WO 2015/130172 PCT/NL2015/050124

1/46

FIG. 1

GCTAGCacc atggggcccagcggcaccgccggegcecgececctgetggecectgetggee
A S T M G P 8 G T A G A A L L A L L A
Gcecectgtgcecccecgecagecgggee ctggaggagaagaaggtgtgccagggcaccagcaac
A L C P A S R A L B E K K v C Q G T S N
aagctgacccagctgggcaccttcecgaggaccacttectgagectgecageggatgttcaac
K . T ¢ L 6 T F E D H F L 8 L ©Q R M F N
aactgcgaggtggtgctgggcaacctggagatcacctacgtgcagcggaactacgacctg
N ¢C E V VvV L GG N L E I T Y V Q R N Y D L
agcttcecctgaagaccatccaggaggtggccggctacgtgcectgatecgecctgaacaccgtyg
s F L, K T I Qo E V A GG Y V L T A L N T V
gagcggatccccecctggagaacctgecagatcatececggggecaacatgtactacgagaacage
E R I P L ENL ¢ I I R G N M Y Y E N S
tacgccctggcecgtgctgagcaactacgacgccaacaagaccggectgaaggagctgecc
Yy AL A V L 8 N Y D AN KT G L K E L P
atgcggaacctgcaggagatcctgecacggecgecegtgeggttcagecaacaaccecgeectg
M R N L ¢ E I L H G A V R F S N N P A L
tgcaacgtggagagcatccagtggcgggacatcgtgagcagegagttcecctgagcaacatg
c N V E s I ¢ w R D I Vv s 8 E F L S N M
agcatggacttccagaaccacctgggcagctgeccagaagtgcgacceccagctgececccaac
s M D F Q N H L 6 8 ¢ @ K C D P S C P N
ggcagctgctggggcgeccggcgaggagaactgeccagaagctgaccaagatcatectgegece
G s ¢ W G A G E E N C @ KL T K I I C A
cagcagtgcagcggccggtgeccggggcaagageccccagecgactgctgeccacaaccagtgce
¢ ¢ s G R ¢C R G K 8 P 8 D C C H N @ C
gccgecggectgcaccggcecoccceccgggagagegactgectggtgtgecggaagttecegggac
A A G C T G P R E S D C L V C R K F R D
gaggccacctgcaaggacacctgccccecceccecctgatgctgtacaacceccaccacctaccag
E A TCI KD T C P P L M L Y N P T T Y Q
atggacgtgaaccccgagggcaagtacagcecttecggecgeccacctgegtgaagaagtgceccce
M DV N P E G K Y S8 F G A T C V K K C P
cggaactacgtggtgaccgaccacggcagctgegtgegggectgecggegecgacagcetac
R N ¥ V VT D HG S C V R A C G A D S Y
gagatggaggaggacggcgtgcggaagtgcaagaagtgcgagggccecctgecggaaggtyg
EM E E D G V R K C K K CE G P C R K V
tgcaacggcatcggcatcggecgagttcaaggacaccctgagcatcaacgccaccaacate
c N G I 6 I G E F K D T L S I N A T N I
aagcacttcaagaactgcaccagcatcagcggcgacctgcacatcctgeccecgtggectte
K H F K NCT S I s G DL H I L P V A F
cggggcgacagcttcacccacacceccceccceccecctggaccecececaggagectggacatecectgaag
R 6 D s ¥ T H T P P L D P @ E L D I L K
accgtgaaggagatcaccggcttectgectgatccaggectggceccgagaaccggaccgac
T v K E I T G F L L. T 9 A W P E N R T D
ctgcacgccttcgagaacctggagatcatcecggggececggaccaagcagcacggceccagtte
L H A F E N L E I I R G R T K Q H G @Q F
agcctggecgtggtgagcecctgaacatcaccagectgggectgecggagectgaaggagate
s L AV Vv s L N I T 3 L G L R S L K E I
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FIG. 1, Cont'd

agcgacggcgacdtgatcatcageggcaacaagaacctgtgetacgecaacaccatcaac
s b GG b V I I 8 G N K N L C Y A N T I N
tggaagaagctgttcggcaccagcagccagaagaccaagatcatcagcaaccggggcgag
W K K L F ¢ T s S8 ¢ K T K I I S N R G E
aacagctgcaaggccaccggccaggtgtgccacgecctgtgecagecececgagggetgetgg
N S ¢C K A T G ¢ V C H A L C S P E G C W
ggccccgagecccgggactgegtgagectgeccagaacgtgagecggggecgggagtgegtg
G P E P R D C V S C Q N V S R G R E C V
gacaagtgcaacatcctggagggcgagcccecgggagttegtggagaacagegagtgcatce
b K ¢ NI L E G E P R E F V E N S E C I
cagtgccaccccgagtgcecctgecccaggtgatgaacatcacctgcaccggecggggeccce
Q ¢ H P E C L P Q VM N I T C T G R G P
gacaactgcatccagtgcgcccactacatcgacggcccceccactgecgtgaagacctgecccc
b N ¢ I ¢ ¢ A H Y I DG P HC V K T C P
gcecggcegtgatgggcgagaacaacacccectggtgtggaagtacgececgacgeecggecacgtyg
A G V M G E NN T L V W K Y A D A G H V
tgccacctgtgccaccccaactgcacctacggectgcaccggeccecggectggagggetge
c H L ¢C H P N C T Y G C T G P G L E G C
gcccecggaacggceccccaagatccecccagecatcgeccaccggecatgetgggegeecctgetgetyg
A R N G P K I P 858 I A T G M L G A L L L
ctgctggtggtggccctgggcatcggectgttcatgeggecggecggcacategtgeggaag
L L v v A L 6 I 6L F M R R R H I V R K
cggaccctgcecggeggcetgectgcaggagecgggagectggtggageccecctgaccececcagegge
R T L R R L L @ E R E L V E P L T P S G
gaggcccccaaccaggccectgcectgeggatecctgaaggagaccgagttcaagaagatcaag
E A P N @ A L L R I L K E T E F K K I K
gtgctgggcagcggcgccttcecggcaccgtgtacaagggectgtggatceccecgagggegag
v L.¢6 8 6 A F G T Vv Y K G L W I P E G E
aaggtgaagatccccgtggceccatcaaggagectgegggaggeccaccagececcaaggccaac
K v K I P V A I K E L R E A T 8 P K A N
aaggagatcctggacgaggcctacgtgatggccagegtggacaacccecccacgtgtgeecgg
K £ I L. b E A Y V M A S V D N P H V C R
ctgctgggcatctgcctgaccagcaccgtgcagectgatcacccagectgatgececttegge
L. .. I ¢ L T s TV Q L I T L M P F G
tgcctgectggactacgtgecgggagcacaaggacaacatcggcagceccagtacctgetgaac
¢c L L b Y V R E H K DN I G S @ Y L L N
tggtgcgtgcagatcgccaagggcatgaactacctggaggaccggcggcetggtgcaccgg
w ¢ v ¢ I A K G M N Y L E DR R L V H R
gacctggccgcceccecggaacgtgctggtgaagacccececccagcacgtgaagatcaccgactte
b L A A RNV L V K T P @ H V K I T D F
ggcctggccaagctgctgggecgeccgaggagaaggagtaccacgecgagggcggcaaggtyg
G L A K L L G A E E K E Y H A E G G K V
cccatcaagtggatggccectggagagcatcctgcacecggatctacacccaccagagcgac
p I K WM A L E 8 I L H R I Y T H Q S D
gtgtggagctacggcgtgaccgtgtgggagectgatgaccttecggecagcaageectacgac
v w s Y 6 v T vV W E L M T F G S K P Y D
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FIG. 1, Cont'd

