-His CAI/INE)  #57~2K H ELISAGS &l 4j 2
R KB RE(ECS0) -

3. R E PR HIAKT (pAKT) RERK (pERK) 2w {E 2 A4
Ttk o FEER AL PUAS (B) TH e RUBANAE IR (A) FF 882057 88 - BEIR AT
NRGU/EGFEC{IRR EVIHERF@E 105788 - (EHIAER 212 > B HTRFZK
EEpAKT KpERKZ R E - HH AL A FAEF R ZFN TE
*CNRG1/EGFR R 5 Z 4 i o & 2 Ay i R Bk % (B (100% © 5 &E) > A
Pherastarsg {25 EHITR-FRET{E5%(665 nm/620 nm&HLE) o DL 73 EEZK
FonBEBE(E /KT - HEEHREI% (HE)£100% (BE) - HF100%% fE
MIEARFAEBSAb ZF THY " B E ) P W1t -

B4, REBEMN D B REPIRERNDIR - HERRIEGIRE
2 &ESw1990 (A) KPDX P2846 (B) PDACHI A £ FEFEAE 2 /)N &, 1 AV e &g
&R (ERAVNED A7 ER (R E/NED < JaRGES R 2R AE RN (TCDH

TEE R S0P A F (KRBTSRI A RI/NE T - IRE B ER RS
L FFEENF R -

B S. Sw-1990RIERIEY) T R RIETR BN ZE - R EMN
RS ZSw1990/E g 2 71E Z RIHGLE T - (EHBRABEEZIA
HFCIRL B R MEDTAS - BsAb IRREFE[CDI19 K CD3 2 # PRy 2 1%
PiRE o (EH 9% NaCUZERIE Ry fe M E g « fERFEREE U R ECEERD K AE
XA40BMEECERAD T 2B E S B T E-M 2 EE-FeZ 2%

[ 6. £Sw1990-FAE% B /N EEAE AL o > fE A3 I 2 e 1
A E R REBUNTME 2 JURER R - (AR ENE &IaE 2/ NE VBRI
Sw1990 R AHY T 2 CD3+IME A B R sH &R (B2 oo A - B &Ll

5 8 HEEWREHH)
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5 B+ B - P R EPL-Fo B EE4EBsAb IRR R 4ENaClEHE > RER MY
YR 2 EsR 2 G R E O (R INE) - 585 Qupathii fS 11 B {15 fE &3 U1 1
FEERERE T 2 CO3+HRME 2 K/ o (B)FE 1w =040 T 73 A 59l 2
T2 B&BIXAbEE Z/NEVIFRATS w1990 FRAEZ 1Y)~ NK4HAT 7 e e 2l
SH7 o B3 AMEL/D - CD45 ~ CD3 ~ CD19 - CD49 -~ NKp46 - IFN gk % 4
88 K CD107a%s R AR IS0 ML 4HAT © /.CD45+ CD3+ CDI9+4HAT
bz M BE 1% > BfCD49+ NKp46+ NKANHEMETEG ML E B - BEIR LT
CD107af 4 A N TFNIZERD « (C)/ERSNErbBEfR 2 73 « &KiHFrE -8
$i-7H % B -Fo ¥ EE4&EBsAb IRR K &&NaClE H 2 Sw1990 B A 1) 1]
i Z EGFRY: 7 S M 5 (R E/NED » 73 HIE&NaCUA R ~ %
BB - i ZEREHT-Fe ~ 0% B L BEAH-E ZBREHT-Fo R B 1 B -
7% E B P-Fe R B 2 & Sw1990 & /% 16 ¥ 2 B ¥ < ErbB <2 f8 R BLAY 7
77 B 53 it (Western blot analysis) » (ERIMEEBF/RN2EY) - (£
LI-COR Odyssey k@ =SB E K EE7H 7 2B (P RE/NED - ST
Wy RAE Y T 2 ST IE B O IR (LAVEDBRE ZEE(TEVNE) -
FA=ESwI990 R /NEEIT & E 5 - BsAb IRR HFINF&E &7 A
CD19} CD3 ~ 14 #1184 -

B 7. S5 GRS I B T B - % B -Fe i BT R HUES
ZIERBINTHARY o BCER 2 ESw19904HAE RAEH 2 /N 2 B A R (RE
NEDRFEER(TE/NE) - AR Fea & » AEVNREBHEF ZFTH
MEaAMEEEEEE b MEE LE-HZEEN-Fcsall17
me/kg i - BEHRE BB B - BRI ZE BH)HLI10 mg/kg{f
A HEE &Y B LB+ 2 E BEHOGIES me/keglif - KB EHEH

59 HEWHRHAS)
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JER RS A 2 FR BT

8. HER3#i/R4EHELISA (n=1)4 ZBMXO003-001 (fH%F 8 + B -
PH % E B i-Fo) ~ BMX003-010 (ACF (Lot 2+ B -9 % & B Hi-Fo) &
BMX003-011 (48 A JF/EiE%Rs B £ B4 - 78 2% 5 B4 -FeZ 8f) < 45 & -

[B9. EGFR{FSESGELISA (n=3)5 2 BMX003-001 (fif 8 + B -
PH % E B i-Fo) ~ BMX003-010 (ACF (Lot 2+ B -9 % & B Hi-Fo) &
BMX003-011 (48 A JF/EiE%Rs B £ B4 - 78 2% 5 B4 -FeZ 8f) < 45 & -

B 10. BMX003-001 (%58 1 B $i-75 % & B Hi-Fc) ~ BMX003-010
(NFAEMER B+ B H- 1 2 & B P1-Fo) RKBMX003-011 (&8 AFAEMH: B £
BH-7H % & B-Fe B8 45 & R SW- 199040 A0 =~ 4fiAT %2 i _F ~ HER3
KEGFREHZHET) » AKX AME i e (n=3)& M -

B 11. BMX003-001 (%58 1 B $i-75 % & B Hi-Fc) ~ BMX003-010
(NFAEMER B+ B H- 1 2 & B P1-Fo) RKBMX003-011 (&8 AFAEMH: B £
BH-mZEBi-FeEaMAlHAKT (A) RERK (B) Z [BJE L4 & R FHY b
B b £Vt -

B 12. BMX003-001 (%8 1 B $i-75 % & B Hi-Fc) ~ BMX003-010
(NFAEMER B+ B H- 1 2 & B P1-Fo) RKBMX003-011 (&8 AFAEMH: B £
BY-r9 % EE-Fe BN IEFAEHCT- 116 MM QEIE LM - ARB).Z
B T A ENKAAERR K (CD107a 2 FRE) 2 BETT -

[ 13. {5 SW 1990 i iz S8 #% fH M54 /17 2 BMX003-001 (fiEFy B
T HEH-r9 %5 Bi-Fo) ~ BMX003-010 (AR EEfT 2 LB -2 F BT
-Fc) R BMX003-011 (&8 AR LM B+ B i1-vH % & Bi-Felg ) 2 & i
N 22 (BMX003-01 ~ BMX003-010 &2 BMX003-011{42.8.5 mg/kgff

5 10 HEEHIEREIE)
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A EBMXE Y% LA17 mg/kg{EH) -
[ =t /73]

[0029]
—

RIIFAEZ DS 7 F 2 EARGE R B YT N B RS PUSk &5 6% - H e iR AE
[5] 2 8 K P foR A RIS B 4E Bl - 5% 35 B o R el (5 b R 2L B 0 4 fF A9 e B

RSB PRI AE —E -

[0030] fEMABYIVIES > FAEAEBEY EH a0 e~y R
o ZEEESADAERBERED ZEB(FEA) - IgA -~ IgD ~ IgE ~ IgG K
IgM - E#ENG ] BV 2% BIEEE @ ZREE S Hi#My - a &Ko
< = {#38 ( B N 22 Clii 48 5% A5 CH1 ~ CH2 e CH3) » [fj 2 #fp fee 2 A 7E &
F DU {8 (N 28 Ol 45 98 2 CHIL ~ CH2 ~ CH3 B CHA Y - TgA - 1gG
FelgD 2 CH1 K CH2 3 (5 b vl B g o oy B > % 8509 < RIEAE A [EI R 2
B & AMEE - BAEIgARIgCZBER T » LA T A A 2 E & A HEE -
1gG1 ~ 1gG2 ~ 1gG3 R IgG43 BIEH &A15 ~ 12, ~ 62 (K77 K 12{F i
B~ el - HIgAlRIgA25 Bl BH &7H 20 o710 e BB 2 $3 # -

[0031]) fFACMTEAARY ~ 8o @ A fow - HRJBLE M E g E A4S &
B4 ERNDLR T B[R —HE - WEK S ThEE EOPSEERY -
N o] S 35(VL) 2 18 By E & - 5% I 2 & i Ay CL 2 B —IgH [ -

[0032]) =g ik uE HCHIBFICLE MMV E R B/ E0EME Ak
DA & VH/VLAH G 0F R AKEC ¥ - H W iR B g 45 rh H CH3 3 2 FR Y 2B
HE/EHEHELGFRAKES - REKES D F 24 HAT &HMCHIECL
S R R s el 2 TR ] AR mAig AL -

11 HEETEREE)

(C254397PA docx

112107660 FEHESE A0202 1123167309-0



202342538

[0033] PIRGEEAMEG SR REERYEER ZE - LA
EeEREE R BB E# 2 VH R CH UG B 2 %5 58 F2 R g 4H e B
i R Fabg By (B A R BRBIHUREEG) - Fab/ B s e & AR NE A B8 H (L
HRARREIRER 7T ELE - ZANE B B (58 5 b5 & e B i (f]_E /Y
W ZPiE sy T REE > MR EEE RS EE - HhES
g > sEAE EA BN EIEE T 2Ry TR o BRI
it $8 2 ¥& Bk (A | > P IR AR R0 P WA {1 AH [ By Fab J7 B &H i ELRE T - i 8 O
FrEE 2 R EZ 0 F(ab)2f/ Br i 2 hii il 2 R e £ Fab' 7 B -

[0034] HiRGEES ZEENVHR VL Z 571 R Fv R B (G
R HEeEAPMRE S B R fm) L 5 /A ER
(CDR) -

[0035] Pifie 2 & HHEBRE Sy T AL L S S I RUE B A JERY
P s L > Had Eif 2 ICHFYCH2 R CH3 3 (B(CH2 ~ CH3 k. CH4
Bk WHPURE LRI E) > HL B Fcl& B A& fi R L) -

[0036] m1ht YR BT R W IR EE 8 2 — Bt - RAFLEZ IR T
BAWMEMEETRSE AR - H R LR RS & 5 W A E Y 5L R A E
£ o

[0037] “EPise A BEVERMT] ~ FET) ~ EH T R/ E RATER
FRHEE N EERFEMEEERREMYE 2&e) AR T FREE
& REETRE - THREESEs ) KT ERES ) AUFE@EELTH
Akt A& e - —fRiMSELIELENZE > FTREZEEEHFELE

Do
=

[0038]) ffsf " =&, - "HEHE, & TBE ) ALASCT A LR

5 12 HEETEREE)

(C254397PA docx
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202342538

(EF > B&IE AR 28R ST R/ SE AR a R 2 WA Y - 28 %F
AR N BNEEEAT ALY o CH A AR NERER B EEA
LB BIAUNE - KE - R RE

[0039] figsE ' /&M (treatment) ; B¢ " J&H (treating) , 4f5 —71&
75 ~ EREEE » L N2 268 Bt s iRt 2 B R E B
LRI Z 2B R ER - RESZ » E—RERAIH - ZiTsE &k
1o P (R SR R B AR ~ DHPRIE S - THIGIE S - FHPER - SCEER -
WETAREHEA G - AE LR T & R - JaRME S RUERTE 208K
BOHBR o BOIMNES > BFYEIE > &% (treatment) | 5 T IG5 (treating) |
W FE RAE e R B M A AR R - I TE SIS o FHS BOIE 4% FE R B M 4 AR
4R MIESER R SE IS

[0040] FeAScdr - flgsE " HESRE  PTEAMORE T RRE , HHRGEA - f
A0 % WA {18 T 55 257 v 25 151 8 P R B IR BB - S0 M B T ER AR - A
SCPTfEA - figEE TEEAE L BCOT M BEREEATDRE > DR EMEE K E
y@_zg o

[0041] flgsE "SRBOTEY), - "TRER | R "HETEY L T
& oh — [ 2035 T Rl A B M B - ERAUECHR AT 81 HR A R 71 R 6 2 e
I o iR REBLTEVERBRAFIIE/180% ~ 85% ~ 90% ~ 91% -
92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98%E99% —F > B K FEFFF]

[0042] P§%E B (Erbitux® ; ImClone/Lilly + Merck-Serono) %
B Im) % Y A R R 2 B8 (EGFR) 2 ik & B /N B - MR B PR HLAS (ATCC HB-
9764 F; ATCC-97-63) » 712 FLEP0359282 ~ EP0667165 5 US6217866 © i
T BB AT B IR KNS B i R 58 S 50 @5 IR A A

5 13 HEETIEREIE)
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[0043] B % ERK B Pi (Herceptin® ; Genentech/Roche) & T 18
HER2/neu 57 f8 2 A JR {E 1gG1 - 7R 2 & EP0590058 - US5821337 -
US8075890 ~ US6407213 ~ US6054297 ~ US5772997 ~ US6165464 -
US6399063 5, US6639055 » .78 [ fE Fy Ve B ME K 8 18 1 #L I DL R B R ML
(Pt
[0044]) MEFELBHi(U1-59/U3-1287/AMG888) & E FH1gG11E[E]
B2 5ee NFEPTHER3ERFUAE > HEHARELEA1-3 aMERA ) > HiR$t
HTHER3 ZHTRRAER 71 - tfe B T B G fE ~ BHSHIE R AR P EAUR
RereyERIN SR TR (EA - Lol A HETHER3 i L (L - A7
HER3 2 85 5 BB g g & 1T
[0045] & % %R B §ii (EMD72000) 5 £7 4 5 & # 1 B8 MAb 425
(EMD55900) 2 AR EIgG1 » HAx H 48 NSHA43 1 IR 4 AR AT e iz 2
BALB/c/|N g % Bt #8 MRS AR RS 2E » 6 2 BREE i AL T R PR 5 B
gt B 2 MR A T S > HT B R BUE B A S {E A -
[0046]
1 BFRERES R BRZEET

AIHE R _EHRRE SR K HES —(fEHER-3
&SGR e — (B 55— B H HER-2ECEGFR U R YT R 2 &5 & i B - £E
FrEERPAIT - EEFREPIRGS G R FRAEH IR A HER-3 X HER-245 & -
fEE—REERAT  SREERFEGS SR RAEHE R FAHER-3 X EGFR
e

[0047] AR#EHZHMEGEER EHEE LR F B EYIAFab / Kl
Ao REHLHGRNER TER ZEGEUETFEES R B - iRk

5 14 HEETIEREE)

(C254397PA docx
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e T Abl K T Ab2 ) ZEGE(VH) REHE(VL) i 2 E 2 AR > H
FAbIECAb2 1 2 — & By iRy B £ B s S RE T 4E Y - HAbLE{Ab2H
A —EHEE M FEREPIBHIENTAEY) - BB AE
VR v 2 BB B LD RECT B VIR 2 B -

[0048] &ZEEFEMAFGEREES

() E& B (Abl) ZVL-CLE 45 & HY VH-CHI H ## ~ Fab
o K

()EZGAE2 (Ab2) Z VL-CLES 45 & HY VH-CH1 E # Z Fab

HHEZ Abl 2 Fab 5 By 2 VHIE 2 NI 4% 1 2 R332 7 3 8 £ 52 Ab2 2
FabH F& >~ CH13 > Cliff -

HAb1E(Ab2 7 — & Byin Ry B T B s I RE T4 )

HAbIE(Ab2 2 B— & B H LA T 4HR 2 B - i 28R B s H )
RECTAEY - BB NEIREITEY K2 E ENERE D ETTEY -

[0049] TefFfEgEhbl4h - EREEMFE SR REamEREAR
[EIRYCHI1 & CLIE 2 Fabjq B « (EEEE RO - ERREFEE SR BRE
2 EEARERCHI K CLEK Z FabF EL » 3% % Fab | B {5 DU N4HRL

WO EASTEE ANEIgG/x 2 CH1 K CLIE L & Abl 2 VH VLI Fab
FEg

(i) B A T4 8 A EIgGl/x 2 CHI J; CLI DL & Ab2 2 VH & VLI 7
Fabj5 E% -

[0050) fERFEEHRAIH - Abl Rinfr B - BEHECH IR ITEY)
HAL2 5 ZEREH N IIEITEY - R —FEEHAIF - Abl Sl %

5 15 HEETIERBIE)

(C254397PA docx

112107660 FEHESE A0202 1123167309-0



202342538

BREFUSCEIIRECTAY) - HAD2 RyieRs B + BEHi s DI RE T4 -

[0051]) FEfrEE AT > Abl Rty B+ BT IIRECT Y -
HAL2 B 2 H BTG AEY) - R —fFEEAIT > Abl B %
BHEMHDEITAY) - HAP2 RinR B + BEHi st U7 4

[0052] FEfrEEHEAIS > Abl Ryibfs B + B IIRECT Y -
HAL2 B LR BT AEY) - En—FEE AT > Abl &%
BREFUSCEIIRECTAY) - HAD2 RyieRs B + BEHi s DI RE T4 -

[0053]) FEqREE AT » Ab2 Hiafs B + BRI CT £ -
HAbIABEE LU N B © B ZEREPIHEIENTEY) ~ B2 RER
CHE IR NTAEY) R 2 & B IS HIIRECTEY) -

[0054) R EERAIT - R EEFFAGEER RESFabR/ &>
iz Fabl Ex & B ME T B £ B PTBCH DI RE T4 ) & VL-CLES S &5 5 R VH-
CHIE# > H:

- VHIE &SEQ ID NO:SEUHZEZE0TEY) - HEEMSEQ ID NO:5
HZEENTEDHER K
- VLIEVE ESEQ ID NO:63LHZE &4 Y] » HEFERSEQ ID NO:6
BCH BB T A VAR
H A CHU B =y N BlgG1 2 CHUR E B 2 B T4 Y

HHE A CLig 2 7 N E B =BT AY) -

[0055) R EERMIF - R EEFFAGEER RE&Fab/ &
% Fabjq Fz B0 & B Y 2 BT B H Dy RE T £ W) 2 VL-CLEE g &5 & HY VH-
CHIE# > H:

- VHIE &SEQ ID NO:7E(H ZE&E0TEY) - HEEMSEQ ID NO:7

g

5 16 HEEHIEREIE)
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BCH BTV
- VLIEVE &SEQ ID NO:8sHZe & 1A Y] » HEEMSEQ ID NO:8
HZEENTAEYIHRL
H A CHIB B (F 5 A#ATgG1 2 CHIR E BB Z2 B 014 Y
HHE A CLig 2 7 N E B =BT AY) -
[0056] fefsEEREMIF - R EEFFGEER RE&Fabf/ & >
% Fabfq Fz B0 & Bl 2 Bx AT B H DI RE T £ W) 2 VL-CLES g &5 & HY VH-
CHIE# > H:
- VHIE &SEQ ID NO:9B(HZE& (T £Y) - HEEMSEQ ID NO:9
BCH BTV
- VLI 1 & SEQ ID NO:10s & 14 Y - HEEHSEQ ID
NO: 102 ZE LT E VAL
H A CHIB B (F 5 A#ATgG1 2 CHIR E BB Z2 B 014 Y
HHE A CLig 2 7 N E B =BT AY) -
[0057) R EERMIF - R EEFFAGEER RESFab/ &>
% Fabjr Fr il & B IE Z Bx B H DI RET £ W) 2 VL-CLES g &5 & HY VH-
CHIE# > H:

g

- VHI & & SEQ ID NO:11s( e E0TE£Y) » HEEMHSEQ ID
NO: 1 ECHZEZ T AR © K
- VLI E & SEQ ID NO:12E¢ H &€& 14 Y) » HEEHSEQ ID

NO:12E(H ZEE TV Rk
H A CHIB B (F 5 A#ATgG1 2 CHIR E BB Z2 B 014 Y
HHE A CLig 2 7 N E B =BT AY) -

5 17 HEEHIERBE)
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[0058]
ZEBUTEY

ASEUARI A (e B L8P ~ BEERED - 25 B 2R E i
) AR R H B L 2R B TR -

[0059] flusE " RBLTEY), - 'REBE N WESTED, Lon
& —(E 2CE ( f AR B 2 M B~ BB A B HR A5 A [ 2
Al - el > REOTAEYI SR A A BREAEFI£/080% ~ 85% -
90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98 %599 %—F ~ [
B TS - AR EEAT - REAGEE FEETR IR

[0060] ZEEENTAVIEYEEERITES « BaEAS P RTI 2 AL A
2Z R 2/080% (Fla12/V85% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% -
95% ~ 96% ~ 97% ~ 98%E99%) —H L M B Fr ¥ 2 VHEE ~ HA LA
TR R 2 F A2/ 80% (BlIal2/85% ~ 90% ~ 91% ~ 92% -
93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% K 99%)— 1 ~ N F M 7 51| 2 VL
o BCHWE - M E LB ESRBREHBHERG & - HZE BT
LY R BRRRE AL EGFREG & - B H IR B I 2 DA 2 45 fc %9 1 EGFR &S
& - HEZIREH YR B e WA HER2GE & -

[0061] fE—sg@id - BREMAN L= B A HEE IR
SEEBAMTIGINER /N 1107 BRI 1075 1x 107" M2 Kd) © £
—EEGHEAIT - FinbiiR L SR E A ARG SR EE A HEL Y
B R IFAR TR RN 22 /050% > 552 /060% ~ 70% ~ 80% B £
V90% - &G LB TR T A5 &S o 2R B (ka) ~ AR EE R E #(kd) L

Vs FB(KD)ER - BT > ERAR-EERAE  FEMEGoKE

5 18 HEEHIEREE)
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PAIRNFA10® M B0/ 107 MECT0Y M2 B0 77 (KD)E R R IEE S 1
(TEERT HHAEE > HrEE o BHEAYKDE Bl & iAE SR SRR - B
SEAVASE) » L1077 2 KD{EFEREE10° 2 KDEE S &E G HA T -

[0062) {# F§ Karlin & Altschul, Proc. Natl. Acad. Sci. USA
87:2264-68,1990 2 H EE M E W A BB A < T —8 g otk - #
JE B JE {4 40 Karlin & Altschul, Proc. Natl. Acad. Sci. USA 90:5873-
77,1993 tf i (T & 28 o I 8 B A fF A Altschul % A, J. Mol. Biol,
215:403-10, 19902 NBLAST & XBLASTH2=(2.0") - BLASTZE H{4=
A A XBLASTREF (73 {E=50 » F&K=3)#E 1T UESEARKE B E S 7 T H
RHYHEERBE Y1 o AL W8 P 51 Z AR 2L Z B0 T > Al 40 Altschul FE A,
Nucleic Acids Res. 25 (17):3389-3402, 1997 & Ff # it {5 F Gapped
BLAST ° fEF|FiBLAST K Gapped BLASTH2 (Ul » H { HIAH fE R =L(B140
XBLAST zNBLAST) . FHZR 28] -

[0063]) FEHME AT - AP 2 hae el &H — = Z [
Z€ B (B0 Pr<F ML) - HLELEE A FAE I TR RS Bl — 50 % {H CDRAE 4. 1F
LA

[0064] AL S FHBEE -2 2 RETEY IS

i

i

[0065]) figsh "EH E—%, = " JEEHE |, SR JMHEK AR
FFHI(BIAE 2R & (FR) ~ CDR ~ VHE(VLIEL ) B 25 Jrag fH L (E 72 Ik
HEEZRGIOEERFIERERIU - EEERHEENSFRERER
HE FRURE E/EMEBIOER T ~ FFR2EECE W ) YIS - IEHE
e A e fh /D Bl BB B (L - BIA0TE E & SqE e AR BE 51 2 1 B2

