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Figure la
Sequence of 50104 Variable Domain 1GgT Heavy Chain

Fonward Meavy Chain Primer

AN

¥ R VvV L I L L ¢ L F T A F P G I L & g i

ATGAGAGTGCTGATTCTITTGTGCCTGTTCACAGCCTTTCCTGGTATCCTGTCTIZATGTG
_________ [N VINURII DU SYUIRIUUG (U U JUURU DU N

Y@CTCTCACGACTAAGAAAACACGGACAAGTGTCGGAAAGGACCAT&GGACKG TALCAC
N Signal Leader Sequences

g L ¢ E 38 ¢ P I L vV K P 8 @ 8 L 5 L T C

CAGCTTCAGGAGTCAGGACCTGACCTGGTGALACCTTCTCAGTCACTTTCACTCACCTGC
_________ 1 o e o | st e e | et e | st e e | et e e e e |

GTCGARGTCéTCAGTCCTGGACTGGACCACTTTGGAAGAGTCAGTGAAAGTGAGTGGACG

e Cofd — FRZ
T V ¢ Y 8 I T &8 ¢ Y 8 W H v R Q F P
LACTGTCAC TGO TACTCCATCACGAGTGGTTATAGT TGGCAQTGGGTCCGGCAGTTTCCA

________ | e o e e v s v} e v e e i i | st s s s e e e | s s e st s |t s st s s s s o e §

TGLCAGTGAICGATGAGGTAGTGCTCACCAATATCALACCGTHACCCAGGCCGTCALLGGT

g COR2
¢ N ¥ M E W H E I # F &8 ¢ R P T Y N P
GGAMACAAALRTCGAATGGATGGCCCACATTCACTTCAGTGGTAGACC TACTTACALTCCA

GTGTALGTGAAGTCACCATCTGGATGALTGTT AGCT
y FR3

L 8 3|/ I & I T R D T &8 K N @ F L L @
TCTCTCAGCAGTI GAATCTCGATCACTCGAGACACATCCALGALACCAGTTCCTCCTGC AL
_________ e e e e i s s | i e e o ] e |

AGAGLGTCGTCAGCTTAGAGCTAGTGAGCTCTGTGTAGGTTCTIGCGTCAAGGAGGACGTT

b

L ¥ Fr ¥v T T E D T 5 T ¥ F € A RIEKE G K ¢
TTGAMATTTGTGACTACTGALGACACATCCACATATTTTTGTGCAAGGALGGGAALAGGT
_________ 1 et e e | et s o e e e | e e e |

CCTTTGTTTITACCTTACCTACCC

S —

AACTTTAAM ACTGATGACTTC TG TGTAGGTGTATAMALCACGTTCCITCCCTTTTCCA

£ )
coRs3 & FR4 p CHI
S b b & L W Y G Q G I 8§ v T W 35 §‘A K
TCCGAL CCRAL

CGATGGTI‘TGAACTACFGGGGTCAAGGAATCTCAGTCACCG'D::TCT'IC
_________ e s e s o st s} o
AGGCTGCT.@CCMACTTGATC:!ACCCCAGTTCCTIAGAGTCAGTGGCAGAGAAG CGGTTT
Constant domain
T T B F ¥ Y P L V¥ P G 8 L

ACGACACCCCCACCCGTTTATCCCTTGETCCCTGGALGE TTGG
————————— e et KT T PRI PUIORY: ¥
TGCTCTGOGGGTGGGCAMTAGGGLACC AGGGLACCTTCGLACC

Rewverse Heavy Chain CH1 Primer
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Figure 1b (Kabat numbering)

Sequence of SC104 Variable Domain 1891 Heavy Chain
Forward Heavy Chain F‘rﬁmg;“ FR1

