1/9

p21D2J4un

|apow 2jnsdpy Asupny 244 ur GOZojoD
3UIT JOWN} UOJ0D UDWINKH Ydtm Apogiiuy QI 40 Aoooidi]



219

T 3aNOId

(81=u)
6Z-1H ne 50z ejos
S
TR SR
Rt ST

£-90Z 902

Z-S0¢ ojoo T-85Z 0i0D

dN N
ad &
Hla

01

[4s




3/9

gc

v

¢ HdNOIA

UoI4o|NooUT LS04 SABQ

TR A4 TR 722 2R 7

o

By/6w gg - NJG/EP —o—
By/BWQG - NG/ EPIN —o—
SHM 4 X MM/XT 4T DY/BUGE - NG —e—
SAHM {7 X MM /X] dT B4/BWQOG - NG~
SHM G X qM/X2 dT BY/bWQG - EPIY ——
210G ——

[2POW SNO2UDLNIGNS 2Y4 Ul GOZ0J0D
2Uj7] JOWN | U0J09) udwWnH U0 £QIN J0o A2p21})]

~008

~0001

~00G1

~000¢2

-006¢

(W) 2unjop downy,



4/9

KID3 Bioassay, KID3 Bicassay,
Colo205, 3 days, MTT Calu3, & days, MTT
02 09
Lo o .55
[N S—
LY}
0651 |
v
o 05 o L
3§ oss & or
g 8 ——1o7)
. 0.65
045
o6
0.4 |
0.55 1 0.55
03 T T 13 0.5 T
0.0 0. 1 10 100 0.01 0. 1 10 100
Dos fug/mt ) Poro (uprml)
KID3 Bloassay, No. A, KiD3 Bloassay, No. B,
A549, 5 days, MTT A549, 5 days, MTT
12 13
118 ‘-—w_\\ s
12
12
10§
1 135
[~ i=3
3 095 5 1
3o g )
: 106
Q.85 -
)
0.8
0.8 0.95
07 09 : :
00t 0 i 10 w0 501 0.1 1 10 100
Do fug/ml} Doso (ugiml)
KiD3 Bioassay, huSBT, KID3 Bioassay, husdT,
3,000/wet, 5 days, 4h, Alamar 4,000/well, 5 days, 4h, Alamar
13000 7000
12560 16500
12000 §' 16000 {
2 3500
& 1500 e g1 [=REE)
1000 15000
10500 14500
)
10000 : v 14000
0.0% o1 ' 0 100 001 01 1 0 100
Doas {ug/mh.) Dosq {ugfmL}

FIGURE 4



519

0D5490

KiD3 + lrinotecan Bioassay,
Colo205, 4 days, MTT

KID3 @ 20ug/ml

0.9 4
0.8 -
0.7

0.6 4 =
Q.5 -
0.4 -
0.3
0.2 1
0.1 -

—4—KID3+rino.
—&—lrinotecan
-~ KID3R alone

0.0001

0.001 0.01 0.1

lrinotecan Dase (uM)

-

10

0D540

KID3 + 5FU Bioassay,

Colo205, 4 days, MTT
KID3 & 20ug/ml,

0.8

0.6 -

0.4

0.2 +

~4—~KID3 + SFU
—=—5FU

—KI3 alone

0
0.00001

0.0001 0.001 0.01
5FU Dose (uM)

0.1

FIGURE 5




oD {MTT)

/9

COL0205

0.8

0.6 :

0.4 |

wei— +KID3
L ww@= = -KiD3 I
0.2 - ‘
0 i L 1 | S | l|1 1 1 Terreded 11 tl i 1 [ L
0.001 0.01 0.1 1 10

