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FIGURE 1
SEQ ID NO:1

1/31

PCT/US01/18804

1 MAAEPVEDNC INFVAMKFID NTLYFIAEDD ENLESDYFGE LESKLSVIRN
51 LNDQVLFIDQ GNRPLFEDMT DSDCRDNAPR TIFIISMYKD SQPRGMAVTL
101 SVKCEKISTL SCENKIISFK EMNPPDNIED TKSDILFFQR SVPGHDNEMQ
151 FPESSSYEGYF LACEKERDLF KLILKKEDEL GDRSIMFTV( NED

FIGURE 2
SEQ ID NO:2
1
ATGGCTGCTG
51
ATTTATTGAC
101 '
AMTCAGATTA
151
TTAAATGACC
201
GGACATGACA
251
TTATATCTAT
301
TCTGTCAAAT
351
tAGTTTCAAA
401
ATATCATATT
451
TTTGAATCAT
501
CGATCTCTTT
551
GCATEATGTT

FIGURE 3
SEQ ID NO:3

AACCAGTAGA

AATACGCTTT

CTTTGGCAMG

AGGTCCTATT

GACAGTGACT

GTACRAGGAT

GTGAAAMGAT

GAGATGAATC

TTTCCAGCGC

CCAGCTATGA

AMACTTATTT

CACTGTCCAA

AGACAATTGC ATCAACTTTG

ACTTTATAGC TGAAGATGAT

CTTGAGAGCA AACTATCGGT

TATCGACCAA GGGAATCGTIC

GCCGAGACAR TGCGCCGCGA

TCTCAGCCGC GCGGAATGGT

ATCCACGCTG TCGTGTGAGA

CGCCGGATAA TATCAAGGAC

AGCGTGCCGG GGCACGATAR

AGGGTACTTT CTTGCATGCG

TAAAGAAAGA GGACGAGCTA

582
AATGAAGACT AG

50
TGGCAATGALN
100
GAARACCTGG
150
CATELCGTAAT
200
CACTATTCGA.
250
ACCATETTCA
300
CGTAACTATT
350
ACAAGATEAT
400
ACGAAGTCTG
450
CAAGATGCAA
500
AGAAGGAACG
550
GGCGATCGCA

1 YFGKLESKLS VIRNLNDOVL FIDQGNRPLF EDMTDSDCRD NAPRTIFIIS
51 MYKDSQPRGM AVTISVKCEK ISTLSCENKI ISFKEMNPPD NIKDTKSDIT
101 FFQRSVPGHD NKMQFESSSY EGYFLACEKE RDLFELILKK EDELGDRSIM

04 CCC 208k
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FIGURE 4

SEQ ID NO:4

1 MGHHHHHHGA LKLCPHEEFL

31

101
151
201
252

FIGURE 5

SEQ ID NO:
1

ATGGGCCATC
31
AGAATTCCTG
10l
AGGAGAGAAA
151
TTTGACCATC
201
GAAGGAGCTA
251
TGACAGCCAG
30l
GAGCACAAGT
351
CCTGGAGGGA
401
TGCTTTATGA
451
CTGAAGGACA
501
CCGTGEGGAA
551
CTTCACAGTC
601
GTGGAGAAGG
651
CTGGAGAGAC
701
GCTTCCAGAA
751

FDHLPPRNGA DFDITGMXEL
EHKSSDSTFL: VLMSHGILEG
LKDKPEVIIV QACRGANRGE
VEKDFIAFCS STPHNVSWRD
VQQSFETPRA KAQMPTIERL

P27 |

RLCKERAEET
LEGLDYSVDV
ICGTVEDEKK
LWVRDSPTSL
STMGSIFITQ
SMTRYFYLFF

PCT/US01/18804

YPIKERNNRT RLALIICNTE
EENLTARDME SALRAFATRP
PDVLLYDTIF QIFNNRNCLS
EVASSQSSEN LEEDAVYKTH
LITCFQKYSW CCHLEEVFRK
GN

5

ATCATCATCA

AGACTATGTA

CAACCGCACA

TGCCTCCGAG

CTTGAGGGTC

GGATATGGAG

CCTCTGACAG

ATCTGCGGAR

CACCATCTTIC

AACCCAAGGT

CTGTGGGTCA

ATCTGAGAAC

ACTTCATTGC

AGCACAATGG

ATATTCTTGG

TCATGGCGCC

AAGAAAGAGC

CGCCTGGCTC

GAATGGAGCT

TGGACTATAG

TCAGCGCTGA

CACATTICTIG

CTGTGCATGA

CAGATATTCA

CATCATTGTC

GAGACTCTCC

CTGGAGGRAG

TTTCTGCTCT

GCTCTATCTT

TGCTGCCACC

CTCAAGCTTIT

CTGAAGAGATC

TCATCATATG

GACTTTGACA

TGTAGATGTA

GGGCATTTGC

GTACTCATGT

TGAGAAAAAA

ACAACCGCAA

CAGGCCTGCA

AGCATCCTTG

ATGCTGTTTA

TCAACGCCAC

CATCACACAA

TAGAGGAAGT

S0
GTCCTCATGA
100
TATCCAATAA
1540
CAATACAGAG
200
TCACAGGGAT
250
GAAGAGAATC
3040
TACCAGACCA
350
CTCATGGCAT
400
CCAGATGTGC
450
CTGCCTCAGT
500
GAGGTGCARA
550
GAAGTGGCCT
600
CARAGACCCAC
650
ACARCGTGTC
700
CTCATCACAT
750
ATTTCGGAAG
800
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GTACAGCAAT CATTTGAAAC TCCAAGGGCC AAAGCTCAAR TGCCCACCAT

801

849

AGAACGACTG TCCATGACAA GATATITCTA CCTCTTTCCT GGCAATTGA

FIGURE 6
SEQ ID NO:6

1
51
101
151
201
251

MGHHHHHHGT
FDHLPARNGA
EHKSSDSTFL
LKDKPKVIIV
EEKDFIAFCS
VQKSFEVPQA

LKLCPREEFL
HYDIVGMKRL
VLMSHGILEG
QACRGEKHGE
STPHNVSWRD
KAQMPTTERA

RLCKEKNHDETL
LOGLGYTVVD
ICGTAHKKXX
LWVRDSPASL
RTRGSIFITE
TLTRDFYLEFP

YPIKKREDRR RLALIICNTK
EKNLTARDME SVLRAFAARP
POVLLYDTIF QIFNNRNCLS
AVISSQSSEN LEADSVCKIH
LITCFQKYSC CCHLMEIFRK
GN

FIGURE 7
SEQ ID NO:7
1
ATGGGCCATC
51
AGAATTCCTG
101
ABAAGAGAGA
151
TTTGATCACC
201
GAAAAGGCTG
251
TCACAGCCAG
301
GAGCACAAGT
351
CCTAGAGGGA
401
TGCTTTATGA
451
CTAAAGGACA
501
ACATGGGGAA
351
CTTCACAGTC
601
GAGGAGAAGG
651
CTGGAGAGAC

ATCATCATCA

AGACTGTGTA

GGACCGCAGA

TGCCTGCAAG

CTTCAAGGCC

GGATATGGAG

CCTCTGACAG

ATCTGCGGAA

CACCATCTTC

AACCCAAGGT

CTCTGGGTCA

ATCTGAGAAC

ACTTCATTGC

CGCACAAGGG

TCATGGCATA

AADBADMATCA

CGCCTGGCTC

GAATGGGGCT

TGGGCTACAC

TCAGTGCTGA

CACGTTCTTG

CTGCGCATAA

CAGATATTCA

CATCATTGIC

GAGACTCTCC

CTGGAGGCAG

TTTCTGTTCT

GCTCCATCTT

CTCAARCTTT

TGATCAGATC

TCATCATATG

CACTATGACA

TGTGGTTGAC

GGGCATTTGC

GTACTCATGT

AAAGAADDMAA

ACAACCGCAA

CAGGCCTGCA

AGCATCCTTG

ATTCTGTTTG

TCAACACCAC

CATTACGGAA

50
GTCCTCGTGA
100
TATCCAATAA
150
CAATACAARG
200
TCGTGGGGAT
250
GAAAAGAATC
300
TGCCAGACCA
350
CTCATGGCAT
400
CCGGATGTGC
450
CTGCCTCAGT
500
GAGGTGARAA
550
GCAGTCATCT
600
CBAGATCCAC
650
ATAACGTGTC
700
CTCATCACAT

0 4 DEC 2004
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701

4/31

750

GCTTCCAGAR ATATTCTTGC TGCTGCCACC TAATGGAAAT ATTTCGGAAG

751

800

GTACAGAAAT CATTTGAAGT TCCACAGGCT AAAGCCCAGA TGCCCACCAT

801

B49

ACAACGAGCA ACCTTGACAA GAGATTTCTA CCTCTTTCCT GGCAATTGA

FIGURE 8.
T7«p RBS{[Pro IL18] RBS| [Casp4

FIGURE 9.

SEQ ID NO:8

1 50
AGATCTCGAT CCCCCGAAAT TAATACGACT CACTATAGGG GAATTGTGAG
51 100
CGCATARCAA TTCCCCTCTA GACCACACCT taaggaggat ataacatATG
101 150
GCTECTGAAC CAGTAGAAGA CAATTGCATC AACTTTGTGG CAATGRAATT
151 200
TATTGACAAT ACGCTTTACT TTATAGCTGA AGATGATGAA AACCTGGAAT
201 250
CAGATTACTT TGGCAAGCTT GAGAGCAAAC TATCGGTCAT tCGTAATTTA
251 300
AATCACCAGE TCCTATTTAT CGACCAAGGG AATCGTCCAC TATTCGAGGA
301 350
CATCACAGAC AGTGACTGCC GAGACAATGC GCCGCGRACC ATLTTCATTA
351 400
TATCTATGTA CAAGGATTCT CAGCCGCGCG GRATGGCCGT AACTATTTCT
401 450
GTCAAATGTG AAAAGATATC CACGCTGTCG TGTGAGRACA AgATCLATLAG
451 500
TTTCAAAGAG ATGAATCCGC CGGATAATAT CAAGGACACG AAGTCTGATA
501 550
TCATATTTTT CCAGCGCAGC GTGCCGGGGC ACGATAACAA GATGCAATTT
551 600
GAATCATCCA GCTATGAAGG CGTACTTITCTT GCATGCGAGA AGGAACGCGA
601 650
TCTCTTTAAA CTTATTTTAM AGAAAGAGGA CGAGCTAGGC GATCGCAGCA
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651
TtATGTTCAC
701
taaataaaat
751
TTGTCCTCAT
801
TCTATCCAAT
851
TGCAATRCAG
901
CATCACAGGG
951
TAGAAGAGAA
1001
GCTACCAGAC
1051
GTCTCATGGC
1101
AMCCAGATGT
1151
RACTGCCTCA

- 1201

CAGAGGTGCA
1251
TGGAAGTGGC
1301
TACAAGACCC
1351
ACACAMCGTG
1401
AACTCATCAC
1451
GTATTTCGGA
1501
AATGCCCACC
1551
CTGGCRATTG
1601
CCGCACTCGA
1651
GCCCGAARGG

TGTCCAAAAT

ccatgGgeca

GAAGAATTCC

ARAGGAGAGA

AGTTTGACCA

ATGAAGGAGC

TCTGACAGCC

CRGAGCACAA

ATCCTGGAGG

GCTGCTTTAT

GTCTGAAGGA

AACCGTGGGG

CTCTTCACAG

ACGTGGAGAA

TCCTGGAGAG

ATGCTTCCAG

AGGTACAGCA

ATAGARCGAC

ARAATGGATC

GCACCACCAC

AAGCTGAGTT

5/31

GAAGACTAGT

tcatcatcat

TGAGACTATG

BACAACCGCA

TCTGCCTCCG

TACTTGRGGG

AGGGATATGG

GTCCTCTGAC

GAATCTGCGG

GACACCAICT

CAAACCCAAG

AACTGTGGGT

TCATCTGAGR

GGACTTCATT

ACAGCACAAT

AARATATTCTT

ATCATTTGAA

TGTCCATGAC

CGRATTCGAG

CACCACCACT

GGCTGCTGLC

ggaggatata

catcatggeG

TAAAGAAAGA

CACGCCTGGC

AGGAATGGAG

TCTGGACTAT

AGTCAGCGCT

AGCACATTCT

AACTGTGCAT

TCCAGATATT

GTCATCATTG

CAGAGACTCT

ACCTGGAGGA

GCTTTCTGCT

GGGCTCTATC

GGTGCTGCCA

ACTCCAAGGG

AAGATATTITC

CTCCGTCGAC

GAGATCCGGC

ACCGCTGAGC

PCT/USO /18804

700
aTACCRAgGaa
750
CCCTCAAGCT
80O
GCTGAAGAGA
850
TCTCATCATA
900
CTGACTTTGA
950
AGTGTAGATG
1000
GAGGGCATTT
1050
TGGTACTCAT
1100
GATGAGAAALA
1150
CAACAACCGC
1200
TCCAGGCCTG
1250
CCAGCATCCT
1300
AGATGCTGTT
1350
CTTCARCGCC
1400
TTCATCACAC
1450
CCTAGAGGAR
1500
CCAAAGCTCA
1550
TACCTCTTTC
1600
ARAGCTTGCGG
1650
TGCTAACAAA
1700
AATAACTAGC
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1701

6/31
1743

ATAACCCCTT GGGGCCTCTA AACGGGTCTT GAGGGGTTTT TTG

FIGURE 10.