¥ R ¥ L I L L CL FTAHLPFUPF & I L s5ip v
ETGIGAG TR TG TCT T TR IGeC TG T TC ACAGCCTTTCC TGO TATOC TGTC TRATGTS
i 1 I 1 S S—

mﬁmTe:m:ma‘:mﬁmmmmcGﬁmmmm@&mm@mc E&Gf&@t;k@:’;‘mm
A bxgnat Teader E:equenae L

,&GG’F%&&GA@TC ﬁGGﬁGSTGMQWﬁNA%CGTWTL AETC MTTTC AC TC M.‘- o TG*Z

- ¢ 1 4 sk s s { T

GTCCLAGICCTCASTOCTRGRCTOGACCACT I TG GAAGAGTC MG TCAA LG TG AGTGGLCE

T Y T ¢ ¥ 5 I ’PA 500G '*f 5 i) ﬁ fﬁ‘ V R *Q F P
RLCTCTCRCTEGCTACTCG ELTG&C AOTGETIRTAGTTGN CS A FGEETCCEECAGTTICC

4 o o t w samm st

TG.%C#GTGFCG%TG@GGTR&TGC[TCRCC&%TQTCMCLG .CCCEGGC{ZGTC?.&MCT

G B K H E F H §HIHFSGEPT‘ENP‘
GGE&@EQ &.&TGC MTGQ&T{?G C&%TT’Z&CTTQ &ﬁTGGT&G&ﬂCTﬁﬁTTﬁ CRATCCL

l e o 5 oo it o ﬂ

QTCTWGWWRQ CTTACCT. MS CCCE‘&TGT &@C’E‘Gﬂ&ﬂﬁ B Gi&'ﬁ’?‘m&« WG&&TGTI” AGGT

4 FRZ
ﬁ&ﬁﬁ}ﬂIﬁITEDTE‘E@NQFLLQ

T T AGC AG TG AN TO TCGATC ACTOGAGAC AC KT CC A AG R AL MFTTCCTQOT RO R
!

RGAGRFTCGTC %«:‘rm ﬁﬂGGTRGT GAGCTCTOTGTAGETTCTTOSTCAAGRAGGACETT

L B FWTTEDDTOSETTITF C & RIE & K @&
TTGRAATTTCTGACTACTGARGRACAC ATCCACATATTITTGTOCARGE 3‘&;&@@& BARAGOT

i 1 v ! e o {]

L e b H t e s § e b

MACTTTAABCACTOATERCTTCIE TG TAGGTOTAT A AL RCACETICC TTFCQ TETTCCh

mnlﬁ(;hm?u&@ﬁisv*r*:.?ﬁs;ax

Lo l PP T — 1 B J———

AGEUTECTACT AL ACTTGATG) ﬂ&C CCCAETD CC’ITS’LG&GT GAG?WGKZ &G@.G&A@ GG’I‘“I‘T

E)
Constant domaln
T T P P P ¥ ¥Y P L ¥ P & 5 L
ACGACRCCCCCACCOGTITATCOCTTGETCCCTGGAMGCT TG
e t . L Ny g ‘ Lj S
TGCICTCGGRGTGEGCAMATAGGRAACC AGGGACC TTCGARCS

" Reverse Heavy Chain CH1 Primer
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Figure 1c
Sequence of SC104 Variable Domain Kappa Light Chain

Forward Kappa Chain Primer Bignal Leader Sequence
t:+ ¥ D L @ ¥v ¢ I F § F L L I &8 4 8 ¥V I X 3
ATGGATTTACAGGTGCAGLTTTTCAGCTTCCTGC TAATCAGTGCCTCAGTCATAATGTCC
bR e o e s e e 1 v o e b e e e e i e | o o e i I i