5 19 HEEHEREE)
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A - —f%ifi S > BICDREAHLE - AIEFREHETELZIN - AEZE
MARFEHENBEaREENFEZEGENHRFERBMHEL » &85
AR BS0%)RIA] - fE—EF R fl+ - Faavie & B i 2
WY R — B M 0] B 4985% ~ 90% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% =
= o AE—ERE G - KEaT s EA BN SR RN BRI 4%
FIRHREZ 2 /050% - (fE—SEEhpl+ » 228 Fg#4ECDREN -

[0066] Or<FM:ERAURS 2 4 B BLET IR E a2 70 FE DI &R
FAGER o+ « BOIMNST > " ORSFUEREBEIU ) 718 KA S —RE
AR RAE R BRI E » (S ERR M BER 2 AR A 2 s E R %78
AR BB AT E - AT T 9 R A B LA G & Or S M 2R Or s M) T i v
IR B E o BOIE - BERIU T ARERN > TRy 2 B R
B BRI B D AR SRR I Y o3 F 2 RANTT o v AR — A EVE I IE
& AR AN E 2 LY 2 07 A B 6 — 2 (8 IR S M R A B B
R BE  ZEHEITENEORELE T EZ2F S - flW
Molecular Cloning: A Laboratory Manual, J. Sambrook® A 4%, % IR,
Cold Spring Harbor Laboratory Press, Cold Spring Harbor, New York,
1989 » H Current Protocols in Molecular Biology, F.M. Ausubel A 45,
John Wiley & Sons, Inc., New York - fEE:fEe > (R AU FE A DL T 4
NZ R AT ETZH @M T-L-V:GBF-Y W: (c)K-R>
H:(A-G:()S T: Q- N: K(gE D>

[0067)] AZZEANRAGIARER  HAAKURZIBZEYRE
M HUESRERGEEGHMT > EHFKUE 2 ADCCHE: » 3 AAH
&ris2 2 HER3 ~ EGFR K /ECHER2ZFRIFMAL 2 0F ST HIHIER] -

5 20 HEEHIEREIE)
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[0068]) HufG < R HRE o2 Ae nl &E e 8 & B B B L5 A DT
Ae B BCE IR G R B » PERREE B IR B ANPURg < M Bl e 1IN 2 5
B 2 MBR Ko /2 AR/ SO o AT MIER ~ 1 AR EUR Z A4 & LU
RS - HIRFGIRME B RSERE R AT E - aHE I EE i
ERZ AR R RETE L HARFYISE 2B o T - BEHEAE
BRI FZ TR E 2 (BUER) R F % - PCREZEFH# K FH2
e BRETEER (RAMA Z REREFHF R - £ —HEHRHF
AN 2 iR 2T i R BU(KD)Y BN 10° M > R H/NFR 107 ME107

° SEE RN AT A BRI R E R Z BT HIE > sEANELIS ABCAE Py
FMEAE B F A o3 i Bt T ol o E Ty ELA sl

[0069] HIHR 25 * )5 7A B & A ST 20 2 AT 7] HT RS U E H A
sEAIURGESENE - ARG EREEREYIIEE -

[0070] wI{EafiASCATHE A 2 A Jiae PLa A B R g EXIAY 2
BEEEBREINEEG RS 7 > PINERE L EL - SE(L - FRE
B~ B PR R HLR DA - BB R & AR E - = R 2 2

[0071] ASEHH Z HUAG o] Ry BEE (L ECIEREEALRY - BRI B 2 Tl
EALN o AFECEEE ST - FiAe o S s g 2 nT s s FOREEEEAAL
(B Fclid LML -

[0072) BHIME > B 7 RN % E B2 VHIE B ZN-FEE (LI
B fRIZEFFFISEQ ID NO:77f Kabat{iz B H85 a2 AsnZ€ & By R X
D) - EfR#EFFFISEQ ID NO:78;K Kabat{ir B H85 L ~ AsnZ€ 5 [ #k
(E) -

e

F
s

[0073] WHZEBENZEEREUTEVGSSHLETERIEBZA

5 21 HEETIEREIE)
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B L HAE R IR 20 & B B & B R e g n] B (& iR & P
iz o FEANTRIETTVAT » & AR E & (CDR) R R EE HAh 2k 5 A2 /)N B T 32
& s MEAEBEEHE AR EZRES - HERERE AHEER B —58
CDRMzZEE o] # —F e 2 el 2 N APy adii 2 AR E R -
2 B {40 Riechmann Z A, Nature 332:323-327 (1988) ; = &H fl| 5

uf

P

5,225,539%% o

[0074]) KIFHIRME S A PH LS B 2 8 /s E il 2 NTR{ERR
ARG REEGIRGEE R B -

[0075) FFFEE MM - Ab1ECAb2 Pl & H BT e % & B
ZNFABER - EREgEm A+ » i E BRI AR EA VHE, -
HEABISEQ ID NO:7£/080% ~ 85% ~ 90% ~ 92% ~ 94% ~ 96% ~ 98%
B e /D99% —E 2 B EBEFFY 0 R VLE - HEAFBISEQ ID NO:8 £ /D
80% ~ 85% ~ 90% ~ 92% ~ 94% ~ 96% ~ 98% K % /V99% — T 7 B K4 5
Z1 e

[0076] fERrEEHEIF - PHEZEET 2 NFER 5 X HEE
WO02012020059 FFf it 2 £ AJRABE = -

[0077]) fEfsEE MBI » AbIECAb2 Bph % & B 2 NFALP
- HEESPIEGFRAE G HAE S ¢
- B B & (VH) - HAE & B AWK ERFYISEQ ID NO:49 ~

- BEREEFSISEQ ID NO:50 2 CDR2 K EL A f E e FF5ISEQ 1D
NO:51.2CDR3 ; R/
- K e # & (VL) - HE & BA AR FSISEQ ID NO:52 ~

CDR1 -~ EABEAEEFFISEQ ID NO:53 2 CDR2 & H 5 f# A % F57ISEQ ID

CDRI1

5 22 HEEYIEREIE)
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NO:54.2 CDR3 -

[0078) Fe—EEHEIF » AFALrE 2B o EEv 8 & (VH) 2
A&~ 2R3P 2 E/D2E AW ESIMAGETE B ERHI5EESEQ
ID NO:55 7 e AL P 7l 2 N4 TE 2 VHER4-59701 « [h4) > S E &
(VH) Z R EABHEH T B SR E R RIS A & SEQ ID NO:56. fi A BE
POl N TE R EERIHL - fE—(EE O - AL % & B B
AEE(VLZBEEL - 2R3FZED-FEHITEERHENRHE S
SEQ ID NO:57 2 BB 75 2 NFHAETE A VLERG6-21°01 - ki > #
PO CHERIE L ~ 2R 3% 2 /02 B E 2 83 AT AR H EHER
U5 E ZSEQ ID NO:57 L AR Fp 51l 2 NIBAETE 2 VLAR6-21701 - it
Sh > BT (VD) 2 R E 4 (5 074 B S ER T E & SEQ ID
NO:58 7 f Bl 751 2 N4 TE % B RTK2 -

[0079] @reEd - N2 EHEiE & aFKAMKFYISEQ ID
NO:59 7 & g a8 (& (VH) K /B & A B A BE FF YIISEQ 1D NO:60 7 8¢ #if n] 5%
& (VL) - S E(VIDEEEEHEEHSEQ ID NO:61 £ 684/~ Bf 2
MR PP T HBEE R B FFFISEQ ID NO:63 - fEFFEEHIF » A
B BB B2 E (VK EE S AR FYISEQ ID NO:81 -
HEAN - ESEE T & (VL) A & 2 H SEQ ID NO:69E724Hpk ~ B R
W5 - B HESREMFYISEQ ID NO:71 - JuH g & AR B
B HAasaARERFYISEQ ID NO:63 7 B # & (VH) B & A kA
Bz FF5ISEQ ID NO:71 L a8 & (VL) » SH— R HE E R/ NR(br &
B HEESARERFYISEQ ID NO:81 Y E# T # & (VH) k& H
EBEFFISEQ ID NO:71 2 B f n] S [& (VL) o

5 23 HEEHIEREE)
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[0080) fERrEEIAIF » NRLHZERES

- SEQ ID NO:81 2 VHI %, SEQ ID NO:2 2 CH1# (¥ 7 SEQ ID
NO:83 .2 VH-CHIF5))

- SEQ ID NO:71 2 VLI & SEQ ID NO:4 2 CLI (¥f £/ SEQ ID
NO:84 2 VL-CLFE3))

[0081) fEREHEMAF > AREMZERENBEEETE &
(VH) > #ZE 0 #E a2 HSEQ ID NO:5S9HASEQ ID NO:61%68 » f

HEBISEQ ID NO:63 Y BEMFHIEH £ /180% - 85% ~ 90% ~ 92% -
94% ~ 96% ~ 98% B 2/ V99% » —EU M 2 e KB P A - (L EE G F
ANFALPE 2 E B A &K o] 81& (VL) » sz ] 8 & /& BSEQ ID
NO:60EHBISEQ ID NO:69% 72 » JLHEISEQ ID NO:71 2 M Fy| EA

%/180% ~ 85% ~ 90% ~ 92% ~ 94% ~ 96% ~ 98% K & 199% . —F M
R R BT o

[0082] fE—2EE B - AbIECAD2 B NREH % E BT > HE

il

—  ERUWIMGT/Gene Bt E AT E #& < AN FH BB E H AR wxH]
Bo-11¥HEARNO02 (IGKV6-21*02) 2 2 F BT 2 8 # R (bR

EIVLTQSPDFQSVTPKEKVTITCRASQSIGTNIHWYQQKPDQSPK
LLIKYASESISGVPSRFSGSGSGTDFTLTINSLEAEDAATYYCQQNNN
WPTTFGQGTKLEIK (SEQ ID NO:73)

Bt Ll N Kabatfif B @ R AR AR

frKabatfiy EL31& » ThreiSer

frKabatfiy BL32% » AsnE{Ser

5 24 HEEYIEREIE)
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3.1 1 EH{BEFO0I (IGKV3-11%01) 7

frKabatfiy L33 » Ileg(Leu

frKabatfiy BL53& » Glus(Gln » ffGlnKabat{iy BEL89% » GlnE{His

FARIFHE - EKabatfiy BELI1ER ° Asn -

frKabatfiy EL92& > Asn ~ Ser ~ His »

Ser ~ His ~ LysE{Arg

LysE{Arg

fEKabatfiz BEL93F: » Asn ~ Ser ~ His ~ LysE(Arg

£ Kabatfiy BL94F: » Trp ~ TyrzkPhe
FKabatfiy BEL96FE » ThraTyr °

[0083] HHYEREA HAY - L3IVRIGEGE o 2 A3 -

ENWIMCGT/ ENERETER Z N REKRES ERNcH

sy 4 2et
===

i NRER R

EIVLTQSPATLSLSPGERATLSCRASQSIGTNIHWYQQKPGQAPR

LLIKYASESISGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQNNNW

PTTFGQGTKLEIK (SEQ ID NO:74)

HPELL TKabat(ir & > BEARREER

{ffKabatfir BEL29
£ Kabatfiy EL30E
fEKabatfiy EL3 1%
{ffKabatfiz E1.32
{f£Kabatfiy L33
{fEKabatfiz E1L34
{fEKabatfir EL49
f£Kabatfiy EL50
£ Kabatfiy EL53FE

B

O s @ =

B

(C254397PA docx

112107660

FEHESE A0202

b

b

b

b

b

b

b

b

b

Iles¢Val

Glyg;Ser
ThreiSer
AsnZ(Tyr
IlesiLeu

Hiszl Ala
LysETyr
Tyrs¢Asp

Glu=E{ Asn
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fEKabatfiy BEL54F: » SergiArg

frKabatfiy BL55% @ IleE(Ala

frKabatfiy EL56/& » Sers(Thr

KA EH » fEKabatfiL BELI91EE - Asn ~ Arg ~ HisE(Lys

fEKabatfiz BEL92FE » Asn ~ Ser ~ His ~ LysE(Arg

£ Kabatfiy BL94F: » Trp ~ TyrzkPhe

FKabatfiy BEL96FE » ThraTyr °

—  ERWIMGT/Gene B EF T EFH 2 N HREHREHERNEH]
BA-S9EMEFNOL (IGHV4-59*%01) 2 /g % & B imAb Z EH# AR
4 o

QVOQLQESGPGLVKPSETLSLTCTVSGFSLTNYGVHWVRQPPGK
GLEWLGVIWSGGNTDYNTPLTSRLTISKDNSKNQVSLKLSSVTAADT
AVYYCARALTYYDYEFAYWGQGTLVTVSS (SEQ ID NO:75)

Bt Ll N Kabatfif B @ R AR AR

frKabat{iy EH29% » LeusilIle

frKabatfiy EH30# > ThreSer

frKabatfiy EH31% » Asn=¢Ser

fEKabatfiy BEH33kzE > Glys(Tyr

fFKabatfiz EH35% » Hisa(Ser

fFKabatfir EH37

£ Kabatfir BEH48

FEKabatfiy EH50 > Val&(Tyr

fEKabatfiy BEHS52E » Trp ~ Tyr=(Phe

o O

» ValzlIle

i

» LeuziIle

B

B

5 26 HEEHIEREIE)
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fEKabatfiy BHS535 » Serm( Tyr
{fKabat{y EH54
{£Kabat{iz EH56
{f£Kabat{iz EH58
{ffKabatfir EHO61
{£Kabat{y EH62
{£Kabat{iz EH64
{fKabat{zy EH67
{f£Kabat{ir EH73
f£Kabat{ir EH78j& » Val=Phe -
[0084] HIRERHAERY » H29(RFE g f ~ JRE29 -
—  ERUWIMGT/Gene B R E F AT E F# < AR ENREHARE T
EE3-33HHEAMNO1(IGHV3-33%01) Z P2 E HimAb Z B # A JF(ED R -

QVQLVESGGGVVQPGRSLRLSCAVSGFSLTNYGVHWVRQAPG

B

i

» GlyzSer

i

» AsnE¢Ser

i

» AspEAsn

i

» ThrePro

i

» Pro{Ser

i

» ThrakLys

i

» Leu={ Val

i

» AsnZ{ Thr

KGLEWLGVIWSGGNTDYNTPVTSRFTISKDNSKNTVYLQMNSLRAE
DTAVYYCARALTYYDYEFAYWGQGTLVTVSS (SEQ ID NO:76)

HA £l N Kabatir B - FEARREER

frKabatfiy EH28% » Sers( Thr

frKabatfiy EH30# > ThreSer

frKabatfiy EH48% > LeuslVal

{EKabatfr BEH495E » GlyH Ala

fEKabatfiy BEHS53F » Serd(Asp

fEKabatfiy BEHS55F% » GlyzkSer

B

B

5 27 HEEHIEREIE)
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£ Kabatfir HHS575% » Lyss{Thr
£ Kabatfir HEHS58 > AspETyr
£ Kabatfir HH60M > AsnifAla
fEKabat{ HEHO1 %
fEKabat{iy HEHO62 %
fEKabat{ir HEH64 %
fEKabatfiy EH65FE » SerE(Gly

fEKabatfir EH78% » Val=Leu -

[0085) fERrEE MBI » AblZFabjs By K /E(Ab2 2 Fab 5 EX A
VH/VLE 7 28 8% DU #E Fab & i B Fab 55 § > fiL ¥ - 45 2 RSN E
PREFHEEREWO02020/136566 91 - H i LLG R 2 5 F0BF AR S -

[0086]) fr—{EFrEEHGIH » Abl ZFabjs By F/E(Ab2 2 Fabj £
& Kabatiy B39 2 AT MEBE M EE 2 Bl M e ik < 28 VHE 5 K
Kabatfir B 38 7 78 Ak T 1 Bk i R B 28 B R BA e % 2 VLI -

[0087) fE—{EFrEEHGIH » Abl ZFabf By F/E(Ab2 2 Fabj £
& Kabatiy B39 2 AT MEBE M EE 2 Bl M e ik < 28 VHE 5 K
Kabatfiy B 387 78 A T FHBABR Bk 28 B gl K A Bl 2 VLI, -

[0088]) fr—{EFrEEHMGIH » AblZFabjs B F/E(Ab2 2 Fabj £
B Kabatfy B39 AT MBI B B 2 22 VHE &
Kabatfir B 387 78 A T H BABR e 28 B Rl BERE B2 2 VLI -

[0089]

P

B

» ThrEAsp

B

» Pro{Ser

B

» ThrakLys

B

=,

CHI1/CLZE&
Fablsh 2 SHEBAENERRER T TEHEEREE Y BARHE

5 28 HEHIEREIE)

(C254397PA docx
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oo Ry T R LES o BB g 2 R Y B BC S < W ) > B =5 FEAEFab 7 B2
ZESHHE R B 2 FUE (CL/CH SR A 5[ AZEE: -

[0090) FE—{E%rEE G T - Abl R/BAb2 2 CHUIE & 2K 5 F 1]
[FfE R 2 AFH1gGl Z CHUVR E B L ZE 217 W)  AF — ([E'Rr 72 B e
B> Abl K2 /8¢Ab2 2 CHI1IE, &GIm(1,17)[EfEEZ A~ A FHIgG1 2 CHI1g 5(
HRBUIAY) - 5 —REEHA F > Abl K/EAb2 Z CH1E & G1m(3)
[EfE A 2 AMHIgGl 2 CHU B H 22074 -

[0091]) FEE(EERAF » FCHIEER £/ —M2E% - H&CL1
R ER 2/ —(H2e8 - BEER F RS DI B CHI R CL 1~ TE /& [F] R fic
¥t e

[0092] prEFze@nlEE Ll NEE ¢

SEISI AN THREEANRFab B B R ik REmmE 4
T 2 SRR B e

- "' ¥ (knobs-into-holes) | ZE& ;

-EMPiFabl Eroh 2 B RS SR HE R E & 2 RHE 0 PLE
B 1 52 R = i K M B B2 2 2R o

[0093) HNiLHEFEESESHGEMEAY - 0 N HEAFMHHI -

[0094] (HE EEAE » AEEEARSHEZF - ACPHRARCHI LCL
S 5 R 2 B A BE R 91 R B A1 AL B 4R 5IR (% TR #2 Kabat %2 A, Sequences of
Proteins of Immunological Interest, =5 5 fix . Public Health Service,
National Institutes of Health, Bethesda, Md. (1991)E% -

[0095) ®IAECLwdsFress 2 AN Pl BE S H LA N2 B © S
114 ~F 116 ~F 118 ~ E 123 (HI#1E123K) ~ Q 124 ~T 129 ~S 131~V

5 29 HEEHIEREIE)
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133 ~L 135N 137-Q160~S 162 S 174~ S 176 ~ T 178 T 180 -

[0096] wI{ECHII F 28 » AN FlmBEE LA T B © L
124 ~A139-L143-D 144 K 145-D 146 ~H 172 -F 174 - p 175+ Q
179 ~ S 183 ~ S 188 ~ V 190 ~ T 192 %K 221 (fl41K221E) -

[0097) 45 7E 28 & §% uf 7> 2 B & F| H 5% 2 2014/0200331 -
2014/150973 ~ 2014/0154254 J [5] |42 %5 FI] H 35 Z2W02007/147901 F > &
HLAGIRZ AR H -

[0098] CHI/CLZEELTAY) 2 B HIF M T 3 -

[0099] MREBFFEFG - CREMNESESRERE

—  ¥[HESEQ ID NO:1 %K AMEI1gG1 > 28 % A CH1 K T %
(Kabatfir B 1925 « 7 AL T HH ek B B 28 B il BA B B (E))

— HJERSEQ ID NO:45 22Kk 5 ANHlgGl 2 222 A CHI1 A IE I
(Kabatfiy B 1925 ~ B AT ek i B 28 B il R & FE B (D))

— ¥ ERSEQ ID NO:2 Z %k H N #H1gGl Z Z€ B A CH1 A E I
(Kabatfiy B 1437 2 AT I O B e 28 B i A BE i B2 (Q) © H Kabatfiy &
188 < BRAL L 4R I B 28 B iR I B (V)

— HJERSEQ ID NO:46 2 sk H AN FlgGl 2 222 A CHI1 A IE I
(Kabatfiy B 1247 2 B AT O B e 28 B i A BE I B2 (Q) © H Kabatfiy &
188 < BRAL L 4R I B 28 B iR I B (V)

—  HHEFSEQ ID NO:3 2 2288 A\ MAn A E H(Kabat{y B 114 2
VR AL A AR I A 28 8 B N IS (A) H Kabat{iL B 137 2 BB E 2 K LB iz
ZE S LB R (K))

—  HHEFSEQ ID NO:4 2 2288 A M A € H(Kabat{y B 133 2

% 30 HEHHRE)
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5k 1 9 e T 2 8 B BRI 5 (T) HL Kabatfir B 176/ 2 52 2L B rh 44 e i 22
BRI EE (V)

[0100) FrdfEEHGIF - —EAE G 0F AR I 5L i A ST By
— WP R R - W EERNBER RSB ERCHIgE 2
Thr192 » KA CL#E F 2 Asn13732# By Lys » 1515 50 I PN e e 8 2 B AU a%
CLE Z B | 4R & SR B TR AL -

[0101]) ffE—zE@EELT » T HGINEABEHCHIE ” Leuld3
A The S B B CLEE ~ ¥ m A » JREIVal33 o fhE—EEEZEES[iL 5
B KM R A M AE B R R B o BTN o R A B (F R B 45 B B (CHL LB
2 Ser188 R CL## I 2 Ser176) 7 5 I 4 e % 538 £ 1] B 37 H MM 22 B K 1
RSl i

[0102] fES5—EHGIF - 228 0] @& F SRR B BV CH 1S~ fir
B 12457 7 [ B e o BE e P 4 e B T BE MU CH LIS 2 {17 B 188 iR 2 % it e
TRE . DR PRI ARV CLE 2 i B 133 % 2 SilF BR TS A R G B:
FEEAEREZCLI 2 (L B 1768 2 sARF R TR A -

[0103) "#[, ZREEFEREREES(KH]) > HfCHIE Y Leu 124
KLeu 14387 Al Ala Rk GluB B B - [FHFCL#E 2 Val 338 i Trpi B
B mMiran 4 HH2Z 288 & - CHI 2 Val 90E Ala AL B -
HCL## ~ Leul35 K Asn137E. 53 Bl Trp K AladR EL B i -

[0104] EfEZEEF R TR

LAERAS ZRBERO LT
(LCR#EH - HCRE®)

LC(S114A/N137K) » HC(T192E) CR37e4
LC(S114A/N137K) » HC(T192D) CCloes

LC(V133T/S176V) » HC(L143Q/S188V) Mut4
LC(V133T/S176V) » HC(L124Q/S188V) ML1

5 31 HEEHIEREIE)
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[0105) R EEHAIF  ZRHEMEDEB I EASREZESE > filn—
{FlFabE. 77 CR328%% H 52 —(HFab BT Mutd 225 -

[0106])] FEfFEMEMERF ZHHFEGE SR E > HFAbIEAb2 E
MHFF LB ZEE T AY) > R ENRECRERES

-VHEL - HARMSEQ ID NO:5E(H .28 14 ¥)4H 1k

"CH1¥ » H {4 5 1SEQ ID NO:1 - SEQ ID NO:2 + SEQ ID
NO:45 « SEQ ID NO:46 F,SEQ ID NO:474H 1k 7 Bf »