4964

5024

b

5084
b

5144
b

5204
b

5264
b

T7 promoter

AGATCTCGATCCCGCGAAATITAATACGACTCACT AT AGGGGAATTGTGAGCGGATAACAR

—————- e o — R F e e ———— - e

TCTAGAGCTAGGGCECTTTAATTATGCTGAGTGATATCCCCTTAACACTCGCCTATTGTT

shine-Dalgarno ProILld start
TTCCCCTCTAGACTACACCTHaaggadga tataacat ATRGCTGCTGAACCAGTAGAAGA
—————— [P Fuamm——— o m Frmmm————— Fom e — -

AAGGGGAGATCTGETGTGGAa tectectatat tgtaTACCGACGACTTEETCATCTTCT

M A A E P V E D

CANTTGCATCAACT TG TGECAATCAAA T T TAT TGALMATACGC T TACTTTATAGCTGA
—————— Fommmmm——— e o ————— fo e ———— bow e —— -

GTTAACGTAGTTGAAACACCGTTACTTTAAATAACTGTTATGCGALATGAAATATCGACT

N ¢ I N F v A M X F I D NTUL Y F I A E
start of mature ILI8

AGATEATGAAMACCTGEAATCAGATTACTTTGECAAGC T TGACAGCARMCTATCGETCAT

—————— B O ol R it ormem——m fmmmm e b

TCTACTAC TP TGGACC MTAGTCTAATGAAACCGTTCRARCTCTCGTTTGATAGCCAGTA
D D E N L E S§ DY F @ XK L BE § K L § VvV I
tCETAATTTARATGACCAGGTCCTATTTATCGACCARGGGANTCGTCCACTATTCGAGGR
_——— b ———————— bommme———— Fomm o [FU e +-—-
aGCATTAAATTTACTGGTCCAGGATAAATAGCTGGTTCCCTTAGCAGGTGATAMGCTCCT
R N L N DQ V L ? I D Q GNIRUPLTFED
CATGACAGACAGTGACTCGCCGAGACAATGCGCCGCGAACCAT L TTCATTATATCTATGTA
—————- b e T m——————— [T —— R -
GTACTGTCTGTCACTGACGGCTC TG T TACGCEECGCTTEETAAAAGTAATATAGATACAT

M T D §$ D ¢ R DNAPARTTIYPFTITISMY

CAAGGATTCTCAGCCGCGCGGANTGECCGTAACTATTTC TGTCAAATGTGAAARGATATC

PCT/USOL/18804

5023

5083

5143

5203

5263

5323

04 DEC ZE6h
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5384

5444

5504

5564

5624

5684

PCT/USOL/ 18304
7/31

GTTCCTAAGAGTCGGCRCGCCTTACCGGCATTGATAARGACAGT TTACACTTTTCTATAG

K D 8 g PR @M AV TI S5V XK CEIZXKTIS -
CACGCTGTCETETGAGAACAAGAT CAT LAGTTTC ARAGAGATGAATCCGCCGGATAATAT
—————— B e S o it e EE TP, Y ¥ X]
GTGCGACAGCACACTCTTGTTCTAATAATCAARAGTTTCTCTACTTAGGCAGCCTATTATA

T L 5 ¢C E N X I I §F K EMDNU®E® P DN TI -
CAAGGACACGAAGTCTGATATCATATTITTCCAGCGCAGLGTGCCGGECCACGATAM  AA
------ B b T R Al T 10 K
G TCCTETGOTTCAGACTATAGTAT MAAAAGGTCGCSTCGCACGGCCCOGTGITATTGTT

K DT ¥ § b I I F F QR S5 V P G HUDUNK -

GATGCAATTTGAATCATCCAGCTATGAAGGGTACTTTCTTGCATGCGAGAAGGAMCECGA
—————— e e T S e e T LK |
CTACGTTARACTTAGTAGCTCGATACTTCCCATOAANGAMCOTACGCTCTTCCTTGCSCT

M Q F E S 8 S Y E G Y F L ACZEI KZE EZRD -
TCTCTTTARACTTATTTTARAGAAAGAGGACGAGCTAGGCGATCGCAGCATEATGTTCAC
------ B e i i St T St T 1) )
AGAGAAATTTGAATAAMATTTCTTYCTCCTGCTCGATCCGCTAGCGTCGTAATACARGTG

L F KL I L KK EDpRETLGDURSTIMTF T -

Dafactive Shine-DPalgarno Start of Caspase~4
TGTCCAARATGARGACTACTggaggatataaTACCAgGaatasaltaaaatccataGgeoa

ACAGGTTITTACTTCTGATCACCTCCtatat tATGGToCeLatttattttaggtacCeggt

vV 0 N E D M G H -

tcatcatcatcatcatggeGCCCTCAAGCTTTGTCOTCATGAAGAATTCCTGAGACTATG

agtagtagtaghtagbaccgCGGGAGTTCGAARCAGGAGTACTTCTTARAGGACTCTGATAC

H HHHHGATL KL ¢ P HEEVFULRULOC -

PAAAGAAAGAGCTGAAGAGATCTATCCARTARAGGAGAGAAACAACCECACACGCCTGGT

DEC 2004
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b

5804
b

5864
b

5924
b

5984
b

6044
b

5104
b

6164

8/31

ATTTCTTTCTCGACTTC TS TAGATAGGTTATTTCCTCTCTT TR T TG CGTGTECEGACCE
¥ ER A E E I ¥YPI KEUZ RTUNUNZRTIRILA
PETCATCATATGCAAT ACACACTTTGACCATCTICCTCOGAGGAATGGAGLTGACTTTGA
——— B o e Fmmm e frmm———— -
AGAGTAGTATACGTTATCTCTCARACTGATACACGHAGGOTCCTTACCTCGACTGAAACT
L I T cC N T EVFDUHTLUP PRI 3 AMADF D
CATCACAGGGATGAAGGAGCTACTTGAGGETCTGGACTATAGTGTAGATGTAGARGAGAA
—_———— e mmm———— A e Fmm—————— e FRe
GTAGTGTCCCTAC T TCCTCGATGAACTCCCAGACCTGATATCACATCTACATCTTCTCTT
I 77 6 M K E L L E &G L D Y S V DV E BN
TOTGACAGCCAGGGATATGGAGTCAGCECTGAGGGCATTTGCTACCAGACCAGAGCACAA
———— famm————— o mm—— e pmm o ——— Fmm——————— -
AGACTGTCEGT OO ATACCTCASTCGCGACTCCOGTARACGATGETCTGETCTCGTGTT
L T A R DM E S AL R A F A TRPEHK
GTCCTCTGACAGCACATTCTI TGGTACTCATGTCTCATGGCATCCTGRAGGGAATCTGTUGEG
_—— Fomaamm = e m e R e T B o e
CAGGAGACTGTCGTGTAAGAACCATAGTACACGAGTACCGTAGGACCTCCCTTAGACGCT
$ § D S T P L VL KM S HOGTIULETZGTITCG
AACTGTGCATGATGAGAMAALACCAGATGTGCTGCTTTATGACACCATCTTCCAGATATT
—_——— Fomm————— b drm e bm B Fmm—
PTEACACGTACTACTCT T T T TTGGTCTACACGACGAAATACTGTGGTAGAAGGTCTATAA
T v HE D E K K P DV L L YD T I F Q I F
CAACAACCGCAACTGCCTCAGTCTGRAGGACRAACCCAAGGTCATCATTGTCCAGGCCTG
m——— oo b dame——— Frmmmmm e e Fonum———— -
GTTGTTGACETTEACGEAGTCAGACTTCCTGTTTGGGTTCCAGTAGTAACAGGTCCGGAC
N N R N ¢ L 8§ L KD EKUPIEKUWVTI I VOQOATC
CAGAGGTGCAAACCGTEGEGAACTGTGGOTCAGAGACTCTCCAGCNTCCTTGGAAGTGGL

————— o ——— bemsmam—— N e —— b rmamm— PR

GTCTCCACGTTTGCCACCCCTTGACACCCAGTCTC TGAGAGGTCGTAGGAACCTTCACCS

PCT/US0O1/18804

g
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6404

6464

6524

6584
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PCT/USO1/18804

9/31

R G A NR GEULWMWV RD S5 P A SLE V A

CTCTTCACAGTCATCTGAGAACCTGGAGGAAGATGCTGTTTACARGACCCACGTGGAGAA

————— o ———— o m—— o Fomm e — A - PR

GAGAAGTGTCAGTAGACTCTTSGACCTCCTTCTACGACARATATTCTGEETGCACCTCTT

& 5 § § §$ EN L E E D ANV ¥ KT HV E K

GEACTTCATTGC TT TCTGCTCT TCAACGCCACACAACGTGTCCTGGAGAGACAGCACAAT

_————— e s — P ————— [F fmaamnm——— S, RN

CCTEAMAGTAACGRAAGACGAGAAGTTGCGGIGTGTTGUACAGCACCTCTCTGTCGTGTTA

D F @ AF CS S TUPHNUV S WHRDS T™M

GGGCTCTATCTTCATCACACAACTCATCACATGCTTCCAGAAATATTCTPGGTGCTGCCA

————— e — s Pauueam—— R [P, Faua

CCCGAGATAGAAGTAGTGTGTTEAGTAGTGTACGAAGGTC TTTATAAGRACCACGACGGT

G § I F I T @Q L I TCVF QKY S5 WCCH

CCTAGAGGAAGTATTTCGGAAGGTACAGCAATCATTTGAMACTC CANGGGCCAMAGOTCA

—————— o o ——— o ———————— o m——— fm———————— SR

GGATCTCCTTCATAAAGCCTTCCATGTCGTTAGT AALCTT TGAGGTTCCOCGGTTTCGAGT
L B E VvV F R KV Q Q8P ET P RAMZEKADUDQ
LATGCCCACCATAGAACSACTGTICCATGACAAGATATTTCTACCTCTTTCCTGGCANTTG
———— o tmm—————— hon e ———— b [ — R
M ACGGETGETATC TTGCTGALAGGTACTGTTCTATAAAGATGEAGAAAGGACCGTTAAC
M P T I ERL 8§88 M TRYF YL F P G N *
AAAATEIATCCEAATTCGAGCTCCGTCGACAAGC TTOCEGCCGCACTCGAGCACCACCAL
_————— o Fommm b e B B -
T ACCTAGGO TTAAGCTOGAGGLAGC TG TTCGAACGCCGECETGAGC TCETEETGETE
K W I R I R A P ST SULRUPUHS ST TTT
CACCACCACTGAGATCCGGCTGCTAACAAAGCCCGAAAGGAAGCTGAGTTGGCTGCTGCC

————— Fo———————- o R ikt o ——— A 4———

GTGGETGGETGACTCTAGGCCGACGATTGTTTCGGGCTTTCCTTCGACTCARCCGRACGACEG

6283

6343

6403

5463

6523

6583

6643
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ACCGCTGAGCAATARCTAGCATAACCCCTTGEGECCTCTARACGGGTCTTGAGEET IEZH

TGECEACTCETTATTGATCGTATTGGGGAACCCCGGAGATTTGCCCAGAACTCCCCAAAA

b
fird
6704 --- 6706
ARC
FIGURE 11.
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FIGURE 13.
SEQ ID NO:S
1 50
ATGGCTGCTS AACCAGTAGA AGACAATTGC ATCARACTTTG TGGCAATGAA
51 100
ATTTATTGAC BATACGCTTT ACTTTATAGC TGAAGATGAT GAAAACCTGG
101 150
AATCAGATTA CTTTGGCAAG CTTGAGAGCA AACTATCGGT CATTCGTAAT
151 200
TTAAATGACC AGGTCCTATT TATCGACCAA GGGAATCGTC CACTATTCGA
201 250
GGACATGACA CGACAGTGACT GCCGAGACAA TGCGCCGCGA ACCATTTTCA
251 300
TTATATCTAT GTACAAGGAT TCTCAGCCGC GCGGAATGGC CGTAACTATT
3ol 350
TCTGTCAAAT GTGAAAAGAT ATCCACGCTG TCGTGTGAGA ACAAGATTAT
351 400
TAGTTTCAMAA GAGATGAATC CGCCGGATAA TATCAAGGAC ACGAAGTCTG
401 45¢
ATATCATATT TTTCCAGCGC AGCGTGCCGG GGCACGATAA CAAGATGCAA
451 500
TTTGAATCAT CCAGCTATGA AGGGTACTTT CTTGCATGCG AGAAGGAACG
501 5590
CGATCTCTTT AAACTTATTT TAAAGAAAGA GGACGAGCTA GGCGATCGCA
551 600
IGCATTATGTT CACTGTCCAA AATGAAGACT AGTGGAGGAT ATAATACCAG
601 650
GAATAAATAA AATCCATGGG CCATCATCAT CATCATCATG GCATACTCAA
651 700
ACTTTGTCCT CGTGRAGAAT TCCTGAGACT GTGTAAAAAA AATCATGATG
701 750
AGATCTATCC AATAAAARAG AGAGAGGACC GCAGACGCCT GGCTCTCATC
751 a0¢
ATATGCAATA CAAAGTTTGA TCACCTGCCT GCAAGGAATG GGGCTCACTA
BO1 850
TGACATCGTG GGGATGAAAA GGCTGCTTCA AGGCCTGGGC TACACTGTGG
851 900
TTGACGAAAA GAATCTCACA GCCAGGGATA TGGAGTCAGT GCTGAGGGCA
901 950
TTTGCTGCCA GACCAGAGCA CAAGTCCTCT GACAGCACGT TCTTGGETACT
951 i1gaa
CATGTCTCAT GGCATCCTAG AGGGAATCTG CGGAACTGCG CATAAAAAGAR
1001 1050

04 CIC 2ty



10

15

20

30

35

40

45
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12/31

AAAAACCGGA TGTGCTGCTT TATGACACCA TCTTCCAGAT ATTCAACAAC

1051

1100

CGCAACTGCC TCAGTCTAAA GGACAAACCC AAGGTCATCA TTGTCCAGGC

1101

1150

CTGCAGAGGT GAAARACATG GGGAACTCTG GGTCAGAGAC TCTCCAGCAT

1151

ia00

CCTTGGCAGT CATCTCTTCA CAGTCATCTG AGAACCTGGA GGCAGATTCT

1201

1250

GTTTGCAAGA TCCACGAGGA GAAGGACTTC ATTGCTTTCT GTTCTTCAAC

1251

1300

ACCACATAAC GTGTCCTGGA GAGACCGCAC AAGGGGCTCC ATCTTCATTA

1301

1350

CGGAACTCAT CACATGCTTC CAGAAATATT CTTGCTGCTG CCACCTAATG

1351

1460

GAAATATTTC GGAAGGTACA GAAATCATTT GAAGTTCCAC AGGCTAAAGC

1401

1450

CCAGATGCCC ACCATAGAAC GAGCAACCTT GACAAGAGAT TTCTACCTCT

1451

1464

TTCCTGGCAA TTGA

FIGURE 14.