TALCCTAAATGTCCAC GTCTAAAAG"DC GAAGGAC GLTTAGTCACGGAGTCAGTATTACAGG
FR1

— cori —FR2

i ¥ T B T C 4 %8 8 838 L 8 v I H ¥ ¢ & K
GTCACCATGACCTGUAGTGCCAGCTC AAGTTTAAGTTACATACACTGGTACCAGCAGLAG

121 e [ E— | e e e [ | e e e e e e [ —— |

CAGTGGTACTGGILCGL CACGGTCGAGTTCARLTTCALTGTA TGT('}J CCATGGTCGTCTTC

b COR2 FRS
1i:$ R T 8 P K L W I ¥ T & N L A B

TCRAGRACCTCCCCCARACTCTGRATTTATGACACATCCALCCTOECTTC
181 ~— e [P R ,

AGTTCTTGGAGGGGGTTTGAGACCTARATACTGTSTY EG&:TTGGAC C GAAGE‘

—

CTCALGGGT

16 R F 8 ¢ & 6 8§ 6 N & ¥ 8 L T I & 3 M E

GGTCGC TTCAG’I‘GGCAG’I‘GGGTCTGGMACTCTTATTCTCTCAC GATCAGCAGCATGGAG
- AU RO E——— [ [ ——— P [ —— f

CCAGCGA AGTC BCCGTCACCCAGRCCTTTGAGRATAAGAGAGTGC TAGTCGTCGTACCTC

.. COR3 PRALE]
1: L E D V 2 T ¥ ¥ C }F 0 ¢ 8 F Y P L T FG

GCTGRAGATGTTGCCACTTATTAC TGT% TTCAGGGSAGTGAGTATCCACTCACHITCGGEG
Lo P ———— J—— g e | e e e e S —— z_._._..% ———

< CH1 Constant Dorrain
RADAILPTVSIFP

N T [ —— [P SO e o | e e [P —— ]
Reverse Kappa
1+P 8 8 K L ¢ K
CCATCCAGTAAGCTTGGGAAGGG

GGTAGGTCATTCGAACCCTTCCE
Chain CH1 Frimer
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Figure 1d Binding of chimeric SC104 to the cell surface of C170 cells
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Figure 2a Binding of SC104 mab to tumour cell lines
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Figure 2b SC104 mab binding to different tumour cell lines
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Figure 3
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Figure 4 SC104 binding to glycolipid extract, CEA and C14 antigen
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Figure 6
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Figure 8

Figure 9
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Figure 10
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Figure 12
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Figure 14 - Silver stained gel showing SC104 immuno-purified antigen using the SC104-
Protein A sepharose column

SC104 Antigen

M= BioRad markers, 1 = sputum; 2 = unbound from column; 3 = 0.1M Tris pH 7.6 0.5% NP40; 4 = 0.1M
Tris pH 7.6 0.2% NP40 1M NaCl; 5 = 0.1 M Tris pH 7.6 0.1% NP40; 6= 0.1M Tris pH7.8; 7 = Diethanol
amine pH 11.5 eluted pooied fraction

Figure 15 - The purified SC104 fraction from sputum competing with SC104 biotin for
binding to C170 cells
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Figure 16

O Unstained
IEAY

gpPl
AV -+ Pl

=T

Control

Sug SC104

Sug SC101/29

Treatment (4h Exposure)

Figure 17 - FITC-FMK-vad flow showing activation of pan caspase in adherent C170 cells
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Figure 18 - Caspase 6 Western blot of C170 cells exposed to SC104

Caspase 6

Figure 19 - SC104 Inhibition of cell death: z-FMK-vad caspase inhibitor
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Figure 20 - Cell Inhibition Assays
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Figure 21 - SC104 ICsqs for C170, Colo205, HT-29 and LoVo’s
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Figure 22
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Figure 23a - SC104 Homophilic binding
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Figure 23b - Homophilic binding of SC104 in the presence of C14 antigen
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Figure 24

% C170 Proliferation Inhibition in the Presence of SG104 and §-FU
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Figure 25 - SC104 Synergy with a range of chemotherapeutic drugs
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Figure 26a - Increase in tumour cross-sectional area
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Figure 26b - Survival Assessment
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Figure 26¢ - Mouse weights
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Figure 27 - Therapeutic Survival Assessment
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This data was obtained from the C3U749a study., SC104 plus 5-FU/leucovorin
exhibited a significant reduction in final weight/time and inhibited tumour growth with
enhanced survival in the C170 subcutaneous xenograft model.