ggcatccccgeccagecgagatcagecagecatecctggagaagggecgageggetgeececagecae
G I p A S E I 85 s I L E K G E R L P @Q P
cccatctgcaccatcgacgtgtacatgatcatggtgaagtgctggatgatcgacgccgac
p I ¢c T I D VY M I MV K C WM I D A D
agccggcecccaagttecegggagetgatcatcgagttcagecaagatggecegggacececececag
S R P K F R E L I I E F S K M A R D P Q
cggtacctggtgatccagggcgacgagcggatgcacctgcecccageccccaccgacagcaac
R Yy L vI ¢ G D E R M H L P S P T D S N
ttctaccgggcecctgatggacgaggaggacatggacgacgtggtggacgcececgacgagtac
F Y R A L M D EE D MDDV V D A D E Y
ctgatccecccagecagggcttcecttcagecageecccagecaccagecggaccecectgetgage
L T P Q Q G F F s & P s T s R T P L L S
agcctgagcgccaccagcaacaacagcaccgtggectgcatcgaccggaacggcecctgeag
s L. s A T 8 N N S8 T Vv A C I D R N G L Q
agctgccccatcaaggaggacagcecttceccectgecageggtacagcagegaccccaccggegeco
s ¢ p I K E D S F L Q R Y 8 S D P T G A
ctgaccgaggacagcatcgacgacaccttcctgececgtgeccgagtacatcaaccagage
L. T £ b s I D D T F L P V P E Y I N Q S
gtgcccaagcggcccgececggcagegtgcagaaccececgtgtaccacaaccagececctgaac
vV P K R P A G 8 V Q N P V Y H N Q P L N
cccgcecceccagecgggaccceccactaccaggaccecceccacagcaccgecgtgggcaacccee
P A P S R D P H Y @ D P H S T A V G N P
gagtacctgaacaccgtgcagcccacctgcgtgaacagcaccttcgacagecceccgeccac
E Yy L. N T V 9 P T C Vv N S T F D S8 P A H
tgggcccagaagggcagceccaccagatcagectggacaaccccgactaccagecaggactte
w A Q K G s H ¢ I s L D N P D Y Q Q D F
ttccccaaggaggccaagcccaacggcatcttcaagggcagcaccgecgagaacgecgag
F P K E A K P N GG I F K GG S T A E N A E
tacctgcgggtggceccecccagagcagcecgagttecatcggegectgaGCGGCCGC
Yy L R V. A P Q 8 S E F I G A - A A A
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FIG. 2

EGFR HER3 swap varll ECD

LEEKKVCQGTSNKLTQLGTFEDHFLSLORMFNNCEVVLGNLEITYVQRNYDLSFLKTIQEVAGYVLIALNTVERIPLEN
LQIIRGNMYYENSYALAVLSNYDANKTGLKELPM RNLQEILHGAVRFSNNPALCNVESIQWRDIVSSDFLSNMSMD

SLCPKACEGIGIGEFKDSLSINATNIKHFKNCTSISGDLHILPVAFRGDSFTHTPPLDPQELDILKTVKEITGFLLIQAWP
ENRTDLHAFENLEIIRGRTKQHGQFSLAVVSLNITSLGLRSLKEISDGDVIISGNKNLCYANTINWKKLFGTSGQKTKIIS
NRGENSCKATGQVCHALCSPEGCWGPEPRDCVSCRNVSRGRECVDKCNLLEGEPREFVENSECIQCHPECLPQAM
NITCTGRGPDNCIQCAHYIDGPHCVKTCPAGVMGENNTLVWKYADAGHVCHLCHPNCTYGCTGPGLEGCPTNGP
KIPS

EGFR HER3 swap varlll ECD

LEEKKVCQGTSNKLTQLGTFEDHFLSLORMFNNCEVVLGNLEITYVQRNYDLSFLKTIQEVAGYVLIALNTVERIPLEN
LQIIRGNMYYENSYALAVLSNYDANKTGLKELPMRNLQEILHGAVRFSNNPALCNVESIQWRDIVSSDFLSNMSMD
FQNHLGSCOKCDPSCPNGSCWGAGEENCQKLTKICAQQCSGRCRGKSPSDCCHNQCAAGCTGPRESDCLVCRKF
RDEATCKDTCPPLMLYNPTTYQMDVNPEG KYSFGATCVKKCPRNYVVTD HGSCVRACGADSYEM EEDGVRKCKK
CEGPCRKVCNGIGIGEFKDSLSINATNIKHFK;Z

LGTSG
QKTKINSNRGENSCKATGQVCHALCSPEGCWGPEPRDCVSCRNVSRGRECVDKCNLLEGEPREFVENSECIQCHPE
CLPOQAMNITCTGRGPDNCIQCAHYIDGPHCVKTCPAGYVMGENNTLVWKYADAGHVCHLCHPNCTYGCTGPGLE
GCPTNGPKIPS

EGFR HER3 swap varlV ECD

LEEKKVCQGTSNKLTQLGTFEDHFLSLORMFNNCEVVLGNLEITYVQRNYDLSFLKTIQEVAGYVLIALNTVERIPLEN
LQIIRGNMYYENSYALAVLSNYDANKTGLKELPMRNLQEILHGAVRFSNNPALCNVESIQWRDIVSSDFLSNMSMD
FQNHLGSCQKCDPSCPNGSCWGAGEENCQKLTKIICAQQCSGRCRGKSPSDCCHNQCAAGCTGPRESDCLVCRKF
RDEATCKDTCPPLMLYNPTTYQMDVNPEGKYSFGATCVKKCPRNYVVTDHGSCVRACGADSYEMEEDGVRKCKK
CEGPCRKVCNGIGIGEFKDSLSINATNIKHFKNCTSISGDLHILPVAFRGDSFTHTPPLDPQELDILKTVKEITGFLLIQA