4981

5041

5101

GCGCCGETGATGCCGGCCACGATGCGTCCGGCGTAGAGGATCGAGATCTCGATCICGCGA

CGCGGCCACTACGGCCEGTECTACGCAGGCCGCATCTICTAGCTC TAGAGCTAGGGCGET

A G DA G H D A S G V EDRDLUDP A K-

77 Promoter
AATITAATACGACTCACTATAGGGEAATTGTGAGCGGATAACAATTCCCCTCTAGACTACA
--------- oo md et m oo e e e b e — b —m~—— = 3040
TTAATTATGCTGAGTCATATCCCCTTAACACTCGCCTATTCTTAAGGGGAGATCTGGTGT

L I R L "I 6 E L ¥ A DMNWNSPILDHT-
Shine-Dalgarna ProILl8 start
ccrtlhaggagigatataaca tATGGCTGCTEARCCAGTAGAAGACAATTGCATCAACTTTG
————————— B it R T e = ]V
GGAattcctectatattgtaTACCGACGACTTGGTCATCTTCTGTTAACGTAGTTGAAAC

L R R I * HMAAUEUP YV E DN C I N F V-
TGGCAATGAAATTTATTGACAATACGCTTTACTTTATAGCTGARAGATGATGAAAACCTGG
————————— e T T e B R 1]

ACCGTTACTTTAMATAACTGTTATGCGAAATGAAATATCGACTTCTACTACTTTTGGACC

A M X F I b N T L Y F I A E P D E NL E-
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5161

5221

5281

5341

5401

54461

5521

5581

PCT/USH/18804

13/31
Start of mature ILI1S
AATCAGATTACTTTGGCAAGC TTGAGAGCAARCTATCGGTCAT ECGTAATTTAANTGACC
_________ S acadat e e b2
PTAGTCTAATGAAACCET TCCAACTCTCGTTTGATAGCCAGTAAGCATTARATTTACTGG

8§ D Y F & KL E S KL 8 VI RNILNTDRQ

AGGTCCTATTTATCGACCAAGGGAATCGTCCACTATTCGAGGACATGACAGACAGTGACT
--------- i e T T e
TCCAGGATAAATACCTGGTTCOCTTAGCAGGTGATAAGCTCCTGTACTGTC TGTCACTGA

v L. F I D g G N R P L F BE DM TD s D C

GCCGAGACAATGCGCCGCGAACCAT E M ICATTATATCTATGTACARGGATTCTCAGCCGC
————————— e R T e T T
CGGCTOTGTTACGCGCCGCTTGATARAAGTARTATAGATACATGT TCC TAAGAGTCGGCG

R DN A PR TI F I I 8 M ¥ KD S Q P R

GCGGAATGGCCGTAACTATT TCTGTCAAMATGTGAAANGATATCCACGCTGTCGTGTGAGA
————————— ISP R H et
CGCCTTACCGGCATTGATAAAGACAGTTTACACT PTTC TATAGGTGCGACAGCACACTCT

G M A vV T I 5 VvV XK CEIK I 8§ TUL 8 CE N

ACBAGATEATEAGTTTCAAAGAGATGAATCCGCCGGATAATATCAAGGACACGRAGTCTG
————————— fommmmm e —fmmmmmm e s m b ————— - —

PETTcTAATAATCAAAGTTTCTCTACTTAGGCGGCCTATTATAGTTCCTGTGCTTCAGAT
K I I ¢$ F ¥ EM N P P DNI K D TZEK S5 D

ATATCATATITTTCCAGCGCAGCGTGCCGGGGCACGATAACARGATGCAATTTGAATCAT
————————— T e e T e D
TATAGTATAAARAGGTCGCGTCGCACGGCCCCGTGC TATTGTTCTACGTTAAACTTAGTA

I I # F Q R 8 V P G HDWNKMZ©QUPFE S S

CCAGCTATGAAGGGTACT I TCT TGCATGCGAGAAGGAACGCGATCTCTTTARACT TATTT
————————— N e e Tl
GETCGATACTTCCCATGALAGAACGTACGC TCTTCCTTGCGCTAGAGAAAT TTGARTAAA

s Y E ¢ Y FL ACEZ KEZRUDTILVF KL I L

PAAAGAAAGAGGACGAGC TAGGCGATCGCAGCATEATGTTCACTGTCCARAATGAAGACT
————————— s T e it el Tl
ATTTCTTTCTCCTGC TCGATCCGCTAGCGTCGTAATACAAGTGACAGGTTT TACTTCTGA

K K E D EL G DR S TI M PF TV QN E O ¥
Dafective Shina-Dalgarro Start Caspase 5
AGTggagga tataaTACCAgtaaa&tccatgchcatcatca tcatcatcatg

5280

5340

5400

5450

5520

3580

5640




10

15

20

25

35

40

45

WO 01/98455

5701

5761

5821

5881

5941

6001

6061

6121

PCT/USD1/18804

PCAcctoctatattATGGTeChatttattttaggtacCeggtagtagtagtagtagtac

W R I * Y Q E * I ¥ § M G H H H H 4 H &
gCATACTCAAACTTTGTCCTCGTGAAGRATTCCTGAGACTGTGTAARAAARATCATGATG
————————— et e N el TP
cgTATGAGTTTGAAACAGGAGCACrTCTTAAGGACTCTGACACATTTTTTTTAGTACTAC

f L ¥ L ¢ P R E E P L R L C K K N H D E
AGATCTATCCAATAAADAAGAGAGAGGACCGCAGACCGCCTGGCTCTCATCATATGCAATA
————————— T R ettt
TCTAGATAGGTTATTTTTTCTCTCTCCTGECEGTCTGCGGACCCGAGRGTAGTATACGTTAT

I ¥ 2 I ¥ ¥ R E D R R R L A L I I © N T
CAAAGTTTCGATCACCTGCCTGCAAGGANTGGGGC TCACTATGACATCGTGGGGATGARRA
————————— e e e e e E e e ]
GTTTCAAACTAGTGGACGGACGTPCC TTACCCCGAGTGATACTGTAGCACCCCTACTTTT

¥ P D H L P AR N G A H Y D I VvV G M KR
GGCTGCTTCAMGGCCTGGGCTACAC TG TGETTCGACGAARAGAATC TCACAGCCAGGGATA
————————— B e e e e D L L DLy
CCGACGAAGTTCCGGACTCEATGTCGACACCAACTGCTT T TCTTAGAGTGTCGGTCCCTAT

L L § ¢ L G Y TV V D EZKXKNTILTA AU RTUDM
TGGAGTCAGTGL TGACGGCATTTGCTGCCAGACCAGAGCACAAGTCCTCTGACAGCACGT
--------- Fmm e m e e m e e m e — —
ACCTCAGTCACGACTCLCGTAAMLGACGEGTCTGGTCTCGTGTTCAGGAGACTGTCGTGCA

E 8 v L. R A F AAR P EH K S S D 55T 7
TOTTGGTACTCATGTCTCATGGCATCCTAGAGGGAATCTGCGGAACTGCGCATAMAMAGA
--------- e daata T e e B ittt
AGAACCATGAGTACAGAGTACCGTAGGATCTCCCTTAGACGCCTTGACGCGTATTTTTCT

L v LM §$ H ¢ 1 L BE G I ¢ G T A H K K K
AMAAACCGEATGCTGCTGCTTTATGACACCATCTTCCAGATATTCAACAACCGCAACTGCC
————————— B T e e e il
TTTTTGGCCTACACGACGAAATAC TG TGGTAGARGGTCTATARGTTGTTGGCGTTGACGSE

¥ P O VvV L L Y D T I F @ I P N N R N C L
TCAGTCTAAAGGACAAACCCAMGGTCATCATTGTCCAGGCCTGCAGAGGTGAMARACATG

————————— s et R s
AGTCAGATTICCTGTTTGGETTCCAGTAGTAACAGGTCCGGACGTCTCCACTTTTTGTAC

5760

5820

5880

5940

65000

6060

6120

6180
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15/31

c § L KD K P KV I IV Q2-aACZRGEKH G-
GGGAACTCTGGEGTC AGAGACTC TCCAGCATCCTTGGCAGTCATCTCTTCACAGTCATCTG

5 6181 —ommmmmem e e mm— TR —— o Fommm o + 6240
CCCTTGAGACCCAGTCTCTGAGAGGTCGTAGGAACCGTCAGTAGAGAAGTGTCAGTAGAC

c E L w VR DS PASTILAVVISS Q35 8§ E-
10 AGAACCTIGGAGEC AGATTCTGTTTGCANGATCCACGAGGAGAAGGACTTCATTGCTTTCT
-1 R —— bomm o P 4rmm oo dmmmmmem S + 6300

TOTPGEGACCTCCGTCTAAGACAARCGTTC TAGATGCTCCTCTTCC TGARGTAACGAAAGA
o} N L EA DSV C XK IEEZ I EKT?DZFTIATF C-

GTTCTTCAACACCACATARCGTGTCCTGGAGAGACCGCACARCGGGLTCCATCTTCATTA
8301 wmmm————= tommmm frmmm——— Fmm e — o —— Fommmm + 6360
CAAGAAGTTOTGGTGTATTGCACAGGACCTCTCTGGCGTGTTCCCCGAGGTAGARAGTAAT

20 ¢ s S T P BE NV S WRDRTT® RG S I F I T-

CGGAACTCATCACATGCTTCCAGAAATATTCTTGCTGC TGCCACC TAATGGAAATATTTC
6361 ———————- Fommmmm - e T bommm = o ———— Fo———————- + 6420
GCCTTGAGTAGTGTACGAAGHTCTTTATAAGAACGACGACGETGGATTACCTTTATAAAG

25

o E L I T C F Q K ¥ s ccCcCHTULMETIF R-

GGAAGGTACAGAAATCATTTGARGTTCCACAGGCTAAAGCCCAGATGCCCACCATAGAAC
421 ~r—-—-———- e Fom— Fomm—————— Fomm e ———— o + G480
30 COTTCCATGTCTTTAGTAAACTTCAAGGTATCCGATTTCGGGTCTACGGGTGGTATCTTG

c K VvV Q K s F EV P Q A XK A g M P T I E R-
GAGCAACCTTGACAAGAGATTTCTACCTCTTTCCTGGCAATTGACTCGAGCACCACCACC

35 6481 ———mmmmem PN - U R P U, + 6540
CTCETTEEARCTETTCTC TAAAGATGGAGAAAGGACCGTTAACTGAGC TCATEGTGGTGE

c A T L T RDF ¥ L F P G N * L E HHH H-
40 ACCACCACTGAGATCCGECTGCTAACAAAGCCCGARAGGAAGCTGAGTTGGCTGCTGCCA
6541 ——mmma——— Fmm Fommmm fmmm o Fom——————— + 6600

TEETCETGACTCTACGCCEACCATTATTTCGEGCTTTCC TTCGACTCARCCGRCGACGGT

c H & * D P A A N X A R KEAZETL A AAT-
45 77 Tarminator
CCGCTGAGCAATAACTAGCATAACCLCTIGGEGCCTCTAARCGGGTC TTGAGGGGTTTT
6501 wv——-em—- Fem e Fumm e mm— Fomm—m———— L T + 6660

GGCGACTCCTTATTGATCGTATTCGEGAACCCCGGAGATTTGCCCAGAACTCCCCARAAA

50 ¢ A EQ * L A * PELGASEKU RVYVILR RTGEGTF L-
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FIGURE 15.
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FIGURE 16.