Sequence listing

<110> Arana Therapeutics Limited

<120> S8pecifc Binding Members

<130> 3SPB8160A

<150> GB 0410627.4
<151> 2004-05-12

<160> 28

<170> PatentIn version 3.2

<210> 1
<211> 23
<212> DNA

. <213> Artificial

<220> .
<223> Forward Primer (Heavy Chain)

<400> 1

atgagagtge tgattetttt gtg
23

<210> 2

<211> 30

<212> DNA

<213> BRArtificial

<220>
<223> Forward Primer (Kappa Chain)

<400> 2
atggatttwe argtgcagat twtcagette
30

<210> 3
<211> 35
<212> DNA

<213> Artificial

<220> :
<223> Reverse Primer (Heavy Chain)

<400> 3
cccaagette cagggrecar kggataracg grtgg
35 '

<210> 4
<211> 30



<212> DNA
<213> Artificial

<220>
<223> Reverse Primer (Kappa Chain)

<400> 4

cccaagetta ctggatggtg ggaagatgga
30

<210> 5§

<211> 11

<212> PRT

<213> Mus musculus
<400> 5

Gly Tyr Ser Ile Thr Ser Gly Tyr Ser Trp His

1 5 10
<210> 6

<211l> 33

<212> DNA

<213> Mus musculus

<400> 6
ggctacteca tcacgagtgg ttatagttgg cac
33

<210> 7
<211> 6
<212> PRT

<213> Mus musculus
<400> 7

Ser Gly Tyr Ser Trp His

1 5
<210> 8
<211> 18

<212> DNaA
<213> Mus musculus

<400> 8

agtggttata gttggcac
18

<210> 9

<211l> 16

<212> PRT

<213> Mus musculus



<400> 9

His Ile His Phe Ser Gly Arg Pro Thr Tyr Asn Pro Ser Leu Ser Ser
1 5 10 i5
<210> 10