-VLE - HARMSEQ ID NO:65( H.2e BT Y2 Bk -

-CLi% » H{%3E 5 HSEQ ID NO:3 » SEQ ID NO:4%SEQ ID NO:48
Hpk < B

HArCLE CHU = LU0 N S

- SEQ ID NO:48#1SEQ ID NO:47 -

- SEQ ID NO:3#1SEQ ID NO:15{SEQ ID NO:45 >

- SEQ ID NO:4#1SEQ ID NO:25SEQ ID NO:46 -

[0107] #{EiHl » Ab1ECAB2 ByiHFF B T B z=2&E 14 Y) - H
BE

-VHEL - HARMSEQ ID NO:5E(H .28 14 ¥)4H 1k

-CH1% » HfRMSEQ ID NO: 15 H 2 E 74 ¥)4A Bk -

-VLE - HARMSEQ ID NO:65( H.2e BT Y2 Bk -

-CL, » HAZHSEQ ID NO:3E(H 2E B {7 £ P4H R -

[0108] #fEil » Ab1E(AB2 ByiHFF B LB 22 &E 14 Y - H
BE

-VH-CHI1E## - Ha& Pl Tam LI T4EE : SEQ ID NO: 138 HISEQ

5 32 HEEHIEREIE)
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ID NO:13EH £ /80% - 85% ~ 90% ~ 92% ~ 94% ~ 96% ~ 98% =X, & /1>
99% P H|— B 2 IRE B RS © I

-VL-CLEE## » HE& L FEm L T4HEE ¢ SEQ ID NO: 145 BiSEQ
ID NO:14E.H £ /080% - 85% ~ 90% ~ 92% ~ 94% ~ 96% ~ 98% =X & /1>
99 % Fe 7| — E M 2 ThAE B

[0109) EHRrE iR RERFEEGR B - HFAbIEAD2 S
PR EHEMEHERTAY)  ZERRENES SR BREE

-VHI - HARMESEQ ID NO:7 ~ HZe& 1AW sl K NIRRT £

"CH1#% » H {4 % 5 i SEQ ID NO:1 » SEQ ID NO:2 + SEQ ID
NO:45 « SEQ ID NO:46 F,SEQ ID NO:474H 1k 7 Bf »

-VLE » HARHSEQ ID NO:8 ~ HzZe& 1A H (LT Y4
@ ’

-CLi% » H: {43 5 HSEQ ID NO:3 » SEQ ID NO:4 & SEQ ID NO:48
Hpk < B

HArCLE CHU = LU0 N S

- SEQ ID NO:48#1SEQ ID NO:47 -

- SEQ ID NO:3#1SEQ ID NO:15{SEQ ID NO:45 >

- SEQ ID NO:4#1SEQ ID NO:25SEQ ID NO:46 -

[0110] £ - AbIECAD2 B2 E BEIEEENEY) > HE

il

-VHI, > HAAHISEQ ID NO:7 ~ Hze& 14 Y s NR{EIT £V
B

% 33 HEWHRE)
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-CH13 - H{AHISEQ ID NO: 25  HZe B 7 A= VIaH Ak

-VLI - HAHSEQ ID NO:8 ~ HZE&E T Y s NF LT A4
B o

-CL3g » H{AHISEQ ID NO: 45 HZe BT £ V4K -

[0111] #fEHN - ADIBCAL2Z BPH 2 EHEHIHEEITEY) - HE
F=a

-VH-CHIE# - HBEE&LL TEHLL N4 - SEQ ID NO:155(#ISEQ
ID NO:15E 5 % /80% - 85% ~ 90% ~ 92% ~ 94% ~ 96% ~ 98% = & />
9% FH—BMEZ IR 8HE K

-VL-CLE& g » HAEESLL MEH LA T4 - SEQ ID NO:16E( B SEQ
ID NO:16 B 5 £ /180% ~ 85% ~ 90% ~ 92% ~ 94% ~ 96% ~ 98% = & />
99% J7 5 —EL M 2 T RE G o

[0112] FEHREMFEMERFEMERFEGE SR K > HFAbIEAb2E
M BRI R ENTAY) > R FEMTIREaR REE

-VHIE » HAHSEQ ID NO: 9 HZE & T YJ4H L

_CHI13% » H {4 % 5 1 SEQ ID NO:1 » SEQ ID NO:2 + SEQ ID
NO:45 « SEQ ID NO:46 & SEQ ID NO:474H 1k .~ B -

-VLE » HAHSEQ ID NO: 105 28 & T & ¥)2H AL >

-CLi% » H{%3E 5 HSEQ ID NO:3 » SEQ ID NO:4%SEQ ID NO:48
AHp 2 BF

HpCLECHUBRELI T &S -

- SEQ ID NO:48#1SEQ ID NO:47 -

- SEQ ID NO:3HiSEQ ID NO:15;SEQ ID NO:45 >

5 34 HEEPIEREIE)
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_ SEQ ID NO:4B1SEQ ID NO:2E;SEQ ID NO:46 -
[0113] #fEdh » AbIE{AD2 Rl FERE el HZEE T 4Y) » HE

2
-VHIg, » H{4MSEQ ID NO:9s; H.2e 8 7 A ¥4H 1k
-CH1} » H{4HSEQ ID NO: 25k H.ze 8 14 M4 ik
-VLi, » H{%HSEQ ID NO: 108 H 288 174 ¥4H Y. -
-CLI » H{4HSEQ ID NO:4B H ZE & T4 W 4H Y -
[0114] #ZfEH - ADIBCAL2 By ZEREE IR H ZE BT 4£Y) - HE
2

-VH-CH1E ## &I Tk LI F4ERL - SEQ ID NO: 175 #1SEQ
ID NO:17EH E/080% ~ 85% ~ 90% ~ 92% ~ 94% ~ 96% ~ 98% K & /)
99% P3| —EUM: 2 THAE B RS & &

-VL-CLEE## » Ha& L Fam L T4HEE ¢ SEQ ID NO:18E FiSEQ
ID NO:18EH E/180% ~ 85% ~ 90% ~ 92% ~ 94% ~ 96% ~ 98% K & /)
99% P — B M 2 V)R B EE

[0115) R EMBMEREMNFELES R E - HFAbIEAD2 S
R REGIEHEENTAY)  RERREUENRS SR BREE

-VHi, » HARMSEQ ID NO: 11 H 2B LT A V4R AL

-CHI1 % > H (4% g i SEQ ID NO:1 ~ SEQ ID NO:2 - SEQ ID
NO:45 - SEQ ID NO:46 & SEQ ID NO:474Hpk >~ Bf >

-VLig, » HARMSEQ ID NO: 12 HLZE BT A WJ4H Y

-CL¥ » H{4#5EE FHSEQ ID NO:3 - SEQ ID NO:4 K SEQ ID NO:48

dHR 2B

35 HEWHRE)
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HpCLECHUBRELI T &S -

- SEQ ID NO:48#iSEQ ID NO:47 >

- SEQ ID NO:3#iSEQ ID NO:15¢SEQ ID NO:45

- SEQ ID NO:4#iSEQ ID NO:25¢SEQ ID NO:46 -

[0116] @it » Ab1ECAb2 5 B % ERBE P HZEET4AY) - HE

2
-VHI, » HA%HSEQ ID NO: 11828 8T 4 ¥4H AL
-CH1} » H{4HSEQ ID NO: 25k H.ze 8 14 M4 ik
-VLi, » H{%HSEQ ID NO: 128G H 28 #1574 ¥4H Y -
-CLI » H{4HSEQ ID NO:4B H ZE & T4 W 4H Y -
[0117] @t - AbIECAb2 &/ ZEREHIBCH BT AY) » HE
2

-VH-CHI1E## - Ha& I Tam LI T4EE : SEQ ID NO: 198 FISEQ
ID NO:19EH % /080% ~ 85% ~ 90% ~ 92% ~ 94% ~ 96% ~ 98% =X % /1>
9% 7l —E Mt 2 IRE B e K

-VL-CLEE## » HAa& L Faf L T4HEE ¢ SEQ ID NO: 20 FiSEQ
ID NO:20EH % /080% ~ 85% ~ 90% ~ 92% ~ 94% ~ 96% ~ 98% =X, % /1>
99 % Fr 5| — Bk 2 TIRE B RE -

[0118] fEfrEEAIF - BREMNESE SR EEE

(BB Z R ETIEEYRETTEY) < VL-CLE ##45 & 2 VH-CHI
E# 2 Fab/R B > K

(i) A& Bifr B+ B T4 Y 2 VL-CLE 45 & 2 VH-
CH1E## ~ FabF F% -

% 36 HEWHRE)
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Ho i SR B 2 Fab | E% 2 VHIS > NG &S i 2 BL S8 57 - 8 1 42 ik
H 1B 2 Fabjs 2 CH13 2 Cli -

Hrpfh Z PR ¥~ VH-CHI S ## 8 fEFHSEQ ID NO:174HEY » Hi 22
B VL-CLES §# i (£ 1 SEQ ID NO:184HEK - % B + B4 2 VH-CHI
E I EMSEQ ID NO: 1340k » R/EH iy B + B 2 VL-CLE J# i
fEFSEQ ID NO: 1440 -

[0119]) frEfEEMMI+F » SRREEMFEESREEE —[FEER
WA (E R [E Ry B g > HAaZ S A & SEQ 1D NO:21 50 H U AE B A8 5 T1SEQ
ID NO:2 1 ¢ H IR B A4 » 5% W (M # B & SEQ ID NO:18 X SEQ ID
NO: 145 H DA 2 #8 5¢fISEQ ID NO:18 )2 SEQ ID NO: 145 H 15 ZFE4H
5‘2 o

[0120] fERFEEMEIF » EREUNFES SR RES

OEEEMEE T BERNEYEIT4EY 2 VL-CLE § 45 & 2 VH-
CHIE# “Fabj % > K&

() B &P Z R EH T4 Y 2 VL-CLE f 45 & 2 VH-CH1
B FabH ES

i B BB Fab B Y > VHE > N &% i 26 BE B 3 78 5 2
PR B 2 Fab | B 2 CH1E 2 Clifi

Hrpfh Z PR ¥E i1~ VH-CHI S ## 8 fEFHSEQ ID NO:174HEY » Hi 22
B VL-CLES §# i (£ 1 SEQ ID NO:184HEK - % B + B4 2 VH-CHI
E I EMSEQ ID NO: 1340k » R/EH iy B + B 2 VL-CLE J# i
fEFSEQ ID NO: 1440 -

[0121] frsgfEEHEMF > SRHREERREo R REE —HEH#E X

5 37 HEEHIEREIE)
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WA A EI Y ES g - Hop 22 g & SEQ ID NO:22E¢ H U g #AS T SEQ
ID NO:228¢H YR B RS 4H AL » 5% W {612 SEQ ID NO:18 & SEQ ID
NO: 145 H I AE 8 5 (HSEQ ID NO:18 & SEQ ID NO: 1487 H 1/ 4E @ B4
@ o

[0122] fERFEEAIF - EREEHFEEGR REE

()AL & 2 g BH sl D RE sl N RAB LT Y & VL-CLE g &t &
VH-CHIE# “FabF % > &

(i)E & Pin B T BEH s YT 4 Y) < VL-CLE §# 45 & 2 VH-
CH1E## ~ FabF F% -

Hrp a2 BB 2 Fabj/ B2 VHE 2 N 48 i 2 L3 8 7 3 3 22 0
H T ¥ 2 Fabj7 B 2 CHI1E Z Clli -

Hoppe % & Bl 2 VH-CHI E#i (I SEQ ID NO:154HRY » PH%# &
B2 VL-CLES g (£ ISEQ ID NO:164Hpk - tHFF 2 + B 1 2 VH-CHI
B EHSEQ ID NO: 134Kk » Fo/BCH Ay B £ B4 2 VL-CLES gy
£ M SEQ ID NO:144HFk -

[0123] frEEERMAIF  SREMNFEESREREE —(FEHEK
W {8 A IRV ES g - Hop 22 g5 SEQ ID NO:23E¢ H U ge #AS =T SEQ
ID NO:238¢H UjRE B RS 4H AL » 5% W (&S AL 2 SEQ ID NO:16 & SEQ 1D
NO: 145 H A 8 5 (HSEQ ID NO:16 & SEQ ID NO: 1457 H 1/ 4c @ B4
@ o
[0124] (R EEHAIF - EREEHFESEGR REE
OEEHEMEE - ERSKEYETEY) 2 VL-CLE i 45 & 2 VH-

CHIE# ZFabj B >}

% 38 HEWHRIE)
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(i) AL & B g % B BH s E R s RBP4 Y) 2 VL-CLES § 45 &
VH-CH1E## ~ FabH F% »

oy B 4 BB 4 2 Fab B B 2 VHIE > NG &K i % BB 3 T B 3 2
% B 2 Fabj/ Bt 2 CH13( 2 Cli -

Hoppe % & Bl 2 VH-CHI E#i (I SEQ ID NO:154HRY » PH%# &
B2 VL-CLES g (£ ISEQ ID NO:164Hpk - tHFF 2 + B 1 2 VH-CHI
B EHSEQ ID NO: 134Kk » Fo/BCH Ay B £ B4 2 VL-CLES gy
£ M SEQ ID NO:144HFk -

[0125] frEEERAIF  SREMNFEESR R —(FEHEK
WA A Y ES g > Hop 22 g5 SEQ ID NO:24E¢ H g B S =T SEQ
ID NO:245¢H UjRE B RS 4H AL » 5% W (S A1 2 SEQ ID NO:16 & SEQ 1D
NO: 145 H A 8 5 (HSEQ ID NO:16 & SEQ ID NO: 1457 H 1/ 4c @ B4
@ o

[0126] {ERFEEMAIF  EREMEHFESEGR REE

ORI EZERERNEIFELTAEY) 2 VL-CLE &S & 2 VH-CHI
Hif ZFab/ B 0 K

(i)E & Pin B T BEH s YT 4 Y) < VL-CLE §# 45 & 2 VH-
CH1E## ~ FabF F% -

Hrb EZ Bk B 2 Fab s B2 VHE Z N 45 2 L3 38 7 3 7 22 0
H T ¥ 2 Fabj7 B 2 CHI1E Z Clli -

Horp B ZYREH 2 VH-CHI E# i SEQ ID NO:194HRY » & Z B
B2 VL-CLES g £ H1SEQ ID NO:204Hpk » tHFF 2 B 1.~ VH-CHI

E#EEEMSEQ ID NO: 1385k » /B iy B £ B 2 VL-CLES

% 39 HEWHRTE)
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£ M SEQ ID NO:144HFk -

[0127] fEEEERAIF  SREMNFESR RS —(FEHEK
W {8 A [F Y ES > 3% B A5 SEQ ID NO:25 s KT RE B A5 i I SEQ 1D
NO:25 s H U sE B AB 40 Bk » 5% Wi ([ #E # &1, & SEQ ID NO:20 & SEQ 1D
NO: 145 H T4 8 5 (HSEQ ID NO:20 & SEQ ID NO: 1487 H 1/ 4E @ B4
@ o

[0128]) {ERfFEEMAIF » EREMEHFEEGR REE

OEEHEMEE - ERSKEYETEY) 2 VL-CLE i 45 & 2 VH-
CHIZE# ZFabF B > &

(i)EEHEZFENSNEREITEY 2 VL-CLE 45 & 2 VH-CHI
E i 2 Fabj % -

oy B 4 BB 2 Fab B B 2 VHIE > NG &K H & BB T B E B
H YR E T 2 Fab 7 Bt 2 CH13( 2 Cli -

Horp B ZYREH 2 VH-CHI E# i SEQ ID NO:194HRY » & Z B
B2 VL-CLES g £ H1SEQ ID NO:204Hpk » tHFF 2 B 1.~ VH-CHI
B EHSEQ ID NO: 134Kk » Fo/BCH Ay B £ B4 2 VL-CLES gy
£ M SEQ ID NO:144HFk -

[0129] frEEEMAIF  SREMNFESR RS —(FEHEK
WA A Y ES g > Hop 22 g5 SEQ ID NO:26E¢ H g # S =T SEQ
ID NO:26E¢H UjAE B RS 4H AL » 5% W (A1 2 SEQ ID NO:20 & SEQ ID
NO: 145 H T4 8 5 (HSEQ ID NO:20 & SEQ ID NO: 1487 H 1/ 4E @ B4
@ o

[0130]

5 40 HEEHIEREIE)
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BEF R

{8 F 2 IR 2 7 Ab1 Z Fab 5 F: 2 VHIEL 2 Nl 78 1 22 Ab2 Z FabJ{
F% 2 CH1Is >~ Cliif -

(0131] FEARHZ ETF3d - flasg " ZFRERE TR, BREFY
20 £ 80(F i BBz - BIEE30 £ 60 iz FL % - FEE30 L 40MM g BB Z 2K -
2K E P T R Y /0 5 80 R AR B - S EE/D R 60 (il B BBk - E D
PR A0(E R B AH B - AL - BT PR " SENTAERY ) RS

B TREEEHIgA ~ 1gGRIgD (IER BT Z — S eEikEH

L e — B o R o HORHE By T SO O AR Y 2 BERE TR
s T IRSHEERE T, c P MMER T EEE - EREREG IR
EEE—ER T A o AEBLIFR T > B R EEREH AT A A CHLE 2 %
EREEBRHEERIE R KT - BUBIR A FERYERECTH - 30E 0 %%
IR R Bl 2 /D AR [F Y [E B B0 2 R PR E H i & 2 =
—E o R e AEREIER T EREERAE CH U Z (R HY 25 IR 3 3 1 N &
TEEREEIRED 2B — 8 o R EH R - Z R ERE 0 PN A
CHUk .~ e 2R & B @ i M [EI By [E A K 748 -

[0132] iFhith - ZFRERE TP EGHARERESZ
CH23 2 25 15 - B (5 2 10fF N i £ B 2 51 -

[0133) fE—SEEL T - AT EAKE REREE Y] AEHAME
T AIHEERIETERSE > THHAWNRREGHE R ERFEE
IgG1 ~ IgG2E1gG3 g PPl of 2 — B 2 { e g Be i 5 - DI R f & 7/
TEEN 9 PN BN ] RO

[0134]) fEfRpE G - ZIERE T E DL T I E R 51 2

5 41 HEETIEREIE)
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H 46 B% © EPKXICDKX2HX3X4PPX5PAPELLGGPX6X7PPX8PX9PX10GG
(SEQ ID NO:33) » Hh Xl » X2+ X3+ X4+ X5+ X6~ X7~ X8+ X9~
X 101548 [F 80 [F /Y H A% o B A B

(0135) fEREEMF > X1~ X2 R X3 R A E A B AT H Fari
M (T)Biamiz Bz (S) -

[0136] fES—HEEAT » X1~ X2EX3HMEZA R > H
mEEHAla (A) ~ Gly (G) ~ Val (V) ~ Asn (N) ~ Asp (D) KIle (DIHRLZ
Bf o BEXT ~ X2RX3{H M E A E R B A A Ala (A)Gly (G) -

[0137] =& > X1~ X2RX3{HMHEZAFAYE A HLeu (L) ~ Glu
(E) ~ GIn (Q) ~ Met (M) ~ Lys (K) » Arg (R) » Phe (F) ~ Tyr (T) ~ His
(H) » Trp (W) > #{# K Leu (L) » Glu (E)E(Gln (Q) -

(0138) {ERFEEM G » X4 K X5 R AMHE R E R H R E B
REBZ(S) ~ “PRERZEZ (C) ~ WREER(A) F T B2 B2 (G) A ok 2 8% 2 AT AT R AL 8

[0139) {ESREFIHIT » X4ReRME (S BT BEREEL(C) -

[0140] {ESREREET > XSHRWEER(A) BB EZ (C) -

(0141) fEREERBIF > X6 ~ X7 ~ X8 ~ X9 ~ X10{% M [ 2 A [H]
Hy H 1% Bk ek g B2 (T) 2 e B2 (S) LASMAY (T o] B 2R 2 - et - X6 ~ X7 »
X8 ~ X9 ~ X104 tHE AR > HixEEHHAla (A) ~ Gly (G) ~ Val
(V) ~ Asn (N) ~ Asp (D) Felle (DEHRCZBF ©

[0142] =z > X6 ~ X7 ~ X8 ~ X9 ~ X10{&HH[5 = A 5 7Y H # 5
Leu (L) ~ Glu (E) ~ Gln (Q) ~ Met (M) ~ Lys (K) ~ Arg (R) ~ Phe (F) ~ Tyr
(T) ~ His (H) ~ Trp (W) > # £ FLeu (L) ~ Glu (E)=Gln (Q) °

[0143] fEEETHF > X6 ~ X7 ~ X8 ~ X9 ~ X10{% M [E 2 A [H]
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Hy - AREEHAla (A) K Gly (G)&HRLZEBE -

R —REERAIF - X6 RXTHMEER - HigEEE MAla (AR
Gly(G)&Hpk < BF -

[0144]) freEERAIF - ZERFFIIEEFFISEQID NO:33
2 FFHISEQ ID NO:332H 5K » H

X1~ X2 R X315 A8 [ 20 [FIHY B (% a&fhz B (T) ~ 4RBEEE(S) 5

X A% ke I (S) 2P BERZ BE (C)

X5 (% N e B (A) B B % (C)

X6~ X7~ X8 ~ X9 ~ X10{%MFEAFH » HEEEHHAla (A) K Gly
(G)4HR  BF -

[0145]) fES—WEFEKAF » ZIER FFIIEEFHISEQ ID
NO:33E i FFISEQ ID NO:334H % » b

X1 ~ X2 F X3 &AM E A [E /Y H & Ala (A)EGly (G) ;

X A% ke I (S) 2P BERZ BE (C)

X5 (% N e B (A) B B % (C)

X6~ X7~ X8 ~ X9 ~ X10{%MFEAFH » HEEEHHAla (A) K Gly
(G)4HR  BF -

[0146]) FES Z > ZMER YA EEE ML NEK B2
Feol e HaH B

EPKSCDKTHTSPPAPAPELLGGPAAPPAPAPAGG (SEQ ID NO:34) :

EPKSCDKTHTAPPAPAPELLGGPAAPPAPAPAGG  (SEQ  ID
NO:35) ;

EPKSCDKTHTSPPAPAPELLGGPGGPPGPGPGGG (SEQ ID NO:36) ;

5 43 HEETIEREE)
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EPKSCDKTHTSPPAPAPELLGGPAAPPGPAPGGG (SEQ ID NO:37) ;

EPKSCDKTHTCPPCPAPELLGGPSTPPTPSPSGG (SEQ ID NO:38)

M EPKSCDKTHTSPPSPAPELLGGPSTPPTPSPSGG (SEQ ID NO:39) o

[0147] @it - ZIRERE TR S HERFYISEQ ID NO:34 5
SEQ ID NO:355¢H AR -

[0148] PG El& FIEHIFabf B2 EHapIS > 77gFabf B2 2 %
IR 25 12 1 ] (A [F] 2R [F]HY -

[0149]
2. 8RR ZaET

AW GEAN R Ry > HESWEHRNRESE S
B BVREEEROU L ER RS SR BRERN - R EFEH A
o BRREES T HRERIE -

[0150] ERMEEGA BEAF B IR TR Bt B R IR EE T
R 8B E2HBEL5E > AR EEFc&E - fFHFER T > WEHUR
GoE I DUERA I - I

FEMPRE ST <&y RFabR B 2 2 IR 1 AT i i« #fs] —
it S AT 235 AR ¢ KB

- B TURG G E Z Cli AN 02 A -1 B e B2 2 2k 2 2 IR {1
71 0 (B R iR o Rk KR ER oy 285 AL o (e R AR
&G (ERIERFNEE B - 5% 2 LR ER 77 7] B Bl 40 1gG1 ~ 1gG2 L
IgG3 2 g s P51

