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Figure 1

DNA sequence of the N-terminal endostatin-albumin fusion open reading frame

ATGAAGTGGGTTTTCATCGICTCCATTTTGTTCTTGTTCTCCTCTGCTTACTCTA
GATCTTTGGATAAGAGACACAGCCACCGCGACTTCCAGCCGGTGCTCCACCTG
GTTGCGCTCAACAGCCCCCTGTCAGGCGGCATGCGGGGCATCCGCGGGGCCG
ACTTCCAGTGCTTCCAGCAGGCGCGGGCCGTGGGGCTGGCGGGCACCTITCCGC
GCCTTCCTGTCCTCGCGCCTGCAGGACCTGTACAGCATCGTGCGCCGTGCCGA
CCGCGCAGCCGTGCCCATCGTCAACCTCAAGGACGAGCTGCTGTTTCCCAGCT
GGGAGGCTCTGTTCTCAGGCTCTGAGGGTCCGCTGAAGCCCGGGGCACGCATC
TTCTCCTTTGACGGCAAGGACGTCCTGAGGCACCCCACCTGGCCCCAGAAGAG
CGTGTGGCATGGCTCGGACCCCAACGGGCGCAGGCTGACCGAGAGCTACTGT
GAGACGTGGCGGACGGAGGCTCCCTCGGCCACGGGCCAGGCCTCCTCGCTGCT
GGGGGGCAGGCTCCTGGGGCAGAGTGCCGCGAGCTGCCATCACGCCTACATC
GTGCTCTGCATTGAGAACAGCTTCATGACTGCCTCCAAGGACGCTCACAAGTC
CGAAGTCGCTCACCGGTTCAAGGACCTAGGTGAGGAAAACTTCAAGGCTTTGG
TCTTGATCGCTTTCGCTCAATACTTGCAACAATGTCCATTCGAAGATCACGTCA
AGTTGGTCAACGAAGTTACCGAATTCGCTAAGACTTGTGITGCTGACGAATCT
GCTGAAAACTGTGACAAGTCCTTGCACACCTTGTTCGGTGATAAGTTGTGTAC
TGTTGCTACCTTGAGAGAAACCTACGGTGAAATGGCTGACTGTTGTGCTAAGC
AAGAACCAGAAAGAAACGAATGTTTCTTGCAACACAAGGACGACAACCCAAA
CTTGCCAAGATTGGTTAGACCAGAAGTTGACGTCATGTGTACTGCTTTCCACG
ACAACGAAGAAACCTTCTTGAAGAAGTACTTGTACGAAATTGCTAGAAGACA
CCCATACTTCTACGCTCCAGAATTGTTGTTCTTCGCTAAGAGATACAAGGCTGC
TTTCACCGAATGTTGTCAAGCTGCTGATAAGGCTGCTTGTTTGTTGCCAAAGTT
GGATGAATTGAGAGACGAAGGTAAGGCTTCTTCCGCTAAGCAAAGATTGAAG
TGTGCTTCCTTGCAAAAGTTCGGTGAAAGAGCTTTCAAGGCTTGGGCTGTCGC
- TAGATTGTCTCAAAGATTCCCAAAGGCTGAATTCGCTGAAGTTICTAAGTTGG
TTACTGACTTGACTAAGGTTCACACTGAATGTTGTCACGGTGACTTGTTGGAAT
GTGCTGATGACAGAGCTGACTTGGCTAAGTACATCTGTGAAAACCAAGACTCT
ATCTCTTCCAAGTTGAAGGAATGTTGTGAAAAGCCATTGTTGGAAAAGTCTCA
CTGTATTGCTGAAGTTGAAAACGATGAAATGCCAGCTGACTTGCCATCTTITGG
CTGCTGACTTCGTTGAATCTAAGGACGTTTGTAAGAACTACGCTGAAGCTAAG
GACGTCTTCTTGGGTATGTTCTTGTACGAATACGCTAGAAGACACCCAGACTA
CTCCGTTGTCTTGTTGTTGAGATTGGCTAAGACCTACGAAACTACCTTGGAAA
AGTGTTGTGCTGCTGCTGACCCACACGAATGTTACGCTAAGGTTITTCGATGAA
TTCAAGCCATTGGTCGAAGAACCACAAAACTTGATCAAGCAAAACTGTGAATT
GITCGAACAATTGGGTGAATACAAGTTCCAAAACGCTTTGTTGGTTAGATACA
CTAAGAAGGTCCCACAAGTCTCCACCCCAACTTTGGTTGAAGTCTCTAGAAAC
- TTGGGTAAGGTCGGTTCTAAGTGTTGTAAGCACCCAGAAGCTAAGAGAATGCC
ATGTGCTGAAGATTACTTGTCCGTCGTTTTGAACCAATTGTGTGTITTGCACGA
AAAGACCCCAGTCTCTGATAGAGTCACCAAGTGTITGTACTGAATCTTTGGTTA
ACAGAAGACCATGTTTCTCTGCTTTGGAAGTCGACGAAACTTACGTTCCAAAG
GAATTCAACGCTGAAACTTTCACCTTCCACGCTGATATCTGTACCTTGTCCGAA
AAGGAAAGACAAATTAAGAAGCAAACTGCTTTGGTTGAATTGGTCAAGCACA
AGCCAAAGGCTACTAAGGAACAATTGAAGGCTGTCATGGATGATTTCGCTGCT
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Figure 2