<211> 48

<212> DNA

<213> Mus musculus

<400> 10
cacattcact tcagtggtag acctacttac aatccatctc tcagcagt
48

<210> 11
<21l> 11
<212> PRT

<213> Mus musculus

<400> 11

Lys Gly Lys Gly Ser Asp Asp Gly Leu Asn Tyr
1 5 10
<210> 12

<211> 33

<212> DNA

<213> Mus musculus

<400> 12

aagggaaaag gttccgacga tggtttgaac tac
33

<210> 13

<21l> 10

<212> PRT

<213> Mus musculus

<400> 13

Ser Ala Ser Ser Ser Leu Ser Tyr Ile His

1 5 10
<210> 14

<211> 30

<212> DNA

<213> Mus musculus

<400> 14
agtgccaget caagtttaag ttacatacac
30



<210>
<211l>
<212>
<213>

<400>

15
7
PRT
Musg

15

musculus

Asp Thr Ser Asn Leu Ala Ser

1

<210> 16
<211> 21
<Z212> DNA
<213> Mus
<400> 16
gacacatcca
2L

<210> 17
<211l> &8
<212> PRT
<213> Mus
<4DQ> 17

5

musculus

acctggette t

musculus

Phe Gln Gly Ser Glu Tyr Pro Leu Thr

1

<210> 18
<211> 27
<212> DNA
<213> Mus
<400> 18
tttcagggga
27

<210> 19
<211> 39
<212> DNA
<213> Mus
<400> 198
cteocagtcacc
39

<210> 20
<211> 39
<212> DNA
<213> Mus

5

musculus

gtgagtatcc actcacg

musculus

gtetctageg ctasaacgac accaccace

musculus



tcgttttage gectagagacg gtgactgag

mugculus

aatgacacgt acggatgctg caccaactyg

mugculus

agcatcecgta cgtgtcattt ccagettgg

musculus

Met Arg Val Leu Ile Leu

<400> 20
ggtgggggtyg
39
<210> 21
<211l> 38
<212> DNA
<213> Mus
<400> 21
ccaagectgga
39
<210> 22
<211> 39
<212> DNA
<213> Mus
<400> 22
cagttggtgc
39
<210> 23
<211> 154
<212> PRT
<213> Mus
<400> 23
1
Leu Ser
Ser Gln

35
Ser Gly

50

Glu Trp
65
Ser Leu
Phe Leu

Asp Val Gln Leu

20

Ser Leu Ser Leu

Tyr Ser Trp His

Met Gly His Ile

70

Ser Ser Arg Ile

Leu Gln Leu Lys

Leu

Gln

Thr

Trp

55

His

Ser

Phe

Cys

Glu

Cys

40

vVal

Phe

Ile

Val

Leu

Ser

25

Arg

Ser

Thr

Thr

Phe

10

Gly

val

Gln

Gly

Arg

90

Thr

Thr

Pro

Thr

Fhe

Arg

ASp

Glu

Ala

Asp

Gly

Pro

60

Pro

Thr

Asp

Phe

Leu

Tyr

45

Gly

Thr

Ser

Thy

Pro

val

30

Ser

Asn

Tyvr

Lys

Sex

Gly

15

Lys

Ile

Lys

Asn

Asn

95

Thr

Ile

Pxro

Thr

Met

Pro

80

Gln

Tyr



100 105

Phe Cys Ala Arg Lys Gly Lys Gly Ser
115 120
Gly Gln Gly Ile Ser val Thr Val Ser
130 135

Pro Val Tyr Pro Leu Val Pro Gly Ser Leu
145 150
<210> 24
<211l> 463
<212> DNA
<213> Mus musculus
<400> 24
atgagagktge tgattetttt gtgectgtte acagecttte
60
cagcttcagg agtcaggacc tgacctggtg aaaccttcete
120
actgtcactg gctactccat cacgagtggt tatagttgge
180
ggaaacaaaa tggaatggat gggccacatt cacttcagtg
240Q
tctectcagea gtegaatcte gatcactoga gacacatcca
300
ttgaaatttyg tgactactga agacacabtcc acatattttt
360
tccgacgatg gtttgaacta ctggggtcaa ggaatctcag
420
acgacaccee cacccegttta tcoccoccttggte cctggaaget
463
<210> 25
<21l> 154
<212> PRT
<213> DMus musculus
<400> 25

110

125

140

ctggtatect

agtcacttte

actgggtccyg

gtagacctac

agaaccagtt

gtgcaaggaa

tcaccgtcke

tgg

Asp Asp Gly Leu Asn Tyr Trp

Ser Ala Lys Thr Thr Pro Pro

gtctgatgtg

actcacctgce

gcagtttcceca

ttacaatcca

cctectgeaa

gggaaaaggt

ttcagccaaa

Met Arg Val Leu Ile Leu Leu Cys Leu Phe Thr Ala Phe Pro Gly Ile

1

5

10

15



Leu Ser Asp Val Gln Leu Gln Glu Ser Gly Pro
20 25
Ser Gln Ser Leu Ser Leu Thr Cys Thr Val Thr
35 490
Ser Gly Tyr Ser Trp His Trp Val Arg Gln Phe
50 55
Glu Trp Met Gly His Ile Hig Phe Ser Gly Arg
65 70 75
Ser Leu Ser Ser Arg Ile Ser Ile Thr Arg Asp
85 S0
Phe Leu Leu Gln Leu Lys Phe val Thr Thr Glu
100 105
Phe Cys Ala Arg Lys Gly Lys Gly Ser Asp Asp
115 120
Gly Gln Gly Ile Ser Val Thr Val Sexr Ser Ala
130 135
Pro Val Tyr Pro Leu Val Pro Gly Ser Leu
145 150
<210> 26
<21l1l> 463
<212> DNA
<213> Mus musculus
<400> 26
atgagagtge tgattcttitt gtgectgttce acagecttte
60
cagcttcagg agtcaggacce tgacctggtg aaaccttcetce
120
actgtcactg gctactceccat cacgagtggt tatagttgge
180
ggaaacaaaa tggaatggat gggccacatt cacttcagtg
240
tctctecagea gtcgaatcte gatcactcga gacacatcca