Mab-ZAP, nM

FIGURE 6



46

sl

136

18l

226

271

316

361

406

451

496

54l

586

631

676

M E X
ATGGAGAAA
TACCTCTTT

P G S
CCAGGTTCC
GGTCCAAGGE

L A V
TTGGCTGETG
AARCCGACAC

8 E 8
AGCGARAGT
TCGCTTECA

Q@ Q K
CAACAGADA
GTTGTCTITT

S N Q
TCCAACCAA
AGGTTGGTET

s G T
TCTGGGACA
AGACCCTGT

D T A
GATACTGCA
CTATGACGET

T F G
ACGTTCEGET
TGCAAGCCA

A P 85
GCACCATCT
CGTGGTAGA

5 G T
TCTGGAACT
AGACCTTGA

R E A
AGAGAGGCC
TCTCTCCGG

G N 8
GETAACTCC
CCATTGAGG

T ¥ 5
ACCTACAGC
TGGATGTCG

E K H
CGAGAAACAC
CTCTTTGTG

5 8 P
AGCTCGCCC
TCGAGCGGEE

D T L
GACACACTC
CTGTATGAG

T G D
ACAGGTGAC
TGTCCACTG

S L &
TCTCTAGGG
AGAGATCCC

v D N
GTTGATAAT
CARCTATTA

P G Q
CCAGGACAG
GETCCTGTC

G § G
GGATCCGEGE
CCTAGGCCC

b F &8
GACTTCAGC
CTGAAGTCG

M Y F
ATGTATTTC
TACATAARG

G G T
GGAGGCACC
CCTCCGTGG

v F I
GTCTTCATC
CAGAAGTAG

A 5 V
GCCTCTGTIT
CGGAGACAA

K v Q
ABAGTACAG
TTTCATGIC

Q E 8
CAGGAGAGT
GTCCTCTCA

L 8§ 3
CTCAGCAGC
GAGTCGTCG

K Vv ¥
AAAGTCTAC
TTTCAGATG

v T K
GTCACAAAG
CAGTGTITTC

7/9

L L W
CTGCTATGG
GACGATACC

I v L
ATTGTGCTG
TAACACGAC

g R A
CAGAGGGCC
GTCTCCCGG

¥ ¢ I
TATGGCATT
ATACCGTAA

P P X
CCACCCAAA
GETGGEETTT

vV P A
GTCCCTGLC
CAGGGACGG

L N I
CTCAACATC
GAGTTGTAG

c o Q
TGTCAGCAA
ACAGTCGTT

K L E
AAGCTCGAG
TTCGAGCTC

F P P
TTCCCGECCA
AMGGECGET

v C L
GTGTGCCTG
CACACGGAC

W K V
TGGARGETG
ACCTTCCAC

v T E
GTCACAGAG
CAGTGTCTC

T L T
ACCCTGACG
TECEACTGC

A C E
GCCTGCGAA
CGGACGCTT

S F N
AGCTTCAAC
TCGAAGTTG

FIGURE 7

v L L
GTCCTGCTT
CAGGACGAA

T Q 5
ACCCAATCT
TGGGTTAGA

T I 8
ACCATCTCC
TGGETAGAGG

5 Y M
AGTTATATG
TCAATATAC

v L I
GTCCTCATC
CAGGAGTAG

R F &8
AGGTTTAGT
TCCARATCA

H P M
CATCCTATG
GTAGGATAC

S K E
AGTAAGGAG
TCATTCCTC

I K R
ATCAAACGG
TRAGTTTGCC

S D E
TCTGATGAG
AGACTACTC

L N N
CTGAATAAC
GACTTATIG

D N A
GATAACGCC
CTATTGCGG

g D 3
CAGGACAGC
GTCCTETCG

L 8 K
CTGAGCAAR
GACTCGTTT

v T H
GTCACCCAT
CAGTGGGTA

R G E
AGGGGAGAG
TCCCCTCTC

L w Vv
CTCTGGGTT
GAGACCCAA

P A 8
CCAGCTTCT
GGTCGAAGA

¢ R A
TGCAGAGCC
ACGTCTCGG

N W F
ARCTGGTTC
TTGACCAAG

Y A A
TATGCTGCA
ATACGACGT

G 8 @G
GGCAGTGGG
CCGTCACCC

E E D
GAGGAGGAT
CTCCTCCTA

v P W
GTTCCGETCG
CARGGCACC

T V A
ACTETGEGCT
TGACACCGA

Q L K-
CAGTTGAAA
GTCAACTTT

F Y P
TTCTATCCC
ARGATAGGG

L 0 s
CTCCAATCG
GAGGTTAGC

¥ D &
AAGGACAGC
TTCCIGTCG

A D ¥
GCAGACTAC
CGTCTGATG

Q G L
CAGGGCCTG
GTCCCGGAC

ol
TGTTAG