Amino acid sequence of the N-terminal endostatin-albumin fusion protein

MKWVFIVSILFLFSSAYSRSLDKRHSHRDFQPVLHLVALNSPLSGGMRGIRGADFQ
CFQQARAVGLAGTFRAFLSSRLQDLYSIVRRADRAAVPIVNLKDELL FPSWEALFS
GSEGPLKPGARIFSFDGKDVLREPTWPQKSVWHGSDPNGRRLTESYCETWRTEAP
SATGQASSLLGGRLLGQSAASCHHA YIVLCIENSFMTASKDAHKSEVAHRFKDLG
EENFKALVLIAFAQYLQQCPFEDHVKLVNEVTEFAKTCVADESAENCDKSLHTLE
GDKLCTVATLRETYGEMADCCAKQEPERNECFLQHKDDNPNLPRLVRPEVDYM
CTAFHDNEETFLKKYLYEIARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACL
LPKLDELRDEGKASSAKQRLKCASLQKFGERAFKAWAVARLSQRFPKAEFAEVS
KLVTDLTKVHTECCHGDLLECADDRADLAKYICENQDSISSKLKECCEKPLLEKS
HCIAEVENDEMPADLPSLAADFVESKDVCKNYAEAKDVFLGMFLYEYARRHPDY
SVVLLLRLAKTYETTLEKCCAAADPHECY AKVFDEFKPLVEEPQNLIKQNCELFE
QLGEYKFQNALLVRYTKKVPQVSTPTLVEVSRNLGK VGSKCCKHPEAKRMPCAE
DYLSVVLNQLCVLEEKTPVSDRVTKCCTESLVNRRPCFSALEVDETYVPKEFNAE
TFTFHADICTLSEKERQIKKQTALVELVKHKPKATKEQLK AVMDDFAAFVEKCCK
ADDKETCFAEEGKKLVAASQAALGL (SEQ ID NO:31)
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Figure 3

DNA sequence of the C-terminal albumin-endostatin fusion open reading frame

ATGAAGTGGGTAAGCTTTATTTCCCTTCTTTTTCTCTTTAGCTCGGCTTATTCC
AGGAGCTTGGATAAAAGAGATGCACACAAGAGTGAGGTTGCTCATCGGTTT

AAAGATTTGGGAGAAGAAAATTTCAAAGCCTTGGTGTTGATTGCCTTTGCTC

AGTATCTTCAGCAGTGTCCATTTGAAGATCATGTAAAATTAGTGAATGAAGT

AACTGAATTTGCAAAAACATGTGTTGCTGATGAGTCAGCTGAAAATTGTGAC
AAATCACTTCATACCCTITTITTGGAGACAAATTATGCACAGTTGCAACTCTTCG
TGAAACCTATGGTGAAATGGCTGACTGCTGTGCAAAACAAGAACCTGAGAG

AAATGAATGCTTCITGCAACACAAAGATGACAACCCAAACCTCCCCCGATTG
GTGAGACCAGAGGTTGATGTGATGTGCACTGCTTTTCATGACAATGAAGAGA
CATTTTTGAAAAAATACTTATATGAAATTGCCAGAAGACATCCTTACTTITAT
GCCCCGGAACTCCTTTTCTTITGCTAAAAGGTATAAAGCTGCTTTTACAGAATG
TTGCCAAGCTGCTGATAAAGCTGCCTGCCTGTTGCCAAAGCTCGATGAACTT

CGGGATGAAGGGAAGGCTTCGTCTGCCAAACAGAGACTCAAGTGTGCCAGT

- CTCCAAAAATTTGGAGAAAGAGCTTTCAAAGCATGGGCAGTAGCTCGCCTGA
GCCAGAGATTTCCCAAAGCTGAGTTTGCAGAAGTTTCCAAGTTAGTGACAGA
TCTTACCAAAGTCCACACGGAATGCTGCCATGGAGATCTGCTTGAATGTGCT

GATGACAGGGCGGACCTTGCCAAGTATATCTGTGAAAATCAAGATTCGATCT
CCAGTAAACTGAAGGAATGCTGTGAAAAACCTCTGTTGGAAAAATCCCACTG
CATTGCCGAAGTGGAAAATGATGAGATGCCTGCTGACTTGCCTTCATTAGCT

GCTGATTTTGTTGAAAGTAAGGATGTTTGCAAAAACTATGCTGAGGCAAAGG
ATGTCTTCCTGGGCATGTTTTTGTATGAATATGCAAGAAGGCATCCTGATTAC
TCTGTCGTGCTGCTGCTGAGACTTGCCAAGACATATGAAACCACTCTAGAGA
AGTGCTGTGCCGCTGCAGATCCTCATGAATGCTATGCCAAAGTGTTCGATGA
ATTTAAACCTCTTGTGGAAGAGCCTCAGAATTTAATCAAACAAAATTGTGAG
CTTTTTGAGCAGCTTGGAGAGTACAAATTCCAGAATGCGCTATTAGTTCGTT

ACACCAAGAAAGTACCCCAAGTGTCAACTCCAACTCTTGTAGAGGTCTCAAG
AAACCTAGGAAAAGTGGGCAGCAAATGTTGTAAACATCCTGAAGCAAAAAG
AATGCCCTGTGCAGAAGACTATCTATCCGTGGTCCTGAACCAGTTATGTGTG

TTGCATGAGAAAACGCCAGTAAGTGACAGAGTCACCAAATGCTGCACAGAA
TCCTTGGTGAACAGGCGACCATGCTTTITCAGCTCTGGAAGTCGATGAAACAT
ACGTTCCCAAAGAGTTTAATGCTGAAACATTCACCTTCCATGCAGATATATG

CACACTTTCTGAGAAGGAGAGACAAATCAAGAAACAAACTGCACTTGITGA

GCTCGTGAAACACAAGCCCAAGGCAACAAAAGAGCAACTGAAAGCTGTTAT
-GGATGATTTCGCAGCTTTTGTAGAGAAGTGCTGCAAGGCTGACGATAAGGAG
ACCTGCTTTGCCGAGGAGGGTAAAAAACTTGTTGCTGCAAGTCAAGCTGCCT
- TAGGCTTACACAGCCACCGCGACTTCCAGCCGGTGCTCCACCTGGTTGCGCT