WPENRTDLHAFENLEIIRGRTKQHGQFSLAVVSLNITSLGLRSLKEISDGDVIISGNKNLCYANTINWKKLFGTSGQKT
KIISN RGENSCKATGQVCHALCSPEGCWGPEPRDCVSCRNVSRGRECVDKCNLLEGEPREFV
VMGENNTLVWKYADAGHVCHLCHPNCTYGCTGPGLEGCPTN

GPKIPS
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FIG. 3

Competition of phages with
Domain | | Domain Il | Domain lll | Domain Il
Cluster

nr. |MFtested| nolgG ICR10 EGFR.1 |Cetuximab |MatuzuMab
1 3998 2.494 2.227 2.343 0.101 0.671
2 4289 2.278 2.046 2.226 2.222 2.356
3 4000 2.597 1.736 2.604 2.533 0.345
4 4016 2.184 0.088 2.129 2.135 2.133
5 4029 1.898 2.193 1.256 1.235 1.938
6 4034 1.747 142 0.108 1.62 1.776
7 4035 1.594 0.951 1.554 1.079 1.309
8 4032 2.276 2.145 2.057 1.996 0.099
9 4284 2.04 2.212 1.776 2.08 1.226
10 4358 1.631 1.704 1.833 1.991 0.066
11 4280 2.549 2.302 2.135 1.141 0.613
12 4283 2.827 2.336 2.889 0.265 0.122
13 4281 2.107 2.195 1.968 1.589 1.255
14 4286 1.589 1.723 1.66 0.272 0.247
15 4285 2.176 2.332 1.599 2.369 2.285
16 4287 2.052 1.825 1.711 1.187 1.705
17 4359 ND ND ND ND ND
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FIG. 6

Roche 2-in-1 mADb activity (MEHD7945A)
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FIG. 11A

MF4280: heavy chain variable region sequence of an EGFR binding antibody
Complete VH sequence

QVQLVQSGAEVKKPGASVKVSCKVSGYTLTELSMHWVRQAPGKGLEWMGGFDPEY
GKTFFAQNFQGRVIMTEDTSADTAYMELSSLRSEDTAVYYCATEGYYETTTYYYNLI
DSWGQGTLVTVSS

FR1: QVQLVQSGAEVKKPGASVKVSCKVSGYTLT
CDR1: ELSMH

FR2: WVRQAPGKGLEWMG

CDR2: GFDPEYGKTFFAQNFQG

FR3: RVTMTEDTSADTAYMELSSLRSEDTAVYYCAT
CDR3: EGYYETTTYYYNILEDS

FR4: WGQGTLVTVSS

Annotated nucleotide sequence

CAGGTGCAGCTZG
Q Vv QO L
GTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGCGCCTCAGTCAAGGTCTCCTGCAAGGTT
v ¢ § 6 A E V K K P G A 5 V K V 8§ C K V
TCCGGATACACCCTCACTGAATTATCCATGCACTGGGTGCGACAGGCTCCTGGTAAAGGG
s ¢y - L T B L $ M H W V R QQ A P G K G
CTTGAATGGATGGGAGGCTTTGATCCTGAGTATGGTAAAACATTCTTCGCACAGAACTTC
L E WM G G F D P E Y G K T F F A QO N F
CAGGGCAGAGZCACCATGACCGAGGACACATCTGCAGACACAGCCTACATGGAGCTAAGC
o & R V T M T E D T S8 A D T A Y M E L S
AGCCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCAACAGAGGGSTATTATGAGACT
s L. R & B D T A V Y Y C A T E G Y Y E T
ACTACTTATTACTACAACCTITTTITGACTCCTGCGGCCAGGGAACCCTGGTCACCGTCTICA
r Ty vy N L P D S W G O G T L Vv T V S
AGC
S
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FIG. 11A, Cont'd

MF3998: heavy chain variable region sequence of an EGFR binding antibody
Complete VH sequence:

QVQLVQSGSELKKPGASVKVSCKASGYTFTNNAINWVRQAPGQGLEWMGWINTITG
DPTYAQGFTGREVFSLDTSVSTAY LQISSLKAEDTGVYYCAREEFLEWLFFDYWGQG
TLVTVSS

FR1: QVQLVQSGSELKKPGASVKVSCKASGYTET
CDR1: NNAIN

FR2: WVRQAPGQGLEWMG

CDR2: WINTITGDPTYAQGFTG

FR3: REVFSLDTSVSTAYLQISSLKAEDTGVYYCAR
CDR3: EEFLEWLFFDY

FR4: WGQGTLVTVSS

Annotated nucleotide sequence

CAGGTGCAGCTGGTGCAGTCTGGGTCTGAGTTGAAGAAG
Q vV Q L v Q@ S G S E L K K
CCTGGGGCCTCAGTGAAGGTTTCCTGCAAGGCTTCTGGATACACCTTCACTAACAATGCC
P 6 A S V KV §$ ¢C K A 5 G Y T F T N N A
ATAAATTGGGTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGATGGATCAACACC
I N w Vv R QO A P G Q G L E WM G W I N T
ATCACTGGGGACCCAACGTATGCCCAGGGCTTCACAGGACGGTTTGTCTTCTCCTTGGAC
I T ¢ D P T Y A Q G F T G R F V F s L D
ACCTCTGTCAGCACGGCATATCTGCAGATCAGCAGCCTGAAGGCTGAGGACACTGGCGTG
T s v s T A Y L 9 I 5 s L K A E D T G V
TATTACTGTGCGAGAGAGGAATTTTTGGAGTGGTTATICTTTGACTACTGGGGCCAGGGA
y v ¢ A R E E F L E W L F F D Y W G Q G
ACCCTGGTCACCGTCTCAAGC
T L v T V s S
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FIG. 11A, Cont'd

MF4010: heavy chain variable region sequence of an EGFR binding antibody
Complete VH sequence:

QVQLVQSGSELKKPGASVKVSCKASGYTFTNNAMNWVRQAPGQGLEWMGWINTIT
GDPSYAQGFTGREVFSLDTSYNTAY LQISSLKAEDTAVYYCAREEFLEWLFFDYWGQ
GTLVTVSS