ACBRATC



46

91

136

181

226

271

316

361

406

451

496

541

586

631

676

M G V
ATGGGAGTG
TACCCTCAC

I L 8
ATCCTGTCT
TAGGACAGA

K P S
BARCCTTCT
TTTGCGARGA

S I T
TCAATCACC
AGTTAGTGG

G N K
GGAARCARAR
CCTTTGTTT

T 8§ ¥
ACTAGCTAC
TGATCGATG

b T g
GACACATCC
CTGTGTAGG

T E D
ACTGAGGAC
TGACTCCTG

Y A D
TACGCCGAC
ATGCGGCTG

Vv 8§ 8
GTCTCCTCA
CAGAGGAGT

P 8 3
CCCTICCTCC
GGGAGGAGG

L VvV K
CTGGTCAAG
GACCAGTTC

5 G A
TCAGGCGCC
AGTCCGCGE

& 8
CAGTCCTCA
GTCAGGAGT

5 8 8
TCCAGCAGC
AGGTCGTCG

K P 8
AAGCCCAGC
TTCGCGETCG

8/9

L I L
CTGATTCTT
GACTAAGAR
‘D OV
GATGTGCAG
CTACACGTC
Q S8 L
CAGTCTICTG
GTCAGAGAC
S D Y
AGTGATTAT
TCACTAATA
L E W
CTGGAGTGG
GACCTCACC
N P S
AACCCATCT
TTGGGTAGA
K N Q
AAGAACCAG
TTCTTGGTC
T A T
ACAGCCACA
TETCEGTET
Y F D
TACTTTGAC
ATGARACTG
A S T
GCTAGCACC
CGATCETGG
K 8 7T
AAGAGCACC
TTCTCGTGE
D ¥ F
GACTACTTC
CTGATGAAG
L T 8
CTGACCAGC
GACTGGTCG
G L ¥
GGACTCTAC
CCTGAGATG
L G T
TTEGEGCACC
AARCCCGTGG
N T K
AACACCARG
TTGTAETTC

L W L
TTGTGGCTG
ARCACCGAC

L Qg E
CITTCAGGAG
GAAGTCCTC

S L T
TCCCTCACC
AGGGAGTGG

A W XN
GCCTGGAAC
CGGACCTTG

M G Y
ATGGGCTAC
TACCCGATG

L K 8§
CTCAAAAGT
GAGTTTTICA

F F L
TTCITCCTG
AAGAAGGAC

¥ ¥ C
TATTACTGET
ATRATGACA

¥y W G
TACTGGGEGC
ATGRCCCCG

XK G P
ARGGGCCCA
TTCCCGGET

5 G G
TCTGEGAEGEC
AGACCCCCE

P BE P
CCCGAALCCG
GGGCTTGEEC

G VvV H
GGCGTGCAC
CCGCACGTG

8 L 8§
TCCCTCAGC
AGGGAGTCG

0 T Y
CAGACCTAC
GTCTAGATG

VvV D K
GTGGACARG
CACCTGTTC

FIGURE 8A

F T A
TTCACAGCC
AAGTGTCGG

s G P
TCGHEGACCT
AGCCCTGGA

c T v
TGCACTGTC
ACGTGACAG

W I R
TGEATCCGGE
ACCTAGGECC

I 8 %
ATAAGCTAC
TATTCGATG

R V 8§
CGAGTCTCT
GCTCAGAGA

Q L N
CAGTTGAAT
GTCAACTTA

A R F
GCAAGATTC
CGTTCTAAG

Q ¢ T
CAAGGCACC
GTTCCGTIGE

8 VvV F
TCGGTCTTC
AGCCAGAAG

T A A
ACAGCGGECT
TETCGCCGA

v T V
GTCGACEGTG
CACTGCCAC

T F P
ACCTTCCCG
TEEARGCEGC

85 Vv Vv
AGCGTGGTG
TCGCACCAC

I ¢ N
ATCTGCAAC
TAGACGTITG

K Vv E
AAAGTTGRG
TITCAACTC

F P G
TTTCOTGGT
AARGGACCA
G L V
GGCCTGGTG
CCGGACCAC
T G Y
ACTGGCTAC
TGACCGATG
Q F P
CAGTTTCCA
GTCAARGGT
S G 8
AGTGGTAGC
TCACCATCE
I T R
ATCACTCGA
TAGTGAGCT
s v T
TCTGTGACT
AGACACTGA
Y Y R
TACTATAGG
ATGATATCC
T L T
ACTCTCACA
TGAGAGTGT
P L A
CCCCTGECA
GGGGACCET
L G C
CTGEGCTEC
GACCCGACE
S W N
TCGTGGRAC
AGCACCTTG
A V L
GCTGTCCTA
CGACAGGAT
T V P
ACTGTGCCC
TGACACGGE
V N H
GTGAATCAC
CACTTAGTG
P K S
CCCABATCT
GGGTTTAGA