SEQ

1
S1
101
151
201

ID NO:10

MQIFVKTLTG KTITLEVESS DTIDNVKSKI QDKEGIPPD(Q QRLIFAGKQL
EDGRTLSDYN IQKESTLHLV LRLRGGYFGK LESKLSVIRN LNDQVLEIDQ
GNRPLFEDMT DSDCRDNAPR TIFIISMYKD SQPRGMAVTI SVKCEKISTL
SCENKIISFK EMNPPDNIKD TKSDIIFFQR SVPGHDNEMQ FESSSYEGYF
LACEKERDLF KLILKKEDEL GDRSIMFTVQ NWNED

FIGURE 17.
SEQ ID NO:11

1

50

ATGCAGATCT TCGTCAAGAC GTTAACCGGT AAAACCATAA CTCTAGAAGT

51

100

TGAATCTTCC GATACCATCG ACAACGTTAA GTCGAAAATT CAAGACAAGG

101

150

64 CC

[a B
v LU

h
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WO 01/984355

ARAGGCATTCC
151
GAAGACGGTA
201
ACATCTTGTC
251

. AACTATCGGT

301
GGGAATCGTC
351
TGCGCCGCGA
401
GCGGAATGGC
451
TCGTGTGAGA
501
TATCAAGGAC
551
GGCACGATAA
601
CTTGCATGCG
651
GGACGAGCTA
701

aAG

FIGURE 18.

ACCTGATCAA

GAACGCTGTC

TTAAGACTAA

CATTCGTAAT

CaCTATTCGA

ACCATTTTCA

CGTAMACTATT

ACAAGATTAT

ACGAAGTCTG

CAAGATGCAA

AGAAGGAACG

GGCGATCGCA

SEQ ID NO:12

1
AGATCTCGAT
51
CGGATAACAA
101
CAGATCTTCG
151
ATCTTCCGAT
201
GCATTCCACC
251
GACGGTAGAL
301

CCCGCGAAAT

TTCCCCTCTA

TCAAGACGTT

ACCATCGACA

TGATCAACAA

CGCTGTCTGA

17/31
CARAGATTGA

TGATTACAAC

GAGGAGGGTA

TTAAATGACC

GGACATGACA

TTATATCTAT

TCTGTCAAAT

TAGTTTCAAA

ATATCATATT

TTTGAATCAT

CGATCTCTTT

GCATTATGTT

TAATACGACT

GACCACACCT

AACCGGTARR

ACGTTARGTC

AGATTGATCT

TTACARCATT

TCTTTSCCGG

ATTCAGARGG

CTTTGGCAAG

AGGTCCTATT

GACAGTGACT

GTACAAGGAT

GTGAAAAGAT

GAGATGAATC

TTTCCAGCGC

CCAGCTATGA

AMACTTATTT

CACTGTCCAA

CACTATAGGG

TAAGGAGGAT

ACCATAACTC

GARAATTCAA

TTGCCGGTAA

CAGAAGGAGT

PCT/US01/18804

TAAGCAGCTC
200
AGTCGACCTT
250
CTTGAGAGCA
300
TATCGACCAA
350
GCCGAGACAA
400
TCTCAGCCGC
450
ATCCACGCTG
500
CGCCGGATAA
550
AGCGTGCCGG
600
AGGGTACTTT
650
TAAAGAAAGA
700
AATGAAGACT

50
GAATTGTGAG
100
ATAACATATG
150
TAGRAGTTGA
200
GACAAGGAAG
250
GCAGCTCGAG
. 300
CGACCTTACA
350

0

4

=

e

nan

Ly

4
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TCTTGTCTTA
351
TATCGGTCAT
401
AATCGTCCAC
451
GCCGCGAACC
501
GAATGGCCGT
551
TGTGAGAACA
601
CAAGGACACG
651
ACGATAACAA
701
GCATGCGAGA
751
CGAGCTAGGC
801
GGAGGATATA
B51
CATCATGGCA
S01
TGGTTCCCGA
551
ATAACAATCT
1001
TATAAAMAAC
1051
GACARACAAAC
1101
GTAAGTTTAC
1i51
GCTGGTTTAG
1201
ATCATTGGCA
1251
TAAGGACCTA
1301
GGGCAAGAAT
1351
GGGTGGCAAA

AGACTAAGAG
TCGTAATTTA
TATTCGAGGA
ATTTTCATTA
AACTATTTCT
AGATTATTAG
AAGTCTGATA
GATGCAATTT
AGGAACGCGA
GATCGCAGCA
ATACCAGGAA
TGGATGAAAG
CAGGATTTTT
ATCGATTTAT
CAGACCATCT
TTCAGAARATA
CCACTTAGAC
TTAATGATGG
TCATCCAGAG
TGAGGAGATA
CTGCTCAAGA

GTTTATGGTA

18/31
GAGGGTACTT

AATGACCAGG

CATGACAGAC

TATCTATGTA

GTCARATGTG

TTTCAAAGAG

TCATATTTTT

GAATCATCCA

TCTCTTTAAA

TTATGTTCAC

TAAATARAAT

CAAGATAARC

TGAGAAATTT

TTATTAATTT

ARACTACATT

ATAATAGCCT

GAAGAGATCT

TAACACTTGT

AATTAATGGA

GAACAAAATG

TGAAGCCACT

AGCATAAGAA

TGGCAAGCTT

TCCTATTTAT

AGTGACTGCC

CAAGGATTCT

AAAAGATATC

ATGAATCCGC

CCAGCGCAGC

GCTATGAAGG

CTTATTTTAR

TGTCCAAAAT

CCATGGGCCA

AGTTTATTAC

TAAAACTTGG

TTGGCATAGT

GTTGAGAGCG

TAGCCGTTGG

TGAAAAGAGG

TTTATGAACT

GTTCTTGGAC

AACACAATGA

CATAAGAMRA

GAAATTGAAT

PCT/USO1/18804

GAGAGCAAAC
4040
CGACCAAGGG
450
GAGACAATGC
500
CAGCCGCGCG
550
CACGCTGTCG
600
CGGATAATAT
650
GTGCCGGGEGL
700
GTACTTTCTT
750
AGAAAGAGGA
800
GAAGACTAGT
850
TCATCATCAT
goo
AATTTTTATT
850
AGTAACAACA
1000
AGTATTTTIT
1050
TTAGTGAAAT
1100
TTGCCCAGAA
1150
TGGTTTCATT
1200
CTGTTTTGCA
1250
AATAATGTCA
1300
AGAAGGAAARC
1350
ACACTCGTAA
1400
AGGAAGTCAA

0}

[nluilel
I
[SyEn
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1401
GTTCGAAAGA
1451
GTCGCCTTAA
1501
TAAACCCTAT
1551
CAAGAAARDNA
1601
TTCCAGAACA
1651
TGAAAAACTA
1701
CTTTAGTAGG
1751
ACTGAACAGA
1801
TTTCACACCT
1851
GAATTGGTTG
1901
TTTTCGGGAT
1951
AARATTATCT
2001
TCGTAGAATG
2051
GGTCAGTTGA
2101
GCCAATTAAC
2151
CCAAARCCAGT
2201
ATGGTACGTA
2251
ACCATTATTA
2301
ACATGATTAG
2351
CTTGCCCCTT
2401
GCCAATGTCA
2451

AGACGAAGAL

GGGATCTACT

TTCARAACCA

TATTCTTCTT

TACTAGCCGA

GATACCACTC

TCAACTTAAC

TTGATCCTAA

TTCAAACTAA

TTTACAGTGT

TAAGCTTAAA

CAGTTATTGA

TAACCGTTGT

AAGAATTTGA

GCTGTARAAG

TATTGACGAT

AATGCTCTAA

TCCATTCATA

ARBABMTAAC

GGTGTTGTGA

ARAARGGAAR

19/31

AAGAGCCAGG

TTCTGCCTTA

ATAGTTTATT

GGCTACGACC

GTTGGAAAGT

CAGTTGCGAA

CTTGGTGAAG

CTCTATACTA

TGACTCCTTT

GGTGAGAACG

TTTACCGAAC

GCGACTGGAG

GCCCTCACAG

AAAARAACCT

ATAGGGTCCA

GAAGATTATA

ATCTAAGCAG

TCAACAGATC

TCGAAAGTAT

TATTAATGAA

AAGCTGCGCA

AGCCAGATAT

AATGCGAAGT

GAAAGCAATG

AAGAGGACGC

AACGTTARAT

ATCAGAATTA

TTGGCACTGT

CATGACAAGT

AGATGGTATC

GTGGCATARG

GAGAATATTG

TAARCCTGAA

CAGCGCACTC

GAGGGTTCGA

TCARRTCGAA

AGAAGTTGCA

ATTTTAATAT

CGTATTTGAT

TGTTTAAGTC

ATCAATTTGG

ACAAGATTCA

PCT/USO1/18804

1450
CACTTTCAGT
1500
ATTATCGGGA
1550
TCCAAATCTC
1600
GCAAGAATTC
1650
CATTGAATAC
1700
CCCGATGATG
1750
TTACATTCCA
1800
CCATTCAAAR
1850
ACGGCAGAAA
1300
ATATTCCGTA
1550
GTTCCACTTT
2000
ATCATCGAAG
2059
TCATTTATTT
210¢
TCCCAGAARD
2150
GAAGTTCTTG
2200
TACAGCAAAT
2250
CAAGACCTCC
2300
CCAAGAACGT
2350
AACGTTGAAT
2400
ATGCTCGTTT
2450
AGTGAAGATG
2500

64°C

™

—-b

“n
2604




10

20

25

30

35

WO 01/98433

AARACATTGG
2501
GAATTTGAAG
2551
CTATGCGTCT
2601
TAAACGGTGA
2651
GAAGAAACCG
2701
TTCTGATGTT
2751
TCGACAATGT
2801
GARACATCAT
2851
TGCTAGGTCA
2901
GCTCTGTCAT
2951
TTTAGAAAAT
3001
CGTTGTGGAC
3051
TTTACGAATA
3101
GAAGCTATTC
3151
AAMAGGAGTC
3201
AGCARGAGGA
3251
AGAGATATTT
3301
ACCACTGAGA
3351
GCTGCCACCG
3401
GGTCTTGAGG

CGGTGAATAC
ACAGCGAGGR
CATTACAATC
AGTCGATGGC
ATGCTTTAGG
GAAARCGAGA
GAGCCTTGAC
CTGATGAGGA
TTTTCCACAG
TGTTCACTAC
ACAGGGGTTG
GARGCTGAAG
TGACTTTGAT
AGACTAATAR
CAGGAGCCAA
AGGTCAAGAG
CTGGTAAAGA
TCCGGCTGCT
CTGAGCAATA

3419
GGTTTTTTG

20/31
TATACGAAAT

AGAAAAAGAR

ATACCAAGGA

GTGACATCCG

GAATACAATC

ATGTAAAAGRH

GAACCARAAGA

AGATGTTATA

TTCCAGCCAC

GGTACCCATA

TTGGTGGAGA

TCCTTTCAAC

GAAGAAACTG

TGAAGAAGAT

AGGAAAGCCA

CAGATGARGT

TGTAAACTARA

AACRAAGCCC

ACTAGCATAA

TACATGAACG

TACGATGACG

TATCAGTAAC

ATGATGAAGA

ADAARARADGGA

TAATGAAGARA

TCAATGTTGA

CCAGCTCCAC

TCCATTGACA

ATTATGGTCA

ATATCTGATG

ACCCGGTGTA

GGAAGATGAA

GATGAAAAMAG

BGAGCAAGGA

TCGAGAGAAC

GCTCGAGCAC

GAAAGGAAGC

CCCCTTGGGG

PCT/US01/18804

CTTCGAGCAG
2550
CAGAGGGGAA
2600
TATGATCCCC
2650
TGAGTACATT
2700
TCATAGAACA
2750
CTGCAAGAAA
2800
AGATCAACTA
2850
CTATCAATTA
2900
TATTCATTGC
2950
TTACATTGCA
3000
AGACTGTGTA
3050
TTTATGTTAT
3100
GGATGATTTG
3150
AGCAGGAGCA
3200
GRAGGTGAAG
3250
AGAAGACCAT
3300
CACCACCACC
3350
TGAGTTGGCT
3400
CCTCTAMACG

G CTC 700k
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FIGURE 19.