CAACAGCCCCCTGTCAGGCGGCATGCGGGGCATCCGCGGGGCCGACTTCCA

GTGCTTCCAGCAGGCGCGGGCCGTGGGGCTGGCGGGCACCTITCCGCGCCTITC
CTGTCCTCGCGCCTGCAGGACCTGTACAGCATCGTGCGCCGTGCCGACCGCG
CAGCCGTGCCCATCGTCAACCTCAAGGACGAGCTGCTGTTTCCCAGCTGGGA
GGCTCTGTTCTCAGGCTCTGAGGGTCCGCTGAAGCCCGGGGCACGCATCTTC
TCCTTTGACGGCAAGGACGTCCTGAGGCACCCCACCTGGCCCCAGAAGAGCG
TGTGGCATGGCTCGGACCCCAACGGGCGCAGGCTGACCGAGAGCTACTGTG
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_ AGACGTGGCGGACGGAGGCTCCCTCGGCCACGGGCCAGGCCTCCTCGCTGCT
GGGGGGCAGGCTCCTGGGGCAGAGTGCCGCGAGCTGCCATCACGCCTACAT
CGTGCTCTGCATTGAGAACAGCTTCATGACTGCCTCCAAG (SEQ ID NO:32)
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Figure 4

Amino acid sequence of the C-terminpal albumin-endostatin fusion protein

MKWVSFISLLFLFSSAYSRSLDKRDAHKSEVAHRFKDLGEENFKALVLIAFAQYL
QQCPFEDHVKLVNEVTEFAKTCVADESAENCDKSLHTLFGDKLCTVATLRETYG
EMADCCAKQEPERNECFLQHKDDNPNLPRLVRPEVDVMCTAFHDNEETFLKKYL
YEIARRHPYFYAPFLLFFAKRYKAAFTECCQAADKAACLLPKLDELRDEGKASSA
KQRLKCASLQKFGERAFKAWAVARLSQRFPKAFFAEVSKLVTDLTKVHTECCHG
' DLLECADDRADLAKYICENQDSISSKLKECCEKPLLEKSHCIAEVENDEMPADLPS
LAADFVESKDVCKNYAEAKDVFLGMFLYEYARRHPDYSVVLLLRLAKTYETTLE
KCCAAADPHECY AKVFDEFKPLVEEPQNLIKQNCELFEQLGEYKFQNALLVRYTK
KVPQVSTPTLVEVSRNLGKVGSKCCKHPEAKRMPCAEDYLSVVLNQLCVLHEKT
PVSDRVTKCCTESLVNRRPCFSALEVDETYVPKEFNAETFTFHADICTLSEKERQIK
KQTALVELVKHEKPKATKEQLKAVMDDFAAFVEKCCKADDKETCFAEEGKKLVA
ASQAATLGLHSHRDFQPVLHLVALNSPLSGGMRGIRGADFQCFQQARAVGLAGTF
RAFLSSRLQDLYSIVRRADRAAVPIVNLKDELLFPSWEALFSGSEGPLKPGARIFSF
DGKDVLRHPTWPQKSVWHGSDPNGRRLTESYCETWRTEAPSATGQASSLLGGRL
LGQSAASCHHAYIVLCIENSFMTASK. (SEQ ID NO:33)
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- Figure 5
DNA sequence of the N-terminal angiostatin(non-glycosylated)-albumin fosion open
reading frame

ATGAAGTGGGTITTCATCGTCTCCATTTTGTTCTTGTTCTCCTCTGCTTACTCT
AGATCTTTGGATAAGAGAGTGTATCTCTCAGAGTGCAAGACTGGGAATGGA
AAGAACTACAGAGGGACGATGTCCAAAACAAAAAATGGCATCACCTGTCAA
"AAATGGAGTTCCACTTCTCCCCACAGACCTAGATTCTCACCTGCTACACACC
CCTCAGAGGGACTGGAGGAGAACTACTGCAGGAATCCAGACAACGATCCGC
AGGGGCCCTGGTGCTATACTACTGATCCAGAAAAGAGATATGACTACTGCGA
CATTCTTGAGTGTGAAGAGGAATGTATGCATTGCAGTGGAGAAAACTATGAC
GGCAAAATTTCCAAGACCATGTCTGGACTGGAATGCCAGGCCTGGGACTCTC
AGAGCCCACACGCTCATGGATACATTCCTTCCAAATTTCCAAACAAGAACCT
GAAGAAGAATTACTGTCGTAACCCCGATAGGGAGCTGCGGCCTTGGTGTTTC
ACCACCGACCCCAACAAGCGCTGGGAACTTTGTGACATCCCCCGCTGCACAA
'CACCTCCACCATCTTCTGGTCCCACCTACCAGTGTCTGAAGGGAACAGGTGA
AAACTATCGCGGGAATGTGGCTGTTACCGTGTCCGGGCACACCTGTCAGCAC
TGGAGTGCACAGACCCCTCACACACATCAAAGGACACCAGAAAACTTCCCCT
GCAAAAATTTGGATGAAAACTACTGCCGCAATCCTGACGGAAAAAGGGCCC
CATGGTGCCATACAACCAACAGCCAAGTGCGGTGGGAGTACTGTAAGATAC
CGTCCTGTGACTCCTCCCCAGTAGACGCTCACAAGTCCGAAGTCGCTCATCG
ATTCAAGGACCTAGGTGAGGAAAACTTCAAGGCTTTGGTCTTGATCGCTTTC
GCTCAATACTTGCAACAATGTCCATTCGAAGATCACGTCAAGTTGGTCAACG
'AAGTTACCGAATTCGCTAAGACTTGTGTTGCTGACGAATCTGCTGAAAACTG