FR1: QVQLVQSGSELKKPGASVKVSCKASGYTET
CDR1: NNAMN

FR2: WVRQAPGQGLEWMG

CDR2: WINTITGDPSYAQGFTG

FR3: REVFSLDTSVNTAYLQISSLKAEDTAVYYCAR
CDR3: EEFLEWLFFDY

FR4: WGQGTLVTVSS

Annotated nucleotide sequence:

caggtgcagctggtgcagtctgggtctgagttgaagaagcect

g v o L. v Q s G s E L K K P
ggggcctcagtgaaggtttcecctgcaaggecttctggatacaccttcactaacaatgecatyg
G A $ V XK Vv s ¢C K A 5 G Y T F T N N A M
aattgggtgcgacaggcccctggacaagggecttgagtggatgggatggatcaacaccatce
N wW VvV R 0 A P G Q G L E WMG W I N T I
actggggacccatcgtatgcccagggcecttcacaggacggtttgtettetecctggacacce
T 6 b P $ Y A Q GF T G R F V F S L D T
tctgtcaacacggcatatctgcagatcagcagcectgaaggctgaggacactgecgtatat
s v N T A Y L @ I 8§ 5 L K A E D T A V Y
tactgtgcgagagaggaatttttggagtggttattctttgactactggggccagggaacc
y ¢ A R E E F L £E W L F F DY W G Q G T
ctggtcaccgtctcaagcgtctceccagt

L v T Vv s § V S5 8
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FIG. 11A, Cont'd

MF4003: heavy chain variable region sequence of an EGFR binding antibody
Complete VH sequence:

QVQLVQSGSELKKPGASVKVSCKASGYTFPSFAMNWLRQAPGQGLEWMGWITTNTG
DPTYAQGFSGRFVFSLDTSVSTAY LQISSLKAEDTAVYYCARVYNWIRGEFDYWGQGTL
VTVSS

FR1: QVQLVQSGSELKKPGASVKVSCKASGYTFP
CDR1: SFAMN

FR2: WLRQAPGQGLEWMG

CDR2: WITTNTGDPTYAQGFSG

FR3: RFEVFSLDTSVSTAYLQISSLKAEDTAVYYCAR
CDR3: VVNWIRGFDY

FR4: WGQGTLVTVSS

Annotated nucleotide sequence:

caggtgcagctggtgcaatctgggtctgagttgaagaagect

Q v ¢ L v @ S5 6 S5 E L K K P
ggggcctcagtgaaggtttcecctgcaaggecttctggatacacctteccectagttttgetatyg
G A S VvV K v s ¢ K A S5 GG Y T F P S F A M
aattggcttcgacaggcecccctggacaagggcttgagtggatgggatggatcaccaccaac
N w L R Q A P G ¢ G L E W M G W I T T N
aclggggacccaacglalgcecccagggellclcaggacgglllglglliclceccecclggacacce
T & b p T ¥ A Q G F 5 G R F Vv F 5 L D T
tctgtcagcacggcatatctgcagatcagcagcectaaaggctgaggacactgeecgtgtat
s v $ - A Y L ¢ I 8 8 L K A E D T A V Y
tactgtgcgagagtttataactggataaggggatttgactactggggccagggaaccctyg
y ¢ A R V Y N W I R G F D Y W G Q G T L
gtcaccgtctcaagcgtctccagt

v T v s S VvV S5 S
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FIG. 11A, Cont'd

MF4289: heavy chain variable region sequence of an EGFR binding antibody:
Complete VH sequence:

QVQLVQSGSELKKPGASVKVSCKTSGYTFTDY AMTWVRQAPGQGLEWMGWITTNTG
DPTYAPGFTGREVESLDTSVSTAY LQISSLKAEDTAVYY CARVY HWIRGFEFWGQGTL
VTVSS

FR1: QVQLVQSGSELKKPGASVKVSCKTSGYTFT
CDR1: DYAMT

FR2: WVRQAPGQGLEWMG

CDR2: WITTNTGDPTYAPGFTG

FR3: RFEVFSLDTSVSTAYLQISSLKAEDTAVYYCAR
CDR3: VYHWIRGFEF

FR4: WGQGTLVTVSS

Annotated nucleotide sequence:

ggcccagcecggceccalggeccagglgcagcelgglgecaaleclgggleclgaallgaagaagecl
A Q P A M A Q V Q L V @ S GG S E L K K P
ggggcctcagtgaaggtttcecctgcaagacttctggatacaccttcactgactatgetatyg
G A S vV K v s ¢ K T s ¢ Y T °r T D Y A M
acttgggtgcgacaggcccctggacaagggcttgaatggatgggatggatcaccaccaac
T w VvV R ¢ A P G Q G L E W M G W I T T N
actggggacccaacgtatgccccgggcttcacaggacggtttgtettectecttggacace
T & b p T Y A P G F T G R F V F S8 L D T
tctgtcagcacggcatatctgcagatcagcagcectaaaggeccgaggacactgeecgtatat
s v S - A Y L ¢ I s 8 L K A E D T A V Y
tactgtgcgagagtgtatcattggatacggggatttgagttttggggeccagggaaccctyg
y ¢ A R V Y H W I R G F E F W G Q G T L
gtcaccgtctcaagcgtctccagt
v T v s S VvV S5 S

SUBSTITUTE SHEET (RULE 26)
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FIG. 11A, Cont'd

MF3370: heavy chain variable region sequence of an EGFR binding antibody:
Complete VH sequence:
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSY GISWVRQAPGQGLEWMGWISAYNG

NTNYAQKLQGRVTITMTTDTSTSTAYMELRSLRSDDTAVYYCAKDRHWHWWLDAFDY
WGQGTLVTVSS

FR1: QVQLVQSGAEVKKPGASVKVSCKASGYTET
CDR1: SYGIS

FR2: WVRQAPGQGLEWMG

CDR2: WISAYNGNTNYAQKLQG

FR3: RVTMTTDTSTSTAYMELRSLRSDDTAVYYCAK
CDR3: DRHWHWWLDAFDY

FR4: WGQGTLVTVSS

Annotated nucleotide sequence:

caggllcagclgglgcaglclggagclgagglgaagaagecl

v ¢ L v ¢ s GG A E Vv K K P
ggggcctcagtgaaggtctectgcaaggecttctggttacacctttaccagetatggtate
G A S V K v s ¢ K A S ¢ Y T F T S Y & I
agctgggtgcgacaggcecccctggacaagggcttgagtggatgggatggatcagegettac
S w VvV R ¢ A P G O G L E W M G W I & A Y
aatggtaacacaaactatgcacagaagctccagggcagagtcaccatgaccacagacaca

N & N T N Y A Q K L © G R VvV T M T T D T
tccacgagcacagcectacatggagctgaggagcectgagatctgacgacacggcetgtgtat
s T s - A Y M E L R 8 L R S8 D D T A V Y

tactgtgcaaaagatcgtcattggcattggtggctggacgectttgattattggggccaa
y 2 A K D R H W H W W L D A F D Y W G 0
ggtaccctggtcaccgtctccagt
G T L v T Vv S5 S

SUBSTITUTE SHEET (RULE 26)
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FIG. 11A, Cont'd

