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Human Consensus
Light Chain (kappa I)
DIOMTQSPSSLSASVGDRVTTTCRASOSISNYLAWYQOKPGRKAPKLLIYAASSIES
GVPSRFSGSGSETDFTLTISSLOPEDFATYVCOOYNSLPWTFGQGTRKVEIKRTVAA
PSVIIFPPSDEQLKSGTASVVCLLNNEY PREARVOWKVDNALQSGNSQESVTEQDS

KDSTYSLSSTLTLSKADY EKHRVYACEVTHOGLSSPYVTKSFNRGEC (SEQ 1D NO:

FIG. 2A

Human Consensus
Heavy Chain (subgroup TII)

EVOLVESGGGLVQPGGSLRLSCAASGFTEF SSY AMSWVRQAPGKGLEWV SV ISGDGE
STYYADSVKGRFTISRDNSEKNTLYLOMNSLRAEDTAVY YCAMTGS SGYFDEWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGETAALGCLVKDY FPEPVIVSWNSGALTSGV
HTFPAVLOSSELYSLSSVVTVPSSSLETQTY ICNVNHKPSNTKVDKRKVEPKSCDKT
HTCPPCPAPELLGGPSVFLEF PPRPRDTLMI SRTPEVICVVVDVSHEDPEVKFNWYV
NGVEVHNAKTKPREEQYNSTYRVVSVLITVLHODWLNGKEYKCKVSNKALPAP TERT
TSKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVRGFYPSDIAVEWESNGOPENNY
RITPPVLDSDGSFFLY SKLTVDESRWOOGNVESCSVMHEALHNHY TQRSLSLSPGK

(SEQ ID NO: 28) FIG. 2B

Fib504 Graft
Light Chain

DIOMTOSPSSLSASVGDRVTITCRASESVDTYLHWYQOORKPCKAPKLLIYYASQSIS
GVPSRFSESGSOTDFTLTISSLOPEDFATYYCOOGNSLENTFGQGTRVEIRKRTVAA
PSVFIFPPSDEQLKSGTASVVCLLNNFYPREARKVOWKVDNALOSGNSQESVIEQDS

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVIKSEFNRGEC (SEQ 1D NO:

FIG. 3A

Fib504 Graft

Heavy Chain
EVQLVESGGGLVQPGGSLRLSCAASGFFITNNYWGWVRQAPGKGLEWVGYISYSGS
TSYNPSLEKSRFTISADTSKNTAYLOMNSLRARDTAVYYCAMTGS SGYFDFWGQRGTL
VTVSSASTRGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTSGVH
TEPAVLOSSGLY SLSSVVIVPSS SLGTOTY ICNVNHR PSNTRVDKKVEPKSCDRTH
TCPRPCPAPELLGGPSVFLEPPEKPKDTLMISRTPEVICVVVDVSHEDPEVKENWY VD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGRKEYKCKVSNKALPAPIEKTT
SKAKGQPREPQVYTLPPSREEMTRNOVSLTCLVKGFYPSDIAVEWESNGOPENNYK
T TPPVLDSDESFFLYSKLTVDKSRWQQGNVE SCSVMHEALHNHY TQRSLSLSPGK

(SEQ ID NO; 30) FIG. 3B

27)

29)
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Fib504K Graft
Light Chain
DIOMTQSPSSLSASVEGDRVITTCRASESVDTYLHWYQQOK PGKAPKLLIRYASOSIS
GVPSRFSGSGSETDFTLTISSLOPEDFATYYCOOGNSLPNTFGOGTRVEIKRTVAA
PSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSCNSQESVTEQDS

KDSTYSLSSTLTLSKADYERHKVYACEVTHOGLSSPVIKSFNRGEC (SEQ ID NO:

FIG. 4A

Fibb04K Grait
Heavy Chain

EVQLVESGGGLVQPGGSLRLSCAASGEF I TNNYWGWVRQAPGKGLEWVEYISYSGS
TSYNPSLEKSRFTISADTSENTAYLOMNSLRAEDTAVY YCAMTGS SGY FDFWGEQGTL
VIVSSASTRKGPSVIFPLAPSSKSTSGGTAALGCLVRDY FPEPVTVSWNSGALTSGVH
TEFRPAVLOSEGLY SLSSVVTVPSBSLGTOQTY ICNVNHK PSNTRVDERVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPRKPKDITLMISRTPEVTICVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTERTT
SKAKGQPREPQVYTLPPSREEMTRKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYK
TTPPVLDSDGSFFLYSKLTVDESRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

(SEQ ID NO: 30)
FIG. 4B

Fib504K-RF Graft
Light Chain

DIOQMTOSPSSLSASVGDRVTLTCRASESVDTY LHWYQOKPGRAPKLLIKYASQSTS
GVPSRFSGSGSETDFTLTISSLOPEDFATY YCOQOGNSLPNTFGQGTRKVEIKRTVAA
PEVFIFPPSDEQLKSGTASVVCLLNNFY PREAKVQOWKVDNALQSGNSQESVTEQDS
KDSTYSLSSTLTLEKADYEKHKVYACEVTHOGLSSPYTKSFNRGEC (SEQID NO