721

7566

811

856

801

846

891

1036

1081

L1126

1171

1216

1261

1306

1351

1396

¢ D K
TGTGACAAA
ACACTGTTT

L G G
CTGRGEEGGEA
GACCCCCCT

T L M
ACCCTCATG
TGGGAGTAC

L v 8
GACGTGAGC
CTGCACTCG

D G vV
GACGGCETq
CTGCCGCAC

Q ¥ N
CAGTACARC
GTCATGTTG

H Q D
CACCAGGAC
GTGGTCCTG

N K A
ARCAAAGCC
TIGTTTCGG

K G 0
ABAGGGCAG
TTTCCCETC

R b E
CGGGATGAG
GCCCTACTC

K G P
AAAGGCTTC
TTTCCGAAG

G Q P
GGGCAGCCGE
CCCETCGGC

3 D G
TCCGACGGC
AGGCTGCCG

8 R W
AGCAGGTGEG
TCGTCCACC

E A L
GAGGCTCTG
CTCCGAGAC

P &g K
CCGGGTAAA
GGCCCATTT

T ®H T
ACTCACACA
TGAGTGTGT

P 58 Vv
CCETCAGTC
GGCAGTCAG

I 5 R
ATCTCCCGG
TAGAGGGECC

H E D
CACGAAGAC
GTGCTTCTG

E V H
GAGGTGCAT
CTCCACGTA

5 T ¥
AGCACGTAC
TCGTGCATG

W L N
TGGCTGAAT
ACCGACTTA

L P A
CTCCCAGCC
GAGGGTCGG

P R E
CCCCGRGAR
GGGECTCTT

L T K
CTGACCAAG
GACTGETTC

Y P 8
TATCCCAGC
ATAGGGTCG

E N N
GAGAACAAC
CTCTTGTTIG

S F F
TCCTYCTTC
AGGAAGAMG

Q 0 G
CAGCAGGGG
GTCETCCCC

H N H
CACAACCAC
GTGTTGGETG

*

TGA
ACT

99

cC p P
TGCCCACCG
ACGGGTGGC

F L F
TTCCTCTTIC
ADGGAGAAG

T P E
ACCCCTGAG
TEGGGACTC

P E V
CCTGAGGETC
GGACTCCAG

N A K
AATGCCAAG
TTACGGTTC

R v Vv
CETGTGGETC
GCACACCAG

G X E
GGCAAGGAG
CCGTTCCTC

P I E
CCCATCGAG
GEGTAGCTC

P Qg Vv
CCACAGGTG
GGTGETCCAC

N Q Vv
ANCCAGGETC
TTGGETCCAG

D I a
GACATCGCC
CTGTAGCGE

Y K T
TACAAGACC
ATGTTCTGG

L. ¥ s
CTCTACAGC
GAGATGTCG

N V F
ARCGTCTTC
TTGCAGRAG

¥ T Q
TACACGCAG
ATGTGCGTC

C P A
TGCCCAGCA
ACGGGTCGT

P P K
CCCCCABMAA
GGGGGETTTT

v T C
GTCACATGC
CAGTGTACG

K F N
ARGTTCAAC
TTCAAGTTG

T K P
ACAARGCCG
TGETTTCGGC

8 V L
AGCGTCCTC
TCGCAGGAG

Y K C
TACAAGTGC
ATGTTCACG

K T I
ABAACCATC
TTTTGGTAG

Y T L
TACACCCTG
ATGTGGEGEAC

s L T
AGCECTGACC
TCGGACTGG

vV E W
GTGGAGTGG
CACCTCACC

T P P
ACGCCTCCC
TGCGGAGGG

K L T
ARGCTCACC
TTCGAGTGG

8 C S
TCATGCTCC
AGTACGAGG

K 8 L
AAGAGCCTC
TTCTCGGAG

FIGURE 8B

P E L
CCTGAACTC
GGACTTGAG

P K D
CCCAAGGAC
GGGETTCCTG

v v v
GTGGTGETG
CACCACCAC

W Y Vv
TGGTACGTG
ACCATGCAC

R E E
CGGGAGGAG
GCCCTCCTC

T V L
ACCGTCCTG
TGGCAGGAC

K v 8§
ARGETCTCC
TTCCAGAGG

S K A
TCCABRAGCC
AGGTTTCGG

P P 5
CCCCCATCC
GGGGGETAGG

C L v
TGCCTGETC
ACGGACCAG

E 8 N
GAGAGCAAT
CTCTCGTTA

VvV L D
GTGCTGGAC
CACGACCTG

v D K
GTGGACAAG
CACCTGTTC

vV M H
GTGATGCAT
CACTACGTA

S L &
TCCCTGETCT
AGGGACAGA