-EME R T BEF M E T W RS G B L B Cli
LA R — 2 Ik - HORFFZIURG &8 (L Z B B e Sy eE gk -

5 44 HEETIEREIE)
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[0151] =& - EFERELAE - sENPUas KR AR T & 2 41 AT
M (ADCC) ~ i f2 f(< %8 1 € BZ 22 M (CDC) Ko / B S i< %8 1 W i F
(ADP)SC AR o 2 &8 2 E& o > AIRSEH 2 SRR & —
T H S e I F e T AE L Folgl o Felsk 2 388 55K HUA B B 75 U ThseE
R

[0152] AZFHAJNRALEER M NEHRE - K83 W(ESF H HER-3
L& IR KW (1 55— PU R (HER-2E(EGFR) Z & & L - B E
S0 AFHARRN SRR EETE > HEaWEEENNREEE
(NEER R E W0  EFZPREEE e —(WHER-3GE = (ILE
K —{MHER-2&E & irEs - A IR — s 2P - el
ME G S (RILREAHORERZD > HFEHREeE s —@
HER-3&G & iz &5 K — (A EGFR&G S iL % -

[0153) fERFEEHNF > STHRGEEFHRMA EXATER Z &R
EMERG &R ERaHR -

[0154]) FEEEERAIT - R T DAVU-Fab® 5 R EHUac o 2UE #2
Wi #f Fablsy - H g ZL % 7 51 61 & 22 /0 Wi ([ 33 32 7 38 P2 Y Fab 2 B 8
B> BRI AR - BER (R L B B RS e Pl LR I 2 Fe e 31 -

[0155] A#HZBFIgCHRER TR ZEHRERELT -

[0156]) feRrEEHEMIF > B RETR A A RERESRERE
HEZ:

- MEMEFERRGEEE > STUREEE Al A ST i 2 By
RMERG &R B - &

- Feigk » HigEARD gty > JRR1 > HE R SE DI EE GE PG ((SE

5 45 HEETIEREIE)
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MEAHAE B 2 i (ADCCO) ~ e F A R R (e MRl A 22 M (CDC))
<&Mk -
[0157) fERrEEHEHIF > A 2 B REMERE
- MFciEZ 2 AR H i (3 ##-CH2-CH3)
- R HDIAE1 (Ab1)ZFabE#(CHI-VH) K #ifG2 (Ab2) Z HEFab
E## (CHL1-VH) » {&& M40 ESCRT I 2 2 K E 52 1 R P 92
- HAEEHRRWIE > FrisE#EEERER R > miLRHE ZAbL
Z W FREE 8 (VL-CL) e Ab2 2 Wi {8 ## (VL-CL) B L[] 5 B2 i & & LUIE ol
A& FRREF (ab)'2-Feor ¥
HorAb1EGAb2 I 7 — & Byiifs BB £ B HTBCHIhRECT )
HAbIECAb2F 7 S5 —F(GBEH DL N4 BF © i 2 BREHiECH D)
RECTAEY) ~ BEREREE YT AV 2 & BRI EY) -
[0158] JEE AR > § 8 3R CH2 38k 2 NIt 7 % 22 Ab1 Z CH13 2 C
Ui > H 2 MK RE T R AR Ab 1 2 VHE 2 N 28 % 22 Ab2 2 CH 18 Z Clf ©
[0159]) fERrEEHadIF > SRR EFR A A RERESRERE

HEs
-MEAEFRNRESE - STRE B (Gl A AT 2 B 2
MRS G R B

- E H 2 B (LCH2 L CH3

-REIKEH 2R E - KRG ST L CH Z Clii 22 £ 2 CH2
S Nk o

[0160] fEfFEEHEBIF - CH2 K/ECH33K K 1gG 1B 1gG4 [ A =Y,
HEBENTAY) L CH2 R CH3 3 - Il > CH23k & A 1gGl .2 CH2 1
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(C254397PA docx

112107660 FEHESE A0202 1123167309-0



202342538

(SEQ ID NO:41) » #fEH > CH3IH AGIm3)[EFEER ~ A HH1gGl1 ZCH3
(SEQ ID NO:42) » £ 55 —RrEEHHF - CH3E HGIm(1,17)[E fl £ A
Z NF1gGl Z CH3% -

[0161) fEfrEEMAIF - $#EIE KlgA ~ 1gGl -~ 1gG4 ~ TgDE(H
ZEEUTAY) 2 & - KRR & E < CHIU 2 Clii # 4% 2 CH24 2 N
g o AEFFE H R T o S & R 1gG4 Z g & H B S228PHUAY - #fE
o SR FHEE BSEQ ID NO:40 2 1gG1 2 5 & o

[0162] FEfFEF AT - BREMMERE A REKEDZRERE D

BaFeik » Huo] KB AR RyEBKE O Fell sl HZEE T4 Y) - fER E B it
B Felf RyIgG1 Fedl 2 28 BT £ W) si1gG4a Felll L ZEB T4 Y) - £/ E
BHafT - 2 BT EY) R AFCEMEEE - B 2/ —fEFc y2#8(FegR)
B &EEf <RI T) 2 Feli -

[0163] FEfFEF MM T - BREMEER RERECEER -

Zsa W1gG1Ei1gG4 Folfl Z Felsk - & BAE A RIFCIAREE RS - HEdFcy
2R &R - e EE B AR A SUEDRE < SRy RIEPUR -

[0164] FEfFEFE AT - EREMERE R RERECEER -
HAEE&EEMIgG151gG4 Felf 2 Feli - & B ¥y 4 BUFcIAH LRI » HORBAEY

E EABFey ZBE G » (EmEAEF BRI EDY fE 2 B2
Mhiag -

[0165]) ZFci Al & — B (H /D BUN R KB Fey 2B 2 4G
Ze%E o FEUICH2 Rz /B CH3 M, 2 ZE 88 - 5% — B 2 (] 28 5 0 175 e B B8 Y
0 $ A R/EER S - B BOHBRFel BIFey 2 e 4 EUEME L s B 2e 2
BHE(ERFER) @ LIF234A ~ L235A/E -~ G236R/del ~ G237A - P238S -

Tl

5 47 HEETIERBIE)
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D265A ~ H/Q268A ~ L328R - P329G ~ S/A330R/S K/ P331S o A H >
Felil 2 i A s B B R R IREU sy 2R B P #E1T 4R 9% -

[0166]) HiEREFEAY » " L/F234A | R~ FH N BB B 3 B B B¢
7 P B (R B TR 4181 2 B A2 72 1gG 1 21 eG4 Z L B 2348 ) < H R Ei A H
#y > TL235A/E , RN BRI B 235K 2 O - 1D
stBHEHEY > " G236R/del ; Fon MG REBE B HA (7 B 2365 < T e BE B0 B
L E2360 « T REBE A - NERBHEAY - T A/S330R/S | RmAE L
B &5 M I B TN T B B % e B (O G AR 81 o 1] 2 A 1Y 1g G 1 Bl g G4 Z fir B
330%) -

[0167] J/DECHFRIgGl FellBiFcy sz 88 2 &5 &0E M 2 sl B 1 22 2
B1FE(HFFE ) @ L234A ~ L235A/E ~ G236R/del ~ G237A ~ P238S -

0

D265A ~ H268A ~ L328R ~ P329G ~ A330R/S Fz/8(P331S - /DB 5 &
TgG4 FelfiBiFcy 288 > 45 & E M 2 SR M 22 S S ((H R TR D) © F234A
L235A/E ~ G236R/del ~ G237A -~ P238S -~ D265A ~ Q268A ~ L328R -
P329G k7 /5¢S330R -

[0168] {5345 EEMMIT » S5 RIULHEEA CERE O EE
F B A& 3540 1gG 1 8 1gG4 Fol > Folif » % B85 4 % Fo ok i Fh S > HL B
Foy 288 > SE& NN - FET AR A B B BLAT R E D) A 2 B M B

[0169]) #ZFclml A & N BlFcy 288 454 2 — K S Hzes
SEUICH2 /3 CH3 3, 2 288 « Y IFCH » 3 401gG 15 1gG4 Feidfi i Fcy
THE L GESEN M ZE® A EE (BRI R) ¢ S239D -~ I332E -
S298A ~ E333A ~ K334A ~ D280H ~ K290S ~ S298D -~ F243L ~ R292P -

Y300L ~ V3051 ~ P396L ~ A330L ~ G236A ~ L234Y ~ G236W kz/2(S298A -
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(L EE R BT - sE001gG15i1gG4 Fols 2 Folgfi £ & 22 8 S239D J 78
I332E -

[0170] {EHEEE AT - HA1gG13IgG4 Fol 2 Fols f£ CH2I5;
o (i B297 R Y Fe R BT B ARG SRS E -

[0171] fREBHEEE] - HW1gG15¢1gG4 Folk 2 Folf {r fE & (b
firB(Asn 297) F EAN-BE - 2% SN-F 0 05 B MR (L2 RE (K1 65% -
BRI 60% » WEEMERS55% » W EERI50% » B (KR 45% » BEER
40% » WEEAR35% » BRI 30% » BEEEN25% » BEEN20% - 82
EAEH10%

[0172) REEFES EENH > FeIk /L MEELAr B (Asn 297) L EA
N-BE > 3% S N-T > 0 M A (LR 0 0% » L - A IR (it —F@
e A H A A R L AT BE Asn297 | LA N-TXE > Folif » 3%
i LA B R UL S el I N- B R &0

[0173) 7 Fl# » {5 i B 297 i 2 I 55 (L fir B B 75 45 {5 i 2 1 5
(b > B S WA (b Fol SR BFc-y 57 B8 S5 & B -

[0174) {C4SEBHH T > Felf & b T At U T 4R

- SEQ ID NO:40 7§54 5 &
- SEQ ID NO:43_ 7 CH2-CH31 -

[0175) eSS ESFHEMIP - Fel & LT A @k h b T4 © SEQ
ID NO:44=(HSEQ ID NO:44EH%E/080% ~ 90% ~ 95% ~ 96% ~ 97% -
98% B ZE DI FFHI—EN M DR B o (LB S EE RN - FeikEa
PUF B d DL 4ARL ¢ SEQ ID NO:82E(BISEQ ID NO:82 B £/

80% ~ 90% ~ 95% ~ 96% ~ 97% ~ 98% = £ /1>99% F7 51| — BU M: = Ty 5E &

5 49 HEEHIEREIE)
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[0176] ‘7€ & HE B {5 5A 5> L& Wik 22 4 R VU iR s ol 2 BB 4 A 4T
c Hp 2R EER S

a. PREEKEH ZFclE - HA & §#-CH2-CH3E B E ST il 2 28
BOTAEY)

b. 8% Feli &L haZ s s I B B2 2 1AG 1 (Ab1) ZFab CHI-VHE##

c. i Abl Z CHI & 1 % K33 #1751 2 f £ HTAE2 (Ab2) ZFab
CHI-VHE# > H 5% 2 I E 27 5 % Abl Z VHIEL Z NI 8132 Ab2 2
CH 138k ~ Cliij 72 % -

Lo 57 U R S L = WY i Abl 2 Fab CL-VLES§# K Wi {f Ab2 2 Fab
CL-VL#EHE > 5% F i & 5 L [EUR E s o

H P Ab1EiAb2 1 2 — & Ry ey B £ B A s dn B SR il 2 HoohBE 7
£

HAbIECAb2F 7 S5 —F(GBEH DL N4 BF © i 2 BREHiECH D)
RETTAEY) ~ B EREPUNE R OTEY) Kb 2 & B P sl B SCPTif gl 2 2
LiRe BN RAETTAEY) -

[0177]) ‘7€ B HE B 5% 5R B> L& Wk 22 4 R VU iR s ol 2 BB i B 47T
fe o HoP B E#EAS

a. PREEKEH ZFclE - HA & §#-CH2-CH3E B E ST il 2 28
BOTAEY)

b. 8% Feli &L haZ s s I B B2 2 1AG 1 (Ab1) ZFab CHI-VHE##

c. i Abl Z CHI & 1 % K33 #1751 2 f £ HTAE2 (Ab2) ZFab

CHI-VHE# > H 5% 2 I E 27 5 % Abl Z VHIEL Z NI 8132 Ab2 2

i

% 50 HEEHSRE)

(C254397PA docx

112107660 FEHESE A0202 1123167309-0



202342538

CH13 7 Clis g 3

P 3% DU {6 S § B) & W fik Ab1 2 Fab CL-VLES §## & [ ¢ Ab2 2 Fab
CL-VLES§# - 32 Sl < 5 PIE [F RS\ 45 &

Hor Ab2 By s B 4 BEHUEA S A 2 R T A

RAbUGEEE LA T 4HE 2 BF © th ZBRBEHIECH IIRE T Y - B H Bk
B IIRE T A Y R 2 E B b P i 2 HRE s A R(E ST A
Y o

[0178]) FeFrEgEhbld - SR REMBEE LT BREM U TH
|5

)W fRE# » HE& BB &SEQ ID NO 27 HZEE T £ Y) HikfEH
SEQ ID NO:27=(HZEZB T EYJsH L © K

b)PU RS - H F RIS HE 61 2 SEQ ID NO: 145 HZEE T4 Y) Hig
EHSEQ ID NO: 145 H 2B 1A V)R L - S5 R ## .5 SEQ ID NO:18
B ZEE T A Y) H it HSEQ ID NO: 185 H 2 E i A V4R Bk, -

[0179] SEQ ID NO:27” &l &

-MAHF B 1+ 8412 VH (SEQ ID NO:5)

-TE R B - BEfiFab 2 CHI (LA 28 T192E 2 G1m(1,17)[E] & 2 #Y
> A¥lgGl) (SEQ ID NO:1)

-AP3E# F(SEQ ID NO:34)

-fZERE L2 VH (SEQ ID NO:9)

- Bl % ¥k BE i Fab 2 CH1 % ( H 7 28 % L143Q & 28 8 S188V 2
Glm(1,17)[EFEER 2 AKl1gGl) (SEQ ID NO:2)

-NH1gG1 2 #: #(SEQ ID NO:40)

5 51 HEEHIEREIE)
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- N E1gG1. 2 CH2H5(SEQ ID NO:41)

-G1lm(3)[EIFEE® ~ AHIgG12 CH3K(SEQ ID NO:42)

[0180] FefrEgEhpld - SR REMBEE LT BREMUTH
|5

)W fRE# » HE& BB &SEQ ID NO:28s  HZE# 7Y Hik
SEQ ID NO:28E(H.28E# 1A WA - &

by U fiiEs g > Hoor i fiRES 8 AL & SEQ ID NO: 1480 HZEZ T4 H it
EHSEQ ID NO: 145 H 2B 1A V)R L - S5 R ## .5 SEQ ID NO:18
B ZEE T A Y) H it HSEQ ID NO: 185 H 2 E i A V4R Bk, -

[0181] SEQ ID NO:28 Sl &

-fZERE L2 VH (SEQ ID NO:9)

- M 9% % B $ Fab 2 CHI 3K ( B 28 4 L143Q J 28 # S188V 2
Glm(1,17)EFEER ~ AKIgG1)(SEQ ID NO:2)

AP F(SEQ ID NO:34)

-MAHF B 1+ 8412 VH (SEQ ID NO:5)

-MHFF B+ B PiFab 2 CHIE (B A ZEETI92E 2 Glm(1,17) [F & 52
> \HE1gG1) (SEQ ID NO:1)

-NH1gG1 2 #: #(SEQ ID NO:40)

- N E1gG1. 2 CH2H5(SEQ ID NO:41)

- Glm(3)[EFEEM 2 AKEIgG1 2 CH3{(SEQ ID NO:42)

[0182] FefrEgEhbldh - SR REMBEE LT BREMUTH

) fREHE > HEHBEESEQ ID NO29s BT A Y HEfEH

5 52 HEEHIEREIE)
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SEQ ID NO: 295 H.Z2eE# T Y - &

by U fiiEs g > Hoor i fiRES 8 AL & SEQ ID NO: 1480 HZEZ T4 H it
EHSEQ ID NO: 145 H 2B 1A Y)4H L - S5 R ## .5 SEQ ID NO:16
B ZEE T A Y) H it HISEQ ID NO: 16 B H 2 E i A V4R Ak -

[0183] SEQ ID NO:29. Sl &

-MAHF B 1+ 8412 VH (SEQ ID NO:5)

-MHFF B+ B PLFab 2 CHIS (EHZEETI92E 2 Glm(1,17) [F fE £ 4
> NHE1gG1)(SEQ ID NO:1)

AP F(SEQ ID NO:34)

-PHEEFEPLZVH (SEQ ID NO:7)

- M 9% % B $ Fab 2 CHI 3K ( B 28 4 L143Q J 28 # S188V 2
Glm(1,17)[EFEER 2 AKl1gGl) (SEQ ID NO:2)

-NH1gG1 2 #: #(SEQ ID NO:40)

- N E1gG1. 2 CH2H5(SEQ ID NO:41)

-G1lm(3)[EIFEE® ~ AHIgG12 CH3K(SEQ ID NO:42)

[0184] fERrEEHifIF » BREMEMBEEUT HiREMII T4
|5

)i fRE# » HE& BB &SEQ ID NO:30sC H ZEE T Y HikfEH
SEQ ID NO:30EHZe 8 7 W4k » &

by U fiiEs g > Hoor i fiRES 8 AL & SEQ ID NO: 1480 HZEZ T4 H it
EHSEQ ID NO: 145 H 2B 1A Y)4H L - S5 R ## .5 SEQ ID NO:16
B ZEE T A Y) H it HISEQ ID NO: 16 B H 2 E i A V4R Ak -

[0185) SEQ ID NO:30 & &

5 53 HEEHIEREIE)
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-PHEEFEPLZVH (SEQ ID NO:7)

-6 % B Fab 2 CH1 3% ( H 7 28 # L143Q & 28 8 S188V
Glm(1,17)[EfEEE ~ A#HIgG1)(SEQ ID NO:2)

AP F(SEQ ID NO:34)

-MAHF B 1+ 8412 VH (SEQ ID NO:5)

-MHFF B+ B PiFab 2 CHIE (B A ZEETI92E 2 Glm(1,17) [F & 52
> \HE1gG1) (SEQ ID NO:1)

-NH1gG1 2 #: #(SEQ ID NO:40)

- NHH1gG1 22 CH2I(SEQ ID NO:41)

-G1lm(3)[EIFEE® ~ AHIgG12 CH3K(SEQ ID NO:42)

[0186] TefrEgEhbI4 - SR REMBEELIT BREMMUTH
|5

)W RE# » HE& BB &SEQ ID NO:31ECHZEETTEY) HikfEH
SEQ ID NO:3 15 H ZEZ T EYIH © K

b) PURES 8 - EL o [ fRECHE A1 2 SEQ ID NO: 145 HZE& (74 Y) A i
EHSEQ ID NO: 145 H 2B 1A V)4 - S5 R ## .5 SEQ ID NO:20
B ZEE T A Y) H it HISEQ ID NO: 205 H 28 S i1 A V4R Ak -

[0187)] SEQ ID NO:31 . &<

-MAHF B 1+ 8412 VH (SEQ ID NO:5)

-TE R B - BEfiFab 2 CHI (LA 28 T192E 2 G1m(1,17)[E] & 2 #Y
> \HE1gG1) (SEQ ID NO:1)

AP F(SEQ ID NO:34)

JEE 2R EEH > VH (SEQ ID NO:11)

5 54 HEETIEREIE)
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- Bl % ¥k BE i Fab 2 CH1 % ( H 7 28 % L143Q & 28 8 S188V 2
Glm(1,17)EFEER ~ AKIgG1)(SEQ ID NO:2)
-NH1gG1 2 #: #(SEQ ID NO:40)
- N E1gG1. 2 CH2H5(SEQ ID NO:41)
-G1lm(3)[EIFEE® ~ AHIgG12 CH3K(SEQ ID NO:42)
[0188]) FefrEgEhbld - SR REMBEE LT BREM U TH
|5
)W RE# » HE& BB &SEQ ID NO:328  HZE B 7Y HikfE H
SEQ ID NO:328(HZEZB T EYJsH R © K
b) PURES 8 - EL o [ fRECHE A1 2 SEQ ID NO: 145 HZE& (74 Y) A i
EHSEQ ID NO: 145 H 2B 1A V)4 - S5 R ## .5 SEQ ID NO:20
B ZEE T A Y) H it HISEQ ID NO: 205 H 28 S i1 A V4R Ak -
[0189] SEQ ID NO:32 EfffE
_E R BB 2 VH (SEQ ID NO:11)
-6 % B Fab 2 CH1 3% ( H 7 28 # L143Q & 28 8 S188V
Glm(1,17)[EFEER 2 AKl1gGl) (SEQ ID NO:2)
AP F(SEQ ID NO:34)
-MAHF B 1+ 8412 VH (SEQ ID NO:5)
-MHFF B+ B PLFab 2 CHIS (EHZEETI92E 2 Glm(1,17) [F fE £ 4
> NHE1gG1)(SEQ ID NO:1)
-NH1gG1 2 #: #(SEQ ID NO:40)
- N E1gG1. 2 CH2H5(SEQ ID NO:41)

-Glm3)[EfEE A 7 A FHIgG1 2 CH3E (SEQ ID NO:42)

5 55 HEEHIEREIE)
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[0190)] SEQ ID NO:14 . &g f1 2

-MAHEF B 8572 VL (SEQ ID NO:6)

"B #S114A K ZE#N137K . Cxi (SEQ ID NO:3)

[0191] SEQ ID NO:16.” &4

-PH %5 EH1.Z VL (SEQ ID NO:8)

CEAZREVI33TRZEES176V 2 Cxl(SEQ ID NO:4)

[0192)] SEQ ID NO:18. &4

B BB VL (SEQ ID NO:10)

CEAZREVI33TRZEES176V 2 Cxl(SEQ ID NO:4)

[0193] SEQ ID NO:20. &4

JFE LB 2 VL (SEQ ID NO:12)

CEAZREVI33TRZEES176V 2 Cxl(SEQ ID NO:4)

[0194) FEfsEE AT - BEREMEBEES T HEEm T4
|5

)i fRE# > H&H B ESEQ ID NO:8SE HZEE T4 Y H (£ H
SEQ ID NO:85s H.ZEe& T4 W4H L © K

b) PO RS g - Ho o [l R ES # £ & SEQ ID NO: 1450 HZE B 074 W) H i
fEHSEQ ID NO: 145 H 28 1A Y)4H KL - 55 W RES 12 SEQ ID NO:84
BCH ZE BT At 1 SEQ ID NO:84 B HLZE B T A 2R Bk

[0195) fEfsEE AT - BREMEBEE T HEEm T4
|5

)i fRE# - H&H B ESEQ ID NO:S6E HZEE T4 Y) H (£ H
SEQ ID NO:86ECH e B 14 M 5 K

% 56 HEWHRTE)
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by U B HE - H A I (fRES#E L & SEQ ID NO: 148 H 222 T4 HiR
EHSEQ ID NO: 145 H 2B 1A V)4 - S5 R ## .5 SEQ ID NO:84
B ZEE T A Y) H it HISEQ ID NO:84 B H 2e E i A 4R Bk, -

[0196]
3R AREIRZES

BRI R RIS 2 Al - Rt A B 2 F B ERHE
FWO02013/005194 » HLIG[RZ 5 = GF AR S o

[0197] AR/EMEZEE  HESEBAZEH T FRHE
EO#E T - ZFE R ERATTEEEIINIFS  RES 2 0 LR AM

A& REFTEFIIEETRIL - (i A bz E#Z P - IMERE&Z
AL HIRE < 15 T 400 -

[0198]) @& - (LR RIS 2 AR T YIS DNAFFS »
BRALHH WA Y EHR 2 BB FRELLE - WRERHE > SREELLT
Z DNADLF AR IR HIEEH b 2 IR P51 2 (950K ~ Fabl Z o] (& KN E
CHI1%K > BE{RAT§ # 7 F F DL R Fab2 2 v 8 & K (K 7 CH1E « $f A Es i
G R AR S (2 SRR DA R T 8 R IR ZE k& 2 DNA -