- TGACAAGTCCTTGCACACCTTGTTCGGTGATAAGTTGTGTACTGTTGCTACCT
TGAGAGAAACCTACGGTGAAATGGCTGACTGTTGTGCTAAGCAAGAACCAG
AAAGAAACGAATGTTTCTTGCAACACAAGGACGACAACCCAAACTTGCCAA
GATTGGTTAGACCAGAAGTTGACGTCATGTGTACTGCTTTCCACGACAACGA
AGAAACCTTCTTGAAGAAGTACTTGTACGAAATTGCTAGAAGACACCCATAC

. TTCTACGCTCCAGAATTGTTGTTCTTCGCTAAGAGATACAAGGCTGCTITCAC
CGAATGTTGTCAAGCTGCTGATAAGGCTGCTTGTTTGTTGCCAAAGTTGGAT
GAATTGAGAGACGAAGGTAAGGCTTCTTCCGCTAAGCAAAGATTGAAGTGT
GCTTCCTTGCAAAAGTTCGGTGAAAGAGCTTTCAAGGCTTGGGCTGTCGCTA
GATTGTCTCAAAGATTCCCAAAGGCTGAATTCGCTGAAGTTTCTAAGTTGGT
TACTGACTTGACTAAGGTTCACACTGAATGTTGTCACGGTGACTTGTTGGAA
TGTGCTGATGACAGAGCTGACTTGGCTAAGTACATCTGTGAAAACCAAGACT |
CTATCTCTTCCAAGTTGAAGGAATGTTGTGAAAAGCCATTGTTGGAAAAGTC

© TCACTGTATTGCTGAAGTTGAAAACGATGAAATGCCAGCTGACTTGCCATCT
TTGGCTGCTGACTTCGTTGAATCTAAGGACGTTTGTAAGAACTACGCTGAAG
CTAAGGACGTCTTCTTGGGTATGTTCTTGTACGAATACGCTAGAAGACACCC
AGACTACTCCGTTGTCTTGTTGTTGAGATTGGCTAAGACCTACGAAACTACCT
TGGAAAAGTGTTGTGCTGCTGCTGACCCACACGAATGTITACGCTAAGGTTTT
CGATGAATTCAAGCCATTGGTCGAAGAACCACAAAACTTGATCAAGCAAAA
CTGTGAATTGTTCGAACAATTGGGTGAATACAAGTTCCAAAACGCTTTGTTG
GTTAGATACACTAAGAAGGTCCCACAAGTCTCCACCCCAACTTTGGTTGAAG
TCTCTAGAAACTTGGGTAAGGTCGGTTCTAAGTGTTGTAAGCACCCAGAAGC
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TAAGAGAATGCCATGTGCTGAAGATTACTTGTCCGTCGTTTTGAACCAATTG
TGTGTTTTGCACGAAAAGACCCCAGTCTCTGATAGAGTCACCAAGTGTTGTA
CTGAATCTTTGGTTAACAGAAGACCATGTTITCTCTGCTTTGGAAGTCGACGA
AACTTACGTTCCAAAGGAATTCAACGCTGAAACTTTCACCTTCCACGCTGAT
ATCTGTACCTTGTCCGAAAAGGAAAGACAAATTAAGAAGCAAACTGCTTTGG
TTGAATTGGTCAAGCACAAGCCAAAGGCTACTAAGGAACAATTGAAGGCTG
TCATGGATGATTTCGCTGCTITCGTTGAAAAGTGTTGTAAGGCTGATGATAA
GGAAACTTGTTTCGCTGAAGAAGGTAAGAAGTTGGTCGCTGCTTCCCAAGCT
GCTTTGGGTTTG (SEQ ID NO:34)

F\Su’r@ S C@Y\H\- ‘A,,




2.7 JuL 2008

WO 03/066085 PCT/ABO3/00433

al%

Figure 6
Amino acid sequence of the N-terminal angiostatin(non-glycosylaied}-albumin
- fusion protein '

'MKWVFIVSILFLFSSAYSRSLDKRVYLSECKTGNGKNYRGTMSKTKNGITCQKWS
STSPHRPRFSPATHPSEGLEENYCRNPDNDPQGPWCYTTDPEKRYDYCDILECEER
CMHCSGENYDGKISK TMSGLECQAWDSQSPHAHGYIPSKFPNKNLKKNYCRNPD
RELRPWCFTTDPNKRWELCDIPRCTTPPPSSGPTYQCLKGTGENYRGNVAVTVSG
HTCQHWSAQTPHTHQRTPENFPCKNLDENYCRNPDGKRAPWCHTTNSQVRWEY
CKIPSCDSSPVDAHKSEVAHRFKDLGEENFKALVLIAFAQYLQQCPFEDHVKLVN
EVTEFAKTCVADESAENCDKSLHTLFGDKLCTVATLRETYGEMADCCAKQEPER
NECFLQHKDDNPNLPRLVRPEVDVMCTAFHDNEETFLKK YLYEIARRHPYFYAPE
LLFFAKRYKAAFTECCQAADKAACLLPKLDELRDEGKASSAKQRLKCASLQKFG

. BRAFKAWAVARLSQRFPKAEFAEVSKLVTDLTKVHTECCHGDLLECADDRADLA
KYICENQDSISSKLKECCEKPLLEKSHCIAEVENDEMPADLPSLAADFVESKDVCK
NYAEAKDVFLGMFLYEYARRHPDYSVVLLLRLAKTYETTLEKCCAAADPHECYA
KVFDEFKPLVEEPQNLIKQNCELFEQLGEYKFQNALLVRYTKKVPQVSTPTLVEVS
RNLGEVGSKCCKHPEAKRMPCAEDYLSVVLNQLCVLEEKTPVSDRVTKCCTESL
VNRRPCFSALEVDETYVPKEFNAETFTFHADICTLSERERQIKKQTALVELVKHKP
KATKEQLKAVMDDFAAFVEKCCKADDKETCFAEEGKKLVAASQAALGL (SEQ
ID NO:35)
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Figure 7