T7 Promotar

AGATCTCCATCCCGCGAAATTAATACGACTCACTATAGGGGAAT TGTGAGCGGATARC AN

4364

5024
b

5084
b

5144
b

5204
b

5264
b

TCTAGAGCTAGEGCGCTTTAATTATGCTGAGTGATATCCCOTTAACACTCGCCTATTGTT

Shina-balgarnc Stacrt of Ub-IL18
PTCCCCTCTAGACCACACCTHaaggagyatataacat ATGCAGATCTTCGTCAAGACGTT
e Fmmmmmm——— B ettt tmmm Fommm e [ P

AAGGGGAGATCTGGTGTGGAaL EcctoctatabtgaTACGTCTAGAAGCAGTTCTGCAA
¥ 2 I F VvV K 7 L

AACCGGTAAAACCATAACTCTAGAAGTTGAATCTTCCGATACCATCGACAACGTTAAGTC

————— e S [ pmmmm—— [ . b

TTGGCCATTTTGGTATTGAGATCTTCARCTTAGAAGGCTATGGTAGCTGTTGCAATTCAG
T @ KT I T L EUWVESSDOTTIUDWNUVIK S

GAAAATTCAAGACRAGGAAGGCATTCCACCTGATCAACARAGATTGATCTTTGCCGGTAA
—————— mmmmme e T pmm—————— b o e

CTTTTAAGTTCTGTTCCTTCCGTAAGATEGACTAGTTGTTTC TAACTAGAAACGGCCATT
K I Qb X EGTI PP DOQQRTULTEYPFATG K

GCAGCTCGAGGACGGTAGAACGCTG TCTGATTACAACATTCAGAAGGAGTCGACCTTACA
—————— Fommr o= e b L T et tm——

CGTCGAGCTCCTGCCATCT IGCGACAGACTARTGTTGTAAGTCTTCCTCAGCTGGAATGT

Q L ED GR T UL S D YNTIOQQIKES T L H
Start of mature IL1Z

PCTTGTCTTAAGACTAAGAGGAGGGTACTTIGRCAAGC TTGAGAGCAMACTATCGGTCAT

————— [y hommmm———— e | O o

AQAACAGAATTCTGATTCTCCTCCCATGARACCGTTCGAACTCTCGTTTGATAGCCAGTA
L vV L R L R G G Y F G KL E S5 KL &8 VvV I

ECGTARTTTAAATGACCAGGTCCTATTTATCOACCAAGGRAATCGTCCACTATTCGAGGA

PCT/USD1/18804

3083

5143

5203

5263

5323
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b

5384
b

5444
b

5504
b

5564
b

5624
b

5684
b

aGCATTAAATTTACTGGTCCAGGATAAATAGCTGGTTCCCTTAGCAGGTGATAAGCTCCT
R N L NDOGQ VL F I DQQGENZRU®PTULFE D
CATGACAGACAGTGACTGCCGAGACAATGCGCCGCGAACCAT ETTCATTATATCTATGTA
————— o T R Fmmm e o -
GTACTGTCTGTCACTGACGGCTC PG TACGCGGCGCTTGGTAAAAGTAATATAGATACAT
M T D § D C R DNAWPR RTIUPFII S MY
CAAGGATTCTCAGUCGCGCGGAATGECCETAACTATTTCTSTCAAATGTGAARAGATATC
——— pmm——————— o D Fommmm———— A o
GTTCCTAAGAGTCOGGCGCGCCTTACCGGCATTGATAAAGACAGTTTACACTTTTCTATAG
¥ D 8§ Q P R G M AV T I 5 VvV KCEZK I s
CACGOTSTCOTCTGASAACAAGATLATEAGTTTCAAAGAGATGAATCCOGCCGGATAATAT
—————— B B R o e bmmm oo R
GTGCGACAGCACACTCT TS T TCTAATAATCARAGTTTCTCTACTTAGGCGGCCTATTATA
T b 8 ¢ EN X I I &8 F K E MNP P DNTI
CAAGGACACGAAGTCTGATATCATATTTTTCCAGCGCAGCETGCCGEEACACGATAACAN
IR Amdemm e ot Fumuanm——— b o= R
QT TCCTETGOTTCAGACTATASTATAAAAAGGTCGCGTCGCACEGLCCCGTGCTATTGTT
¥ DT XK § Db I I F F QRS V P G HDN K
GATGCAATTTGAATCATCCRGCTATGAAGGGTACTTTCTTGCATGCGAGAAGGAACGCGA
—m——— R it B et o Fomm e ——— P T o
CTACGT TAAACTTAGTAGGTCGATACTTCCCATGAAAGARCGTACGCTCTTCCTTGCGCT
M Q F E S § 8 Y EG Y F L A CE X E R D
TCTCTITAAACTTATT I TAAAGAAAGAGCACGAGCTAGGCGATCGCAGCATEATGTTCAC
——— o mm v ——— Fommmm——— fmmm - B tmm—————— f———

AGAGARATTTGAATAAAATTTCTTTCTCCTGCTCGATCCGCTAGCGTCGTAATACARGTG

L F X L I h K K 8B D EL GDUR S IMTFT

04 CCC Zith

PCT/US01/18804

5443

3503

5563

5623

5683

5743
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5744
b

5804
b

5864
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5924
D

5984
b

5044
b

6104
b

23/31

Defective Shime-Dalgarnoc Start of
TGTCCAAAATGAAGACTAGTgaggatataaTACCAgGaataastaaaatccatyggeca
————— ommmeema o e —mm b e [ pE—— P

ACAGGTTTTACTTCTGATCACctcckatab tATGGTeCttatttaktttaggtaccaggt
v g W E D * MM G H
tcatcatcatcatcatggcATGEATGARAGCAAGATAAACAGT TTATTACAATTTTTATT
w————- L D Foammmmm——— B pom - ==
agtagtagtagtagtaccgTACCTACTTICGTTCTATTTGTCAAATAATGTTAAAAATAA
H H H H HGMDPETZSXKTINZSILIL QFULF
TGETTCCCGACAGGATTITTTGAGARATTTTARAACTTGGAGTAACAACAATAACAATCT
—————— B L ] Fmmm e dom e +o—me - +---
ACCAAGGGCTGTCCTAAAAAACTCTTTAAMATTPTGAACCTCATTGTTGTTATTGTTAGA
4 § R § D F L R N FF KT WS NNDNININL
ATCEATTTATTTATTAAT T T T TGGCATAGTAGTAT TT TT TTATAAAMAACCAGACCATCT
_————— B F P Fomm——— - ———
TAGCTAAATAMATAATTARAAACCGTATCATCATAAAARAAATATTTTTTGGTCTGETAGA
s I ¥ L L 1T F G I ¥V F F Y X K P D H L
AAACTACATTGTTGASAGCGT TAGTGAAATGACAACALACTTCAGAAATAATAATAGCCT
————— Fmemm - Fommm e m——— - F - ————— Fommmmm———— -
TTTGATGTAACAACTCTCGCAATCACTTTACTGTTGTTTGAASTCTTTATTATTATCGGA
N ¥ I vV E S VvV 8 EMTTMNUFRWNDNDNZGSL
TAGCCGTTGETTGCCCAGAAGTAAGTTTACCCACT TAGACGAAGAGATCTTGAAAAGAGE
mm———— Pm—m e m———— fommmm———— R e rm—e o ——— ——
ATCGGCAACCAACGGGTCTTCATTCRAATGGGTGAATCTGCTTCTCTAGAACTTTTCTCC
S R W L P R S X P THULTDETETITLZ KR RG
PGGTTTCATTGCTGETTTAGT TAATGATGGTAACACTTETTITATGAACTCTGTTTTECA
—————— P ———— e o ————— Fmmme e L tntatantad ——

ACCAAAGTBACGACCAAATCAATTACTACCATTGTGAACARAATACTTGAGACARAACGT

G F I A G L VN DGENTTOCFMWNUGSUV L Q

PCT/US01/18804

opb-1

5801

5863

5923

5981

6043

6103

6163
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24/31

ATCATTGGCATCATCCAGAGAATTAATGGAGTTCTTGGACAATAATGTCATAAGGACCTA

—_————— e ———— P ————— Fm——————— B Fmm o ——
TAGTAACCGTAGTAGGTCTCTTAATTACCTCAAGAACCTGT TATTACAGTATTCCTGGAT
s L A § 5§ R EL M EF L DNNWVYVTIA’ T Y
TGAGCAGATAGAACALAATGAACACAATGAAGAAGGALACGGGCARAGAATCTGCTCAAGA
————— Formmmuan—— o mmm— e Fomm dommm e $mmmm———n PR
ACTCCTCTATCTTGTTTTACTTGTGTTACTTCTTCCTTTGCCCGTTCTTAGACGAGTTCT
E E I E Q N E H N E E G N G Q E § A QD
TGAAGCCACTCATAAGALLAACACTCGTANGGOTGACAMGTTTATCETAMGCATAAGAA
—————— [y tmmm e ——— L it Fomm e Fm--
ACTTCGGTOAGTATTCT T T T TGTGAGCATTCCCACCGTTTCAARTACCATTCGTATTICTT

E A T HEK KN TR KGO G I KV ¥ G K H K K

GAMATTGAATAGGAAGTCAAGTTCGAAAGAAGACGALGAMAAGAGCCAGGAGCCAGATAT

—————— Fmmmmmm Fmmmmmm——— Fommmm Frmmmm Fmmmm e PR

CTTTAACTTATCCTTCAGTTCAAGCTTTCTTCTGC T TCT T TCTCGGTCCTCSGTCTATA
¥ L NR K S § § K EDEZEIEKSsSQUE P DI
CACTTTCAGTGTCGCCTTAAGGGATC TACTTTCTGCCTTARATGCGRAGTATTATCGGGA
———— Fammmmwam— Fomm e e —————— R Fomm -
GTGAAAGTCACAGCGGAATTCCCTAGRATGAAAGACGGAATTTACGCTTCATAATAGCCCT
T F 8 VA LRDULDUL S5 A LN AUGKY Y R D
TAMCCCTATTTCAARACCART AGTTTATTGAAAGCAATGTCCAAATCTCCAAGARAARAR
—————— fmmmmm - U e L T -
ATTTGGGATAAAGT TTTGGTTATC AAATAACT TTOGTTACAGG T T TAGAGGTTCTTTTTT
X P Y F KT N 5§85 L L K A M S K S5 P & KN
TATTCTTCTTGGCTACGACCAAGAGGACGCGCAAGAATTCTTCCAGAACATACTAGCCGA
—————— Fomm o emem Fmmmem R o mm———— fmmm—m e Py
ATAAGAAGAACCGATGCTGGTTCTCCTGCGCGTTCTTAAGAAGGTCI TGTATGATCGGCT

I L L6 YD OQEDWADOQZ®EBFFF QNTIILAE

GTTGGAMGTMCGTTMATC.ATTGAATACTGAAA&ACTAGA‘I‘ACCACTCCAGTTGCGM

G4 CoC 2l

PCT/USD1/18804

6223

6283

6343

6403

6463

6523

6583



WO 01/984353

£584

6644

6704

6764

66824

6884

6944

253

e e ————— ot S Fmmm———— e [ —

CAACCTTTCATTGCAATTTAGTAACTTATGACT TTTTAATCTATGATGAGGTCARCGCTT

L E § NV XK 8L ¥NTZEIKXKXULDTT PV A K

ATCAGRATTACCCGATGATGCTTTAGTAGGTCAACTTAACCTTGGTGAAGTTGGLACTGT

————— ——_— e e RO e e m e m———— ——

TAGTCTTAATGGGCTACTACGARATCATCCAGTTGAATTGGAACCACT TCAACCGTGACA

s B L P DD ALV QL NLGE VS TV

TTACATTCCAACTGRACAGA T TEATCCTAACTCTATACTACATGACARGTCCATTCARAR

————— e ——— Fomm e T Fmm ot —— P

AATGTAAGGTTGACTTETCTAACTAGGATTGAGATATGATGTACTGTTCAGGTAAGTTTT

Yy T P TE R I D P ¥ 8 I L HD X $ I Q W

TTTCACACCTTTCARACTAATGACTCCTTTAGATGEGTATIACGGCAGAAAGAATTGATTG

————— fommm e Fommm———— e ———— frmmm———— e e

AAAGTOTGGAAAGTTTGATTACTGAGGAAATCTACCATARTGCCGTCT T TC TTAACCAAC

F T P F K L M TP L DG I TAZEEIZ RTIGTC

TTTACAG TG IGETGAGAACGGTGECATAAGATATTCCGTAT TT TCOGGATTAAGCTTARA

————— e ———— o —— o ———— [P [P AN

RAATGTCACACCACTCTIGCCACCGT AT TCTATAAGGCATAAL AGCCCTAATTCGAATTT

L Q¢ G ENGGIRY S5 WV F S G L 8 L N

TTTACCGAACGAGAATAT TG M CCACT T TAAARTTATC TCAGTTATTYAGCRACTGRAG

am———— o . b ——— bomm e ———— e —— dmm e ———

ARATGECT TGCTCTTATRACCARGATGAAATTTTAATAGAGTCAATIACTCGCTEACOTC

L P ¥ E N I G § TTLIKUL S QUL L S8 D W §

TAAACCTGAAATCATCGAAGTCGTAGAATGTAACCGTTGTGCCCTCACAGCAGCGCACTE

[N i Fmmm Fmm—mmm— tommm e b ———— L

ATTTGGACTTTAGTAGCTTCAGCATC T TACATTGECARCACGGGAGTGTLGTCGCGTGAG

K P BE I I BE V VECUNRCATLT A A H S

TCATTTATTTGGTCAGTTGAAAGAATTTGAAAAAALACCTGAGEGTTCGATCCCAGAAAL

RN

PCT/US01/18804

6643

5703

6743

6823

6883

6943

7003
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AGTAAATARACCAGTCRACTTTCTTARACTTTTTTTTSSACTCCCAAGCTAGGETCTTTT

h H L F G . Q L X E F E K XK P E G S TI P E K -
S GCCAATTAACGCTGTAAAAGATAGGETCCATCARATCEGAAGAASTTCTTGCCAMACCAGT
7064 -—-—-= N s T B e B e adel +--- 7123