[0199] KRB A SR RMETIRG S R BREhiie 2 S KK
HE 2 TR B A\ R E RS o W R B R B A RE T 2 M ) B [ Y RN AR
oo GRS SRR BRI 0 #E 2 DNA R EL 1] $8 7F 3t 8 02 28 R B 08 o 2 PRI P
Fl o KRR E O LRI - WEEGIFIIEEERFY - B
¥ W RS R o RELERS IR T OIS AR LUFEEE R
BN AE L AERDNAZ BRI pER - AF > REHEBKEH
EERRY > PINNBRRFEE > U EHKA EDNAFIER ~

5 57 HEEHIEREIE)
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AHAE -

[0200] F—(EERNF - B H#REFERLSFI(PIA0HEEVHELVL -
VH-CHIEAVL-CLE £ R E # 0 & REGHE 2 7 51) (5% B 75 A — (f 2= 35 A
oo A —EPIT o RIS S B R B T A (R P o AR —
TESE T > Bl 4 il B2 7 R S 2 R IR G AL = — (W i LA P LA Y
Wi R 230 > 5% W PRl A] ALV Ae N BOUS RS SN T s B DU B sE B g -
BCHE o A G B B IR B AS DUR YR S S 2 — B2 ([ R IR G 5 AR
[F]HY 75 L QA o ORI Y &5 B R S 2 3R > AR AT AR TR RS AR 4 55 S
K s b R AR LIE e B IR -

[0201]) FEXrEE ST - A XIS = (ER IRV RFERE - 0
ERe i > SlEHE EL 2 = MRECRED > 733 Ry E s HC DR W R
#LCLKLC2) > HeE e BTy - ERES L > (M A H]
HiAR{E2:1:1 (HC:LC1:LC2) Z 7y F-EEfEA -

[0202] FRFIRAC T 2 Hife < B EE 2 7 RIS
e Bl e 5 2 il > L AT HROE MU P2 22 BB 1 > BZ BN T A] Ry A R AL B
o 20 - ST EANEZLEY) - EREYSRENE T @R R E s -
IR EE &0 Bek RERRE T IR R T R SR ET RS DTS 2 % BR
HRR BT - SBEUELFERFIFE > FERARERESH
Z/V—#BIIHIE LT A~ REF REAEREY REZEY T EE R
FUCRED - ZFHeEAR) - AR AR R R B A8 2 B ALY -

[0203]) AACSCAT A 2 B Hr 22 U I A R A SRE % R A5
eI ~ BEEE -~ SR EE - 1EY - B E (B0 AARINR 32 808) K FL
AT ELE - ARHZEETIR RO AT T EEE (LR A

il

% 58 HEWHRTE)
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M > 3R BT AL IR T 3R - A RV AL B TE L AR 2 E B
By N IR B AREPR (29340HE) ~ 4B B B4R (BHKAHAD) ~ T EIE E OV R
4 AfY (Chinese hamster ovary cell)/—E¢(+DHFR (CHO - CHO-S - CHO-
DG44 - Flp-in CHOIAE) ~ FEN &4 B 40 A (VEROKH ) K A 5 AT 4 A
(Hep G24fiiE) -

[0204] HPRE|ERELEZK  WABYHEHSAWEEYHEKE
By > RUR LIRS T EfA S AT 2 REA L e BRI EH L o BRE £
AMAE PR H B FECHOMMAE PR ~ S fE CosdAEPR - HeLadliffy - X RS 8
AMAE PR GELINSO) B L 2 B- AR B RE SR

[0205) Af&—{f & EEH A+ - £HCHOMAMNE - & A FlH# (5
CHO-SE(CHO-DG-444 iR ECH T A Y) - Bl A SR I 2 MR RYEHUAS -
B AN < RIF R ] LR R BRG] Y GENEBHERL) ~ BUB T K IE 58
T DURFTEA I T ENALE > SRS S % - RNABTRE(r & -
TR T RRACLAL RS R ek BRI - ERIRIERIFF /1A 5 RIEERES
B~ SV40 ~ iR - FIALBEIRNEIR S - BRSO 2 BE)
T o & B BR B EE A R 51 (191 40 B R S 5 4 85 P 1) DL s 3R 2
FPAl) 2 shfe al & I BVKIRY AR 2 18 LAl T > s F 0 AN AEE
AR - BOINS > WS IEFES L] ik E e £ GE
% 2 F.SambrookZ A, Molecular Cloning: A Laboratory Manual (Cold
Spring Harbor Press, S52iz., 1989)) - & S L BEf BHETE &= &5 Bl R I B fg
EE - ZEFERG G L USSR Se R R EREY C RIS -

[0206] A=A B L 7E L AIAE (B AN 4E B2 R BB ZF 1L Uy
RV HAEEAEEREATEECNFEL B UFERE T - EEE

59 HEHHRE)
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o RS BRI RS P fR P VI 2 A A -

[0207] $ife < 3R A] Ry i B Y EAR EHY -

[0208]) @efeih - KB ERB L TAEESHEMIE  T£&ZF
JiiET o KGRNREER RS 2 A 2K 2 DNATR & & 44 Ay Al AT ik e
WFTERE > e BUEEER - 200 E - (/ECHOMMEMR TR E RIFE L
HAHH -

[0209] —HFRHE - 0 —F o EEscsiEAREH 2P - H -
RS~ R RS R B e H A R R R E O PR - UEREE g8y
AR HA AR IER « AT IERE P e 2 ERE QAL A - 2
Bl = - G SRR P A B FE A S R A T Bl 2 E i B2 &Ry
i~ SFRIUE - SO BT (HPLC) ~ - lor B b B B 52 P9 I i e 5 B2
B 7k (SDS-PAGE) -~ i % &% 0 & K 5t BB 48 )8 (18 & 2 i Scopes, Protein
Purification (Springer-Verlag, N.Y., 1982)) - #f A E¥22E2 F 34 » dfE ({4 B
HEDPE0R5%ITEN - HEREGREAISEIONESWITE L 2 EEH
FERREIRED -

[0210] 'ERSIM L EFRE SRR » (EMER/RKREMFAIASE
U 2 S RAMEGUES o WA RS EREEEY - PRI E
a BRGNS T o BB E E Y C AR 'Y o BlAE 2= S
e~ B ET - (EERERE MR EIER | -

[0211])

4. SER AR

CEEARH C ERFRUEE R EREE RIH - AFH 2 8B

PR S R RIS EHEEER] - CH MR EREE -
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[0212) A SC e B 2 38 TR ) IR (T RE » £ LB
8 % {F ] Hof BUHER3 ~ EGFREGHER 2% 5 s 72 3 B i A e » 3L
PIHER3HIEGFRE{HER3IHIHER?2 7 dL 30 B A4S B 2 JEIE o

(0213 75— b8 5 Gl oF - 52 19 & 575 57 4 1 KRAS 5 5 2 4
B -

[0214] i B (il 5 5540 B ioss - SE SR > (B RE B - B0 FEEIR
SRR - KRS ERRE - L - R EB - AEE ROV -

(0215 @lEby » BEFE B s -

[0216] R HGit—FE A7 R A R 2 B E 0% - HaEs
AR A S U B R L R I AR Y BT o B ARSI
L B B R R B > SRR B A o (5 R LS i DL
iz B -

[0217] A& —(BEEHE A D E RSB SHRES T 28
SR GY) - AR BB RS A R Y SRS TR Lk
PR B SR EE L &) - 3T 55— BEAE 5 T A B ) S R A S
HERE S T B SN -

[0218) FE5—BEkET » ARERE-BALY  PIOBHEES
W) > G B R AL AT A0 A SO 3 R M T -

(0219 A CATIERT » T EREEE | FLHE AR HE F AN A Y R
R AT BN BLAR - USRI EL B - 5% I R U A L
RO - B BEEE AR - BLAN LT - B EA - B8
o B 5 (A P B BB ) <

(0220 A8 T8 45 &9y o] 6 1 B T8 R At o B2 0027 25 768 7 3 4 B o

)
T

By

s

5 61 HEEHIEREE)

(C254397PA docx

112107660 FEHESE A0202 1123167309-0



202342538

88 2R R BR AR T AR A R AL -

[0221] & 7 & 51 SR {Q f BLA S6 IH 2 B i % 7 7 B PT
Az > AR AP LA TE(E AR B B A SR H 2 Ry JRAM: oy T B G BORS
A SR 2 MR A oy TR R R AT R S R I R o B E > AR 2B
FrEZ M TR AL E & 58 - B0 iR B e B R T i B el -

B HEER | RT PR 2 2 A R B S A B R K R /KM G AR o e A R B A A1
Bl KM T TR B o B DA R P T i B BB 0 S B RO U TR O R

Ao BRI E KB B AR MY E 2 AR Ry L TR R T ELAIAY

[0222] EZFHEV &R R - SBHOPEHE - REE - F ALK
Koy B o BT RE R AR i BORE TR & S A LA B R R P L B R (B A
RAEFHEE - A T8 - KB ~ IELEE R HAR B 2k b O B 1 00 A= P8y
AL » NAEEFEALHE Y T EIEFZH - sF0&E b - 4L > & maE

HE IR WS R oA B B ] U Y B A T =0 R AR

[0223] A0 2 B EE4H &Y P YA M R0 < B R 8 /K1 A 8
b DS AUERSE RS - HeV &g FHRaaR e -
FTEHEBEEEFEZEERIHE -

[0224] FritiE 2 RIE/KTREUAR ZEEYB 2 RE - BER
RANAZH S EHaY BN - RFERK - RERE -~ JBRFER
H > BEFRANSEHeYHEeER MY - (baW) /AR~ Fr
AL EBE ZER - TR BRBE - R - —AREEEIRO KBRS 0 PR
BERMTAAZHACRE - BHME - ARHZEFEM TR
[L0.2-20 mg/kg 2 & » DA/ E 1R/ HIGHL o

[0225] Wit - BE&L RS LT E PR EE S HEE F Pl 2

5 62 HEEHIEREIE)
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AT > ZEEPIRE RS E LI BRG] AR -

[0226]

BB
BEON.KELARHEHREHE

ABETH 2 SR AL AR (BsAb) Bl & 2R S o R DU fRECHE - FES <
BsAb B 4§ R4 & fiL 5 (Fab) - H AP 2{HFabs 5 Abl 0 55412 {FFab sk
HAb2 ([E1) - Nt - L 2EERFET 25 - RFEELE ST (M
{B)  fir FAFelk &l 2 Fab i 5 " SMEFab ;B i FeIsi 4T it~ Fab 47
F T NBLFab  (E1) -

[0227] B4R ABRToRIE © MR E L Bt
HER3) ~ [i%; PR EE fii (atezolizumab) (§iPDLI1) ~ 78 % 5 B (JIEGFR) K
P ZBREPU(PIEGFR) » S5 2 B R 2 an 20E R FFIFH RN R
b

o §MEFFab | PIEFFab = *5‘2%;[5)’)"%‘5 ﬁ?{fbﬁ;‘l%
O et |WEL | Bk | Srol | SR |ssamnos
e | W | WL | S0 | SEOR | skamnons
R . |t ma sl | S [seamos
M | TR MEEL | SEO | SRR [sramnos
O e |MhEL | B S0 | SR |ssamoag

R1: BHREDIRESE I
[0228] @ 1T AR - SEGFEEFIRES
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- 2{RAM[E Ry B > Ho S B S (5 NI £ Clli) © 4P FabZ VHIE
K CHI1 ~ 5 ~ W Fab Z VHIE K CH13 ~ &L E Felsk (B & #0#E-Ch2-

Ch3) -

- 2{iRAR A HY S Bl Fab 2 g g - H oy 2 g AL & (E Nl 22 Clliig) © AN
Fab 7 VLI ;2 CLIg -
- 2{iRAR A HY P B Fab 2 g - H oy 2 S8 AL & (B Nl 22 Clliig) © A ED
Fab 7 VLI ;2 CLIg -

[0229] R2IEMELLSIE

i
ExaN
7R

Ao < BB R RS 2 PR Y HYEE R

H T

EH

ANERFab

ANEEFab

EgE (S NIR Fab)

R (S Fab)

VH | CH1

HiFET

VH | CH1

Fe

VL CL

VL CL

e LR
Pi-HhEZERE
bi-Fe

SEQ ID
NO:5

SEQ ID
NO:1

SEQ ID
NO:34

SEQ ID
NO:9

SEQ ID
NO:2

SEQ
D
NO:44

SEQ ID
NO:6

SEQ ID
NO:3

SEQ
1D
NO:4

SEQ ID
NO:10

i ZERE -
Pt E B
bi-Fe

SEQ ID
NO:9

SEQ ID
NO:2

SEQ ID
NO:34

SEQ ID
NO:5

SEQ ID
NO:1

SEQ
D
NO:44

SEQ ID
NO:10

SEQ ID
NO:4

SEQ
1D
NO:3

SEQ ID
NO:6

Pt E B
- EE
Pi-Fe

SEQ ID
NO:5

SEQ ID
NO:1

SEQ ID
NO:34

SEQ ID
NO:7

SEQ ID
NO:2

SEQ
ID
NO:44

SEQ ID
NO:6

SEQ ID
NO:3

SEQ
1D
NO:4

SEQ ID
NO:8

PR E B
Pt E B
i-Fe

SEQ ID
NO:7

SEQ ID
NO:2

SEQ ID
NO:34

SEQ ID
NO:5

SEQ ID
NO:1

SEQ
D
NO:44

SEQ ID
NO:8

SEQ ID
NO:4

SEQ
1D
NO:3

SEQ ID
NO:6

Pt E LB
Pi-RERE
i-Fe

SEQ ID
NO:5

SEQ ID
NO:1

SEQ ID
NO:34

SEQ ID
NO:11

SEQ ID
NO:2

SEQ
ID
NO:44

SEQ ID
NO:6

SEQ ID
NO:3

SEQ
1D
NO:4

SEQ ID
NO:12

FEEBRED-
Pt E LB
i-Fe

SEQ ID
NO:11

SEQ ID
NO:2

SEQ ID
NO:34

SEQ ID
NO:5

SEQ ID
NO:1

SEQ
D
NO:44

SEQ ID
NO:12

SEQ ID
NO:4

SEQ
1D
NO:3

SEQ ID
NO:6

R2 BRRAMBRERZFINZH15 -
[0230]

HA G

ST E A Y RA ZEBTREL IR - EHBRE LER
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HER3) ~ FRFER B 1 (FLPDL) ~ P %5 B PU(PIEGFR) K f& Z ER B H (51
EGFR) Z 2B P YR DNAF Y « BREFUR A T34 fii -
[0231] ZE§# DNARESEREL T :
- {E5EAL(SEQ ID NO:79) -
- BEfR /SN EiFab 2 o] 2 K BE = HY Y Eh Fab 2 1R € CHUEEH A .2

o1

- BE1R Ry Rt T

- [E1& ATl Fab 2 I E& - [E{& ANEFab 2 IR ECHL -

[0232] {rE#DNARERAEE 2 Wb 51 A A5 PR &l B 8 (b 2 Bl #2
B -

[0233] ShE[Fab 2 5~ DNAB RGO T ¢
- {E9HK(SEQ ID NO:80)
- MR RSN EfFab 2 I & - BE1& A/ i Fab Z A E K&

[0234] WEFab 2 3 2 DNAR RGO T ¢

- {E9HK(SEQ ID NO:80)
- MR W EFab il E & - BE1& AT Fab LA EKE -

[0235] #& HH GeneWis 2 Eurofins & % T A DNAFS 2 48 - £ A
PfuTurbo Hot Start#{TPCRIZJE LUEIE tli A W) > 2812 BT 5F S 8 F S 3 7
A fEE I Notl &z Apal LL & Notl &z Hind T #E {708 (b - BEEIH (b 2 B R B
“ENotl k2 ApaljF{b.ZIcosagen HHpQMCFRIBE A i & - % RELEAE T
Efd A ANFlgG1 g7 #8 5 [ (& By CH2-CH3 3k - B B f (b 2 B R B B &K
Notl &z HindIITJE {E 2~ Icosagen H HpQMCFERIFE S & - &K HHEEDNA

TEFF KBRS EH AGDNA -
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[0236]
RERAIE

(E AR ARNER - &HLL2:1:1=HC:LC1:LC2 5} bk (1 {5k 12 45 =5 5
(HC) R 2 g (L.C)) M e A B E A T 4Rt &2 37e 2k R 20 i A e ir SR 1
PiAs o BHY50 mLARMEFRIE - f£1.5 mLIRg2/E K8 (Eppendorf tube)HiR
EadEdks0 ngEAEDNA (25 pgE#+12.5 pgHEHE - LC1 KLC2) 2
IcosagenEHHpQMCF&Efg - & HIcosagenH HE L7007 21 mL CHO TF
(Xell Ag)EREFEH > fEE0R NEE20578 o £125 mLiEMRT - KRS
YIHECHO TF (Xell Ag)4 RIHFEEFLU-2x10°{E AL/ Z - 458, 249 mL
CHOEBNALTSS 1E 4ff - - 4HAEAE37C MIRE2K 5 fEFH3K » KREE
FE32C HRHEREEY) © AEF4R > RREREE30TC & BRELFER
B R 10K - & dReH A LL3,000 rpmi (0 1577 s KU B EIFIR - &SR EH
Afiffs(MabSelect SuRe 5 mLEM) (L B S5 Z M iAW ER FIERK - (8
ApH 3.520.1 MBS EQ ABBDR > HA1 M TRISTANUAEER -
FiSuperdex 200 HiLoad 26/60 pg#lfail/att - PRAI A BB AT —F
ai =R B M Hife > M F% F Superdex 200 Increase 10/300 GL4fi{EFab-
Fab$i8G @ T AP L& B REMREPH 7.4 2PBSH » $RH0.2 pm
ULTRA Capsule GFH AR ABITREEIE - (EHABEEENEGER
Fe i 4E (Biorad) HIE L EIMW o BER RS B E A CHORERE : &2
B AFAVRBEUE -

[0237]
SDS B P N7 B 12 BN BB ok

By TR &b 2 PiRe 2 e - B N#1TSDS-PAGE - {£ 8 k4 i
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RPFAE+ MBI (SDS) Z B T > PR A T 2B R EEHL
RN ERI/N - T EESAIE 57 T8 - Ltk (e IR B R R 4 R R IR R
AT BB UFTHCRE AR o e 1T AE SRR A (5 2 IR o (HE K ) o

[0238] AR R HiAE < SDS-PAGEfEIRE R KB R R T35
WAL - DRGSR 2 Hm Ty TE 2 -

[0239]
RS B B HTE 7 BT

HETRENELEAE > TTEEBRNIETEERESE - 5 NETS
8 RSTHERH @M A (SEC) LA T BB iR B @t 1% » &R A <&
TTEVESE -

[0240] SECEMTEIXWE S m TEYHE 228 0 7 EEBREJER
5%) > HEICHORM gt E LR E M ERIBHL - GEREBEFFHLE
ERNESER/N - @RI RS PURES iERE AE -

[0241]
B 2B BEEFRFENRZ B REES

M EHELISARF(EBsAb " iH%F B L B -t 2 BREHi-Fo, ~ "
FETEHP-BEREN-Fc, kK "HEELEHR-MEEEH-Fo, ¥
EGFR - HER2 K HER3 Z KB TT - 55 BsAb.Z By RAEEE & (IRED
BREHE —EHUR) FER AMAb TR - BE1R E RS BsAb R APIAG Z
EC50 GEEREGI R KEE ZHINS50%F A& a 2 TiigRE) -

[0242]
PR T2

fENunc Maxisorp 96#% ™ > #800 ng/ml > EGFR HisfZ4%; - HER2

5 67 HEEHIRIIE)

(C254397PA docx

112107660 FEHESE A0202 1123167309-0



202342538

HisfREB(HER3 HisfREFTRAES0 pl 1X PBSHHMFE o FER(E4C T IEE
PR ZA1& FH0.1% PBS-Tween (PBS-T)Jfif42X - HAE37TC THEH1%
BSA ZPBS-TEIFI1/NEf o ££0.1% PBS-TH JLk4 AR - FF HiAG (BsADb »
MAD Kz #HHEY)) PLS0 Wl 2 Fr $4 R iR 1X PBS R ke HAE37C T & /)
B o ££0.1% PBS-TH L4 (% - £50 plfgfE 21X PBSH LL1/4000077% 40
EHI P RS (HRPERE Z 5t A Fe) HAE37C M B 1N » i 1£0.1% PBS-
T o e R4 HLAE 200 K 86 TS0 pl TMBIRIN 2 & FL P 4ERF 1023057
# o 50 pl 1 MEGEGEX (R JE > BEREE 450 nmZ K& T ZOLHE -

[0243]
EEE S
SERBURINLATRIF -
EC50 (nM)

1D EGFR HER?2 HER3

BEHBEEN 0.09 n.a. n.a.

PaEEE L 0.07 n.a. n.a.

M2 PR DL n.a. 0.09 n.a.