MF4002: heavy chain variable region sequence of an EGFR binding antibody
Complete VH sequence:

QVQLVQSGSELKKPGSSVKVSCKASGYTFTNY AMNWVRQAPGQGLEWMGWITTNT
GDPTYAQGFTGREVFSLDTSVSTAY LQISSLKAEDTAVYYCVRVYNWIRGFDYWGQG
TLVTVSS

FR1: QVQLVQSGSELKKPGSSVKVSCKASGYTFT
CDR1: NYAMN

FR2: WVRQAPGQGLEWMG

CDR2: WITTNTGDPTYAQGFTG

FR3: REVFSLDTSVSTAY LQISSLKAEDTAVYYCVR
CDR3: VYNWIRGFDY

FR4: WGQGTLVTVSS

Annotated nucleotide sequence:

caggtgcagctggtgcaatctgggtctgagttgaagaagect

v ¢ L VvV ¢ 8 G S E L K K P
gggtcctcagtgaaggtttcectgcaaggecttctggatacaccttcactaactatgetatyg
G 8 $ v K v 5 ¢ K A S5 66 Y T P T N Y A M
aattgggtgcgacaggcccectggacaagggcttgagtggatgggatggatcaccaccaac
N W VvV R @ A P G @ G L E W M G W I T T N
actggggacccaacgtatgcecccagggcecttcacaggacgttttgtettectecttggacacce
T & D P T ¥ A Q G F T G R F V F S L D T
tctgtcagtacggcatatctgcagatcagcagcectaaaggctgaggacactgeecgtatat
s v S - A Y L ¢ I s 8 L K A E D T A V Y
tactgtgtgagagtgtataactggataaggggatttgactactggggccagggaaccctyg
y 2 v R V Y N W I R G F D Y W G Q@ G T L
gtcaccgtctcaagcgtctceccagt

v T v s s VvV S5 S

SUBSTITUTE SHEET (RULE 26)
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MF3751: heavy chain variable region sequence of an EGFR binding antibody
Complete VH sequence:

QVQLVQSGAEVKKPGASVKVSCRASGYTFTGYYMHWVRQAPGQGLEWMGTINPSG
GSTYYAQKFQGRVIMTRDTSTSTVYMELSSLRSEDTAVYYCARDRNWGWDFDYWGQ
GTLVTVSS

FR1: QVQLVQSGAEVKKPGASVKVSCKASGYTET
CDR1: GYYMIH

FR2: WVRQAPGQGLEWMG

CDR2: TINPSGGSTYYAQKFQG

FR3: RVTMTRDTSTSTVYMELSSLRSEDTAVYYCAR
CDR3: DRNWGWDFDY

FR4: WGQGTLVTVSS

Annotated nucleotide sequence:

cagglgcagcelyg

o VvV o L
gtacagtctggggctgaggtgaagaagcctggggectcagtgaaggtttcecctgcaaggceca
v ¢ §$ 6 A BE V K K P G A S V K V 8 C K A
tctggatacaccttcaccggctactatatgcactgggtgcgacaggeccecctggacaagygg
s & ¥y - F T G Y ¥Y M H W V R O A P G QO G
cttgagtggatgggaacaatcaaccctagtggtggtagcacatactacgcacagaagtte
L E w M G T I N P S GG G S T Y Y A Q K F
cagggcagagtcaccatgaccagggacacgtccacgagcacagtctacatggagctgagce
& R V T M T R D T s T S T V Y M E L S
agcctgagatctgaggacacggcecgtgtattactgtgcgagagatcecggaactggggatgg
s L R 8 E D T A V Y Y C A R D R N W &G W
Gactttgactactggggccagggaaccctggtcaccgtctceccagt

o v D Y W G ©Q G T L Vv T V S S

SUBSTITUTE SHEET (RULE 26)
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MF3752: heavy chain variable region sequence of an EGFR binding antibody
Complete VH sequence:
EVQLVESGPEVKKPGASVKVSCKASGYTFTSYYMHWVRQAPGQGLEWMGTINPSGG

STYYAQKFQGRVTLTRDTSTSTVYMVLSSLRSEDTAVYYCARDRNWGWDEDYWGQG
TLVTVSS

FR1: EVQLVESGPEVKKPGASVKVSCKASGYTFT
CDR1: SYYMH

FR2: WVRQAPGQGLEWMG

CDR2: TINPSGGSTYYAQKFQG

FR3: RVTLTRDTSTSTVYMVLSSLRSEDTAVYYCAR
CDR3: DRNWGWDFDY

FR4: WGQGTLVTVSS

Annotated nucleotide sequence:

gagglgcagclgglggaglclgggeclgagglgaagaagceclh

E v ¢ L v E 8 G P E V K K P
ggggcctcagtgaaggtttcecctgcaaggcatctggatacaccttcaccagectactatatyg
G A S V K v s ¢ K A S5 ¢ Y T P T S Y Y M
cactgggtgcgacaggcccctggacaagggcttgagtggatgggaacaatcaaccctagt
H w VvV R ¢ A P G ¢ G L E W M G T I N P S
ggtggtagcacatactacgcacagaagttccagggcagagtcaccctgaccagggacacg

G & s 7 Y Y A Qg K F 0 G R V T L T R D T
tccacgagcacagtctacatggtgctgagcagcectgagatctgaggacacggcececgtgtat
s r s - v Yy M V L 8 8 L R 8 E D T A V Y

tactgtgcgagagatcggaactggggatgggactttgactactggggccagggaaccctyg
y 2 A R D R N W G W D F D Y W G Q G T L
gtcaccgtctcaagcgtctccagt
v T v s S VvV S5 S
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MF3178: heavy chain variable region sequence of an erbB-3 binding antibody

Nucleic acid sequence (underlined sequence encodes end of leader peptide):

1

61

121

181

241

301

361

GGCCCAGCCG

GCCATGGCCC

“GGGGCCTCA

GCACTGGGTG

CAGTGGTIGGC

GTCCATCAGC

"TACTCTCCA

GGGCCAAGGT

Amino acid sequence:

GTGAAGGTICT

CGACAGGCCC

ACAAACTATG

ACAGCCTACA

ACACATCATC

ACCCTGGICA

AGGTGCAGCT

CCTGCAAGGC

CTGGACAAGG

CACAGAAGTT

TGGAGCTGAG

CTTICTCCTICA

CCGTICTCCAG

GGTGCAGTCT

TTCTGGATAC

GCTTGAGTGG

TCAGGGCAGG

CAGGCTGAGA

TTTCTCCTCT

T

GGGGCTGAGG

ACCTTCACCG

ATGGGATGGA

GTCACGATGA

TCTGACGACA

TACTCCCCCT

TGANGANGCC

GCTACTATAT

TCAACCCTAA

CCAGGGACAC

CGGCTGTGTA

TTCATTATTC

QVQLVQSCAEVKKPCASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWINPNS
GGTNYAQKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCARDHGSRHFWSYWGEF

DYWGQGTLVTVSS

CDR1: GYYMH

CDR2: WINPNSGGTNYAQKFQG
CDRS3: DHGSRHFWSYWGFKFDY

SUBSTITUTE SHEET (RULE 26)
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MF3176: heavy chain variable region sequence of an erbB-3 binding antibody

Nucleic acid sequence (underlined sequence encodes end of leader peptide):

1

61

121

181

241

301

361

GGCCCAGCCG

GCCATGGCCG

“GGGGGGTCC

GAGCTGGGZC

ZGGTGGTAGC

TTCCAAGAAC

"TACTCTCCA

AGGTACCCTZG

Amino acid sequence:

CTGAGACTCT

CGCCAGGCTC

ACATACTACG

ACGCTGTATC

ACACATTCCT

GTCACCGICT

AGGTGCAGCT

CCTGTGCAGC

CAGGGAAGGG

CAGACTCCGT

TGCAAATGAA

CCTACCCCCC

CCAGT

GTTGGAGTCT

CTCTGGATIC

GCTGGAGTGG

GAAGGGCCGG

CAGCTTGAGA

CTACTACTCC

GGGGGAGGCT

ACCTTTAGCA

GICTCAGCTA

TTCACCATZCT

GCCGAGGACA

CCCTTICATT

TGGTACAGCC

GCTATGCCAT

TTAGTGGTAG

CCAGAGACAA

CGGCTGTGTA

ATTCCCCCCA

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAISGSGGS
TYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDWWYPPYYWGFDYWG

QGTLVTVSS

CDRI: SYAMS

CDR2: AISGSGGSTYYADSVKG
CDR3: DWWYPPYYWGFDY

SUBSTITUTE SHEET (RULE 26)
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MF3163: heavy chain variable region sequence of an erbB-3 binding antibody

Nucleic acid sequence (underlined sequence encodes end of leader peptide):

1

61

121

181

241

301

361

GGCCCAGCCG

GCCATGGCCC

“GGGGCCTCA

GCACTGGGTG

CAGTGGTIGGC

GTCCATCAGC

"TACTCTCCA

GGGCCAAGGT

Amino acid sequence:

GTGAAGGTICT

CGACAGGCCC

ACAAACTATG

ACAGCCTACA

AAACATTCTT

ACCCTGGICA

AGGTGCAGCT

CCTGCAAGGC

CTGGACAAGG

CACAGAAGTT

TGGAGCTGAG

ACTCTCCTICA

CCGTICTCCAG

GGTGCAGTCT

TTCTGGATAC

GCTTGAGTGG

TCAGGGCAGG

CAGGCTGAGA

TTTCTACICT

T

GGGGCTGAGS

ACCTTCACCG

ATGGGATGGA

GTCACGATGA

TCTGACGACA

TCCTCCCCCT

TGANGANGCC

GCTACTATAT

TCAACCCTAA

CCAGGGACAC

CGGCCGTGTA

TTCATTATTC

QVQLVQSCAEVKKPCASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWINPNS
GGTNYAQKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCAKDSYSRHEFYSWWAF

DYWGQGTLVTVSS

CDR1: GYYMH

CDR2: WINPNSGGTNYAQKFQG
CDRS3: DSYSRHFYSWWAFDY

SUBSTITUTE SHEET (RULE 26)
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MF3307: heavy chain variable region sequence of an erbB-3 binding antibody

Nucleic acid sequence (underlined sequence encodes end of leader peptide):

1

61

121

181

241

301

361

GGCCCAGCCG

GCCATGGCCC

“GGGGCCTCA

GCACTGGGTG

CAGTGGTIGGC

GTCCATCAGC

"TACTGTGCA

GGGCCAAGGT

Amino acid sequence:

GTGAAGGTICT

CGACAGGCCC

ACAAACTATG

ACAGCCTACA

AGAGGTTCIC

ACCCTGGTCA

AGGTGCAGCT

CCTGCAAGGC

CTGGACAAGG

CACAGAAGTT

TGGAGCTGAG

CTAAACGICT

CCGTCTCCAG

GGTGCAGTCT

TTCTGGATAC

GCTTGAGTGG

TCAGGGCAGG

CAGGCTGAGA

GTCTAACTAC

T

GGGGCTGAGG

ACCTTCACCG

ATGGGATGGA

GTCACGATGA

TCTGACGACA

TTCAACGCCT

TGAAGAAGCC

GCTACTATAT

TCAACCCTAA

CCAGGGACAC

CGGCCGTGTA

TTGATTATTG

QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWINPNS
GGTNYAQKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCARGSRKRLSNY FNAFD

YWGQGTLVTVSS

CDRI1: GYYMII

CDR2: WINPNSGGTNYAQKFQG
CDR3: GSRKRLSNYFNAFDY
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CDR1 CDR2
1 10 20 30 40 50 60
ME3178 QVOLVQSGAEVKKPGASVKVSCKASGYTEI GYYMH WVRQAPGOGLEWMG WINPNSGGTNYAQKFQG
ME6055 ..., ... D e e e e Ao, R - K....
ME6056 ......... Dooooooie. T i i il i A..... R BN K....
ME6057 ..., D..oiia.. Tt e e e e e B o
MEF6058 ......... D...oooa.. T e e i e e A... .. B o K....
G O B B
ME6060 ......... D e e e e AL, ce Qe K....
T e Qe K.
MEGOG 2 e e e e B -
S O B o K....
G Koo, B o
MEGO6S it i i e e e e, S e e 0G.SL L.
T O ce QLS
T O e Qe
S O B o
MEG06 D i e e e e e e B o
MEGO 70 ittt e e e e e e S e c...8G.S.........
ME OO T L it i et e et e B -
T B N
S O G cee S iiiaann
O e eSS e
CDR3
70 80 90 100 110 120
ME3178 RVIMTIRDTISISTAYMELSRLRSDDTAVYYCAR DHGSRHFWSYWGFDY WGQGTLVIVSS
MEF6055 ...... E..T. .. T e e e e e i e,
MF6056 ..S...E..T..... Qi T e e e i e e e
ME6057 . iiiiiiiiieenn L
MF6058 ..S...E..T..... Q.. T e e e e e e
T 0
ME6060 ...... E..T.. ... i T e e e e e e
MF6O6L ......... T e e e e ettt e e
ME6062 ......... Tt e e i i i iaaee et aan et e
MF6063 ......... Tt e e i i e et aat et e
MF6064 ......... T e e i i i ettt e e e e
ME6065 ......... T.. Voo oo, B e e e e e
ME6066 ......... e Pt
ME6067 ......... T..V..... S T
MEF6068 ......... Tt e e i i i iaaee et aan et e
e SR
MEG6070 ..., T.. Voo oo, B e e e e e
MEG607L ... ... T S
ME6072 ... ..., Y Pt
ME6073 ......... Tt e e i i i iaaee et aan et e
O
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DNA sequences of MF3178 variants (without sequence encoding leader peptide)