COGTTAATTGCGACATTTTCTATCCCAGGTAGTTTAGCTTC T TCAAGAACGGTTTGGTCA

b P I N A V KDRVH®QTIE EEWVWVTLAI KZEV -~
10
TATTGACGATGAAGATTATAAGAAGTTGCATACAGCAAATATGGTACGTAAATGCTCTAA
7124 ~—m——- [P [ — Hmmm o fmmmm B +--- T183

ATAACTGCTACTTCTAATATTCTTCAACGTATGTCGTTTATACCATGCATTTACGAGATT

15 » I DDZETDTYTZ KT KT SHHTOAUNMEU YG®REKTCECS K -

ATCTAAGCAGATTTTAATATCAAGACCTCCACCATTATTATCCATTCATATCAACAGATC
7384 ————-- T Fommm e b mmm B Fowm—— e +om- 7243
TAGATTCGTCTAAAATTATAGTTCTGGAGGTGGTAATAATAGGTAAG TATAGT'TGTCTAG

20

b s K Q £ L I §S R P PPL LS IETIWNAZ RS -

CGTATTTGATCCAAGAACGTACATGATTAGARAAAATAACTCGAAAGTATTGTTTAAGTC
7244 —~==wn= P T ] e m————— L e +--- 7303

2 5 GCATARACTAGGTTCTTGCATGTACTAATCTTTT T TATTGAGCTTTCATAACAANTTCAG

b v F D P RTY M I RKUNUNNUSI KUVDL F K 5§ -

AACGTTGAATCTTGCCCCETGGTGT TGTGATATTAATGAANTCAATTTGGATGCTCGTTT
30 7304 ~----- Frm i ——— dmmm— e mmm——— T e it +--- T383
TTGCAACTTAGAACGGGGAACCACARCACTATAATTACTTTAGTTAAACCTACGAGCARA

b T L N L AP WOCOCDTIMNTETIUSNZULDIDaAazL -

33 GCCAATGTCAAARAAGGARAAAGCTGCGCAACAAGATTCAAGTHAAGATGAAARCATTGG
7364 —----~ Fmmmm e L it Fummm e Fomme e Foemmm F--— 7423

CEGTTACAGTTTTTTCCTTTTTCGACGCGTTGTTCTAAGTTCACTTCTACTTTTGTAACC

b P M 5 K K E K A L Q G D S 5 EDEWNTIG -
40
CGEGIGAATACTATACGARNATTACATGAACGCTTCHAGCAGGAATTTGAAGACAGCGAGGA
T424 ———-u- Fomm e e e tmem————— L +——- 7483

GCCACTTATAATATGCTTTAATG TACTTGCGAMGCTCGTCCTTAAAC TTCTGTCGCTCCT
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27131

@ E ¥ ¥ ? K L H E R F E Q BE F BE D S E E
AGAAMAAGAATACGATGACGCAGAGGGGAACTATGCGTCTCATTACAATCATACCANGGA
—————— e e o m o b mmm——— [FOUUPU . P
TCTTTTTCTTATGCTACTGECGTCTCCCCTTGATACGCAGAG TAATGTTAGTATGGTTCCT

E K E ¥ D DA E G N ¥ A S H Y N HE T K D
TATCAGTAACTATGATCCCCTAAACGGTGAAGTCGATGGCETGACATCCGATGATGAAGA
—————— o ——— b B L [ T - Fo——
ATAGTCATTGATACTAGGGGAT T TGCCACTTCAGCTACCGCACTGTAGGC TACTACTTCT

I S ¥ Y D P L NG E VDG VY TS D D E D
TGAGTACATTGAAGAAACCGATGCT T TAGGGAATACAATCAAAAAANGGATCATAGARCA
—————— o T dummm———an L e [ -
ACTCATGTAACTTCT T TGGCTACGAAATCCC T TATGT TAGT T TETTTCCTAGTATCTTGT

2 Y I 2 E T D A L & N TI K LRI E E
TTCTGATGTTGAAMACGAGAATGTAAAAGATAATGAAGAACTGCAAGAAATCGACAATGT
————— o m Fmmmm e m A Fommmmmmmm mmmm— = Fom
AAGACTACAACTTTTGCTCTTACATTTTCTATTACTTCTTGACGTTCTTTAGCTGTTACA

S DV EN ENV XK DNZEEULQQZETI DNV
GAGCCTTGACGAACCAAAGATCAATGTTGAAGATCAACTAGARACATCATCTGATGAGGA
————- B B S L e -
CTCGGAACTGCTTGGTTTCTAGTTACAACTTCTAGTTGATCTTTGTAGTAGACTACTCCT

5 L bDEPEKINWWVEDZ QLETSSpEE
AGATGTTATACCAGCTCCACCTATCAATTATGCTAGGTCATTITTCCACAGTTCCAGCCAC
—————— e bmmem—m——— B b ——— Fmmm—m———— -
TCTACAATATGGTCGAGGTGGATAGTTAATACGATCCAGTAAAAGGTGTCAAGGTCGGTG

D ¥y I P A P 2 I N Y A R S F 8§ T™ WV p AT
TCCATTGACATATTCATTGCGCTCTGTCAT TCTTCACTACGGTACCCATAATTATGGTCA

_——— e ———— Fomm—————— e e —— e —— - ———

AGGTAACTGTATARGTAACGCGAGACAGT AAC AAGTGATGCCATGGSTATTAATACCAGT

04 L0
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28/31

p L T Y 8 L R &8 VI V H Y G T™HINY G H
TTACATTGCATTTAGARAATACAGGGGTTGTTGETGGAGAATATCTGATGAGACTGTGTA
AATGTAACGTAAATCTTTTATGTCCCCAACAACCACCTCTTATAGACTACTCTGATACAT

vy I A F R K Y RGOUC WWR®R I S DETV Y
CETTMETEEACGAAGCTGAAGTCCTTTCAACACCCGGTGTATTTATGTTATTTTACGAATA
_—— B L L o ——— A +um=
GOAACACCTGCTTCGACTTCAGGARAGTTGTGGGCCACATAAATACARTAARATGCTTAT

v v D E A E V L S TPGV F ML F Y B Y
TGACTTTGATGAAGAAACTGGGAAGAT GAAGGATGATTTGGAAGCTATTCAGAGTAATAR
ACTCAMACTACTTCTTTGACCCTTCTACTTCCTACTAAACC T TCGATAAGTCTCATTATT

D F DE ET™ G KM XUDDUL EATIGQS SNN
TGAAGAAGATGATGAALAAGAQCAGGAGCAAAAAGGAGTCCAGGAGCCAAAGGAAAGCCA
[P D it Fmm e ————— dmmm e o — e o
ACTTCTTCTACTACTTTTTCTCGTCCTCGTTT MCCTCAGGTCCTCGGTTTCCTTTCGGT

E E D DEI KUEOGQREUZGQI KGV (Q E P X = 5 ¢
AGAGCAAGGAGAAGGTGAAGAGCAAGAGGAAGGTCAAGAGCAGATGAAGTTCGAGAGAAC
—_————— b ———— R Fmm—————— o ——— Fmm e —— e
TCTCGTTCCTCTTCCACTTCTCGTICTCCTTCCAGTTCTCGTCTACTTCAAGCTCTCTTG

E Q G E @ E E Q EEG Q E QM KF E R T
AGAAGACCATAGAGATATTTCTGGTAMAGATGTAAACTAAGCTCGAGCACCACTACCACT
———— e o B R T Fmmmme e FY——
TOPTCTGGTATCTCTATAAAGACCATTTC TACATTTGATTCGAGCTCGTGGTEGTAGTGE

E D H R DI S aIZ XDUVN

ACCACTGAGATCCGGCTECTARCAANMCCCGAAAGGAMGCTGAGTTGGCTGCTGCCACCG

TGGETGACTCTAGGCCGACGATTGFITTCGEGCTITCCTTCGACTC AACCGACGACGE IGET

PCT/USH1/18804

7963

B023

goas

8143

B203

B263

8323

[alnlal

iUy
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b 77 Terminator Sequence

CTGAGCAATAAC@RGCATAACCCCTTGGGGCCPCTMACGGGTC?TGAGGGGTTITNE

BIZ4 wm = mmmmmmmmadmm b n e PR PSR +-- 8382
GACTCG‘I""N"TGATCGTA‘I‘TGGGGAAL.CCCGGAGAT"'I‘GCCCAGAACTCCCCAAA.WC

FIGURE 20.
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3. Ub-human IL18/Ubp-1, 3 hours Western: Anti IL18

4. Ub-human IL18/Ubp-1, 18 hours
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FIGURE 21:
IFN-y detection from KG-1 cells stimulated for 24 hrs.
with IL-18
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Figure 22

Description of different human/murine IL-18 samples (different

lots/constructs)
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Met

Lys

Leu

Ar

Leu
65

<110> SMITHKLINE BEECHAM CORPORATION

SEQUENCE LISTING

<120> METHOD FCR PREPARING A PHYSICLOGICALLY
ACTIVE IL-18 POLYPEPTIDE

<130>

<140>
<141>

<150>
<151>

<150>
<151>

<150>
<151>

<160>

<170>

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

<400>
Ala Ala

fhe Ile

Glu Ser
35

Asn Leu

50

Phe Glu

P51137

TO BE ASSIGNED

Herawith

60/211,832
2000-06-15

60/224,128
2000-08-10

60/264,923
2001-01-390

12
FastSEQ for

1
163
PRT

Homo sapien

1

Glu Pro Val
' 5

Asp Asn Thr
20

Asp Tyxr Phe
hAsn Asp Gln

Asp Met Thr
70

Windows Version 3.C

Glu

Len

Gly

val

55
Asp

Asp
Tyr
Lys
40

Leu

Ser

Asn
Phe
25

Len

Phe

Asp

Cys
10

Ile
Glu

Ile

Cys

Ile

Ala

Ser

Asp

Arg

Asn

Glu

Lys

Gln

60
Asp

Phe Val

Asp Asp
30

Leu Ser

45

Gly Asn

Asn Ala

Ala
15

Glu
Val

Arg

Pro

PCT/US01/18804

Met

Asn

Ile

Pro

Arg
80
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Thr Ile Fhe

Ala Val Thr

Glu Asn Lys

115

Lys Asp Thr
130

His Asp Asn

145

Leu

Ala Cys

Glu Glu

<21C>
<211>
<2i2>
<213>

<400>

atggetgetg aaccagtaga

aatacgcttt
cttgagagca
gggaatcgtc
accattttca
tctgtcaaat
gagatgaatc
agcgtgoegyg
cttgcatgeg
ggcgategea

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

<400>

actttatage
aactatcggt
cactattcga
ttatatctat
gtgaaaagat
cgeceggataa
ggcacgataa
agaaggaacg

gcattatgtt

Ile Tle Met

85

Ser Tyr
Ile
100
Ila

Ser Val Lys Cys

Ile Ser Phe Lys
120
Ile Ile
135

Phe

Lys Ser Asp

Met Gln
150
Glu

Glu
Lys Arg
165
Gly

Asp

Leu Ser

180

Asp Arg

2
582
DNA

Homo sapien

2

agacaattge
tgaagatgat
cattcgtaat
ggacatgaca
gtacaaggat
ateccacgetg
tatcaaggac
caagatgcaa
cgatctettt
cactgtccaa

3
157
PRT

Homo sapien

3

Lys Asp Ser

Iy
Glu Lys
105

Glu

Ile

Met Asn

Phe Phe Gln
Ser
155

Lys

Ser Ser
Phe
170
Met

Leu

Ile
185

Phe

atcaactttg
gaaaacctgg
ttaaatgacc
gacaghtgact
tctcageege
tcgtgtgaga
acgaagtetyg
tttgaatcat
aaacttattt
aatgaagact

Gin Pro Arg

Thr Leu
110
Asp

Ser

Pro
125

Ser

Pro

val
140
Tyr

Glu Gly

Leu Ile Leu

Thr Val Gln

150

tggecaatgaa
aatcagatta
aggtcctatt
gccgagacaa
gcggaatgge
acaagattat
atatcatatt
ccagetatga
taaagaaaga

ag

PCT/US01/18804

Gly Metl
95
Cys

Ile

Tyr

Lys
175

Asn

Lys

Glu

atttattgac
ctttggcaag
tatcgaccaa
tgcgeecgega
cgtaactatt
tagtttcaaa
tttcecagege
agggtacttt
ggacgagcta

Tyr Phe Gly Lys Leu Glu Ser Lys Leu Ser Val Ile Arg Asn Leu Asn

1
Asp Gln val

5

10

15

Leu Phe Ile Asp Gln Gly Asn Arg Pro Leu Phe Glu Asp

04 LT 200

60
120
180
240
300
360
420
480
540
582
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Mat

Ile

Ser

65

Ile

Ser

Met

Lys

—-

uly
145

Met

Glu

Ile

Thr

Thr

65

Glu

Ala

Met

Lys

Asn

Thr

Ser

50

Val

Ser

Asp

Gln

Glu

130
Asp

Asp
35
Met

Lys

Phe

Ile

Phe

115
Arg

Arg 3

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

<400>

Gly

Glu

Lys

Glu

50

Gly

Glu

Thr

Ser

Lys

130
Arg

His

Phe

Glu

35

Phe

Met

Asn

Arg

His

115

Pro

Asn

20
Ser

Tyr
Cys
Lys
Iie
100

Glu

Asp

4
282
PRT

Asp
LQs
Glu
Glu
85

Phe
Ser

Leu

Ile

Cys

Asp

Lys

70

Met

Phe

Ser

Phe

Met
150

Bomo sapien

His
Leu
20

Arg
Asp
Lys
Leu
Pro
100
Gly

Asp

Cys

His

Arg

Asn

Bis

Glu

Thr

85

Glu

Ile

Valk

Leu

Asn

Leu

Leu

70

Ala

His

Leu

Leu

Ser

Arg
Ser
55

Ile
Asn
Gln
Ser
Lys

135

Phe

His

Cys

Arg

Pro

55

Leu

Arg

Lys

Glu

Leu

135

Leu

Asp
40

Gln
Ser
Pro
Arg
Tyr
120

Leu

Thr

His
Lys
Thr
40

Pro
Glu
Asp
Sar
Gly
120

Tyr

Lys

25

Asn

Pro

Thr

Pro

Ser

105

Glu

Ile

Yal

Gly
Glu
25

Arg
Arg
Gly
Met
Ser
145
Ile

Asp

Asp

Ala

Arg

Leu

Asp

20

Val

Gly

Leu

Gln

Ala
10

Arg !