I BESEE ==k n.a. n.a. 0.09

M LB S Bk hi-Fe | na. 0.09 0.18

W B L-E EBREEhI-Fe | 0.39 n.a. 0.16

MR E DR E B -Fe | 0.14 n.a. 0.19

R3.HHER3 - HER2E{EGFR ~ BfF B4 & L ELISA AT « ZHRA
HURS (TF R[5 M B B B0 Y HER3 ~ HER2E(EGFR IR 2 BiXAb 2 - iz KX
W HESERE (EC50) 2 &M -

[0244] ERFFEMPIAEHEREM DRSS 0 BN TP ER AR
IR DIEY &S &N - EHE A EREH HEF IR L i R EH LE R A
71 BHGRATURS &% FAEIE -

[0245]

5 68 H(EHIRIE)

(C254397PA docx
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B3 EREGIBEREFRNRZBEES

28 I ELIS A 38 00 45 07 32 01 2 $1 B2 B HER3/HER2 F, HER3/EGFR . &
FEMUEEG  BE2 BEEEFEERMIEE EHEPIBsAb— L5
B HEEHEAAHISER S _HE—EEE © &t EHAHIsESEL
BEHURR AL A A T B R o BRERET MEFaT(h BT B DL A B W A L R Y
EliERSET=

[0246])
LR 77 2%

£ Nunc Maxisorp 96829 » 1000 ng/ml EGFR - HER2E(HER3 i
TEPUFALS0 pl 1X PBSHIHRE o KERIE4C THEBERK @ ERHA0.1%
PBS-Tween k42X » HFE37C TH&EH 1% BSAZPBS-TEIAM 1/ » 1F
0.1% PBS-TH L HR4X1E » LASO pnl 1X PBS Z % fofE DL & MG RE AR
PLES(BSADECIRR) HE37C NEEE /N « 1£0.1% PBS-TH k4K 1% -
41000 ng/ml EGFR HistZ4; - HER2 HisfZ# sk HER3 HistZ&: 18 >~
50 pl PBSIXAE37C TEEE /N o ¥#85FH0.1% PBS-T 54X HAE50 pl
1X PBSH LL1/2000A iTHRPAE B =~ FiHisHE & FURIHAE - B AE37C T &
B I/NE o B2 1E0.1% PBS-T k4 HAE 208 KA e N AR50 pl TMB
R B R MERF 102307788 - FIS0 pl 1 MERREELS (i - T2 EEH450 nm
RN ZAEE -

[0247]
EEES

B2(A) 2 &G MG RS E LB - 2SR E P -Fc B & E 2

HER3 (Ao 51 HER2-Hisfis » AHI/NE) B & & E 2 HER2 (B o] &M

% 69 HEWHRTE)
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HER3-His& 52 - AAVNE) 2 Bl E KRN 73 Z A& & - B2(B).2
G e BRI B+ BP0 5 BRI -Fe Bl [E £ < HER3-Fc &z EGFR-
His (ZZ{I/NE) » DL B4 [E £ 2 EGFR-Fc ), HER3-His (75 fl/N &) > [6] 8%
EE o BE2O) PR R B E-p8 %5 B -Fe 2 & & i 4R 4
It

[0249]
BO4. 55 R EDURIFIAKT RERKZ B (b

HU A HER 238 R < PiAS < £ B4 M8 1 F (% LA 1) B2 5% 5 <2 A A
FAZ(EWREE 2T - & ANIEHIZE 7 BIEGFR ~ HER2 X HER3{Z 57 &
AR < Wi TE £ E (SR EHE R © MAPK/ERK & PI3K/AKT - i fFJHTRF#;
flr - & ANaFfE 7 £ FHEGF+NRG1 o iz 88 J# 1% - & iR in s Z i ae
o5 S HIpERK ke p AKT 2 8 i (LI -

[0250]
KRR TT0%

FEBOR > LE96FL PR > 4100 pl5g £ B & B (DMEME(RPMI
10% SVF) i fE & £150,000{f AT - fE5R 1R - & 10% FCSIFEAE
2% FCSEEFBEEACHMMAM T ZFCS - f562K - BERATA R T 25
BAEHMAE100 pl 2% FCSEEEATHHREERYT0 nmififG(BsAbEKMAD) i H
AMAE2057 82 - BERAC37TC NAMMAEEC LA > Bl16.6 nM EGF (100
ng/mL)}3.71 nM NRG1 (100 ng/mL)FF #0573 - {£3077 5 M
iz BhrEBEEEHMSE1X PBSHEMAN—X - FEEKFMAMIEET

BRI/ > HIRE 8145 pg & H F§ HTRFE 4H pERK Thr202/Tyr204

5 70 HEEHIEREIE)
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(CisBio® > #64ERKPEG) & pAKT Ser473 (CisBio® » #64AKSPET) & i
pERK FpAKT & & - B7% fiPherastars8H{ 22(BMG LabTech){£665 nm
620 nm | R AETTEEAL -

[0251]
Fr R

HHL BT AR =FEPDACHIAER (BXPC-3 ~ AsPC-1 K. CFPAC) » fTH
BsAb (fH%s B + B H-dh Z Bk B Hi-Fo ~ R B+ B i-75 2 & BEi-Fe &b
Fr B T B G- ZER B PU-Fo) £ o (ir 38 55 B 1% 19 BUR B pAKT K pERK(ZE 5%
HE 2 mIUHIH](E3B) - BIHER2/HER3HUAG A » W fEEGFR/HER3 4
FNM: ARG THET 7 BxPC-34H A § 2 % 100% L ;2 ASPC1 f CFPAC A A
Z &85 £90% 2 B HEpAKT (5 53 H & - H IR A &l ] BxPC3IH A o 2
pERK{E SR (H 2 (BiE s B + B -l Z BR B HU-Fe ZS0%MHEE - tHfF B+ B
-2 BR B PI-Fo R B B + B H1-19 2 & Bii-Fe o 5l F85% £ 99%) - Fi
AR HBxPCIAHAEPR 1 2 58 (5 IR H B ER 1S - R R LR PR R i —
FRIEWT Kras Z PR - i pERKH ] A 2= 3R 28 85 A Kras 2 ASPC1 K
CFPACH 55 - fEFTH =14k d » EGFR% ELEHER2E(HER3 & &
%([E3A) - INFHIIE A HEGFRZ BiXAbKHE N HTHER2/HER3H1AS

[0252]
BEOIS. MR E B -t ZEREH-Fe ~ WFE T EH-KZBREH-Fe kiH
RETEH-AZEEI-FcZERAEH

R A A R LS G 2 48Sw 1990 K, PDX P2846 PDACHTAE #ff
Bt 2 /N Z B AR R E R 5% FIR AR IR 2258 Al Kras KA (D70 R &
FEAYEGFR ~ HER2E5{HER3$i 5 -

5 71 HEEHERBE)
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[0253]
HRLR T70%

FESFHOK - 7S B £ 0 ik = #REE(Swiss nude immunodeficient
mice) f7 T M 3 11 & Sw-19904H A (n=9 & /NE/4H) - & FE R T3 K/
F190 mm3BFHIAIEH o #EH 200 pDESEIP AR BL 217 mg/ke
ZERFRMEPIRARERE/NE - BRI RGN 2R - FE4HE - RN
s B ONE R A/ o AR R/ INVEFI1500%2000 mm3HF BESE/NER, ©

[0254] i@ &R NEEMEBEA/NE150 mm3 2 P2846 P7 - /4
BT EORFF IS w-1990/ N BB AYAT [F] -

[0255]

EEES

ERSwIOMMREREZ/NEF - mR E L Ei-dh 22k Ei-
Fc ~ iHFF B+ B840 - B R ER B Hi-Fe R s B - B 70- v % B0 -Fe oy Hil )
TR AR EA2% ~ 62% X 69%([E4A) -

[0256] 4T B L B Hi-dh ZEREHI-Fla AT 2 Sw-1990 2 fd 1%
E/NBFEER 711K > MR LB -EZ5REN-FOSREER T
ISKAMSE LB -2 EEH-FORMELER 15K - B3HEE 18
$i-2 il 92 %k B B -Fc EGFR/HER2 BsAb ({f %546 KB 1200mm3) g kL -
EGFR/HER3 BsAb & % i A fl R 4 & 16 (£ 546 K BF 30 % B+ B -1
FS S BR B -Fe R 3MH R B+ BE 40 - 175 % E B Hi-Fc £ 875mm3) - BsAb 31y
FrE T BEP- 1 Z E EhL-Feig it T MAEE S - EERF » K%
B3 MBS RS 2 B 52 o B M BRI ] B A R R e R M40 B8 (BsAD
IRR) . Ml B~ JE DA B A R R 7 EEA -

5 72 HEEYIEREIE)
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[0257] FELKPDX P2846RERHEZ/NEF - M E LEHPL-H#
BB GT-Fefllf| fE R £ R 2287 % - o B L B4 - i 22 PR B i -Fe {1 ) P g
A RETT% HidR B+ B -5 ZEREHT-Fell fl R 4 R E63% (IHihi%
45K)([E4B) -

[0258] 71EZ580K » FABsAb IRRAHMEL » fHFF B T B Hi-fh ZERE
fi-Fe Rbfs B+ B Pi-ph 2 B Hii-Fo/a fR4H 1 2 48P2846 P7 PDX R fdH
2/ NEZ GRS T70% » Hibf B HBEi- 5 ZBREH-FoaBHERE
=1 20% o By B 4 B S S BR B T-FeAHEE - BsAbsibty B - B -
ZEREGL-Fe Riuts B+ BBH1-70 2 & B Ii-Fesh B iz iR 0V B AR R -
B IR M BsAb IRREAAFLE » MHHF B 1 BE fu-ph 2 PR EE 40 -Fe 4l 2 G HA AT
BT3RS E - E-PH 2 EEH-FER 741K - fEthallad - ok
% T 55 MR B S B RS 2 B R

[0259]

EH16. BsAbFESw-1990REREY T ZBEHNZE -

FATAYBsAb (250 kDa)fH ¥ A E R AE (150 kDa)” Koy T8 2 F R
MG EZ2EEERE  LHERBEAEE Q8 AE ZEERE T 28
71 - HPTIREL R REHEAY R KR REESCE s EE R e
HSw1990fE R ~ 272 - HBALIE & 2 i NHFC L B R £ 5T
% ° BsAb IRR ¥ [RICD19 :CD3 2 ¥ UG M B s R MEH1AS - (LA NaCIfE &
fe i S B ([ S)

[0260] 7MiMt 2+ -t 2Bk B Pi-Fe ~ R 2 L BEH- B2k
B i-Fe R EFs B T B 40- 78 2 & B4 -Fo B 2 i R BUNFBsAb 2 i 2

MEARRD - 40X BB NEE FAESEARE - BEBT OHEEE ZHIVIER

5 73 HEETIEREIE)
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R AHY - IERHBSALZE 1R - [EAh - AL O 2 BB B R 4 il
B EE MBI DHBARRD > RIUABsAb{EER BN Z BB AIEH G 2 &G
R - BN ANaCUGHE ZfER - KRB IR BB - (LR FE L
EH R (HAF]/0 EBsAb IRR » HARAEHERE E I (EAE] - REHBsAb
IRRA B fEREAMAESES & -

[0261]

"O7. MG E - BEhi-th ZERES-Fe » MiGE+BEH-KZEHREH-Fe kil
RETHEP-AZFEEI-FepmME LR
EEAHTICD3 1 e B &L h Ry sH 4 (B2 THO) B ST M B & B ECHT LB
A B o CD3VRIAF N K AIAE. E HIN L T ARACILE M8 4 Bl Ry Bl R 45
B2 EBSE > THACRBEE T - B Y (NaClkBsAb IRR)MHEE » 1
F3TEBsAbEFR P ME L LB - BN ZI6% > IR HER =& F /N
Bl 3(FfERE V) /7 HE M Imagel WG DTG - EESRUE FTEFRR -
ZeH BRI E R/MRIZIERE Z2(L(E6A) -
[0262] THC&ERHR - ME A/NE#HIEH(NaCl ~ BsAb IRR) 275
pmiEk /N 2 GEAEE I 2 BsAbJA R 255 wm o IR BHBs Ab¥ RAEHE Y%
e AR Z HIHIEA -
[0263]
B8 CinrE L Ehi-th Z3REH-Fo » WRELEH-BZREH-Fc ik
R E LB -FEZEEI-FORRZERE T INKREZ R 2
KRR T %

2% R S AR R 0 B 1l 3 4 BsAbSE R > /N B TR AYS w1990 R AE S
TP AT NKAN AL S R A oy i - AR AUE/4E ~ /NEACDA4S ~ CD3 »

5 74 HEETIEREIE)
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CD19 - CD49 - NKp46 ~ IFNy K CD1070%F E M fn B8 120 - 7 BENKAH A
DEREAUT 2R BITRERA SN | BAREEZPICD3 » KAR
=188 2 APC-CyT7&E & Z PICD19FiAE » AR AN MEEEE 2 AF7004E
& ZHCD45 ~ APC4E & 231 CD49b ~ & E4E & 2 PiNKpd6 - {£BV786
o ZPiCD107a Rk g ABVA216E & Z HiIFNgERL & - &8 i LAl AE o7
Hreiin 77 #rCD45+ CD49b+ NKp46+ NKHIAE ZE (L -

[0264]
R

FANaCl & BsAb IRRZHMELE » FAIH ZBsAbEH 2 @R FHINKR
FEEIN T 2% > 0CD49+NKp46+ 73 #fr i Fron (B 5B)  NKAAY F 2 IFNy+
K.CD107a+ Z S ANREA » BLREIGH 2 BEEHHED - 55l A NKAAE IR
B HRIEE AT/ EADCC -

[0265]
B9 MR B B hi- g ZEREH-Fo ~ W ELBEH-BZREH-Fe R
RETHH-FAZEEI-FCHEGFR ~ HER2 X HER3Z iR [# % 2 BE R Th
3

H& R E + BHi-78 % B B ii-Fc Ll K BsAb IRR K NaClj5 F HY
Sw1990 BRI V) 7 BTEGFRZ & o H L3 Bl fANaCl ~ 2+ &
fi-H ZEREPU-Fe ~ Moy B - B- IS Z PR B Pi-Fe s B+ B A-v9 25
BPi-Fo/B8 2 & SwI990 R A IR ILY) - & vy )7 2385 > At € HER*Z
e R - ERMEEBERNSZEY) - fL 1 -4 IRDye800&E & Z LI
HiR1gG (1/20000F%FEE) LAl » £ F#F HEGFR ~ HER2 R HER3 Z 4] &k %

55 75 HEETIEREIE)
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BERRPIAS B NP 5 2 AL - (EHLI-COR Odysseyiliif R4 EEE L © B
& RERE Y T E BHERZ B LH At WiEEaEE(t - /i
=ZESwWI90 R /NE T ZHER - BsAb IRR & [F I &5 & 1 A
CD19 K CD3 7 [ {f: #1849 -

[0266]
Fr R

FEX20 R XA R BB TS 2B (ESC - EEVNE) B RBLHINaCI
E(BsAb IRRJAH ~ B EAELE - Aot L B -1 2 B B hi-Foa %2
fE 8 FEGFR({E 5F 2 BEE (K -
[0267] #KESw-1990REREY) 2 B EIRI&K HiE )7 22
KEF(HEGFR ~ HER2 R HER3ZEE /K » HE M REELEET - B8
HE KT A HMEEQEREL - BSCE&ER(FHE KL EE/INED)ETR -
BiNaCl &z BsAb IRR4HAHEL » 3fE A 2 15 ~ BsAbzE E EGFR +~ HER2
HER3 [ fi# -
[0268]
EH10.ESwI9I0REBHEEE ¢ » HEKRREHIRREHESHLL - 8%
EMHREFELEH-AZEER-FERRMBR BERER
HEER 7702

ESw19904H AT AR AE HY/NEEH (1) BisAb IRRECD19-CD3 - (2)%E
FrEZMpuas Ry B - BEE-r8 %8 Bii-Fe (17Tmg/Kg) - Q) ZERIURA
RS (10 mg/kg) » (HiHF B L HHIE AT (10 meg/kg) A& (FHZEE
Hi+iefr 2 B 0 S+5me/ke) (OB /NE/EH) AR o ERIRMPIE R AT
B EENHEFcEEEAMEENERRRE -

5 76 HEEHIEREIE)
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[0269] #2B0K - [a/%n £ REGR = RE K FTEE3EE#Sw-1990
ARG  FEREREHY T AR/ NERI140 mm3BFERIAIGIR - (BB T B ABEEIIS
2, > FHEAE o FHEEIBFE Z/NE 2B AE R KAFERET) -

[0270]
R

BsAbfHFf B - B -5 % & Bi-Fc /BN EHERER 287
MHI (R ELIRRIE B 2 /NEAHEE - FEBAEHR R38R Z I A& Rl 22 2
77%) - AL 1R BE3I8K > B EMEPAG s 25 Bt kg B £ B 5l
o7 E50% K 43% L e £ RANG] - Fig > AL BLELIRREH Z/NEAH EERT -
Wi TE BE PR DUAG < dH & BN 65 % 2 Rl AE R Al o NI - WERE I A4 Rl
mE - ERrRETEnTE L ER- N2 B -FH B B RN AT
AE EH R

[0271] o5 B LB HI-H % EEJ-Fo/MEERNGE ERE £ FE
e MAEFERMNS  SERREERERYE L HEP- 92585 i-Fett

HREMEEATREAR -

sest SRR R & R (L 7E % & BT Fab 2 8%y BALHAS
"BMX003-010 ; #ifg : HEEMEE L B HiFabil({E KM Fab)
K P8 %2 E B i Fablk 2 A FAERR A (fE B A & Fab) -
"BMXO003-011 Hifi§ » BT fEFel i it — & 2{f 228 (S239D
FA332E) LISk » HEABMX003-0104H[H] e

[0273] BMXO003-010 &zBMX003-011 i &FHa & AR 2 EE

5 77 HEETIEREE)
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fiFab » HE& ¢

NO:83 2 VH-CHI1 %)

NO:84 7 VL-CLFEHI)

SEQ ID NO:81_ 2 VHIg K& SEQ ID NO:2 7 CHI1E (¥ JEFSEQ ID

SEQ ID NO:71 2 VLI & SEQ ID NO:4 ~ CLig (¥ fE /X SEQ ID

[0274] BMXO003-01151BMX003-010 7 “f [6] 2 BZ 1F 7> BMX003-

011 f£ Fc 3, (SEQ ID NO:82  ze & HI Fc gk ) o &, & 2 {fl 28 £5 (S239D K

1332E) -
218 Hi RSN Fab) | B (T Fab)
BMX003-010 SEQ ID NO:85 | SEQ ID NO:14 SEQ ID NO:84
BMX003-011 SEQ ID NO:86 | SEQ ID NO:14 SEQ ID NO:84

112107660

Fd B RERESE TBMX003-010 ; & "BMX003-011 , 755
ZERE -

[0275] # & & AR (L TE % & B fi Fab /i B 2 BMX003-010 %
BMX003-011 2 &M B E & AP 2 & BEiFab 2z " BMX003-001 ; 7%
MEAELTEE (T BMXO003-001 , HEF FICprit 2 T inRr B 4 B - %
B EHI-Fey fEE) -

[0276]

SDS B Py B B B BBk R R T HEBH B 0% 5797

B T e A b 2 bl 2 58 0 40 b SRR #E T SDS-PAGE K K
~THEFE &M A (SEC) © BMX003-010 &2 BMX003-01 1555 Z ML H1 S 2 SDS-
PAGEEUR I FHHIRYIEN - SECEMBERZ BN FATERNESERD -
HiE R & HAs T IR 4R 4L -

5 78 HEEHIEREIE)
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[0277]

AEELISA FF(AHER3 REGFR Z # f177

2% M B B ELISASE(EBsAb BMX003-010 - BMX003-011KBMX003-
001 (fBFFE +HEhi-r2E Bii-FOR B HER3 K EGFR Z REFRA ] -
K BsAb 2 BEF R M4 & (URE] - B — L) B AMAbETTLE
B o fE1%EE S BsAb R AHIBE VEC50 GRERAGH R NES ZHH
50% T firésa 2 PiisRE) « 0 F AT MUETTELISATHTA -

[0278]) [&El8 F &l 9 28~ BEF7 B2 M Fi #8299 Ak 4 B L 471 JF (9 1l BsHER3
KEGFR)&E & » H A& S8l B S e A L ag i {0 -

[0279]

TR 7 BT I e i ]

& o =4 B o3 A 2 9l (n=3) & HIBMX003-010 ~ BMX003-011 &
BMX003-001 (i B + BH1-p4H 2 5 BB H1-Fo) BRI Y SW-19904H i~ 4H
22l < HER3 ) EGFR&E HH4E & 2 A

[0280])] [ 10455 8RrBMX-003-001LL & A JF{EBMX-003-010
FBMX-003-011 EA&FEF{IHYECS50 fZECmax -

[0281])

GEEE 1L 77 BT 0%

Z Y 2K H Perkin Elmer 2 Advanced Phospho-ERK & Advanced
Phospho-AKTE4H  {£96FL F i HCT-116 K 5 5% 4 Afg LL 50,000 {[E 4 At/ 7L,
ZEEEMPCDMEMEBBEF - PRMEBERMITC (5% CO2) T4
RIEK - BEraHS8EE A H A EmE R EE (DMEM+GlutaMAX) % X >
HRFHREAE37C (5% CO2) NHIBE 24/ - BIrESEE A HHBERE

5 79 HEEHIEREIE)
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F*DMEMH 2 AR Y1 (BiXAb ~ MAbECHIEY)E AL - HAE37C (5% CO2)
TIEE20578# o KERRKRT(16.6 nM EGF 53.71 nM NRG )i 1 £ & fLH
HEEE1078E - BirigEA HE%H 20YPBS R —KX - FER&h
B0 iR 48 187 7% (£ 5K B Perkin Elmer ” E 40 2 () (F 4 f A R - tRIE
Perkin ElmerfE ft Y FRET 3 fT A EHE AR ERBER L EE - AH
F o R4 TR S 2 SHIR R 2 LR PR R Y — e = 0R T EE 4N
i - fEfR K B RER 28 RIS B 665 nm 620 nm T & M
HTREF -

[0282] &EREURFTA SR E2 MBI AR E R E T~ HpAKT
([E11A) ZpERK ([& 11B){Z 5% #HE ~ 585U HIH] -

[0283])
BEAL BT

R AT 8 20 BR B 055 2K B Wi (B8 17 fiE S < PBMC » H {E 5e #2RPMIE &
EFEFEIFK - HCT116 KI5 MR E /M 7EH 10% FBS 2 RPMI4H 4% 5%
BEFAER - £20,000{FHCT1164HAHE1100,000{HPBMC— i Z i R UTE
96 LI &2 F (A NKEERE LY BPBMC 2 10% » 15 Hi X fE V) B B
(E:T) ZEER K 1:2) - fERFABIXAb MY K E I8 E1EiCD107a-AF488
mAb— LRI EMIDRE S BIE37C (5% CO) NIBE N - [Ei&#
GolgiStop/AIN £ & fLF BB FIE B 4/NF o [ A HLCD45 ~ $iCD3 Kk
CD56 mAbRINZE & FLH LA g 48 i A FAC L 2 g B NKAH A » &5
HNKAHAETREEE - &8 CD107a FACH 1 3K ERAt NK A i1 -

[0284]) E 12745 B FH\EZEEH - BMX003-001 & BMX003-

010{%FA LAY - AEF{EBMX003-011 (KFcfZef) Z1Fh TENFIBEEES

% 80 HEWHRIIE)
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HYRL AL > FRIAAE BB AR RIF I fH EE I - BMXO003-011ZE 8 A Feld BlFc yi2
BE < &EE N - SR RIEHUR B A I BB D) AE

[0285])
AR DR

FESW 1990 it it 7 22 f B A 8 A 1 BFE BMX003-001 (5% B £ B 4 -
PE%E HEi-Fo) » BMX003-010 (ACFRALIER B + B -8 2% 5 Bii-Fo) &
BMX003-011 (& AJFAL MRy B+ B 41 - v % 5 B4 -FefZ 8f) Z V&R N 1)
2 e LA8.5 mg/kgf#i FIBMX003-01 - BMX003-010 & BMX003-011H LL17
mg/kg{E ABMXEIEY) o J7iE G B SCFTH al

[0286) EEISR((EFERNRRZmEBE—REHHE) > FTAH
HER3XEGFR BiXAbJa# 2 4015 23R EL ¥ IRAHPBS B & H /YR g A 1S -
SREDHIFEIBMX003 001 ~ BMX-003-01081BMX-003-011 BiXAb> fELE
BERAER -

[0287])
&2

SRR AR ES IRt AR SRR - &5
UINCEEL SEE VU AV It S

- (EBUEAGURS LR - DL R 4FHYRR A0 ) [FI0G B AR LS &

- 4K H O B R (L (3 SR (F E RS 2Kl FIHER3/HER2/EGFRZ 8 2 JF
1k

- [ R o fogg P TR AR B 2 B

BEEEET
- {3 M AR

% 81 HEEHIEREIE)
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- AR R R R
- ERNEE SR LR R EEER -