- DNA sequence of the C-terminal albumin-angiostatin{non-glycosylated)-fusion open
reading frame

ATGAAGTGGGTAAGCTTTATTITCCCTTCITTITTICTCTITAGCTCGGCTTATTCC
AGGAGCTTGGATAAAAGAGATGCACACAAGAGTGAGGTTGCTCATCGGTTT
AAAGATTTGGGAGAAGAAAATTTCAAAGCCTTGGTGTTGATTGCCTTTGCTC
AGTATCTTCAGCAGTGTCCATTTGAAGATCATGTAAAATTAGTGAATGAAGT
AACTGAATTTGCAAAAACATGTGTTGCTGATGAGTCAGCTGAAAATTGTGAC
AAATCACTTCATACCCTTTITTGGAGACAAATTATGCACAGTTGCAACTCTTCG
TGAAACCTATGGTGAAATGGCTGACTGCTGTGCAAAACAAGAACCTGAGAG
AAATGAATGCTTCTTGCAACACAAAGATGACAACCCAAACCTCCCCCGATTG
GTGAGACCAGAGGTTGATGTGATGTGCACTGCTTTTCATGACAATGAAGAGA
CATTTTTGAAAAAATACTTATATGAAATTGCCAGAAGACATCCTTACTTTTAT
GCCCCGGAACTCCTTTTCTTTGCTAAAAGGTATAAAGCTGCTTITACAGAATG
TTGCCAAGCTGCTGATAAAGCTGCCTGCCTGTTGCCAAAGCTCGATGAACTT
CGGGATGAAGGGAAGGCTTCGTCTGCCAAACAGAGACTCAAGTGTGCCAGT
CTCCAAAAATTTGGAGAAAGAGCTTTCAAAGCATGGGCAGTAGCTCGCCTGA
GCCAGAGATTTCCCAAAGCTGAGTTTGCAGAAGTTTCCAAGTTAGTGACAGA
TCTTACCAAAGTCCACACGGAATGCTGCCATGGAGATCTGCTTGAATGTGCT
GATGACAGGGCGGACCTTGCCAAGTATATCTGTGAAAATCAAGATTCGATCT
CCAGTAAACTGAAGGAATGCTGTGAAAAACCTCTGTTGGAAAAATCCCACTG
CATTGCCGAAGTGGAAAATGATGAGATGCCTGCTGACTTGCCTTCATTAGCT
GCTGATTTTGTTGAAAGTAAGGATGTITTGCAAAAACTATGCTGAGGCAAAGG
ATGTCTTCCTGGGCATGTTTITGTATGAATATGCAAGAAGGCATCCTGATTAC
TCTGTCGTGCTGCTGCTGAGACTTGCCAAGACATATGAAACCACTCTAGAGA
AGTGCTGTGCCGCTGCAGATCCTCATGAATGCTATGCCAAAGTGTTCGATGA
ATTTAAACCTCTTGTGGAAGAGCCTCAGAATTTAATCAAACAAAATTGTGAG
CTTTTTGAGCAGCTTGGAGAGTACAAATTCCAGAATGCGCTATTAGTTCGTT
ACACCAAGAAAGTACCCCAAGTGTCAACTCCAACTCTTGTAGAGGTCTCAAG
AAACCTAGGAAAAGTGGGCAGCAAATGTTGTAAACATCCTGAAGCAAAAAG
AATGCCCTGTGCAGAAGACTATCTATCCGTGGTCCTGAACCAGTTATGTGTG
TTGCATGAGAAAACGCCAGTAAGTGACAGAGTCACCAAATGCTGCACAGAA
TCCTTGGTGAACAGGCGACCATGCTTTTCAGCTCTGGAAGTCGATGAAACAT
ACGTTCCCAAAGAGTTTAATGCTGAAACATTCACCTTCCATGCAGATATATG
CACACTTTCTGAGAAGGAGAGACAAATCAAGAAACAAACTGCACTTGTTGA
GCTCGTGAAACACAAGCCCAAGGCAACAAAAGAGCAACTGAAAGCTGTTAT
GGATGATTTCGCAGCTTTTGTAGAGAAGTGCTGCAAGGCTGACGATAAGGAG
- ACCTGCTTTGCCGAGGAGGGTAAAAAACTTGTTGCTGCAAGTCAAGCTGCCT
TAGGCTTAGTGTATCTCTCAGAGTGCAAGACTGGGAATGGAAAGAACTACA
GAGGGACGATGTCCAAAACAAAAAATGGCATCACCTGTCAAAAATGGAGTT
CCACTTCTCCCCACAGACCTAGATTCTCACCTGCTACACACCCCTCAGAGGG
ACTGGAGGAGAACTACTGCAGGAATCCAGACAACGATCCGCAGGGGCCCTG
GTGCTATACTACTGATCCAGAAAAGAGATATGACTACTGCGACATTCTTGAG
TGTGAAGAGGAATGTATGCATTGCAGTGGAGAAAACTATGACGGCAAAATT
TCCAAGACCATGTCTGGACTGGAATGCCAGGCCTGGGACTCTCAGAGCCCAC
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ACGCTCATGGATACATTCCTTCCAAATTTCCAAACAAGAACCTGAAGAAGAA
TTACTGTCGTAACCCCGATAGGGAGCTGCGGCCTTGGTGTTTCACCACCGAC
CCCAACAAGCGCTGGGAACTTTGTGACATCCCCCGCTGCACAACACCTCCAC
CATCTTCTGGTCCCACCTACCAGTGTCTGAAGGGAACAGGTGAAAACTATCG
CGGGAATGTGGCTGTITACCGTGTCCGGGCACACCTGTCAGCACTGGAGTGCA
CAGACCCCTCACACACATCAAAGGACACCAGAAAACTTCCCCTGCAAAAATT
TGGATGAAAACTACTGCCGCAATCCTGACGGAAAAAGGGCCCCATGGTGCC
ATACAACCAACAGCCAAGTGCGGTGGGAGTACTGTAAGATACCGTCCTGTG