>MF6055_VH

caggtgcagctggtgcagtctggggctgacgtgaagaagecctggggectcagtgaaggtctectgecaagg
cttetggatacacettcaceggetactatatgecactgggtgegacaggeccctggacaagetettgagtyg
gatgggatggatcaacccttctagtggtggcacaaactatgcaaagaagtttcagggcagggtcacgatg
accagggagacgtccacaagcacagcctacatggagectgagcaggectgagatctgacgacacggctacgt
attactgtgcaagagatcatggttctegtcatttctggtettactggggetttgattattggggecaagg

tacce tggte acegt ctcecca gt

>MF6056_VH

caggtgcagctggtgcagtctggggctgacgtgaagaagecctggggectcagtgaaggtcacgtgcaagg
cttetggatacacettcaceggetactatatgecactgggtgegacaggeccctggacaagetettgagtyg
gatgggatggatcaacccttctagtggtggcacaaactatgcaaagaagtttcagggcagggtctctatg
accagggagacgtccacaagcacagcectacatgecagetgagecaggetgagatctgacgacacggetacgt
attactgtgcaagagatcatggttctcgtcatttctggtettactggggetttgattattggggecaagg

taccetggtcacecgtctcecagt

>MF6057_VH

caggtgcagctggtgcagtctggggctgatgtgaagaagectggggectcagtgaaggtcacgtgcaagg
cttctggatacaccttcacecggetactatatgecactgggtgegacaggeccctggacaagggettgagtg
gatgggatggatcaaccctcagagtggtggcacaaactatgcacagaagtttcagggcagggtcacgatg
accagggacacgtccatcagecacagectacatgecagetgageaggetgagatctgacgacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

tacecectggtcacegtctccagt
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>MF6058_VH

caggtgcagctggtgcagtctggggectgacgtgaagaagectggggectcagtgaaggtcacgtgcaagg
cttctggatacaccttcaccggectactatatgecactgggtgegacaggececctggacaagetettgagtg
gatgggatggatcaaccctcaaagtggtggcacaaactatgcaaagaagtttcagggcagggtctctatg
accagggagacgtcecacaagcacagectacatgeagetgageaggetgagatectgacgacacggetacgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

tacecectggtcacegtctccagt

>MF6059_VH

caggtgcagetggtgecagtetggggetgaggtgaagaagectggggectcagtgaaggtetectgeaagg
cttctggatacaccttcaccggctactatatgcactgggtgecgacaggecccctggacaagggecttgagtg
gatgggatggatcaaccctggcagtggttctacaaactatgcacagaagtttcagggcagggtcacgatg
accagggacacgtcecatcagecacagectacatggagetgageaggetgagatctgacgacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

taccectggtcacegtctceccagt

>MF6060_VH

caggtgcecagetggtgecagtetggggetgacgtgaagaagectggggectecagtgaaggtetectgecaagg
cttctggatacaccttcaccggctactatatgcactgggtgecgacaggecectggacaagectcttgagtyg
gatgggatggatcaaccctcaaagtggtggcacaaactatgcaaagaagtttcagggcagggtcacgatg
accagggagacgtccacaagcacagectacatggagectgageaggetgagatctgacgacacggetacgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

taccetggtcacegtcectecagt
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>MF6061_VH

caggtgcagctggtgcagtctggggectgaggtgaagaagecctggggectcagtgaaggtctectgecaagg
cttctggatacaccttcaccggetactatatgecactgggtgegacaggececctggacaagggettgagtg
gatgggatggatcaaccctcagagtggtggcacaaactatgcacagaagtttaagggcagggtcacgatg
accagggacacgtcecaccagecacagectacatggagetgageaggetgagatectgacgacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

tacecectggtcacegtctccagt

>MF6062_VH

caggtgcagetggtgecagtetggggetgaggtgaagaagectggggectcagtgaaggtetectgeaagg
cttctggatacaccttcaccggctactatatgcactgggtgecgacaggecccctggacaagggecttgagtg
gatgggatggatcaaccctggcagtggttctacaaactatgcacagaagtttcagggcagggtcacgatg
accagggacacgtceccacaagcacagectacatggagetgageaggetgagatctgacgacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

taccectggtcacegtctceccagt

>MF6063_VH

caggtgecagetggtgecagtetggggetgaggtgaagaagectggggectecagtgaaggtetectgeaagg
cttctggatacaccttcaccggctactatatgcactgggtgegacaggececctggacaagggecttgagtyg
gatgggatggatcaaccctcagagtggtggcacaaactatgcaaagaagtttcagggcagggtcacgatg
accagggacacgtccaccagcacagectacatggagectgageaggetgagatctgacgacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

taccetggtcacegtcectecagt
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FIG. 11B, Cont'd

>MF6064_VH

caggtgcagctggtgcagtctggggectgaggtgaagaagecctggggectcagtgaaggtctectgecaagg
cttctggatacaccttcaccggetactatatgecactgggtgegacaggececctggaaaggggettgagtg
gatgggatggatcaaccctcagagtggtggcacaaactatgcacagaagtttcagggcagggtcacgatg
accagggacacgtcecacgagecacagectacatggagetgageaggetgagatectgacgacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

tacecectggtcacegtctccagt

>MF6065_VH

caggtgcagetggtgecagtetggggetgaggtgaagaagectggggectcagtgaaggtetectgeaagg
cttctggatacaccttcacctcecttactatatgcactgggtgecgacaggecccctggacaagggecttgagtg
gatgggatggatcaaccctcaggggggttctacaaactatgecacagaagtttcagggcagggtcacgatg
accagggacacgtceccaccagecacagtgtacatggagectgageaggetgagatctgaggacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

taccectggtcacegtctceccagt

>MF6066_VH

caggtgecagetggtgecagtetggggetgaggtgaagaagectggggectecagtgaaggtetectgeaagg
cttctggatacaccttcaccggctactatatgcactgggtgegacaggececctggacaagggecttgagtyg
gatgggatggatcaaccctcagagtggttctacaaactatgcacagaagtttcagggcagggtcacgatg
accagggacacgtccaccagcacagectacatggagectgagetcetetgagatctgaggacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

taccetggtcacegtcectecagt
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FIG. 11B, Cont'd