5 82 H(EHIEREIE)
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fileName="C2b4397SEQA. xml" softwareName="WIPO Sequence" softwareVersion="2.3.0"
productionDate="2023-06-17">
<ApplicantFileReference>B3684PC00</ApplicantFileReference>
<EarliestPriorityApplicationldentification>
<IPOfficeCode>EP</IPOfficeCode>
<ApplicationNumberText>22305242. 4</ApplicationNumberText>
<FilingDate>2022-03-02</FilingDate>
</EarliestPriorityApplicationldentification>
<ApplicantName languageCode="zh" >k B R # A7 8 & 3 % (BIOMUNEX
PHARMACEUTICALS et al. )</ApplicantName>
<ApplicantNameLatin>BIOMUNEX PHARMACEUTICALS et al.</ApplicantNameLatin>
<InventionTitle languageCode="zh">% 4-HER-3 A HER-2 & EGFR = 4 4% £ 1+ Hu ¢
</InventionTitle>
<SequenceTotalQuantity>86</SequenceTotalQuantity>
<{SequenceData sequencelDNumber="1">
<INSDSeq>
<INSDSeq_length>98</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>CHl (CR3)</INSDQualifier value>
<NonEnglishQualifier value>CH1 (CR3% %¢)</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 98</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGL
YSLSSVVEVPSSSLGTQTY ICNVNHKPSNTKVDKKV</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="2">
<INSDSeq>
<INSDSeq_length>98</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg3">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>CHl (MUT4)</INSDQualifier value>
<NonEnglishQualifier value>CH1 (MUT4 % %% )</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
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<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg4">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ASTKGPSVFPLAPSSKSTSGGTAALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGL
YSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKV</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="3">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="gb">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>CL (CR3)</INSDQualifier value>
<NonEnglishQualifier value>CL (CR3 % % )</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
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<INSDQualifier id="g6">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>RTVAAPAVF IFPPSDEQLKSGTASVVCLLKNFYPREAKVQWKVDNALQSGNSQESVTEQDSK
DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="4">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q7">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>CL (MUT4)</INSDQualifier value>
<NonEnglishQualifier value>CL (MUT4% %¢)</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="g8">
<INSDQualifier_ name>organism</INSDQualifier_ name>
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<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>RTVAAPSVF IFPPSDEQLKSGTASVTCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK
DSTYSLVSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="5">
<INSDSeq>
<INSDSeq_length>117</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 117</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q9">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH patri</INSDQualifier_value>
<NonEnglishQualifier value>VHM4 4% ¥ + 8 31 </NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 117</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql0">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLOQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGE INHSGSTNYNPS
LKSRVTISVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="6">
<INSDSeq>
<INSDSeq_length>113</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 113</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qll">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL patri</INSDQualifier_value>
<NonEnglishQualifier value>VLM44% ¥ + 8 31 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 113</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DIEMTQSPDSLAVSLGERAT INCRSSQSVLYSSSNRNYLAWYQQNPGQPPKLLIYWASTRES
GVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYYSTPRTFGQGTKVEIK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="7">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql3">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH cetu</INSDQualifier value>
<NonEnglishQualifier value>VH# & & ¥ 31</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql4">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
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<INSDSeq_sequence>QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLGVIWSGGNTDYNTP
FTSRLSINKDNSKSQVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGTLVTVSA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="8">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql5">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL cetu</INSDQualifier value>
<NonEnglishQualifier value>VL#&-& & ¥ 31</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql6">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DILLTQSPVILSVSPGERVSFSCRASQSIGTNTHWYQQRTNGSPRLLIKYASESISGIPSRF
SGSGSGTDFTLSINSVESEDIADYYCQQNNNWPTTFGAGTKLELK</ INSDSeq_sequence>
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</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="9">
<INSDSeq>
<INSDSeq_length>120</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 120</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql7">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH trastu</INSDQualifier value>
<NonEnglishQualifier value>VHeh &2k B 31</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 120</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql8">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLVESGGGLVQPGGSLRLSCAASGFNIKDTY THWVRQAPGKGLEWVARIYPTNGYTRYAD
SVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQGTLVTVSS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
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<SequenceData sequencelDNumber="10">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql9">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL trastu</INSDQualifier value>
<NonEnglishQualifier value>VLdh &2k B 31</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q20">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DIQMTQSPSSLSASVGDRVT I TCRASQDVNTAVAWYQQKPGKAPKLLIYSASFLYSGVPSRF
SGSRSGTDFTLTISSLQPEDFATYYCQQHYTTPPTFGQGTKVEIK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="11">
<INSDSeq>
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<INSDSeq_length>121</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 121</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q21">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH matu</INSDQualifier value>
<NonEnglishQualifier value>VH% &2k B 31</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 121</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q22">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLVQSGAEVKKPGASVKVSCKASGYTFTSHWMHWVRQAPGQGLEWIGEFNPSNGRTNYNE
KFKSKATMTVDTSTNTAYMELSSLRSEDTAVYYCASRDYDYAGRYFDYWGQGTLVTVSS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="12">
<INSDSeq>
<INSDSeq_length>106</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
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<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 106</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q23">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL matu</INSDQualifier value>
<NonEnglishQualifier value>VL% &2k B 31</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 106</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q24">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DIQMTQSPSSLSASVGDRVT I TCSASSSVTYMYWYQQKPGKAPKLLIYDTSNLASGVPSRFS
GSGSGTDYTFTISSLQPEDIATYYCQQWSSHIFTFGQGTKVEIK</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="13">
<INSDSeq>
<INSDSeq_length>215</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
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<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 215</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg25">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH-CH]1 patri</INSDQualifier_value>
<NonEnglishQualifier_value>VH-CHl 4 4% ¥ + ¥ $1</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 215</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q26">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLOQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGE INHSGSTNYNPS
LKSRVTISVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTKVDKKV</ INSDS
eq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="14">
<INSDSeq>
<INSDSeq_length>220</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
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<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 220</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q27">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL-CL patri</INSDQualifier value>
<NonEnglishQualifier_value>VL-CL#44% ¥ + ¥ 31</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 220</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q28">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DIEMTQSPDSLAVSLGERAT INCRSSQSVLYSSSNRNYLAWYQQNPGQPPKLLIYWASTRES
GVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYYSTPRTFGQGTKVEIKRTVAAPAVF IFPPSDEQLKSGTASVVCLL
KNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC</
INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="15">
<INSDSeq>
<INSDSeq_length>217</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
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<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 217</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q29">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH-CHI cetu</INSDQualifier value>
<NonEnglishQualifier value>VH-CHI #&-% ¥ ¥ $u</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 217</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg30">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLGVIWSGGNTDYNTP
FTSRLSINKDNSKSQVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTA
ALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKV</ INS
DSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="16">
<INSDSeq>
<INSDSeq_length>214</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
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<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 214</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg3l">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL-CL cetu</INSDQualifier value>
<NonEnglishQualifier value>VL-CL# % % ¥ }</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 214</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg32">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DILLTQSPVILSVSPGERVSFSCRASQSIGTNTHWYQQRTNGSPRLLIKYASESISGIPSRF
SGSGSGTDFTLSINSVESEDIADYYCQQNNNWPTTFGAGTKLELKRTVAAPSVF IFPPSDEQLKSGTASVTCLLNNFYPR
EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLVSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC</ INSDSe
q_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="17">
<INSDSeq>
<INSDSeq_length>218</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
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<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 218</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg33">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH-CH] trastu</INSDQualifier_value>
<NonEnglishQualifier value>VH-CHI #b % 2k 8 $1</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 218</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg34">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLVESGGGLVQPGGSLRLSCAASGFNIKDTY THWVRQAPGKGLEWVARIYPTNGYTRYAD
SVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCSRWGGDGF YAMDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKV</ IN
SDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="18">
<INSDSeq>
<INSDSeq_length>214</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
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<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 214</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg35">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL-CL trastu</INSDQualifier_value>
<NonEnglishQualifier value>VL-CL# %2k ¥ 4</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 214</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg36">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DIQMTQSPSSLSASVGDRVT I TCRASQDVNTAVAWYQQKPGKAPKLLIYSASFLYSGVPSRF
SGSRSGTDFTLTISSLQPEDFATYYCQQHYTTPPTFGQGTKVEIKRTVAAPSVF IFPPSDEQLKSGTASVTCLLNNFYPR
EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLVSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC</ INSDSe
q_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="19">
<INSDSeq>
<INSDSeq_length>219</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
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<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 219</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q37">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH-CHI matu</INSDQualifier value>
<NonEnglishQualifier value>VH-CHI %%k # $</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 219</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg38">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLVQSGAEVKKPGASVKVSCKASGYTFTSHWMHWVRQAPGQGLEWIGEFNPSNGRTNYNE
KFKSKATMTVDTSTNTAYMELSSLRSEDTAVYYCASRDYDYAGRYFDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGG
TAALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKV</ 1
NSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="20">
<INSDSeq>
<INSDSeq_length>213</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
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<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 213</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="g39">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL-CL matu</INSDQualifier value>
<NonEnglishQualifier value>VL-CL& %2k ¥ 41</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 213</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q40">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DIQMTQSPSSLSASVGDRVT I TCSASSSVTYMYWYQQKPGKAPKLLIYDTSNLASGVPSRFS
GSGSGTDYTFTISSLQPEDIATYYCQQWSSHIFTFGQGTKVE IKRTVAAPSVF IFPPSDEQLKSGTASVTCLLNNFYPRE
AKVQWKVDNALQSGNSQESVTEQDSKDSTYSLVSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC</ INSDSeq
_Sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="21">
<INSDSeq>
<INSDSeq_length>467</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
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<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 467</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q4l1">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Patri—trastu</INSDQualifier_value>
<NonEnglishQualifier value>®45F ¥ £ Biv-dh Z 2k B in
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 467</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q42">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLOQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGE INHSGSTNYNPS
LKSRVTISVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDK
THTSPPAPAPELLGGPAAPPAPAPAGGEVQLVESGGGLVQPGGSLRLSCAASGFNIKDTY IHWVRQAPGKGLEWVARIYP
TNGYTRYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQGTLVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTK
VDKKV</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="22">
<INSDSeq>
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<INSDSeq_length>467</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 467</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q43">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Trastu-Patri</INSDQualifier_value>
<NonEnglishQualifier value>#h %k BEH-m4F 2 L E i
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 467</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q44">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLVESGGGLVQPGGSLRLSCAASGFNIKDTY THWVRQAPGKGLEWVARIYPTNGYTRYAD
SVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCSRWGGDGF YAMDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKS
CDKTHTSPPAPAPELLGGPAAPPAPAPAGGQVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGE
INHSGSTNYNPSLKSRVT I SVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTK
VDKKV</INSDSeq_sequence>
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</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="23">
<INSDSeq>
<INSDSeq_length>466</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 466</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q45">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Patri-Cetu</INSDQualifier value>
<NonEnglishQualifier value>M4s € + Bdi-Hm-E 4 Bt
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 466</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q46">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLOQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGE INHSGSTNYNPS
LKSRVTISVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDK
THTSPPAPAPELLGGPAAPPAPAPAGGQVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLGVIWS
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GGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSNDTATYYCARALTYYDYEFAYWGQGTLVTVSAASTKGPSVFPLAPS
SKSTSGGTAALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKV
DKKV</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="24">
<INSDSeq>
<INSDSeq_length>466</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 466</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q47">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Cetu-Patri</INSDQualifier value>
<NonEnglishQualifier value>®@ &% EH-Mi € L B4t
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 466</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q48">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
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<INSDSeq_sequence>QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLGVIWSGGNTDYNTP
FTSRLSINKDNSKSQVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTA
ALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSC
DKTHTSPPAPAPELLGGPAAPPAPAPAGGQVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGEI
NHSGSTNYNPSLKSRVT I SVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAPS
SKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTKV
DKKV</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="25">
<INSDSeq>
<INSDSeq_length>468</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 468</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q49">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Patri-Matu</INSDQualifier value>
<NonEnglishQualifier value>ta4 2 + EHi- 5k B
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 468</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="gb0">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLOQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGE INHSGSTNYNPS
LKSRVTISVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDK
THTSPPAPAPELLGGPAAPPAPAPAGGQVQLVQSGAEVKKPGASVKVSCKASGY TFTSHWMHWVRQAPGQGLEWIGEFNP
SNGRTNYNEKFKSKATMTVDTSTNTAYMELSSLRSEDTAVYYCASRDYDYAGRYFDYWGQGTLVTVSSASTKGPSVFPLA
PSSKSTSGGTAALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNT
KVDKKV</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="26">
<INSDSeq>
<INSDSeq_length>468</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 468</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="gbl">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Matu-Patri</INSDQualifier value>
<NonEnglishQualifier value> & &z Ehi-mass 2 L Bt
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 468</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
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<INSDQualifier id="gb2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLVQSGAEVKKPGASVKVSCKASGYTFTSHWMHWVRQAPGQGLEWIGEFNPSNGRTNYNE
KFKSKATMTVDTSTNTAYMELSSLRSEDTAVYYCASRDYDYAGRYFDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGG
TAALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPK
SCDKTHTSPPAPAPELLGGPAAPPAPAPAGGQVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIG
EINHSGSTNYNPSLKSRVT I SVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLA
PSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNT
KVDKKV</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="27">
<INSDSeq>
<INSDSeq_length>699</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 699</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="gb3">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Patri—trastu-Fc</INSDQualifier value>
<NonEnglishQualifier value>ta4d ¥ £ B fi—dh L2k E -
Fc</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 699</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="gb4">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLOQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGE INHSGSTNYNPS
LKSRVTISVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDK
THTSPPAPAPELLGGPAAPPAPAPAGGEVQLVESGGGLVQPGGSLRLSCAASGFNIKDTY IHWVRQAPGKGLEWVARIYP
TNGYTRYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQGTLVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY TQKSLSLSPGK</ 1
NSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="28">
<INSDSeq>
<INSDSeq_length>699</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 699</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="gbb">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Trastu-Patri-Fc</INSDQualifier value>
<NonEnglishQualifier value>dy-Fzk Eii-m4F E L BHi-
Fc</NonEnglishQualifier_ value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 699</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qgb6">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLVESGGGLVQPGGSLRLSCAASGFNIKDTY THWVRQAPGKGLEWVARIYPTNGYTRYAD
SVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCSRWGGDGF YAMDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKS
CDKTHTSPPAPAPELLGGPAAPPAPAPAGGQVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGE
INHSGSTNYNPSLKSRVT I SVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY TQKSLSLSPGK</ 1
NSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="29">
<INSDSeq>
<INSDSeq_length>698</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>

112107660 FEH5E A0202 5298 HO3EH(RIR) 1123167309-0



202342538

<INSDFeature_location>1. . 698</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="gb7">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Patri—-Cetu-Fc</INSDQualifier_value>
<NonEnglishQualifier value>ta4s ¥ + B - H & B -
Fc</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 698</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="gb8">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLOQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGE INHSGSTNYNPS
LKSRVTISVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDK
THTSPPAPAPELLGGPAAPPAPAPAGGQVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLGVIWS
GGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSNDTATYYCARALTYYDYEFAYWGQGTLVTVSAASTKGPSVFPLAPS
SKSTSGGTAALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKV
DKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY TQKSLSLSPGK</ IN
SDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="30">
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<INSDSeq>
<INSDSeq_length>698</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 698</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="gb9">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Cetu-Patri-Fc</INSDQualifier_value>
<NonEnglishQualifier value> % & Ehi-ma45 2 £ E 41—
Fc</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 698</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg60">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLGVIWSGGNTDYNTP
FTSRLSINKDNSKSQVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTA
ALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSC
DKTHTSPPAPAPELLGGPAAPPAPAPAGGQVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGEI
NHSGSTNYNPSLKSRVT I SVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAPS
SKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTKV
DKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
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REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY TQKSLSLSPGK</ IN
SDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="31">
<INSDSeq>
<INSDSeq_length>700</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 700</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg6l1">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Patri-Matu-Fc</INSDQualifier_value>
<NonEnglishQualifier value>ta43 2 + B -5 L3k B
Fc</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 700</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q62">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
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<INSDSeq_sequence>QVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGE INHSGSTNYNPS
LKSRVTISVETSKNQFSLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDK
THTSPPAPAPELLGGPAAPPAPAPAGGQVQLVQSGAEVKKPGASVKVSCKASGY TFTSHWMHWVRQAPGQGLEWIGEFNP
SNGRTNYNEKFKSKATMTVDTSTNTAYMELSSLRSEDTAVYYCASRDYDYAGRYFDYWGQGTLVTVSSASTKGPSVFPLA
PSSKSTSGGTAALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNT
KVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSYMHEALHNHY TQKSLSLSPGK</

INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="32">
<INSDSeq>
<INSDSeq_length>700</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 700</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg63">
<INSDQualifier_name>note</INSDQualifier_name>

<INSDQualifier_value>Matu-Patri-Fc</INSDQualifier_value>
<NonEnglishQualifier_value> & sk E-m4s 2 £ B -

Fc</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 700</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q64">
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<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>

<INSDSeq_sequence>QVQLVQSGAEVKKPGASVKVSCKASGY TFTSHWMHWVRQAPGQGLEWIGEFNPSNGRTNYNE
KFKSKATMTVDTSTNTAYMELSSLRSEDTAVYYCASRDYDYAGRYFDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGG
TAALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPK
SCDKTHTSPPAPAPELLGGPAAPPAPAPAGGQVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIG
EINHSGSTNYNPSLKSRVTISVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLA
PSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNT
KVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSYMHEALHNHY TQKSLSLSPGK</

INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="33">
<INSDSeq>
<INSDSeq_length>34</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg65">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Formule G linker</INSDQualifier value>
<NonEnglishQualifier value> X Gi# # F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>4</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier id="qg66">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>misc_feature - Xaa can be any naturally occurring
amino acid</INSDQualifier_value>
<NonEnglishQualifier value>misc_feature — Xaa® B4E4T R ARfFAZ Mg
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>8</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg67">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>misc_feature - Xaa can be any naturally occurring
amino acid</INSDQualifier_value>
<NonEnglishQualifier value>misc_feature — Xaa® B4E4T R ARfFAZ Mg
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>10. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="g68">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>misc_feature - Xaa can be any naturally occurring
amino acid</INSDQualifier_value>
<NonEnglishQualifier value>misc_feature — Xaa® B4E4T R ARfFAZ Mg
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>14</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier id="g69">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>misc_feature - Xaa can be any naturally occurring
amino acid</INSDQualifier_value>
<NonEnglishQualifier value>misc_feature — Xaa® B4E4T R ARfFAZ Mg
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>24. . 25</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q70">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>misc_feature - Xaa can be any naturally occurring
amino acid</INSDQualifier_value>
<NonEnglishQualifier value>misc_feature — Xaa® B4E4T R ARfFAZ Mg
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>28</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q71">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>misc_feature - Xaa can be any naturally occurring
amino acid</INSDQualifier_value>
<NonEnglishQualifier value>misc_feature — Xaa® B4E4T R ARfFAZ Mg
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>30</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier id="q72">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>misc_feature - Xaa can be any naturally occurring
amino acid</INSDQualifier_value>
<NonEnglishQualifier value>misc_feature — Xaa® B4E4T R ARfFAZ Mg
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>32</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q73">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>misc_feature - Xaa can be any naturally occurring
amino acid</INSDQualifier_value>
<NonEnglishQualifier value>misc_feature — Xaa® B4E4T R ARfFAZ Mg
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q74">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
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<INSDSeq_sequence>EPKXCDKXHXXPPXPAPELLGGPXXPPXPXPXGG</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="34">
<INSDSeq>
<INSDSeq_length>34</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q75">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q76">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EPKSCDKTHTSPPAPAPELLGGPAAPPAPAPAGG</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
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<SequenceData sequencelDNumber="35">
<INSDSeq>
<INSDSeq_length>34</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q77">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q78">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EPKSCDKTHTAPPAPAPELLGGPAAPPAPAPAGG</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="36">
<INSDSeq>
<INSDSeq_length>34</INSDSeq_length>

112107660 FEH5E A0202 5398 HO3E(RIR) 1123167309-0



202342538

<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q79">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q80">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EPKSCDKTHTSPPAPAPELLGGPGGPPGPGPGGG</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="37">
<INSDSeq>
<INSDSeq_length>34</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
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<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q81">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>llinker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q82">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EPKSCDKTHTSPPAPAPELLGGPAAPPGPAPGGG</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="38">
<INSDSeq>
<INSDSeq_length>34</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier id="qg83">
<INSDQualifier_name>note</INSDQualifier_name>

<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>

</INSDQualifier>

</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>

<INSDQualifier>

<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>

</INSDQualifier>
<INSDQualifier id="qg84">

<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>

</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>

<INSDSeq_sequence>EPKSCDKTHTCPPCPAPELLGGPSTPPTPSPSGG</ INSDSeq_sequence>

</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="39">
<INSDSeq>
<INSDSeq_length>34</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q85">
<INSDQualifier_name>note</INSDQualifier_name>
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<INSDQualifier_value>Linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 34</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q86">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EPKSCDKTHTSPPSPAPELLGGPSTPPTPSPSGG</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="40">
<INSDSeq>
<INSDSeq_length>15</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 15</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q87">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>hinge</INSDQualifier_value>
<NonEnglishQualifier value>4%42</NonEnglishQualifier_value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 15</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q88">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EPKSCDKTHTCPPCP</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="41">
<INSDSeq>
<INSDSeq_length>110</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 110</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q89">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CH2 domain</INSDQualifier value>
<NonEnglishQualifier value>CH23%&</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 110</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q90">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="42">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q91">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CH3 domain</INSDQualifier value>
<NonEnglishQualifier value>CH33%</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q92">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="43">
<INSDSeq>
<INSDSeq_length>217</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 217</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q93">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CH2-CH3</INSDQualifier value>
<{NonEnglishQualifier value>CH23%-CH33x</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 217</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q9%4">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK</ INS
DSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="44">
<INSDSeq>
<INSDSeq_length>232</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 232</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q95">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Fc domain</INSDQualifier value>
<{NonEnglishQualifier value>Fci#k</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 232</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q96">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY T
QKSLSLSPGK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="45">
<INSDSeq>
<INSDSeq_length>98</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q97">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>CHl (CCl)</INSDQualifier value>
<NonEnglishQualifier value>CH1 (CCl% %#)</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q98">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGL
YSLSSVVDVPSSSLGTQTY ICNVNHKPSNTKVDKKV</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="46">
<INSDSeq>
<INSDSeq_length>98</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q99">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>CHl (ML1)</INSDQualifier value>
<NonEnglishQualifier value>CH1 (ML1% %#)</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
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</INSDQualifier>
<INSDQualifier id="ql00">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ASTKGPSVFPQAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGL
YSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKV</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="47">
<INSDSeq>
<INSDSeq_length>98</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql01">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>CHl (WT)</INSDQualifier value>
<NonEnglishQualifier value>CHl (¥4 #!)</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql02">
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<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGL
YSLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKV</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="48">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql03">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>CL (WT)</INSDQualifier value>
<NonEnglishQualifier value>CL (¥f4 #!)</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql04">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
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<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>RTVAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK
DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="49">
<INSDSeq>
<INSDSeq_length>5</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 5</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql05">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier _value>CDRl VH cetuximab</INSDQualifier_value>
<NonEnglishQualifier value>CDRl VH® % & ¥ 31</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 5</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql06">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>NYGVH</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="50">
<INSDSeq>
<INSDSeq_length>16</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 16</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql07">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CDR2 VH cetuximab</INSDQualifier_value>
<NonEnglishQualifier value>CDR2 VH® % & ¥ 31</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 16</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql08">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
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<INSDSeq_sequence>VIWSGGNTDYNTPFTS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="51">
<INSDSeq>
<INSDSeq_length>11</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql09">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier _value>CDR3 VH cetuximab</INSDQualifier_value>
<NonEnglishQualifier value>CDR3 VH® % & ¥ 31</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qll0">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ALTYYDYEFAY</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
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<{SequenceData sequencelDNumber="52">
<INSDSeq>
<INSDSeq_length>11</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qlll1">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CDRl VL cetuximab</INSDQualifier_value>
<NonEnglishQualifier value>CDRl VL®#&-% & ¥ 31</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qll2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>RASQSIGTNIH</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="53">
<INSDSeq>
<INSDSeq_length>7</INSDSeq length>
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<INSDSeq_mol type>AA</INSDSeq_mol type>