ACTCCTCCCCAGTA (SEQID NO:36)
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Figure 8
Amminoe acid sequence of the C-terminal albumin-angiostatin(non-glycosylated)-
fusion protein

MKWVSFISLLFLFSSAYSRSLDKRDAHKSEVAHRFKDLGEENFK ALVLIAFAQYL
QQCPFEDHVKLVNEVTEFAKTCVADESAENCDKSLHTLFGDKLCTVATLRETYG
EMADCCAKQEPERNECFLQHKDDNPNLPRLVRPEVDVMCTAFHDNEETFLKK YL
YEIARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLPKIDELRDEGKASSA
KQRLKCASLQKFGERAFKAWAVARLSQRFPKAEFAEVSKLVTDLTK VHTECCHG
DLLECADDRADLAKYICENQDSISSKI KECCEKPLLEKSHCIAEVENDEMPADLPS
LAADFVESKDVCKNYAEAKDVFLGMFLYEYARREPDYSVVLLLRLAKTYETTLE
KCCAAADPHECYAKVFDEFKPLVEEPQNLIKQNCELFEQLGEYKFQNALLVRYTK
KVPQVSTPTLVEVSRNLGKVGSKCCKHPEAKRMPCAEDYLSVVLNQLCVLHEKT |
PVSDRVTKCCTESLVNRRPCFSALEVDETY VPKEFNAETFTFHADICTLSEKERQIK 5
KQTALVELVKHKPKATKEQLKAVMDDFAAFVEKCCKADDKETCFAFEGKKLVA
ASQAALGLVYLSECKTGNGKNYRGTMSK TKNGITCQKWSSTSPHRPRFSPATHPS
EGLEENYCRNPDNDPQGPWCYTTDPEKRYDY CDILECEEECMHCSGENYDGKIS
KTMSGLECQAWDSQSPHAHGYIPSKFPNKNLKKNYCRNPDRELRPWCFTTDPNK
RWELCDIPRCTTPPPSSGPTYQCLKGTGENYRGNVAVTVSGHTCQHWSAQTPHTH
QRTPENFPCKNLDENYCRNPDGKRAPWCHTINSQVRWEYCKIPSCDSSPV (SEQ

ID NO:37)
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Figure 9
DNA sequence of the N-terminal Kringle5-(GGS)4GG-albumin fusion open reading
frame '

ATGAAGTGGGTTTTCATCGTCTCCATTTTGTTCTTGTTCTCCTCTGCTTACTCTA
GATCTTTGGATAAGAGATGTATGTTTGGGAATGGGAAAGGATACCGAGGCAA
GAGGGCGACCACTGTTACTGGGACGCCATGCCAGGACTGGGCTGCCCAGGAG
CCCCATAGACACAGCATTITTCACTCCAGAGACAAATCCACGGGCGGGTCTGGA
AAAAAATTACTGCCGTAACCCTGATGGTGATGTAGGTGGTCCCTGGTGCTACA
CGACAAATCCAAGAAAACTTTACGACTACTGTGATGTCCCTCAGTGTGGTGGA
TCCGGTGGTTCCGGTGGTTCTGGTGGTTCCGGTGGTGACGCTCACAAGTCCGA
-AGTCGCTCACCGGTTCAAGGACCTAGGTGAGGAAAACTTCAAGGCTTTGGTCT
TGATCGCTTTCGCTCAATACTTGCAACAATGTCCATTCGAAGATCACGTCAAG
TTGGTCAACGAAGTTACCGAATTCGCTAAGACTTGTGTTGCTGACGAATCTGC
TGAAAACTGTGACAAGTCCTTGCACACCTTGTTCGGTGATAAGTTGTGTACTG
TTGCTACCTTGAGAGAAACCTACGGTGAAATGGCTGACTGTTGTGCTAAGCAA
'GAACCAGAAAGAAACGAATGTTTCTTGCAACACAAGGACGACAACCCAAACT
TGCCAAGATTGGTTAGACCAGAAGTTGACGTCATGTGTACTGCTTTCCACGAC
AACGAAGAAACCTTCTTGAAGAAGTACTTGTACGAAATTGCTAGAAGACACC
CATACTTCTACGCTCCAGAATTGTTGTTCTTCGCTAAGAGATACAAGGCTGCTT
TCACCGAATGTTGTCAAGCTGCTGATAAGGCTGCTTGTTTGTTGCCAAAGTTG
GATGAATTGAGAGACGAAGGTAAGGCTTCTTCCGCTAAGCAAAGATTGAAGT
GTGCTTCCTTGCAAAAGTTCGGTGAAAGAGCTTTCAAGGCTTGGGCTGTCGCT
AGATTGTCTCAAAGATTCCCAAAGGCTGAATTCGCTGAAGTTTCTAAGTTGGT
TACTGACTTGACTAAGGTTCACACTGAATGTITGTCACGGTGACTTGTTGGAAT
GTGCTGATGACAGAGCTGACTTGGCTAAGTACATCTGTGAAAACCAAGACTCT
ATCTCTTCCAAGTTGAAGGAATGTTGTGAAAAGCCATTGTTGGAAAAGTCTCA
CTGTATTGCTGAAGTTGAAAACGATGAAATGCCAGCTGACTTGCCATCTTTGG
CTGCTGACTTCGTTGAATCTAAGGACGTTTGTAAGAACTACGCTGAAGCTAAG
GACGTCTTCTTGGGTATGTTCTTGTACGAATACGCTAGAAGACACCCAGACTA
CTCCGTITGTCTTGTTGTTGAGATTGGCTAAGACCTACGAAACTACCTTGGAAA
AGTGTTGTGCTGCTGCTGACCCACACGAATGTTACGCTAAGGTTTTCGATGAA
TTCAAGCCATTGGTCGAAGAACCACAAAACTTGATCAAGCAAAACTGTGAATT
GTTCGAACAATTGGGTGAATACAAGTTCCAAAACGCTTTGTTGGTTAGATACA
CTAAGAAGGTCCCACAAGTCTCCACCCCAACTTTGGTTGAAGTCTCTAGAAAC
TTGGGTAAGGTCGGTTCTAAGTGTTGTAAGCACCCAGAAGCTAAGAGAATGCC
ATGTGCTGAAGATTACTTGTCCGTCGTTTTGAACCAATTGTGTGTTTTGCACGA
AAAGACCCCAGTCTCTGATAGAGTCACCAAGTGTTGTACTGAATCTTTGGTTA
ACAGAAGACCATGTTTCTCTGCTTTGGAAGTCGACGAAACTTACGTTCCAAAG
GAATTCAACGCTGAAACTTTCACCTTCCACGCTGATATCTGTACCTTGTCCGAA
AAGGAAAGACAAATTAAGAAGCAAACTGCTTTGGTTGAATTGGTCAAGCACA
AGCCAAAGGCTACTAAGGAACAATTGAAGGCTGTCATGGATGATTTCGCTGCT
TTCGTTGAAAAGTGTTGTAAGGCTGATGATAAGGAAACTTGTTTCGCTGAAGA
AGGTAAGAAGTTGGTCGCTGCTTICCCAAGCTGCTTTGGGTTTG (SEQ ID NO:38)
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Figure 10
Amino acid sequence of the N-terminal Kringle5-(GGS)4GG-albumin fusion protein