Lau

Asn

Leu

Glu

343

Asp

Cys

Lys

Pro

Gly

Ser

15

Asn

Pro

Tyr

Lys

Asn
155

Leu

Ala
Gly
Asp
75

Ser
Ser
Gly

Ile

Pro

Arg
Met
o0

Cys
Ile
Gly
Phe
Lys

140
Glu

Lys

Glu

Leu

Ala

60

Tyr

Ala

Thr

Thr

Phe

140
Lys

Thr
45

Ala
Giu
Lys
His
Leu
125

Glu

Asp

Leu
Glu
Ile
45

Asp
Ser
Leu
Phe
Val
125

Gln

Val

PCT/USO1/18804

30
Ile

Val

Asn

Asp

Asp

110

Ala

Asp

Cys
Ile
30

Ile
Phe
Val
Arg
Leu
110
His
Ile

Ile

Phe

Thr

Lys

Thr

35

Asn

Cys

Glu

Pro

15

Tyr

Cys

Asp

Asp

Ala

Val

Asp

Phe

Ile

Ile

Ile

Ile

8¢

Lys

Lys

Glu

Leu

His

Pro

‘Asn

Ile

Val

BO

Phe

Leu

Glu

Asn

Val

04

=
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oy
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145

Gln Ala Cys

Pro Thr Ser

Glu Ala
195

Ser

Asp

Ser
210
Ile

Cys
Ser Phe
225
Cys His

Thr Arg

Thr Arg Tyr

275

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

<400>

atgggccatc atcatcatca
agactatgta aagaaagagc

cgcectggete
gactttgaca
gaagagaate
gagcacaagt
atctgeggaa
cagatattca
caggectgea
gaagtggecet
gtggagaagy
ageacaatgg
tgctgecace
aaagctcaaa

ggcaattga

<210>
<211>
<212>

tcatcatatg
tcacagggat
tgacagceag
cctetgacag
ctgtgcatga
acaaccgcaa
gaggtgcaaa
cttcacagtc
acttcattgce
goctctatctt
tagaggaagt

tgceceaccat

150
Gly Zla
165

Glu

Arg
Leu Val
180
val

Tyr Lys

Thr Pro His

Thr Gln
230
Glu

Ile

Glu
245
Lys

Leu

BRla
260
Phe Tyrx

Ala

Leu

5
849
DNA

Homo sapien

5

6
282
PRT

Asn

Ala

Asn

215

Leu

Val

GLln

Ehe

Arg

Ser

His

200

Val

Ile

Phe

Met

tcatggcgee
tgaagagatc
caatacagag
gaaggagcta
ggatatggay
cacattcttg
tgagaaaaaa
ctgectcagt
ccgtggggaa
atctgagazac
tttctgetet
catcacaéaa
attteggaag
agaacgactg

135
Glu Leu
170

Gln

Gly
Ser Ser
185
Val

Glu Lys

Ser Trp Arg

Thr Phe
235
Val

Cys
Arg Lys
2590
Pro Thr Ile
265

Gly Asn

ctcaagecttt
tatccaataa
tttgaccatc
cttgagggte
tcagegcetga
gtactcatgt
ccagatgtgce
ctgaaggaca
ctgtgyggtca
ctggaggaag
tcaacgccac
ctcatcacat
gtacagcaat

tecatgacaa

Val Arg

Glu Asn
190
Phe Ile
205

Ser

Asp
Asp Thr
220
Gln

Lys Tyr

Gln Ser

Glu Leu

270

Arg

gtcctcatga
aggagagaaa
tgectecgag
tggactatag
gggcatttge
ctcatggcat
tgctttatga
aacccaaggt
gagactectcec
atgctgttta
acaacgtgte
gcttccagaa
catttgaaac
gatatttcta

PCT/USO1/18804

160

Asp Ser

175

Leu

Ala

Met

Ser

Phe

255

Ser

Glu

Met

agaattcectg
caacecgcaca
gaatggaget
tgtagatgta
taccagacca
cctggagygga
caccatctte
catcattgtce
agcatccttg
caagacccac
ctggagagac
atattcttgg
tccaaggygcec
cctctttect

60
120
180
240
300
360
420
480
540
600
660
720
780
840
849
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<213> Homo sapien

<400> 6
Met Gly His His His His His His Gly Ile Leu Lys Leu Cys Pro Arg

Glu Glu Phe Leu Arg Leu Cys Lys Lys Asn His Asp Glu Ile Tyr Pro
20 25 30
Ile Lys Lys Arg Glu Asp Arg Arg Arg Leu Ala Leu Ile Ile Cys Asn
35 4G 45
10 Thr Lys Phe Asp His Leu Pro Ala Arg Asn Gly Ala His Tyr Asp Ile
50 55 60
Val Gly Met Lys Arg Leu Leu Gln Gly Leu Gly Tyr Thr Val Val Asp
65 70 75 80
Glu Lys Asn Leu Thr Ala Arg Asp Met Glu Ser Val Leu Arg Ala Phe
15 8BS 30 s
Ala Ala Arg Pro Glu His Lys Ser Ser Asp Ser Thr Phe Leu Val Leu
100 105 110
Met Ser His Gly Ile Leu Glu Gly Ile Cys Gly Thr Ala His Lys Lys
115 120 125
20 Lys Lys Pro Asp Val Leu Leu Tyr Asp Thr Ile Phe Gln Ile Phe Asn
130 135 140
Asn Arg Asn Cys Leu Ser Leu Lys Asp Lys Pro Lys Val Ile Ile Val
145 150 155 160
Gln Ala Cys Arg Gly Glu Lys His Gly Glu Leu Trp Val Arg Asp Ser
25 ' 165 170 175
Pro Ala Ser Leu Ala Val Ile Ser Ser Gln Ser Ser Glu Asn Leu Glu
180 185 190
Ala Asp Ser Val Cys Lys Ile His Glu Glu Lys Asp Phe Ile Ala Phe
155 200 205
30 Cys Ser Ser Thr Pro His Asn Val Ser Trp Arg Asp Arg Thr Arg Gly
210 215 220
Ser Ile Phe Ile Thr Glu Leu Ile Thr Cys Phe Gln Lys Tyr Ser Cys
225 230 235 240
Cys Cys His Leu Met Glu Ile Phe Arg Lys Val Gln Lys Ser Phe Glu
35 245 250 255
Val Pro Gln Ala Lys Ala Gln Met Pro Thr Zle Glu Arg Ala Thr Leu
240 265 270
Thr Arg Asp Phe Tyr Leu Phe Pro Gly Asn
275 280
40
<210> 7
<211> B49
<212> DNA
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<213> Homo sapien

<400> 7

atgggccatc
agactgtgta
cgectggete
cactatgaca
gaaaagaate
gagcacaagt
atctgcggaa
cagatattca
caggccetgea
gcagtcatct
gaggagaagg
cgcacaaggg
tgctgccacc
aaagcccaga

ggcaattga

<210>
<211>
<2lz>
<213>

<400>
agatctegat
ttceccteta
caattgecate
agatgatgaa
tcgtaattta
catgacagac
caaggattcet
cacgctgtcg
caaggacacg
gatgcaattt
tctectttaaa
tgtccaasat
tcatcatcat
taaagaaaga
tctecatcata
catcacaggyg
tctgacagcc

gtcctctgac

atcatcatca
aaaaaaatca
tcatcatatyg
tcgtggggat
tecacagecag
cctctgacag
ctgecgecataa
acaaccgcaa
gaggtgaaaa
cttcacagte
acttcattge
gctecatett
taatggaaat

tgcccaccat

8
1743
ONA

tFatggcata
tbatgagatc
c?atacaaag
gﬁaaaggctg
ggatatggag
cacgttettyg
zaagaaaaaa
ctgecteagt
aLatggggaa
4tctgagaac
tttetgttct
dattacggaa
itttcggaag

agaacgagca

Homo sapien

B
cecgogaaat
gaccacacct
aactttgtgg
aacctggaat
aatgaccagg
agtgactgce
cagecgegeyg
tgtgagaaca
aagtctgata
gaatcatcca
cttattttaa
gaagactagt
catcatggceg
gctgaagaga
tgcaatacag
atgaaggagce
agggatatgg
agcacattct

daatacgact
Haaggaggat
daatgaaatt
4agattactt
tcctatttat
éagacaatgc
daatgqccgt
égattattag
fcatattttt
QCtatgaagg
dgaaagagga

dqagqatata

dcctcaaget

ﬁctatccaat

égtttgacca

facttgaggg
agtcagcget
ﬁggtactcat

ctcaaacttt
tatccaataa
tttgatcacc
ctteaaggeco
tcagtgetga
gtactcatgt
ccggatgtgc
ctaaaggaca
ctctgggtcea
ctggaggcag
tcaacaccac
ctecatcacat
gtacagaaat

accttgacaa

cactataggg
ataacatatg
tattgacaat
taggeaagett
cgaccaaggy
goccgegaace
aactatttct
tttcaaagag
ccagegeage
gtactttectt
cgagetagge
ataccaggaa
ttgtcctcat
aaaggagaga
tctgeecteeg
tctggactat
gagggceatit
gtetcatggeo

gtccteogtga
aaaagagaga
tgectgcaag
tgggctacac
gggcatttgce
ctecatggeat
tgctttatga
aacccaaggt
gagactctce
attctgtitg
ataacgtgtc
gcttccagaa
catttgaagt
gagatttcta

gaattgtgag
gotgetgaac
acgetttact
gagagcaaac
aatcgtccac
attttcatta
gtcaaatgtg
atgaateegce
gtgccggggc
gcatgcgaga
gatcgcagca
taaataaaat
gaagaattce
aacaaccgca
aggaatggag
agtgtagatg
gctaccagac

atcetggagg

PCT/US01/18804

agaattcctg
ggaccgcaga
gaatgggget
tgtggttgac
tgccagacea
cctagaggga
caccatctte
catcattgte
agcatccttg
caagatccac
ctggagagac
atattcttge
tecacagget
cctcetttceect

cggataacaa
cagtagaaga
ttatagctga
tatcggtcat
tattcgagga
tatctatgta
aaaagatatc
cggataatat
acgataacaa
aggaacgcga
ttatgttcac
ccatgggeea
tgagactatg
cacgectgge
ctgactttga
tagaagagaa
cagagcacaa

gaatctgcegg

04 CTC zith

60
120
180
240
300
360
420
480
540
600
660
720
780
8B40
849

60
120
180
240
300
360
420
430
540
600
660
720
780
840
200
560

1020
1080
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aactgtgcat
caacaaccgc
cagaggtgca
ctcttcacag
ggacttcatt
gggctctate
cctagaggaa
aatgceccace
aaaatggatc
caccaceact
accgetgage
ttg

gatgagaaaa
aactgectea
aaccgtggygy
teatctgaga
getttetget
ttcatcacac
gtatttegga
atagaacgac
cgaattcgag
gagateccgyc

aataactage

<210> 9
<211> 1464
<212> DNA

<213> Homo sapien

<400> 29

atggctgectg
aatacgettt
cttgagagca
gggaatcgtc
accattttea
tctgtcaaat
gagatgaatc
agegtgecgg
cttgeatgly
ggcgategea
gaataaataa
cgtgaagaat
agagaggace
gcaaggaatyg
tacactgtgg
tttgetgeca
ggcatcctag
tatgacacca
zaggtecatca
tetecageat
gtttgcaaga
gtgtecetgga
cagaaatatt

gaagtteccac

aaccagtaga
actttatage
aactatcggt
cactattcga
ttatatctat
gtgaaaagat
cgecggataa
ggcacgataa
agaaggaacyg
gcattatgtt
aatccatggg
tcctgagact
gcagacgeet
gggctcacta
ttgacgaaaa
gaccagagcea
agggaatctg
tetteecagat
ttgtccagge
ccttggecagt
tccacgagga
gagaccgcac
cttgctgetg

aggctaaagc

1

2accagatgt
gtctgaagga
aactgtgggt
acctggagga
cttcaacgce
aactcatcac
aggtacageca
tgtccatgac
ctcecgtcegac
tgctaacaaa