<INSDSeq_division>PAT</INSDSeq division>

<INSDSeq_feature-table>

<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>

<INSDFeature_location>l.. 7</INSDFeature_location>

<INSDFeature_quals>
<INSDQualifier id="ql13">

<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CDR2 VL cetuximab</INSDQualifier_value>

<NonEnglishQualifier value>CDR2 VL#&-% & ¥ 31</NonEnglishQualifier value>

</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>

<INSDFeature_location>l.. 7</INSDFeature_location>

<INSDFeature_quals>
<INSDQualifier>

<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>

</INSDQualifier>
<INSDQualifier id="ql14">

<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>

</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>YASESIS</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="54">
<INSDSeq>
<INSDSeq_length>9</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
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<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qll5">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CDR3 VL cetuximab</INSDQualifier_value>
<NonEnglishQualifier value>CDR3 VL#&-% & ¥ 37</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qll6">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QQNNNWPTT</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="55">
<INSDSeq>
<INSDSeq_length>95</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 95</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql94">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_value>Homo sapiens</INSDQualifier_value>
<{NonEnglishQualifier value>% A</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLQESGPGLVKPSETLSLTCTVSGGSISSYWSWIRQPPGKGLEWIGYYYSGSTNYNPSLK
SRVTISVDTSKNQFSLKLSSVTAADTAVYYCAR</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="56">
<INSDSeq>
<INSDSeq_length>11</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql95">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_value>Homo sapiens</INSDQualifier_value>
<{NonEnglishQualifier value>% A</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
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<INSDSeq_sequence>WGQGTLVTVSS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="57">
<INSDSeq>
<INSDSeq_length>95</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 95</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier i1d="ql96">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_value>Homo sapiens</INSDQualifier_value>
<{NonEnglishQualifier value>% A</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EIVLTQSPDFQSVTPKEKVT I TCRASQSIGSSLHWYQQKPDQSPKLL IKYASQSFSGVPSRF
SGSGSGTDFTLTINSLEAEDAATYYCHQSSSLP</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="58">
<INSDSeq>
<INSDSeq_length>10</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql97">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_value>Homo sapiens</INSDQualifier_value>
<{NonEnglishQualifier value>% A</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>FGQGTKLEIK</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="59">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier i1d="ql98">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>General formula VH humanized
cetux</INSDQualifier value>
<NonEnglishQualifier value>i@ X VHARAL Fa& & £ L
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>6</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier i1d="ql99">
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<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC FEATURE - Xaa is Glu or
GIn</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaatk %k Bi &% ok 4% B 86 B
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>27</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q200">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>MISC_FEATURE - Xaa is Gly or
Phe</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaati H Bk &% sk K A B B&
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>40</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q201">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC FEATURE - Xaa is Pro or
Ser</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - XaatkB# Bk 8% % 44 0k 8%
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>70</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q202">
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<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC FEATURE - Xaa is Ser or
Asn</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaathk & Bk & R L 88 0%
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>71</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q203">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC _FEATURE - Xaa is Val or
Lys</INSDQualifier_value>
<NonEnglishQualifier value>MISC_FEATURE - Xaafk%a Rk Bk o & 0k 8%
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>73</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q204">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC FEATURE - Xaa is Thr or
Asn</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaathk &t Bk B & R A 88 0%
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>76</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q205">
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<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC _FEATURE - Xaa is Asn or
Ser</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaatk X &85 R ok 44 BB
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>78</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q206">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC _FEATURE - Xaa is Phe or
Val</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaaté 3K 7 Bk 8% st 48 R 8%
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>80</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q207">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC _FEATURE - Xaa is Leu or
Phe</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaatk & Bk 8% 5 K 7 B g
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>82</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q208">
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<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC _FEATURE - Xaa is Leu or
Met</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaatk & Bk 8% % bk o B B
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>88</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q209">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC FEATURE - Xaa is Ala or
Asn</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaathk /& Bk Bk 2 R &85 0%
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q210">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLOXSGPGLVKPSETLSLTCTVSGXSISNYGVHWIRQXPGKGLEWIGVIWSGGNTDYNTP
FTSRVTIXXDXSKXQXSXKXSSVTAXDTAVYYCARALTYYDYEFAYWGQGTLVTVSA</ INSDSeq_sequence>
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</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="60">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q211">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>General formula VL humanized
cetux</INSDQualifier value>
<NonEnglishQualifier value>i@ X VLA JRAL Fa& & £
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q212">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC FEATURE - Xaa is Gln or
Leu</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaatk 4%k Bi 86 % sk & Bk ik
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>21</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q213">
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<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC FEATURE - Xaa is Gln or
Leu</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaatk 4%k Bi 86 % sk & Bk ik
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>45</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q214">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>MISC_FEATURE - Xaa is Lys or
Arg</INSDQualifier_value>
<NonEnglishQualifier value>MISC_FEATURE - Xaath & Bk 8% 4% ik ik
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>83</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q215">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC FEATURE - Xaa is Ala or
[1e</INSDQualifier_value>
<NonEnglishQualifier value>MISC_FEATURE - Xaatk /& ik = & & Ik
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>85</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q216">
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<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC FEATURE - Xaa is Thr or
Asp</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaatk & Bk 8% & R LBk
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>SITE</INSDFeature_key>
<INSDFeature_location>100</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q217">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>MISC FEATURE - Xaa is Gln or
Ala</INSDQualifier value>
<NonEnglishQualifier value>MISC_FEATURE - Xaaftt 4% Bk 8% B s, /3 B 8%
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q218">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EIVLTQSPDFXSVTPKEKVTXTCRASQSIGTNTHWYQQKPDQSPXLLIKYASESISGVPSRF
SGSGSGTDFTLTINSLEAEDXAXYYCQQNNNWPTTFGXGTKLEIK</ INSDSeq_sequence>
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</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="61">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q219">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>hVHI</INSDQualifier_value>
<NonEnglishQualifier value> A#&VH1</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q220">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLQESGPGLVKPSETLSLTCTVSGGSISNYGVHWIRQPPGKGLEWIGVIWSGGNTDYNTP
FTSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
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<{SequenceData sequencelDNumber="62">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q221">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>hVH2</INSDQualifier_value>
<NonEnglishQualifier value> A#&VH2</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q222">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLQESGPGLVKPSETLSLTCTVSGFSISNYGVHWIRQPPGKGLEWIGVIWSGGNTDYNTP
FTSRVTISKDTSKNQVSLKLSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="63">
<INSDSeq>
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<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q223">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>hVH3</INSDQualifier_value>
<NonEnglishQualifier value> A#&VH3</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q224">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLQESGPGLVKPSETLSLTCTVSGFSISNYGVHWIRQSPGKGLEWIGVIWSGGNTDYNTP
FTSRVTISKDNSKNQVSLKLSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="64">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
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<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q225">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>hVH4</INSDQualifier_value>
<NonEnglishQualifier value> A#&VH4</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q226">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLQESGPGLVKPSETLSLTCTVSGGSISNYGVHWIRQPPGKGLEWIGVIWSGGNTDYNTP
FTSRVTINKDNSKSQVSFKMSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="65">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>

112107660 FEH5E A0202 $£718 - HO3E(FEIR) 1123167309-0



202342538

<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q227">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>hVH5</INSDQualifier_value>
<NonEnglishQualifier value> A#&VHH</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q228">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLOQSGPGLVKPSETLSLTCTVSGFSISNYGVHWIRQSPGKGLEWIGVIWSGGNTDYNTP
FTSRVTINKDNSKSQF SLKLSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="66">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
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<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q229">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>hVH6</INSDQualifier_value>
<NonEnglishQualifier value> A#&VH6</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q230">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLQESGPGLVKPSETLSLTCTVSGFSISNYGVHWIRQSPGKGLEWIGVIWSGGNTDYNTP
FTSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="67">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier id="q231">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>hVH7</INSDQualifier_value>
<NonEnglishQualifier value> A#&VHT7</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q232">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLOQSGPGLVKPSETLSLTCTVSGFSISNYGVHWIRQPPGKGLEWIGVIWSGGNTDYNTP
FTSRVTINKDNSKSQVSFKMSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="68">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q233">
<INSDQualifier_name>note</INSDQualifier_name>
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<INSDQualifier_value>hVH8</INSDQualifier_value>
<NonEnglishQualifier value> A#&VH8</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q234">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLOQSGPGLVKPSETLSLTCTVSGFSISNYGVHWIRQSPGKGLEWIGVIWSGGNTDYNTP
FTSRVTINKDNSKSQVSFKMSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="69">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q235">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>hVLI</INSDQualifier_value>
<NonEnglishQualifier value> A#&VL1</NonEnglishQualifier_ value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q236">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EIVLTQSPDFQSVTPKEKVT I TCRASQSIGTNTHWYQQKPDQSPKLLIKYASESISGVPSRF
SGSGSGTDFTLTINSLEAEDAATYYCQQNNNWPTTFGQGTKLEIK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="70">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q237">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>hVL2</INSDQualifier_value>
<NonEnglishQualifier value> A#&VL2</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier i1d="q238">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EIVLTQSPDFQSVTPKEKVT I TCRASQSIGTNTHWYQQKPDQSPKLLIKYASESISGVPSRF
SGSGSGTDFTLTINSLEAEDAADYYCQQNNNWPTTFGQGTKLEIK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="71">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier i1d="q239">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>hVL3</INSDQualifier_value>
<NonEnglishQualifier value> A#&VL3</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q240">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EIVLTQSPDFQSVTPKEKVT I TCRASQSIGTNTHWYQQKPDQSPKLLIKYASESISGVPSRF
SGSGSGTDFTLTINSLEAEDAATYYCQQNNNWPTTFGAGTKLEIK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="72">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q241">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>hVL4</INSDQualifier_value>
<NonEnglishQualifier value> A#&VL4</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q242">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EIVLTQSPDFQSVTPKEKVT I TCRASQSIGTNTHWYQQKPDQSPKLLIKYASESISGVPSRF
SGSGSGTDFTLTINSLEAEDAADYYCQQNNNWPTTFGAGTKLEIK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="73">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q243">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>hVL based on [GKV3-21*%01</INSDQualifier value>
<NonEnglishQualifier value># #IGKV3-21*%01 = A %8
VL</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q244">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EIVLTQSPDFQSVTPKEKVT I TCRASQSIGTNTHWYQQKPDQSPKLLIKYASESISGVPSRF
SGSGSGTDFTLTINSLEAEDAATYYCQQNNNWPTTFGQGTKLEIK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="74">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q245">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>hVL based on IGKV3-11*%01</INSDQualifier value>
<NonEnglishQualifier value># #IGKV3-11*%01 = A %8
VL</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q246">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EIVLTQSPATLSLSPGERATLSCRASQSIGTNITHWYQQKPGQAPRLLIKYASESISGIPARF
SGSGSGTDFTLTISSLEPEDFAVYYCQQNNNWPTTFGQGTKLEIK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="75">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q247">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>hVH based on I[GHV4-59*%01</INSDQualifier value>
<NonEnglishQualifier value># # IGHV4-59*%01 = A %8
VH</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>

112107660 FEH5E A0202 $818  HO3BH(RIER) 1123167309-0



202342538

<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q248">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLQESGPGLVKPSETLSLTCTVSGFSLTNYGVHWVRQPPGKGLEWLGVIWSGGNTDYNTP
LTSRLTISKDNSKNQVSLKLSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="76">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q249">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>hVH based on IGHV3-33*%01</INSDQualifier value>
<NonEnglishQualifier value># #IGHV3-33*%01 = A #&
VH</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
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</INSDQualifier>
<INSDQualifier id="qg250">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLVESGGGVVQPGRSLRLSCAVSGFSLTNYGVHWVRQAPGKGLEWLGVIWSGGNTDYNTP
VTSRETISKDNSKNTVYLQMNSLRAEDTAVYYCARALTYYDYEFAYWGQGTLVTVSS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="77">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg251">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH cetux N&gt;D</INSDQualifier value>
<NonEnglishQualifier value>VH& & & ¥ 3tN&gt;D</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg252">
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<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLGVIWSGGNTDYNTP
FTSRLSINKDNSKSQVFFKMNSLQSDDTAIYYCARALTYYDYEFAYWGQGTLVTVSA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="78">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg253">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH cetux N&gt;E</INSDQualifier value>
<NonEnglishQualifier value>VH#& & & ¥ 3tN&gt;E</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q254">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
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<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLGVIWSGGNTDYNTP
FTSRLSINKDNSKSQVFFKMNSLQSEDTAIYYCARALTYYDYEFAYWGQGTLVTVSA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="79">
<INSDSeq>
<INSDSeq_length>19</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1..19</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg255">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>signal peptide heavy chain</INSDQualifier_value>
<{NonEnglishQualifier value>1Z #E Ak £42</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1..19</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg256">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>MELGLSWIFLLAILKGVQC</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="80">
<INSDSeq>
<INSDSeq_length>22</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 22</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q257">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>signal peptide light chain</INSDQualifier_value>
<{NonEnglishQualifier value>1Z 3 Ak #242</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 22</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg258">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
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<INSDSeq_sequence>MDMRVPAQLLGLLLLWLRGARC</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="81">
<INSDSeq>
<INSDSeq_length>119</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q259">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH humanized Cetuximab</INSDQualifier value>
<NonEnglishQualifier_value>VHA &it &% & £ Hr</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q260">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLQESGPGLVKPSETLSLTCTVSGFSISNYGVHWIRQSPGKGLEWIGVIWSGGNTDYNTP
FTSRVTISKDNSKNQVSLKLSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSS</ INSDSeq_sequence>
</INSDSeq>
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</SequenceData>
<SequenceData sequencelDNumber="82">
<INSDSeq>
<INSDSeq_length>232</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 232</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q261">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Fc domain (S239D and I332E)</INSDQualifier value>
<NonEnglishQualifier value>Fc#k(S239D& 1332E)</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 232</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q262">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EPKSCDKTHTCPPCPAPELLGGPDVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPEEKT I SKAKGQPREPQVYTLPPSREE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY T
QKSLSLSPGK</ INSDSeq_sequence>
</INSDSeq>
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</SequenceData>
<SequenceData sequencelDNumber="83">
<INSDSeq>
<INSDSeq_length>217</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 217</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q263">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH-CHI humanized Cetuximab Fab</INSDQualifier_value>
<NonEnglishQualifier value>VH-CHl A R4 & & £
Fab</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 217</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q264">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLQESGPGLVKPSETLSLTCTVSGFSISNYGVHWIRQSPGKGLEWIGVIWSGGNTDYNTP
FTSRVTISKDNSKNQVSLKLSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKRV</ INS
DSeq_sequence>
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</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="84">
<INSDSeq>
<INSDSeq_length>214</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 214</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q265">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL-CL humanized Cetuximab Fab</INSDQualifier value>
<NonEnglishQualifier value>VL-CL A RAL & & £ hL
Fab</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 214</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q266">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EIVLTQSPDFQSVTPKEKVT I TCRASQSIGTNTHWYQQKPDQSPKLLIKYASESISGVPSRF
SGSGSGTDFTLTINSLEAEDAATYYCQQNNNWPTTFGAGTKLE IKRTVAAPSVF IFPPSDEQLKSGTASVTCLLNNFYPR
EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLVSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC</ INSDSe
q_sequence>

112107660 FEH5E A0202 $908E - HO3E(RIR) 1123167309-0



202342538

</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="85">
<INSDSeq>
<INSDSeq_length>698</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 698</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q267">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Heavy chain BMX003-010</INSDQualifier_value>
<{NonEnglishQualifier value> & 4&BMX003-010</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 698</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier i1d="q268">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLOQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGE INHSGSTNYNPS
LKSRVTISVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTKVDKRVEPKSCDK
THTSPPAPAPELLGGPAAPPAPAPAGGQVQLQESGPGLVKPSETLSLTCTVSGFSISNYGVHWIRQSPGKGLEWIGVIWS
GGNTDYNTPFTSRVT ISKDNSKNQVSLKLSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSSASTKGPSVFPLAPS
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SKSTSGGTAALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKV
DKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY TQKSLSLSPGK</ IN
SDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="86">
<INSDSeq>
<INSDSeq_length>698</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 698</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q269">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Heavy chain BMX003-011</INSDQualifier_value>
<{NonEnglishQualifier value>#4&BMX003-011</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 698</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q270">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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</INSDSeq_feature-table>

<INSDSeq_sequence>QVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGE INHSGSTNYNPS
LKSRVTISVETSKNQF SLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVEVPSSSLGTQTY ICNVNHKPSNTKVDKRVEPKSCDK
THTSPPAPAPELLGGPAAPPAPAPAGGQVQLQESGPGLVKPSETLSLTCTVSGFSISNYGVHWIRQSPGKGLEWIGVIWS
GGNTDYNTPFTSRVT ISKDNSKNQVSLKLSSVTAADTAVYYCARALTYYDYEFAYWGQGTLVTVSSASTKGPSVFPLAPS
SKSTSGGTAALGCQVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLVSVVTVPSSSLGTQTY ICNVNHKPSNTKV
DKRVEPKSCDKTHTCPPCPAPELLGGPDVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPEEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY TQKSLSLSPGK</ IN
SDSeq_sequence>

</INSDSeq>

</SequenceData>
</ST26SequenceListing>
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[ S0 H R S 5uE ]

EEEED

—HEREERRG SR R HEAFRKGSHER-3 K5 —5H
HER-2KEGFRITRZHR > ZEFEMRFEGE R RES

()E& Bl (Abl) ZVL-CLE 45 5 HY VH-CHI EH ## ~ Fab
o K

()EZ G2 (Ab2) Z VL-CLES 45 & HY VH-CHI1 E # Z Fab

HAFEZAbl ZFab 5 B 2 VHIS 2 N &8 1 2 IR B 8 1 i# i £ Z Ab2
FabH F& >~ CH13 > Cliff -

H A AbIEGAb2 F 7 —F By iy B 1 B 7 (patritumab) BCH Uy g 17 £
Yy

FAbIE(Ab2 1 2 5 —FEHEEG ML N 2 8F © th ZERE T
(trastuzumab) X EL D RE T4V ~ & 2 R EL i (matuzumab) B L Uy g8 107 A&
V) Kb 5 B hi(cetuximab) BCH I RENT A -

[55°Kk7H2)

WEEREI 2 BRI FEEER R - EFAb2 BBk B + BEiisc
DIRETTAEY) » HEHFAbIGEG LA NAHK 2 BF © i ZHREHECH YRECT
£V BRERERBHIEITEY » REFEESRERETTEY) -

[55°Kk7H3])

WEERFAIEFE—TH o R EMHFE R B HPhamgEsE
R rTEY B NP » HEE 0 hlBlivs 28 Bl < VH & VL iz
El 752 /080%—Z Y VH I VLG B 1% 751 -

5 1 HEGEHHEEAEE)

(C254397PA docx
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FKIE4]

MEBEREN 23R £ —TH 2 R RS G R B P AbL 2 CHI

K CLis B/ B3 Ab2 2 CHI & CLI R [E > 31
5 KIES]

MFRFN AR E—TH ERFRETFEE G R B HHZAbIFAD2
F 2 —% ZFab CHI fy2esds - Hxm o ERKES ZCHI T Z T &
192 %k e e 5 BE P Bk R B VA T B 82 CHIBK T 4E - H3Z [E) R CLI fy 28 82
o HAx Rk E A 2 CLE b 2 (L B 137 2 KA B fr T 78 1 F B A e 7%
EEUR HZ CLE 2 A1 B 114 7 4% M e 558 2 F N B i 738 &S B E 3% CL
BT > R/ H % Ab1EAb2 T 2 — B 55— 3 2 Fab CHIH{ F 288
o HAmMREERE R 2 CHU b 2 (L B 143 2 [ FFIE 78 £ F B f e B
REZCHU F 2 {ir B 188 7 &5 e I 78 A FH 4 e B 8 AL LU T B 8% CH 1
014 Haz[FRCLE Ryzesds, - H xR EKEL 2 CLEF 2 & 133
7GRN s R P R e T R EUC A CLI 2 B 176 2 44 I s i B FH 48
M B R B HU R B #Z CLE T4 -
GREED

MHFERBENESFE-H EHRERFRES R B HPZ2 s
FRYIEE T REER PSR AR

EPKX1CDKX2HX3X4PPX5PAPELLGGPX6X7PPX8PX9PX10GG
(SEQ ID NO:33) » Hf X1~ X2~ X3~ X4~ X5+ X6+ X7 - X8 + X9 -
X105 FH[E 20A [5) B AR IR B -
[FEKIET]

—HEEERENES T HEEWEMERNIREESE SSRGS

5 2 HEHIHEEAEE)

(C254397PA docx
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HHFAEKHI Z6PE—THATER ZPURGE & R EREH AL -

(557K ]
WERRKIET 2 R R T HRBE W IREHE K VUREHEZ 2RI
pa
Hoh R EEA S

d. BEEKEH ZFcl - HA &8 -CH2-CH3 3

e. i Fcl@ #8 4 s 8 B13% Ab1 Z Fab VH-CHI1 S - H 15457
SIS 3% CH2 38 2 Nt B2 8% Ab1 2 CH 138 . Cli 2 32

f. XM 2N E R T PV E P2 2 Ab2 Z Fab VH-CHIE§# - H
i% 2% K72 PP FIRF 8% Ab 1 2 VHISL 2 Nt B 8% Ab2 2 CH 138 Cli %

HH A% DU fREE #8612 W (FRAb1 Z Fab VL-CLES## &2 [{i{ ik Ab2 2 Fab

VL-CLEE g B HL (5] 7 8 SRS & -
[E5°KTE9]

WEFKATRSPE—H LB/ EM T HEZ)WiREHE > ZH
BESEQ ID NO:27 HiREMSEQ ID NO: 274k » Feb) PUFREL 8 > Ho i i

fFREC#E L& SEQ ID NO: 14 HEg( fHSEQ ID NO: 14401 » 55 Wi i g F &
SEQ ID NO:18 H# M SEQ ID NO: 1841k -
[FFK7H10]

WEFKATRSPE—H LB/ EM T HEZ)WiREHE > ZH
BESEQ ID NO:29 HiREMSEQ ID NO:294H 1k » Keb) PUFRES 8 > Ho i i
fFrREC i 6= SEQ ID NO: 14 H#Z A SEQ ID NO: 144l B > 55 W (RES AL &

SEQ ID NO:16 H#£EHSEQ ID NO: 164k, -
GREED

5 3 HEE A ERE)
(C254397PA docx
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WEFKATRSPE—H LB/ EM T HEZ)WiREHE > ZH
B&SEQ ID NO:31 HiREMSEQ ID NO:3 141k » Jeb)PUFRES 5 > Ho i i
fFrREC i 6= SEQ ID NO: 14 H#Z A SEQ ID NO: 144l B > 55 W (RES AL &

SEQ ID NO:20 H# M SEQ ID NO:204Hk, -

[55°KIH12]
—HHRELEWNFE RATZE NPT E-H G RZ T2 5 %
EEELI T

a AL EHVEEE T KB MRAE THEERFEANHFKIH6 £ 10H £ —IH
FTERR TR EH K HKIH6E10F E—HTER Z HiA i #H 2 75 41

AE > K
b. HZBERANEZFEEE ZAERW AT ELE 2Pl -
[55°KIH13]

MEE KA EZ6{E—IH Z R R HFREG & R BB eE S KIHT £ 11
E—TH R Ry T - HfRHEEER] -
s oKIH14]
MEE KA EZ6{E—IH Z R R HFREG & R BB eE S KIHT £ 11
E—H SRR T > HEHRNGEEE > WEBRER - 550 iE
& SR - KIBEEE - LB EE > BERREFERERE -

5 4 HEGEYIHEEAEE)

(C254397PA docx
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