FIG. 5A

Fib504K-RF Graft
Heavy Chain

EVQLVESCGGLVOPGGSLRLSCAASGFF ITNNYWOWVROAPEGKGLEWVGY ISYSGS
TSYNPSLKSRFTISRDTSKNTFY LOMNSLRAEDTAVY YCAMTGS SGYFDFWEOGTL
VIVSSASTRGPSVIPLAPSSKSTSGGTAALGCLVKDY FPERPYTVSWNSGALTSGVH
TFPAVLQSSALYSLSSVVIVPSSSLATOTY TCNVNHE PSNTKVDEKVEPKSCDRTH
TCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVICVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTT
SKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGFY PSDIAVEWESNGOPENNYK
TTPPVLDSDESFELYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TORSLSLSPGK

(SEQ ID NO: 32) .
FIG. 5B

31)
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Humanized Varianf 504.32
Light Chain

DIOMTQSPSSLSASVEDRVTITCRASESVDDLLHWYQQKPGKAPKLLIKYASOS LS
GVPSRFSCSGSGTDFITLTISSLOPEDFATYYCQOGNSLENTFGQGTRKVEIRKRTVAA
POVF I FPPSDEQLRSGTASVVCLLNNF Y PREAKVOWKVDNALOSGNSQESVIEQDS
KPSTYSLESTLTLSKADY EKHKVYACEVTHOGLSS PUTKSFNRGEC (SEQ ID NO: 33)

FIG. 6A

Humanized Variant 504.32
Heavy Chain

EVQ&VESGGGLVQPGGSLRLSCAASGFFITNNYWGWVRQAPGKGLEWVGYISYSGS
TSYNPSLKSRFTISRDTSKNTFYLQMNSLRAEDTAVYYCAMTGSSGYFDFWGQGTL
VTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTH
TCPPCPAPEELGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
'GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKDTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

(SEQ ID NO: 32)
FIG. 6B

Rat Anfi-Mouse Fib504 Variable Domains
Variable Light Chain

DVVMTQSPATLSVTPGERISLSCRASESVDTYLHWYQQKPNESPRLLIKYASQSIS
GIPSRFSGSGSGTDFTLSINGVELEDLSIYYCQQGNSLPNTFGAGTKLELKRADAA
PTVSIFPPSMEQLTSGGATVVCFVNNFYPRDISVKWKIDGSEQRDGVLDSVTDQDS

KDSTYS (SEQ ID NO: 12)
FIG. 9A

Rat Anti-mouse Fib504 Variable Domains
Variable Heavy Chain

EVOLOESCPCLVKPSOSLSLTCSVTGEF ITNNYWGW I RKEF PGNRKMEWMGY LSY SGS
PSYNPSLKSRIS ITRDTSKNQFFLOLNSVITEDTATY YCAMTESSGYFDFWGPGTM
VTVSSARTTAPSVY PLAPGTALKSNSMVTLGCLY (SEQID NO: 1 3)

FIG. 9B
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Comparison of VH Framework Sequences

Framework Region H3
1 71727374 75 76 77 718 |

hu subgroupI A D S P 8 T A
husubgroupfl v DT} 8 R N Q
hu subgroup 11X DN S KN TILi
Herceptin A D S KN TA
Fib504 Rlp[Mls x v 9
Fib504-RL D E S K N T L
Fib404-RF R{ D S KN 7T

\ J

.Y
FIG. 10A

Fib504-RL % Binding to:
1 Albumin
[ ] 04p7
Fib504-RF %
.Fib504K—RL %
Fib504K-RF l
1] ¥ ] ] 1
0.0 0.2 04 0.6 0.8 1.0
Phage Binding (OD)
. ' v,

g
FIG. 108
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504.16  Human Codon Amino Acids Amino Acids
Consensus Encoded Observed
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25 | A a
3 S
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- | s S
={29 v , ! 1 | | RIT VI v | I
', Y8, | RMT DSAY D{s|Aa
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L Yy | vwe LYFH L
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a7y r | T |

NOTE: Z is a stop codon. The most frequently observed amino acid is boxed.
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Amino Acid Amino Acid
e Position Number of Times Observed
A25 Al G & I XY
641 2 1 7 9
s26 G ! K N P a R[S]1I
4 2 3 8 1 1 7 {611 6
E27 A DJ{E|'G H I K Lt N Q@ R VY
6 g |60 2 1 (| 4 1 2 5 1 2
$28 A D G H ! K N P R|ISIIT V¥V XY
17 1 7 1 41 1 9 3 7 |58 4 1 1
V29 A G I K 'L M Q@ R |V
A 11 85 3 1 9 6 1 1 |55
o
= px AfD|E €@ H | K L N P &8 I V
3 |59 9 3 3 1 1 1 6 1 1 2 3
D31 Dl E & N
771 13 2 1
132 LI M
t 188 4
133 A ) [L] M V¥
1 5 1641 1 22
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1 187 4 1
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-
®l N6 A F H ] JLlM N R 8 I ¥V W Y
T 2 6 1 3 lary 3 2 2 2 4 2 16 3
[t ]
T
x| wme4 A E G [M] Q@ R S
» ( 3 1 481 10 24 8
NOTE: The most frequently observed amino acid is boxed.
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26 D1 G
27 D2 F
28 D3 i)
29 D4 I
HVR-HT 30 D5 T
31 D6 N
32 D7 N
33 D8 Y
34 Do W
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h5 B7 G
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