ataacccctt

agacaattgce
tgaagatgat
cattcgtaat
ggacatgaca
gtacaaggat
atccacgetg
tatcaaggac
caagatgcaa
cgatctcttt
cactgtccaa
ccatcatcat
gtgtaaaaaa
ggctcteatce
tgacatcgtg
gaatctcaca
caagtcctct
cggaactgcg
aticaacaac
ctgcagaggt
catctcttca
gaaggacttc
aaggggctce
ccacctaatyg

ccagatgece

gctgetttat
caaacccaayg
cagagactct
agatgctgtt
acacaacgtg
atgecttccag
atcatttgaa
aagatatttc
aagcttgcga
gcccgaaagg

ggggcctcta

atcaactttg
gaaaacctgg
ttaaatgacc
gacagtgact
tctecageege
tegtgtgaga
acgaagtcetg
tttgaztcat
aaacttattt
aatgaagact
catcatcatg
aatcatgatg
atatgcaata
gggatgaaaa
gecagggata
gacagcacgt
cataaaaaga
cgcaactgec
gaaaaacatg
cagtcatctg
attgeotttet
atcttcatta
gaaatatttc

accatagaac

gacaccatct
gtcatcattg
ccagecatcect
tacaagacce
tecctggagag
aaatattctt
actccaaggyg
tacctettte
cecgeactega
aagctgagtt
aacgggtcett

tggcaatgaa
aatcagatta
aggtectatt
gccgagacaa
gcggaatgge
acaagattat
atatcatatt
ccagctatga
taaagaaaga
agtggaggat
gcatactcaa
agatctatce
caaagtttga
ggctgcettea
tggagtcagt
tcttggtact
aaaaaccgga
tcagtctaaa
gggaactctyg
agaacctgga
gttettcaac
cggaactecat
ggaaggtaca

gagcaacctt

PCT/USD1/18804

tccagatatt
tcecaggectyg
tggaagtggce
acgtggagaa
acagcacaat
ggtgctgececa
ccaaagctca
ctggcaattg
gcaccaceac
ggctgctgcco
gaggggttet

atttattgac
cttiggecaag
tatcgaccaa
tgcgcegega
cgtaactatt
tagtttcaaa
ttteccagege
agggtacttt
ggacgagcta
ataataccag
actttgtect
aataaaaaag
tcacctgect
aggcetggge
gctgagggca
catgtctcat
tgtgctgett
ggacaaacca
ggtcagagac
ggcagattct
accacataac
cacatgette
gaaatcattt

gacaagagat

[ ot ﬂﬂﬂ

TR A T

04

1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1743

60
120
180
240
300
3560
420
480
540
600
660
720
780
B840
900
960

1020
10890
1140
1200
1260
1320
1380
1440

)
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ttctacctet ttectggeaa ttga

Met

Val

Lys

Gln

Ser

65

Leu

Asp

Lys

Glu

145

Glu

Phe

Ser

Leu

Ile
225

<210>
<211>
<2l2>
<213>

<400>

Gln

Glu

Glu

Leu

50
Thr

Ser

Phe
210
Met

Ile

Ser

Gly

35

Glu

Leu

Ser

Asp

Arg

115

Ser

Asn
Gln
Ser
195

Lys

Phe

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

10
233
PRT

Homo sapien

10
Phe Val

Ser Asp
20
Ile Pro

Asp Gly

His Len

Lys Leu
85

Gln Gly

100

Asp Asn

Gln Pro
Ser Thr
Pro Pro
165
Arg Ser
180
Tyr Glu
Leu Ile
Thr Val
11

702
DNA

Lys

Thr

Arg
Val
70

Ser
Asn
Ala
Arg
Leu
150
Asp
Val
Gly

Leu

Gln
230

Homo sapien

Thr

Ile

Asp

Thr

35

Leu

Val

Arg

Pro

Gly

135

Ser

Asn

Pro

Tyr

Lys

215

Asn

Leu
Asp
Gln
40

Leu
aArg
Ile
Pro
Arg
i20
Met
Cys
Ile
Gly
Phe

200
Lys

Tnr

Asn

25

Gln

Ser

Leu

Arg

Leu

105

Thr

Ala

Glu

Lys

His

185

Leu

Glu

Asp

Gly
10

val
Arg
Asp
Arg
Asn
20

Phe
Ile
Val
Asn
Asp
170
Asp

Ala

Asp

Lys

Lys

Leu

Tyr

Gly

75

Leu

Phe
Thr
Lys
155
Thr
Asn

Cys

Glu

Thr

Ser

Ile

asn

60

Gly

Asn

Asp

Ile

Ile

140

Ile

Lys

Lys

Glu

Leu
220

Ile
Lys
Phe
45

Ile

Tyr

Mat
Ile
125
Ser
Ile
Ser
Met
Lys

205
Gly

Ala

Gln

Phe

Gln

Thr

110

Ser

Val

Ser

Asp

Gln

190

Glu

Asp

PCT/US01/18804

Leu
15

Gln
Gly
Lys
Gly
Val
g5

Asp
Met
Lys
Phe
Ile
175
Phe

Arg

Arg

Glu

Lys
80

Leu
Ser
Tyr
Cys
Lys
160
Ile
Glu

Asp

Ser

04

1464
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<400>
atgcagatct

~ gataccatcg

caaagattga
attcagaagg
cttgagagca
gggaategte
accattttca
tctgtcaaat
gagatgaatc
agcgtgeegqg
cttgcatgcg
ggcgatcgea

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

<400>
agatctcgat
ttcecectcta
aaccggtaaa
gaaaattcaa
gcagctegag
tcttgtcetta
tcgtaattta
catgacagac
caaggattet
caggetgteg
caaggacacg
gatgcaattt
tctetttaaa
tgtccaaaat
tcatcatcat
tggttcecga
atcgatttat
aaactacatt
tagccgttgg
tggttteatt
atcattggea
tgaggagata

11
tcgtcaagac
acaacygttaa
tetttgecgg
agtcgacctt
aactateggt
cactattcga
ttatatctat
gtgaaaagat
cgecggataa
ggcacgataa
agaaggaacg
gcattatgtt

12
3419
DNA

gttaaccggt
gtcgaaaatt
taagcagcte
acatecttgtce
cattecgtaat
ggacatgaca
gtacaaggat
atccacgetg
tatcaaggac
caagatgcaa
cgatctettt
cactgtecaa

Homo sapien

12
cccgcogaaat
gaccacacet
accataactce
gacaaggaag
gacggtagaa
agactaagag
aatgacecaqg
agtgactgce
cagccgoegeg
tgtgagaaca
aagtctgata
gaatcatcca
cttattttaa
gaagactagt
catcatggeca
caggattttt
ttattaattt
gttgagagcg
ttgeccagaa
gctggtttag
tcatecagag

gaacaaaatg

taatacgact
taaggaggat
tagaagttga
gcattccace
cgetgtectga
gagggtactt
tcctatttat
gagacaatgc
gaatggcegt
agattattag
tcatattttt
gctatgaagg
agaaagagga
ggaggatata
tggatgaaaq
tgagaaattt
ttggcatagt
ttagtgaaat
gtaagtttac
ttaatgatgyg
aattaatgga

aacacaatga

adaaccataa
caagacaagg
gaagacggta
ttaagactaa
ttaaatgacc
gacagtgact
tcteageege
tcgtgtgaga
acgaagtctg
tttgaatcat
aaacttattt
aatgaagact

cactataggg
ataacatatg
atcttcogat
tgatcaacaa
ttacaacatt
tggcaagctt
cgaccaaggg
gccgegaace
aactatttct
tttcaaagag
ccagcgcagc
gtactttctt
cgagetagge
ataccaggaa
caagataaac
taazaacttgg
agtattttte
gacaacaaac
ccacttagac
taacacttgt
gttcttggac

agaaggaaac

ctctagaagt
aaggcattcc
gaacgctgte
gaggagggta
aggtectatt
gccgagacaa
gcggaatgge
acaagattat
atatcatatt
ccagctatga
taaagaaaga
ag

gaattgtgag
cagatctteg
accatcgaca
agattgatct
cagaaggagt
gagagcaaac
aategtccac
atttrcatta
gtcaaatgtg
atgaatccge
gtgeceggyge
geatgeogaga
gatcgcagca
taaataaaat
agtttattac
agtaacaaca
tataaaaaac
ttcagaaata
gaagagatct
tttatgaact
aataatgtca

gggcaagaat

PCT/US01/18804

tgaatecttce
acctgatcaa
tgattacaac
ctttggcaag
tatcgaccaa
tgcgeegega
cgtaactatt
tagtttcaaa
tttccagege
agggtacttt
ggacgagecta

cggataacaa
tcaagacgtt
acgttaagtc
ttgecggtaa
cgaccttaca
tatcggtcat
tattegagga
tatctatgta
aaaagatatc
cggataatat
acgataacaa
aggaacgcga
ttatgttcac
ccatgggeca
aatttttatt
ataacaatct
cagaccatct
ataatagcct
tgaaaagagg
ctgttttgea
taaggaccta

ctgctcaaga

04C

60
iz20
180
240
300
360
420
480
540
600
€60
702

60
120
180
240
300
360
420
480
540
600
660
720
180
840
300
360

1020
10490
1140
1200
1260
1320
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tgaagccact
gaaattgaat
cactttecagt
taaaccctat
tattcttctt
gttggaaagt
atcagaatta
ttacattceca
tttcacacct
tttacagtgt
tttaccgaac
taaacctgaa
tcatttatet
gccaattaac
tattgacgat
atctaagcag
cgtatttgat
aacgttgaat
gccaatgtcea
cggtgaatac
agaaaaagaa
tatcagtaac
tgagtacatt
ttctgatgtt
gagccttgac
agatgttata
tcecattgaca
ttacattgea
cgttgtggac
tgactttgat
tgaagaagat
agagcaagga
agaagaccat
accactgaga

ctgagcaata

cataagaaaa
aggaagtcaa
gtegecttaa
ttcaaaacca
ggctacgace
aacgttaaat
cccgatgatg
actgaacaga
ttcaaactaa
ggtgagaacg
gagaatattg
atcatcgaayg
ggtcagttga
gctgtaaaag
gaagattata
attttaatat
ccaagaacgt
cttgeeccett
aaaaaggaaa
tatacgaaat
tacgatgacyg
tatgatccee
gaagaaaccg
gaaaacgaga
gaaccaaaga
cecagetceeac
tattcattge
tttagaaaat
gaagctgaag
gaagaaactg
gatgaaaaag
gaaggtgaag
agagatattt
tecggectget

actagcataa

acactcgtaa
gttcgaaaga
gggatctact
atagtttatt
aagaggacgc
cattgaatac
ctttagtagg
ttgatcectaa
tgacteettt
gtggcataag
gttccacttt
tegtagaatqg
aagaatttga
atagggtcca
agaagttgeca
caagacctee
acatgattag
ggtgttgtga
aagctgegea
tacatgaacg
cagaggggaa
taaacggtga
atgctttagyg
atgtaaaaga
tcaatgttga
ctatcaatta
getetgteat
acaggggtig
tcetttcaac
ggaagatgaa
agcaggageca
agcaagagga
ctggtaaaga
aacaaagcce

ccecttgggg
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gggtggcaaa
agacgaagaa
ttctgectta
gaaagcaatg
gcaagaatte
tgaaaaacta
tecaacttaac
ctctatacta
agatggtatc
atattcegta
aaaattatcet
taaccgttgt
aaaaaaacct
tcaaatcgaa
ftacagcaaat
accattatta
aaaaaataac
tattaatgaa
acaagattca
cttcgagcag
ctatgegtcet
agtcgatgge
gaatacaatc
taatgaagaa
agatcaacta
tgctaggtea
tgttcactac
ttggtggaga
acccggtgta
ggatgatttg
aaaaggagtc
aggtcaagag
tgtaaactaa
gaaaggaage

ccteotaaacy

gtttatggta
aagagccagg
aatgcgaagt
tecaaatcte
tteecagaaca
gataccactc
cttggtgaag
catgacaagt
acggeagaaa
ttttcgggat
cagttatktga
geoccteacag
gagggttcga
gaagttcttyg
atggtacgta
tccattcata
tcgaaagtat
atcaatttgg
agtgaagatg
gaatttgaag
cattacaatce
gtgacatcceg
aaaaaaagga
ctgcaagaaa
gaaacatcat
ttttccacag
ggtacccata
atatctgatg
tttatgttat
gaagctattc
caggagccaa
cagatgaagt
gctcgagcac
tgagttggct
ggtcttgagyg
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agcataagaa
agccagatat
attatcggga
caagaaaaaa
tactagccga
cagttgcgaa
ttggcactgt
ccattcaaaa
gaattggttg
taagcttaaa
gcgactggag
cagcgcactc
tcecagaaaa
ccaaaccagt
aatgctctaa
tcaacagatc
tgtttaagtc
atgctegttt
aaaacattgg
acagcgagga
ataccaagga
atgatgaaga
tcatagaaca
tcgacaatgt
ctgatgagga
ttccageccac
attatggtca
agactgtgta
tttacgaata
agagtaataa
aggaaagcca
tcgagagaac
caccacrace
gctgccaceg
ggttttttyg

04CC

1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
19B0O
2040
2100
2160
2220
2280
2340
2400
2460
2520
2580
2640
2700
2760
2820
2880
2940
3000
3060
3120
3180
3240
3300
3360
3419

nan

eyt