300

Asp Leu

30

Gly Tyr

45

Pro
60

Gly

Pro Thr

Thr Ser

Asp Thr

Gly Leu

125

Lys Thr

140

ctggtatcct

agtcacttte

actgggtccg

gtagacctac

agaaccagtt

vVal

Ser

Asn

Tvr

Liys

Ser

110

Asn

Thr

Lys Pro

Ile Thr
Met

Liys

Pro
80

Asn

Asn Gln

95

Thr Tyr

Tyr Trp

Pro Pro

gtctgatgtyg

actcacctgce

gcagttteca

ttacaatcca

cctecectgeaa



ttgaaatttyg tgactactga agacacatcc acatattttt gtgcaaggaa gggaaaaggt
360

tcegacgaty gtttgaacta chtggggtcaa ggaatctcag tcacegtcte ttecagecaaa
420

acgacaccee cacccegttta tcecttggte cectggaaget tgg

463

<210> 27
<211> 147
<212> PRT

<213> Mus musculus
<400> 27

Met Asp Leu Gln Val Gln Ile Phe Ser Phe Leu Leu Ile Ser Ala Ser
1 5 10 15

Val Ile Met Ser Arg Gly Glu Asn Val Leu Thr Gln Ser Pro Val Ile
20 25 30

Met Ser Ala Ser Pro Gly Glu Lys Val Thr Met Thr Cys Ser Ala Ser
35 40 45

Ser Ser Leu Ser Tyr Ile His Trp Tyr Gln Gln Lys Ser Arg Thr Ser
50 55 60

Pro Lys Leu Trp Ile Tyr Asp Thr Ser Asn Leu Ala Ser Gly val Pro
65 70 75 80

Gly Arg Phe Ser Gly Ser Gly Ser Gly Asn Ser Tyr Ser Leu Thr Ile
85 90 85

Ser Ser Met Glu Ala Glu Asp Val Ala Thr Tyr Tyr Cys Phe Gln Gly
100 105 1190

Ser Glu Tyr Pro Leu Thr Phe Gly Gly Gly Thr Lys Leu Glu Met Thr
115 120 128

Arg Ala Asp Ala Ala Pro Thr Val Ser Ile Phe Pro DPro Ser Ser Lys
130 135 140

Leu Gly Lys
145

<210> 28



<211> 443
<212> DNA
<213> Mus
<400> 28
atggatttac
60
agaggagaaa
120
gktcaccatga
180
tcaagaacct
240
ggtcgettea
300
gctgaagatyg
360
ggggggacca
420
ccatccagta

443

musculus

aggtgecagat

atgttcteac

ctgeagtge

ceceoccaaact

gtggcagtgg

ttgccactta

agctggaaat

agcttgggaa

tttcagctte
ccagteteca
cagctcaagt
ctggatttat
gtctggaaac
ttactgtttt
gacacgggcet

ggg

ctgctaatca

gtaatcatgt

ttaagttaca

gacacatcca

tcttattecte

caggggagtyg

gatgctgeac

gtgectecagt

ctgecatetee

tacactggta

acctggette

tcacgatcag

agtatccact

caactgtatc

cataatgtecce

aggggaaaag

ccagcagaag

tggagtccca

cagcatggag

cacgttegog

catcttccea