MKWVFIVSILFLESSAYSRSLDKRCMFGNGK GYRGKRATTVIGTPCQDWAAQEP
HRHESIFTPEINPRAGLEKNY CRNPDGDVGGPWCYTTNPRKLYDYCDVPQCGGSG
GSGGSGGSGGDAHKSEV AHRFKDLGEENFK ALVLIAFAQYLQQCPFEDHVKLVN
EVTEFAKTCVADESAENCDKSLHTLFGDKLCTVATLRETYGEMADCCAKQEPER
NECFLQHKDDNPNLPRLVRPEVDVMCTAFHDNEETFLKK YL YEIARRHPYFYAPE
LLFFAKRYKAAFTECCQAADKAACLLPKLDELRDEGKASSAKQRLKCASLQKEG
ERAFKAWAVARTLSQRFPKAEFAEVSKLVTDLTKVHTECCHGDLLECADDRADLA
KYICENQDSISSKLKECCBKPLLEKSHCIARVENDEMPADLPSLAADFVESKDVCK
NYAEAKDVFLGMFLYEYARRHPDYSVVLLLRLAKTYETTLEKCCAAADPHECYA
KVFDEFKPLVEEPQNLIKQNCELFEQLGEYKFQNALLVRYTKKVPQVSTPTLVEVS
RNLGKVGSKCCKHPEAKRMPCAEDYLSVVLNQLCVLHEKTPVSDRVTKCCTESL
VNRRPCFSALEVDETY VPKEFNAETFTFHADICTLSEKERQIKKQTALVELVKHKP
KATKEQLKAVMDDFAAFVEKCCKADDKETCFAEEGKKLVAASQAALGL (SEQ
D NO:39)
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Figure 11
- DNA sequence of the C-terminal albumin-(GGS);GG-Kringle5 fusion open reading
frame

ATGAAGTGGGTAAGCTTTATTTCCCTTCTTTTTCTCTTTAGCTCGGCTTATTCCA
GGAGCTTGGATAAAAGAGATGCACACAAGAGTGAGGTTGCTCATCGGTTTAA

- AGATTTGGGAGAAGAAAATTTCAAAGCCTTGGTGTTGATTGCCTTTGCTCAGT
ATCTTCAGCAGTGTCCATTTGAAGATCATGTAAAATTAGTGAATGAAGTAACT
GAATTTGCAAAAACATGTGTTGCTGATGAGTCAGCTGAAAATTGTGACAAATC
ACTTCATACCCTTTTTGGAGACAAATTATGCACAGTTGCAACTCTTCGTGAAAC
CTATGGTGAAATGGCTGACTGCTGTGCAAAACAAGAACCTGAGAGAAATGAA
TGCTTCTTGCAACACAAAGATGACAACCCAAACCTCCCCCGATTGGTGAGACC
AGAGGTTGATGTGATGTGCACTGCTTTTCATGACAATGAAGAGACATTTTTGA -
AAAAATACTTATATGAAATTGCCAGAAGACATCCTTACTTTTATGCCCCGGAA
CTCCTTTTICTTTGCTAAAAGGTATAAAGCTGCTTITACAGAATGTTGCCAAGCT
GCTGATAAAGCTGCCTGCCTGTTGCCAAAGCTCGATGAACTTCGGGATGAAGG
GAAGGCTTCGTCTGCCAAACAGAGACTCAAGTGTGCCAGTCTCCAAAAATTTG
GAGAAAGAGCTTTCAAAGCATGGGCAGTAGCTCGCCTGAGCCAGAGATTTCC
CAAAGCTGAGTITTGCAGAAGITTICCAAGTTAGTGACAGATCTTACCAAAGTCC
ACACGGAATGCTGCCATGGAGATCTGCTTGAATGTGCTGATGACAGGGCGGA
CCTTGCCAAGTATATCTGTGAAAATCAAGATTCGATCTCCAGTAAACTGAAGG
AATGCTGTGAAAAACCTCTGTTGGAAAAATCCCACTGCATTGCCGAAGTGGAA
AATGATGAGATGCCTGCTGACTTGCCTTCATTAGCTGCTGATTTTGTITGAAAGT
AAGGATGTTTGCAAAAACTATGCTGAGGCAAAGGATGTCTTCCTGGGCATGTT
TTTGTATGAATATGCAAGAAGGCATCCTGATTACTCTGTCGTGCTGCTGCTGA
GACTTGCCAAGACATATGAAACCACTCTAGAGAAGTGCTGTGCCGCTGCAGAT