>MF6067_VH

caggtgcagctggtgcagtctggggectgaggtgaagaagecctggggectcagtgaaggtctectgecaagg
cttctggatacaccttcaccggetactatatgecactgggtgegacaggececctggacaagggettgagtg
gatgggatggatcaaccctcagagtggtggcacaaactatgcacagaagtttcagggcagggtcacgatg
accagggacacgtcecaccagecacagtctacatggagetgagetetetgagatectgacgacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

tacecectggtcacegtctccagt

>MF6068_VH

caggtgcagetggtgecagtetggggetgaggtgaagaagectggggectcagtgaaggtetectgeaagg
cttctggatacaccttcaccggctactatatgcactgggtgecgacaggecccctggacaagggecttgagtg
gatgggatggatcaaccctcagagtggtggcacaaactatgcacagaagtttcagggcagggtcacgatg
accagggacacgtceccaccagecacagectacatggagetgageaggetgagatctgacgacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

taccectggtcacegtctceccagt

>MF6069_VH

caggtgecagetggtgecagtetggggetgaggtgaagaagectggggectecagtgaaggtetectgeaagg
cttctggatacaccttcaccggctactatatgcactgggtgegacaggececctggacaagggecttgagtyg
gatgggatggatcaaccctcagagtggtggcacaaactatgcacagaagtttcagggcagggtcacgatg
accagggacacgtccatcagcacagectacatggagectgageaggetgagatctgacgacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

taccetggtcacegtcectecagt
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FIG. 11B, Cont'd

>MF6070_VH

caggtgcagctggtgcagtctggggectgaggtgaagaagecctggggectcagtgaaggtctectgecaagg
cttctggatacaccttcacctettactatatgecactgggtgegacaggececctggacaagggettgagtg
gatgggatggatcaacccttctgggggttctacaaactatgecacagaagtttcagggcagggtcacgatg
accagggacacgtcecaccagecacagtgtacatggagetgageaggetgagatctgaggacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

tacecectggtcacegtctccagt

>MF6071_VH

caggtgcagetggtgecagtetggggetgaggtgaagaagectggggectcagtgaaggtetectgeaagg
cttctggatacaccttcaccggctactatatgcactgggtgecgacaggecccctggacaagggecttgagtg
gatgggatggatcaacccttctagtggttctacaaactatgecacagaagtttcagggcagggtcacgatg
accagggacacgtceccaccagecacagectacatggagetgagetetetgagatctgaggacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

taccectggtcacegtctceccagt

>MF6072_VH

caggtgecagetggtgecagtetggggetgaggtgaagaagectggggectecagtgaaggtetectgeaagg
cttctggatacaccttcaccggctactatatgcactgggtgegacaggececctggacaagggecttgagtyg
gatgggatggatcaacccttctagtggtggcacaaactatgcacagaagtttcagggcagggtcacgatg
accagggacacgtccaccagcacagtctacatggagectgagetcectetgagatctgacgacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

taccetggtcacegtcectecagt
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FIG. 11B, Cont'd

>MF6073_VH

caggtgcagctggtgcagtctggggectgaggtgaagaagecctggggectcagtgaaggtctectgecaagg
cttctggatacaccttcaccggetactatatgecactgggtgegacaggececctggacaagggettgagtg
gatgggatggatcaacccttctagtggtggcacaaactatgcacagaagtttcagggcagggtcacgatg
accagggacacgtcecaccagecacagectacatggagetgageaggetgagatectgacgacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

tacecectggtcacegtctccagt

>MF6074_VH

caggtgcagetggtgecagtetggggetgaggtgaagaagectggggectcagtgaaggtetectgeaagg
cttctggatacaccttcaccggctactatatgcactgggtgecgacaggecccctggacaagggecttgagtg
gatgggatggatcaacccttctagtggtggcacaaactatgcacagaagtttcagggcagggtcacgatg
accagggacacgtcecatcagecacagectacatggagetgageaggetgagatctgacgacacggetgtgt
attactgtgcaagagatcatggttctcegtcatttcectggtcttactggggetttgattattggggecaagg

taccectggtcacegtctceccagt
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FIG. 11B, Cont'd

Nucleic acid alignment (without end of leader sequence)

ME3178
MF6058
MEF6061
ME6065

ME3178
MEF6058
ME6061
MEF6065

ME3178
MEF6058
ME6061
MF6065

MF3178
MF6058
ME6061
ME6065

ME3178
ME6058
MEF6061
ME6065

ME3178
MF6058
ME6061
ME6065

CAGCTGCAGCIGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCCTCAGTGAAGGTCTICCTGCAAG

............................. NP €
CDR1

GCTTCTIGGATACACCTTCACC GGCTACTATATGCAC TGGGTGCCGACAGGCCCCTIGGACAAGGGCTTGC
............................................................. CT

..................... T . . e e e e e e e e

CDR2

AGTCGATGGGA TGGATCAACCCTAACAGTGGTGGCACAAACTATGCACAGAAGTTTCAGGGC AGGGT
....................... L
....................... L £
....................... C.GG.G.. . TCT.. ... .. e e
CACCATGACCAGGGACACGTCCATCAGCACAGCCTACATGGAGCTGAGCAGGCTGAGATCTGACGACAC

T.T.. . Govuovnnn CA . i, C e e e
....................... et e e e e e e i i e
....................... O €
CDR3
GGCTGTGTATTACTGTGCAAGA GATCATGGTTCTCGTCATTTCTGGTCTTACTGGGGCTTTGATTAT
A e e e e e et e e e e e e
TGGCGCCAAGGTACCCTGGTCACCGTCTCCAGT
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FIG. 11C

a) Common Light Chain

DIQMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPGKAPKLILIYAASSI.QSGVP
SRFSGSGSGTDFTLTISSLQPEDFATYYCQQSYSTPPTFGQGTKVEIKRTVAAPSVFIEFD
PSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

FIG. 11D

heavy chain for EGFR binding

QVQLVQSGAEVKKPGASVKVSCKVSGYTLTELSMHWVRQAPGKGLEWMGGFDPEY
GKTFFAQNFQGRVTMTEDTSADTAYMELSSLRSEDTAVYYCATEGYYETTTYYYNLF
DSWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSG
ALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKS
CDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEN
WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPI
EKTISKAKGQPREPQVYTDPPSREEMTKNQVSLTCEVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVEFSCSVMHEALHNHYTQKSLSLSPG

heavy chain for erbB-3 binding

QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGWINPNS
GGTNYAQKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCARDHGSRHFWSYWGF
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSG
ALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKS
CDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFN
WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPI
EKTISKAKGQPREPQVYTKPPSREEMTKNQVSLKCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG
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FIG. 16a
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FIG. 16¢
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