- CCTCATGAATGCTATGCCAAAGTGTTCGATGAATTTAAACCTCTTGIGGAAGA
GCCTCAGAATTTAATCAAACAAAATTGTGAGCTTTTTGAGCAGCTTGGAGAGT
ACAAATTCCAGAATGCGCTATTAGTTCGTTACACCAAGAAAGTACCCCAAGTG
TCAACTCCAACTCTTGTAGAGGTCTCAAGAAACCTAGGAAAAGTGGGCAGCA
AATGTTGTAAACATCCTGAAGCAAAAAGAATGCCCTGTGCAGAAGACTATCTA
TCCGTGGTCCTGAACCAGTTATGTGTGTTGCATGAGAAAACGCCAGTAAGTGA
CAGAGTCACCAAATGCTGCACAGAATCCTTGGTGAACAGGCGACCATGCTTTT
CAGCTCTGGAAGTCGATGAAACATACGTTCCCAAAGAGTTTAATGCTGAAACA
TTCACCTTCCATGCAGATATATGCACACTTTCTGAGAAGGAGAGACAAATCAA
GAAACAAACTGCACTTGTTGAGCTCGTGAAACACAAGCCCAAGGCAACAAAA
GAGCAACTGAAAGCTGTTATGGATGATTTCGCAGCTTTTGTAGAGAAGTGCTG
CAAGGCTGACGATAAGGAGACCTGCTTTGCCGAGGAGGGTAAAAAACTTGTT
GCTGCAAGTCAAGCTGCCTTAGGCTTAGGTGGTTCTGGTGGTTCCGGTGGTTCT
GGTGGATCCGGTGGTTGTATGTTTGGGAATGGGAAAGGATACCGAGGCAAGA
GGGCGACCACTGTTACTGGGACGCCATGCCAGGACTGGGCTGCCCAGGAGCC
CCATAGACACAGCATTTTCACTCCAGAGACAAATCCACGGGCGGGTCTGGAA
AAAAATTACTGCCGTAACCCTGATGGTGATGTAGGTGGTCCCTGGTGCTACAC
GACAAATCCAAGAAAACTTTACGACTACTGTGATGTCCCTCAGTGT (SEQID
NO:40)
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Figure 12

Amino acid sequence of the C-terminal albumin-(GGS)@GG—KringleS fusion protein

MKWVSFISLLFLFSSAYSRSLDKRDAHKSEVAHRFRDLGEENFKALVLIAFAQYL
' QQCPFEDHVKLVNEVTEFAKTCVADESAENCDKSLHTLFGDKLCTVATLRETYG
EMADCCAKQEPERNECFLQHKDDNPNLPRLVRPEVDVMCTAFHDNEETFLKKYL
YEIARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLPKLDELRDEGKASSA
KQRLKCASLQKFGERAFKAWAVARLSQRFPKAEFAEVSKLVTDLTKVHTECCHG
DLLECADDRADLAKYICENQDSISSKL.KECCEKPLLEKSHCIAEVENDEMPADLPS
- LAADFVESKDVCKNYAEAKDVFLGMFLYEYARRHPDYSVVLLLRLAKTYETTLE
KCCAAADPHECYAKVFDEFKPLVEEPQNLIKQNCELFEQLGEYKFQNALLVRYTK.
KVPQVSTPTLVEVSRNLGKVGSKCCKHPEAKRMPCAEDYLSVVLNQLCVLHEKT
PVSDRVTKCCTESLVNRRPCFSALEVDETYVPKEFNAETFTFHADICTLSEKERQIK
KQTALVELVKHKPKATKEQLKAVMDDFAAFVEKCCKADDKETCFAEEGKKLVA
ASQAALGLGGSGGSGGSGGSGGCMFGNGKGYRGKRATTVTGTPCQDWAAQEPH
RHSIFTPETNPRAGLEKNY CRNPDGDVGGPWCYTTNPRKLYDYCDVPQC (SEQ
D NO:41)
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Lane Sample Toad
1. - -
2. Magic Marker -
3. - -
4, C Terminal Endostatin (1706#45) Ipg
5. N Terminal Endostatin (1706#49) lpg
6. HSA lpg
7. Endostatin Standard lug
8. - -
9. SPT9901 100ng
10. - -
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Figure 15

Figure 1: Mean Endostatin concentrations +/— SD, following iv. application
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Figure 21

Treatment of Bx Pc 3 (Human Pancreatic cancer cell line)
with Human AFP-CT- Endostatin s.c.
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Treatment of Bx Pc 3 (Human Pancreatic cancer cell line)
with Human AFP-NT- Endostatin s.c.
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Sample Load

C terminal Angiostatin SP-FF Load nt

Flow Through nt

Wash 1 nt

Wash 2 nt

Wash 3 nt
Bluate (CS04 + 250mM NaCl) lug
Salt Wash : ng
tHA std (0301_02} Ipg

SDS-PAGE of C-Terminal tHA-Angiostatin on SP-FF -

Eluate (C504 + 250mM NaCl) 10ug
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